This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similar to a
Post Card, as described in MPEP 503.

New Applications Under 35 U.5.C. 111

If a new application is being filed and the application includes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506}, a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.5.C. 371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application asa
national stage submission under 35 U.5.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

if a new international application is being filed and the international application includes the necessary components for
an international filing date (see PCT Article 11 and MPEP 1810), a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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Application No. 15/346,335 Docket No.: 1147.PC

AMENDMENTS TO THE CLAIMS

This listing of claims will replace all prior versions and listings of the claims in the

application:
1. (Previously Presented) A multilayer tablet comprising 50 mg of the compound of
Formula I:

0]
@) F
o H
NT™ N
1Se&:
o F F
O OH
or a pharmaceutically acceptable salt thereof. 25 mg tenofovir alafcnamide or a

pharmaceutically acceptable salt thereof, and 200 mg emtricitabine or a pharmaceutically

acceptable salt thereof wherein the tablet has a total weight of less than about 1000 mg.

2 (Previously Presented) The tablