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Table 3 - Cancer detection rates in patients undergoing the first transperineal prostate biopsy for 4-10 ng/ml PSA

diagnoses. Such detection rates are usually higher
than in transrectal saturation biopsies, reportedly
between 13% and 41% [45]. Probably, this might be
justified by the higher precision in sampling all
prostatic zones and in particular the anterior part of
the gland {41].

To date, six studies have compared schemes
sampling a different core number, two using
different patient samples [8,34] and four using
internal controls {13-15,40]. Emiliozzi et al demon-
strated an increasing detection rate with higher
core numbers, particularly in patients with a PSA of
4-10 ng/ml (30% in 6-core transperineal biopsy vs.
49% in 12-core transperineal biopsy). Pepe et al
confirmed these data comparing 12 versus 18
transperineal cores, with detection rates reaching
35% and 51%, respectively [34].

In the studies comparing different schemes
through a recursive partitioning within the same
patient population, Takenaka et al compared their
complete scheme (12 cores) with the standard
sextant, obtaining a 20% increase in diagnoses with
the additional cores [15]. More detailed studies have
been conducted by Ficarra et al in 2005 and by
Merrick et al in 2007; both of them confirmed an
increase in diagnoses proportional to the increase in
core number, reaching 43.8% detection rates in a
14-core first biopsy series {13} and 42.1% in a 24-core
repeat biopsy series [40]. These two studies report
prostate volume as the strongest predictor for
prostate cancer detection [13,40], highlighting the
need to increase the number of cores in prostates
> 50 cc [13].

Another variable to be taken into account for
prostate cancer detection is the location of the cores.
In studies coming from transrectal biopsy series,
prostate cancer has been reported to be located in
the peripheral zone in 85% of nonpalpable {46] and in
74% of palpable tumors [47].

On the other hand, transperineal PBx series
demonstrate that up to 70% of prostate cancers
are located in the anterior part of the prostate {32],

with a more frequent involvement of this area in
nonpalpable cancers than in palpable ones {32,36]
and in repeat biopsy than in the first set [$,41].
Moreover, the transitional zone is involved by
cancer in up to 76% of patients with a positive
result after a repeat biopsy with a transperineal
template approach [31].

With this perspective, prostate sampling should
include at least a minimum number of anterior
cores in the first set, preferably in the far lateral
peripheral zone (anterior horn). According to Ficarra
et al, sampling this region with a single core per lobe
provides an additional cancer diagnosis in 11% of
cases {13].

According to these data, it seems reasonable to
deduce that in the first transperineal biopsy setting
a minimum of 12 cores should be taken, including
the far lateral peripheral zone (anterior horn).
Sampling of the transition zone might be omitted
in these patients. On the other hand, repeat PBx
should include a thorough sampling of the posterior
and anterior zones, including transitional cores
(Fig. 1). The brachytherapy template in repeat biopsy
theoretically provides a more rational prostatic
sampling, even though higher anesthetic support
is necessary.

3.2.5. Comparing transperineal and transrectal PBx

Five studies have been identified comparing trans-
rectal and transperineal PBx, all of them perform-
ing transperineal and transrectal PBx on the same
patients (Table 4). The first one [7] was a simulation
of transperineal (longitudinal) and transrectal
(transverse) PBx conducted on radical prostatec-
tomy surgical specimens. In this study, cancer
had been initially diagnosed through transrectal
biopsy. Nevertheless, 82.5% of the 40 analyzed
cancers was redetected by sextant transperineal
biopsy, whereas only 72.5% of cases was redetected
by transrectal sextant biopsy. These experimental
data were confirmed in clinical practice in 2003,
when Emiliozzi et al studied 107 patients under-
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Fig. 1 - Number and location of cores in transperineal
prostate biopsy. 1-6 (black) sextant cores; 7-12 (yellow)
lateral sextant cores; 13-14 (orange) transition zone cores.

Not numbered (pink) cores: possible additional cores in the
anterior zone of the prostate.

N

going 12 biopsies using a combination of the
transrectal (6 cores in the peripheral zone) and
transperineal (6 cores in the peripheral zone)
approach. The authors reported higher detection

rates for the transperineal technique. In particular,
the study showed an overall cancer detection rate
of 40%, with 38% imputable to transperineal 6-core
biopsy and 32% due to 6-core transrectal approach.
In the subset of patients with a PSA of 4-10 ng/ml,
the detection rates of the transperineal and
transrectal biopsy were 27% and 20%, respectively
[10]. A nearly identical study was performed by
Watanabe et al, with different results. In their
study, the authors reported an overall detection
rate of 48%, significantly lower than the one
produced by the six transrectal cores (40%) or by
the one produced by the transperineal ones (41.2%).
This difference could be due to the different
prostatic sampling (6 peripheral transrectal cores
versus 4 peripheral and 2 transitional transperineal
cores) [16].

A different scenario was proposed by Kawakami
et al, one using a systematic transrectal (12 cores)
and transperineal (14 cores) prostatic sampling in
patients undergoing their first [38,48] or repeated
biopsy [14]. In both cases, the route of sampling

Table 4 - Studies comparing transrectal versus transperineal prostate biopsy

Table 5 - Major complications of transperineal prostate biopsy series
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seems not to affect the ability to detect prostate
cancer (88% vs. 88% of the cancers in the first biopsy
set and 79% vs. 82% in repeat biopsy), whereas the
combination of the two techniques allowed detec-
tion of a significantly higher number of cancers,
with an overall cancer diagnosis of 34% in case of
first biopsy and of 37% in case of repeat biopsy
[14,48].

Unfortunately, no study specifically assessed the
differences in time consumption and in costs for
these two techniques. Nevertheless, because the
only differences are in patient preparation and
position and the materials to be used are similar,
it can be supposed that no substantial differences
exist between transrectal and transperineal PBx.

In conclusion, though having a strong rationale,
the transperineal approach has not convincingly
been demonstrated to provide detection rates higher
than transrectal biopsy. High-quality, comparative
studies must be performed to assess which kind of
biopsy provides better results.

3.3. Complications

Most of the series reporting on transperineal PBx
provide data concerning the complications related to
the procedure. According to those data, transperineal
biopsyis a safe procedure. Major complications, such
as severe hematuria, acute urinary retention, fever,
and other problems requiring hospitalization are rare
(Table 5). Considering that in transperineal PBx the
needle does not pass through the rectum, fever
occurs in 0-1% of cases. Only one series reports fever
occurring in 5.2% of cases {30].

Minor complications are more frequent but,
because they rarely need treatments, they are
seldom reported. In particular, self-limiting hema-
turia occurs in percentages ranging from 8.6% [34] to
52% {12], hemospermia happens in up to 79% of
patients {8}, and perineal discomfort or perineal
hematoma has lower percentages (1-6%) [12,21].
Unfortunately, only a few authors reported the
methods used to collect data concerning complica-
tions.

4. Conclusion

Transperineal TRUS-guided PBx is a safe procedure,
with high detection rates and low morbidity.

The specific preparation for transperineal biopsy
has notbeen studied through prospective controlled
studies. Because the infectious risk of this procedure
seems to be low, a single-dose fluoroquinolone
prophylaxis has been advised in patients with a

standard risk for infection. The execution of a
cleansing enema is recommended, and anticoagu-
lant therapy should be stopped only if the hemor-
rhagic risk exceeds the thrombotic risk.

At least local anesthesia with periprostatic nerve
block should be performed. Particularly in repeat
PBx or when using the brachytherapy template,
some groups propose using spinal or (more rarely)
general anesthesia.

Because 6-core schemes provide insufficient
detection rates, at least 12 cores are usually taken
in the first prostatic sampling. Repeatbiopsy, with or
without a brachytherapy template, should include
more cores, with particular attention to the anterior
zone of the prostate.

High-quality, randomized, controlled studies
mustbe performed to support the available evidence
that the transperineal approach provides better
results than the transrectal one both in terms of
complications and results.
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D. The transition zone should be sampled
only for prostate-specific antigen levels >
10 ng/ml.

credits will then be attributed automatically. 4. Comparing transperineal versus transrectal pros-

tate biopsy:

1. Transperineal prostate biopsy: A. There is a theoretical minor risk for infection
A. Has to be performed without the guide of in transperineal biopsy.

transrectal ultrasound (TRUS). B. Detection rates are higher in transrectal
B. Cannot be performed without general procedures than in transperineal ones.
anesthesia. C. Transrectal biopsy requires a more difficult
C. Has to be performed in selected centers only. preparation.
D. Has to be performed with some kind of D. Complication rates are higherin transperineal
anesthesia. biopsy.

2. In transperineal prostate biopsy, the template 5. To improve detection rates, it is advisable:
technique: A. To increase the number of cores proportion-
A. Requires multiple skin accesses and paths to ally to prostate-specific antigen levels.

take the cores. B. To decrease the number of cores proportion-
B. Requires one or two skin accesses for all the ally to the transition zone volume.

cores. C. To increase the number of cores proportion-
C. Is the technique of implanting the seeds for ally to prostate volume.

brachytherapy at the same moment of pros- D. To decrease the number of cores in patients

tate biopsy. undergoing repeat biopsy.
D. Has to be performed with three-dimensional

ultrasound equipment. 6. In transperineal prostate biopsy, the cleansing

3. A good-quality first-set transperineal prostate
biopsy:
A. Should include at least six cores.
B. Should sample the anterior far lateral aspects
of the prostate (anterior horn).
C. Should include at least four cores from the
transition zone.

enema:

A. Has the aim to reduce the bacterial load of the
rectal mucosa.

B. Might improve TRUS images and reduce the
discomfort during the procedure.

C. Is contraindicated.

D. Is rarely performed.
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Corbin submits the following documents by way of deed:

Exhibit 19

Exhibit 20

Exhibit 21

Second Expert Report of Dr. Rick Popert dated November 15, 2021, with attached:

Exhibit RP-7. Ultrasound-Guided Biopsy, chapter from K. Ahrar, S. Gupta,
Percutaneous Image-Guided Biopsy, Springer 2014

Second Witness Statement of Saheed Rashid dated November 11, 2021, with
attachments:

Exhibit SR-7 Homepage Andros Clinics.
Exhibit SR-8 Prof. Debruyne's page on the Andros Clinics website.
Exhibit SR-9 Drs. Jos Immerzeel's page on Andros Clinics website.

Exhibit SR-10 Email dated April 17, 2018 from Mr. Groeskamp to Jos Immerzeel and
Rick Popert.

Exhibit SR-11 Email of 12 May 2018 from Jos Immerzeel to Saheed Rashid.
Exhibit SR-12 Email of 5 June 2018 from Jos Immerzeel to Saheed Rashid.

Exhibit SR-13 Email string commencing 22 October 2018 and ending 31 October 2018
between Jos Immerzeel and Saheed Rashid.

Exhibit SR-14E Email string commencing 4 March 2019 and ending 14 June 2019
between Jos Immerzeel and Saheed Rashid.

Witness Statement of Dr. Matthew Allaway dated November 15, 2021, with the following
attachments:

Exhibit MA-1 Ristau et al, Free-hand transperineal prostate biopsy provides
acceptable cancer detection and minimizes risk of infection: evolving
experience with a 10-sector template, Urol Onc 2018, 36(12).

Exhibit MA-2 Emiliozzi et al, The value of a single biopsy with 12 transperineal cores
for detecting prostate cancer in patients with elevated prostate specific
antigen, Journal of Urology Vol. 166, pp. 845-850, September 2001.
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Exhibit 22A  Email correspondence from 8 to 13 October 2021 between S.C. Dack and MDSS GmbH
(AMD's European professional representative for the AMD SureFire Guide).

Exhibit 22B Documents sent by MDSS GmbH on 13 October 2021, including the IFU for the AMD
SureFire Guide.

Exhibit 22C Email correspondence from 22 to 28 October 2021 between S.C. Dack and MDSS
GmbH.

Exhibit 23 Email dated 12 November 2021 from Philippina Rose of Pelvitec B.V. to b.lugt7@upc.nl,
with a flyer for the LeapMed Surefire Guide Kit attached.

Production 24 Dundee PE, Grummet JP, Murphy DG. Transperineal prostate biopsy: template-quided or
freehand? BJU Int. 2015 May;115(5):681-3. doi:10.1111/bju.12860. Epub 2014 Dec 7.
PMID: 25041087.
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Brief explanation of the Exhibits

1. In Exhibit 19 Dr Popert reacts to the statements made by Prof Debruyne.
2. He begins by noting that:

"Prof. Debruyne does not suggest that anything resembling the PrecisionPoint device had
been disclosed prior to April 2014",

and

"InJor does he state anywhere in his opinion that he thinks such a device would have been
obvious to a skilled urologist in 2014".

3. Dr. Popert further states that:

"It is clear that it has proved straightforward to adapt prior art devices so that they look like
the PrecisionPoint™, and possess similar characteristics or advantages. | do not beleive,
however, that this makes the patented PrecisionPoint ™device obvious over what went
before.”

4, He then goes on to discuss Prof. Debruyne's attempt to create confusion about the use of the word
"freehand” in the patent.

5. Dr Popert also makes it clear that and why his own experience is not limited to the UK, as Prof
Debruyne wrongly suggests. He also discusses the Galfano article and the "fan" technique referred
to by Prof. Debruyne. Dr Popert explains in detail why the devices and techniques in use at the
priority date were different from and inferior to the invention.

6. In Exhibit 20 Mr. Rashid also reacts to the Opinion of Prof. Debruyne. He discusses his contacts
with Drs. Jos Immerzeel, a close colleague of Prof. Debruyne at his private clinic. Email
correspondence from 2018 and 2019 between Mr. Rashid and Drs. Immerzeel shows that in 2018,
Drs. Immerzeel was very impressed with the capabilities of the PrecisionPoint™ compared to other,
known available biopsy procedures. Drs. Immerzeel was trained in the PrecisionPoint ™ technique
by Dr. Popert in 2018. In May 2018, Drs. Immerzeel wrote that:
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"The PP technique is in my opinion the best method for reliable and safe diagnosis if there is
no accessibility to a high quality MRI for precision-fusion techniques and should be used by
the general urologists replacing the ‘fransfaecal’ ( ®Popert) method" 1.

7. Dr. Immerzeel himself became a proctor and trainer for other Dutch urologists interested in using
the PrecisionPoint™ device.

8. In his statement, Mr. Rashid expresses his considerable surprise that the positive experiences of
his close colleague with the PrecisionPoint™ device are not discussed at all in Prof. Debruyne's
Opinion.

9. In Exhibt 21 the inventor, Dr. Matt Allaway, also responds to the Opinion of Prof. Debruyne.

10. Exhibit 22 concerns an attempt by Corbin to obtain a copy of the IFU and CE documentation in
respect of the AMD SureFire Guide from AMD's European professional representative for
regulatory purposes, MDSS GmbH. (Parties from outside the EU wishing to market a CE-marked
product must have a European Representative. For LeapMed this was (and is) LeapMed France.
For AMD, this is MDSS GmbH).

11.  Ultimately, MDSS GmbH provided, inter alia, an IFU showing that AMD explicitly instructs end
users of its needle guide to use the needle guide together with an Introducer or "SFIN" (a SureFire
Infroducer Needle, or access needle within the meaning of the patent). See Exhibit 22B, p. 7.

12.  This shows that also AMD is offering for sale and selling its needle guide with the intention that
third parties will use the device with an access needle to put into effect the patented invention. In
other words, it is not only the additional instructions of Pelvitec B.V. (see production 7, Exhibits 2
and 3) that urge third parties to use the invention, but now also the official instructions of AMD
itself. This constitutes indirect infringement by AMD and is also tortious towards Corbin.

13.  Exhibit 22C relates to an unsuccessful attempt to obtain earlier versions of AMD's IFU through
MDSS GmbH.

14. Exhibit 23 is an email sent Friday (!) by Philippina Rose on behalf of Pelvitec B.V. approaches a
potential customer? with an offer for sale realting to the LeapMed SureFire device. The name of
LeapMed France SAS is mentioned as European representative for the product. The allegation in

1 See production 20, Exhibit SR-11.

2 Atleast, that is what she thought. The email address to which she sent her request and the flyer was an email address used by
Mr Wilco van der Lugt of BXTA in his earlier correspondence with Pelvitec.
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15.

16.

17.

18.

HOYNG
ROKH
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the statement of defence that LeapMed France is not involved in marketing the device is utterly
implausible in this light.

The same applies to the assertion in par. 67 of the statement of defence that the promotional
material and IFU submitted by Corbin, originating from Pelvitec, is outdated. Here we have Pelvitec
B.V., just a few weeks before the hearing in preliminary relief proceedings (!), using exactly the
same promotional material to offer and sell LeapMed needle guides to potential Dutch customers.

Exhibit 24 is an article by Dundee et al. from a few months after the priority date. The article
discusses the disadvantages of the well-known freehand and grid- or template-based transperineal
biopsy techniques.

The authors state that "Our experience with FTPB [freehand transperineal biopsies] is limited and
we would acknowledge it is a difficult technique to acquire. *”

After then looking at the advantages and disadvantages of freehand transperineal prostate biopsies
(FTPB) “and template transperineal prostate biopsies (TTPB) 3, the authors conclude on p. 682
that:

"Cognitive fusion'® FTPB [freehand transperineal prostate biopsies] may be possible, but
would certainly require experience and probably the development of more effective
‘freehand' needle quides.

Using a combination of both FTPB and TTPB [template transperineal prostate biopsies]
would seem to strike the right balance between minimising the risk of sepsis, ensuring
adequate cancer diagnosis and effective use of precious resources, but we need more
data on the FTPB technique. This will only come when larger institutions explore this
technique and publish their experience. It may not be time yet to phase out TRB
[transrectal biopsies] altogether, but we should be proactive in searching for durable and
effective solutions to the sepsis challenge that blunts our advocacy of PSA screening."

See p. 681, right column.
Like the "fan" technique Prof. Debruyne refers to.
These are the techniques in which a grid or template is used to make multiple perforations in the perineum.

Cognitive fusion: a technique in which a previously made MRI-scan of the prostate is used to ultrasound the prostate. This is
done without fusing the MRI and ultrasound images, but with the MRI images next to it. The urologist keeps the MRI images in
mind while ultrasound-guided prostate biopsies are performed. An explanation of the ways in which MRI could be used, one
year after the priority date, to take more focused biopsies (and/or rule out the need for a biopsy) can be found here:
nHpuiorostaatkankerstichting nifive-

confentfupioads2R17/01/Cnderzoek naar_gqerichie blopten van de grostasted!
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[Underlining and boldface added].

19. The article shows that existing freehand techniques were difficult to learn and apply; and that there
was a need among urologists for new and more effective freehand needles that could be used to
take freehand transperineal biopsies. With the advent of the patent (and the PrecisionPoint device),
that desire was fulfilled.

Waarvan akte!

[Signed]

Lawyer

CORBIN_CLINICAL-000974

Advance Medical Designs, Inc. - EX1020
Advance Medical Designs v. Corbin Clinical Resources, PGR2023-00041
Page 253 of 806



First report of witness
Exhibits RP-1 to RP-6

District Court of The Hague
Corbin v Pelvitec & Another

EXPERT REPORT OF
DR. RICK POPERT MS FRCS (UROL)

I, Dr. Rick Popert, declare as follows:

My relevant qualifications

1. I am a Senior Consultant Urologist at Guys and St. Thomas Hospital in London. My particular
specialization is in the detection and treatment of prostate cancer.

2. | received my qualifications as a medical practitioner from St. Bartholomew’s Hospital
Medical College, University of London, in 1985. | became a Fellow of the Royal College of
Surgeons (FRCS) in 1989 and began my specialist training in Urology. During my training |
carried out a period of research and was examined for Master of Surgery (MS). | completed

my specialist urological training in 1996 following success in the FRCS (Urol) examination.

3. In 1996 | was appointed as a Consultant Urologist at Guys and St. Thomas Hospital in
London, where | established a specialist prostate cancer service with an Oncologist.

4. Over the last 25 years this specialist prostate service has developed into one of the most
comprehensive services within the UK. The prostate clinic is a multidisciplinary clinic with six
consultant urologists, four radiation oncologists, two robotic fellows, a research fellow and six

advanced nurse practitioners.

A My main surgical expertise is in radical prostatectomy, prostate brachytherapy and Holmium
Laser prostatectomy. Over the years my department has migrated from conventional open
radical prostatectomy to a robot-assisted approach which started in 2005. Between 1996 &
20086, | did over 350 open radical prostatectomies. Since 2006, | have carried out over 800
robotic prostatectomies and have an experience of over 1100 radical prostatectomies.
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10.

11.

| have probably the most experience of any UK urologist in single-visit dynamic intra-
operative prostate brachytherapy, a surgical technique which is particularly well suited to
those with larger prostates or who have had previous transurethral surgery. The procedure is
a good alternative to radical surgery. It provides comparable disease control rates to radical
surgery in patients with low-risk cancer. | have carried out more than 800 of these
procedures with Dr Beaney and Dr Morris, both Consultant Oncologists.

For the treatment of benign prostatic disease (BPH), | introduced a Holmium Laser
Prostatectomy (HoLEP) service at Guy’s and London Bridge hospitals in 2002. This surgical
procedure makes use of lasers and is associated with reduced bleeding and length of stay in
patients with prostate volumes larger than 70 cc, compared with standard trans-urethral
prostatectomy (TURP). | have carried out over 1200 holmium laser enucleations and receive
tertiary referrals of patients with prostates considered too large for conventional surgery.

Importantly for the present proceedings, | have developed an expertise in the improvement of
diagnostic biopsies in order to optimise treatment plans for patients with prostate cancer.
Since 2006, | have developed improved transperineal biopsy approaches with enhanced
prostate cancer localisation, as compared with the more traditional non-systematic
transrectal biopsies or transperineal grid-based mapping biopsies. (I explain what each of

these procedures entail in a subsequent section of this report).

In 2016, | was introduced by Dr. Matthew Allaway to the PrecisionPoint™ Transperineal
Access System. From the latter half of 2016 to 2018 | carried out a pilot evaluation of
transperineal biopsies under local anaesthesia using this device in over 160 cases. This
preliminary experience was the first European report of the PrecisionPoint™ Transperineal

Access System published in a peer-reviewed journal®.

This publication confirmed the significant benefits associated with the new PrecisionPoint™
Transperineal Access System compared to existing transperineal and transrectal prostate
biopsy procedures. Specifically, | was able to carry out MRI targeted and a full 24 — 38 core
systematic transperineal biopsy which gave results comparable to our Institution Standard of
the multiple perineal puncture Ginsburg Protocol using a brachytherapy grid and ultrasound
probe fixed within a brachytherapy stepping unit under general anaesthesia. (Again: | explain

more about the traditional transperineal biopsies below).

The ease with which the new biopsy procedure could be carried out under local anaesthetic
was apparent from the outset. We recognised immediately that the universal adoption of the
PrecisionPoint™ Transperineal Access System, combined with the new office or outpatient
procedure it made feasible, would have enormous benefits for the patient.

Kum F, Elhage O, Maliyil J, et al. Initial outcomes of local anaesthetic freehand transperineal biopsies in the
outpatient setting. BJU Int 2018; 125: 244-52 (Exhibit RP-1).
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12.

13.

14.

15.

16.

17.

18.

19.

Specifically, it would avoid the need for general anaesthesia and reduce the morbidity
associated with multiple puncture transperineal biopsies, which had to be carried out under
general anaesthetic, with reported retention rates of up to 23.7%?2. In addition, and most
importantly, it would provide the opportunity to replace office based local anaesthetic
Transrectal Prostate Biopsy with a safer alternative, local anaesthetic office based
transperineal prostate biopsy, reducing the risk of prostate biopsy related sepsis and the

need for antibiotics.

These predictions proved accurate. Significant departmental savings were also achieved by
reducing operating costs and freeing up general anaesthesia operating lists for other

procedures.

| was appointed as an NHS Clinical Entrepreneur in August 2018. | applied to become a
fellow on the NHS Innovation Accelerator Programme (NIA) and was appointed in March
2019. The NIA is an initiative of National Health Service England which is aimed at
accelerating the uptake of promising innovations for patient, population and NHS staff
benefit. The PrecisionPoint™ Transperineal Access System is just such an innovation.

As an NIA Fellow, my goal was to scale the introduction of local anaesthetic transperineal
biopsies nationally as an alternative to conventional transperineal biopsies (which were
carried out under general anaesthetic) and transrectal biopsies (which were carried out under

local anaesthetic, but were associated with an unacceptably high infection risk).

In October 2019 | decided to devote more time to the teaching and training of the techniques
for local anaesthesia transperineal biopsies to urology consultants, junior doctors, urology

nurses, radiologists and radiographers. | retired from full-time employment with the NHS and
returned on a part-time contractual basis in order to be able to devote more time to spreading

the word about local anaesthesia transperineal biopsies using the PrecisionPoint™.

| am a director of a company called PPDT Ltd, which has a consultancy agreement with
BXTAccelyon, the UK appointed distributor of the PrecisionPoint™ device. The agreement
provides for the payment of honoraria for running training courses on transperineal biopsies
under local anaesthesia on top of my NHS commitments.

My work in training fellow urology specialists in the new local anaesthesia transperineal
technique has been effective. Presently, at least 50% of all prostate biopsies in the U.K. are
carried out using the new local anaesthetic transperineal techniques first made possible by
the PrecisionPoint™ system.

| attach a copy of my curriculum vitae together with a list of publications as Exhibit RP-2.

Retention refers to difficulties experienced by patients passing water. The figure of 23.7% comes from Simmons, L.,
Kanthabalan, A., Arya, M. et al. The PICTURE study: diagnostic accuracy of multiparametric MRI in men requiring a
repeat prostate biopsy. BrJ Cancer 116, 1159-1165 (2017). hlps:/deinrg/18.1038bic. 201 7.57
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My instructions

20.

21.

22.

23.

| have been asked by Dutch counsel acting for Corbin Clinical Resource LLC. ("Corbin") to
explain how conventional prostate biopsies were carried out, and to say something of the

impact PrecisionPoint™ device has influenced how urologists conduct such biopsies now.

| understand that this report will be referred to by Corbin in Dutch proceedings against
Leapmed and its Dutch distributor Pelvitec. It has been explained to me, and | understand,
that it is my duty honestly to assist the Dutch Court with matters falling within my area of
expertise, and that this duty outweighs any duty | may feel | owe to those instructing me. The
facts stated in this report are true to the best of my knowledge and belief and the opinions
stated herein are truly held.

It has been explained to me, and | believe, that the PrecisionPoint™ device is a commercial
embodiment of the devices claimed in European patent EP 3 125 811 B1. | have studied the
claims, description and drawings of EP 3 125 811 B1 and have satisfied myself that the
PrecisionPoint™ indeed corresponds to the devices set out in the claims and in the

schematic drawings of the patent.

It has been explained to me that the priority date of EP 3 125 811 is 3 April 2014, and that it
is this date, and not the later date of introduction of PrecisionPoint™ device (or the date of
my first experiences with the device), which is important when it comes to discussing
conventional biopsy procedures. | confirm that when | discuss conventional prostate biopsy
techniques in what follows, | have endeavoured to do so, to the best of my ability, from the
point of view of a skilled urologist as of early 2014.

Prostate cancer and biopsies

24.

25.

The prostate is a gland that is part of the male reproductive system. Anatomically, it is
situated below the bladder, with the urethra passing through it.

The prostate has two functions. The first is that it produces and contains fluid that forms part
of the semen that is emitted during ejaculation. The second function of the prostate is that it
functions as a muscle-driven mechanical switch between urination and ejaculation. During
ejaculation, muscles in the prostate close the urethra up to the bladder to prevent semen
from entering the bladder.

4/16
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26.

27.

28.

In Europe, prostate cancer is the most common form of cancer occurring in men. In the UK,
approximately 1 in 8 men will suffer prostate cancer at some point in their lives. It is more
prevalent in men over the age of 50. Across the UK, more than 47,500 men are diagnosed

with prostate cancer every year.?

In The Netherlands, | have been informed, and | believe, that the latest available statistics
show that 12,800 cases of prostate cancer were diagnosed in 2020, down from 13,478 in
2019. The decreased incidence in 2020 is believed to be due to the COVID-19 pandemic and
the associated restrictions on hospital visits and visits to the doctor, where prostate problems
often emerge as a result of opportunistic screening using a PSA test when the patient is
visiting his GP for other reasons.*

The first step to a diagnosis of prostate cancer usually involves a blood test that screens for
Prostate Specific Antigen (PSA). This is a protein produced by both healthy and unhealthy
prostate cells. Elevated PSA levels can be indicative of prostate cancer. A doctor may also
perform a digital rectal examination to feel the back wall of the prostate for enlargement,

tenderness, lumps or other abnormalities.

hpsforostalecancenk erafprostate-infomation/sbout-nrestate-canner.

https://www.volksgezondheidenzorg.info/onderwerp/prostaatkanker/cijfers-context/huidige-situatie#node-het-
v%C3%B3%C3%B3rkomen-van-prostaatkanker
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29.

30.

If either of these tests indicate a risk of prostate cancer, a biopsy will be required to collect
tissue samples for pathological analysis. This is the only reliable way to establish whether a

patient indeed has prostate cancer.

Roughly 50% of all patients who undergo a prostate biopsy will test positive for cancer.

The previous gold standard of care: transrectal ultrasound biopsies (TRUS)

31.

32.

33.

34.

35.

Until a few years ago, the standard of care for performing a prostate biopsy was the
transrectal approach guided by an ultrasound probe, abbreviated to TRUS (for TRansrectal
UltraSound).

This technique, which had been the gold standard for well over 30 years, was first reported in
1981 by Holm et al.® In this procedure, the prostate is accessed via the rectal wall. The
biopsy needle is advanced along a needle guide through the rectal passage and pierces the
rectum to reach the prostate. An ultrasound probe is used to determine and guide the

position of the biopsy needle.

Prostats

In a TRUS procedure, tissue samples are taken from a number of different areas of the
prostate (typically 6 to 12 different cores), which are then sent to the pathology laboratory for

analysis.

A benefit of the transrectal approach is that it can be carried out under local anaesthetic. It
does not require a visit to an operating theatre and can instead be carried out in an out-
patient (or office) setting. Patients can go home the same day, following a short post-
intervention monitoring period. The procedure can be carried out by Urologists, Urological
Trainees, Urology Specialist Nurses, Radiologists and Radiographers

There are however also serious drawbacks associated with this technique.

Holm et al, Ulfrasonically guided precision needle placement in the prostate and seminal vesicles, J Urol 1981;
125:385-387.
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36. First, not all regions of the prostate are easy to access via the transrectal route, particularly
the anterior prostate. This can lead to tumours going undetected, and disease being
mischaracterised®.

37. Second, TRUS is, by its nature, a non-sterile procedure. The biopsy needle must pass first
through the rectal cavity before entering the prostate. The introduction of faecal matter by the
repeated passage of the contaminated biopsy needle into the prostate poses a significant
infection risk. Steps can be taken to minimize the risk, but local inflammation, pain, shivers
and fever are commonly reported following a TRUS biopsy.

38. There is also a risk of post-biopsy related sepsis, a very serious life-threatening infection,
which can result in life-changing disability and even death. A publication by the European
Association of Urologists puts the risk of sepsis in a standard TRUS procedure as high as
2.2%.7 Bearing in mind that half of all patients undergoing a biopsy procedure will test
negative for cancer, such an adverse risk percentage is significant for a benign condition.

39. Due to the “contaminated” nature of the TRUS biopsy procedure, patients are commonly
prescribed antibiotics both before and after the procedure. Antibiotics have never been 100%
effective at preventing the infection risks associated with the procedure, but in recent years
the increased prevalence of antibiotic resistance and the emergence of multi-resistant
bacteria in rectal flora has become a real problem. Increasing antibiotic resistance has led to
the incidence of adverse effects and sepsis following a TRUS biopsy increasing over recent
years. Moreover, the European Union has recently banned the prophylactic use of
fluoroquinolones which were the gold standard prophylactic in use for transrectal biopsies.?

Transperineal biopsy

40. As an altermative to the transrectal route, the prostate can be accessed via the perineum.
The perineum is the area of skin between the scrotum and the anus. A schematic illustration
is reproduced below, showing how the biopsy needle punctures the skin of the perineum and

passes through the tissue behind it to arrive at the prostate.

6 Evans et al., “The Use of Transperineal Sector Biopsy as A First-Line Biopsy Strategy: A Multi-Institutional Analysis
of Clinical Outcomes and Complications”, Urol J, 2016 Oct 10;13(5):2849-2855. Exhibit RP-3. See page 2849, left
column.

7 Bonkat et al., Time to Adapt Our Practice? The European Commission Has Restricted the Use of Fluoroquinolones

since March 2019, European Urology, Volume 76, Issue 3, Pages 273-275. See page 275 left column: "All the
studies included except for one were cohort studies and included a combination of retrospective and prospective
data. The authors calculated a sepsis rate of 2.21% (95% Cl 1.71-2.87%) in the standard prophylaxis group
compared to 0.48% (95% Cl 0.26—0.88%}) in the targeted prophylaxis group (p < 0.001)."

8 See: Pilatz A, et al. European Association of Urology Position Paper on the Prevention of Infectious Complications
Following Prostate Biopsy. Eur Urol (2020), tifips:/{delorg/18.1818A euryn 2020.18.818, at page 2.
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41.

42.

43.

44,

An advantage of the conventional transperineal technique over the transrectal technique is
that the biopsy needle is not required to pass through the non-sterile tissues of the rectum.
There is therefore no risk of introducing faecal matter into the prostate. The risks and
incidence of infections is much lower with a transperineal procedure.

Another advantage of the transperineal approach is that the different orientation allows
access to parts of the prostate (in particular the anterior prostate) that are difficult to reach
via the transrectal route.

The major disadvantage was that the need to make multiple perineal punctures during a
template-mapping transperineal biopsy required a general anaesthetic, because of patient
discomfort. For each sample taken, the biopsy needle had to be repositioned and a new
puncture path through the perineum and intermediate tissue into the prostate had to be
made. The original description of transperineal mapping biopsy required one core to be taken
for every cubic centimetre of the prostate. A standard prostate volume of 30cc would require
30 cores, 50cc up to 50 cores, and 100cc up to 100 biopsy cores.® Each core taken required

a separate puncture of the skin and perineal tissue.

To aid the urologist to systematically carry out the multiple perineal puncture biopsies, the
standard procedure was to use a brachytherapy grid template to guide the biopsy needle. |
have reproduced an example below, showing a grid of 13 x12 positions (making for 156
potential distinct puncture holes). The combination of grid and probe is attached in a fixed
position on to a stepper unit which allows the fixed probe to be advanced into the patient’s
rectum to visualize the prostate by ultrasound and to position the grid against the patient’s
perineum. The whole system is supported by a stabilization arm which is fixed to the
operating table. The system is complicated to set up, is heavy and cumbersome, and
requires cleaning after every procedure. It also requires specialist training to be used
properly.

See Evans et al. (Exhibit RP-3), page 2852 table 7.
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Brachytherapy grid, ultrasound probe fixed to stepping unit and stabilisation arm

with sterile drape

45.  Once the ultrasound probe has been advanced into the rectum the prostate is visualized.
The brachytherapy grid is advanced so that it rests against the perineum. An image of the
brachytherapy grid is overlaid on the ultrasound screen by the ultrasound software. The
surgeon uses the apertures of the grid as a needle guide, to insert the biopsy needle through
the grid apertures which overlay the prostate image, through the superficial perineal skin, the
deep perineum and finally into the prostate to sample different areas of the prostate gland,

avoiding, if possible, the central area containing the urethra.

46. The images below show that for a normal sized prostate of 30 — 40 cc, it is necessary to take

between 36 — 60 samples through multiple separate punctures.
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An average sized prostate of 30 - 40 cc
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47.

48.

49.

50.

-

ikt

36 — 60 Cores {separate punctures) taken in an average sized prostate

The central urethral area is outlined in red

It will be appreciated that this transperineal procedure, while “cleaner” than the transrectal
procedure, was much more invasive, and associated with much more discomfort to the
patient, compared to the transrectal route, such that it almost invariably had to be carried out

under a general anaesthetic.

The equipment in common use for perineal biopsies at the priority date, and the requirement
for general anaesthesia, made this a resource-intensive and costly procedure. To conduct a
perineal biopsy, an operating theatre, a specialist trained urologist and associated specialist
staff, including an anaesthesiologist, would be required.

As compared to transrectal biopsy, significantly more hospital time is required per patient
with a transperineal approach under general anaesthetic, both during the procedure, as well
as post-procedure. Transperineal grid biopsy under general anaesthetic generates waiting
lists and leads to delays in diagnosis (and ultimately treatment). Although it is associated with
less sepsis than TRUS biopsy, it is recognised that there is a greater risk of other
complications, including bleeding, worsening urinary symptoms and retention of urine, which

can also result in urinary sepsis.

In summary, although transrectal biopsies are simple to perform under local anaesthetic in
the outpatient environment, they are associated with an unacceptable risk of sepsis.
Transperineal mapping biopsies provide a more comprehensive biopsy but require complex
equipment and a general anaesthetic. The morbidity associated with this procedure is
associated with other complications such as retention of urine and urinary sepsis.

10/16
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51.

52.

Prior to the arrival of the PrecisionPoint™ device, we did attempt to carry out transperineal
biopsies using local anaesthetic as an alternative to LA TRUS. Our work on local anaesthetic
grid-based transperineal biopsies was completed in 2009 and published in 2014 '°.

We completed a pilot of 50 cases which confirmed that a local anaesthetic transperineal
procedure could be carried out in the outpatient setting. The procedure was considered
tolerable but | would not describe it as comfortable. We were unable to incorporate this
approach in our routine practice: it was too complex, labour-intensive and time-inefficient for
the outpatient environment. We continued to do TRUS biopsies under local anaesthetic in
the outpatient setting and transperineal biopsies unde general anaesthetic in selected
patients. It was not until 2016, when | was introduced to the PrecisionPoint™ Transperineal

Access System, that a viable alternative became available.

The PrecisionPoint™ device

53.

54.

565.

56.

Prior to the patent (again, in fact prior to the advent of the PrecisionPoint™ transperineal
access system), urologists were thus effectively faced with a choice between transperineal
biopsies under general anaesthesia or transrectal biopsies under local anaesthesia.

As will be appreciated from what is set out above, transrectal biopsies had the benefit of
being quick and cost-effective, and could be carried in the out-patient setting under local
anaesthetic, but they came with a significant and increasingly unacceptable risk of infections
and potential missed diagnoses. Transperineal biopsies, on the other hand, had a lower risk
of infection, but were more complex to carry out and required general anaesthesia (which in

turn meant they had to be carried out in operating theatres).

In general, clinicians adopted a policy according to which patients were stratified by risk to
one or the other. A policy adopted across our cancer network was that all patients who had a
previous negative transrectal biopsy would be offered a transperineal biopsy. All patients
being considered for active surveillance were offered a confirmatory transperineal biopsy.
Patients at risk of sepsis, diabetics, and the immune-compromised were recommended to

have a transperineal biopsy, rather than a TRUS biopsy.

In 2016, | was introduced to the PrecisionPoint™ Transperineal Access System, a device
that resolves the dilemma facing clinicians. With the PrecisionPoint™ device, it is possible to
perform both targeted and systematic transperineal prostate biopsies under local
anaesthetic, in an outpatient setting, using only two perineal puncture sites. The device has
an innovative design that makes it simple to use, efficient and significantly cheaper than the
traditional transperineal equipment. It can be used in conjunction with commonly available

handheld rectal transducer probes.

Smith JB, Popert R, Nuttall MC, Vyas L, Kinsella J, Cahill D, Transperineal sector prostate biopsies: a local
anesthetic outpatient technique, Urology 2014 Jun;83(6):1344-9 (Exhibit RP-4).
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57. | have reproduced an image of the PrecisionPoint™ system, including how it attaches to a

held hand transducer, below.
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58. A unique feature of the PrecisionPoint™ device is that it uses an access needle intended for
the introduction of the biopsy needle. This access needle is the needle shown above.

59. The access needle is used first to guide the local anaesthetic infiltration of the skin and
periprostatic tissues. Once anaesthesia has been confirmed, prostate biopsies are taken by
advancing the biopsy gun needle through the access needle. Multiple subsequent biopsy
cores can then be taken, via the access needle, through the same hole in the perineum. By
tilting or angulating the access needle which is linked to the probe with the attached
PrecisionPoint™ device, the clinician can target different sites of the prostate through one
and the same perineal puncture point. An explanatory animation video is available on
YouTube'!, and | have reproduced two screenshots from the video below.

AT
R %

o X
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60. The ability to take multiple biopsy samples through a single access hole has made it possible
to carry out perineal biopsies under local anaesthetic in the outpatient setting. Using the
PrecisionPoint™ device, it is possible to sample the entire prostate through just two

punctures in the perineum: one to the left of the urethra, and one to the right.

81. The procedure is extremely well tolerated by patients and takes a comparable amount of
time as a transrectal biopsy. Importantly, it has proved straightforward to teach urologists,
specialist urology nurses, radiologists and radiographers how to use the device effectively.
The introduction of the PrecisionPoint™ Transperineal Access System has revolutionised
prostate biopsy procedures within the UK by removing the major barrier that prevented
transperineal biopsies from being carried out on a larger scale.

Perineal biopsies are now well on the way to completely replacing TRUS biopsies in the UK

62. Inthe UK, thanks to our success at Guy’s Hospital, and to the willingness of fellow consultant
urologists to embrace the opportunity to transform prostate biopsy practice, within six months
of CE approval, there were 12 urology centres routinely using the device. By December
2019, this had grown to over 70 centres. As of the end of June 2021, 141 centres use the

device routinely.

63. The COVID-19 pandemic has, if anything, accelerated the adoption of the PrecisionPoint™
device. Transperineal biopsies have, as | explain above, the advantage that they have a
much lower risk of infection and hospitalization post-procedure. That is key in a setting where
hospital capacity was already stretched beyond its limits. The unique quality of the
PrecisionPoint™ procedure is that it can be carried out under local anaesthetic, in the
outpatient setting, freeing up valuable anaesthetic resources for other procedures.

13/16
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64.

65.

66.

Our experience of TP biopsies during the pandemic was published in 2020'2 and indicated
that during the pandemic that there was increased adoption of LA TP biopsies, with less GA
TP biopsies and reduced use of TRUS Biopsies compared to before the advent of the

pandemic.

NHS Hospital Episode Statistics show that between 2007 — 2011 transperineal biopsies
accounted for 23,000 of 183,000 prostate biopsies (12.5% of all biopsies). Between 2012 &
2017, this had increased to 25% of all biopsies. From 2018 (the introduction of the
PrecisionPoint™ in the UK following CE Mark), this had grown to 42% of all biopsies by April
2020 (pre-pandemic). Since the pandemic, transperineal biopsies now account for 65% of all
prostate biopsies (April 2021 data).

This transformational change of practice has been termed the TREXIT Initiative. This
transformation of biopsy practice is directly related to the introduction of the PrecisionPoint™

Access System.

The PrecisionPoint™ in the scientific literature

67.

68.

The arrival of the PrecisionPoint™ has been welcomed in the scientific press. Thus, in Kum F
et al, Initial outcomes of local anaesthetic freehand transperineal prostate biopsies in the
outpatient setting. BJU Int. 2020 Feb;125(2):244-252. doi: 10.1111/bju.14620. Epub 2019
Dec 3. PMID: 30431694 (Exhibit RP-5), the authors'® looked at results from 176 patients
and concluded that:

“Freehand fransperineal biopsies using the PrecisionFPoint™ access sysfem is a safe,
folerable and effective method for systematic and fargeted biopsies under loval
anasthaesia in the oulpatient sefting. It has replaced fransrectal biopsies in our centre

and has poteritial to transform practice”.

In another article, Lopez JF et al, Local anaesthetic transperineal (LATP) prostate biopsy
using a probe-mounted transperineal access system: a multicentre prospective oufcome
analysis. BJU Int. 2021 Sep;128(3):311-318. doi: 10.1111/bju.15337. Epub 2021 Apr 12.
PMID: 33448607 (Exhibit RP-6), the authors' looked at a much larger cohort of patents
(1218 in all) from a number of different treatment centres and concluded that the data

suggested that:

Stroman L, Cathcart P, Lamb A, Challacombe B, Popert R, A cross-section of UK prostate cancer diagnostics during
the coronavirus disease 2019 (COVID-19) era - a shifting paradigm? BJU Int. 2021 Jan;127(1):30-34.

| am one of the authors of this article. The full list of authors comprises colleagues from Kings College School of
Medicine and from Guys: Kum F, Elhage O, Maliyil J, Wong K, Faure Walker N, Kulkarni M, Namdarian B,
Challacombe B, Cathcart P, and Popert R.

Again, | was one of the authors of this article. The full list of authors is as follows: Lopez JF, Campbell A, Omer A,
Stroman L, Bondad J, Austin T, Reeves T, Phelan C, Leiblich A, Philippou Y, Lovegrove CE, Ranasinha N, Bryant

RJ, Leslie T, Hamdy FC, Brewster S, Bell CR, Popert R, Hodgson D, Elsaghir M, Eddy B, Bolomytis S, Persad R,
Reddy UD, Foley C, van Rij S, Lam W, and Lamb AD.
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RP-1

RP-2

RP-3

RP-4

RP-5

RP-6

List of Exhibits

Kum F, Elhage O, Maliyil J, et al. Initial outcomes of local anaesthetic freehand
fransperineal biopsies in the outpatient setting, BJU Int 2018; 125: 244-52

Curriculum vitae and list of publications

Evans et al., The Use of Transperineal Sector Biopsy as A First-Line Biopsy Strategy: A
Multi-Institutional Analysis of Clinical Outcomes and Complications Urol J, 2016 Oct
10;13(5):2849-2855

Smith JB, Popert R, Nuttall MC, Vyas L, Kinsella J, Cahill D, Transperineal sector prostate
biopsies: a local anesthetic outpatient technique, Urology 2014 Jun;83(6):1344-9

Kum F, Elhage O, Maliyil J, Wong K, Faure Walker N, Kulkarni M, Namdarian B,
Challacombe B, Cathcart P, Popert R, Initial outcomes of local anaesthetic freehand
transperineal prostate biopsies in the outpatient setting. BJU Int. 2020 Feb;125(2):244-252.
doi: 10.1111/bju.14620. Epub 2019 Dec 3. PMID: 30431694

Lopez JF, Campbell A, Omer A, Stroman L, Bondad J, Austin T, Reeves T, Phelan C,
Leiblich A, Philippou Y, Lovegrove CE, Ranasinha N, Bryant RJ, Leslie T, Hamdy FC,
Brewster S, Bell CR, Popert R, Hodgson D, Elsaghir M, Eddy B, Bolomytis S, Persad R,
Reddy UD, Foley C, van Rij S, Lam W, Lamb AD, Local anaesthetic transperineal (local
anasthaesia transperineal) prostate biopsy using a probe-mounted fransperineal access
system: a mulficentre prospective outcome analysis. BJU Int. 2021 Sep;128(3):311-318.
doi: 10.1111/bju.15337. Epub 2021 Apr 12. PMID: 33448607
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Defendants (hereinafter AMD et al.} seek notice of the following:

1 in addition to its Productions GP01 to GP48, AMO c.s. brought the following reactive
Productions GPR47 to GP49 into dispute.

2 Below follows a summary of the reactive productions, with a short explanation of each
production. An updated production overview is also attached to this deed.

Productio | Brief explanation
n

GP47 This is a statement of urologist Assoc. Prof. Frantisek Zat'ura, M.D., Ph.D.
{"Zat'ura"), and an affidavit in Dutch, in which he responds to the concurring
contentions of (inter alia) Dr. Popert {Production EP19, inter alia para. 5
and para. 47) and Allaway {Production EP21, inter alia para. 25) that a
needle guide in combination with an access needle would not have been
disclosed before April 2014.

Zat'ura states that in the 1980s he used BK Medical's UADB50 needie guide
{which is similar to the UA1232 and UA1324, among others) on a probe in
conjunction with an access needle for transperineal prostate biopsy, among
other things. All of this was done publicly. Furthermore, Zat'ura confirms that
the manual (attached to the declaration) of the BK Medical probe type 1850
recommends the use of the UAOB50 needie guide in combination with an
access needle in the case of biopsy with a fine needle. This is to prevent the
fine needle from "straying” from the chosen direction.

Thus, Corbin's assertion is incorrect. The use of a needle guide in
combination with an access needle for transperineal prosiate biopsy does
belong to the state of the art. Both the statement of

Za'tura as well as the manual of the 1850 probe confirm this.

GP47 .1 This is a publication in honor of Zat'ura's Joe birthday, and a cerlified Dutch
transiation of this publication, with information about his long career in
urology and mention of his experience with transoerineal orostatic biosis in
the 1980s

GP47.2 This is the user manual for Tru-Cut® Soft Biopsy Needies. It follows that biopsy
needies can also include an access needle. EP811 [ no way implies that the
use of these biopsy needles is not covered by the term 'access needle' as
used in the conclusions of EP811. It follows from Production GP33 (submitted
to the CoA) that Tru Cut® Soft Biopsy Needles were already generally
available on the market for use in biostat biopsies in 2011.
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GP47.3 This concerns the user manual from 2006 of the endosonic probe type 1850
by BK Medical. Even earlier versions of this manual exist, but could not be
found within the short time frame of these preliminary relief proceedings. In any
case, the manual dates from before April 2014, See also the explanation at
Production GP47.

GP48 This is a statemeni from fusion biopsy specialist Jos J. Immerzeel MD
{"lmmerzeel"). Immerzeel responds to the statements of Popert, Rasheed
and Allaway (Productions EP19, EP20 and EP21 respectively}.

Immerzeel explains that and why Popert and Rasheed falsely pretend that he
was an “enthusiasiic advocate” of the PrecisionPoint. His involvement saw
something quite different, and that was the application of his local anesthetic
technique with the PrecisionPoint. However, Immerzeel had little faith in
PrecisionPoint itself, as evidenced by the fact that he was only willing to work
with BXTA/PrecisionPoint for a relatively short time.

Further, immerzeel addresses comments made by Popert and Allaway regarding
the BK1324 and Onik. In particular, immerzeel explains that and why it is not
new and inventive to use an access needle in a needle guide such as the
BK1324. Further, Immerzeel explains that all needle guides - whether the BK
needle guides, the PrecisionPoint, the SureFire, or the needle guide from
Onik - are pressed against the perineum, ensuring that, as with the fan
technique, when the needle is positioned, it can continue to protrude through
the same opening without tearing out the perineum. The principle is the same
when using a touana needle as when using an agwborn needle.

GP48.1 This is the curricuium vitae of Jos. J. Immerzeel MD, dated 2021.

GP49 This is the current brochure for the SureFire device, submitted in response to
Production EP23.

Ms Rose of Pelvitec mistakenly emailed an outdaied brochure to Mr Van der
Lugt {(with the Leapmed logo in place of the AMO logo). That this brochure is
out of date is also clear from Production EP23, since the brochure states in
the fooler on page 2 the year 2020 "V71.0 UR 2020 03" and "© 2020°. These
mentions are in line with paragraphs 67-68, 251- 252 CoA, where it is
explained that since the end of 2020, the supply of the SureFire in all
countries worldwide except China has been provided exclusively by AMD
(and therefore not by Leapmed).

Going forward, Pelvitec will only use the AMO brochure, as shown in
Production GP49. Pelvitec hereby gives its word. It goes without saying that
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Leapmed cannot be held responsible for the fact that Pelvitec (incidentally) did not
wiong, old brochure.

3 AMO c¢. s. furthermore objects to the submission of Production EP22 (including parts A, B
and C) as a reactive production by Corbin. Paris A and B namely concern an e-mail including
attachments of 13 Ociober 2021, whereas a summons was issued on 21 October 2021
(more than a week later). Therefore these documents could (and should) have already been
submitted with the summons. This production is not a reaction {o any production submitied
by AMO et al. by way of reply, whereas this is required according to section 9 of the
instructions for cart proceedings that the parties received from the Court, in order to be
allowed as reactive production. Part 9 states: "Qply reactive productions of the plaintiff (i.e.
productions i reackion o the producticns that the defendant submitted in its reply fo the
statement of defence)”. it is not clear from the accompanying Corbin memorandum io which
production of AMO et al. Production EP22 is a reaction, nor why this production could not
already have been submitted with the surmmmons. As regards part C, this production largely
consists of the e-mail string that also already appears in part A. For the same reason, part C
can therefore be used as a basis for a reply. For the same reason, subsection C cannot be
submitted.

4 AMO et al. also objected to the submission of Production EP23. According to the
accompanying document, this production is a reaction to the reply to the action. However, it is
not allowed to respond to the reply to the statement of defence, because, as mentioned above,
only “productions !
fespaanse o the soeductions. are allowed. For this reason, Production EP23 must be
rejected.

5 AMO et al. further objected to the submission of Production EP24. Nowhere did Corbin
substantiate to which production of AMO et al. this production would be a reaction and why
submission was not possible upon summons.

8 AMO c. s. request that you refuse to accept Productions EP22, EFP23 and EP24 for the
aforementioned reasons.

WHEREAS!

Spheauates

R

This case is being handied! J. J. E. Bremer and A.H. van Duijn, BarentsKrans Cooperatief U. AL, PO Box 30457, 2500 GL The
Hague, telephone: 070-376 06 25, fax: +31 70 360 16 85, e-mail addresses: jaap.bremer@barentskrans. nf and

allard.vanduijn@barentskrans. nl.
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This Journal and others have recently hosted a number of
papers that have increased interest in the use of
transperined approach for prostate biopsy {1-3]. Much. of the
background to this is the gradual but steady increase in the
incidence of infectious complications after TRUS-guided
biopsy of the prostate (TRB) [4-7].

The increase in infections and urinary sepsis after TRB can
be linked to the emergence of coliforms resistant to
quinolone astibiotics. Tn several recent publications, the
incidence of sepsis after TRB has been as high as 5% [1]. Risk
factors for bacterial resistance have been well described and
are related to the widespread and sometimes inappropriate
use of antibiotics, particularly the quinolones.

Some infectious disease specialists consider we have already
entered the post-antibiotic era and it is clear that we need a
strategy (o minimise further emergence of resistant bacteris,
as well as reducing the current infection and sepsis rates
after biopsy. Although strategies have been described to
reduce the risk of sepsis after biopsy, all but transperineal
biopsy (TPB) have failed to eliminate the need for quinolone
prophylaxis or sufficiently reduce the rate of septic
complications,

TPB has the advantage of avoiding penetration of the rectal
mucosa and thus minimising inoculation of the prostate with
bowel flora. The perineal skin can be prepared with antiseptic
solution in a way that rectal mucosa cannot. Of the many
published series of TPB experience, the incidence of sepsis is
cither zero, or close to zero and non-life threatening UTIs arve
uncommon {1,3,8]. Patients in these series are often at
ncreased bassline rvisk. for sepsis, having recetved prior
quinolone antibiotics for negative TRBs. The advice from our
infectious diseases colleagues is that cephazolin provides
adequate coverage for a TPB procedure, dispensing with
quinolone antibiotics altogether. Cephazolin provides
prophylaxis against most winary pathogens and is less
resistogenic than the guinclones.

The most recent commentary, however, has evolved around
template TPB (TTPB), which uses a brachytherapy stepping

© 2014 The Authors
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unit and grid, a sophisticated altrasonnd and biplanar
ultrasound probes. The acquisition of this equipment is
expensive, butb it is the requirement for general anaesthesia
that poses the most significant resource issue for wrologists
and institutions looking to embrace the transperineal
approach for one of the most commonly performed
urological pracedures,

But we may be overleoking a cheaper, faster and more
accessible solation. TPB was originally described as a
freehand TEB (FIPB) procedure, using just a standard TRUS
unit and either lineay, convex or biplanar probe, {(although
the best views are obtained with a linear array probe). It
does not require general anaesthesia, vastly reducing the
resources required and the time taken to perform the
procedure in comparison to a TTPR, Many different
techniques have been described, with both a pure freehand
technigue, or with a probe mounted needle guide. ¥TPB has
been described in the lateral position, even without the need
for local anaesthesia, using just a single midline puncture in
the perineum. However, FTPB is most conumonly deseribed
in lithotomy and is usually performed under local
anaesthesia, with ot without sedation. A single skin puncture
in the midline just above the anus with a wide bore needle
through wihich all cores are obtained allows access to the
whole gland, but does risk puncturing the urethra,
particularly when sampling the anterior part of the prostate.
Alternatively, bilateral punctures can be performed to avoid
the urethra (Fig. 1).

Our own experience with FIPB is limited and we would
acknowledge it is a difficult technique to scquire. Passing a
needle accurately without a needle guide tales skill and
sampling the base of the prostate, particulacly in large glands,
is more difficult than with a transrectal techuique. Any
arologist with experience of TTPB or brachytherapy will be
aware of tricks to guide the tip of the needle to a desired
location, including the speed of thrust and the direction of
the bevel to deflect the needle. These techoiques can be both
effective aod frustrating in equal measure with FTPB during
the learning corve. One solntion is to perform both TRB and

BJU inf 2015; ¢ 681-~685
wileyoniinetibrary.com
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FIPB until comfortable with the latter techaique in order to
reduce the risk of decreasing cancer detection.

There is limited literature regarding utilisation of FTPB, but
three randomised trials comparing FTPB with TRB found no
difference in the cancer detection rate between the two
techniques . Purthermore, a meta-analysis, which included a
further four case-control studies, again found no difference in
the cancer detection rate between TRB and FIPB [10]. All
seven studies conpared various TRB protocols, from sextant
biopsy through to saturation biopsy and they each compared
the same number of cores from each technique.

But whilst cancer detection between FIFB and TRB appears
to be equivalent, TTPB seerns superior to TRB. Several studies
have confirmed the utility of TTPBs in patients whom have
had one or more negative TRBs, These series show cancer
detection it up to 68% of patients, even when more than two
previous TRBs have been negative {11]. In particudax, anterior
zone tumours are more readily detected on TITPB compared
with a standard 12-core TRB. Additionally, TTPB is being
used as a confirmatory biopsy in patients enrolled on active
surveillance (AS) progranumes, as it seems to provide more
accurate staging than TRB aone {5].

A reasonable strategy, therefore, may be to perform all
primary biopsies as FIPBg, either in the outpatient setting or
in theatre in the lithotomy position under local anaesthesia
with or without sedation. Our own experience has been with
boil focal anaesthesia and sedation under which the
procedure has been well tolerated, Repeat biopsies aud
particularly confirmatory AS biopsies conld be pecformed
with a grid template under general anaesthesia, And although
pre-biopsy multiparametric MRI (mpMRI) is not yet
mainstream practice, there is increasing evidence a pre-biopsy
mpMRI may reduce unpecessary biopsies, allow clinicians to

© 2014 The Authars
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Schamatic for freshand fransperinent
binpsy {2].

target suspicious lesions, minimise the number of cores
required and follow patients on AS programmes without
regular repeat biopsy. ‘Cognitive” fusion FIPB may be
possible, but woudd certainly require experience and probably
the development of more effective “frechand’ needle guides.

Using a combination of both FTPB and TTPB would seem to
strike the right balance between minimising the risk of sepsis,
ensuring adequate cancer diagnosis and effective use of
precious resaurees, but we need more data on the FIPB
techuique. This will only come when larger institutions explore
this technique and publish their experience. It may not be tirse
yet to phase out TRB altogether, but we should be proactive in
searching for durable and effective solutions to the sepsis
challenge that bluxts our advocacy of PSA screening.

None disclosed.
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The majority of theatre staff, 23% of urology trainees and
8.5% of urology consultants in the UK are female and often
of childbearing age. It is common for female healthcare
professionals to work during the first 16 weeks of pregnancy,
statistically the time of greatest vulnerability for the foetus,
despite a paucity of data relating to ccoupational surgical
radiation during pregnancy {1]. In addition, many choese to
disclose their pregoancy at a date beyond this time.

During endourological procedures, radiation exposure is
priraacily due to scatter produced fom interaction of the
primary beam with the patient, operating table and floor. Most
of the dose received by the surgeon during these procedures is
via the fower limbs, hands and eyes, rather than the covered
abdomesn. Even with an annwal caseload of 50 nreteric cases the
dose recetved does not exceed 8.12% of the lonising Radiations
Regulation 1999 annual dose limit for adult workers {2].

The bulk of data on the effects of radiation on the foetus is
derived from ~2800 pregnant survivors of the 1945 atomic
bomb attacks on Hiroshima and Nagasaki, Of these, 500
received a radiation dose of 5001000 mGray (maGy), far
beyond the doses encountered in fluoroscopy {3]. The effects

can be devastating and include organ malformation, growth
restriction, severe mental retardation, childbood cancer and
prenatal death {4}, They are influenced by the dose received
by the foetus and ite’ developmental stage. Radiation-induced
non-~cancer side-effects are ravely detectable if the dose
remains <50 mGy throughout pregnancy {5]. The rate of
childhood cancer is 0.03-1.0% and the estimated lifetime
cancer rate is 38-40% {6] in line with the general
popudation,

The gray (Gy) is & measure of the absorbed daose of ionising
radiation and the severity of radiation poisoning. Radiation
poisening results from acute exposure to high levels of
radiation and is certain to damage tissue {i.e. produce
‘deterministic” effects). One gray is the absorption of one
joule of energy in the form of ionising radiation per kilogram
of matter. It is a physical quantity and is defined separately
frora the biological context. The sievert {Sv} is @ measure of
the health effect of a dose of low-level fonising radiation on
huran tissue and represents the probability of cancer
induction and genetic damage {the ‘stochastic’ risk). It is
weighted according to the type of radiation {e.g. X-rays,
¥-¥ays, negtrons, protons} and, in partial or non-uniform
body irradiation, the nature of each organ or tissue being
irradiated. In relation to X-rays, one can assume for
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Free-hand transperineal prostate biopsy provides acceptable cancer
detection and minimizes risk of infection: evolving experience with a
10-sector template
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Abstract

Introduction and Objectives: Free-hand transperineal prostate (fTP-Bx) biopsy offers an alternative to transrectal prostate biopsy
(TRUS-BXx) in the diagnosis of prostate cancer. Our objectives were to determine whether fTP-Bx achieves cancer detection rates compara-
ble to historic TRUS-Bx cohorts; to determine infectious and other complications associated with fTP-B; and to propose a standardized
fTP-Bx template.

Patients and Methods: We present a single institution, retrospective review of fTP-Bx in 1,000 men with elevated prostate-specific
antigen, abnormal digital rectal examination, or on an active surveillance protocol. A fan-like biopsy scheme was used in 883 patients.
A 10-sector prostate biopsy template was developed for use in the final 117 patients. The primary outcome was detection of any cancer and
detection of clinically significant cancer (Grade Group > 2). Secondary outcomes included procedural specifics and complications. Chi
Square and Mann-Whitney U were used for analysis of categorical and continuous variables, respectively.

Results: The median age of the cohort was 68 (interquartile range 61—74) years, and the median prostate-specific antigen was 7.9 (inter-
quartile range 5.5—11.9) ng/ml. Total cancer (60.7%) and clinically significant cancer (40.3%) detection for fTP-Bx were comparable to
those reported for TRUS-Bx. Detection of any cancer (70.9% vs. 59.3%, P < 0.01) and clinically significant cancer (51.3% vs. 38.9%,
P =0.01) was higher using the 10-sector biopsy template relative to the fan-like pattern. No patients were hospitalized for sepsis and no cul-
ture-proven urinary tract infections were diagnosed.

Conclusion: Cancer detection rates using fTP-Bx are comparable to TRUS-Bx, and fTP-Bx nearly eliminates the risk of infection.
We propose a 10-sector biopsy template for fTP-Bx that easily translates to established MRI prostate sector maps for use in clinical care
and future research studies exploring the efficacy of MRI-guided fTP-Bx. © 2018 Elsevier Inc. All rights reserved.

Keywords: Prostate biopsy; Prostate cancer; Transrectal ultrasound; Transperineal; Precision point; Complications

1. Introduction colleagues who proposed the systematic sextant biopsy

template in 1989 {41 By the late 1990’s, clinicians recog-

In 2018, urologists in the United States will diagnose nized that a sextant biopsy missed up to 30% of prostate

over 160,000 men with prostate cancer and will perform cancers giving rise to the current standard of 10 to 12 core
transrectal ultrasound-guided biopsies (TRUS-Bx) on many TRUS-Bx {381

more {1,2}. TRUS-Bx was first popularized by Cooner in While most urologists in the United States continue to

i. The technique was further refined by Stamey and perform TRUS-BX, this approach has several shortcomings.

First, access to the entire prostate is limited. Clinicians

*Corresponding author. Tel.: 860-679-3438; fax: 860-679-1064. often fail to adequately sample the apical and anterior

E-mail address: ¢ du (B.T. Ristau).
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1078-1439/© 2018 Elsevier Inc. All rights reserved.
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regions of the prostate {¥i. Second, infectious complica-
tions have been reported in up to 7% of patients with 3%
requiring hospitalization {8{. Many expect these rates to
rise as resistance to antimicrobials, particularly the com-
monly used fluoroquinolones, becomes more ubiquitous

1S

Free-hand transperineal prostate biopsy (fTP-Bx) offers
an alternative approach. fTP-Bx allows easier access to all
regions of the prostate, particularly the anterior and apical
regions {ii , and may more accurately predict clinical
risk categories relative to TRUS-Bx {i3i. Furthermore,
infectious complications associated with fTP-Bx are
exceedingly rare, with hospital admission rates for infection
approaching zero {i4,i3}. Most clinicians are hesitant to
adopt fTP-Bx due to unfamiliarity, perceived need for addi-
tional costly equipment (e.g. brachytherapy stepper and
grid), assumed requirement for general anesthesia, and the
absence of a standardized fTP-Bx template for outpatient
use. We examined a large, outpatient fTP-Bx experience to
determine the feasibility of this approach and the associated
cancer detection rates.

2. Patients and methods

After obtaining Institutional Review Board approval, we
performed a retrospective review of a prospectively col-
lected single institution experience of 1,000 consecutive
men undergoing fTP-Bx for elevated serum prostate-specific
antigen (PSA) level (>4.0 ng/ml), abnormal digital rectal
examination, or on an active surveillance protocol from
April 2011 to December 2017. Three urologists (M.A., J.R.,
and V.P), each with greater than 5 years experience in
TRUS and fTP-Bx performed the biopsies. For men who
underwent multiple fTP-Bx (n = 116), only the initial biopsy
was included in the analysis. Patients with a prior history of
prostate cancer treatment (e.g. external beam radiation or
brachytherapy) were excluded. For men who underwent a
prebiopsy MRI (n =202), only the template-based biopsies
were included in the analysis. Information concerning
patient demographics, clinical care, and complications was
collected prospectively and recorded in a database.

All procedures were performed in an outpatient surgery
center. For the majority of patients (n=873), intravenous
sedation was administered. With experience, sedation was
omitted in favor of local anesthesia alone (n = 127). Early in
the cohort, a single dose of cephalexin was administered. In
the last 400 patients, no antibiotic prophylaxis was adminis-
tered. Alpha-blocker therapy was not utilized unless patients
were already taking the medication. Complications were
graded using the Clavien-Dindo classification system { { .

2.1. Patient positioning
Men were positioned in the dorsal lithotomy position.

The scrotum was elevated away from the perineum and
secured with tape (¥ix. 1). The skin was cleansed using 2%

chlorhexidine gluconate in 79% isopropyl alcohol (BD,
Franklin Lakes, NJ). A bi-plane, side-fire, ultrasound probe
(8848 BK, Cambridge MA) was inserted into the rectum.
Prostate size was estimated using traditional height, width,
and length measurements.

2.2. Access point location and local anesthetic block

Perineal anesthesia can be accomplished using several
methods {i7i. We used an access point estimated as the
midpoint between the midline and the far lateral edge of the
prostate on each side. The height of the access point was
approximately half the distance from the posterior to the
anterior capsule. The anesthetic block was initiated by rais-
ing a skin wheal with buffered 1% lidocaine at the access
point and continued from the skin to the pelvic floor muscle
using a 6”, 20-gauge spinal needle. Once inside the pelvic
floor muscle, a bolus of 5 to 7 ml was injected and observed
tracking around the anterior and posterior capsules. The
final 5 to 7 ml bolus was insinuated between the apical cap-
sule and the submuscular pelvic floor (+{g. ia). This proce-
dure was repeated on each side. Approximately 20 to 30 ml
of 1% lidocaine with 3 ml bicarbonate was used to accom-
plish the block.

2.3. Prostate biopsy technique

All biopsies were performed using the Bard 18-gauge
disposable biopsy device (Bard Biopsy Systems, Tempe,
AZ). For the initial series of men (1 =883) biopsies were
performed in a “fan-like” pattern {i8i. A 14-gauge hypo-
dermic needle was inserted through an access point to
the left and right of the midline and utilized as a re-entry
conduit. Subsequently, the PrecisionPoint Transperineal
Access System (Corbin Clinical Resources, Cumberland
MD) was developed and utilized (n=117). This technique
employs an access needle mounted to a carriage with multi-
ple apertures. The device is coupled to the ultrasound probe
so that all trajectories of the biopsy needle are aligned with
the sagittal imaging plane. The probe is manipulated, in a
freehanded fashion, fine-tuning the position of the access
needle to satisfy the desired trajectory of the biopsy needle
(g, ib). Biopsies were performed according to a 10-sector
template (Fig. 2) that corresponds to the prostate sector
map utilized in PIRADS v2 (Fig. 3) {141

2.4. Statistical analysis

Prostate volume was calculated using the ellipsoid vol-
ume calculator (L*W*H*I1/6). PSA density was calculated
as the PSA level divided by prostate volume. Clinically sig-
nificant cancer was defined as Grade Group 2 or higher.
Chi square testing was used to test for differences between
categorical variables. The Mann-Whitney U test was used
to compare continuous variables. A P-value < 0.05 was
considered statistically significant.
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Fig. 1. (A) Local anesthetic block technique; ultrasound image demonstrates local anesthetic surrounding the apical prostate; (B) Free-hand transperineal
prostate biopsy using the precision point transperineal access system (Corbin Clinical Resources, Cumberland MD).

3. Results

3.1. Patient and procedural characteristics

A total of 1,000 men underwent fTP-Bx (3 {). The
median age of the cohort was 68 years (interquartile range
[IQR] 61 to 74), and most men (96%) were Caucasian. The
median PSA and prostate volume were 7.9 (IQR 5.5 to

11.9) ng/ml and 41.8 (IQR 29.3 to 58.1) cm’, respectively.
Fifty-one men (5.1%) who underwent prostate biopsy had
an abnormal digital rectal examination. There was no dif-
ference in PSA density (0.19 vs. 0.18 ng/ml/em®, P =0.09),
percent on active surveillance (30.4% vs. 23.1%, P=0.11),
or MRI use (19.5% vs. 25.6%, P =0.12) between patients
undergoing biopsy using the fan-like fTP-B technique

Rt Do
el

Fig. 2. Transperineal prostate biopsy: 10-sector template.
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Fig. 3. Prostate MRI sector map. *modified with author permission from Moore et al. Eur Urol 2017; 71:648—55

versus the 10-sector approach. Mean procedural time was
11.2 + 6.1 minutes throughout the study period.

3.2. Cancer detection

The median number of cores per prostate biopsy was 16
(IQR 14 to 20). Overall cancer detection for the study
cohort was 60.7% (: 2). Total cancer detection for
patients who underwent fTP-Bx using the 10-sector
approach was greater than those in whom a fan-like pattern
was used (70.9% vs. 59.3%, P < 0.01). Similarly, detection
of Gleason Grade Group > 2 was higher using the 10-sec-
tor fTP-Bx technique relative to the fan-like pattern (51.3%
vs. 38.8%, P=0.01).

Cancer detection by sector for patients undergomg
biopsy using the 10-sector approach is listed in & 3. No
statistically significant difference in cancer detecnon by
sector was observed (X2 =13.203, P=0.15).

3.3. Complications

In 1,000 patients, there were no culture-proven urinary
tract infections and no hospital admissions for sepsis of uro-
logic origin. Three patients (0.3%) were prescribed

Table 1
Demographic and baseline clinical information for TP-Bx patients

antibiotics for lower urinary tract symptoms in the absence
of a culture-proven urinary tract infection (Clavien-Dindo
II). One patient (0.1%) developed urinary retention (Clav-
ien-Dindo I). No patient developed hematuria requiring
catheter placement or surgical intervention. Patients did not
require pain medication postprocedurally.

4. Discussion

For nearly 20 years, urologists have recommended a 10
to 12 core TRUS-Bx for men undergoing a prostate biopsy
i Problems with this approach include difficultly sam-
phng the anterior and apical regions of the prostate and the
risk of sepsis. Based upon data derived from an analysis of
the largest reported series of outpatient fTP-Bx to date, we
believe that fTP-Bx is acceptable to patients and urologists,
enables equivalent cancer detection rates when compared
to traditional TRUS-BX, and reduces procedure-associated
complications.

Cancer detection in the cohort was 60.7% overall and
40.3% for clinically significant (GG > 2) disease. This
compares favorably with historical 10-12 core TRUS-Bx
cohorts in which overall cancer detection rates range from
40.3% to 44.4% {21 }. Moreover, these rates are similar to

Fan-like technique (n=883) 10-sector technique (n=117) P Total cohort (rn = 1000)
Median age (IQR), y 67 (61-74) 70 (63=75) 0.07 68 (61-74)
Race, n (%)
Caucasian 851 (96.4%) 109 (93.2%) 0.10 960 (96%)
African-American 32 (3.6%) 8 (6.8%) 40 (4%)
Median BMI (IQR), kg/m> 28.3 (25.5-31.5) 28.7 (25.0-32.2) 0.93 28.3(25.5-31.5)
Median PSA (IQR), ng/ml 7.9 (5.5-11.9) 8.7(5.1-12.5) 0.30 7.9(5.5-11.9)
Median prostate volume (IQR), cm® 41.7 (29.3-58.2) 42.5(29.3—-56.0) 0.87 41.8 (29.3—-58.1)
Median PSA density (IQR), ng/ml/cm® 0.19 (0.12—0.31) 0.18 (0.11-0.28) 0.09 0.19 (0.12—0.31)
Prior TRUS-Bx, n (%) 226 (25.6) 37(31.6) 0.16 263(26.3%)
Prior MRI, n (%) 172 (19.5) 30(25.6) 0.12 202(20.2%)
Patients on active surveillance, n (%) 268 (30.4) 27(23.1) 0.11 295 (29.5%)
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Table 2
Pathological outcomes for TP biopsy by approach.

Table 3
Cancer detection by sector for the 10-sector template.

Fan-like 10-Sector Total (n = 1000), Sector Cancer detection Clinically
technique technique n (%) (%) significant cancer
(n=883),n(%) (n=117),n(%) detection (%)
Benign 359 (40.7) 34(29.1) 393 (39.3) Right lateral base 33(28.2) 23(19.7)
Grade Group 1 181 (20.5) 23(19.7) 204 (20.4) Right anterior lateral 32(27.4) 19 (16.2)
Grade Group 2 149 (16.9) 28(23.9) 177 (17.7) Right anterior medial 34(29.1) 17 (14.5)
Grade Group 3 93 (10.5) 10 (8.5) 103 (10.3) Right posterior lateral 45 (38.5) 26(22.2)
Grade Group 4 37(4.2) 8(6.8) 45 (4.5) Right posterior medial 45 (38.5) 29 (24.7)
Grade Group 5 64 (7.2) 14 (12.0) 78 (7.8) Left lateral base 30 (25.6) 17 (14.5)
Left anterior lateral 27 (23.1) 14 (12.0)
Left anterior medial 31 (26.5) 8 (6.84)
Left posterior lateral 45 (38.4) 27 (23.1)
Left posterior medial 39 (33.3) 21(17.9)

those obtained in the PROMIS study (71% for overall can-
cer detection and 57% for GG > 2 disease), which used a
transperineal template prostate mapping biopsy technique
{111 Reports suggest that the incidence of Gleason Grade
upgrading at radical prostatectomy does differ by biopsy
approach (30.4% for TP-BX vs. 33.2% for TRUS-Bx);
however, TP-Bx may provide greater accuracy in predicting
final clinical risk category relative to TRUS-Bx [i3].

Complications associated with fTP-Bx in this cohort
were rare. No culture-documented urinary tract infections
occurred and no patient required hospitalization for sepsis.
These results were achieved using either a single dose of
cephalexin or no antibiotics. Others have reported a simi-
larly low or nonexistent infectious risk using the TP-Bx
approach {i In contrast, the risk of infection for
patients undergoing TRUS-Bx is high. While rectal swab,
culture-directed antibiotic prophylaxis has mitigated some
of these challenges {23} increasing resistance to antimicro-
bials is unavoidable. Elimination of antibiotic prophylaxis
with no increase in infectious risk remains a major advan-
tage to the fTP-Bx approach.

To date, outpatient fTP-Bx lacks a standard template.
Using an access device that permitted an accurate 10-sector
template sampling procedure, we achieved a cancer detec-
tion rate comparable to the traditional TRUS-Bx technique.
A major advantage of the 10-sector template is the ease
with which it translates to established MRI prostate sector
maps (ig. 3) thereby facilitating MRI-directed biopsies.
C11n1c1ans have increasingly incorporated MRI imaging
into active surveillance protocols and have recommended
MRI testing for patients with persistently elevated PSA
after a negative biopsy | 31. In addition, recent data
have demonstrated the utility and cost-effectiveness of
upfront prostate MRI in biopsy naive patients i
Therefore, the ability to translate MRI sector maps easﬂy to
biopsy templates is critical. Although MRI/US fusion-tar-
geted fTP-Bx is beyond the scope of the present study, the
PrecisionPoint device is capable of integrating with com-
monly used MRI/US fusion software. Establishment of
a standard fTP-Bx template is an essential first step, since
it will facilitate future MRI/US fusion-targeted fTP-Bx
research.

Limitations of our study include its retrospective design
and accrual within a single institution. This may limit its
applicability to other populations. Second, the study popu-
lation is primarily Caucasian potentially limiting generaliz-
ability to other racial groups. Third, the number of biopsy
cores was not standardized since the optimal number and
location of biopsy cores has yet to be determined. Differen-
ces in the number of cores obtained may impact the inci-
dence of prostate cancer identified by fTP-Bx. Fourth,
patients who are on active surveillance or those with pre-
biopsy MRI may influence the number and location where
urologists perform biopsies. However, there were no differ-
ences in the proportion of patients on active surveillance or
with prebiopsy MRI between the two fTP-Bx techniques.
Finally, there is no direct TRUS-Bx control group with
which to make comparisons since we began collecting data
when fTP-Bx was introduced at our institution. Still, we
believe that comparison to historical controls provides ade-
quate equipoise for further investigation between the
TRUS-Bx and fTP-Bx approaches.

5. Conclusions

To our knowledge, we report the largest cohort of men
undergoing outpatient fTP-Bx. Cancer detection rates are
comparable to traditional TRUS-Bx, and the fIP-Bx
approach eliminates the need for antibiotic prophylaxis.
We propose a 10-sector template that facilitates fTP-Bx
and easily translates to established MRI prostate sector
maps for use in clinical care and future research studies
exploring the efficacy of MRI-guided fTP-Bx.
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MONEGIER

SUMMONS IN INTERLOCUTORY PROCEEDINGS

WITH SHORTENING OF THE SUMMONS PERIOD EX ART. 117 RV

CONCERNING INFRINGEMENT OF THE EUROPEAN PATENT EP (NL) 3 125 811 B1

This twenty-first day of October two thousand and twenty-one (21-10-2021), at the request of CORBIN
CLINICAL RESOURCES LLC (hereinafter: "Corbin"), a company incorporated and having its registered
office in Cumberland, MD, United States of America, (U.S.A.), with an address for service in this matter at
HOYNG ROKH MONEGIER B.V, in (1096 HA) Amsterdam, at Amstelplein 1 (Rembrandt Tower, 30th
floor), at the offices of the lawyers S.C. Dack and P. van Schijndel, who will appear for Corbin in these
proceedings and will be identified as such;

By virtue of an order given by the Preliminary Relief Judge of the District Court of The Hague on 20
October 2021, a copy of which is being served together with this writ, whereby Corbin was granted leave
to summon in accordance with Rule 117 of the Dutch Code of Civil Procedure,

SUMMARILY SUMMONSED

WITH SHORTENING OF THE SUMMONS PERIOD EX ART. 117 RV:

1. The Dutch company with limited liability PELVITEC B.V. ("Pelvitec") with registered office at
Rotterdamseweg 183-C, 2629 HD in Delft, choosing for the purposes of the present proceedings
its place of domicile Lange Voorhout 3, 2514 EA The Hague, at the offices of BARENTS KRANS
N.V., of which law firm Mr. J. Bremer will appear as lawyer for Pelvitec, at that address

[1] serving a copy of this writ on

HOYNG ROKH MONEGIER
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working there;

[] leaving behind at the aforementioned address this writ in a closed envelope with the
statements as prescribed by law because | did not find anyone there to whom a legally
valid copy could be left;

The company under foreign law LEAPMED FRANCE SAS ("Leapmed"), which has no known
office address in the Netherlands, but a known address at 5 Chemin de Laborie, 31560 Nailloux
in France.

In making this notification, | have observed the method of service pursuant to Regulation (EC) No
1393/2007 of the European Parliament and of the Council of 13 November 2007 on the service in
the Member States of judicial and extrajudicial documents in civil or commercial matters (the
'Service Regulation’) in conjunction with Article 56 of the Code of Civil Procedure, as follows:

(i) | have sent two copies of this writ, as well as translations thereof in the French language,
for service on the defendant to the receiving agency in the country in which the
defendant's address is situated, namely:

SCP Terrin Vallien Bendenoun Barthe
3 Place du Foirail

31800 SAINT-GAUDENS

France

(i) The form referred to in Article 4(3) of the aforementioned Regulation has been completed
by me, the judicial officer, in the French language, which is the official language of the
place where service is to be effected. | request the receiving agency to serve this
document on the defendant / to notify the defendant as described at point 5 in the request
for service of documents form, i.e. service in accordance with the law of the State
addressed (form, 5.1);

(iii) 1 have also sent a copy of this writ together with a French translation thereof and the form
provided for in Article 8 (1) of the Regulation on Names and Distinctions by FedEx direct
and by registered post (with acknowledgement of receipt) to the above address of
LEAPMED FRANCE SAS, stating that receipt of this document may be refused if it is not
written in or accompanied by a translation into French or a language that the claimant
understands, and that in the event of refusal the documents and the completed form must
be returned to me, the judicial officer, within one week;
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the company under American law ADVANCE MEDICAL DESIGNS INC., having its registered
office at 1241 Atlanta Industrial Drive, Marietta GA 30066, with no known place of business or
residence in the Netherlands, choosing for the purposes of the present proceedings its place of
domicile Lange Voorhout 3, 2514 EA The Hague, at the offices of BARENTS KRANS N.V., of
which law firm Mr. J. Bremer will appear as lawyer for Advance Medical Designs Inc,, at that
address

[] serving a copy of this writ on

working there;

[ 1 leaving behind at the aforementioned address this writ in a closed envelope with the
statements as prescribed by law because | did not find anyone there to whom a legally valid copy
could be left;

The natural person NICO EELBODE, general manager and owner of the company MEPY
BENELUX, with registered office at Zeedijk 130 8400 Ostend, Belgium and also owner and
manager of the French company MEDKONSULT SARL, with registered office at 5 CHE DE
LABORIE 31560 NAILLOUX, France

As reqards the office address in Belgium known to Mr Eelbode:

(a) In making this notification, | have observed the method of service pursuant to Regulation
(EC) No 1393/2007 of the European Parliament and of the Council of 13 November 2007 on
the service in the Member States of judicial and extrajudicial documents in civil or
commercial matters (the 'Service Regulation') in conjunction with Article 56 of the Code of
Civil Procedure, as follows:

(i) | have senttwo copies of this writ for service on the defendant to the receiving agency in
the country in which the defendant's address is located, namely:

National Chamber of BailiffsHenri
Jaspar Avenue 931060
BrusselsBELGIUM
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(i) The form referred to in Article 4(3) of the aforementioned Regulation has been completed
by me, the court bailiff, in the Dutch language, which is an official language of the place
where service is to be effected. | have requested the receiving agency to serve this
notice on the defendant / to notify the defendant as described at 5 in the aforementioned
form "request for service of documents”, namely service in accordance with the law of
the State addressed (form, 5.1);

(iii) 1 have also sent a copy of this writ, as well as the form within the meaning of article 8 (1)
of the Service Regulation, directly by FedEx and by registered post (with
acknowledgement of receipt) to the aforementioned address of MEPY Benelux for the
attention of Nico Eelbode, with the statement that receipt of this document may be
refused if it is not written in Dutch and that in the event of refusal the documents as well
as the completed form should be returned to me, the court bailiff, within one week;

As reqards the office address in France known to Mr Eelbode:

(b) In making this notification, | have observed the method of service pursuant to Regulation
(EC) No 1393/2007 of the European Parliament and of the Council of 13 November 2007 on
the service in the Member States of judicial and extrajudicial documents in civil or
commercial matters (the 'Service Regulation') in conjunction with Article 56 of the Code of
Civil Procedure, as follows:

(i) | have sent two copies of this writ, as well as translations thereof in the French language,
for service on the defendant to the receiving agency in the country in which the
defendant's address is situated, namely:

SCP Terrin Vallien Bendenoun Barthe
3 Place du Foirail31800
SAINT-GAUDEN France

(i) The form referred to in Article 4(3) of the aforementioned Regulation has been completed
by me, the judicial officer, in the French language, which is the official language of the
place where service is to be effected. | request the receiving agency to serve this
document on the defendant / to notify the defendant as described at point 5 in the
request for service of documents form, i.e. service in accordance with the law of the
State addressed (form, 5.1);

(iii) 1 have also sent a copy of this writ together with a French translation thereof and the form
provided for in Article 8(1) of the Regulation on Names and Numbers, by FedEx and by
registered post (with acknowledgement of receipt) direct to the aforementioned address
of SARL Medkonsult, stating that receipt of this document may be refused if it is not
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written in or accompanied by a translation into French or a language that the claimant
understands, and that in the event of refusal the documents and the completed form
must be returned to me, the judicial officer, within one week;

IN ORDER TO:

Appear on TUESDAY THE SECOND OF NOVEMBER TWO THOUSAND AND TWENTY-ONE (02-11-
2021), at nine o’clock in the morning (9:00 a.m.), in person or represented by an attorney, at the
hearing before the judge in preliminary relief proceedings of the District Court of The Hague on duty at
that time in the case / docket number 619229 / 21-974, which hearing will take place on the said date
and time at the District Court of The Hague in the Palace of Justice, Prins Clauslaan 60, 2595 AJ The
Hague;

Whereby a digital hearing will be held on TUESDAY THE THIRTIETH OF NOVEMBER TWO
THOUSAND AND TWENTY-ONE (30-11-2021) at nine o'clock in the morning (09:00 a.m.);

UNDER NOTICE THAT:

a. If adefendant does not appear in person or represented by a lawyer at the hearing and
the prescribed time limits and formalities have been complied with, the court will grant
default judgment against that defendant and allow the claim set out below, unless it
deems it to be unlawful or unfounded;

b. if at least one of the defendants has appeared in person or with a lawyer at the hearing,
a single judgment will be rendered between all the parties, which will be regarded as a
judgment after trial,

c. inthe event that each of the defendants appears in court, a court registry fee will be
charged, to be paid within four weeks from the time of appearance;

d. the amount of the court fee is stated in the most recent annex to the Civil Cases Court
Fees Act, which can be found on the website: wwiw kbvg nfariffierechieniabel

e. a court fee for impecunious persons fixed by or pursuant to the law shall be levied on a
person who is impecunious, if he has submitted a copy of the application at the time
when the court fee is levied:
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i. acopy of the decision to grant legal aid, as referred to in section 29 of the Legal
Aid Act, or if this is not possible due to circumstances which cannot reasonably
be attributed to him, a copy of the application as referred to in section 24,
second paragraph, of the Legal Aid Act; or

ii. a statement from the Board of the Legal Aid Board, as referred to in section
7(3)(e) of the Legal Aid Act, showing that his income does not exceed the
incomes referred to in the Order in Council under section 35(2) of that Act;

f. defendants who appear before the same lawyer and submit identical submissions or put
forward identical defences, only one joint court fee is charged on the basis of Article 15
of the Civil Cases (Court Fees) Act;

AND NOTING THAT:

The judge in preliminary relief proceedings of the District Court of The Hague ruled as follows in her order
of 20 October 2021:

"Contents of writ

1.

2.

3.

4.

5.

Claimant must set the date for defendant's appearance in the writ as Tuesday, November 2,
2021, at 9:00 a.m.

The summons must state that the case will be heard by the judge in charge of preliminary
relief proceedings at that time.

The claimant shall include his/her own e-mail address and telephone number in the writ of
summons. To the extent known to him, the claimant shall also include the defendant's e-mail
address and telephone number in the summons.

The writ should also include that a digital hearing will take place on Tuesday, November 30,
2021 at 9:00 a.m.

A copy of this document must be served on the defendant together with the writ.

Method of appearance

6.

If the plaintiff has not withdrawn the application for interim relief before the date on which the
defendant must issue a statement of defence (i.e. the date mentioned above under 1), the
plaintiff shall be deemed to have appeared by submitting the issued as issued to the court
registry.

Appearance by the defendant is effected by submitting a statement of defence (including
exhibits) on the date mentioned in item 1 above. If the defendant so desires, he/she must
also lodge a counterclaim no later than on this date.

If the defendant fails to submit a statement of defence, in principle - if the prescribed time
limits and formalities have been observed - default judgment will be granted against the
defendant.

Submission of exhibits, pleadings and response to pleading of plaintiff by defendant

9.

Purely reactive claimant’s exhibits (i.e. exhibits in response to submissions made by the
defendant in its defence) may be submitted by Tuesday, 16 November 2021 at 9.00 a.m. If
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11.

12.

13.

14.

15.
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the defendant has submitted a counterclaim, the plaintiff must also submit a defence to the
counterclaim on this date.

Subsequently, the defendant may submit purely reactive exhibits (i.e. only exhibits in
response to the claimant’s reactive exhibits) no later than 24 hours before the submission of
the written pleading (see point 13 below), therefore on Tuesday 23 November 2021 at 9.00
a.m.

Both parties shall submit a written pleading no later than 9:00 a.m. on Friday, November
26, 2021.

Pleadings must be (excluding the cover page with the parties' names) a maximum of 30
pages (maximum 9,000 words) and must be written in a customary (clearly legible) font and
layout. For the defendant a maximum of 30 pages (maximum 9,000 words) applies as well,
on the understanding that the defendant, if so desired, can reserve a maximum of 5 pages
(1,500 words) for a written reaction to the plaintiffs memorandum of law (see below under
item 14 [sic: must be: 13]).

Defendant may submit a brief (maximum 5 A4) written response to Plaintiff's pleading on
Monday, November 29, 2021, at 9:00 a.m.

If the parties wish to submit an updated overview of the legal costs, they must do so in
accordance with the Indication Tariifis in IP ¢ases and submit it to the court in preliminary
relief proceedings and to the other party not later than 24 hours before the start of the digital
hearing. During the digital hearing, the parties will have the opportunity to respond to the
costs of the proceedings.

Written pleadings and exhibits are sent to the registry of the court with cc to (the lawyer of)
the other party via the following e-mail address: {kortgeding.ie.rb.denhaag@rechtspraak.nl).
All documents to be submitted must comply with the requirements set out in the jnstructions
for the submission of documenis in IP cases, whereby exhibits 1 to 9 must be numbered with
a 0 before them (EPO1, EP02, etc / GP01, GPO2 etc).

Digital hearing by connection via Skype for Business

Prior to the session

16.

17.

18.

19.

20.

21.

22.

On the date and time mentioned under point 5, a digital hearing will be held, in principle by
means of a connection via Skype for Business. This hearing is meant for reply and rejoinder
(i.e. the parties are allowed to respond to each other's positions) of 2 x 10 minutes, for
questions by the interim relief judge, and to see whether a settlement is possible.

Parties will receive an invitation to participate in the digital hearing, in principle one week
before the hearing date. This invitation contains a link with which the participants can dial in
to the digital hearing.

One invitation per party will be sent to the e-mail address supplied to the court. The link
included in the invitation can be shared with third parties (lawyers/parties/other third parties)
that are required to be present at the hearing, so that they can participate in the hearing with
their own digital connection. They can use the same link to dial in.

The parties are requested to provide the names (and where relevant the function) of all
persons who will participate in the digital hearing no later than one week before the digital
hearing.

All information required to use Skype for Business can be found through the following link:
Hipsdhnww seehispraak plooronavinus-{OOVIR-18/Pages/COVIR-19-Online-sessiong-and-
consuliations.asm
Parties must download the required programs in a timely manner if they wish to participate in
the digital session via Skype for Business.

A party in need of a test of the connection may request it through the Clerk's Office.
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The meeting: general

23. At the digital hearing, the lawyers of the parties and the parties themselves are present. This
can be done at the lawyers' offices. If it is not possible for a party to participate in the digital
hearing at the office of his/her lawyer, that party can participate independently by using a
separate digital connection. Of course, a defendant who litigates without a lawyer can do so
as well.

24. If participants require the use of an interpreter, the parties shall make their own
arrangements for a separate connection between the interpreter and the participant. The
interpreter and the participant may both dial into the meeting (with the microphone turned off)
where the interpreter can translate through the separate connection.

25. In principle, the interim judge and the registrar will wear a toga during the digital hearing.”

IN ORDER:

Then to hear and determine the following claims:
Introduction

1. With only one or two exceptions, most of the patent cases heard by the District Court of The
Hague in recent years have concerned minor improvements to existing products or processes,
conceived by teams of inventors, often working in densely-populated technical fields, producing
patents for large corporations with patent portfolios sometimes measured more in terms of volume
than quality. We refer to the plethora of formulation and process patents in the pharmaceutical
field; and to the many cases of standard essential patents in the electronics field.

2. That is not to say that such patents do not contain inventions: it is well known that the level for
inventive step at the EPO is low. However, it is rare for patent litigators (or, we suspect, patent
judges) to be truly impressed by the degree of innovation, or the elegant simplicity, of the
inventions in the patents they are called to litigate (or decide upon).

3. The present case is a welcome exception to the general rule.

4, The patentee, Corbin, is a company formed by the inventor, Dr. Matthew Allaway, to exploit the
intellectual property rights to his invention. Dr. Allaway is a urologist. His practice is particularly
focused on the treatment of prostate cancer.
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The present case concerns the infringement by the defendants of EP (NL) 3 125 811 (here 'EP
811', Exhibit 1" ), which relates to a medical device invented by Dr Allaway that is used to take
prostate biopsies.

It is no exaggeration to say that the commercial implementation of the patent — the medical device
known as the PrecisionPoint™ Transperineal Access System, has quickly revolutionized prostate
biopsy procedures.

For more details of the device, reference is made to hitps//perinesiogic.con/pragisionpoint/
and to an animation on YouTube describing the use of the device:
hitps S vouliibe comieatchTyswWilsUiQaexul

Dr. Popert is one of the most eminent and respected consultant urologists in the UK. He was
closely involved in the introduction of the device into clinical practice in the UK. He has prepared a
report for the present procedure (Exhibit 5).

In his report, he discusses the drawbacks of the two conventional prior art techniques that were
used to take prostate biopsies at the priority date of the patent. He explains how the introduction of
the patented PrecisionPoint™ device in 2018 fundamentally changed the way urologists in the UK
perform prostate biopsies. Reference will be made to his report in the following, which should be
considered repeated and incorporated herein in its entirety.

Introducing the device to the UK and European markets required significant investment in the
training of urologists and specialist nurses?. In the U. K., the PrecisionPoint™ device quickly
became the gold standard for prostate biopsies. It is estimated that today around 65% of all
prostate biopsies in the U. K. are performed using the PrecisionPoint™ device.

The device was also initially successful in The Netherlands, due to carefully planned training and
mentoring programs for Dutch urologists and hospitals. Reference is made to the statement of Mr.
Wilco Van der Lugt of BXTA (Exhibit 7). BXTA is the exclusive distributor for the patented
PrecisionPoint™ device in Europe.

Recently, however, the defendants realized that a device they market, the SureFire, can easily be
adapted to make it into a device that comes within the scope of protection of EP 811. The modified
SureFire device enjoys the substantial benefits of the invention as a result of the modification.

An extract from the Dutch register showing that the patent is in force in the Netherlands is attached as Exhibit 2. The Dutch
claims can be found in Exhibit 3. Excerpts from the granting history at the EPO are included in Exhibit 4.

This is set out in the witness statement of Mr Saheed Rashid (Exhibit 6), whose company, BXTA, is the exclusive distributor of
the patented device in, inter alia, the Netherlands.
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The role of the various defendants

12.

13.

14.

15.

16.

17.

Defendant sub 1, Pelvitec B.V., is the Dutch distributor of the SureFire device. As will be discussed
in more detail below, Pelvitec provides explicit instructions, which deviate from the official IFU for
the SureFire, which bring the SureFire device within the scope of protection of the patent.

Defendant sub 2 (LeapMed France) is the European subsidiary of the Chinese manufacturer
LeapMed. Its name and address are mentioned on the promotional material with which the device
is (or until recently was) offered on the Dutch market and on the IFU (Instructions for Use) that
were be sent by Pelvitec to (potential) customers in September 20212. The company name
LeapMed is also displayed on the SureFire device itself.

Defendant sub 3 (AMD Inc.) is an American company whose name is printed on the sticker on the
sterile packaging of a LeapMed device recently found on the Dutch market. The packaging states
that production takes place in China (where LeapMed France's parent company is located) and
that the sterile packaging is subsequently done in America by AMD.

According to Pelvitec, AMD is the source of the SureFire devices which it puts on the Dutch
market*. On the website of AMD there is a film showing that it too is also promoting an infringing
adaptation of the SureFire device®.

There is currently some uncertainty as to the precise roles of Defendants sub 2 and 3. The
promotional material sent out by Pelvitec to potential customers suggests that LeapMed France
(defendant sub 2) is the Authorized European Representative for the manufacturer (and that the
manufacturer of the device is the Chinese parent company, LeapMed).

On the other hand, the sticker on the device recdently found on the Dutch market suggests that the
manufacturer is AMD, and that the European representative of AMD is the commercial
representation company MDSS GmbH:

See Exhibit 7.
This is inconsistent with the fact that LeapMed France is listed on the IFU that Pelvitec sent to hospitals in September 2021.

See hitps://www.advancemedicaldesigns.com/category/transperineal-biopsy/transperineal-biopsy, which links to
https://www.youtube.com/watch?v=VACZrtejkNU. The video shows how AMD suggests using the SureFire along with a coaxial
needle.

10
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However, the device inside the packaging still bears the name LeapMed, molded into the product
itself:

.

Defendant sub 4, Mr Eelbode, is (or, according to him: was) employed by LeapMed in Europe. He
is involved in these proceedings because it appears from correspondence with him that he
possesses essential information about the infringing practices of both LeapMed France and AMD.
With respect to Mr Eelbode, Corbin is claiming specific disclosure pursuant to art. 843a Ry, in

1
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order to have sight of documents pertaining to the infringing marketing of the LeapMed SureFire
device by the other defendants and/or by Mr Eelbode himself (and/or by one of Mr Eelbode's
companies).

Patent infringement by Pelvitec, LeapMed France and AMD

20.

21.

22.

Corbin takes the view that Pelvitec, Leapmed France and AMD, each on its own and together, by
supplying to hospitals and urologists in the Netherlands means relating to an essential element of
the patented invention to third parties for the purpose of putting the invention into effect in The
Netherlands (i.e. in order to turn it into an apparatus falling within the scope of protection of the
claims of EP 811), and by instructing and encouraging hospitals and urologists to make and use
the infringing apparatus, without the permission of the patent holder, are committing acts of indirect
patent infringement under of article 73 ROW 1995.

By encouraging and promoting patent infringement by third parties and by profiting from it Pelvitec,
Leapmed and AMD are also acting tortiously towards Corbin.

Corbin wishes to put an end to the infringement by - and the unlawful actions of - these
defendants. It is therefore seeking an injunction declared provisionally enforceable, supported by
penalty payments, and other measures, including a recall order, an order for rectification and an
audit report, in order to be able to establish the scale of the infringement and to identify the
sources and distribution channels of the infringing devices.

The patent

23.

24,

25.

26.

EP 811 is directed to an apparatus for performing transperineal prostate biopsies.
As Dr. Popert explains in his expert reporté, prostate cancer is the most common cancer in men.

A prostate biopsy is indicated when a blood test for prostate specific antigen (PSA) or a digital
rectal examination performed by the urologist reveals irregularities that may indicate prostate
cancer’.

A prostate biopsy involves taking a number of tissue samples from the prostate?. In about half of
the cases, the biopsy will detect the presence of prostate cancer®.

See Exhibit 5.
See EP 811, para. [0003].
See EP 811, para. [0003].

See Dr Popert's expert report (Exhibit 5), para 30.

12
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As of the priority date of the patent, there were essentially two conventional methods for
performing biopsies, namely the transrectal ultrasound-guided procedure (the TRansrectal
UltraSound biopsy, or "TRUS") and the transperineal ultrasound-guided procedure (the
TRansperineal UltraSound biopsy, or "TPUS") 10,

The problems with conventional transrectal (TRUS) biopsy procedures

28.

29.

30.

As explained in the patent!, and as Dr. Popert set out'2in his report, the disadvantage of the
transrectal method is that the biopsy needle must be inserted through the rectal wall and into the
prostate to take tissue samples. This entails an infection risk. In some cases, sepsis may occur.
This can lead to permanent residual symptoms and even death in some cases.

The risk of infection can be reduced to some extent by the use of antibiotics and by cleaning the
bowels, but in recent years there has been an increase in antibiotic-resistant fecal flora, such that
antibiotics cannot effectively reduce the risk of infection.

A second problem with this technique is that a fairly large number of clinically significant cancers
are found at sites of the prostate that are difficult to reach using the transrectal approach'3.

The problems associated with conventional transperineal (TPUS) biopsy procedures

31.

32.

In the conventional transperineal (TPUS) technique, tissue is obtained by inserting the biopsy
needles through the perineum into the prostate. The risk of infection is lower with this technique,
because the needle does not have to pass through the rectum. No antibiotics need to be
administered and no bowel preparation is required to reduce the risk of bacterial contamination. In
addition, this technique provides a more effective method of accessing the prostate, allowing the
target areas of the prostate to be reached that are difficult to reach using the transrectal
approach.

The main disadvantage of the conventional transperineal method is that a biopsy probe must be
used for the procedure, and multiple perforations of the perineum must be made (generally
between 12 and 55 perforations). Due to the equipment used and the discomfort associated with
the procedure, this procedure is generally only suitable for use with a general anesthetic.

1]

1

12

3

4

See EP 811, para. [0003].

See EP 811, para. [0004].

See Dr Popert's expert report (Exhibit 5), paras 30 - 39.

See EP 811, para. [0004]; see also Dr Popert's expert report (Production 5), para 37.

See EP 811, para. [0005]; see also Dr Popert's expert report (Production 5), para 36.

13

CORBIN_CLINICAL-001024

Advance Medical Designs, Inc. - EX1020
Advance Medical Designs v. Corbin Clinical Resources, PGR2023-00041
Page 303 of 806



HOYNG
ROKH
MONEGIER

33. Dr. Popert describes the advantages and disadvantages of the conventional transperineal
technique in the following terms '5:

“40. As an alternative fto the transrectal route, the prostate can be accessed via the
perineum. The perineum is the area of skin between the scrotum and the anus. A schematic
illustration is shown below, showing how the biopsy needle punctures the skin of the
perineum and passes through the tissue behind it to reach the prostate.

41.  An advantage of the conventional transperineal technique over the transrectal
technique is that the biopsy needle is not required to pass through the non-sterile tissues of
the rectum. Consequently, there is no risk of introducing faecal matter into the prostate. The
risk and incidence of infections are much lower with the transperineal procedure.

42.  Another advantage of the transperineal approach is that its different orientation allows
access to parts of the prostate (in particular the anterior prostate) that are difficult to reach by

the transrectal route.

43.  The major disadvantage was that the need to make multiple perineal punctures during
a template-mapping transperineal biopsy required a general anaesthetic, because of patient
discomfort. For each sample taken, the biopsy needle had to be repositioned and a new
puncture path through the perineum and intermediate tissue info the prostate had to be
made. The original description of transperineal mapping biopsy required one core to be

taken for every cubic centimeter of the prostate. A standard prostate volume of 30cc would

15 See Dr Popert's expert report (Exhibit 5), paras 40 to 49.

14
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require 30 cores, 50cc up to 50 cores, and 100cc up to 100 biopsy cores. Each core taken
required a separate puncture of the skin and perineal tissue.

44.  To aid the urologist to systematically carry out the multiple perineal puncture biopsies,
the standard procedure was to use a brachytherapy grid template to guide the biopsy
needle. | have reproduced an example below, showing a grid of 13 x12 positions (making for
156 potential distinct puncture holes). The combination of grid and probe is attached in a
fixed position on to a stepper unit which allows the fixed probe to be advanced into the
patient's rectum fto visualize the prostate by ultrasound and to position the grid against the
patient's perineum. The whole system is supported by a stabilization arm, which is fixed to
the operating table. The system is complicated to set up, is heavy and cumbersome, and
requires cleaning after every procedure. It also requires specialist training to be used
properly.

Brachytherapy grid, ultrasound probe fixed to stepping unit and stabilisation arm
with sterile drape

45.  Once the ultrasound probe has been advanced into the rectum, the prostate is
visualized. The brachytherapy grid is advanced so that it rests against the perineum. An
image of the brachytherapy grid is overlaid on the ultrasound screen by the ultrasound
software. The surgeon uses the apertures of the grid as a needle guide to insert the biopsy
needle through the grid apertures which overlay the prostate image, through the superficial
perineal skin, the deep perineum and finally into the prostate to sample different areas of the
prostate gland, avoiding, if possible, the central region containing the urethra.

15
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46.  The images below show that for a normal sized prostate of 30 to 40 cc, it is necessary
to take between 36 and 60 samples through multiple separate punctures.
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47. It will be appreciated that this transperineal procedure, while “cleaner” than the
transrectal procedure, was much more invasive, and associated with much more discomfort

16
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to the patient, compared to the transrectal route, such that it almost invariably had to be
carried out under a general anaesthetic.

48.  The equipment in common use for perineal biopsies at the priority date, and the
requirement for general anaesthesia, made this a resource-intensive and costly procedure.
To conduct a perineal biopsy, an operating theatre, a specialist trained urologist and

associated specialist staff, including an anaesthesiologist, would be required.

49.  As compared to transrectal biopsy, significantly more hospital time is required per
patient with a transperineal approach under general anaesthetic, both during the procedure,
as well as post-procedure. Transperineal grid biopsy under general anaesthetic generates
waiting lists and leads to delays in diagnosis (and ultimately treatment). Although it is
associated with less sepsis than TRUS biopsy, it is recognised that there is a greater risk of
other complications, including bleeding, worsening urinary symptoms and retention of urine,

which can also result in urinary sepsis”.

The device of the invention

34.

35.

In contrast to the grid-guided systems of the prior art, the patented device, and in particular the
presence of an access needle in the device through which the biopsy needle is guided, allows
transperineal biopsies to be taken through only two perforations in the perineum, one to the left
side and one to the right side of the urethra. Additional perforations in the skin of the patient are
not necessary's.

This in turn means that the device of the invention can be used with a local anesthetic, rather than
a general anesthetic'” . As Dr Popert explains, this is a very important advantage for clinical
practice, since it means that transperineal biopsies no longer need be performed in the operating
theatre, where they are usually carried out, but can be carried out instead in the outpatient setting.
This frees up the operating room and the anesthesiologist for other procedures 18:

"52.  Prior to the patent (again, in fact prior to the advent of the PrecisionPoint™
transperineal access system), urologists were thus effectively faced with a choice between
transperineal biopsies under general anesthesia or transrectal biopsies under local

anesthesia.

16 See EP 811, para. [0085]; see also Dr Popert's expert report (Exhibit 5), para 55.

17 See EP 811, para. [0033]; see also Dr Popert's expert report (Exhibit 5), para 55.

18 See Dr Popert's expert report (Exhibit 5), paras 52 to 59.
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53.  As will be appreciated from what is set out above, transrectal biopsies had the benefit
of being quick and cost-effective, and could be carried in the out-patient setting under local

anaesthetic, but they came with a significant and increasingly unacceptable risk of infections
and potential missed diagnoses. Transperineal biopsies, on the other hand, had a lower risk
of infection, but were more complex to carry out and required general anaesthesia (which in

turn meant they had to be carried out in operating theatres).

54.  In general, clinicians adopted a policy according to which patients were stratified by
risk to one or the other. A policy adopted across our cancer network was that all patients
who had a previous negative transrectal biopsy would be offered a transperineal biopsy. All
patients being considered for active surveillance were offered a confirmatory transperineal
biopsy. Patients at risk of sepsis, diabetics, and the immune-compromised were

recommended to have a transperineal biopsy, rather than a TRUS biopsy.

55, In 2016, | was infroduced to the PrecisionPoint™ Transperineal Access System, a
device that resolves the dilemma facing clinicians. With the PrecisionPoint™ device, it is
possible to perform both targeted and systematic transperineal prostate biopsies under local
anaesthetic, in an outpatient setting, using only two perineal puncture sites. The device has
an innovative design that makes it simple to use, efficient and significantly cheaper than the
traditional transperineal equipment. It can be used in conjunction with commonly available

handheld rectal transducer probes.

56. | have reproduced an image of the PrecisionPoint™ system, including how it attaches

to a held hand transducer, below.

18
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A unique feature of the PrecisionPointTM device is that it uses an access needle

above.

intended for the infroduction of the biopsy needle. This access needle is the needle shown

The access needle is first used to guide the local anaesthetic infiltration of the skin

and periprostatic tissues. Once anaesthesia has been confirmed, prostate biopsies are taken
by advancing the biopsy gun needle through the access needle. Multiple subsequent biopsy
cores can then be taken, via the access needle, through the same hole in the perineum. By
tilting or angulating the access needle, which is connected to the probe with the attached
PrecisionPoint™ device, the clinician can target different sites of the prostate through one
and the same perineal puncture point. An explanatory animation video is available on
YouTube', and | have reproduced two screenshots from the video below.

19
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59.  The ability to take multiple biopsy samples through a single access hole has made it

possible to perform perineal biopsies under local anaesthetic in the outpatient setting. Using
the PrecisionPoint™ device, it is possible to sample the entire prostate through just two

punctures in the perineum: one to the left of the urethra, and one to the right.

60. The procedure is extremely well tolerated by patients and takes a comparable amount
of time as a transrectal biopsy. Importantly, it has proved straightforward to teach urologists,
specialist urology nurses, radiologists and radiographers how to use the device effectively.
The introduction of the PrecisionPointTM Transperineal Access System has revolutionised
prostate biopsy procedures within the UK by removing the major barrier that prevented

transperineal biopsies from being carried out on a larger scale."”

These advantages of the invention are also set out in, for example, para. [0085] of the description
of EP 811.

The claims of EP 811

The invention is claimed in EP 811 as follows:

"1. An apparatus (100), comprising:

20
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An upper mount (105) comprising a longitudinal axis;

a first stabilization bar (101) and a second stabilization bar (101) extending from the upper
mount (105) along the longitudinal axis of the upper mount (105), the first and second
stabilization bars (101) separated by a distance; anda

lower mount (104), the lower mount configured to connect with the upper mount (105) fo
secure a transrectal probe (103) therebetween, the transrectal probe (103) not being fixed
and being freely moveable in operation, the upper mount configured to support an access
needle, the access needle configured for perforation of subcutaneous tissue of a perineum
at an access site of a target area of a patient during a guided and free-handed transperineal
prostate biopsy, the upper mount configured to guide the access needle whereby movement
of the access needle is fixed relative to movement of the transrectal probe;

wherein the upper mount further comprises a sliding platform (301) configured to slidably
receive the access needle,

wherein the sliding platform (301) is configured to slide from a back to a front of the first and
the second stabilization bars (101).

2. The apparatus of claim 1, comprising:
a first fastener (102) and a second fastener (102), the first fastener (102) and the second
fastener (102) being configured to connect the lower mount (104) to the upper mount (105).

3. The apparatus of claim 2, the first fastener (102) comprising teeth (202), and the second
fastener (102) comprising an aperture (201) defined by the second fastener (102), and a
flange (203), the aperture (201) configured fo receive the teeth (202), and the flange (203)
configured to contact the teeth (202) to securely connect the first fastener (102) to the
second fastener (102).

4. The apparatus of claim 1, the sliding platform defining a channel configured to receive the
access needle, the channel extending along a longitudinal axis of the sliding platform (301)
in a direction parallel to the longitudinal axis of the upper mount (105).

5. The apparatus of claim 1, wherein the sliding platform is pivotably attached to the upper
mount whereby the sliding platform is laterally movable or vertically pivotable with respect to
a longitudinal axis of the transrectal probe.

6. The apparatus of claim 1, comprising:
a sleeve (2607) the sleeve formed by the upper mount (105) and the lower mount (104), the
sleeve (2607) configured fto slide over an end of the transrectal probe (103).

7. The apparatus of claim 1, wherein the first and second stabilization bars (101) include
grooves configured to allow the sliding platform (301) to slide forward and backward along
the first and second stabilization bars (101).

8. The apparatus of claim 7, wherein the grooves are built-in an inner portion of the first and
second stabilization bars (101).

9. The apparatus of claim 1, wherein the sliding platform (301) is shorter in length than the
first and second stabilization bars (101).

10. The apparatus of claim 1, wherein the first and second stabilization bars (101) extend
beyond a front edge of the upper mount (105).

21
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11. The apparatus of claim 1, wherein the first and second stabilization bars (101) include a
resistance comprising a strip of material so as to prevent the sliding platform (301) from
freely moving on the first and second stabilization bars (101).

12. The apparatus of claim 1, wherein a distal point of the first and second stabilization bars
(101) are offset (501) from a fastener (102) configured to connect the lower mount (104) to
the upper mount (105).

13. The apparatus of claim 1, wherein the sliding platform (301) is interchangeable from the
first and second stabilization bars (101).

14. The apparatus of claim 1, wherein the sliding platform (301) comprises a hole (302) in
the center of the sliding platform (302) configured to slidably receive the access needle, the
sliding platform being shorter than a distance between the first and second stabilization bars
(101, 101) as to accommodate the sliding platform (302) while also securing it to the guide
(100)."

15. The apparatus of claim 1, wherein the lower mount (104) is curvilinear and flexible and
configured to bend in order fo connect the upper mount (105) to secure the transrectal probe
(103) therebetween.”

The Dutch translation of the claims reads as follows:

“"1. Inrichting (100) omvattend:

een bovenste steun (105), die een lengteas omvat;

een eerste stabilisatiestang (101) en een tweede stabilisatiestang (101), die zich uitstrekken
van de bovenste steun (105) langs de lengteas van de bovenste steun (105), waarbij de
eerste en de tweede stabilisatiestang (101) gescheiden zijn door een afstand; en

een onderste steun (104), waarbij de onderste steun is geconfigureerd om met de bovenste
steun (105) te worden verbonden om een transrectale sonde (103) daartussen te
bevestigen, waarbij de transrectale sonde (103) in werking niet is vastgemaakt en vrijelijk
beweegbaar is, waarbij de bovenste steun is geconfigureerd om een toegangsnaald te
ondersteunen,

waarbij de toegangsnaald is geconfigureerd om subcutaan weefsel van een perineum te
doorboren bij een toegangszijde van een doelgebied van een patiént tijdens een gestuurde
transperineale prostaatbiopsie met vrije hand, waarbij de bovenste steun is geconfigureerd
om de foegangsnaald te geleiden, waarbij de beweging van de toegangsnaald gefixeerd is
ten opzichte van beweging van de transrectale sonde;

waarbij de bovenste steun verder een glijdend platform (301) omvat, dat is geconfigureerd
om de toegangsnaald glijdend op te nemen, waarbij het glijdende platform (301) is
geconfigureerd om van een achterkant naar een voorkant van de eerste en tweede
stabilisatiestang (101) te glijden.

2. Inrichting volgens conclusie 1, omvattend:

een eerste bevestigingsmiddel (102) en een tweede bevestigingsmiddel (102), waarbij het
eerste bevestigingsmiddel (102) en het tweede bevestigingsmiddel (102) zijn geconfigureerd
om de onderste steun (104) met de bovenste steun (105) te verbinden.

3. Inrichting volgens conclusie 2, waarbij het eerste bevestigingsmiddel (102) tanden (202)

omvat, en het tweede bevestigingsmiddel (102) een opening (201) omvat die is bepaald
door het tweede bevestigingsmiddel (102), en een flens (203), waarbij de opening (201) is

22
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geconfigureerd om de tanden (202) op te nemen, en de flens (203) is geconfigureerd om
contact te maken met de tanden (202) om het eerste bevestigingsmiddel (102) stevig te
verbinden met het tweede bevestigingsmiddel (102).

4. Inrichting volgens conclusie 1, waarbij het glijdend platform een kanaal bepaalt, dat is
geconfigureerd om de foegangsnaald op te nemen, waarbij het kanaal zich uitstrekt langs
een lengteas van het glijdende platform (301) in een richting evenwijdig aan de lengteas van
de bovenste steun (105).

5. Inrichting volgens conclusie 1, waarbij het glijdende platform draaibaar is bevestigd aan
de bovenste steun, waarbij het glijdende platform lateraal beweegbaar of verticaal draaibaar
is ten opzichte van een lengteas van de transrectale sonde.

6. Inrichting volgens conclusie 1, omvattend:

een huls (2607), waarbij de huls is gevormd door de bovenste steun (105) en de onderste
steun (104), waarbij de huls (2607) is geconfigureerd om over een uiteinde van de
transrectale sonde (103) te glijden.

7. Inrichting volgens conclusie 1, waarbij de eerste en de tweede stabilisatiestang (101)
groeven omvatten, die zijn geconfigureerd om mogelijk te maken, dat het glijdende platform
(301) naar voren en naar achteren glijdt langs de eerste en de tweede stabilisatiestang
(101).

8. Inrichting volgens conclusie 7, waarbij de groeven zijn ingebouwd in een binnenste
gedeelte van de eerste en de tweede stabilisatiestang (101).

9. Inrichting volgens conclusie 1, waarbij het glijdende platform (301) in lengte korter is dan
de eerste en de tweede stabilisatiestang (101).

10. Inrichting volgens conclusie 1, waarbij de eerste en tweede stabilisatiestangen (101) zich
uitstrekken voorbij een voorste rand van de bovenste steun (105).

11. Inrichting volgens conclusie 1, waarbij de eerste en tweede stabilisatiestangen (101) een
weerstand omvatten die een strook materiaal omvat, om te verhinderen dat het glijdende
platform (301) vrij beweegt op de eerste en tweede stabilisatiestang (101).

12. Inrichting volgens conclusie 1, waarbij een distale punt van de eerste en de tweede
stabilisatiestang (101) verschoven (501) is geplaatst van een bevestigingsmiddel (102), dat
is geconfigureerd om de onderste steun (104) te verbinden met de bovenste steun (105).

13. Inrichting volgens conclusie 1, waarbij het glijdende platform (301) van de eerste en
tweede stabilisatiestang (101) verwisselbaar is.

14. Inrichting volgens conclusie 1, waarbij het glijdende platform (301) in het midden van
het glijdende platform (302) een gat (302) omvat dat is geconfigureerd om glijdend de
toegangsnaald op te nemen, waarbij het glijdende platform korter is dan een afstand tussen
de eerste en de tweede stabilisatiestang (101, 101), om het glijdende platform (302) onder
te brengen terwijl het ook stevig wordt vastgezet aan de geleider (100).

15. Inrichting volgens conclusie 1, waarbij de onderste steun (104) kromlijnig en flexibel is

en is geconfigureerd om te buigen, teneinde de bovenste steun (105) te verbinden om de
transrectale sonde (103) daartussen stevig vast te maken".

23
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The SureFire device

39.

40.

41.

In its original form, the SureFire device does not contain an access needle within the meaning of
the claims of EP 811. As Mr. Rashid explained in his statement?°, the original SureFire contained a
vertical "slice” of a conventional grid, with several recesses through which (and along which) a
biopsy needle is inserted to make a multitude of holes in the perineum (much like a conventional
grid-guided transperineal biopsy).

N

rilfzed nood awt}‘ '
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-Sterfized gel powch

So in its original form, the urologist had to make multiple holes in the perineum using the SureFire
device, in the conventional way. To reach other parts of the prostate, the urologist had to remove
the biopsy needle, turn the grid, and then use the biopsy needle to make new holes in the
perineum.

This is illustrated in the LeapMed SureFire device instruction manual:

20 see Mr. Rashid's statement, (Exhibit 6), paras 23 - 24.

24
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42.  The corresponding section of the US brochure for the LeapMed SureFire device (Exhibit 8) is also
clear on how the SureFire device should be used:

LAV RN e
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43. However, more recently, the Dutch distributor of the SureFire device, Pelvitec, has taken to
providing urologists with a separate instruction sheet with instructions on how to use the Surefire
device in conjunction with an access needle. The access needle is not included in the SureFire kit
(because the SureFire was not originally intended to be used in this way), but it can be supplied
separately by Pelvitec. One of the coaxial access needles recommended by Pelvitec is the Moller
Medical 15G x 7.5cm coaxial needle.

44,  Mr Rashid discusses the modification in paras 23 to 41 of his statement:

“23. The Surefire device was originally intended to be used in a similar way to conventional
grid-guided transperineal biopsies. The vertical grey protrusion shown in the image above is
in essence a "slice" of the grid typically used to collect biopsy cores in conventional
transperineal biopsy procedures by making multiple perforations in the perineum. The biopsy
needle is passed through the numbered grooves in order to make multiple perforations and
take multiple cores. The device can then be rotated to allow further perforations to be made

in other parts of the prostate. This process is illustrated in the brochure as follows:

25
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24, As with conventional fransperineal biopsy procedures, the making of a significant

number of punctures in the perineum will require a general anaesihelic.

25 The modification advocated by the Dudch disiributor involves the addition of a coaxial
acress needie fo the Sursfire device in one of the grooves of the grey protrusion, through

which the biopsy needie can be inserfed.

26, The addition of the voaxial acress needle alfows a bicpsy needle fo be inserfed fo
take g biopsy sample, with zubseqguent repositioning of the probefaccess needie combination
while the access needle remains in place, 20 that the biopsy needie can then be reinserted,
through the same perforation, fo fake a biopsy from a different area of the prostate, in this
way, the number of punctures can be reduved fo fwo, and an infervenfion is possible under

focal anaesihetic. This is exactly hiow the PrecisionFoint TH devive works.

27, This modification {the addition of an access needie o the Surefire device} is not
described in the Surefire brochurs, and indeed this way of uzing the device is nof described
iy the official instructions for use at gl | gffach the Englishi-fanguage IFU for the Surefire as
Exkibit SR-Z2. They voofinm thal in normal use, the biopsy needly is simply Insedfed through
the grooves, with the probe being rotated o aliow the needie o be inseried af fargeted

focations:

26
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28 The modification (fhe addiion of a coaxial aceess needie or "voaxial infroducer
needie”} is desaribed in addifional information provided by the Dutch distributor, Peivitec, |
aftach the instructions provided by Pebdfec fo this witness stafement as Exhibit 3R-34 (the
Dufch original languags version) and Exhibit SR-38 {3 highlighted version with an English
franstation of the relevarit parts). This documend, which bears & foolar with Pelvifec’s
addrass, shows a phofograph of a madified Surefie device with the coaxial access needie in

place:

28.  The biopsy needie (not shown in this image) is then passed through the coaxial

access neadie o take the biopsy coras.

27
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30 The same doecumend explaing that the coaxial access nead shown in the pholograph
repraduced above is nof preserit in the packaging for the Leapmed device. That is nof
surprising, since, as { nole above, the use of g coaxial access needie is not contemplated in

the instructions for use for the Leapmed device.

31, Peddlec does however supply suitable accass needies fo alfow the modification i
advocales o be made. | aifach a copy of emall correspondence dafed 4 June 2027 betwean
& represendative of Peivitec, Mr, Hero Mulder, and a Dutoh representative of BXTA, Mr. Wilco
van der Logt as Exhibit SR-4.

22, Althoagh | do nof speak Dufoh, i has been explained to me, and | believe, thal this
correspondence reiates o the use of coaxial access needies, and thal Mr. Muider confirms,
inn his emadl, that the Surefire Is almost alvays used in combinalion with a coaxial access

needie {i.e in a manner which is not in acoordance with the U fur the Surefive device)

23 Mr Mulder goes on o stale thal Pelvifec can supply two different suitable coaxial
neadies, Mr. Mulder also nofes that the Surefire is already used in a number of Duich

hospitals,

34, Thizis also the email in which Mr. Mulder provides Felvited's own profoco! for using
the Surefire. {This is Exhibit SR-38, menfioned above). in these instructions, the olinician is
insfructed (¢ use the same perforation in the skin for the taldng of multiple biopsies, and fo

move the probe in the horizontal plane Fom leff fo right, without rofation,

38 This is a signifivant devigtion from the official instruntions for use of the Surefire, which
specifically instructs clinicians fo rotate the device, the idea being that the verfical grid is
thereby moved fo the desired posifion, so that fresh punctures can be made, using the
hinpsy needie, through the desired groove, at the desired focation. Here again is the relevant
part of the official IFL, showing the probe being rofalied fo the fargeted locations before the
hiopsy needie is inserted through the groove:!

28
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26, The necessily fo deviate from the offivial instructions for use is dictated by the
prasenve of the coaysial access needle, which was aof part of the original device or the
origginal IFU, but which is an essential part of the modificalion proposed by Leapined and
Palvitec.

37, His clear thaf rofafing the device in the manner indicated in the official insiructions for
use white a coaxial avcess needle iz inserted would be impossible without causing frauma.
Rofating the coaxial avcess neaedie would fear the arsa around the punclure in which the
coaxial needie is emibedded, The difficully can perfiaps best be appreciated when

considering the following image from the origing! Surefire brochure:

29
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38 The adapiafion of ihe Surefire devics is also usirated in Leapmed's instruction video.
This video, which shows the use of a biopsy needie through the coaxial infroducer needie, is
exhibifed as Exhibit 3R-8. A number of screen-grabs, accompanvied by a franscript of the
video, are exhibited as Exhibit SR-6.

39 The addition of the coaxial acoess needie alfows the gperafor io use the Swefire
device i & way i was nof infended 1o be used, in order (o oblain the same advaniages as
those provided by the PracisionPoint™ device. In effedd, the adaptalion advocated by
Patsitec furns the Swrefire info a poor man's PrecisionFoint™ device, capable of faking

multiple hinpsies from just two perforations.

40, The modified Surefire device is being largeled by ifs dislribulor, Pelvitec, specifically at
hospitals in The Netherlands where clirdcians have been frained by BXTA and by our
regional exparts to perform fransperineal prostale biopsies under focal anassthetic using the

PrecisionPoid™ device,

47, fnthis way, Leapmed and Felvifer are able fo profif Fom the considerable investmenis
made by BXTA In fraining clinicians in the use of the FrecisionPoint™ device. Leapmed sells
its device at a fraction of the price of the FrecisionPoint™ devics, That is no doubt possible
because Leapmed did not iself bave fo make any investmenis in developing and seeking
regulatory approval for the PrecisionPoint™ device, or in fraining physicians in how the
device should be used: § was instead abie io benefit directly from the investiments Corbin
and BXTA had already made.”

45.  The additional instructions for clinicians provided by Pelvitec (Exhibit 6/SR-3A) includes the
following photograph showing the SureFire device with an access needle through which the biopsy
needle is passed:

30
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46. The accompanying text makes it clear that the intention is for the biopsy needle to be inserted
through the same skin perforation via a coaxial access needle, and that samples should be taken
from only two perforations in the perineum if possible (emphasis added).

"Taking biopsies

Remove the anesthetic needle and immediately insert the inner coaxial needle and
pierce the skin. Preferably at the place where the anesthetic needle went through the
skin. Meanwhile keep the probe with the Surefire in the same place.

Remove the sharp inner needle from the coax and pass the biopsy needle (preferably a
25 cm needle) through the coax.

First biopsies are taken from the target region, after which biopsies are gradually taken
from the other regions. If biopsies are taken from a "higher" (more anterior) region, the
coaxial needle is placed in a higher conductor but in principle the same skin opening is
used.

To take several biopsies, move the probe in the horizontal plane from left to right, do not
rotate.

The Surefire has 9 needle guides

31
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The lower guides of the Surefire is for biopsying the posterior section.
The two slides above are for the middle section.

To biopsy the anterior section, use the *" or higher guides.

If possible, the perineal skin is perforated in only 2 places (left/right).

Target biopsies

S
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The manufacturers of the device too, LeapMed and AMD, promote the use of the Surefire device
with a coaxial introducer needle, and make clear that when such a coaxial introducer needle is
used, it is possible “[...] to take several biopsies from the same puncture hole". See the

47.

screenshots below from LeapMed's Youtube channel?'.

21 gee Exhibit 8, a recording of a YouTube video that was available at

(screenshots of the video).

32
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48. The same can be seen in the video on AMD's website (see par. 16above).
Infringement

49.  When the SureFire device is fitted with a coaxial needle or access needle? in the manner
described by Pelvitec (see paras 43- 46above), or LeapMed or AMD, a device emerges which
falls within the scope of protection of claim 1 of EP 811:

22 The access needle is schematically represented below in the mapping of features (iv) and (v) of claim 1. See para. 45 of this writ
for Pelvitec’s photograph of the actual combination of SureFire + access needle.

34
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An apparatus (100), comprising:
an upper mount (105) comprising a
longitudinal axis;

(i)

a first stabilization bar (101) and a
second stabilization bar (101) extending
from the upper mount (105) along the
longitudinal axis of the upper mount
(105), the first and second stabilization
bars (101) separated by a distance; and

(iii)

a lower mount (104), the lower mount
configured to connect with the upper
mount (105) to secure a transrectal probe
(103) therebetween, the transrectal probe
(103) not being fixed and being freely
moveable in operation,

(iv)

the upper mount configured to support an
access needle, the access needle
configured for perforation of
subcutaneous tissue of a perineum at an
access site of a target area of a patient
during a guided and free-handed
transperineal prostate biopsy, the upper
mount configured to guide the access
needle whereby movement of the access
needle is fixed relative to movement of
the transrectal probe;

35
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wherein the upper mount further
comprises a sliding platform (301)
configured to slidably receive the access
needle,

(vi) wherein the sliding platform (301) is
configured to slide from a back to a front
of the first and the second stabilization
bars (101).

50. Pelvitec thus offers for sale and sells, in the course of its business, means relating to an essential
element of the invention (the SureFire device and/or the access needles) for the putting into effect
of the patented invention in The Netherlands 23, to others than those authorised to work the
invention?4. Pelvitec knows, or it is clear in view of the circumstances, that the means are suitable
and intended for the putting into effect of the invention. That constitutes indirect infringement within
the meaning of Article 73(1) ROW 1995.

51. To the extent that it might be thought that there would be no literal (indirect) infringement (quod
non), there is in any event (indirect) infringement by equivalence. The modified SureFire device
performs essentially the same function as the patented device and operates in essentially the
same manner to achieve essentially the same result.

52. ltis inconceivable that the European supplier (LeapMed France) or the American supplier (AMD)
of the SureFire device is unaware of (or have been unaware of) this practice by their distributor,
not least because of the recommendations in the films on their respective websites of YouTube
kanalen.

23 By making and using a device that falls within the scope of protection of the claims.

24 Thatis, to Dutch hospitals, doctors and urologists.

36
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The lack of clarity regarding the division of the roles of defendants sub 2 and 3 (LeapMed France
and AMD, respectively) has already been discussed in par. 16to 18 above. In brief, according to
the European advertising material, LeapMed France is responsible for the distribution of the
LeapMed device in Europe. Its name also appears on the IFU (Instructions For Use)
accompanying the device, which Pelvitec sent to potential Dutch customers at least until a date in
September 2021. That LeapMed knew, or at least should have known, about the infringing
adaptation of the device is indisputable in view of the LeapMed’s video described above.

It very recently came to light that defendant sub 3, Advance Medical Designs, also plays a role in
the manufacturing and distribution of the SureFire device in Europe. Through a Dutch hospital,
Corbin obtained a Surefire device that was sterile packed in packaging on which Advance Medical
Designs is mentioned as the manufacturer (see Exhibit 10 for detailed pictures).

=

In correspondence, Pelvitec has indicated that it obtains its products via Advance Medical Design
(Exhibit 11). The same was confirmed by Mr Eelbode (Exhibit 12).

However, this does not mean that LeapMed is out of the picture: the device still bears the name
LeapMed. LeapMed France has not responded to the letter of summons; and its name is still listed
on the IFU distributed by Pelvitec (as late as September 2021(!)) as the manufacturer's Authorised
European Representative.

Both AMD and LeapMed France are therefore also directly involved (or have been until recently
involved) in the same indirect infringement as their distributor Pelvitec. They too have, in or for
their business, offered and supplied means relating to an essential element of the invention (the
Surefire device and/or the access needles), for the putting into effect of the patented invention in
the Netherlands, to others than those authorized to work the invention.

37
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58. Moreover, each of Leapmed, AMD and Pelvitec induce third parties to infringe and they profit from
that infringement. This is tortious under Dutch law.

The fact that the Surefire device can (also) be used in a non-infringing way should not be an
obstacle to the requested provisions

59. Corbin does not deny that the use of the Surefire device in its original configuration (i.e. without the
currently recommended addition of a coaxial entry needle) will not necessarily give rise to patent
infringement.

60. However, in cases where a particular product can be used in both a non-infringing and an
infringing manner, it is up to the alleged infringer to ensure that everything is done in its power to
prevent infringement at a later stage: Court of Appeal of The Hague, 27 January 2015 (Novartis v
Sun) ECLI:NL:GHDHA:2015:1769; see also the Supreme Court in its judgment dated 14 April 2017
ECLI:NL:GHDHA:2015:1769.

61. Inthe present case, Pelvitec, Leapmed and AMD do the opposite. In their instructions to end
users, they encourage an infringing modification that is not even consistent with the SureFire
device's official instructions for use. In doing so, they have created a market for a low-cost, inferior
and infringing variant of the PrecisionPoint™,

62. Pelvitec also deliberately set its sights on hospitals that had already received training in the use of
the PrecisionPoint™ Transperineal Access System, so that Pelvitec can benefit from the
experience that urologists have gained from using the PrecisionPoint™ device.

63. This has led to disastrous consequences for the Dutch business of the exclusive European
distributor of the patented PrecisionPoint™ device (BXTA). Reference is made to the statements of
Mr. Rashid and Mr. Van der Lugt of BXTA (Exhibits 6 and 7).

64. Given the recent promotion and encouragement by Pelvitec, Leapmed and AMD of (exclusively)
the infringing use of their device, it will most likely prove impossible to put the genie back in the
bottle by (for example) informing users that they should not use the SureFire device with a coaxial
access needle. For this reason, a recall order and a ban on all future sales of the SureFire is
appropriate.

See - for an example of a case in which the District Court ruled that a warning to users not to
use a device (there: a fall protection system) in a certain (infringing) manner was not
effective to prevent indirect infringement - the judgment of the District Court of The Hague of
18 October 2010, KG ZA 10-1120 (Safeway GmbH / Kedge Holding B.V.). In that case the
District Court considered that it was unlikely that a warning would be effective to prevent
infringement, not least because the infringer had previously pointed out to users that the
device should be used in a way that actually infringes the patent. So too here.

38
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Corbin therefore seeks an injunction to recall infringing devices sold by Pelvitec and/or LeapMed
France and/or AMD and an order for rectification. A ban for the future and a recall and rectification
for the past are the only ways properly to restore the status quo ante bellum.

Corbin is also seeking a preliminary injunction for the duration of the present proceedings from the
date of the virtual hearing until judgment is rendered. Corbin has a legitimate interest in such an
injunction because neither Pelvitec nor AMD have expressed their willingness to cease sales in
anticipation of the outcome of these proceedings.

Art 843a Rv exhibitor's claim against Nico Eelbode

67.

68.

69.

Corbin's lawyers came across Nico Eelbode through a Google search for a contact person for
Leapmed France. According to his LinkedIn profile, Mr. Eelbode is a "Consultant" at Leapmed
France (Exhibit 13). On LeapMed's own website, he is (still) described, on the "Founders" page,
as "GM of LeapMed France" (Exhibit 14):

Corbin's lawyers have written to Mr Eelbode, via his LeapMed email address, requesting that the
summons letter (Exhibit 13) be brought to LeapMed's attention. The correspondence is being
brought into the proceedings as Exhibit 14.

In response to the request, Mr Eelbode stated that he was no longer involved with LeapMed: his
cooperation with LeapMed had ended some time ago.

39

CORBIN_CLINICAL-001050

Advance Medical Designs, Inc. - EX1020
Advance Medical Designs v. Corbin Clinical Resources, PGR2023-00041
Page 329 of 806



HOYNG
ROKH
MONEGIER

70. However, that statement was impossible to reconcile with the fact that he still had access to a
LeapMed email address {eelbode@leapmed.fr)?®> and that he still signs his emails — including,
incidentally, the email in which he denied having anything to do with LeapMed — with the signature
"Global Urology BDM Leapmed Healthcare". "BDM" stands for "Business Development Manager".
So Mr. Eelbode is apparently still intimately involved in LeapMed's global urology business.

71.  When asked to explain these discrepancies, Mr Eelbode had no answer — or at least no coherent
answer.

72. Hedid, however, know that Corbin should be targeting AMD (and in any event not LeapMed
France). From a telephone conversation with him it subsequently appeared that AMD was already
aware of the summons letter and Corbin's statements — because Mr Eelbode himself had informed
AMD of them. He expected AMD to contact Corbin’s lawyers immediately?s. AMD did not do so.

73.  Mr Eelbode currently denies involvement in the trade of the SureFire device. Corbin has good
reason to doubt the accuracy of this assertion, not least:

a. because Mr Eelbode provided demonstrably false information regarding his own
involvement with LeapMed;

b. because Mr Eelbode immediately informed AMD of Corbin's claims. That is not the
action of someone who has nothing to do with the trade in SureFire devices;

c. because Mr Eelbode undertook to send the CE dossier and the IFU of the SureFire
device to Corbin's lawyers?’. Someone who was not involved in the trade in SureFire
devices would not have such documentation in his possession.

74.  Mr Eelbode is therfore apparently still involved (or was involved until very recently) in the trade in
the SureFire device. Even if that is not (or no longer) the case, he still possesses relevant
information regarding the trading thereof by LeapMed France and/or Advance Medical Designs
that will be relevant in tracing the trading channels of the other defendants and of other parties
(including also Mr. Eelbode's own companies) that are not yet on Corbin's radar screen.

75.  Corbin has a legitimate interest in obtaining copies and/or inspection of documents held by Mr.
Eelbode that are relevant to the assessment of patent infringement by Leapmed, AMD and

25 After all, he had responded to an email to this email address(!)
26 Ppelvitec thought so too.

27 He did not send the CE file - he sent another certificate from AMD. Mr Eelbode withdrew his commitment to send the IFU,
stating that he would not have the document anyway.
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Pelvitec and by Mr. Eelbode himself or by his own companies. Corbin seeks copies of the following
information:

- All (email) correspondence between Mr. Eelbode and LeapMed and/or AMD regarding the
SureFire device, complete with attachments;

- All other documentation pertaining to the SureFire device, including purchase and sales
documentation, import and export documentation, (email) correspondence with customers,
orders, pre-orders and invoices; and

- All documentation showing which parties are involved in the manufacturing, import and trading
of the SureFire device as it is marketed in the Netherlands.

Jurisdiction

With regard to Pelvitec B.V.

76.

77.

Pelvitec B.V. has its registered office in Delft. The Dutch court has absolute jurisdiction on the
basis of Art. 4 Brussels | bis Regulation. As far as the claims for patent infringement are
concerned, the District Court of The Hague has exclusive jurisdiction: Art. 80 ROW 1995.

The District Court of The Hague also has jurisdiction over the claim in tort. The claim in tort is
closely intertwined with the claims in patent law, so that it is necessary to handle the claims
together. Furthermore Pelvitec has its registered office in Delft, within the district of the District
Court of The Hague.

With regard to LeapMed France

78.

The District Court of The Hague has jurisdiction under Art. 7(2) Brussels | bis-Vo against LeapMed
France. That entity is also committing indirect infringement in the Netherlands by supplying
SureFire devices to Pelvitec for further sale in the Netherlands, with the intention that they will be
adapted by the end user to apply the invention. These infringing acts will qualify as unlawful act,
whereby the harmful event will occur in The Netherlands, among other countries. In addition, the
Hague Court also has jurisdiction against LeapMed France based on article 8(1) Brussels | bis
Regulation and article 35 Brussels | bis Regulation.

Concerning the American defendant Advance Medical Designs

79.

Pursuant to art. 6 sub e Rv the District Court of The Hague has jurisdiction against AMD. That
entity is also committing indirect infringement in the Netherlands by supplying SureFire devices to
Pelvitec for further sale in the Netherlands, with the intention that these will be adapted by the end
user to put into effect the invention. These infringing acts also qualify as unlawful act, whereby the
harmful event will occur in the Netherlands, among other countries. In addition, the District Court of
The Hague has jurisdiction against AMD based on art. 7(1) Rv and art. 13 Rv.

4
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In respect of the natural person Nico Eelbode

80. The District Court of The Hague also has jurisdiction to hear the claim against Mr Eelbode, based
on Art. 8(1) Brussels | bis Regulation and Art. 35 Brussels | bis Regulation.

81. The judge in preliminary relief proceedings of the District Court of The Hague has relative
jurisdiction on the basis of Article 80 (2) (c) ROW, which came into force on 1 August 2021.

Known Defences of the Defendants

82. In correspondence prior to this litigation, Pelvitec took the position that there had been a number of
infringement cases in the U.S. between Corbin and Pelvitec's supplier AMD, all of which Corbin
had lost.

83. This statement is factually incorrect.

84. Pelvitec has also claimed that AMD has initiated an "anti-harrassment" suit against Corbin in the
U.S.. This claim is also factually incorrect (or at least Corbin is not aware of such a lawsuit). The
statement is also irrelevant to the issue of patent infringement by Pelvitec and AMD.

85. AMD itself has not responded substantively to Corbin's summons.

86. Mr Eelbode has said that he has no information other than that already sent (i.e. the wrong CE
certificate). This is not credible for the reasons outlined above.

87. LeapMed France did not respond at all to Corbin's summonses (except indirectly, through Mr
Eelbode).

88. Corbin is not aware of any other defenses that Defendants may raise.
Proof

89.  Corbin refers to the exhibits mentioned in this writ, and to possible additional exhibits which will be
submitted before the virtual hearing in summary proceedings.

WHEREFORE:

May it please the Interim Injunction Judge of the District Court of The Hague, in a judgment which
is provisionally enforceable:

Provisional

I to prohibit Pelvitec BV, Leapmed France SAS and Advance Medical Designs Inc, with
immediate effect after service of the provisional judgment to be rendered at the virtual
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hearing, until judgment is delivered in the main action in these proceedings for interim relief
from directly or indirectly infringing the Dutch part of the European patent EP 3 125 811 B1,
including by offering or supplying to third parties, in or for their business, an essential
element of the invention embodied in EP 3 125 811 B1 for the application of the patented
invention and/or act unlawfully (in any other manner) towards Corbin, including by directly or
indirectly promoting, facilitating, participating in and/or profiting from an infringement of
European Patent EP 3 125 811 B1;

in the main proceedings in these proceedings for interim relief

to prohibit Leapmed France SAS, Advance Medical Designs Inc and Pelvitec B.V., with
immediate effect after service of the judgment to be rendered in this matter, from the direct or
indirect infringement of the Dutch part of the European patent EP 3 125 811 B1, including by
offering or supplying to third parties, in or for their business, an essential element of the
invention embodied in EP 3 125 811 B1 for the application of the patented invention and/or
act unlawfully (in any other manner) towards Corbin, including by directly or indirectly
promoting, facilitating, participating in and/or profiting from an infringement of the European
patent EP 3 125 811 B1

to order Leapmed France SAS, Advance Medical Designs Inc and Pelvitec B.V. to provide
Corbin's lawyer with a list of the names of all customers, partners, service providers or other
third parties to whom Leapmed France SAS, Advance Medical Designs Inc and Pelvitec B.V.
have sold and/or offered the SureFire products, substantiated by all relevant purchase and
sales documentation, including but not limited to readable emails, order confirmations,
invoices and copies of other incoming and outgoing documents. have sold, supplied and/or
offered the SureFire products, supported by all relevant purchase and sales documentation,
including but not limited to legible emails, orders, order confirmations, invoices and copies of
other purchase and sales documents, including all leaflets and annexes or attachments to
emails or other purchase or sales documents describing how the SureFire device is to be
used;

to order Pelvitec B.V. to send, within 2 (two) days of service of the judgment to be rendered,
a letter of rectification on its usual letterhead and in its usual typeface, signed by a person
authorized by statute, to all of its purchasers, and to send a copy of each letter of rectification
with proof of mailing simultaneously and without further comment to plaintiffs' counsel, stating

[Date]
Dear [name of addressee],
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RECTIFICATION

The Interim Injunction Judge of the District Court of The Hague ordered us by judgment
dated [date of judgment] to make the following statement:

In the district court's preliminary opinion, we infringed the Dutch portion of European
patent EP 3 125 811 B1, held by Corbin Clinical Resources LLC, by supplying our
Surefire device along with instructions advising its use with a coaxial access needle.

The court ordered us to immediately cease and desist all infringement of this patent. The
court also ordered us fo recall the infringing Surefire devices, refund the purchase price,
and reimburse us for transportation costs.

Please return any remaining Surefire devices that you have in stock. We will refund the
purchase price and transportation costs.

Kind regards,
[defendant's name]
[signature]
or a message to be determined by the judge in good justice;

V. to order Pelvitec B.V., within one (1) day after service of the judgment to be rendered in this
case, to post and maintain on the homepage of its website(s) the following message, clearly
and immediately visible and legible, in all languages in which the website is available, and
without further comment:

RECTIFICATION

The Interim Injunction Judge of the District Court of The Hague ordered us by judgment
dated [date of judgment] to make the following statement:

In the district court's preliminary opinion, we infringed the Dutch portion of European
patent EP 3 125 811 B1, held by Corbin Clinical Resources LLC, by supplying our
Surefire device along with instructions advising its use with a coaxial access needle.

The court ordered us fo immediately cease and desist from all infringement of the patent.
The court also ordered us to recall the infringing products, refund the purchase price, and
reimburse transportation costs.
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We have requested our customers to return the infringing products sold or supplied by
us.

Kind regards,

or a message to be determined by the judge in good justice;

Regarding Nico Eelbode

VI

to order Mr. Eelbode on the basis of art. 843a Rv to provide Corbin, within 7 (seven) days
after service of the court order, with copies of all documents in his possession, in any
capacity whatsoever, pertaining to the Surefire device, including (but not limited to) all (email)
correspondence between Mr. Eelbode and/or LeapMed and/or AMD pertaining to the
SureFire device, complete with attachments; all other documentation pertaining to the
SureFire device, including purchase and sales documentation, import and export
documentation, (email) correspondence with customers and/or suppliers, orders, pre-orders
and invoices; and all documentation showing which parties are involved in the
manufacturing, import and trade of the SureFire device as marketed in the Netherlands, all
under penalty of an immediately payable penalty of EUR 50.000 (in words: fifty thousand
Euro) for each day, whereby part of a day counts as a full day, that Mr Eelbode does not
comply or does not comply fully and on time with this order, with a maximum of EUR
1,000,000 (in words: one million Euro) in penalty payments to be forfeited;

In both the provisional application and the main proceedings

VI

VIIL

to order that LeapMed France SAS, Advance Medical Designs Inc. and Pelvitec B.V. for
each violation of the preliminary injunction as described under (I) or of the injunction in the
main action as described under (II) and/or each failure to (fully or timely) comply with the
injunctions mentioned under (1) through (V) each forfeit a penalty payment of EUR 500,000
or, at the discretion of Corbin, that Leapmed France SAS, Advance Medical Designs Inc. and
Pelvitec B.V. each forfeit a penalty payment of EUR 10,000 (in words: ten thousand Euros)
for each SureFire product with which they infringe directly or indirectly, or by which they act
unlawfully or, at the discretion of Corbin, that Leapmed France SAS, Advance Medical
Designs Inc. and Pelvitec B.V. each forfeit a penalty payment of EUR 100.000 (in words: one
hundred thousand Euros) for each day, whereby part of a day counts as a full day, that
Leapmed France SAS, Advance Medical Designs Inc. and Pelvitec B.V. do not fully and
timely comply with the orders referred to under (lll) through (V);

to order LeapMed France SAS, Advance Medical Designs Inc. and Pelvitec B.V. jointly and
severally to pay Corbin's reasonable and proportionate costs of the proceedings within the
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meaning of Art. 1019h Ry;

IX. to order Mr Eelbode to pay the legal costs of Corbin according to the court-approved scale of
costs in the specific disclosure application against him pursuant to Art. 843a Ry;

X. to declare that the judgments to be given in this case are provisionally enforceable.

The cost of this writ is:

This case is handled for the plaintiff CORBIN by Simon Dack {simon.dack@hoyngrokh.com, tel: 06 319 419 07) and Peter van Schijndel
{peter.vanschijndel@hoyngrokh.com), tel: 06 509 793 97), HOYNG ROKH MONEGIER B.V., tel: 020 592 4423,
fax: 020 463 7296.
Defendants PELVITEC and AMD are assisted by Jaap Bremer {jaap.bremer@barentskrans.com, tel. 070 376 06 25).

Defendant NICO EELBODE can be reached at: eelbode@leapmed.fr, tel: + 33 6 767 560 96.
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ULTRASOUND PROBE WITH A DETACHABLE NEEDLE GUIDE, FOR COLLECTING TISSUE SAMPLES

Technical Field

The invention relates to an apparatus for insertion into the human body and which
comprises one or more optionally scanning transducers of which at least one prefera-
bly scans in the longitudinal direction, and a needle guide, which can be operated

from the outside and used for collecting tissue samples from the human body.

Background Art

When inserted into a patient's anus, such an apparatus is able to locate the internal
organs, such as the prostate. If a sample is to be obtained from the area adjacent the
neck of the bladder, it is possible to collect the sample by inserting a needle from the
outside, the needle holder being attached to the apparatus as shown in Fig. 1. How-
ever this requires that a local anaesthetic is applied to the insertion point of the needle,
as the area close to the surface of the skin contains many sensory nerves. It is how-
ever desirable to avoid such a local anaesthetic. Accordingly it has been desired to
insert the needle through the intestinal wall at the anus, confer Fig. 2, whereby a local
anaesthetic is not required, as the internal organs are not that sensitive. At the same
time it is desirable that the apparatus is covered by a sterile sheath in use such that
subsequent disinfection thereof is avoided, naturally the sterile sheath must not be

damaged by the needle guide.

Brief Description of the Invention

The object of the invention is thus to provide an apparatus with a needle guide which
cannot damage a sterile sheath. At the same time the needle is to be in a plane sub-

stantially in the longitudinal direction.
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An apparatus of the above type is according to the invention characterised in that the
needle guide is separate from the other part of the apparatus which for hygienic
reasons is covered by a sterile sheath. The needle guide is thus attached to the part of
the apparatus on the outer side of the sterile sheath. In other words the needle guide
is arranged outside the sheath such that the needle need not penetrate the sheath,

which otherwise would entail that the apparatus should be disinfected after use.

In a particularly advantageous embodiment of the invention the needle guide is re-
tained by being pressed into a recess in the other part of the apparatus after the sterile
sheath has been placed on the apparatus. The needle guide is typically disposable and

can be discarded after use.

Optionally according to the invention the needle guide may be retained by means of
a needle guide holder which is clipped firmly onto the other part of the apparatus after

the sterile sheath has been arranged on the apparatus.

Brief Description of the Drawings

The invention is explained in greater detail below with reference to the accompanying

drawings, in which
Fig. 1 shows a known apparatus for insertion into the human body,

Fig. 2 shows an apparatus according to the invention for insertion into the human

body, and

Figs. 3 and 4 show an optional embodiment of the apparatus according to the inven-

tion in assembled and separated state.
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Best Mode for Carrying Qut the Invention

Transrectal ultrasound scanning of the prostate is a valuable method for detection and

monitoring of diseases in the prostate.

Fig. | shows a known apparatus 1 for insertion into a patient's anus. By means of the
apparatus an ultrasound scanning of for instance the prostate can be performed. Based
on the ultrasound image of the prosiate, a biopsy stylet is then inserted, a special
holding member 2 for the stylet being attached to the apparatus. The holding member
2 ensures that the stylet is inserted substantially parallel to the apparatus 1. The hold-
ing member 2 is provided with a plurality of holes such that the suitable distance to
the apparatus can be selected. During insertion, the stylet is visible on the ultrasound
image. However it may be necessary to apply a local anaesthetic before inserting the

stylet.

Fig. 2 shown an apparatus according to the invention for insertion into the human
body through the intestinal wall near the anus. At the end of the apparatus two ultra-
sonic transducers 17, 18 are provided; one ultrasonic transducer 17, which is able to
scan in the longitudinal direction of the apparatus, and one ultrasonic transducer 18
which is able to scan across the longitudinal direction. As a result a fine image of the
positioning of the patient's internal organs is obtained. It may be of interest to have

a screen display of the precise position of the prostate.

The apparatus with the ultrasonic transducers 17, 18 is covered by a sterile sheath 14
such that the apparatus never comes into direct contact with the patient, whereby
disinfection of the apparatus after use is not needed, as the apparatus is ready for
reuse after a minor cleaning thereof when the sheath 14 has been removed. An inclin-
ing groove or recess is, however, provided on one side of the apparatus to receive a
needle guide 12, after the sterile sheath 14 has been placed on the apparatus. Conse-

quently, the needle guide 12 does not come into direct contact with the apparatus, The
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needle guide 12 is, however, retained in relation to the apparatus inter alia due to the
additional friction caused by the sheath 14, said friction possibly being provided by
means of indentations or grooves. Arranging the needle guide 12 in this manner is
particularly advantageous in that the needle thus never penetrates the sheath 14. As
a result the apparatus is not unnecessarily contaminated and thus need not be disin-

fected after each use.

After the apparatus with the needle guide 12 has been inserted into the anus and the
internal organs in question have been located on the screen by means of the ultrasonic
transducers 17,18, a biopsy needle is inserted through the needle guide 12 and the
penetration of the needle, until the needle tip reaches the organ, from which the
sample is to be collected, is monitored on the screen.The biopsy needle is inserted

through the needle guide 12 by hand.

When the desired number of samples has been collected, the needle and the entire
apparatus are removed, whereafter it is sufficient to remove the needle guide 12 and

the sheath 14 and clean the apparatus, which then is ready to be reused.

The ultrasonic transducers 17, 18 and the pertaining displays and electronic circuits

are conventional types and are thus not described in detail.

Figs. 3 and 4 shows an optional embodiment of the apparatus, in which the needle
guide 12 is retained by means of a separate needle guide holder 16. The needle guide
holder is clipped firmly onto the other part of the catheter after the sterile sheath 14
has been arranged thereon and is formed of an oblong body of a material, which can
be sterilised, such as stainless steel. The oblong body is formed as a sector of a circle
in cross-section and substantially fits into a corresponding tap in the other part of the
apparatus. The oblong body is provided with a projecting knot 19 mating with a
corresponding opening 20 in the tap. When inserted into the opening 20, the needle

guide holder is retained by being clipped thereon by means of special clipping mem-
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bers led partly around the apparatus. A groove 22, in which the needle guide 12 can
be placed, is provided on the plane inner surface of the needle guide holder 16. The
needle guide 12 is discarded after use, while the needle guide holder 16 may be

disinfected by means of an autoclave.

In an optional embodiment the needle guide and the needle guide holder are formed

integrally.
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Claims

1. Apparatus for insertion into the human body and which comprises one or more
optionally scanning ultrasonic transducers (17,18), of which at least one preferably
scanning in the longitudinal direction, and a needle guide (12) which can be operated
from the outside and used for collecting tissue samples from the human body, the
needle guide (12) being separate from the other part of the apparatus which for hy-

gienic reasons is covered by a sterile sheath (14).

2. Apparatus according to claim 1, characterised in that the needle guide (12)
is retained by being pressed into a recess in the other part of the apparatus after the

sterile sheath (14) has been arranged on the apparatus.

3. Apparatus according to claim 1, characterised in that the needle guide (12)
is retained by means of a needle guide holder (16) which can be clipped firmly onto
the other part of the apparatus after the sheath (14) has been arranged on the appara-

tus.

4. Apparatus according to claim 3, characterised in that the needle guide

holder (16) is formed as a sector of circle in cross-section.

5. Apparatus according to claims 3 or4, characterised in that the needle

guide and the needle guide holder are formed integrally.
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AMENDED CLAIMS
[received by the International Bureau on 04 June 1999 (04.06.99),
original claims 1-5 replaced by amended claims 1-4 (1 page)]

1. Apparatus for insertion into the human body and which comprises one or more
optionally scanning ultrasonic transducers (17, 18), of which at least one preferably
scanning in the longimdinal direction, and a needle guide (12) which can be operated
5 from the outside and used for collecting tissue samples from the human body, the needle
guide (12) being separate from the other part of the apparatus which for hygienic reasons
is covered by a sterile sheath (14), characterised in that the needle guide (12)
is retained by being pressed into a recess in the other part of the apparatus after the

sterile sheath (14) has been arranged on the apparatus.

10 2. Apparatus according toclaim 1, characterised in that the needle guide
(12) is retained by means of a needle guide holder (16) which can be clipped firmly onto

the other part of the apparatus after the sheath (14) has been arranged on the apparatus.

3. Apparatus according to claim 3, characterised inthat the needle guide

holder (16) is formed as a sector of circle in cross-section.

15 4. Apparatus according to claims 3 or 4, characterised inthat the needle

guide and the needle guide holder are formed integrally.

AMENDED SHEET (ARTICLE 19)
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Transducer Type 8848

&
BK Medical

for BK Medical Ultrasound Systems

USES
#  Prostate brachytherapy

Transrectal imaging

Transperineal puncture

Transvaginal imaging

Prostate cryotherapy

Spectral and CFM Doppler examinations
Contrast imaging with Pro Focus 2202*

BENEFITS
#  Superior image quality and resolution
Simultaneous biplane visualization

Long linear array ideal for dynamic endovaginal
imaging of the urethra

Multifrequency imaging

Built-in control buttons

Needle guide for perineal puncture
Compatible with modern sterilization methods

Transducer 8848

General Description
The 8848 is a simultaneous biplane transducer designed
for use with the BK Medical Pro Focus 2202 and Flex
Focus 1202 ultrasound systems. It has a convex array for
transverse imaging and a linear array for sagittal
imaging. These arrays can be used simultaneously for
greater orientation and depth information.

The convex array has a sector angle of 140°. With the
Expanded Sector feature, the sector angle is widened to
approximately 180° providing an even better view.

Applications

The 8848 is designed for transrectal imaging and is
particularly useful for prostate brachytherapy and
cryotherapy. The 8848 provides a clear picture enabling
precise volume studies and assisting in treatment
planning.

When using the simultaneous biplane feature, you are
able to view two planes at once with a single transducer,

_ Product Data

and this helps determine the true position of the needle
and its tip during puncture and biopsy.

The 8848 is excellent for pelvic floor examinations.
Endovaginal imaging, while the patient performs valsalva
or squeeze maneuvers, is very useful for a dynamic
assessment of the pelvic floor and urethral function.

Interventional Procedures

The UA1232 metal puncture attachment is designed
for transperineal puncture of the prostate. It consists of
a needle guide and a mounting ring with a lock screw.
The needle guide has nine parallel guide channels,
spaced 5mm apart, each with an internal diameter of
2.1mm (14gauge). The guide channels are angled at 0°
to the transducer’s longitudinal axis and 90" to the
transverse imaging plane. The needle guide can be ad-
justed 90mm lengthwise with respect to the mounting
ring, using the adjustment screw.

Brachytherapy stepping units are an important
accessory to the 8848. The stepping unit allows the
transducer to be held stable during perineal puncture,
radioactive source implantation and cryotherapy.

The CIVCO AccuCare stepper units (UA2000 and
UA2001) are compatible with the 8848.

Multifrequency Imaging

Multifrequency imaging (MFI) is standard on BK Medical
systems. The 8848 has a broad bandwidth of 12-4 MHz.
It can be used for tissue harmonic imaging and contrast
imaging (contrast imaging with the Pro Focus 2202 ultra-
sound system only).

Cleaning and Disinfection
The 8848 transducer can be disinfected by immersion in
the solutions listed under Specifications and can be
processed using STERRAD® 50, 100S, 200 systems. The
transducer can also be processed using STERIS SYSTEM
1® ** and SYSTEM 1E (when a watertight plug protection
device is fitted). UA1232 can be autoclaved.

Sterile transducer covers are available.

Safety

The 88438 is designed and tested in accordance with
EN60601-1 (IEC60601-1), “Medical Electrical Equipment,
General Requirements for Safety.” When used with BK
Medical’s ultrasound systems, Type BF requirements are
met.

* In the USA, contrast-enhanced ultrasound has not been market cleared by
the FDA, with the exception of only select cardiac imaging applications.

** STERIS SYSTEM 1 is not market cleared in the USA.

BP0123-G
October 2011

Type 8848 Product Data - © BK Medical 2011
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8848 Technical Drawings

| 24

X Weight: 107.g
N:Dimensions: 90 x 90 x 45 mm
N Material: Stainless steel AlSI303

Ordering Information 8848

% Headquarters USA - B-K Medical Systems, Inc. - 8 Centennial Drive, Peabody, MA 01960 - Tel: +1 800 876-7226 /+1 978 326-1300
i Headquarters Europe and Rest of World - BK Medical - Mileparken 34, DK-2730 Herlev, Denmark - Tel.: +45 4452 8100
www.bkmed.com A wholly owned subsidiary of Analogic Corporation
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Endorectal Biplane Transducer Type 8808e

il
BK Medical

for BK Medical Ultrasound Scanners

ES

Transrectal scanning of the prostate
Transrectal puncture of the prostate

# Transperineal puncture

Spectral and CFM Doppler examinations
i Tissue harmonic imaging

BENEFITS

#  Superior resolution

Simultaneous biplane visualization
Built-in control buttons

Specially designed built-in transrectal biopsy
guide for easier biopsies

Sterile-packed single-use biopsy guide
Transperineal puncture guide
Compatible with modern sterilization methods

Fig. 1 Biplane transducer 8808e assembled for
transrectal puncture

Fig. 2 Simultaneous Biplane Biopsy Guide UAT326

General Description

Type 8808e is a biplane transducer designed for use
with BK Medical’s Flex Focus 1202 and Pro Focus
2202 UltraView ultrasound scanners. It has two
convex arrays, one for transverse scanning and one
for sagittal scanning.

Applications

The 8808e is designed for transrectal scanning. It has
a dynamic focus extension of 3 to 58 mm in both
planes and a sector angle of 126°.

 Product Data

The 8808e is particularly useful for transrectal
puncture. The advantage of viewing both the sagittal
and transverse planes is that the needle is visible
throughout the puncture and biopsy procedures. The
transducer includes a simultaneous biplane feature
that enables both planes to be visualized live at the
same time.

Interventional Procedures

Transrectal Biopsy
Transrectal puncture and biopsy can be performed
using simultaneous biplane scanning, where both the
sagittal and transverse planes are visualized live at
the same time, the advantage is that the needle is
visible in both planes throughout the puncture and
biopsy procedures. Use reusable biopsy guide
UA1326 or sterile-packed single-use UA1322-S.

The biopsy guides have an internal diameter of
1.6mm (17 gauge).

Transperineal Biopsy

The metal puncture attachment UA1324 is designed
for transperineal puncture and biopsy. It consists of a
needle guide and a mounting ring with a locking
clamp.

The needle guide has nine parallel guide channels
spaced 5mm apart, each with an internal diameter of
2.1mm (14 gauge). The guide channels are angled at
0° to the transducer’s longitudinal axis and 90° to its
transverse axis. The needle guide can be adjusted
70mm lengthwise with respect to the mounting ring,
using the adjustment screw.

Multifrequency Imaging

The transducer transmits at 5, 6, 8 and 10 MHz. It
can be used for tissue harmonic imaging with the
Flex Focus and Pro Focus ultrasound scanners.

Cleaning and Disinfection
The 8808e can be disinfected by immersion in the
solutions listed under Specifications. The puncture
attachments can be disinfected by immersion and can
be autoclaved. Single-use biopsy guides are also
available.

Sterile transducer covers are available.

Safety

The 8808e is designed and tested in accordance with
EN 60601-1 (IEC 60601-1), “Medical Electrical
Equipment, General Requirements for Safety.” When
used with BK Medical’s ultrasound scanners, Type BF
requirements are met.

BPO138-E
August 2010

Type 8808e Product Data - © BK Medical 2010
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Type 8808e Product Data - © BK Medical 2010
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Ordering Information 8808e

BK Medical Mileparken 34 DK-2730 Herlev Denmark Tel.: +45 4452 8100 Fax: +45 4452 8199 www.bkmed.com
A wholly owned subsidiary of Analogic Corporation Information may be subject to change without notice
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Technical Drawings

N -Weight: 1259 N-Weight: 219
N Dimensions: 101 x95 x 50mm N-Dimensions: 116 x 42 x 28mm
N-Material: stainless steel AISI303 N-Material: PEl.(Ultem), stainless steel AlSI304 and XCR12Ni17.7
< S5
\
X
N "
: SRR TR

R Weight: 119 R Weight: 149
N Dimensions: 110:x:24x 28mm N:Dimensions: 120 x 45 x 28mm
W:Material:PEl (Ultem) and ‘stainless steel - XCRI2Ni17.7 N:Material: ABS (Terlux), Stainless steel AlSI304 and XCR12Ni17.7

# BK Medical Mileparken 34 DK-2730 Herlev Denmark Tel.: +45 4452 8100 Fax: +45 4452 8199 www.bkmed.com
A wholly owned subsidiary of Analogic Corporation Information may be subject to change without notice
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Needle Core Length is a Quality Indicator of Systematic
Transperineal Prostate Biopsy

Vincenzo Ficarra ®*, Guido Martignoni®, Giovanni Novella ®, Maria Angela Cerruto?,
Antonio Galfano®, Giacomo Novara ®, Maurizio Pea ®, Walter Artibani*

& Department of Urology, University of Verona, Italy
® Department of Pathology, University of Verona, Italy

Article info Abstract
Article history: Objective: To analyse the length of needle cores sampled as a quality
Accepted December 30, 2005 indicator in systematic transperineal prostate biopsy. We assessed the
Published online ahead of correlation of core length with the other clinical and topographic para-
print on January 19, 2006 meters.

Material and methods: We prospectively evaluated data from 509 con-
Keywords: secutive patients who underwent a first set of transrectal ultrasound-
Prostate cancer guided transperineal prostate biopsy for suspected prostate cancer.
Extended Biopsy Fourteen cores were sampled from each patient. Needle cores were
Transperineal Biopsy stretched and placed in tissue cassettes between two nylon meshes
Length of cores according to the pre-embedding methods of prostate needle biopsy

specimens. For single biopsy core, the measurement of length (in milli-
metres) and any percentage of cancer in the biopsy specimen were
reported.

Results: The mean length of 7,126 analysed cores was 14.14 + 4.35 mm.
All cores were longer than 10 mm. The mean length of needle cores
sampled did not correlate with patient age, total prostate-specific anti-
gen value, digital rectal examination, and prostate volume. The whole
mean length of the six samples from the peripheral zone of the right lobe
was higher than the mean corresponding value of the six samples from
the left lobe peripheral zone (p < 0.001). The transperineal approach
allows a greater sampling of the prostate apex than of the midgland and
prostate base (p < 0.001).

Conclusions: The length of the needle cores sampled during transper-
ineal prostate biopsy fulfils the parameters of quality required by pathol-
ogists for an appropriate evaluation of the biopsy specimen.

© 2006 European Association of Urology. Published by Elsevier B.V. All rights reserved.

* Corresponding author. Department of Urology, University of Verona, Piazzale L.A. Scuro,
37134 Verona, Italy. Tel.: +39 045 8074370; fax: +39 045 8074080.
E-mail address: vincenzo.ficarra@univr.it, vincenzoficarra@hotmail.com (V. Ficarra).

0302-2838/$ — see back matter © 2006 European Association of Urology. Published by Elsevier B.V. All rights reserved. doi:10.1016/j.eururs.2005.12.057
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1. Introduction

The length of cores sampled during prostate biopsy
is a parameter that can affect prostate cancer
detection rate {1,2]. The biopsies provided by the
urologists should be of adequate length and quality.
A core length >10mm is usually considered a
quality indicator of prostate needle biopsies {2,3].
Shorter than this, the biopsies should be considered
inadequate for a correct histological evaluation and
not diagnostic {3]. The core length depends on
bioptic needle characteristics and may be influenced
by the site of specimens sampled and the method of
needle core pre-embedding [1,4-6].

Data concerning biopsy core length come from
studies that exclusively analyse patients who have
undergone transrectal prostate biopsy. Studies that
assess the quality of cores sampled during trans-
perineal prostate biopsy are not available in the
literature. This lack is understandable considering
the limited spread of this latter bioptic technique in
the United States and Europe {7].

The transperineal access of the bioptic needle
along the prostate longitudinal axis could allow a
more effective and selective sampling of the
prostate peripheral zone than with the transrectal
approach {8,9]. A further advantage of the transper-
ineal approach could be an easier sampling of the
anterior zone, which could be particularly useful in
the re-biopsy planning [10].

In the present study, we analysed the length of
needle cores sampled during transperineal prostate
biopsy to verify their responsiveness to quality
criteria. We also assessed the correlations between
core length and the other clinical and topographic
parameters.

2. Materials and methods

From October 2002 to October 2004, we prospectively eval-
uated data from 509 consecutive patients with suspected
prostate cancer who had undergone a first set of transrectal
ultrasound (TRUS)-guided transperineal prostate biopsy in our
department. All patients provided written consent to perform
the procedure and to the use of the clinical and pathological
data for clinical field research. International review board
approval was not required.

For each patient the following clinical variables were
evaluated: age, digital rectal examination, total prostate-
specific antigen value, and prostate volumes estimated by
TRUS (with the ellipse method: length x depth x width x =/6).
The biopsy was conducted on patients placed in the lithotomy
position with a single transperineal access 1.5 cm above the
anal sphincter on the median line. In all cases an anaesthetic
block of the periprostatic plexus was performed by adminis-
tering 2 mL of 1% mepivacaine at the prostate apex. A 17-gauge

coaxial needle (TruGuide Bard, 13 cm long) was inserted up to
the prostate apex through the anesthetised perineal path
under TRUS guidance (Siemens Sonoline Omnia Diagnostic
Ultrasound System, with a 7.75-MHz linear probe). On the
removal of the blunt tip stylet, the guiding cannula of the
coaxial needle was used as transperineal metallic path for
repeated atraumatic passage of the biopsy needle (Tru-Cut
18 G, cutting length of 23 mm) [11].

Fourteen cores were sampled in every patient: double
sextant biopsy from the peripheral zone and two cores from
the transitional zone (Fig. 1). Needle cores were stretched and
placed in tissue cassettes between two nylon meshes
according to the pre-embedding methods of prostate needle
biopsy specimens described by Rogatsch et al. [5]. Each
sampled core was numbered and identified by site and
prostate lobe. The core biopsies were distributed in couples
on labelled tissue cassettes. Afterwards the tissue cassettes
were submitted in containers filled with 10% buffered
formalin. After fixation and dehydration, all tissue cores were
embedded in paraffin blocks and then sectioned by histo-
technologists. The histologic diagnoses were performed by
two expert uropathologists (Guido Martignoni and Maurizio
Pea). For a single biopsy core, the length in millimetres and any
percentage of cancer in the biopsy specimen were measured.
The percentage of cores’ fragmentation and the rate of cores
without prostatic tissue were reported. The tumour grade
differentiation was assigned with the Gleason grading and
scoring system.

Fig. 1 - site of core sampling at the right prostate’s lobe.
Cores 1, 3, and 5 correspond to the traditional sextant
biopsy protocol. Cores 7, 9, and 11 refer to the additional,
peripheral, lateral sextant. Core 13 comes from the
transitional zone. The coaxial needle, which allows the
atraumatic passage of biopsy needle, is inserted 1.5 cm
above the anal sphincter on the median line under local
anaesthesia.
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Table 1 - Topographic identification, length, and detection rate of single sampled prostate needle cores

2.1. Statistical analysis

All data were collected in a database and analysed with
Statistical Package for Social Sciences, version 10.1, software
by Vincenzo Ficarra. The Pearson chi-square test was used to
compare categorical variables. The Mann-Whitney test or the
Kruskall-Wallis H test was used to compare two or more
continuous nonparametric variables, respectively. All p values
were two sided and a p < 0.05 was considered significant.

3. Results

Patients were of a mean age of 66 & 7.5. PSA median
value was 7.1 ng/mL (interquartile range 5.2-9.7 ng/
mL). The prostate median volume was 37 cc
(interquartile range 26.9-50.9 cc). Digital rectal
examination findings were positive in 177 cases
(34.8%). The mean length of 7,126 analysed cores
was 14.14 +4.35 mm. All cores were longer than
10 mm. Only 216 cores (3%) were fragmented. The
absence of prostatic tissue was reported in only 28
cores (0.4%).

Table 1 reports the mean values =+ standard
deviation (SD) of the length of single cores sampled.
The mean length of needle cores sampled did not
correlate with patient age, total PSA value, digital
rectal examination, and prostate volume (Table 2).

Regarding the prostate topography, the whole
mean length of the six samples from the peripheral
zone of the right lobe was 86.59 &+ 21.4 mm. The
mean corresponding value of the six samples from
the left lobe peripheral zone was 79.98 + 18.59 mm
(p < 0.001). Concerning the site, the total mean
length of the cores sampled was 64.64 + 11.14 mm at
the apex, 55.26 + 14.53 at the midgland, and 54.94 +
14.22 mm at the base (p < 0.001). Moreover, the mean
value of the sum of samples corresponding to
traditional sextant was 84.92 + 19.89 mm. This value
was significantly higher than that calculated at the
more lateral sextant level (p = 0.005) (Table 2).

Altogether, the 14-core scheme allowed the
diagnosis of 232 (45.6%) prostate cancers. The
Gleason score did not apply to 32 cases (13.8%)
(<5% of positive single core). In the remaining 200
patients the Gleason score was 5 in one case (0.5%);
6 in 115 cases (57.5%); 7 in 41 (20.5%); 8 in 24 (12%);
9in 13 (6.5%), and 10 in six (3%) (Fig. 2). In every

Table 2 - Correlation between mean length of sampled
cores and clinical and topographic variables
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Table 4 - Mean values of total length of cores sampled
from each prostate lobe (right and left) and each prostate
site (apex, midgland, base) stratified by histology
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Fig. 2 - Distribution of the Gleason score in the 200 patients
with diagnosis of prostate cancer. The Gleason score was
not assigned in 32 patients with a single microscopic focus
of prostate cancer (<5% within a single core).

sampling site, the mean length of needle cores
positive and negative for adenocarcinoma statisti-
cally overlapped (Table 3). Similar results were
observed when we considered the whole length of
cores sampled from the right lobe (p = 0.59), the left
lobe (p=0.11), the prostate apex (p=0.22), the
midgland (p = 0.06) and the base (p = 0.12) (Table 4).

4. Discussion

The mean length of needle cores sampled during
transperineal systematic prostate biopsy proved
to be up to the best qualitative standards reported
in the literature. This morphometric parameter was
not influenced by patients’ clinical characteristics.
On the contrary, statistically significant differences

Table 3 - Comparison of positive and negative biopsy
core mean lengths. Analysis made per single point of
biopsy sampling

emerged in relation to sampling site and side. In
particular, the mean lengths of the cores sampled
from the left lobe was lower than those sampled
from the right. Also, the whole length of the cores
sampled from the midgland or base was lower than
those sampled at the prostate apex. Moreover, the
length of biopsy cores, negative and positive at
histology overlapped for each single sample site and
for both site and lobe, after core clustering.

The length of the cores might be influenced by
the methodology used to collect them. The pre-
embedding technique was considered the best
strategy to yield a good standard of quality [5]. We
elected to use this method as our current clinical
practice from the beginning of this study. The
length of prostate cores is considered a quality
indicator of prostate needle biopsy [2,3]. However,
according to a recent survey performed among 110
urologists from France and Belgium, the length of
the cores was not considered among the most
relevant data in the clinical practice [12].

The quality of needle cores obtained by transper-
ineal approach may be considered along with that
observed after transrectal prostate biopsy. Data
from transrectal prostate biopsies performed within
the Tyrol screening project showed that after the
pre-embedded method the mean length of positive
cores was 13.17 mm [5]. Similarly, in a multicentre
American series, the mean length of cores sampled
from 1,847 patients who underwent transrectal
prostate biopsy was 12.8+3.5mm [1]. In the
comparative study by Emiliozzi et al., the length
of cores obtained by transperineal and transrectal
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biopsy sextant overlapped [9]. The inferior length
of cores sampled from the left of the median line
might be explained by the fact that the operators
who extract the sample were all right-handed, and
so had to execute the manoeuvre in the direction
opposite to the natural one. These morphometric
data did not affect the detection rate, which over-
lapped in each prostate lobe.

Iczkowski et al. observed that the length of cores
sampled during transrectal prostate biopsy was
longer at the midgland and base than at the prostate
apex {1]. Currently, similar evaluations in transper-
ineal prostate biopsy series are not available. On the
contrary, the data from our study underline that the
transperineal approach allows a better sampling at
the prostate apex than at the midgland and prostate
base. Moreover, the mean length of each core
sampled at the level of these two prostate portions
is substantially similar to that reported in the study
carried out in Pennsylvania and Virginia after
transrectal biopsy [1].

In an experimental study conducted on radical
prostatectomy specimens, Vis et al. showed how
the needle access at the prostate apex level and its
longitudinal path could allow a more effective
and selective sampling of prostate peripheral zone
than that of the transrectal approach [8]. The
execution of the far lateral samples at the periph-
eral zone of the prostate needs a greater inclination
of the needle towards prostate longitudinal axis.
Thisissue explains the significant difference in core
length identified between the cores sampled from
traditional sextant and those from the lateral
sextant. Moreover, a similar result was reported
by Terris et al. in 1997 with a transrectal approach
{4}

Some authors proved a direct correlation between
needle core length and prostate cancer detection
rate {1,2]. A possible explanation may be linked to
the adequacy of histologically negative specimens
[3]. In our study the mean length of negative cores
was always longer than quality standards and
similar to that of cores with a diagnosis of cancer.
The percentage of fragmented cores and the rate of
cores without prostatic tissue can be considered as
further quality indicators. In our study, those figures
were 3% and 0.4%, respectively, significantly lower
than previously reported in series of transrectal
biopsies [6,13].

A previous paper of ours showed that transper-
ineal prostate biopsy guaranteed low rate of severe
complications, such as fever (0.6%), acute urinary
retention (0.6%), and perineal haematoma (0.3%)
{14]. In fact, haemospermia occurred in 53% of
patients and haematuria in 59% of patients [11].

5. Conclusions

The length of the needle cores sampled during
transperineal prostate biopsy fulfils the parameters
of quality required by pathologists for an appro-
priate evaluation of the biopsy specimen. The
transperineal approach allows a greater sampling
of the prostate apex than of the midgland and
prostate base. Nevertheless, these portions are
adequately sampled. The mean lengths of needle
cores sampled transperineally and those reported by
the major literature series that used the transrectal
approach substantially overlap.
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PAIN ASSESSMENT AFTER ORIGINAL TRANSPERINEAL
PROSTATE BIOPSY USING A COAXIAL NEEDLE

GIOVANNI NOVELLA, VINCENZO FICARRA, ANTONIO GALFANO, RICCARDO BALLARIO,
GIACOMO NOVARA, STEFANO CAVALLERI, anp WALTER ARTIBANI

ABSTRACT
Objectives. To assess whether the use of a coaxial needle reduces discomfort in patients undergoing
multiple-core transperineal prostate biopsy to detect prostate cancer.
Methods. From October 2002 to January 2003, we enrolled 102 consecutive patients with a suspicion of
prostate cancer. In every case, we performed a 14-core transperineal prostate biopsy under transrectal
ultrasound guidance. The patients were randomized into two groups: group 1 (n = 51) in which we used the
17-gauge coaxial TruGuide needle, and group 2 (n = 51) in which the conventional transperineal technique
was used. At the end of the procedure, patients were asked to complete a questionnaire regarding the level
of pain experienced.
Results. The studied groups were comparable in age, total prostate-specific antigen value, and prostate
volume. The whole procedure was significantly less painful in group 1 (2.20 = 1.20 versus 2.90 = 1.73, P
= 0.01). We failed to show any significant pain score differences during rectal probe insertion (P = 0.10),
transrectal ultrasonography (P = 0.16), and execution of local anesthesia (P = 0.11). The pain score
recorded during the multiple-core prostate sampling was significantly lower in group 1 (1.53 = 1.5 versus
2.43 = 1.86, P = 0.009). No statistically significant differences were found in the complication rates
between the two groups.
Conclusions. The use of a coaxial needle reduces the procedure’s invasiveness and patient’s pain compared
with the conventional transperineal prostate biopsy. UROLOGY 62: 689-692, 2003. © 2003 Elsevier Inc.

he transrectal ultrasound (TRUS)-guided

transperineal prostate biopsy is a simple and
well-tolerated procedure with a low complication
rate. This technique allows optimal sampling of the
peripheral and transition zones of the prostate with
a greater detection rate.! In recent years, the trans-
perineal approach for prostate biopsy has had more
limited diffusion than transrectal biopsy, probably
because of the supposed greater invasiveness and
execution complexity.

In the conventional transperineal technique, the
needle is repeatedly inserted through the perineal
plane under local anesthesia. To minimize the in-
vasiveness, we recently introduced the use of a 17-
gauge coaxial needle (TruGuide Bard) in our clin-
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ical practice. The use of coaxial needles has been
described for liver, kidney, pancreas, and breast
biopsies.>-* However, to the best of our knowl-
edge, this is the first experience concerning the
utility of this device for prostate biopsy.

The insertion of the coaxial needle up to the
prostate apex and the successive blunt tip stylet
removal allow the creation of an optimal transperi-
neal path for repeated atraumatic passage of the
biopsy needle.

The purpose of the present study was to evaluate
whether the use of this new device results in a
reduction in the pain patients experience during
multiple-core prostate biopsy compared with dur-
ing the traditional transperineal approach.

MATERIAL AND METHODS

From October 2002 to January 2003, we enrolled 102 con-
secutive patients with a suspicion of prostate cancer (prostate-
specific antigen greater than 4 ng/mL and/or positive digital
rectal examination findings). All patients underwent TRUS-
guided transperineal prostate biopsy. The patients were ade-
quately informed of mode of execution of the procedure and

0090-4295/03/$30.00
doi:10.1016/50090-4295(03)00483-7 689
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FIGURE 1. An I8-gauge Tru-Cut biopsy needle on a
spring-loaded biopsy gun is inserted into the guiding
cannula of the coaxial needle.

its potential complications and were asked to provide written
consent. Internal review board approval was not required at
our institution to perform this type of study.

The patients were randomized into two groups in relation to
the use of the coaxial 17-gauge TruGuide needle during pros-
tate biopsy. We used the coaxial needle in 51 patients (group
1) and carried out the conventional transperineal technique in
the other 51 patients (group 2). In both groups, we evaluated
age, digital rectal examination findings, total prostate-specific
antigen value, and prostate volumes as estimated by TRUS
(with the ellipse method: length X depth X width X #/6).

BiopTicAL TECHNIQUE

All patients stopped anticoagulant therapy 7 days before the
procedure and took a prophylactic antibiotic (fluoroquino-
lone or co-trimoxazole) 12 hours before. An enema was given
the same morning of the procedure.

All biopsies were performed by a single urologist (G.N.).
TRUS was carried out using the Siemens Sonoline Omnia Di-
agnostic Ultrasound System, with a 7.75-MHz linear probe.
The patient was placed in the lithotomy position, and the
perineal area was disinfected. A single, 22-gauge spinal needle
was inserted transperineally 1.5 cm above the rectum on the
median line. The needle passage through perineal planes was
guided by TRUS.

The needle was introduced posteriorly to the bulbar urethra
up to the prostate apex and laterally to the membranous ure-
thra. In this area, 2 mL of 1% mepivacaine was released. The
needle was progressively retracted and 2 mL of anesthetic was
administered along the needle path. An identical procedure
was done contralaterally through the same median hole. In
group 1, a 17-gauge coaxial needle (TruGuide Bard, 13 cm
long) was inserted up to the prostate apex through the anes-
thetized perineal path under TRUS guidance. On the removal
of the blunt tip stylet, the guiding cannula of the coaxial nee-
dle was an optimal transperineal path for repeated atraumatic
passage of the biopsy needle (18-gauge Tru-Cut, 20 cm long),
loaded on a spring-driven biopsy gun (Magnum Bard Biopsy
Instruments) with a cutting length of 22 mm (Fig. 1).

In group 2, the same biopsy needle was repeatedly inserted
through the anesthetized perineal plane, according to the con-
ventional transperineal technique.

Fourteen cores were sampled in every patient (double sex-
tant biopsy from the peripheral and two cores from the tran-
sition zone). The progression and inclination of the needle
was controlled by transverse and longitudinal TRUS, respec-
tively. In both groups, at the end of the sampling, an ice bag

690

was placed on the perineal area for about 15 minutes. All the
procedures were performed on an outpatient basis.

At the end of the biopsy, every patient received an institu-
tional questionnaire to assess the level of pain during the dif-
ferent steps of the procedure. Thorough instructions for form
compilation were provided. The form consisted of six ques-
tions:

1. How painful was the whole procedure?

2. How painful was the probe insertion?

3. How painful was the presence of the probe during the pro-
cedure?

4. How painful was local anesthetic administration?

5. How painful was the prostate sampling?

6. 1f medically necessary, how willing would you be to repeat
the procedure?

The pain level was evaluated by a visual analog scale/nu-
meric analog scale), in which 0 corresponds to “no pain” and
10 to “the worst pain imaginable.”> A total pain score of 0 was
evaluated as “no pain,” a score from 1 to 4 as “mild pain,” a
score from 5 to 7 as “moderate pain,” and any score greater
than 7 as “severe pain.”® For question 6, 0 corresponded to
“very willing” and 10 to “never, for no reason.”

All patients were clinically evaluated 30 days after biopsy to
record the complications related to the procedure.

The Pearson chi-square test and the Student ¢ test was used
to compare categorical and continuous variables, respectively.
In statistical analysis, a P <0.05 was considered significant.
The data were collected in a database and analyzed using Sta-
tistical Package for Social Sciences, version 10.1, software by
one of us (V.F.).

RESULTS

The analyzed groups were comparable in age,
digital rectal examination findings, prostate vol-
ume, and total prostate-specific antigen value (Ta-
ble I). The whole procedure (question 1) was sig-
nificantly less painful in group 1 (2.2 % 1.20 versus
290 =* 1.73,P =0.01). In group 1, 49 (96.1%) had
mild pain and 2 (3.9%) had moderate pain. No
group 1 patients reported a score greater than 6. In
group 2, 42 patients (82.4%) recorded mild pain, 8
(15.6%) moderate pain, and 1 (2%) severe pain
(Table II).

For the different procedure steps, we failed to
show any statistically significant pain score differ-
ences during rectal probe insertion (question 2; P
= 0.10), TRUS (question 3; P = 0.16), or local
anesthesia execution (question 4; P = 0.11). The
pain scores concerning the multiple-core prostate
sampling were significantly different. The mean
score (question 5) was 1.53 * 1.51 in group 1 and
2.43 * 1.86 in group 2 (P = 0.009). During this
step, 14 patients (27.5%) in group 1 (coaxial nee-
dle technique) had no pain, 35 (68.5%) had mild
pain, and 2 (4%) had moderate pain. In group 2
(conventional transperineal technique), only 6 pa-
tients (11.8%) recorded no pain during the pros-
tate sampling step; 37 (72.5%) reported mild pain,
7 (13.7%) moderate pain, and 1 (2%) severe pain
(Table II).

The mean score for question 6 was 2.16 * 1.60in
group 1 and 3.06 = 2.14 in group 2 (P = 0.01).

UROLOGY 62 (4), 2003
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TABLE 1. Clinical characteristics
Group 1 Group 2 P
Variable (n =51) (n=51) Value
Mean age (yr) 63.76 = 7.14 65.90 + 7.54 0.14
Positive DRE (%) 27.5 39.2 0.20
Total PSA (ng/mL) 7.88 = 3.37 9.26 + 8.42 0.28
Prostate volume (cm3) 46.74 + 27.68 41.81 +21.35 0.31

Kev: DRE = digital rectal examination; PSA = prostate-specific antigen.

TABLE Il. Difference in subjective measures
between studied groups
Group 1 Group 2
(%) (%)
Whole procedure
No pain (0) 0 0
Mild pain (1-4) 49 (96.1) 42 (82.4)
Moderate pain (5-7) 2(3.9) 8 (15.6)
Severe pain (>7) 0 1(2)
Multiple-core sampling
No pain (0) 14 (27.5) 6(11.8)
Mild pain (1-4) 35 (68.5) 37 (72.5)
Moderate pain (5-7) 2 (4) 7(13.7)
Severe pain (>7) 0 1(2)
TABLE lll. Mean score (+ standard

deviation) recorded for each question

Group 1 Group 2 P
Question (n =51) (n =51) Value
(1) Whole procedure 2.20 = 1.20 2.90 = 1.73 0.01
(2) Probe insertion 1.02 £ 1.27 1.43 *+1.30 0.10
(3) TRUS 1.02 £1.34 1.41 =1.45 0.16
(4) Local anesthesia 2.29 = 1.31 2.80 +1.87 0.11
(5) Multiple-core 1.53 £ 1.51 243 +1.86 0.009
sampling
(6) Procedure 2.16 £ 1.60 3.06 =2.14 0.01
repetition

Key: TRUS = transrectal ultrasonography.

Table III summarizes the reported scores for each
question.

The complication rates overlapped in both
groups (Table IV).

COMMENT

The TRUS-guided transperineal prostate biopsy
is a suitable alternative to the more widespread
transrectal approach. The transperineal approach
with external ultrasound guidance has been pro-
posed as the optimal way to perform prostate bi-
opsy, mainly in patients who have undergone ab-
dominoperineal resection.” Recently, Emiliozzi et
al.! showed that the transperineal technique al-
lowed optimal prostate sampling and had relevant

UROLOGY 62 (), 2003

TABLE IV. Reported complications (30 days
after prostate biopsy; chi-square = not
statistically significant in any case)

Group 1 Group 2
Complication (n = 51) (n=51)
Perineal hematoma 0 1(2)
Hematuria (lasting >3 days) 30 (59) 23 (45)
Hemospermia 27 (53) 24 (47)
Acute urinary retention 0 3 (6)
Urinary tract infection 0 3 (6)
Fever (>38°C) 0 1(2)

Numbers in parentheses are percentages.

cancer detection rates with acceptable morbidity
also in patients who had not undergone any previ-
ous abdominoperineal resection. In the transperi-
neal approach, the needle is inserted through the
prostate apex along a longitudinal plane parallel to
the prostate axis. This eases the needle orientation
and provides optimal sampling of the peripheral
and transition zones.

Systematic transperineal prostate biopsies need
local anesthesia. Although the use of local anesthe-
sia has not been considered mandatory in transrec-
tal prostate biopsy, an increasing number of re-
ports have been showing a relevant reduction of
discomfort in patients undergoing transrectal
prostate biopsy with local anesthesia.®%-1© The
prostatic plexus block is the most commonly used
technique of local anesthesia during transrectal
prostate biopsy. Since the first report of Costello
and Costello,!! several technical modifications
have been proposed, mainly involving the dosage
and sites of anesthetic injection.1°-13 A recent pro-
spective, randomized study showed that an anes-
thetic injection at the level of the prostate apex was
easier, less painful, and more effective than pros-
tatic plexus block during transrectal prostate biop-
sy.® To administer local anesthesia and to perform
transperineal biopsies, double-sided access is often
used, on both the left and the right of the median
line, 1.5 cm above the rectum, on a line at a 45°
angle with the median line.! The transperineal ac-
cess further simplifies anesthetic injection at the
prostate apex.
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The use of a single median transperineal access
was described by Milani et al.'* Although it in-
volves a greater risk of bulbar urethra injury, this
approach allows the reduction of bulbourethral ar-
tery injuries and perineal hematoma development
and increases procedure tolerability.*

To the best of our knowledge, the use of a coaxial
needle has not been reported during prostate bi-
opsy. This device makes the procedure easier and
quicker. The guiding cannula forms an optimal
transperineal path, allowing the repeated insertion
of the needle with lower perineal invasiveness and
avoiding continual ultrasound control of the nee-
dle.

Our data showed that the use of a coaxial needle
significantly reduced the experienced pain during
prostate sampling and improved patient compli-
ance compared with the conventional transperi-
neal biopsy technique. Our results support the
widespread use of a coaxial needle during trans-
perineal prostate biopsy.

An additional possible issue could be the com-
parison between the use of the perineal coaxial
needle and the standard TRUS-guided biopsy. No
data are currently available about this topic. Indi-
rect evidence could be gained by comparing our
data with those recently published by Stirling et
al.’> in a group of 50 patients undergoing TRUS-
guided biopsy with periprostatic nerve blockade.
Using a similar question about discomfort during
prostate sampling and the same visual analog pain
scale, the investigators reported a mean score of 2.8
* 1.9, significantly greater than our score (P
<0.001). Moreover, although in the patients in the
study by Stirling et al., a mean number of nine
cores was sampled, we performed 14 biopsies in
every patient. However, this issue could be better
assessed by a randomized prospective trial.

The role of transperineal approach might be-
come more relevant as acceptance of an increase in
the number of cores needed to maximize prostate
cancer detection rates grows.
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This is the user guide for Biplane Transducer Type 8808 and must be used together
with Care, Cleaning & Safety which contains important safety information.
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Biplane Transducer Type 8808 is designed for transrectal prostate imaging.

Puncture attachment UA1232 and biopsy guide UA1257 provide guidance for
needles or other interventional devices during an ultrasound-guided procedure.
UA1232 and UA 1257 position the needle relative to the transducer, so that the needle
image is in a specified position in the ultrasound image during procedures that
require precise needle placement or biopsy.

Water inlet Transverse Sagittal Button
Button

Figure 1. Biplane Transducer Type 8808.
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The transducer contains two convex arrays — one for transverse (T) imaging, and
one for sagittal (S) imaging (see Figure 2). The advantage of being able to view two
planes simultaneously with one transducer is that the true position of the needle can
be seen during puncture and biopsy and a suspicious lesion can be viewed in both
planes.

Sagittal Plane ,<////* \\
>

e
Transverse Plane ) \

Figure 2. Imaging plane for Biplane Transducer Type 8808.

To image in one plane or the other, press the built-in transducer control button
corresponding to that plane (see Figure 1). Pressing the button activates or freezes
imaging in the plane.

NOTE: Some instructions in the “Starting Imaging” chapter refer to a single transducer
control button. For the 8808, these instructions refer to each of the control buttons.
Which button to use depends on the imaging plane you want to use.
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simultaneously. When you press the systems’s Split button, simultaneous live
transmission is automatically activated. On the screen, this is indicated by a
green dot in front of the Simultan button.

2 Click on Simultan to toggle simultaneous live transmission on or off. When
simultaneous transmission is off, you can change which plane is active and
which is frozen by pressing the Split button or by placing the cursor on the
image you want to be active and pressing the Select button.

When the 8808 is used for imaging without the puncture facilities, the dummy
channel bracket UA1272 must be in place. This clicks into position on the transducer
to cover the open channel (see Figure 3).

Figure 3. The 8808 and the dummy channel bracket.

NOTE: The dummy channel bracket must be removed before the transducer is
prepared for disinfection. The bracket can be disinfected using the same methods as
explained later under “Puncture and Biopsy Facilities”.

Product specifications for this transducer can be found in the Product Data sheet that
accompanies this user guide.

Acoustic output data and data about EMC (electromagnetic compatibility) for this
transducer are in Technical Data (BZ2100) that accompanies this user guide. A full
explanation of acoustic output data is given in your system user guide.

WARNING

If at any time the system malfunctions, orthe imageis severely distorted or degraded, or you
suspect in any way that the system is not functioning correctly:

. Remove all transducers from contact withithe patient.

« . Turn off the system. Unplug the system from the wall and make sure it cannot be used
until ithas been checked.

+ Do not try to repair the system yourself.
+  Contact your BK Medical representative or hospital technician.
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A WARNING

Always keep the exposure level (the acoustic output level and the exposure time) as low as
possible.

A WARNING

Service and repair of BK Medical electromedical equipment must be carried out only by the
manufacturer or its authorized representatives. BK Medical reserves the right to disclaim all
responsibility; including but not limited to responsibility for the operating safety, reliability
and performance of equipment serviced or repaired by other parties. After service or repairs
have been carried out, a qualified electrical engineer or hospital technician should verify the
safety of all equipment.

R
PEENEN
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The transducer may be damaged during use or processing, so it must be checked
before use for cracks or irregularities in the surface. It should also be checked
thoroughly once a month following the procedure in Care, Cleaning & Safety.

To ensure the best results when using BK Medical equipment, it is important to
maintain a strict cleaning routine.

Full details of cleaning and disinfection procedures can be found in Care, Cleaning
& Safety that accompanies this user guide. A list of disinfectants and disinfection
methods that the transducer can withstand are listed in the Product Data sheet.

Sterile covers are available. See the Product Data sheet for more information.

A WARNING

Users of this equipment havie an obligation and responsibility to provide the highest degree
of infection control possible to patients, co-workers and themselves. To avoid cross
contamination, follow all infection control policies for personnel and equipment established
foryour office, department, or hospital.

A Caution: Do not stick anything into the water inlet to clean it. Poking something into this hole
can damage the water channel inside the transducer. You can clean the water channel by
flushing it with water soon after use, before any foreign matter such as imaging gel has a
chance to harden.

All equipment must be cleaned and disinfected before use.

8808 User Guide (BB0339-M) Cleaning and Disinfection 7
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A WARNING

Keep all plugs and sockets absolutely dry at all times.

The transducer is connected to the system using the array Transducer Socket on the
system. To connect, the transducer plug’s locking lever should first be in a horizontal
position. Align the plug to the system socket and insert securely. Turn the locking
lever clockwise to lock in place.

When connected, the transducer complies with Type B requirements of EN60601-1
(IEC 60601-1).

The Multi-Frequency Imaging (MFI) facility enables you to select the imaging
frequency. See the applicable system user guide for instructions. The selected
frequency is displayed at the top of the screen.

The transducer should be enclosed in a transducer cover or a standard condom. See
the Product Data sheet for a list of available transducer covers.

A WARNING

Because of reports of severe allergic reactions to medical devices containing latex (natural
rubber), FDA is advising health-care professionals to identify their latex-sensitive patients
and be prepared to treat allergic reactions promptly.

Apply sterile gel to the tip of the transducer or fill the cover with 1 to 2 ml of sterile
water. This improves the screen images by preventing image artifacts caused by air
bubbles.

Pull the transducer cover over the transducer.

Gel also creates a good acoustic contact between the skin and the transducer;
therefore, apply a small amount to the outside of the cover prior to imaging. Re-apply
the gel frequently to ensure good screen images.

A WARNING

Use only water-soluble agents or gels. Petroleum or mineral oil-based matetials may harm
the cover material.

The control button on the transducer controls the imaging.

Press the button to Start or Stop imaging (freeze frame). Press the button for more
than one second to make a copy of the image.

The transducer makes a “beep” sound each time you press the button.
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To change the orientation of the image on the monitor, refer to the applicable system
user guide for instructions.

The 8808 can be equipped with a water standoff facility to improve contact and field
of view during transrectal imaging of the prostate. A rubber sheath is mounted on the
end of the transducer and filled with water to ensure good acoustic contact with the
rectal wall. By varying the amount of water in the sheath, it is possible to alter the
position of the transducer’s focal zone in the tissue.

If the water standoff facility is required, it is assembled as illustrated in Figure 4 and
described as follows:

1  Mount the rubber sheath UA0799 on the transducer and roll it down until it
covers the groove farthest away from the tip of the transducer.

2 Pull O-ring UA0210 over the rubber sheath and position in the groove nearest
the tip of the transducer (Picture 2). The O-ring holds the rubber sheath securely
in place.

3  Attach a connecting tube with a Luer Lock™ and a 3-way tap to the water
standoff inlet (Picture 3) and fill the rubber sheath with water using a standard
disposable syringe (Picture 4).

Air bubbles may appear in the rubber sheath. As air bubbles will disrupt the path of
the ultrasound beam and cause image artifacts, they must be removed.

8808 User Guide (BB0339-M) Imaging with Type 8808 9
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Figure 4. Assembly of the water standoff facility.

4 To remove all air from the rubber sheath, hold the transducer horizontally with
the control buttons facing left (water inlet upwards). Then, using the syringe,
draw off as much air as possible. You may have to tilt the transducer downwards
to remove all the air (Pictures 4 and 5). Refill the sheath with water. Continue to
draw off as much air as possible and refill the sheath with water until you are
sure that there is no air left in either the sheath or the water inlet.

5 Now that you have removed air bubbles that could interfere with the image,
draw all the water out of the rubber sheath. (The transducer will be inserted into
the patient without water in the sheath. After the transducer is inserted, water
can be introduced again into the sheath.)

6 Ifabiopsy channel bracket UA1257 is being used, cover the transducer (and the
rubber sheath) with a sterile condom containing a small amount of sterile imaging
gel.

7  Now click the biopsy channel bracket onto the transducer.

Finally, cover the transducer plus the biopsy channel bracket with a second
sterile condom containing a small amount of sterile imaging gel.

NOTE: When the transducer is not being used for puncture and biopsy, the dummy
channel bracket UAI272 must be in place. Cover the transducer plus UAI272 with
a standard condom containing a small amount of imaging gel.

Before you start imaging, the patient may require a small enema to clean the rectum
as fecal material may disturb the ultrasound image.
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A WARNING

We do not recommend use of the water standoff facility when the UA1257 biopsy channel
bracket is in place and blopsies are to be performed. This is due to the strong likelihood of
puncturing the rubber sheath with the biopsy needle. Instead, prior to performing the
biopsy, the standoff should be drained of water.

A WARNING

Do not use excessive force during insertion. Do not make excessive lateral movements
during or after insertion. Risk of injury ot tissue damage to the patient could occur under
certain circumstances. A digital palpation of the rectum miay need to be carried out by a
clinician priot to insertion or use of the probe as a precautionary measure,

Puncture and biopsy are possible with 8808. The appropriate puncture attachments
are illustrated in the following pages with a brief description of their uses and
operating instructions.

For transperineal puncture, puncture attachment UA1232 is available.

For transrectal puncture, a biopsy guide UA1257 is available in different versions.
Whenever UA1257 is mentioned throughout this user guide, it refers to each of the
UA1257 biopsy guides listed in the Product Data sheet.

The puncture equipment is illustrated in the following pages with a brief description
of its use and operating instructions.

& WARNING

Itis essential for the patient’s safety that only the correct puncture attachments, as described
in this guide, are used. Never use unauthorized ombinations of transducers and puncture
attachments or other manufacturers’ puncture attachments.
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The UA1257 biopsy channel brackets are intended for transrectal puncture and
biopsy. The transducer has an ““open channel” into which one of these channel
brackets can be fitted when the dummy channel bracket has been removed (see
Figure 3).

UA1257 s available for different needle sizes and comes in both non-sterile reusable
versions (light green) and in sterile-packed single-use versions (dark green)
UA1257-S14 and UA1257S17E. Each version includes needle guide, biopsy channel
bracket and clamp. Full product specifications for the puncture equipment can be
found in the Product Data sheet that accompanies this user guide.

All needle guides for the UA1257 biopsy channel bracket are angled at 17.7° to the
transducer’s axis. The puncture line for UA1257 is shown in Figure 10.
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The transducer is prepared for transrectal puncture or biopsy by pulling a sterile
transducer cover over the transducer, placing the appropriate needle guide in the
UA1257 channel bracket (see Figure 5 and Figure 6) and clipping the channel
bracket onto the transducer (See “Mounting a Transrectal Puncture Guide™ on

page 13.).

g
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Figure 5. Biopsy channel bracket and needle guide before assembly.

Figure 6. Biopsy channel bracket with the needle guide in place.
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The reusable versions of the UA1257 biopsy guide - which consist of UA1257-R17,
UA1257-R17E and UA1257-R14 biopsy guides - are non-sterile when supplied and
must be disinfected by immersion in a suitable solution and autoclaved.

The biopsy channel bracket may be damaged during use or processing, so it must be
checked before use for cracks or irregularities in the surface. It should also be
checked thoroughly once a month following the procedure in Care, Cleaning &

Safety.

The sterile single-use versions of the biopsy guide UA1257 come assembled in a peel
pack. Contents are only sterile if the package is intact.

WARNING

Disposable components are packaged sterile and are intended for single-use only.

Do not use if:

« Integrity of packaging is violated.
«Expiration date has passed.

«  Package label is missing.

The sterile-packed biopsy guides must be stored at a temperature range from +15 °C
(+57 °F) to +25 °C (+77 °F) and at a storage humidity of 30% to 80%.
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A WARNING

Sterile-packed components must be stored in a safe environment and kept out of direct
sunlight. Large temperature changes during storage may cause condensation and violate
the integrity of the packaging.

Please refer to Care, Cleaning and Safety for an example of how to open a sterile-
packed product.
A WARNING

For contaminated disposals such as transducer covers or needle guides, follow disposal
control policies established foryour office, department or hospital.

To mount a channel bracket and needle guide on the transducer:

1 If a dummy channel bracket is mounted on the transducer, remove it.

2 Pull a sterile transducer cover or a standard condom containing a suitable
amount of sterile imaging gel over the transducer.

3  Slide the needle guide into the biopsy channel bracket as shown in Figure 6.

4  Insert the assembled needle guide and channel bracket into the open channel on
the transducer. A small nodule on the end of the channel bracket fits into an
indentation in the channel on the transducer to help you place the channel
bracket correctly. Click the channel bracket into position on the transducer and
lock it into place (see Figure 7).

Figure 7. Biopsy channel bracket UA 1257 mounted on the transducer (here shown without
condom).

5 After you attach the channel bracket, pull a sterile transducer cover containing
a small amount of sterile imaging gel over the entire assembly (transducer plus
biopsy channel bracket).

6  The needle can then be inserted into the needle guide. The Product Data sheet
details the needle gauge suitable for the different needle guides

A WARNING

Ensure that the channel bracket and needle guide are correctly positioned: Never insert the
needle guide while the transducer Is inside the patient.

To remove the channel bracket, remove the outer condom, open the lock and lift the
channel bracket off the transducer.

8808 User Guide (BB0339-M) Puncture and Biopsy Facilities 13
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The UA1232 metal puncture attachment (see Figure 8) is designed for transperineal
puncture and biopsy. When UA1232 is being used, the dummy channel bracket
UA1272 (shown in Figure 3) must be in place.

UA1232 consists of a needle guide and a mounting ring with a lock screw. The needle
guide comprises 9 parallel guide channels, spaced 5mm apart, each with an internal
diameter of 2.1mm, suitable for a 14-gauge needle. The guide is parallel to the
centerline of the transducer.

Note: The needle guide can be adjusted 70mm lengthwise with respect to the
mounting ring, using the adjustment screw.

To mount the transperineal puncture attachment, loosen the lock screw and slide the
attachment over the tip of the transducer until the lock screw pressure-pad meets the
steel stud on the side of the transducer. The puncture attachment should be correctly
positioned (see Figure 9) before the lock screw is tightened. No force should be used
when attaching the puncture attachment to the transducer

Figure 9. Puncture attachment UA1232 mounted on the transducer.

The puncture lines for UA1232 are shown in Figure 11.

All parts of the puncture attachment can be autoclaved or disinfected by immersion
in a suitable solution.

Caution: When monitoring the image of the needle in the transverse plane during
transperineal biopsy, the needle tip may at first appear as a weak echo and nearer to the
transducer surface than it actually is. Continue to advance the needle until the brightest echo
is achieved. This represents the correct position. The appearance of a weak echo is due to the
fact that the transverse plane in practice has a certain 'thickness, and is at an angle of 15
degrees to the axis of the transducer.
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A Caution: Always use the longitudinal plane image to check that the needle has advanced to
the correct position. If you use the transverse plane, remember that the image plane’s
distance from the needle guide increases by 2.6mm for every 10mm distance from the
transducer (see Figure 11). You must take this into account when using the transverse plane
to determine the outline or structure of an organ.

A WARNING

Itis essential for the patient’s safety that only the correct puncture attachments, as described
in this guide, are used. Nevet Use unauthorized combinations of transducers and puncture
attachments or other manufacturers puncture attachments.

Before beginning a puncture or biopsy procedure, always check that the type number of the
transducer and the type number or description of the puncture attachment match exactly
those displayed on the system monitor.

A WARNING

The puncture line on the image Is an indication of the expected needle path. The needle tip
echo should be monitored at all times so any deviation from the desired path can be
corrected.

If not sterilized, cover the transducer with a sterile transducer cover.

If the transducer cover is damaged when attaching the puncture attachment, replace
it with a new cover.
See the Product Data sheet for a list of available transducer covers.
Superimpose  Press the system Puncture or Biopsy control button to superimpose a puncture line
puncture line on the image.

The puncture line will differ depending on the imaging plane orientation. In the
sagittal plane, the puncture path is indicated by a line of dots. The distance between
each puncture dot is Smm.

In the transverse plane, a single dot indicates the point at which the needle will
transect the imaging plane.

For transrectal puncture with biopsy channel bracket UA1257, the distance from the
end of the needle guide to the first puncture dot on the imaging plane rotation axis is
79mm (see Figure 10).

If more than one puncture line is available, refer to the applicable system user guide
for instructions on how to change which one appears.

Move the transducer until the puncture line transects the target. Insert the needle and
monitor it as it moves along the puncture line to the target. The needle tip echo will
be seen as a bright dot on the screen.

8808 User Guide (BB0339-M) Performing Puncture and Biopsy 15
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WARNING

Ifthe needle guide is detached from the transducer during interventional procedures, covet
the transducer with a new transducer cover.

If the cover is damaged during interventional procedures; follow the policies of the hospital
or clinic for treatment of the patient under such circumstances.

To remove the puncture line from the image, refer to the applicable system user guide
for instructions.

N

Figure 11. Hllustration of the puncture lines for puncture attachment UA1232.

WARNING

When performing a biopsy, always make sure that the needle is fully drawn back inside the
needle guide before moving the transducer.

If biological materials are allowed to dry on the transducer, disinfection and
sterilization processes may not be effective. Therefore, you must clean transducers

immediately after use.

Use a suitable brush to make sure that biological material and gel are removed from
all channels and grooves. See Care, Cleaning & Safety for cleaning instructions.
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A Caution: Do not stick anything into the water inlet to clean it. Poking something into this hole
can damage the water channel inside the transducer. You can clean the water channel by
flushing it with water soon after use, before any foreign matter such as imaging gel has a
chance to harden.

A WARNING

For contaminated disposals such as transducer covers or needle guides, follow disposal
control policies established foryour office, department orhospital.

3D imaging with the 8808 may be carried out in either of two ways:

«  Freehand — where the transducer is combined with the appropriate 3D system
software.

»  Using mover support — where the transducer is combined with the appropriate
3D system software, the Magnetic Wheel Mover UAQ513 and the Variable
Friction Arm UA0553.

Magnetic Wheel Mover UA0513

Further information about the Magnetic Wheel Mover UA0513 can be found in the
user guide for the Magnetic Wheel Mover.

Variable Friction Support Arm UA0553

Further information about the Variable Friction Support Arm UA0553 can be found
in the user guide for the Variable Friction Support Arm.

When the transducer is scrapped at the end of its life, national rules for the relevant
material in each individual land must be followed. Within the EU, when you discard
the transducer, you must send it to appropriate facilities for recovery and recycling.
See the applicable system user guide for further details.

A WARNING

For contaminated disposals such as transducercovers or needle guides, follow disposal
control policies established for your office, department or hospital.

8808 User Guide (BB0339-M) 3DImaging 17
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Judy U. Ahrar and Kamran Ahrar

introduction

Ultrasound-guided biopsy has become an essential diagnos-
tic technique in radiology [1]. It is safe and accurate and is
often used for confirmation of suspected malignancy and
characterization of other lesions throughout the body.
Initially, ultrasound-guided biopsies were restricted to large,
superficial cystic lesions. Improvements in imaging technol-
ogy and biopsy technigues now allow even small masses
iocated deep within the body to be imaged and targeted for
sampling under ultrasound guidance. This chapter outlines
the equipment, advantages, disadvantages, applications, and
techniques used in ultrasound-guided biopsies.

Eguipment

Any ultrasonography unit that can image and localize a
lesion within the body can also be used to guide a biopsy of
that lesion. In general, the transducer that is most suitable for
imaging of the organ of interest is also used to guide the
biopsy. High-frequency linear transducers are appropriate
for targeting more superficial lesions (Fig. 4.1),whereas low-
frequency curved array transducers are more appropriate for
targeting lesions that are located deep within the body
(Fig. 4.2) {e.g., liver tumors). Needle-guidance systems are
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available for use with various ultrasonography uvnits and
transducers. The guidance system consists of an adaptor that
attaches directly to the transducer (Fig. 4.3). Once attached
to the transducer, the predicted needle path is displayed on
the screen. The depth and angle of needle insertion can be
adjusted by choosing from the available predetermined
choices. The adaptor has a groove or slot to allow passage of
the biopsy needle. The needle should be held firmly in place
to avoid deviation from the predetermined path. Therefore,
different sizes of needle guides are available to be inserted
into the groove or slot of the adaptor. The guidance system
helps maintain the needle path in the plane of the ultrasound
beam, simplifying ultrasound-guided biopsies. On the other
hand, the inability to operate the transducer and the needle
separately from one another takes away some of the flexibility
of the freehand needle-insertion technique (Fig. 4.4).

Advantages

Ultrasonography is appealing as an image-guidance modal-
ity for several reasons. Ultrasonography is readily available,
relatively inexpensive, and portable. It allows multiplanar
imaging in any conventional or arbitrary plane. Unlike com-
puted tomography (CT), ultrasonography does not use ion-
izing radiation. Most importantly, ultrasound guidance
provides real-time visualization and monitoring of the needle
tip as it is advanced into the skin, through the overdying soft
tissues, and into the biopsy target. This visualization of the
needle tip allows precise needle piacement while avoiding
damage to the nearby structures. Color flow Doppler imag-
ing can help identify the vascular nature of the mass and the
adjacent vascular structures (Fig. 4.1) [2, 31. The unaging
plane can be adjusted to exclude vessels from the path of the
needle. Watching the needle tip during the sampling process
in real time helps ensure that the needle tip does not extend
outside the mass and that the biopsy is obtained from the
fesion of interest (Fig. 4.5).

39
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Fig. 4.1 A 51-year-old man with a history of lymphoma was referred
for biopsy of an enlarged right cervical lymph node. A high-frequency
(6-15 MHz) linear transducer was used to image this superficial lesion
(3). Duplex Doppler sonography revealed some vascularity in the
lesion and larger vascular structures deeper to the lesion (b). An
18-pauge core biopsy needle was used to obtain several core biopsy
samples (¢). A trajectory was chosen to obtain the longest possible
COr
phoma, diffuse pattern

biopsy sample. Pathologic evaluation revealed mantle cell fym-

Another major advantage of uitrasound guidance is that
the patient can be placed in various positions and that steep
out-of-axial-plane angles can be used for needle guidance.
Flexibility in the positioning of the patient also adds to the
patient’s comfort during the biopsy. For example, the head of
the bed may be elevated or the patient may be allowed to
move slightly during the biopsy to get into a more comfort-
able position to relieve back or joint pain.

Compared to CT-guided biopsies, ultrasound-guided
biopsies require less time to perform and can be more

Fig. 4.2 A 68-year-old woman with a history of metastatic breast can-
cer was referred for a biopsy prior to entollment in a clinical . An
axial CT image of the liver () revealed a 6-cm mass in the o
aspect of segment V1. A smaller (2 cm) mass is seen more superficially
closer to the liver capsule. With the patient in the left lateral decubitus
position, real-time ultrasound guidance was used to target the medial
lesion for sampling (b). When possible, the target liver lesion and
biopsy path should be selected such that the needie tra 4 segiment
of normal liver before entering the tumor. This may reduce the risk of
bleeding and tumor seeding after the biopsy

cost effective {4-6]. Some studies have suggested that
ultrasound-guided biopsies are more accurate and have lower
false-negative rates than CT-guided biopsies [6, 7].

Disadvantages

Not all lesions can be well visualized on ultrasonography.
Ultrasound guidance is optimal for targeting lesions that are
located superficially or at a moderate depth in a thin- to
moderate-sized patient. Ultrasound guidance is of limited
use in identifying and targeting lesions in obese patients ot
lesions located deep within the body. Similarly, ultrasound-
guided biopsy may not be possible when lesions are located
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4 Ultrasound-Guided Biopsy 41

Fig. 4.5 A S54-year-old man with history of prostate cancer was
referred for biopsy of a small lives ion. Gray-scale sonographic
image of the liver durtng the biopsy r fed a 1-cm hypoechoic tumor
(arrowheads) adjacent to the galibladder (GB). The echogenic needle is
seen in the tumor. Real-time monitoring of the needle tp during fine-
needle aspiration biopsy ensured safe, selective sampling of the small
lesion without inadvertent puncture of the gallbladder

N

Fig. 4.3 In this photograph, the curved transducer is fitted with an

adaptor with several predetermined angle settings. With this technique,

the needle and the transducer work as a unit. The adaptor fits the needie

and guides it to the target while preventing deviation of the needle from

the set course . .
behind a reflective surface such as bone or gas-filled bowel
and when the transducer cannot be positioned to look from a
different angle.

Applications

Any mass that is well visualized on ultrasonography can be tar-
geted for biopsy. This includes any superficial soft tissue mass,
head and neck lesion, breast tumor, or solid or cystic mass in the
fiver, kidney, or spleen [%—14]. Ultrasound guidance is com-
monly used to perform liver biopsies. This may include biopsy
of specific lesions within the liver or biopsy of liver parenchyma
to investigate the cause and severity of liver failure. The left lobe
of the liver can often be reached from an anterior subcostal
approach. The sagittal imaging plane can be helpful for lesions
closer to the dome of the liver, although a steep-angle approach
may be necessary. Lesions in the inferior aspect of the right lobe
of the liver may be approached by a lateral subcostal route.
Frequently, lesions in the right lobe of the liver are approached
through an intercostal route with the patient placed in left lateral
decubitus or supine position. Ultrasound-guided biopsy of a
renal mass can be performed if the patient is not morbidly obese
and the kidney can be adequately imaged on ultrasonography

Fig.4.4 Inthe “frechand technique,” the needle and the transducer are ) 4 . h
operated separately from one another. The needle can be inserted at any  (Fig. 4.6). Ulnasonography can also be used to guide core biop-

angle. One can also choose an insertion site that is not dizectly in the  gies of native and transplanted renal parenchyma to detexrmine
imaging plane, but maintaining the needie tip in the imaging plane of etiology of parenchymal disease. Other abdominal and ret-
the transducer 1s more challenging and requires experience . - Y

roperitoneal organs such as the pancreas and adrenal gland may
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Fig. 4.6 An axial CT image of the abdomen (&) in a 53-year-old man
revealed a large left renal mass with central necrosis. A gray-scale
sonographic image (b) revealed a large mass with heterogeneous echo-
genicity. During ultrasound-guided biopsy (¢), a 16-gauge guide needle

be targeted with uvltrasound for biopsy {15, 18], Ultrasound
guidance can be used to biopsy lung, mediastinal, and pleural
masses that abut the chest wall [1 Some musculoskeletal
jesions can be targeted using ultrasound guidance (Fig. 4.7)

[ 18-20]. For retroperitoneal lesions, an anterior approach is pre-

ferred. Using specialized transducers, pelvic organs can be
reached by transvaginal or transrectal approaches [2i-23].

Technigues

Prior to ultrasound-guided biopsy, a limited uktrasound is
performed to localize the lesion, select a suitable transducer,
and plan the needle’s path. The distance between the punc-
ture site and the target is measured to help select an appropri-

ate biopsy needle. In some practices, a sonographer is

is visualized with difficalty. When the stylet is replaced by the core
biopsy needle, microbubbles introduced into the guide needle greatly
enhance the echogenicity of the gnide needle (d) and allow better visu-
alization of the needle in the target

responsible for imaging the patient during the biopsy, while
the physician advances the needle to the target. Experienced
interventional radiologists do not require a sonographer’s
assistance, as the interventional radiologist will hold the
transducer in one hand and the biopsy needle in the other
hand. In this manner, hand-eye coordination is optimized.
Biopsy procedures are performed under sterile conditions.
The transducer is covered with a sterile plastic cover. To pre-
vent image degradation, ultrasound gel is placed inside the ster-
ile cover to provide acoustic coupling. In addition, sterile gel is
placed on the skin’s surface. Others prefer to clean the trans-
ducer with alcobol and place it directly on the skin {24}, and no
increase in post-biopsy infection rates bas been reported [25].
Ultrasound-guided biopsies are performed under continu-
ous real-time visualization of the biopsy needle as it is
advanced to the rarget. If a needle-guidance systern

s used,
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Fig. 4.7 An 1]-year-old boy presented with pain and discomfort in the
left thigh. Anteroposterior (a) and lateral (b) radiographs of the left
femur revealed an expansile lesion of the distal femoral diaphysis, with
osteoid matrix, suspicious for osteosarcoma. The radiographs do not

revealed a rind of soft tissne thickening, with a nodular component
(arrowhead) with underlying cortical breakdown (asrows). The soft tis-
sue component of the tumor was targeted for biopsy (d) using a
i4-gange semiantomatic core biopsy needle. Four samples were

reveal a significant soft tissue component. He was referred for image-  obtained. A pathologic review revealed high-grade osteoblastic
guided biopsy. Transverse gray-scale nltrasound of the left femur (¢)  osteosarcoma
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Fig. 4.8 Tlustration of the
freehand technique. (8) In this
frontal view of the transducer, the
target lesion and needle are in the
imaging plane. The insertion
angle is adjusted so that the
needle penetrates the lesion. In the
lateral (b) and superior {¢) views,
the artist demonsirates how the
needle can deviate (arrow) from
the imaging plane and potentially
miss the target

a scanning plane is chosen so that the target lesion is lined up
with the needle path. The depth of the needle insertion can be
adjusted by choosing from the available predetermined angle
choices. A needle guide of the comect size is attached or
inserted into the transducer guide prior to insertion of the nee-
die. The entire shaft of the needle can be constantly visualized
when using a guidance system, making the needle-insertion
process simple and efficient. It can be completed in one breath
bold if needed. On the other hand, there is limited flexibility
with the plane of imaging when using arigid guidance system.
Also, the needle must be placed close to the transducer and
cannot be inserted at a more remole punciure site.

%

g

B
G

£

Y
[

Experienced radiologists prefer to use a freehand tech-
ique without a needle guide [24, 26]. The operator holds the
transducer in one hand and the needie in the other. With
experience, one can use either hand as the needle or operat-
ing hand and avoid crossing hands, which may lead to diffi-
culties in orientation. In this technigue, the needle is freely
inserted into the view of the transducer, providing great flex-
ibility and allowing adjustments to be made during the
biopsy. On the other hand, improper alignment of the needle
tip and the piane of imaging (transducer) may lead to subop-
timal visualization or nonvisualization of the needle tip
(Fig. 4.8).
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Needle visnalization may be enhanced by increasing the
reflective or scattering properties of the biopsy needle [27--
281. This can be accomplished by dimpling or etching of the
needle tip, using a screw-tip needle or coating the needle with
Teflon or other reflective substances [30]. Jiggling the needle
as it is advanced in the tissue, jiggling the stylet in and out of
the needle, and keeping the bevel of the needle up may improve
visualization of the needle [31]. Large-gauge needles cause
brighter reflections and are more easily visualized than are
small-gauge needles. Using the highest frequency possible
improves visualization of the needle. Color flow Doppler
imaging may also help visualize the needle tip [32, 331
Needles are more difficult to visualize at shallow insertion
angles |34]. When the needle is inserted nearly parallel to the
ultrasound beam, the major portion of the ultrasound beam is
reflected away from the transducer face, making it more difi-
cult to visvalize the needle. If the needle is inserted nearly
perpendicular to the vltrasound beam, more of the beam is
reflected back to the transducer face, allowing excellent needle
visualization. Needles are more easily detected in fluid and
tissues with low echogenicity than in highly echogenic tissues.
Treated needles are most helpful in echogenic tissues.

A hinear high-frequency transducer is optimal for targeting
superficial lesions such as structures in the head and neck or
superficial lymph nodes throughout the body (Fig. 4.1). A curved
array transducer is often used to target lesions that are located at
a moderate depth from the skin surface (Fig. 4.2). For example,
lesions in the liver or kidney are often targeted using a curved
array transducer (I- to 5-MHz). The ultrasound parameters
should be optimized for visualization of the target lesion. The
depth of the imaging is set to the depth of the lesion, and the focal
zone is placed in the near field or just at the level of the lesion for
better needle visualization. A single focal zone is preferred
because muitiple focal zones may decrease the frame rate.

Ideally, the interventional radiologist can visualize the
needle and the target on the same image on the screen and can
watch the needle as it is advanced toward the target. If the
needle and the lesion are both visible on one image, but
the angle of the needle is such that it would miss the
target, the angle needs to be comrected (Fig. 4.8a). If the nee-
dle is already beyond the subcutaneous tissues, levering of the
needle may not Jead to the desired change in the angle of the
trajectory. Oftentimes, the peedle has to be withdrawn to just
below the skin and reinserted at the desirable angle. When the
needle deviates from the imaging plane, the tip will not be
seen as it is advanced into the body (Fig. 4.8b, ). If not rec-
ognized, this may lead to injury of adjacent structures. First,
the operator should visually inspect the relationship of the
transducer and the needle on the patient. The transducer
might have slipped on the skin and turped away from the

puncture site. This can be easily comrected by realigning
the transducer along the needle path. On the other haad, if the
needle has deviated from the desirable imaging plane and is
off target, the operator needs first to locate the needle tip by
angling the transducer from side to side. Once the position of
the needle tip relative to the target is determined (e.g., medial
or cephalad), the needle is withdrawn and reinserted after
slight correction toward the rarget {e.g., lateral or caudad).
Occasionally, a firm mass located superficially 1o the subcuta-
neous tissies may be pushed out of the way by the needle tp.
To secure the target, the operator can apply firm pressure, fix-
ing the lesion in place while punctiming it with the biopsy
needle. Also during biopsy of abdominal lesions, the operator
may press the transducer firmly toward the lesion to reduce
the skin-to-lesion distance and to displace any overlying
loops of bowel |35}, Care must be taken to make sure the
bowel loop is actually displaced out of the needle path and is
not compressed between the transducer and the target.

In recent years, more sophisticated ultrasound units are
fitted with software packages that allow fusion of
previously obtained cross-sectional images with the real-
time vltrasound examination (Fig. 4.9). This feature allows
more confident sampling of the lesion and targeting of
lesions that may be hard to visualize with vltrasound alone.

In summary, ultrasound guidance is an effective and effi-
cient technique to target lesions or organs during biopsy pro-
cedures. Use of needle-guidance systems facilitates the
procedure, but mastering the freehand technique allows the
maximum flexibility during ultrasound-guided biopsies.

Fig. 4.9 An axial CT image of the abdomen (a) revealed a large ill-
defined, infiltrative mass involving the lower pole of the left kid-
ney. Ultrasound-guided biopsy was performed in the prone position (b)
after fusion of the previously acquired CT images (right) with the real-
time nlirasound image (leff). The sofiware allows real-time reconstruc-
tion of previously acquired CT images in any arbitrary plane,
corresponding to that of the ulirasound transducer
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Fig. 4.9 (coutinued)
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First statement of witness
Exhibits SR-1 to SR-6

District Court of The Hague
Corbin v Leapmed & Another

[case number]

WITNESS STATEMENT OF
SAHEED RASHID

|, Saheed Rashid, state as follows:

My relevant background

s

| am the Managing Director of a limited liability company established in the U.K called
BXTAccelyon Limited (here: “BXTA”). BXTA is an astablished infernational speciaiist saiss
and distribution business in the fisld of prostate cancer, with a supply chain currently

extending from the LiK fo New Zealand.

Since mid-2317, BXTA is the exchisive distribiior, in 8 lerge number of countrias, of the
PracisionPoint™ Transperineal Access System. This devics is protectad by EP 3 125 811 B1
(here: “the patent”). Fuor The Netheriands, and for g large number of olher countries, BXTA (s

the sole approved distribuior of the PracisionPoint™ davice,

My instructions

s

f have been asked by Duich counsel acting for Corbin fo describe in genaral tarms the sisps
taken by BXTA to commarcialise the PrecisionPoint™ in both the UK. and The Netherlands,
anid 1o say something about the way the markets have developed in those jurisdictions. |
have also bean asked to describe the impact the Surefire device, markatad by Leapmed and
digiributed in The Natharlands by Pelvitec, has had on sales of the PrecisionPoint™ devize in
The MNetherlands.

I understand that this statement will be referred to by Corbin in Dutch preliminary injunction

proceedings against Leapmed and its Dutch distributor Pelvitec. | confirm that the facts
stated in this witness statement are within my own personal knowledge unless otherwise
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stated, and are true to the best of my knowledge and belief. The opinions expressed herein

are truly held.
The plan for a carefully controlled and well-supported roll-out of the PrecisionPoint™ device

&, I have been shown the Expert Report drawn up by Dr. Rick Popert, whom | have known for a
number of years. Dr. Popert is one of the most eminent and well-respected consultant

urologists in the UK.
&, As Dr. Popert explains in his report, the PrecisionPoint™ device aliows for novel methods for
performing transparmeat (TH') prostals biopsiss under local anassthetic (LA}, As [Ir. Popert

explaing, the device allows uralogists 1o carry owl systermalic and targeied bopsies of the

prostate easily, accurataly and conveniantly i an outpatient sefting. The PrecistonPoint™
cffers very significant clinical advantages compared bath to conventional transractal biopsy
tachrigues, and to conventional ransperineal techniques. Specificaily, the PrecisionPoint™
enables safer and more accurate biopsies o be carried cut in an aulpatisnt seting,

mirimising the need to use expensive and limited operating theatre spacs.

e

Altnough the PrecisionPoint™was FRA-approved et the time BXTA antered inic a
distribuiion agresment {o distribute the device in mid-2017, the Ewopean registration for the
devics was not vet complete, and no sales of the device wers possible until the CE

ceritfication had been obtained.

8. Introducing a new medical device presents unique challenges. For a successful launch of a
new madical device, the relevant clinicians, who can occasionally be a little conservative in
wanting to stick to their tried and tested ways of doing things, must be convinced that the

new device offers a real and measurable improvements over what they were using before.

a. It is therefore necessary to have a well-respected peer explain clearly to them what the
benefits of the device are, and to be able to do so on the basis of solid facts, backed up by
his or her own clinical experience. Adequate training must be provided to ensure that the
device continues to be used correctly, and mentoring must be made available, at least in the
early stages of adoption, to assist in the migration to a new way of working, using the new

tool. Ensuring patient welfare is, of course, paramount throughout the process.

i, BXTA had therefore davised a highly contralled plan for the roll-out of the PrecisionPoint’™
device which required all healthcare professionals to attend training courses hefore any
davicas could be orderad. Supporl would also be provided by skilled clinical support staff,
provided vie BXTA until the urology teams were competent in the use of the PracisionPoint™
devics.

11, We recognized that afthough the procedure looked relatively straightforward, there ware
cartain key skills thet the healthcare professional would nead 1o learn in order to become

truly prodicient, notwithstanding thelr experiance in standard transractsl or transperineal grid-

2/10
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uided spproachas, Mo devicas would be supplied 10 hospitals or olinics unless the
fed a8 Mo d fd b fied 1o b i { ! i

hesithcare professionals working there had indesd followed the requisiie training.

We set up the inflial raining courses with the assistance of I¥r. Puoperi in August 2017 at
Guys, in order 1o train olinicians ahead of the commercial releass of the device which would
take place only once OF cerfification had been achieved. A monthly training course wag
established at Cuys with, initially, five or six consultants invited 1o learn the procedure from
Dy Popert, who was still completing 2 number of clinical studies reguired fo provide post-

market surveillance for the FDAL

CE approval was granted in Deoember 2017 and commercial sadas commencead in January
2018, wiih the trainsd clinicians being supporied in their first cases by Dr. Popert or one of

his rained clinical team.

From January 2018, raining courses were increased i attendes number 1o 10-12 delegales,
and inciudged international visitors. All of the first procedures in delegaies’ cenfres ware
supported by a clinical menior. Local courses were started in New Zealand, Australia, Hong

Kong, Singapore, Belgium and The Netherlands during the course of 2018.

Courses were expanded to include Clinical Nurse Specialists (‘{CNSs’) in February 2019 and
regular courses were established in Australia, New Zealand and The Netherlands. Courses
in the UK were expanded to other cities including Bristol and Manchester. During the Covid
pandemic, trainirygy couwrsas were moved onling as webinars across all regions from the UK to

Australia,

Since August 2017, BXTA has conductag ovaer 2006 courses inn over 14 countiies and trainad

more than 2,000 clinicians and specialist nursas.

PrecisionPeint™™ TRexit progress

%

Around 60,000 PrecisionPoint™ devices have been soid by BXTA since its launch in January

2018. There are now over 200 treatrment centres using the device in 14 countries.

The UK average sales in the tast 3 months indicats that 54% of all UK biopsies
(approximately 60,000 biopsies annuelly) are now performed using the PrecisionPoini™
device, We expect full conversion to be achieved within two years,

Australia and New Zealand are moving forward with thelr own varsions of the TRexit
initiative; approximately 21% of ali Australasian biopsies are now carried out with the

PracisionPoint™ devics.

The Leapmed Surefire device

28

Foliowing the local market launch in late 2018, sales in The Nethedands wera approaching

2,000 PrecisionPoint™ devices per vear {around 5% of all biopsies) by the and of 2020,

3/10
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21 This was a heaithy start, but unfortunately sales have since plumimetad o virtually zers
because of the promotion, by Paelvitec, of an adaptation of Leapmed’s "Surefire’ device which
furns i into something which resembles the PracisionPoini™ device.

22, atiach the brochure for the Leapmed Surafire device (o this witness stalement as Exhibit

SR-1. The following image is teken frony the brochure:

X

«

RO RN SN SN SO SO
e

-Sterilized needle guide
-Latex Free PU cover
- Sterilized gel pouch

23, The Sureifire device was originally nlended o be used in a similer way to conventionai grid-
guided transperineal biopsies. The vertical grey protrusion shown in the image above is in
essence & “slice” of the grid ivpically used to coliect vlopsy cores in conventional

transperineat bicpsy procadures by making multipls perforations in the perineurn. The biopsy

nexdle is passad through the numbered grooves in order 1o meke mulliple perforations and
take multipis cores. The devics can then ba reteted to aliow further padorations to be mads

in other parts of the prostate. This process is ustraled in the orochure as follows:

4/10
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L

-Vertical adjustable: Up to 9 puncture holes - Free Sectorial plane adjustment

As with conventional ransperineal Biopsy provedures, the making of a significant number of

punclures in the perineum will raquire a general anassthelic.

The modification advocatad by the Duich distributor involves the addition of & coaxial access
needs o the Surefire devics in one of the grooves of the gray protrusion, through which the

biopsy needle can be inseried.

The addition of the coexial access needle allows a hiopsy neadie to bhe insarted to take a
biopsy samnle, with subsequent repositioning of the probe / access needie combination while
the gccess neadle remaing in place, so that the biopsy nesdle can than be reinsertad,
through the seme perforation, (o fake a biopsy from a different arse of the prosiate. n this
way, the number of punciuras car be reduced to two, and an intarvention is possible undar

local snaesthatic. This is exactly how the PracisionPoint™ device works,

This maodification {the addiiion of an access needis {0 the Surefire device) is not described in
the Surefire brochure, and indeed this way of using the device is not described in the official
instructions for use at all. | attach the English-language IFU for the Surefire as Exhibit 3R-2.
They condirm that in normal use, the biopsy needly is simply inserted through the grooves,

with the probe baing rotated to siiow the nsedie to be insarted at largeted locations:

5/10
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6.Rotate the probe to 3.Untock/ock button
targeted lovations. o adjust needie plate
insert biopsy needie 1o praper position.

through groove,

28, The mpdification {the addition of & coaxial access neadie or "coaxial infroducer needle”} is
described in additional information provided by the Duleh distributor, Pelvitec. | attach the
instructions provided by Pelvitac o his wilness statement as Exhibit 3R-34 (the Dulch
criginat language version) and Exhibit SR-3B {a highlighled version with an English
transiation of the relavant parts). This documaent, which bears a focter with Pelvilso's
address, shows a photograph of a modifind Surefire davice with the comual access naedle in

pacs:

24, The viopsy needia (not shown in this imege) then is passad through the comilal access

rieedis 1o take the biopsy cores.

33, The same document explaing thal the coaxial accass needis shawn in the pholograph

reproduced above is not present in the packaging for tha Leapmad device. That is not
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34.

35.

surprising, since, as | note above, the use of a coaxial access needls is not conternpladed in

the instructions for use or the Leapmad devics.

Palvitec does however supply suitable access needies {o allow tha modification it advocates
1o be made. | altach & copy of amail correspondence daled 4 June 2021 between a
represeniative of Pelvitec, My, Here Mulder, and a Dutch reprasentative of BXTA, Mr Wilco
van der Lugl as Exhibit 8R4

Aithough | do not speak Dutch, it has been explained o me, and | believe, that this
correspondances relates 1o the use of coaxial access nesadles, and thal Mr, Mulder confirms,
i kis email, that the Surefire is almost always used in combination with a coaxial accass

neadle (Le. in a manner which is not in accordance wilh the IFU for the Surefire device).

Mr. Muider goes on b state thal Pelvitec can supply two different sultable coaxial needles.

Mr. Muider alsc notes that the Surefire is already used in a number of Dutch hoespitals.

This is aiso the email in which Mr. Mulder provides Pelvitad’s own protocal for using the
Surefire. {This is Exhibit S3R-34, mentiocned ahove). in these instructions, the clinician is
instructed to use the same perforation in the skin for the taking of multiple biopsies, and to

move the probe in the horizontal plane from laft to right, without rofation.

Thig Is a significant deviation from the officiel instructions for use of the Surefire, which
specifically instructs clinicians 1o roiate the devics, the idea baing that the vertical grid is
thersby moved o the desired position, 30 that fresh punclures can be made, using the
biopsy nesdle, through the dasired groove, at the desired location. Hers again s the ralevant
part of the official IFL, showeng the probe baing rotated 1o the fargeted lonations befors the

biopsy neadie is inserted through the groove:

6.Rotate the probe to S.Unlockflock button
targeted (ocations. to adjust needle plate
insert biopsy needle to proper position,

through groave,
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36, The necessity to deviale from the official instructions for use is dictated by the presence of

the cosdal access needls, which was nol part of th

sriginal davice or the original IFU, bul

whiclt is an essential part of the madification proposed by Leapmed and Pelvitac.

37.  His clear that rotating the device in the manner indicatad in the official mstructions for use
vhile a coaxial accsss needis is insertad would be impossible withaut causing trauma.
Rotating the coaxial access neadie would fear the area around the puncture in which the
coaxial needie is embedded. The difficulty can perhaps best be appreciated when

corsidering the following image from the original Surefire brochure:

-Vertical adjustable: Up to 9 puncture holes - Free Sectorial plane adjustment

The adaptation of the Surefire device is alsa illustrated in Leapmed's instruction video!. This

[
i

vidae, which shows the use of 3 biopsy needle through the coaxial introducer needle, is
exhibited as Exhibit SR-5. A numbaer of screen-grabs, accompanied by a ranscript of the

video, are exhibited as Exhibit SR-§.

34 The addition of the coaxial access needle allows the operator to use the Sursiire device in g
way it was nol intended to be used, in order lo obiain the same advaniages as those
providad by the PrecisionPoint™ davice, in effect, the adaptetion sdvocatad by Peivilex tumns
the Surefire into a poor man's PrecisionPoint™ devics, capabile of taking muliipls binpsiss

from just two perivrations.

4D, The modifisd Surefire device is being fargeted by its distributor, Pelvitec, specifically at
hospitais in The Netherlands where clinicians have been trained by BXTA and by our
regiona! experts 1o cary out ranaperinsal prostate biopsias under local anassthetic using the

PracisionPoint™ device.

A1, Inthis way, Leapmed and Pelvitec are able to profit from the congiderable investmenis made

by BXTA By fraining cliniclans i e use of the PrecisionPoint™ device. Leapmed salls its

Presently available at: Biips:/Avany youtube comfwateh Py=TxjuSo8de
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device at a fraction of the price of the PrecisionPoint™ device. That is no doubt possible
because Leapmed did not itself have 1o make any investments in developing and seeking
regulatory approval for the the PrecisionPoint™ device, or in fraining physicians in how the
device should be used: it was instead able to benefit directly from the investments Corbin
and BXTA had already made.

42, | bslieve that unless Leapmed and Pelvitec are restrained as a matter of urgency, the Dutch
market will effactivaly be a lost market for the PracisionPoint™,

Statement of truth

43.  The facts stated in this witness statement are true to the best of my knowladge and helief
and the opinions stated herein are truly heid. | am prepared to attend Court and confirm the
contents of this witness statement under oaih.

a e S ————

e = .
>\~~\ a

Signad, et

Sahead Rashid

This 15 October, 2021
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List of Exhibits

SR-1  Brochure for the Leapmed Surefire device
SR-2 IFU for the Surefire
SR-3A Additional instructions of Pelvitec

SR-3B Highlighted version of Exhibit SR-3A

SR-4 E-mail correspondence between Wilco van der Lugt and Hero Mulder

SR-5 YouTube video: ftips: sy vouduhe comvwatch Tva TxiuS0d2Rsdfeaturemvouiu be

SR-6 Transcript and screen-grabs from SR-5
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Soft Tissue Biopsy Needles
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INSTRUCTIONS FOR USE
MODE DEMPLO!
ISTRUZIONI PER L'USO
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T R U el Q U Ta English

Soft Tissue Biopsy Needles

Qutisrater Handle

INRICATIONS FOR UsE:

Tru-Cut® Soft Tissue Biopsy Needle is a device that introduces a
cannuia into soft tissue such as breast, lungs, iymph nodes snd
rostate, et for diagnaostic evaluati
WARNING: This nee

ned for puncturing the skin.
Excessive force or resistance when the needie is extended may
result in a bent specimen not A bent specimen notch will
interfere with necdle function and possibly cause tissue tearing.
Excessive lateral force spplied sgainst the obturator handle o e
needle may interfere with the funcrion of the stop mechanism and
; it in deeper tissue penetration than is desirad with t
otential for tissue or organ damagea.
INSTRUCTIONS FOR USE:

1. Using sterile technique, preparethe hiopsy site.

2. Remove packaging. Remove protactive sheath.

3. Testfor proper function and slignment by sliding the canniula
over the oblurgtor several thimes. if the parts do not move
easily, the unit should be discarded.

BIOPSY PROCEDUHRE [EXCERT BREAST BIOPSY]

4. Retract the obturator to cover the specimen notch. Hald the
cannula handle and insertthe needle assembiy so that the
specimen notch is within the tissue 1o be biopsied (Figure ).

Figure |

5. Retract the cannula to expose the specimen notch. Mote: Do
!

not move the obturater {(Figu

Figure 2

2, feave
tioned at the target biopsy site and foliow
biopsy samples.

INSTRUCTIONS FOR THEBREAST BIOPSY

7. Retract the cbturator to cover the spaci
cannula handle and insertthe needlea

E3ENO0

5. Holkd cannula handle Armiy, Quickly advance the obturatoras
far as permittad to position the specimen notch in the Tissue
o iopsied (Figure 5).

>

r

he cannula positioned atthe target bi
nstructions for multile biopsy samples.

Figure 8

TN ot
TPy

‘\\f/x
FOR MULTIF BIDPSY SAMPLES

Hold the cannula handle in & ixed position.

.

- Lifrthe abturater shatt siightly to clear the stop meachanism.

e chturator vack to reraove it from the cannula.

+ Remove the sample from the specimen netch.

- Toreinsertthe obturater into the cannula, align the obturator
ft with the cpen side of the ¢

sha nnuia handie and the
specimen notch facing up. Slide the obturator forward until

=]
the obturator shaft locks into the handle.

i

Foliow one of the sampling procedures describad to take
additional biopsies.

10. Withdraw the neadle sssembiy with the cannuis stiil

advanced over the shrurator,

Asdvancethe obturatorto remove the biopsy specimen from

the specimen notch.

WARMING:
» Notin

=nded for use in bane.
- Do not use if gackage is damaged.

CAUMTION: For single use only. He-use may resuit in 8 non-
functional product ar contribute to cross contamination.

Qniy cii nis who have bean properly trainad in this procedure,
inciuding patient prepsration, sample preservation and the use of
irmage guidance for parcutaneous biopsy, should use this device.

Use By: YYYY-MM-DO

LOT | Lot Number

REF Catralog Number

Sterilized using irradiation

Do Not Use if Package is Damaged

Al law restricts this device
RONLY

¥ s,
oy o on the order of a physician

al Device.

Package.
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"‘E" R U - Q U "'E"“ French

Aiguilles de biopsie pour tissus mous

Poignge du mandri

MOOEDEMPLE :
Vaiguilie & biopsie des tissus mous Tru-Cut® ast un dispositif qui
intreduit une canule da ns les tissus mous tels que les =
poumaons, les ganglions Iymphatigues, la prostate, etc
d'évaluation diagnostigue.

AVERTISSEMERNT : Cette aigu

fa peau. ] s¢
prafevement 57
une résistance lorsqu’il

crc-evr‘mcn' tordue peute

2 n'est pas concue pour incise
ier au niveau de Vencoche a
Imooriante ou rencontre
canule. Une encoche &
erun mauvaisfoncticnnement de
¢ nte
appl!q' 2o sur la poignée du mandrin de Paiguilie peut modifier ie
meacani e d'arrét automatig et provoguern une nper ation des
tissus plus profonde que prévue pouvant endommager les &
ou l'organe concarné.
MODEDREMPLOI:
1. Enutilisant une technique stérile, prépare
operatoi

le et une déchirure des tissus. Une force latérale imports

NG

cham

T

2. Retirer Yemballage. Retirer la gaine de protection.
3. Sassurer du bon fonctionnement de aiguilie en faisant

glisser piusieurs fois ls canule sur {2 rmandrin. Nutiliser
ies deux parties cou

avermnent.

Aétracterle mand
Te.-i' le manche delacanuieetir tFOdul > | aigu:;iejumu’é 2
bordure du tissu a pralever (Figure 1

N aour recouy rirPencoche &

w1

epousser rapidemeant ve
ine bio
3 canule en place au niveau du site
wivre les instractions pour biopsies

'*.cocheaﬁ ievement.
¢ Paiguitie jusgu'a!

pour recn
e la canule et introdu
du tissu a prefever (Figure 4)

‘hr‘ cla ij Cdl’lLl Dcussr_ e
suve

&. Mainte
mandr
dans e

i

8. Poursectionnerle tissy, repcusser rag H
manche de ia canule (Figure 6). St una autre biapsie de tissus
est ndcassaire, aissarla cenule en place aunivasy
Bicpsie cibla et subvre les instructions pour biopsies multiples.

Figure &

,——~<\

,V,,,,,,Q:\ % \\
\\,,)\

TECHMIGUE POUR BIOPSIES MULTIPLES
« Maintenir le rmanche de la canule en position fixe.

- Soulever légaemeant la poignaes du mandrin pour ia dégager
du méaanisme

- Sorti

Retirer le prélevement de l'encoche.

o

ntl-)d ire le mandrin dans ia canule. Positionner la poignée
» ouverte du manche de la canu
fa poigrde jusqu’a enclenchemerd du mé
o

matique.

ni

me

N

Pour d’autres biopsies, suivie Vune des technigues de
prélevement proposaes.

10. Retirer Vaig
Pencoche dur

enia maintenant dans la position ol
ndrin ast recouverte par la canule,

1%, Pousser le mandrin pour retirer |

BVERTISSEMENT -
+ Nor can

+ Ne pas utiliser si 'emballage est endommage.

MISEEN GARDE: U
provcegquer e
une contaminat

sage unigue seulamant. Une réutilisation peut
fonctionnement du produit ou con uer 3

Lui> dc> cl niciens correctement formeés a catte pro
aration dis patient, & ia prése
uidage parirmagerie pourla biopsiaper

Date lirnite d'u ation: AAAA-NMM-JJ

Mumére de lot

Mumére de réfarence

Stér sr irradiation

Me oas utiliser silembalag

[’}
I
w
[
)
=
2.
o]
5
=
3
i

fie}
I

Lisage unique

t3drale des
e doit étre
Un médecin

Mise en garde
Etats-Unis stipule
vendii que par ol s

DYsnositif medical.

bailage shérile.
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TRU-C U * itakizn

Aght per &

I

siopsia dei tessuti molii

&. avanzare
rﬁente i otturatare perq e per
la vaschetta di prei ,j, cuil &

ula

iNDICAZEONI PER LUSO:

Yago per biopsia def tessuti mo
introduce una cannuis in tessuti melii come mammel l’., pf)-r“on-
.mf().".o- g:\r-}stata,e ¢, per la valutazione diagnostica.
BVVERTENLA: guestoago nen é concepite perforars s pelie. Una
forza eccessiva o resistenza quando agoe & esteso pud risolversi

H Tru-Cut® & un dispositive che

Q. Peragliare il tessuto, far avanzare velocemente
con una vaschetta di prelievo plegata. Un pugnatura dells cannula {Figura ). Se & richiesta un’altra
piegata interferird con i funzionamento deli’ago e prababilmente hiopsia delio stesso tessuto, lasciare ia cannula posizionata
causers il taglio del tessuto. Una ecceassiva forza iatarsle applicata punto d 5,0 prchiscro & saqura le istruzioni per le
contro il manico dell’otturatore delVage pud interferire con il campionat
funzionamento del meccanismo di arresto e pud provocare una
penatrazione nel tessuto p profonda di guante voeluto con i
rischio di dannialtessuto o sli'organo.
INSTRUZIONIPER L'USO:
1. Usande unatecnica sterile, preparare il punto pear is hiopsia.
2. Ri’nuoverp ia conf ione. Rimuavere invelucro protettivo.
3. mzionamenio ed aifinearnento
3 suil'otturatore varie volte. Sele
o s muovo:‘.ofaciimon:e 'unita deve essere scartata. PERCAMPIONEMULTIPLI D) BIOPSIA
URA DI BIGPSIA {ECCETTG BIGPSIA DEL SEND) - Terere il manico della cannula in una posizione fissa.
irare Forturatore per coprire la vaschatta di preliavo. encre - Alzsre leggermente Vasse deil’otturatoere perlibersre il
i pu .trane’- uF‘I|a cannuia einserire 'asse aggioocon erae 1o,
¥ l2 vaschetta di prelievo sia dentro il tassuio B are indi Potturatore per rimuoverlo dalia cannula.
e la hiepsia {Figura 1] - Rimuovere i campione dalla vaschetta dip
Figurai - Perinserira dinuova 'ottuiatore nalia r.anr\.ula, E
dellotturatore con is parte apearta del manico d
con la vaschetta di prelieve difron rscorrere o
in avanti finché asse dallotturatore si aggancia al manico.
- Seaguire una delle procedure di campicnaturs desciitte per
effatruare binopsie ulteriori.
10.R re Fassemblaggio d a cannidla ancora soprs
5. Ritirare la cannuia per esoorre ta vaschatta di prelievo. truratore.
Nota: non m re Votturatare (Figurs 2) 11, Far avanzare l'etturatore per rimucvere il campione deila
Ficiura 2 'D iopsia dalla vaschetta di prelievo.
BVWERTEMNIS
izzare s
- Menusaresels ¢
c esclusivamente monousoe
non funzionala il prodotto o contribuire

Questo dispasitive deve essere ut

far avanzare vel : . ;
=y ve medici spacializzati nella relativa p:o:ﬂdura, ia guale cornprenue

natura dai-P cannula (Flcu

i tessut

a A
fin = Ho etees b o | preparaziona del paziente, ia salvaguardia del campione e
sinpsia dello stes essute, lasciare ) . .

Slepsta qelle ' plego diuna guida a immagine per biopsia percutanea.
at punto di [)Iu[')
campionature
Data di scade
Numere dilotto
Mumero dicataslogo
BYERRLE ] Sterilizzato tramite itaggiamento
ISTRUZIONI PERLABIOPSIADELSENG @ Mo
7. Ritirare 'otturatore par coprire la vaschetta di R oy
H purto certraie detla cannula einserive I'a "\%- Monouso
deli’ago al margine del punto di biopsi rderale tUSA: imita im
cederale | 3 limita 12
asitivo ai st medici o
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Abbildung 4

TRU-CUT S—

Weichtetigewehe-Biopsienadeln

Olbturatargri

}

SO aF"T
Entnahmebere!

einzubringen (Al

Abbiidung 5

ein Gerat, das aine
oten und

Kanille in ‘f»e:c..t |gn—:Wn—:bﬂ wie Brus;
Prostata usw. zur diagnostischen Beurteilung
ACHTUNG: Diese Nadel 5t nicht zur Punktierung der Haut
geasignet. Stérkere Krafreinwirkung oder Widearstand gegen den

i

9. ZumAbtrennen von Gew
bewagen (Abbildung &) F

Shturator, w '“r“nd , ar aus der sthtzenden Aufienkanile IS o "
JEre e . : = o Gewehe arforderlich ist, die Kanilie in der gleichen Position
ausgefahren ist, kann dazu fihran, dass h der Obturator

helassen und dseSchr:ttean‘eine Mehrfachbiogsie durchfihren.
Abbildung 6

am Prob ntnanmebereich verbiegt.
Probeerntnatmeberaich stédrt die Funkiionsti
Stop-Mechkanismus der Nadel und ksenn zu tiefe
als gewilnscht flinren mit der Gefahr der G
Organss ligung.

GEBRAUCHSANWEISUNG:

1. Zur Vorbereltung der Ei:opsiﬂ die Einstichstelie nach iiblichen
i Yvorbereiten,

'\iddz‘ schutz entiern

MEHRFACHBIORSIE
Funktion Gie Kanile in der richtigen Positicen halten
und Ausrichtung dur der Kanile
her den Obturatar dberprifen. Wenn sich die Teile nicht
ieicht bewegen lassen, soilte die Nadel verworfen warden.
ANWENDUNG BEI GEWOHNLICHER BIOPSIE (AUSSER

1] TC )]
BRUSTBIGPSIE) s Umn den Obturator wieder in die Kandle cin

ren Obturator am Schatt leicht anneben, um den
Stopmechanismus zu Sffner.

- Den Obturator zurlickziehen und sus der Kan

nahmehereich er
zufGhren, den

A

4. DerQbturator mull vallig zurGockgeschoben sain, N . L A
e ey O Lo i ot Obturator T mit der offenan Seite der Kaniiie ausrichten
darnit der | robe'*nma.;meaerexcn Uberdecktist. Am . L ~
und den weentnahmebereich e ihren, Den Ohturator

¥anilenansatz halten, und die Nadel so einfithren, dass
der Probeentaahmeberaich sichindem§
vorgesehenen Gewebe befindet {Akbilc

weiter vorschieben, bis der Schaftin den Stop-Mechanismus
einrastet,

« Zur weiteren Gewebeentnahme eines der beschriebenen
Entnahmebeispiele bafolgen
gesamte Nadel haersusziehen, wobel die Kanii
Ob urator geschoben blejbt.
11. Den Ohturator nach vorne schiehen, um die Gewebeprobe
gus dem Probeentnatimebareich zu entfernen,
ACHTUNG:
» Nicht geeignet flir den Einsatz in Knochern.

<
m

Gbearden

5. Dhe Kantile am groBeren
den Gawebeprobebars
Hinweais: Den Obturator nicht bewe

« Micht verwenden, wenn die Verpackung beschédigtist.

ACHTUNG Mur zum EBinmalgebrauch. Eine Wiederverweandung
nn zu dazu fithren, dass das Produkt keinen Getvauchswert hat.
kKann auch zu Kreuzkontaminstion beitragen.

Dieses Geardt sollte nur von Klinikern, die fir dieses Verfahren
einschiiesslich der Vorberesitung des Patienten, der Aufbewahiung
der Praben und der Verwendiung von Bildanieitungen zur
marikutanen Biopsie geschult wurden, verwendet werdearn.

O,
T
VOTwarts beweg b Verfalisdatum: JJi)-MM-T
Biopsie vom gl..\ .5.,di.. }‘ﬁniﬂe 3]
inder gi Schiitte fireine =l Chargennummer
Mehria REF Katalognummer
3 Abbildung 3
Diurch Bestrahlung
@ Nicht verwenden, wann Packung beschadigt ist
@' Einmaigebrauch
o Vorsicht: Nach US-armarikar herrBundesrecht
RONLY darf dieses Gerdt nur von ginem Arzt oder
ANWENDUNG BEI DER BRUST FB!OP‘SFE auf eine drztliche Anordriung hin abgegeben
7. Der Chrurator mul voilig zu b i warden.

Probeentnahmeberaich Ubherdecks
alten, und die Nadel hiszu dem G
1] b A gyl -
die Probe entnommen werden soli -/-\bb Inuno 4% Sterite Verpackung.
5]

Medizinisches Gerdt.
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T R U = Q U Ta Spanish

. . S .y
Aguias para biopsio de tejido blande

—

Mango del Ohturador

&. acanula. Avance
dameante el ebturadertode lo gue pueda de manera Gue

i espacic portamuestras se encuentre dentro del tafico que
se va s someter a biopsia (¥

INDICACIONES OE USO:

La aguja para biopsia de tejide blando Tru-Cut® es un dispositivo

gue intraduce una canula en tefide blando como mamas,

pulmones, nddulos linfaticos. préstata, etc. para su evaluacion

diagnastica.

ADVERTENCIA: Esta aguja no estd disefiada para penatrar {a piel. 9. Para cortar el tejido, avance rapidamente la empuiadura

Una fuerza o resistencia excasiva cuando la aguja es extendida
puede causar que of espacio portamuestras se doble. Un espacio
nortamueastras deblado interferira en eifuncionamients dela aguja
y podra rasgar el tejido. Una excesiva fuerza iateral aplicada sobre 3
la empufadurs del obturador puede interferir con el miecanis:
de freno de este y provocar una §
nrofunda de la deseads con el consi
Srgans o tejido.
INSTRUCCIONES DE WSO:

1. Utilizando una técnica estdril

d

canula U . Sise ne ita otra biopsia de! mismo
an el sitio de biopsia vy siga

e}

, prepare of punto de biopsia.

2. Retire el anvase. Retirela vai

a orotectors.

3. Compruabe
deslizando la can 3
ias partes no se mueven faciimente, la unidad debe ser

PARA LA OBTENCION DE MUESTRAS MULTIPLES
Sujete la empuiadura de la cénula en la posicion fijada.
garamente ¢ mango del obturador para fibrar el

Levanie

desachada. mecanismao da frene.
PROCEDIMIENTD DE BIOPSIA (EXCEPTD PARS BIGPSIA - Tire del obturador para extraertio de la canula
DE MAMA) - Extra 2 ruestra del espacic portamuestras.
4, Retraiga ? CUOFi el espacio portamuestras. . Pars valver r cania, sity

: i . 2l coturador dantro de
S d ula 2 introduzea el conjunto N

iestras este " . : .
b empuiadura de la canula y el espacico portamuestras hacia

arriba. Deslice 2l obturador hacis delante hasta gue el mango
de éste quede blagueado en la empudadura de la canisla.

Siga uno delos dos procedirmi
descritos para abtener bhiops

.

entos derecolecciondamuesiras
55 adicionalses.

10, Retire el conjunto de la aguja con ia cédnula gue permancece
avanzada sobre el shturador.

11, Avance =i obturador para extraar la rues
cortamuestras.

5. Retraigala «dnula para exponer &l espacio poramuastras.
"‘w!uta'?\ B Foner & esl F ADVERTENCIA:
b 3 (Fi S . o .
p— - Mo indicada para ser usada sobre tejido ésec.
= - No utitizar si el paguete esta daflado.

PRECAUCISN: utilizarse solo una vez. Valver ¢
dar por resultado un producto no funcional o contribuir con fa
contaminacidn cruzada.

Solo daben usar este dispositiva los médicos que han recibida
la capacitacion asdecuada en este procedimiento, inciuida fa
preparacian del paciente, la conservacion de las muestras y el uso
de una guia de imég : biopsia percutdnea.

Fechs de vencimiante: DD-MM-AAAA

Namere de lote

Nurmere de catiiogo

Esterili

ado por radiaci

INSTRUCCIONES BEUSG EN BIOPSIAS BE MARMA
Hatraigas ol obturador de forma que cubra 2l espacio
portamusestras. Sujete la empufadura de la canula e insarte
el ensamblaje de la aguja hasta el borde del punto de biopsi
(Figura 4).

i¢nfederaldelos Estados
wa deeste dispositive
e

Pracaucion: La
Unidos solc autor
& Ere de un médi
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Portaguese

ido Mole

Cabo do ebturador

.

Cabodacénula

INEHCACOES DE UTILIZAGAO:

A Agutha para Biopsia de Tecido Mole Tru-Cut® ¢ um dispositivo
que introduz uma cidnula nos tecidos meles, par exempls, mams,
pulmdes, génglios 25 e préstata, e, para avaliagdo de
ciagnastico.
AVISO: Eﬁta

rasistd

3 & pungdo da pela, A forga ou
ulha ertenc s sode resultar
amara de armostra tercida
vocard passiveimente
»‘xc«‘-inﬂ ~pi.:dd3 cor itra o cabo do
o
netr d(_,ao soduldr mais
do, com patencial da-.o dotecido cu orgdo.

LIZACAG:

Ob\urador da ogueha
de paragem e pod
protunda que o dese;
INSTRUGGES DE UT
1. Utilizando ica estéri, preparar o local de bidpsia, Segurar
o cabo dacinula e inseriro conjunto da agutha de modao
a que a carmara de smostra estejs dentro do tecido a ser
submetido s bidpsia
2. Retirar 1<\mﬁahq ern, Retirar o revestimento de protecgéo.

lizanda a canula
5. A unidade deverd se
inada, se 55 partes nas se moveram facilmentea.
PROCEDIMENTO DE BIGPSIA (EXCEPTO BIOPSIA DA MARMAS
4. Recother e obturador para tapar a cdmara de amaostra.
Segurar o cabo da cdnula e inserir o conjunto da agulha de
modo s qued camara de amostra esteja dentre do tecido a
sersubmetido a bidpsic {Fi

W

5. Recuar cadmara de amostra. Mota: Ko

maovaero o

Figura 2

6. cido, avancar réanidamente o cabo da cénula

l"bld do raesmo tec ldo

ra cortar o te
iFigura 3). Se {dr necessaria outra &
deixar a canula posicionada ne local de bidpsis e seguir as

istrugdes para bidosias maltiplas.

Figura 3

INSTRUCDES PARA A BIOPSIA DA MAMA

7. Recolherc obturador para tapara cimara de amostra.
Segurar ¢ cahoa da cdnula & inserir o conjunto da agult
corte do loca! de bidpsia (Figura 4],

Fﬂ

o

ATENCAQ :
poderd resultar num produto ndo funcional & contribuir para a
contamin

Apenas méadicos com formacioe adeq

Saqurar ante
o ohturador, o maxima passivel, deforma a colocar s cAmara
de amastra dentro do tecido a sersubmatido a biépsia

ura 5.

idamente o cabo da canula

deixar a canula posicicnada no local de bidpsia e seguiras
instrugdes para bidpsias miltiplas.

Figiira &

PARA AMOSTRAS MULTIPLAS DE RIOPSIA

s Segurar o cabo ds canula nums posicdo fixa.
- Levantarligeirarnaente o cabo do obturador para desobstruiro
mecanismo de paragem.

Puxar o obturador pars o ret
Retirar a amostra da camara de am
Fara re-inserir o chturador ne interior da calinhar o
cabo do sbturador corm o lado aberto do cabo da canulaca
camara de amostra caincidentes. Deslizar o cbhturador para
diante até gue o cabo do ohturador gueie no interior do
ca
Se

1ho da canula.
eguir um dos orocedimeantos de amostragem descritos para
izar biapsias adicionais.

=

&
10 Retirar o conjunto da agulha, com a cdnula ainda selore o

ebturador.

11, Avangar o obdurador pararetivar a amostra de bisd

camara de ameaestra.

AVISO:

~ Nao deve serusada em asso.

« Nio utiiizarse a embalagem estiver danificada.

. A reutilizacao

ca utilizagdo

apeands pard uma

cio ciuzada.

3 o

a pars este r)roc°d|-n°nto,
o preparacac do c!cuznt»:, preserva de amostras ¢
.
s

(]
aia para bi OpSlq pnrcu"ﬂncﬂ.,

Prazo de validade: AAAA-MM-DID

Nimero de tote

Numere de catdlogo

Esterilizado através de iiradiacao

N&o utilizar caso 2 embalagem esteja danificada

Litilizagdo Gnica

Atencdo: A lei faderal (EUA) restringe a venda
BONLY deste dispositive por ou segundo a prescricio
ce um cli

Embalagem este

ositive Médico.
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T R U = Q U Ta Partuguese-Brazil

Aguthas para

o
-
A~
il
]
o
T

-

I

;

$]
a
A
o
[
-
Q
i
&

3 Amostra

Gaveta

INDICACOES DE USO:
A agulha para bidpsia para tecidos moles Tru-Cut® € um dispositivo
que introduz uma cianuia no tecido moe como mama, pulmao,
nfonddules @ prdstata, eto, para avaliagds de diagnosti
AVISO £sts agutha nac & projetada para pungdo da pele Forca
u ancia excessivas guando a aguiha estiver estendida pode
da amostra. Uma gaveta ds amostra to-ta ira
e possivelmente causar ruptura do
antra o cabo do obturador da agutha
podea interferir na funcdo do mecanismo de parada e pode resular
em uma penatracio do tecide mais profunda do gue o desejado, com
otencial de causar dano ao tacido ou ao orgdo.
INSTRUGDES DE USD:
1. Usando uma téanica

estéril, prepare o tocal da bidy

2. Remova g ernbalagem. Hemova @ estojo arotetor.
3. Teste quanta ao funcionamento e slinharmeanto adequados

m

de rnico 2 canula sobre o obturador varias vezes. S2 as pecas
nao se maverem facilmente, 2 unidade deve serdescartada
PROCERIMENTO DA BIGPSIA (EXCETO BIOPSIA DB MAMA}
4. Retraia o obturador para cobrir 2 gaveta da amaostra. 5
da aeinshia o conjunto da agutha de fo quea
amostra fique dentre do tedido a ser bicopsiado (figura 1).

Figura 1

5. Retraia z
mova ¢ obturadar {F

ota: Mao

6. Para cortar o tecido, avance rapidamente o cabo da canula
figura 2). Se uma cutra bidosia do mesmo tecidas
necessania, deixe a cdnula posicionads no local slve da bidpsia
e siga as instrugdes para multiplas amaostras para bidp

Figura 3

INSTRUCOES PARA BIOPSIA DE MAMA
7. Retraia o obturador para cobrir a gaveta ds amostra. Segure
wila 2 insira o conjunto da aguiba até a borda do

[v8

s cabo da
local da bispsia (Fgurs 4).

ATEMNCAQD: Somente para uso Gnico. O reusc

Somente madicos &

B Segure firrnemente o cabo da canula, Avance rapidarnente
o albturador o méxime possivel pars posicionar a2 gavets da
amostia no tedido & ser blopsiado igura 5).

Figura 5

cabo dacanula
o tecide for

ria, deixe a canulia posiciona{‘a no lecal alvo da bid
nstrugdes para mualtiplas amostras pdr'a bidpsia.

'
U
Yl
‘
o
&)
@
!
Yl
-
o
S
ra
<N
[y
o
i\l
'\l
3
[4]
B
s
R
Do

figura
naces

e siga ¢

PARA MULTIPLAS AMOSTRAS PARA BIOPSIA

s Segure o cabo da ddnula em uma posicdo fi

ara libevar

s

Levante o eixa do obturader ligeiraments
o macanismo de parada.

Puxe de valta o shturador pars remové-lo ds canula.

- Reti
ara reinserir 0 obiurador na canuia, alinhe o aixo do obturad
om alado aberto do cabo da © aeagaveta da a-nosfla

rado para © Deslize o obturador para frente até gue o ¢l
o o”wturaur)r trave dentro 30 cabo.

.

re @ amostra da gaveta da amostra.

.
.‘ﬁ'ﬁ

ﬁ_<

- Siga um dos procedimeantos de amostragerm descritos para

bidpsias adirionais.

10. Retire ¢ conjunte da agulha com a cdnuiz ainda avancada
sabre o abturador.

11. Avance o ohturador o
gavets ds amostra.

318 retirar & amostra para bid

LA H

+ Nio se desting a usa Nos 0ssos.
» Nio use se a embalagem estiver danificada
pode levar a um

ribuir para contaminsgéo cruzada.

produto nae fundional ou cor

aguadamenta treinados neste p")re‘ i
(_Iumdo prcp:z.dr_dn dc pac.em(_ Uresﬁ'\'\:lo de mno>t

Niimero do lote

Niimero de catdlogo

izado porirradiagso

ar danificada

@ Nao use se a embalagem es

@ LUso Unico

Atengao: Leis federais dos EUA detarminarn que
drsmosmv) O pode servendide por médicos
sob prescricdo mé
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TRU-CUT puten

Biopsiencalden voor zacht weefsel

Obturatorhandvat

GEBRUIKSINDICATIE:

De Tru-Cut®-biopsienaald voor zacht weefsel is een instrurment
ingebracht in zacht weefsel zoals horst,
©h prostaat, enzovoeort, voor diagnostische

dat via ean canuie w
tongen, iymfeknope
evalustia.

Waarschuwing: Deze naald is niet bedeoeld om de huid te
daorprikken. Ye veel kracht of wearstand als de Id uitgetrokken
wordt, kan leiden ot cen gebogen specimeaninkeping. Een
Gehnq n specimeninkeping hindert de werking van de naaid en
kan leiden tot scheuren in het weefsel. Te vee! [aterale krach r:-p he
ob\urarorha ndvatvan de naald sitoefenen kan de werking
stopmechanisme hinderen en kan leidentot cen diepare i
in het weetfsel dan gewenst is. Daardoor ken het weefsel of het
crgaarn wordern beschadigd
GEBRUIKSINSTRUCTIES:

1. Maak de bicpsieloca

techniak.

Varw erde beschermbisis.

o

N

Verp?.kk irg. Verw
juistewerking en plaatsing door de canule
en dc obkurator te schiuiven

T an, moat de eenheid

L

lien

de ondarde
worden we

4. Trek fi° obiurstor terug "’Dﬂot deze de spe enlﬂkp:: ]
bedekt. Houd het carnulehandvat vast en treng de naald

in het weetsel bevindt

tgevoerd (Afoeelding 1),

x x

LYY

in zadat de specimeninkaping zic
waarop een

al worden

Ui

)-‘fs»‘l"‘ jden, schuift u hetcanulehandvar
snel ooru't Afseelding X dien een bweede bionsie
'.dﬂ weafsel versistis, laat dan de canule op
s, gericht naar de bedoeid psieplaats,
het afrremen van meerdere

INSTRUCTIES VOOR BORSTBIOPSIE
7. Trek de obiurater terug zodat deze de specimeninkepin
bedekt Houd b nulehandvat vast en breng de nasldin

tot de rand van de biopsieplaats (Afoeelding 4.

LEY OP' Uitsluiten

&. Houd hetcanulehandvat stevig vast. 5chuif de -)b'u.du‘--
zo ver als toegelaten viug vooruit om de
in hetweefsel te plaatsen wadrop een biopsie zal worden
uitgeveerd (Afbeelding 5).

@

Om thweefml e shij T u het canwiehandvat
snelvoaruit (afbeeiding 6~ -ndlnn azn tweede b'o..,s.F- van
hetzelfde ncpfsel vers s, laat dan de canule op haar plaats,
gericht nasr de bedoelde biopsiapiasts, en volg de instructies
woor het afnemen van meardera blopsiespacimens.
Afbeelding 6

st i

VOOR MEERDERE BIOPSIESPECIMENS

» Houd het canulehandvat in een gefizxeerde positie

- Houd o'e obturatorschacht lichtjes omheog
stopmechanisme vrijkomt.

« Trekde obturstorterugomderevan decan

= Verwijder het specimen uit de specimeninkaping.

- Om de abturator opnieuw in de canule te brengen,
u de obturatorschacht op één lijn ot de op-‘n z'
het canuiehandvst en met de specimenis
amhoog gericht, 5chuif de obturator naar voren

bturatarschacht in het handvat vastklikt.

- Volg édén van de baschiraven proeceduras voor ket nemen van
extra hiopsiespecime

0. Trek de naatd terug terwd
chturator geschoven is.

11, Schuifde obturatar vooruit o

spacimeninkaping te verwijc 3‘ 2rern.

Waarschuwing:

» Niet geschilkt voor geloruikt op koot
« Niet gebruiken indien de verpakking beschadigd is.

el E gebruik. Hergebruik kan
riden dat het product niet werkt en kan bijdragen aan

LOT | Partijnummer

Catralogusnummer

Geaster

Niet gebiuiken als de verpakking beschadigd is

Yooreenmalig

G gehliruik

et op: Onder de federale wetgeving van de
Verenigde Staten mag dit instrument alleen
warden verkocht op voorschrift van cen arts.
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TRU-CUT Swedish

Biopsindlar 161 mijukdels

7

Provtagningsskar

€]

handtaget stadigt. Férsnabbtin olbturator s&
Ats for att ngsskdran ska befinnasigi
\.w.".adun didr bicpsin f3ras (Bid 5.

Tria-Cut® bicos
mjukvivnad s8¢
diagnostisk utvidrdering.

VARN'NG: . . 9. Faér provtagning, f&rsnabbt in kanyiha
Denna n&l 8r g "’formac{ far ;ztt punktera huden. Gverdris -“|'1 yiterligare en biopsi pd samma vivnad erfordrg ,
krafr el igr rnr?tgsrand"fwar na ra att kanylen sa attden &r piscerad vid omrddet or biopsin och
provtagningsskiran jd proviagningsskara hindrar instruktionerna far multipla biogsier,
nilens funktion och kan leda till att vivnaden skadas. Overdriven
kraft anoringad mot sidan av ndlens obturatorhandtag kdf" skada
stoppmekanismens funktion, vi fjupare
vivnadsoanetration dn vad som &nskas, med en ;:-\)tenf-e:l risk far
vivnads- elier organskada.
BRUKSANVISNING:

1o Anvind steril tel ‘.»;,ﬁij'*re“‘ sraradet {&

amna

gsna féarg af»(nh.ge Sk gsna J'\y c"sh"ha
| kamylen dver oot
om att de fungerar

FORMULTIPLA BIGPSIER
« Hallkanythandraget i et fast ldge.

s Gm delarna inte 161 sig s Lyft obturatorns skaft ndgot sd att stoppmekanismen frigbrs.
B 3 e
BIOP SiPROCEDUR TEXKLUSIVE ERQS’:TS!O Si” ) - Dra tillibaka chturator fér att avidgse
4. Fortilibaka obturatorn for att skydda proviaoningssikaran. s . .
\ - Avidgsna preparatet frén provtagringss
iti kanythsndtaget och f8r in ndlen och kanylen i =
Z att provtagningsskaran befinnersig i - Forattfora obturatorn in i kanylen ig
vivnaden dér biop%m skail utféras (Bild 3. abturatorhandiaget si a mied kanylhandtagets
pra dnce och proviagningsskarsn §r vand uppst. Skjut
obturatorn in&t tilis cinturatorhandiaget dses fastvid
kanvihandtaget
- Féryttertigare biopsier filier du en av proviagningsprocedurena
ovan.
10. Dra tillbaka nalen dver obturatorn, maedan kanylen
fortfarande befinner sig i viskjutet ldge.
R 11, Skiutin obturatorm s att hiopsipreparatet fran preparatfaran
5. Fdr !
y avidgenas.
Glturs E

VARNING:
- Ej avsedda for anvéndning i

« Farejanviandas om forpack

an blir Db.’u:«nar allier bidra tiil korskenta

plig uthild i detta f&rfarande,

3 e farberedelse av patienten, iagrmg dv orov sam

nylhandtaget (Bild 33, Om anvandning av hildvigledning for perkutan biopsi, bér anvinda
denna anerdning.

Vinering.

)
.3
o
hil
-
)

6. Férproviagning, for snabbt
yiterligare en biopsi pd samma vivnad erfordras, idmnar du
kanylen s& att den dr placerad vid amréddet fér biopsinoch
f&lf instruk rmultipla biopsier,

2ilg 3
& Anvind senast: YYYY-MM-AA

Partinummaey

REF Katslognummer
Steriliserad med bestrdining
B - ne "
'NS!?“JK“GN BRO&??!O! 3!_ . . . @ Anvind inte om paketet rskadat
7. Foartilibaka Dbfu'mo..-Tdrat‘:s:{ycaa pravtagningsskéran.
Hall i kanyvihandtaget ach for in ndlen och kanyien @) Engangsanvindning
tilisarrimans fill kanten f8r biopsiorradet (Bild 4}, == "
Forsik : Enligt fedear

tilag {154 far denna
BONLY snordning endast s av eller p& order av

|3rare.

Medicinsk ancrdning.

Steril forpackning.
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Danish

TRU-CUT

Bladdelshiopsindle

INDIKATIONER:

Tru-Cut®bloddelsbiopsindlen er eranordning, der indferer en kanyle
i bladdele sasom bryst, lymfekirtel, lunge, prostata asv. med henblik
pd proveudtagring.

ADVBREEL: Denne nal er ikke desig

G hudpunktur. For star
i etler modstand, ndr kanylen er trukket ud, kan resuitere
aining &t bioopsiferdybninge ‘i bajet biopsifordybning
vil koemoromiticere kanylens funktion og muligvis forarsage
vaevsskade. For stor sidekraft mod Ranylens abturatorhandtag kan
kompmmittere stepmekanismens funktion o kan resultere | dybere
vavspenatration end ensket med risiko for vaevs- eller organskade.
BRUGSANVISNING:

1. Klargor biopsistedet ved hixlp af en steril teks
m beskytrelsesrgret.
Test for korrekt funktion g justaring ved at fare
over ohturstoren flere gange. Hvis delene ikke b
skal anordningen kasseres.

BIQPSHNDGRER (UNDY, BRYSTRIOPS)

4. Treek obturatoren ud, s& biopsifordybaingen daskkes.
indsat kanylen ved hjmln af kanylehdndtaget sdledes, at
binpsiferdybningen

N

arn emballage

w

kanylen hen
vaager sig frit,

sa biepsifordybningen blotleegges.
at bevege obturat

6. Vazvet afskeares ved at fere kanylehdndt
{Figur 3}, Hvis det er nadvendigt a
af detsarnme al mane
position og faige v

VESLEDMNING | BRYSTRIORS]
7. Traek cbruratoran ud, s& oiopsifordvbningen dackle:
indsaet kanvlen til kanten af biopsistedet ved hjzlp
kanylehindtaget {Figur 4).

=
&

o

Hold kanyiehandraget pé plads. Fer obturatoren
hurtigt fremad sa langt som muligt for at positioners
bBiopsifordybningen | blog

sivasvet (Figur

Vaever afskeeres ved ot fere kanylehdndtaget hurtigt frernad
Figur 8). Hvis det er nedvendigt st udtage en yderligere biopsi
af det sarmme vaoy, skal man efariade kanyian i dan samme
rosition og teige vejledningen i udtagning af flere biopsier.

Figur &

UDTAGRING AF FLERE BIOPSIER
Hold kanyleh&ndtageat | fiksarat positicn.

Y N

.

Loft obturatorskaftet forsigtigt opad for at frigore
stopmekanismenn.

Trank obturatoran

bage for at fjerne den fra kanyien.
ordybni

Fjern proven fra biops

“

indsattes |

fret efter den dbne s

Obturatoren
abturatoer
med biog
obturatorskafiet [3ses fast i handtaget

N

Faig en af ovennaavnie preveudragningsprocedurer for at
udtage yderligere biopziern

10. Traek naien ud med kanvien stadig fremfert over alaturatoran.
11. For ebturatoren frernad for at Gerne biopsien fra
piopsifordybninge

ADVARSEL:
» lkke bere

Fartinummer

Katatogriumrner

Steriliseret med beastrd

ME IKKE anvendes, hvis embaliagen er beskadiget

Engangsbrug

Forsigtig ge amerikansk {USA} lovgivining mé
ONLY denne anordning kun saeiges eller ardineres af
g g

24
en lage.

Medicinsk udstyr.

Steril pakke.
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Greek

TR U«QUT“

iHag MoAakol [oTot

BeAdvEG Bio

l‘\uB" Kadiuareg

EMABIZEIX KPHIHE:

H Behdva Bowiag Molakod fovad Tru-Cut® civor pio Sidtadn rmou
EI0AVEL LIS KAVOUMA OF oot TN QL HASTTAL, Ot FIVENGOVEC,
DLALHPABEVEIC, G ITEO0TATRS KAT, Via SIayvwo Tk adloddynan.
NPGEOXH:

Avt np RAdva dov fxat axehaotsi via didtpnon tou &fppartoc.
Yrepfohkn SGvapn g G\'Tir)'“rﬁrm SGTav n B;AGVU
DIOREL v MPOKIAETEL vQUPN T

propsl va eTnpeacE: THY A GU")\Inﬁ The BeErdvag kal iswme va
cxicel tov 1ITd. H unepiohxry mAzupikd SOvoun nov seapudlztot

ot Aadi Tou KORAOGHATSE TG BEAGVGS LITOPE VA ENNSEQAEL TN
AsrToupyio Tou pnxavioucl S5t ARG KOt Jro pel va 0dnyRoEel oE

Babuorepn elgodo oTov IGTE and OTi sivar emSuuntd ue TiBavn
SAAEN vwv 1O 1] Twy opydvew
CAHMIEE XPHEHE:

1. MEoSTOUAGoTE TO GNEElT BHoibiag ¥ pneid onoudvTos AsnTTh
TEXVIKEA.
AQoipEoTE
TeEPIBAnPa.

3. AokiudoTz TN owoTh AZlTeugyia Kot Ty suBuypdaunon
COPOVTAG THY KO >
Qopic. AvTa;
XOTSIUGADIETE T O VTKEUN.

SIABIKALIA BIOWAL (EKTOX SIOWIAL MAXTOY)

4. Tpopnfrs CSAUHLA Y0 VG KAADPITE Ty £YKOR T Tou
Seivpo o Koatiotes o Aol mhg kGvonhog Kul TOTToSETHOTE TG
clvohe tne PEAOVAC LECO £TOL WGTE N EYKONT Tou Seiypavocvo
Bpioxero yéoa otoviaTa rou o wrmoeTsl Blodia (Ekova 1)

Eikdva 1

acia. AQaip&oTe TO TPOOTATEUTING

N

TN OVaVKED

A, TpaPnfvs thv kAVoUAd £T01 G TE VA U@L
SeiypaTod. EnREiean: Mny HETOKIVEITE TO KQALGHA

FTEL T} €Y KomT TauU
(Ercova 2).

Eixdva 2

6. TIQ VA KEPITS TOV 1074, Faaw8i{iaTe yoRyopa Ty Aadhn v
KéGvauhag {Ekdva 3. Av ararreitai Kat GARR ',Sluii)iq Tou iGiou
1OTOY, AORGTE Tn,v KCAVOUAG TGTOSETrHEVN) OTC OUVKEKSILEVD
GRLEin BIogice kat aKeAGUSEIoTS TG o B nyisg via TR AMwn
meAAon ALY Setypdrwy via Progia.

Eixdwa 3

SAHMIEY MA BIOWIA MALTOY
7. TpoPnfre vo KaAuLua via vo KaAw 4)&. 53
SeiypoToa Koamiate T Aall tng «é
CGOvoAs T SeAdvac oy dkpn Tou O

IV EVROTN TCH
DUAGS KQL TOMOHETHOTE Ta
ov Bisgiog (Bxava 4).

W

Ewdva 4

&

i

9. Nava KOWPETE Tov 1
KOVOURQr (EOV &), AV COTaiTe <Ot Aioia
kovouias (Elkdvo 6] Av anatteitar Kot dxin Buowia tou
WGTOU, GEROTE TNV KAVGUAI TONOGETNHEVN 0T0 TUVKEKPINEVO
onueio fiogiog kai arohouBeiote vio T Ao
FoAAQITAGY Seividtwy vio fhiopia

3

K
ey \\\
St [/ ! 1
S0 i 4
{ !
g
A,

TANQAAANAA AEITMATA BIQWIAT
- Kparnore Thv AaBn Tne kbvouhag og otabepn 84on.
s Enr@woGTE eAQPPS 1oy dfovad Tou KoADPHHATeg yid va
oy N KAVIONS SlGkaThg.

kafapioet

TeofRite T0 KARUPPA THOW vIa Vo 70 apIPEDSETE AN TRy

KAvouAa,

AriopakpOvete 7o Seiypa and Ty eyron Seiypdtowv

fla va snavaronod cTF]')CTS To KGAVHPO HEGQ GTNV KGvovAQ,

EUBUYDOUUICTE TV GLoVa TOU KARDUNATOC UE Triv QvoLyTh
TAE PG TG AGRNE TAC KAVOUAGE KQL JHE TNV EYKOTT dalypaTay

va dgixvel Tpog Ta #Rdva. TOPaTE T KARUpUG Pnpaeotd uéxpei

o Gfovag Tou va Goalios atn Aafs

16 TG aS1RAGiag o TE

fiobisc.

10, Apoip€aTs To otvoko TN fehdvag e TR KAVOUhG Qi

AV OTO KARDUMA.
11, TpalnSTe prpootd 70 kARUEIA Vis v QpGipEanET.

o

ML

T

v pPaEOVTOL Y1l

£7To dalypa
Qrid THY YK,
APOELOXH:

s NG Ny XpRORCHoEiTal O OoTa.

s MV TO XPNOKGIIGLEITE, OV N OUCKELGCI £xeL wlapEei.
APOIGXH: Mavo yia pia ypran. Av emavaypnsipoeneindei,
svBéxetal va npoxkinSei PAGER o FrpoidvTos 1 Siao TaupoGHEYn
EMPOAUV G,

Aurd 1 CUOKELT TBENE VA XON T
AT POGC ToU £Xobv ASREL kaTdrAnhn exmaidEy v
Siadikacin, nonoia nepmAapfava Tny npoeToacia ToL agdEvo e,
Th SioThenan Tou SElvHaToo Kl TR XpAcen oTSikKaviagTikngg
:x-j:icon.\"r]-jnr, KOTCI 7 diodepitkn fiopia,

Xonaon g HR-MM-EEEE

ApiBuag mapTidag

Ap i8OS KoTahdyOU

ARGOT:

pupEve pe aktweloria

MV XpnollemaLeiTs 7o meniov £av
zival KRUTEDTOOUUEYY

T} CLhGKE QTGN

Miog xproewc

Maocoxy H oyconovdwaxg vopofesio Twy LA
EFTPENELTAY TWANC N TG DUYKEKRIMEVIG CUTKEUS
JAGVC QTS 10T PG 1 RATOT !

RONLY

aTpe

Y GUOKELT

ETeion GUOKELQTIa.
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E R U C U E e Turkizsh 8. Kanil kolunu stkica tutun, Numune centidint bivopst alinacalk
e . ' .

i . dokiva yerlestirmek igin obtiratdriy mimyiin oldudunaa
~ R . N
Yumiugok Doku Biyopsi ignelerd urads hizlics llerle

Ohtliratdr Kol

3. Doluyu kesmekigin kanil volunu hizlica ilerletin (52!
aoleudan baska bir bivopsi alinr e
biyopsi bdigesinde tutun ve birden fazla bivopsi

KULLANIN ENDIKASYONLARI: digkin walimatiar, izleyin

ru-Cut® Yumusak Doku Sivep tanisal deferle d|rme
amaay:a Bir v meme, akciger, Inn. cluq raleri ve prostat gibi
cine sokulmas: bir cihazdirn

5. Ay

Hedef

nissed i : ] : ne e nin biklhmesine
neden ola { l(‘nc -ﬁ-pvmi er-.gcl er
ve dokunurn v asin
yana! kuvvet uyguisznmasi, curcluima .neicamzmasmm cahismasini
angelieyebilir ve dokunun isteniienden daha derin bir sekilde delinmaesine
ve neticesinde dolkunun veya arganin hasar ghrmesine neden alabilin,
KULLANMA TALIBMATLARL:
1. Sterif teknik '\ui:on?nak myf}p i bélgesin hazirlayin.

BIRDEN FAZLA BivOoPrsi NUMUNEST ICIM
Kandt kolunu sabit hiv pozisyonds tutun.

Durdurma mekanizmasing agmalk igin obriratdr milini vavasga
kaldinn.

. > Obtilratdrii geri cekerek kantiiden gikann.
EX - Ornedi numune gentidindaen cikann.
cahstiindan ve | a«ldnd.gnman ¢ --i—“— olun. Pargalar kolayca < Obthratdrl ka ‘.lie tekrar takinak icin kanill kolunun acik tarafi
hareket etmezs = atlmaldie ve numune gen ukan bakarken obtiraté
BIVOPSI PROSEBURU IMEME BIYOPSISIHARIQ) Obstiiratsr mili k ilitleniene kadar obtiiratd
% o kspatacak sekiide ge_k_':”" wan I_ + Baska bivopsialmakicin agiklanan numure alma p.osedur'eli when
.-<I\>In_mu tutun ve igne mekanizmasini numune centigi biyopsi birini izleyin.
ahimacak dokunuy nde alacak sekilde 5okun {Sekil i) . - et . I . .
10. Kenilll obtiratdrin Gzerinden ilerletiimis halde tutarskidne
mekarnizmasing cekin
yoosi drnedini n inden ¢itkarmaik igin ohtliratar
flerd
UYARL:
« Hemikte kulanmma vonelll degiigin
{sse kutlanmayin.
5. G numune ce DIKKAT: Yal

nnlvktr. Tekrar kullamibmas Grandn
i

Mot Obts calismamasina veya ¢apraz kontaminasyona neden olabilin

Bu uran valnizea hastanmin hazrlanmas, nurmunenin kerunmast ve
cerktan bivopside ntilleme rehbenidinden yararlanma dahil
ol riak Gizere bu p‘oscdu konusunda dogru edivimi almig kdinisyenler

6. Dokuyu g Son Kutlanma Tarhi: YYYY-A 4
dokuda $ bivopst ainmass quﬂklyof%P kanit hedef P
biyopsi bolge-,.r;d@tuw re birden fazia biyopsi 6rnedi aimaya 107 Lot Numaras
iligkin talimatlan
Sakil 3 i RES Katalog Numarasi

irradyasyon kuliamilarak sterilize edilr

Ambalaj Hasar Garmilsse Kullanmayin

©®

Tek Kullamimliktie

MEME 3IVOPSISINE ILISKIN TALIMATLAR B.ONLY
7. Qbtlratérdn kapatacak sekilde ¢ekin. Kanil

kalu izrnaszini bivopsi béigesinin
kenarina sokun {Sekil 45, Tinii Cihaz.

3, Sali 4

Sterii Ambalaj.
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TRU-CUT Foiish

igly do bicpsi thanek migkkich

Weiecie do probek

WSKAZANIA DO STOSOWANIAL

a do -'riop.:,] tkanek mig h Tru-Cus® to wiyrdh, ktdry umozlivia
WRrow enie kaniuli do thanek miegkkich, takich jak piersi,
pluca, v«tﬁiy chionne, prestata itp. w celu przeprowadzenia oceny
diagnostycznej.

..

OSTRZEZENIE: Ta igia nie jest przeznaczona do nakiuwania skéry,
Nadmierna sita lub opdr, kiem"' i i a moze powodowad
e wolecia do a'ob do "rc’:hﬂk bredzie
¢ funkcjonowanie i ie thanki.
stesowanienadmiernajs ty moze
facad funkejonawanie meachanizimu = _t"x)"‘cf‘l a i powadowad
=hszg penetracie tkankl niz jost to poigdane z mozliwoscia
kodzenia tkanek lub organow.

INSTRUKCIA UZYTHOWANIA:

Pf‘-‘yqo'ro"uaf' f'-‘ej="e wiykenania bionsji, stosujge stand

technike.

2na ub‘.’ rator |
:zgsc. nie przcs.Jwa;d 3 i Wz Ui igte.
PROCEDURA BIOPSS {Z WYJATHIEM BIOPS3 PIERSDH
4, Wycofas obturatorn, aby pakiys weigcie do prébek. Preyirzviniad
rekejeds kaniuli i wioiyd zespdl ighy, aby wriede do probek
znalazio sie wtka poddawane} bioosii (Rysunek 1),

Rysunek 1

5. Wycofad istani¢ weiecie do probek.
turatorem (Rysuniek 25,
Rysunek 2
6. nac rexojesd kaniut
W e jest wykonanie jeszeze

ozostawic kaniule

w docelowym rmigjscu biop: owad wadtug instrukeji
dotyczacych pobierania kil probek w ramach kiopsji
Rysunek 3

INSTRUKCIE PREEFPROWADZENIA BIOPSH PIERSH
7. "Vy-:(.f:u chrurator, aby zakeyd whacie do probek. Preytrzyrnad
Giesd kaniuli | tmisscid zespdt igly nrzy krawedszi mieisca

pﬁ. (Rysunek 4},

,} -

Rysiinek 4

9

B, Moono przytrzymad rekojedd

L ie jak najdale), aby ustawic weiecie do probek
ostad pobrans probka (Rysunek 50

" Bysunek 5

J.

9. Sby przeciad tkankg, szybkae przesunad rekajeds kaniwi
woprzad {(Rysunek 6). 'wyma e jest wvkonanie |
jedinej biopsji tege samego rodzaju i¢ kani
w docelowym migiscu bicpsji | postepowad weadiug
dotyczacych pobierania kilku probek w ramach bio

Rysinek &

POBIERAMIE KILKU PROBER W RAMACH BIOPSH
Przytrzymad rekojesd kaniuli w state] pozycji.

s

< Lekko uniesd trzonek obturatorg, aby oczyscid machanizm
zatrzymania.

anad obturator, alby wyigd 9o z kan

Wyjac prabke z weiecia do probek.

Aby ponownie wiozyd cbturator do kaniuli, wyrdwinad trzonek
zotwaityg strong rekojesal kaniuli, tak aby weiedie do prébek byio
derowane w gdre. Wsunad obturator w przdd, dopaki trzenek
obturatera nite zablokuje sie w rekojedc

RN

wami w ceiu pobrania

Pastepowad zgadnie 7 apisanymi proce
dodatkowych prébek.

10. Wycafac respétighy, tak ahy kaniula byta nadal przesunieta
na obiuratorze.

Przesunad obturator w przad, sby wyjad pobrana probke
ia do probelk.

O3TRZEZENIE:

= Wyrsh nie | aczony do uzycia wawngtrz koscl.

- Nie uzywad w przypadhkii uszkodzenia opakowania

PRZESTROGA: Wytgeznie do jednorazowego uzythu. Ponowne
uzvcie moze spowoedowsd nieprawidtowe dzistanie produktu fub
zanietzyszezenie kizyzowe.
WyirSh moega uiytkow J?c'\'»fyh;:ﬁ'ele'\ar;'e, ktSrayzostsliodpoy iiedni{)
przeszkolerniwzakrasietegoza wiytnwzakresie przygosowan
nta, zachowanis prébkki i stosewania cbhrazowsnia do
wykonania biops)i przezskdrnej.

Uizvwe przed: RERR-MM-DD

Numer partii

[
5
[:81]
Niimer katalogowy

Sterylizowany przez naswistlanie

@ Nie uzywad w przypadiu uszkodzenia opakowania
@ Whyrah jedrorazowego uvzytku

Przestroga: Zgodnie z prawern federalnym
Stanaw Fjednoczonych niniejszy wyrdbh moze
bye sprzedawany wytacznie grzez lekarza lub na
ziacenie iekarza

RyONLY

Urzadzenie medyczne.
Opakowsnie jatowe.
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uzavér dopiea

R U Q U & Czech 2 Pevnddrite madlo kanyly
E o ) E
ak)n to rr-r)znc-, ]

Bioptickd jehly pro mékke thané

ol bk

madia ka iopfadu
biopsie st . nechte

(obrizek &). Pol

j
k?—\y.u umisténol na cilovém misté biopsie a postupujie die
andsobné biopticiké vzorky.

nebo odpor v do
ohnuti drézky o

bodni sila pl
Fadne fu wc: dor‘znueho mc.c.“.anmm.z a i

U VICENASOERNYCH BIOPTICKVCH VZORKY
s Drite madio kanyly v eridendé poloze.

- Lehce zvednéte dilk uzdvéry, a uvolndte tak derazovy

nebo o

'\!AVOD K BOUZITE mechanisrus.
1. Steriinim pastupem pHpravie misto hiopsie. « Wytazenim uzdvéru dozadu jef vyndejte z kany
2. Sejmate obal. Sejméte oohrannou s Sgjmeéte vzorek z drazlky odbéru vzorku,
3. Vyzkoulajte sprdvnou funk covani nekolikerym - Pro opétovné zasunuti uzavéru do kanyly

zAvér Fokud se dily nepohyoy)

posunutim kanyly pes fernoi stranou la kanyly, dra
nuEno nastro vyhodic nifi nahoru. Posunte wzdvér doplfedu, doke
POSTUR BIOPSIE (KROME BIOPSIE PRSOU) nezajisti v madie.

4, Zatahnete uzdvér za udelem zak razky odbém vzorku, Drite
madio kanyly a zasuite sestavu jehly tak, aby byla drézka cdbaru
vzorku v thdr ma byt biopsie provedena {obrézek 1;.

Obrazek 1

Po
Je

Dizisi biopsie provadéite jednim z postup odbéru vzorki.

10. Stdhnéte sestavu jehly se stale vysunutou kanviou pres uzdvér.
11. Posufite uzédvér dopfadu a vgmdre bioptic
adbaru vzorkil

fvzorek z drazky

VAROVAMIE
- Neniurden k pouzit! v kasti

- Zafizeni nepouzivejie, pokud doslo poskozeni jehe obalu.

- & ha Sanc L T m A e R A
. kanylu za ulaelam odhaleni drazky odbéru vaorku. UPQ‘%DRNE‘.N-, creeno pou;'t *lean .OMZO,VETUl'Gc:" Jvans
ouZit] mlZe mit z: n Eni vyrabek VG
porybite s uzdvirem (abrazek 2, poufiti mife mitza n del r wEni vyrabelk DYCU
kontaminaci.
Obrazex 2 )
Tento stroj by méli pouZivat pouze klir
jsou > vyikoleni v tomto postupu, véetné piiprsvy pacien
J P P pravy p
uchovavani vzorkd a pouiivdni zobrazovacich metod pro
perkutanni bioosii.
&. &0 rychlym posunutim madia k

RR-MM-DD

& Pokud je nutnd daldf tu\)psx:‘
umisténou ns cilovem m <ti= dl"F‘:l
pokynl pro vicendsobng bi

POKYNY PRO BIOPSH PRIOU
7. Zatdhndte uzdvér za Géelem zaloyti didky odbéru vzorku.
Drzve madio kanyly e zasunte sestavu jehly na okraj mists
hicpsie {obidzek 4).

Medicinsiké zad
Steriini baleni.
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Suigarian

TRU CuT

AN 33 BUORCKSR HE MEKA Thi

aHi

Arswia ma o
. y

lpopes 3a npobw o

TYpaTepa

NOKAIAHKA JA YNOTPEBA:
WMrnata 36 Guoncus Ha Mexl Toxadi Tri npefCcTannaEa
YOTRQRCTED, KOSTO BDREMAS KEHIONA B MEKS THKAY KaTo ropan,
Benn spodose, numdGHy BBRRK, NBGLTATa W AP, 38 JRarHGCTHUHA
GUeHKa.
TRPEOQVOREMBEHAE: Tasy vima ne
KOHKATa. TIPQHOMEDHATA CUMa Wik CLNPOTHENSRW NP BRapBaHe
HE MInaTa MOowe §a [eE2[e 0O OrkBade Ha npopesa 3a npodis.
OrLRANETE +Aa NPGPe3a 33 NpoSK e Tonpedn Ha "p\.'H:/.-.: Ta Ha
WTAATR 4 MOXE 0E QOBAHE 50 PAIKECRIHE HA THKanTa. pynararteTo
Ha MREkOMEOHE NATEDANHA CASA CPeLy AmeXaKara Ha 08TypaTopa Ha
MIRATE MOAKS 48 TIDNEeYK Ha DYHKLNKTE Ha CTONAPALIAR MEXaki3bm
02 BOSEAE A0 NO-LEAGOKD 0T MenaHoTo NRaBURAHE HA THHAHTE,
KaKTo it NOTEHUWANKD 00 YEDENRE HE HA THREHTA KAl OpraHa.
.I]hCTPy'\U,MEA IAYNIOTPEBA:
HloproTeate MACTOTS 32 GUOTCHS, Kan
TEXHMKA,

o
-Cut®

2 NpahHazsayaesa ga H_{)()ﬁMBc]

INGAREATS CTERWAHAE

2. Naxkare onaksrKaTa. MaxHare 3awuTHaTs oSrUERA.

3. Msnpobeaive npasunHaTa GyRERAR W ROADAEHABARETO,
TUTBLIHETE K& HORATA HAL OSTYDETORE HAKGTIKG IThTi. AKC
HACTHTE HE C2 MECTAT necHno, TRAOBE 03 W3NS DRVTE Wa4eniieTo

NPOBESYPA 3A BUOTCUS (C MIKMOYERKE HA BKRONCKRA

MA FBPOWTE)

4. Varernets oftyparopa, a2 ,qa no.rpa.n rpopesa sa npobn. Xsarare
ODBAKKATE HE KB HION WUIFIaTd, TAKa He NPGOeIET 33
REofi 4a & HaMRDa B THRAHTE 38 GMoncua (duryoa 1),

Disrypa 1

Kavo

5. Maternere Kanondra. 3a 43 OTKDV:GT?‘ ﬂ'"\) 3G33 28 Npodu,

6. 33 G COOMeTE THKANTE, P30 NpUABMMETE HANPER AE¥KaTa
HE Karonard (GurvDa 3} AKD @ HyXHA W ADYra Sruoncmus Ha
CBIUATE THRAH, GCTABATE KAHIONATA MOZUUVOHRPAHE CRHMo
BERRROTO MACTO 33 GEONCAR ¥ CNeRBEaRTE UHCTPYKWIAATE 23
HAKGIRG NOOBN 38 Suoncus.
2

MHCTPYKIWK 3A BUQTICHA HA F‘Q-F-‘&EATE

7. Varernere ofrypa
XpaHeTe J‘.p’b}hKETa Ha ka
2 MACTOTO 33 BUGNCKATA \(:O!r. k

opeE3n 338 npoedn,
TR WAATS

RO Kpas

B, Opwes

i € SHOERG ANIMKATE RE KR RIoNaTa. Bupss NDURBKK2TS
npen cOTYPATOPA KOAKITD € Sh3MOKHD Hal-MHOIo, 32 43
TIN3VLAGHMEBETE NRODBe3a 28 NRofi B ThraHTa 38 Sucncna

{purypa &)

D, Za g8 CPeKeT2 ThKanTa, Sup30 NPRASAKETS HANPAG ADbKRETE
Ha KaronaTa (Rinry na 6). Ak e Hy¥MHa 1 ARYra Suenaus Ha
CHLILATE ThKdH, OCTARTE KARIONATE NOBNBVIOHNDEHA CLIpaMo
UENERBOTO MACTD 38 HUOMKHA ¥ CReARIATE MHCTOYKIMITE 38
HAROFIKG NPODN 38 SHONCIA.

Purypa &

3A HAKONKO NPOSK 34 BUORCMA
BAGPLHMTE BEENKATE Ha KBHICNSTE S PUKLMDAHE DO3MLIA,

DNoppuirHeTe 8aNna Ha o8TYRaT™
CTOTIVIRGIRNA HABEM

Ta nerd, 2a B3 NouUnueTaTa

s

l/!?',!':'hprl’di;iTe GiiTvpaTopa HAa3aL0, 26 44 70 UBEASWTE G Kd-Hnata.

Wsoanete npobara OT Npope3a 33 npobu,

.

35 52 BRAPATE OTHOEO COTYEATORA 8 KEHIONET2, NGLPABHETE BaNa
Ha OBTYDRTODA C OTROPEeHATA CTRFHA HE OADTNKIATE HAa KEHIONETA,
Kavo npeResut 3a npeln tpadsa ga iness Harope., MirksHatre
SOTYPETONA HANDEA, BOKATO 8aN1T MY HE C& 33KMIHIM 8 GPTHRKATE.

s CnenBaite HAKOA OF NPCUSHY DWTE 38 BISMaHe A2 NpodSv, kouwro

Ca ONWCFHY 28 BREMANE HA GOTEAHUTEN R Suoncuy,

1Q. W
11,

CrAGETE MIRaTa, KaTo KAHIGAATE BOE OWe & Haf BTy PaTepa.
puasykeTe oGTYNETGPA HANDE, 38 44 NBBagTe NpohaTa 36
GUoNCUA OT MDOPE3a 33 NEobn.

APERVRPEARLEHKAE:

» Hee npeanazHavera 2z ynoTpeda & KooTUuTe,

« Hewsnonzea 2, QKD GNAKDEKATa 2 yEpegaHa.

BHBMARIE: Cama 33 eRHOKPATHS yrioTpeba. [TasTonHAETa vNo
MOME B3 BOBERE 46 HEBYHEGAGHINEH NPOLYKT WNW 43 [OGPHHeCe 38
KPBCTOCARG 3apazaBala.

Tora uznenve Tpadca oz ce
ca HagflemHo oGYHaHY 3d TAanM Npouenyea,

ViZTION3RE CAMO OT KAWHWIZMCTA, KOWTO

BRAQUATENHD 1 32

MOANDT BRHS HA NAUNeHTA, 33Na3EaH2 Ha npolnTe W M3NON3BaHeTO HA
GApPESHY® QKM 34 Mepey TaqHa SHONCnA.

> logno 5o 1

MM-O0

s pruged somen

Katarnoxeid fieditae]

CTepurM3npano 4pes 0BTy Ea e

He uanonzzdire, KO ONAKOBKATA @ yeDegeHa

338 egHOK@aTH2 ynoTpels

BrHumanue: Cegepannuat 3akes (CAULL
orpaAHMYERd TOSE VETROWCTBS RO npopakéa or
Ml MO NRERNMCAZEE HA hiekap

MeznHOKe vOTRORTTRO.

CTepun-a onakoBKa
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1. Steril rprh"ma alkaimazasaval készitse el3 biopsz

volitsa el a vcd

smela

Somagol
izzea mGkédast &s azillesz|
kanik tbbszdr véginostsztatia az obtu
2 sa akadalyozott, az egységet b adékra ke' h
BiOPSZIAb ELIARAS (KlVEV: AZ EMLOBIOPSZIAT)
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1. abra

L

Dl
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{3.3brs). Ha ugyansbhal a <7uvetresmo= r("\.
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tavataire vonatkozé Lta
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5

EMLOBIOPSZIARA VONATKOZO UTASITASOK
7. ‘rlizza vissza az obturatort a mintacseink lefedé
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{4. abra).

8. Tarkss
az ot
4 biopsziavete
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: 4 N
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o
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» Vagye ki @ miniat a mintacsonkbai.

« Az abturdtor kaniibe t8rend visszahelyvezéséhez ilessze az
obturdtor tengelyst a kani nyitott eldaldhoz
és a falielé ! yitott mintacsonkhoz. Usisitassa eldre az
abturatort, amig az obturdtor tengelye régzil 3 fogantyuhoz.

Kévesse a mintavateli eljardsck egyiket, ha tovanbi biopsziat
kivan vagezni.
16, Hazza ki a tlegyséaat Gay. ho
radjon.

folest

Pt a eldre az obturdtort, hogy elfdvolitsa a biopszids mintdt
tacsonkbhal
WVIGYAZAT:

« Csonthan térténd hasznaiata nem javalin
- Na hasznatja fel, ha a csomagolds serlit,

etegen tdrténd haszndlatra. Az
enyezrhet, vagy

VIGYAZAT! Csak egy
Giratelhasznélas nem mikddd terméket eredm
ruthat a kerasziszernyazddésheaz,

ag olyan orvosok haszniijdk ezt az eszkdzt, akik megfeield
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elékészitését, 2 minta megdrzésst és a képalkotisos Grmutatss

Y Felhasznalhats: BEEEHH.NN,
L_fé__f_ Tetelszdm
| BEF
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OBJECTIVE. Frechand ultrasound-guided breast bi

sy may present diffienities in nee-

die visualization within the scauning plaue of the ultrasound image. Scanning plane and nee-
(=} g

die
rajectory before
sy procedures.

sound scanuning plane for breast biopsy,

reisatigament, an unkonown nee sdle insertion s

1sertion, and physician experien
The objestive of our study was to cowpare the curvently vsed frechand te
nigue with the use of a needie gmidance system ¢

ite {relative to the vlrasound xmage), needle
ce piay roles in the difficulty of these biop-

hat limits needle motion to within the ultra-

MATERIALS AND METHODS. We developed a needie guidance system for breast

biopsy that is composed of an electronically tracked passive mechanical
mechanism. The system was attached to an ultrasound transducer, and
inserted through the guidance arm. Both experien
uided biopsy on simulated bre
system. Success rates were scored on the basis of the prese

formed ultrasound

arm and braking
psy needles were
d and inexperienced radiologists per-
lesions with and without the guidance
nce of lesions in the core biopsy

< g

samples. The biopsy procedures were analyzed using procedure time and total needle tip trav-

el distance before firing.

RESULTS. The biopsy success rates were g eater using the guidance

than using the freehand technique, Experi
performed biopsy significa
tionally, usedle tip motion w
0.001) than using the guidance systern.

tly faster using the needle guidance system (p < 0.00
s significautly greater when

tern (< 0.05)
ed radiologists
1). Addi-
ing the frechand techuique (p <

1 radiologists and inexperie

CONCLUSION. Biopsy using the developed needle guidance system is feasible and its

use decreases procedure time and decreases

ramograply screening subjects
ho present with suspicious
ast Jesions usnally undergo
imaging-guided biopsy using ei-
ther stereotactic memmography ot ultra-
sound guidance {13 Ultrasound guidance is
preferred because it provides re(.l time im-
ages, does not require iomzing radiation, and
makes use of compact imaging instrumenta-
tion {2--7]. Radiclogists performing biopsy
on suspicious breast lesions by ultrasound
use 3 frechand technique: A needle is guided
o the target with one hand while the other
hand positions the ultrasound transducer for
adequate visnalization {1]. Gmdance under
frechand conditions is challenging and may
be time-consuning because of the uecessity

0 ai‘;:n the scanning plane and needle axis
{8}. The ultrasound scanning plane must re

needle motion;
duce ponent morbidity. Moreover, less operator experience is required for a successf
biopsy using the needle guidance system than us

{al to re-
ful breast

thus, it b

g the freechand technigue.

main coplanar with the needie axis for ade-
quate visualization of the needle tip; thus,
the experience of the physician dictates the
success of the freehand ultrasound-guided
biopsy procedure.

Guidance devices that attempt to overcome
the challenges of frechand biopsy by restrict-
ing needle motion to varying degrees are
available. Fixed-angle insertion is achieved
with & needle guide: a plastic clip-on attach-
ment (Ultra-Pro 3, CIVCO Medical Solu-
tions) that permits needle insertion at a static
¢ refative to the ultrasound transducer
ning surface. With the attachment in
place, the needle is Lruited 1o angled inser-
tion toward targets located in the center of the
ultrasound image, which prevents access to
shallow and deep lesions. Han et al. [9] de-
veloped a rotary insertion wheel that attaches
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to the ultrasound traunsducer and permits an-
gled and parallel {nsertion to overcome the
limitations of fixed-angie insertion. The dif-
ficulty with this approach is the inability w
insert the needle either close to the lesion or
consistently parallel or auterior to the pa-
tient’s chest wall to avoid potential chest wail
or transducer puncture.

Additional solutions have been developed
that provide relatively unrestrained biopsy:
tracking the maguetic field of the imaging and
needie corn
patient’s skin corresponding to the ulirasound
scanning plane {10, 11], These unrestrained
solutions may be challenging to use because
they do ot Hmit the needie to motion with-
in the ultrasound scanning plane, resulting in
difficulty aligning the needle and scanning
plane simifar to the frechand tochnique.

We developed a mechanical needie guid-
ance system that couples a 21 ulirasound
transducer to a needle. The system allows

ents or displaying a line on the

needie insertion at an unrestricted trajectory
but constrains the needle to within the nltra-
sound scanuing plane, Additionally, the elec-
tronically tracked peedle trajectory is dis-
played as an overlay on real-time ultrasound
images before and during needle insertion
procedures.

In this article, our objective is to report
the results of our study comparing the suc-
cess rate, procedure time, needle tip travel
distance, 31 ysician experience of biopsy
procedures in a tissue model. We compared

Freehand Yersus Guided Breast Biopsy

these variables for freehand biopsy and nee-
dle-guided biopsy.

With the development of the attached sys-
tern aud visualized pathway, we endeavor to
improve biopsy guidance and reduce the
time of ultrasonnd-guided procedures. Addi-
tionally, we propose that this device can aid
physicians by reducing the amount of experi-
ence required to perform a successtul biopsy
procedure.

Materials and Methods
Guidance System Devefopment

The technical design and fabrication of the
needle guidance device that we developed have
[12] and are

a passive

been described in detail clsewhere

only sum d here. The dev

articulated arm that is fixed to a bracket sttached

Itrasound transducer. This arm is composed

of three joinis: one at the atfachment bracket,

one between two linkags

1.

compuration of the arm’s position ¢

coupling point

track the rotational motion at each joint and,

hence, the needle irajectory relative to a real-

tims ultrasound image. The compuied needle
e \

d ag an ov N
and is nsed for

trajecto

ay on top of

ived ultrasound imag

guidance before and during needle insertion {Fig.

2). The accuracy of the guidance system allows

targeting lesions 1.5 mm in diameter ideatifie
with an sltrasound transducer (L12-5 transducer,
3500,
Philips Healtheare) {12}, The same transducer

ATL) and an ultrasound machine (HDI

A

and ultrasound machine were used in the studies

reported here.

Simulated Lesion Study
Chicken tissue was used as a model owing to iis

simtlar

i echotexture and consistency to human
1. We used embedded stmulated

tissue {17

lesions made from blue polyvinyi alcohol cry

chicken tissue [161. Gur previous study descrit
preparation of this chicken phantom and the

biopsy procedure in detail [12], we summarize

these steps in the following sections.

Preparation of Lesions and Chicken
Tissue Phantom

ons measuring 2 mm in dameter are

fy detectable under ultrasound guidaunce;
thus, blue cylindric stmulated lesions with a
diameter and height of 2.5 mm were prepared
gel {17] (Fig. 3).
hicken

from polyvinyl alec

The simulated lesions w od into

tigsue after one freeze-thaw cycle using a method
similar to that of Smith et al, [131.

We stabilized the phauntom by layering the
it toa
. With this
construction, “lesions” were positioned between

-filled fowl tissue and affix

foarn block using 18-gauge need

20 and 40 mm from the top tissue surfzce
Additio
altrasound acocustic coupling gel between each

trapped air was removed using

iayer and within sach hole where lesions had
been inserted, which resulted in clear images of
wmost lesions {(Fig. 4), Only lesions that could be
lized were biopsied because the purpose of

Fig. 1—Needie guidance system.
&, Photograph shows nesdie guidance system coupled to transducer {L12-5 transducer, ATL} with three rotation s.
8, Photograph shows needie baing inserted through coupling shaft. otionistrackad electronically by passive mechanicai arm.
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mputed needie trajectory overlay is displaye
al time to enabla guidance before and dur

Biuvol et al.

d on ultrasound imag
ing interventional

ir f polyvinyl
aicohol cryoegel—
simutated lesion in
chicken phantom.
Hyposecheic
characraristics of
simulated lesion,
indicated by long arrow,
resemble those of

clinical mass. Lesion
distance was calculated
from same rafarance
pixel indicated by short
ATTOW,

Fig. 5---Photograph
shows cors sample
aiter biopsy. Blus
solyvinyi alcchol
cryngel- tated
fesion, situated between
two pieces of phantom
tissue, indicates
successful biapsy.

this study was to evaluate precedure time and

needle tip travel distance, not to ideniify e

Three radiclogy residents without previous
biopsy experience and two expert radiclogists
who routinely perform breast biopsies used the
uitrasound transducer to scan the layered chicken
breast phantom in B mede. Participants were
¢ assigned fo biopsy the first set of

sions with either a {rechand
needle gnidance system, followed by biopsy us
the other guidance technique not used for the first

set of lesions.

1722

COmee a lesion of interest was identified, a

preloaded 14- biopsy needie inserted in a

biopsy gun appatatus {Bard Magpum, Bard) was
advanced by the physician. Video recording of the

asound images began once the needle tip made

ul Y
contact with the surface of the chicken tissue. A core
biopsy was obtained by firing the blopsy gun once

the needle tip was within fiting distance of the target

and video recording was termings A biopsy was

deemed successful if any blue lssion matertal was

present in the core sample (Fig. 5). This procedure

was repeated 45 times per participant.

ssful

Using only procedure videos of succe

wies and image frames of clear hypoechoic

{esions, the average distance 1o the center of the
asured from a refers

fesion, m & point, was

calculated. Procedure times for failures were not

used becanse the reasons for failure were vanable
and counld range from misfiring of the biopsy gun

to improper alignment with the scanuing plane

To maintain consistency of msasuremenis act

alt depth sestings, our selected reference point

was the top right pixel of the {mage (Fig. 4}. Pixel

values were converted usin,

conversion factor specific to each ulirasound

ietermined

depth setting. Conversion factors wen

through rmeasurer n pixel
ers (HD! 3500). The

e center of the lesion was identified

length using lmage ca

approxim

fesion to the reference point wa

of the procedure videos

were tepeated for both gu

ce was assessed
defined a:

between the start of the procedure videe when

Biopsy guids

hich wa

procedure

the biopsy necedle touched the tissue phantom

untit the {rame before the biopsy gun was fired.
The order of biopsy attempts using each guidance
technigue was maiched and grouped by biopsy

success. Attempts were further sorted into pairs

whers lesions were within 2.5 mm of one ancther.

A paired wples Student’s 7 test was used {o
compars the mean difference in success rates of

cach procedure because our data were found to be

normal according 1o considerations provided by

Browmn st al. {18].

Needle Tip Travei Distance

The distance the needle tip moved was caleu-

lated using the same trials. The total distancs
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Freehand Yersus Guided Breast Biopsy

TABLE I: Biopsy Procedure Times for Al Participants Using the Needie and nexpericnced pasticipants were
Guidance System and Using the Freehand Technique for comparison using the same pairing.
Breast Biopsy
No. of Biopsy Procedure Time {s) Wilconon's 7 Results
oy - . e Biopsy success rates were greater with the
Triais faan SB Statistic o v T
" needle guidance system than with the free-
- f=h n=2) 512 §.40¢ X Yeanl /. < , 1 .
Expenenced{n=2) 512 <G8 pand techmique (mean, 95.9% vs 91.3%,
Needie guidanca system 35 9.89 475 respectively), and analysis by technique
Freehand technicus 45 30.91 13.62 showed a statistically significant difference
. , . = an in the overall success rate in the two arms
Inexperianced {r= 3 581 <0.801 . e e
of our study {p < 0.05}. The paired-samples
h ‘i ‘.;"n", v n A Nf By =0 o N
Needie guidance system a 6.09 525 95% Ci of the success rate difference was
Freghand technigus 42 22.88 18.33 bounded below zero in the Student’s ¢ test,
indicating significance.
that a needle tip teavels i atient’s tissue is  does not alter the significance of our resulis. The Diescriptive statistics for procedure time

5

indicative of the efficacy of the blopsy procedure.  distance from each previous point to the newly  comparison analysis are shown in Table
a large distance may  recorded point was summed until the last frame  Participants experienced with nlrasound bi-
5 inability to maintain  before biopsy gun firing. The final distance value  opsy had a mean procedure time of 30.91 =
tip traveled  13.62 (813} seconds when performing biopsy
hantom to the  using a frechand techuique and a mean proce-
visualization issues that are overcome by operator  targeted lesion. This value was compared between  dure time of 9.69 £ 4.75 seconds when using
experience, We calenlated the rotal meedle tip  guidance techniguss (ie., freehand vs needle  the guidance system. Inexperienced partici-
travel distance caused by needie motion between  guidance system) using the same biopsy attempts  pants had a mean procedure time of 22.86 &

A peedie that trave
indicate difficulti

lesion visualization, scanning plane and needle  was the total dist,

such

nee that the need

misalignment, fissue inhomogeneity, or other  from com with the chicken p

sused in scoring the  as in the procedurs time analysis described, 18.33 seconds and 6.00 + 5.25 seconds for

the same time points and trial
procedure time. Procedure times and needle tip travel distances  the frechand technique and needle guidance

A frame-by-frame analysis of each procedure  were compared using the nonparametric Wilcozon’s  device, respectively, Rank ordered Wilcox-

video, captured at a frame rate of 1§ frames per  signedrank test. Trials from each guidance technique  on’s method results comparing procedure

second, was performed. If the needle tip was  were paited and grouped by participant experience.  times indicated a significant difference i

sible, {ts posttion was recorded; otherwise, the  Mean values of the paired-sample difference were  techimigue procedure time in both the expert-
es (ie, eunced (p < 0.001) and inexperienced { <

next video frame was examined. In the worst  compared for cach group’s procedure tim

case, two frames would be missed, representing a  experienced and inexperienced participanis), Needle  0.001) groups (Table ). Cowmpansens of
temporal gap of .133 second: A time frame that  tip travel distances for experienced participants mean procedure times and procedure time
B0+ O Freshand technique 70 .
® Guidance device
78 60+
53 . B0
&£
- b
— g a0
5
s a0 g 7
£ ' £ 90
= i Q
30 2 !
! £ 20 |
i i = $
20~ . g N i
16 !
¥ H : i
Lt 3 i i
§ b4 § s i
a_
1 2 3 4 5 1 2 3 4 5
! Experienced i fnexprisned ! Exparionced  Exporisnced ! experi i
Participant No. Participant No.

A B8

=

Fig. & Plots shaw results by indvidual participant.
opsy trials using different biopsy guidance technigues are shown for ea

mes were calcilated by subtracting mean procedure time using needi iance from & time usin

freehand
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TABLE 2: Needie Tip Travel Distances for All Participants Using the Needle
Guidance Systermn and Using the Freehand Technigue for

Breast Biopsy

No. of Needie Tip Travel Distance {mm} Wilcoxon's 7
Participants Trials Mean 30 Statistic ]

Exparianced {a=2) -3.38 <{.001
ance system 35 13.98 763
Freehand technigue 35 25.3% 15.83

Inexperignced (1= 3) ~5.25 <0.0M
Needie guidance system 42 11.81 7.85
Freehand technigue 42 33.24 2373

differences of both techniques for cach par-
ticipant are shown in ¥Figure 6.

In the experienced group, mean tip trav-
el distances of 25.39 = 15.63 {SD) mm and
£3.98 = 7.63 mum were observed for the free-
hand technique and needle guidance device,
respectively. iuexperienced participanis per-
forraed biopsy with mean 1ees
0f 33.24 £ 23.73 wm and 11 81+ 7. 8‘*’: wra for
the frechand technigue and needie guidance
system, respectively.

Additionaily, descriptive statistics 1‘01 ne
dle tip travel distances are shown in Tt :
Needle tip travel distapces for the frechand

technique and needie guidance device were
significantly different in both experienced
{p < 0.001) and nexperienced (p < 0.001)
£roups gTable 2.

Tables 1 and 2 show cousistently lower
procedure times and needle tip travel dis-
tances with lower variance wheun using the
needle guidance system regardless of opera-
tor experience.

Discussion

Qur results indicate a longer biopsy time
using the frechand technique compared with
mmr our guidance system. This difference
edure time may be atiributed to sev-
cral factors. When participants inserted the
biopsy needle under frechand ultrascund
guidance, they spent time aligning the ultra-
sound scanuing plave sud needle axis while
attempting to maintain adequate visualiza-
tion of the target lesion. Often, once either
the neadle or the target lesion was aligned
with the ultrasound scanning plane, the oth-
er would pear resuliing 1o additional
procedure time needed for realignment. Par-
ticipants expetienced in ulirasound breast
biopsy had a longer procedure tme than in-
experienced participants because they were
cautious (o roafntain visualization during
biopsy, although the difficnlty in scanning

R

1724

plane alighment remained. The needie guid-
anee system eliminated the need to align the
ultrasound scanning plane with the needie
and displayed the uneedie ‘:rajectery before
the insertion so that the participant could fo-
cus solely on guidance of the needie toward
the intended target lesion. Thus, participants
with and those without prior ultrasound biop-
sy experience had imaproved procedure titnes
and success rates when using our systen.

The mean biopsy time of the lnexperi-
enced group was lower than the expenicnced
group in both freehand and guided biopsy
procedures, Participants experienced with
uitrasound breast biopsy may have consid-
erad vartables such as needle orientation
and distance from the lesion, adding to pro-
cedure time. The inexperienced group may
have proceeded with less caution, resultiug
in faster biopsy procedures.

A decreased procedure time of 15--20 sec-
onds when using our system may seern insig-
nificant; however, our results also indicated

greater biopsy needle tip motion when using
a frechand technigue. This finding confirms
the suspicions posited by Phal et al.
who indicated that greater procedure times
would be consistent with greater needle ma-
nipilation and could result in iner
sue traurna. We attribute less needie motion
to the scauning plane aligoreent provided by
our system and the improved guidance when
using the needle trajsctory overlay in our

eraphical user interface. Participants were
able to focus on the intersection of the needle
trajectory overlay with the target lesion, re-
Iying less on a frechand approach for which
they raust intuit the tatended rajectory.

The improved efficiency and accuracy
vielded by use of the biopsy guidance system
counld lead to decreased procedure times for
successtul clinical biopsies of breast masses,
thus reducing paueﬂt discomfort {203 The
premise of faster biopsy and reduced nee-

dle motion conld reduce patient mworbidity
and physician appreliension to performing a
technique simailar to frechand biopsy.
tn conclusion, breast biopsies performed
on our test lesion phantom showed marked
improvement with needle guidance over
freehand techniques. Procedure times and
acedle tip movement were reduced for all
wipants—both inexperienced and expe-
rienced operators—when using our system.
With the promise of reduced necessary ex-
perience to perform biopsy and of potentially
reduced morbidity, we belicve that our gutd-
ance system will enable physicians to diag-
¢ carly-stage carcinomas more effict
and accurately.
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Second report of witness
Exhibit RP-7

District Court of The Hague
Corbin v Leapmed & Another

SECOND EXPERT REPORT OF
DR. RICK POPERT MS FRCS (UROL)

I, Dr. Rick Popert, declare as follows:

1. | am the same Rick Popert who has already provided an expert report in these proceedings.

2. In this second report, | respond to certain points raised by Prof. Debruyne in his Expert
Opinion filed on behalf of the defendants to the Dutch action. | have been provided with an

English translation of his opinion, which was originally filed in Dutch.

3. I do not respond to each and every point raised by Prof. Debruyne. The fact that | do not
respond to a particular topic should not be taken as implying that | agree with what Prof.

Debruyne has to say on the topic.

Preliminary remark

4. Before turning to a detailed discussion of what Prof. Debruyne has to say in his Opinion, |
would like to make two preliminary points.

5. First, although it is occasionally unclear to me exactly what Prof. Debruyne is getting at, | do
not understand him to state anywhere in his Opinion that prior art needle guides of the sort |
discussed and illustrated in par. 40 of my first report had, prior to April 2014 (the priority date
of the patent), been reported as being used in combination with a coaxial access needle to
perform biopsies in the way which became possible with the PrecisonPoint™ device. Put
simply, he correctly does not suggest that anything resembling the PrecisionPoint™ device
had been disclosed prior to April 2014.

6. Nor does he state anywhere in his Opinion that he thinks such a device would have been

obvious to a skilled urologist in 2014.

CORBIN_CLINICAL-001158
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7. It is clear that it has proved straightforward to adapt prior art devices so that they look like the
PrecisionPoint™, and possess similar characteristics or advantages. | do not believe,
however, that this makes the patented PrecisionPoint™ device obvious over what went

before.

8. Second, Prof. Debruyne makes much of three articles published by an Italian group in Italy
who made use of coaxial needles to carry out transperineal biopsies. It is clear, however, that
there is no disclosure in these articles of the use of a needle guide equipped with a coaxial
needle that was aftached to a transrectal ultrasound probe.

9. Instead, the ltalian team was carrying out double free-hand biopsies, in which one hand is
used to position and guide the transrectal probe, and the other hand is used to position and
manoeuvre the coaxial needle and the biopsy gun. The two instruments are not attached to

one another, nor indeed to anything else (such as a grid or stepper).

10.  This prior art coaxial technique was difficult to perform and difficult to learn. It is quite
different to the technique that is used when deploying the PrecisionPoint™ device. | will

return to this point in more detail below.

Detailed discussion

My experience and knowledge is not limited to the UK and my opinion is not coloured by
commercial concerns

11. Inpar. 1, Prof. Debruyne states that my experience is limited almost exclusively to the UK.
This is not true. | have throughout my career kept abreast of the international literature on the
diagnosis and treatment of prostate-related disease. | have also regularly published articles
together with colleagues from around the world. | have a broad understanding about how
prostate biopsies are carried out in mainland Europe and elsewhere. | have regularly trained
colleagues in other countries, including in Ireland, Switzerland, Hong Kong, Singapore,
Kuwait, Australia and New Zealand. | also taught other Dutch urologists at other urology
centres. | have also taught and run training courses in the USA as part of the American

Urological Association meetings.

12. Closer to home for present purposes, in 2018 and 2019 | spent a lot of time teaching and
training in centres in Holland and Belgium. All of these centres were almost exclusively
performing transrectal biopsies prior to their training in the PrecisionPoint™ TP biopsy
techniques. An exception to the general rule was Prof. Debruyne’s own private clinic (the
Andros Clinic), where Jos Immerzeel, a very skilled brachytherapist, conducted MRI-directed

transperineal biopsies under local anaesthetic using a stepper and grid.

13.  As it happens, in 2018 | taught the PrecisionPoint™ procedure to Jos Immerzeel, who then
became an enthusiastic advocate of the PrecisionPoint™ approach, which he went on to

teach to other urologists operating at other centres in The Netherlands.

2/11
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14.

15.

16.

17.

18.

19.

20.

Prior to my instructing Jos Immerzeel in the use of the PrecisionPoint™ device, | do not
believe that freehand biopsies were conducted at the Andros Clinic at all'. Instead, Jos
Immerzeel conducted, with great skill, transperineal biopsies using an MRI fusion technique

which involved a stepper and grid. (That is also a technique | myself have used previously).

Prof. Debruyne also makes an insinuation concerning the remuneration | am paid for carrying
out non-NHS training. He implies | have a conflict of interest which has affected my
testimony. This too is untrue. | have always been transparent about the remuneration |
receive for providing non-NHS training. | explicitly referred to this, and to my directorship at
PPDT Ltd., in par. 17 of my First Expert Report. | also was obliged to declare my interests
when | was appointed as a Fellow on the NHS Innovation Accelerator programme, which |
did. | am also required to make an annual Declaration of Interest to my NHS employer, Guy’s
& St Thomas’ NHS Foundation Trust, which | do.

As | explained in my First Expert Report, in 2019 | retired from full-time NHS practice. My
commitments to the NHS Innovation Accelerator, and to the teaching and training
transperineal biopsies outside of my part-time NHS contract, are carried out in my own time.

Prof. Debruyne goes on to suggest that my assessment is one-sided, since there are also
other forms of transperineal prostate biopsy techniques which he discusses later in his
report. | recognize that there are other ways of performing transperineal biopsies, and |
referred to the main methods in my First Report. | have taught other methods myself: | have
been training urologists to carry out transperineal biopsies since 2007, well before the
introduction of the PrecisionPoint™ device.

My opinion as expressed in my First Expert Report reflects my experience in having carried
out and taught transrectal and transperineal biopsies over the course of my 25-year career. It
was my recognition of the benefits of PrecisionPoint™ biopsies that led to my involvement in
the teaching and training of the technique, not because of any commercial benefit.

| am also familiar with the prior art techniques described by Prof. Debruyne, including the
coaxial technique. In my opinion those techniques are inferior compared to the techniques
enabled by the PrecisionPoint™ device, for reasons | will explain below. | prefer to teach
and to practice use of the PrecisionPoint™ because | believe it is significantly better than
what went before.

This is not just my opinion: there has been, as | explained in my First Expert Report, a
wholesale shift in practice in the UK, and elsewhere, which has been brought about
because of the PrecisionPoint™ device and the biopsy techniques it makes possible.

1

| discuss the meaning of the term “freehand” below.

3111
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The images from “Percutaneous Image Guided Biopsy’ reproduced in Prof. Debruyne’s report and

the term “freehand”

21.

22.

23.

24.

25.

26.

27.

28.

Prof. Debruyne refers, in par. 5 and 8 of his Opinion, to a needle and ultrasound probe
depicted in a chapter of a handbook entitled “Percutaneous Image Guided Biopsy”. He
reproduces the images in par. 8 of his report.

The ultrasound transducer and needle depicted in these figures is not, however, the kind of
transducer used for carrying out prostate biopsies, nor is it suitable for such use. Instead,
what is depicted is the kind of ultrasound transducer that is used for imaging the abdominal
organs, such as the liver or the kidneys. The relevance of the images for prostate biopsies
is not immediately apparent, but Prof. Debruyne goes on to use the images to make two
points.

First, he says that they show that the use of an adapter mounted to a probe which is used to
guide the needle has the advantage that the position of the needle is always clearly defined.

Second, he derives from the captions to the images a definition of “freehand” which leads
him to conclude in par. 9 of his Opinion that there is a problem with claim 1 of the patent, in
which a needle guide mounted onto the probe is used. He says that these are two
incompatible elements: the presence of a needle guide, according to him, “pre-eminently
excludes "free-handed” biopsies”.

On the first point, Prof. Debruyne is being selective in his use of the literature to which he
refers. On page 44 of the same chapter?, the authors note that:

“Experienced radiologists prefer to use a freehand technique without a needle quide

[24, 26]. The operator holds the transducer in one hand and the needle in the other.
With experience, one can use either hand as the needle or operating hand and avoid

crossing hands, which may lead fto difficulties in orientation”
[My emphasis].
This passage therefore teaches away from using a transducer with a needle guide.

On the second point, | think Prof. Debruyne is using his own rather rigid understanding of the
term “freehand” to try to suggest there is a lack of clarity in claim 1 of the patent. (At least: |
think this is what he is trying to say, but par. 9 of his Opinion ultimately peters out, leaving it

unclear what his ultimate criticism is).

In any event, | do not perceive the same difficulty. There may be some looseness in the use
of the term “freehand” in the field, and the caption under Fig. 4.4 may or may not reflect that,
but the use in the patent of the term “freehand” is consistent with my own experience of
general usage in the profession and with what is said elsewhere in the literature. It simply

2 The chapter is annexed hereto as Exhibit RP-7.
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means that the technique is carried out freehand, without a stepper (a stabilising device
either attached to the operating table or the floor which is often used in template-grid guided
biopsy approaches).

The term “freehand” has, in this context, a similar meaning to the use of the term in the
phrase “freehand sketch”. It is the clinician’s hand which is freely guiding the device.
“Freehand” reflects the fact that is the skill and dexterity of the clinician which allows him or
her manually to move the transducer and/or biopsy needle into the correct position for taking

The technique used by the group in Italy discussed by Prof. Debruyne later in his report
involves the use of both hands to “freehand” guide two devices (the probe on the one hand,

and the biopsy needle, through the coaxial needle, on the other). This is often termed a

This usage of the terms is explained in the recent article | referred to and exhibited in my
First Expert Report (Exhibit RP-6), which was published by a large international group of
urologists, myself included?®. In the Discussion section in the left column of p. 315, the article

“The use of a TP access system is less cumbersome, flexible and painful than the
brachytherapy grid [11]. These can be either probe-mounted, such as the
PrecisionPoint used in this series, BK 1342/1232, Leapmed or Koelis devices, which
allow a single-freehand technique where only the hand carrying the US can move

freely; or non-fixed, such as a coaxial needle or the CamPROBE, which are used in a
double-freehand manner where both the US and biopsy carrying hands are required
to move independently [12]. Although we have not been able to undertake a detailed
learning curve analysis with the available data, we believe that the single-freehand
technique is easier for less experienced operators facilitating the transition from
TRUS- guided biopsy. Although similar results can be achieved using a double-

freehand technique, it is more difficult and can take several years [13].”

The use of the term “freehand” in the patent is in my view perfectly consistent with this
passage, though it would have been equally correct to use the term “single freehand’ in

Another point emerging from the passage | quote above is that the authors (all 28 of us, from
as far afield as New Zealand, Australia and Hong Kong) believed that the use of a single-

29.

the biopsy cores.
30.

“double freehand” technique.
31.

states the following:

[My emphasis].

32.

respect of the use of the patented device.
33.
3

Lopez JF, Campbell A, Omer A, Stroman L, Bondad J, Austin T, Reeves T, Phelan C, Leiblich A, Philippou Y,
Lovegrove CE, Ranasinha N, Bryant RJ, Leslie T, Hamdy FC, Brewster S, Bell CR, Popert R, Hodgson D, Elsaghir
M, Eddy B, Bolomytis S, Persad R, Reddy UD, Foley C, van Rij S, Lam W, and Lamb AD, Local anaesthetic
transperineal (LATP) prostate biopsy using a probe-mounted transperineal access system: a multicentre prospective
outcome analysis, BJU Int 2021; 128: 311-318 doi:10.1111/bju.15337 (Exhibit RP-6 to my First Expert Report).
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freehand technique such as that using the PrecisionPoint™ device (or indeed the Leapmed
device) was easier for less experienced users to learn than double-freehand techniques such
as the coaxial needle technique, where both the ultrasound and biopsy carrying hands are

required to move independently.

34. Ultimately, though, Prof. Debruyne’s quibble on the meaning of the term “freehand” does not
really go anywhere. It is a red herring.

The Galfano 2007 paper

35. Inpar. 10, Prof. Debruyne states that according to the Galfano 2007 paper, the transperineal
technique offers a lower risk of infections and other complications, a higher detection rate
and better sampling than the transrectal route. This is incorrect. The article actually
concludes as follows:

“In conclusion, though having a strong rationale, the transperineal approach has not
convincingly been demonstrated to provide detection rates higher than transrectal
biopsy. High-quality, comparative studies must be performed to assess which kind of

biopsy provides better results.”

36. The majority of the studies reviewed by Galfano used free-hand biopsy with or without a co-
axial needle. The use of the co-axial needle facilitated the fan technique by reducing the
trauma caused by multiple punctures, or (where the same puncture hole was used for
repeated passage of the biopsy needle) by reducing the trauma of continually re-passing the
biopsy needle through the same puncture hole. Prof. Debruyne correctly does not suggest
that Galfano discloses the possibility of attaching the coaxial needle (or a structure
containing the coaxial needle) to an ultrasound probe. The image he reproduces in par. 19 of
his report confirms that the biopsy needle was not attached to the probe: the drawing shows
the probe remaining in the same position while the needle is “fanned” in different directions:

. 2 - ik of cors ssonptng oF tso cight premstede’s foire,
05002 2.3, AnS § CNTRIPONG €0 Gre CoRSHINNS SNCE0
EXN Toves ¥, 9, and T4 2%y 10 C2. 2AGNAN,

Abave Gre onat sphdncx £ Gre ik e onder Ince!
soxgedesis.
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37.

38.

39.

The double-freehand coaxial techniques discussed in Galfano and the other publications
from the group in Verona were, as the passage | have quoted in par. 31 above confirms,
difficult to learn and to use. This is because they required the clinician to have a high degree
of dexterity in both the hand that was manipulating the ultrasound probe, and the hand that
was manipulating the needle. For this reason, the double-freehand coaxial technique has not
been widely adopted.

The PrecisionPoint™, on the other hand, facilitates the targeting of the peripheral zone of the
prostate (which is the tissue that is most likely to harbour prostate cancer), because the
fixation of the guide to the probe keeps the needle parallel to the probe and in the plane of
the peripheral zone. The possibility of fixing the guide to the probe also means that, in use,
the probe can be used to manipulate and adjust the position of the prostate gland to make it
possible to use just one hand to access areas of the prostate which are typically difficult to

access using either transrectal techniques, or coaxial transperineal techniques.

Since the technique is free-hand, the practitioner is not restricted to biopsy locations dictated
by a grid configuration. The practitioner can freely manoeuvre the ultrasound probe to align
the access needle to target the desired locations with certainty in a strategic and parallel
direction. The clamping mechanism allows the practitioner to use their existing ultrasound
platform and probe (bi-planer or tri-planer linear transducer probe). Using a bi-plane or tri-
planer linear ultrasound probe, one can adjust the position not only to probes of varying
diameter, but also to any location along the shaft of the probe. The 15 gauge access needle
snap fits into the desired aperture of the sliding carriage allowing for a multitude of samples
to be taken through a single puncture of the skin.

40. The PrecisionPoint™ device, with its integrated access needle, facilitates manipulation of

41.

the prostate to meet the needle at different levels. This is achieved by simply elevating or
lowering the hand holding the probe. For instance, if the access needle is pointing towards
the middle of the prostate, to sample the prostate more posteriorly, maintaining the same
relative axial and sagittal position, the hand holding the probe is simply elevated by 20
degrees. The prostate gland and the access needle tilt together and the trajectory of the
biopsy needle is directed more posteriorly to take the biopsies. To access the anterior
prostate, the hand holding the ultrasound probe is lowered towards the floor. The probe is
consequently pushed against the rectal wall, compressing the prostate against the pubic
arch bone. This movement flattens the prostate and tilts the prostate apex down. In this

way, the trajectory of the needle can be directed towards the anterior apical prostate.

To sample different areas of the prostate systematically from one side to the other, the
practitioner simply points the probe from medial to lateral across the prostate. The easiest
way to imagine this is if the probe and device are in the midline, then the probe is pointing in
the line of the patient’'s nose. To move across the prostate from the midline point to the
lateral surface, the practitioner simply points the probe progressively in the line of the

patient’s ear, the clavicle and the shoulder. Because the needle guide is held by the

711
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42.

43.

PrecisionPoint™ Access System in the line of the probe, different areas of the prostate from
side to side and up and down can be accessed through a single puncture, within the plane

of the peripheral zone.

This control of needle trajectory is considerably more difficult to achieve consistently using
the double-freehand co-axial fan technique, and virtually impossible with the restrictions
afforded by grid-based biopsy systems, including the BK UA 1234 discussed below, where
multiple apertures require multiple punctures to access different areas of the prostate.

The degree of leverage and control of needle trajectory is in my experience the most unique
and important feature of the PrecisionPoint™ device, differentiating it from any other biopsy
device or system that were available prior to April 2014 (the priority date of the patent).

The BK UA1324

44.

45.

48.

47.

In par. 15 to 16, Prof. Debruyne discusses the BK UA 1234 guide with multiple apertures.
This device was used to take biopsy cores one above the other, in much the same way as in

a grid-based biopsy.

Prof. Debruyne refers in par. 16 to the rotation of the probe about its longitudinal axis to take
a second column of biopsies. Rotation, however, necessarily implies the making of multiple
punctures, since the probe, with the needle guide (and needle) attached to it, is being rotated
into different positions. This cannot be done if the needle is in the perineum. The needle
must be removed from the perineum and then replaced in another hole and passed into the

perineum repeatedly.

This is a critical difference with PrecisionPoint™, where the access needle remains in the
perineum, held by the device in the line of the ultrasound transducer. By pointing the
ultrasound probe from medial to lateral, biopsies can be taken from different areas. By tilting
the hand up or down, the prostate can be moved to meet the needle at different levels

without having to remove the access needle.

Prof. Debruyne correctly does not assert in his Opinion that there is any disclosure, prior to
2014, of using the BK UA 1234 device with a coaxial introducer needle inserted in the needle

guide.

Onik’s patent application

48.

In par. 18 of his report. Prof. Debruyne refers to Onik’s patent application. This application
refers to a needle guide used to place biopsy needles and cryotherapy needles through the
perineum into the prostate. The summary describes that “This structure provides a needle
insertion guide which can be mounted on a rectally inserted ulfrasound guide used to image
a prostate. The insertion guide will rotate relative to the patient when the ulfrasound probe is
rotated about its longitudinal axis and the slide block is adjustable along the adjustment
guide fo alfer the radial distance of the needle holder and guide from the ultrasound probe”.
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49,

50.

51.

In this manner, the entry position of the needle and its position of placement within the
prostate is adjustable in an anterior-posterior dimension by adjustment of the slide block

position, as well as by rotating the ultrasound probe.

The needle insertion guide can be moved in an anterior — posterior dimension, effectively
replicating the multiple levels of a grid, but not being restricted to a fixed distance.
Importantly, however, the summary goes on to state the following:

“In addition, the needle holder and guide assembly is adjustable relative to the slide
block in a direction parallel to the longitudinal axis of the ultrasound probe in order fo
engage the perineum of the patient and thereby stabilize the instrument”.

(My emphasis).

It is therefore clear that the needle guide is being used here to engage the perineum in order
to stabilize the instrument. The needle guide is not entering the perineum. Again, there is no

disclosure of an access needle in the sense of Corbin’s patent.

Prof. Debruyne’s remaining criticisms of my testimony

52.

53.

54.

55.

In par. 23 to 30, Prof. Debruyne criticizes what | said in my First Expert Report about prior art
methods of taking biopsies. The comments in my First Expert Report related to biopsy
procedures being used prior to 2014. | accept that template mapping or saturation biopsies of
50 or more cores are performed less frequently nowadays, but they were often performed
then.

Prof. Debruyne’s description of MRI-targeted biopsies with 10 — 12 systematic cores using a
grid on a stepper is a technique which can indeed be carried out, by highly skilled
practitioners, under local anaesthetic. This was a technique that was, for example, as | have
noted above, being carried out at Prof. Debruyne’s own private clinic by his colleague Jos

Immerzeel.

This does not, however, cover the majority of cases in the majority of centres, where such
techniques are poorly tolerated under local anaesthetic. Many patients will require sedation
or general anaesthesia, because the probe on the stepping unit is uncomfortable and the
technique still requires multiple perineal punctures. For these reasons, until the
PrecisionPoint™ was introduced, the overwhelming majority of transperineal grid-based
biopsies were performed under general anaesthesia.

Prior to 2014, patients were offered a transrectal ultrasound biopsy by default. In most
hospitals that were able to offer transperineal biopsies as an alternative, this was not usually
offered as a first line service, unless imaging had demonstrated an anterior tumour. Hospital
Episode Statistics data in the UK for 2014 — 2015 showed that transperineal biopsies
accounted for only 20% of all prostate biopsies. Almost all of these were under general
anaesthetic. Without providing any data of his own, Prof. Debruyne criticizes me for not
discussing the situation in mainland Europe, but | suspect, based on my discussions with
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56.

57.

58.

59.

Dutch colleagues, particularly in the 2018 — 2019 period, that the situation in The
Netherlands was even worse than it was in the UK, with probably over 95% of biopsies being

transrectal.

Prof. Debruyne refers to a 2013 comment of Peter Acher as reflected in an editorial of the
BJU International as suggesting that a perineal biopsy under local anaesthetic was possible.
As it happens, Peter Acher worked with me and was trained in grid-based transperineal
biopsies. He witnessed at first hand our own attempt at Guy’s Hospital to carry out local
anaesthetic OPD grid-based transperineal biopsies. As | explained in my First Expert Report,
although the technique was feasible, it was not practical. It was tolerable rather than
comfortable. After experimenting with transperineal biopsies under local anaesthetic, we
ultimately reverted to transperineal biopsies under general anaesthesia. That situation
continued up until the PrecisionPoint™ biopsy was introduced.

In par. 29 Prof. Debruyne takes issue with what he says is my view of what happened in the
UK. In fact, this is not my view, but a reflection of NHS Hospital Episode Statistic (HES) Data.
The data confirmed that by April 2021, transperineal biopsies now account for 65% of all
prostate biopsies. Data from BXTA indicate that over 80% of these transperineal biopsies are

done using the PrecisionPoint™ device.

Finally, Prof. Debruyne returns, in the last paragraph of his Opinion, to Galfano and Ficarra,
and says that my description of the use of the PrecisionPoint™ device essentially
corresponds to the fan technique described by them. This statement is simply wrong. As |
have explained above, the PrecisionPoint™ device keeps the access needle in the plane of
the peripheral zone of the prostate and in the longitudinal plane of the ultrasound probe. The
double freehand “fan” technique does neither. Instead, one hand has to steer the needle, and
the other hand has to hold the ultrasound probe in-line with the needle. The fan technique is
complicated to learn and cumbersome in operation. The PrecisionPoint™ device is neither.

It is in my opinion telling too that, despite Prof. Debruyne’s championing of the fan technique
in his Expert Opinion, his own private clinic does not, as far as | am aware, make use of the
fan technique, either with or without a coaxial needle. Instead, as | have explained above, his
clinic makes use of a grid-based MRI fusion targeted technique to take prostate biopsies
under local anaesthetic. This technique involves the use of a grid to make multiple punctures

in the perineum.
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Statement of truth

60. The facts stated in this report are true to the best of my knowledge and belief and the
opinions stated herein are truly held. What is set out above is based on my own knowledge
and experience and represents my complete and professional opinion. | am prepared to

attend Court and confirm the contents of this expert report under oath.

Signed: // Rick Popert //

Dr. R. Popert

on this 15th day of November 2021
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14
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davice that

{1} achisve a sancer detection conpuirable &y the gndfamplate;
{i} car be uxed under local anestheadal and
{iii} o Be usent with the resourees commondy Bt use for g ranyrestal blapsy

During the devedopment procasy, Loame o enderstand that key © the solution & & ancher
an gocess needie vl the porinsum with the siabilily 10 withstand the courder forsas of the
anaforsy 3% 1he acoess neadie s shiftad o varinus positions in e Xy and ¥ soordinates,

Yith such a davics, the bopsy brajectonias will ned slmply be Snved, bt instead re-

positioning the eit-point of the access needie o a unique and definabin DOIN 10 acvasy the

myost refevant zones of the prostate fie e caner detection, Annthar Key elormant i my

mind was hat e device should alss be coupled 1o the ultrssound p probie 20 e biopsy

needie Fajectory can be sonstantly monitorad. To arive at the PregisionFaind ™ { designad
over i duzen Rerations using CAD engineers and 30 peirited paris, i the combination of

the needle guide, squipped with 2 tomial nesdie, which needie guids can be firad 1o the
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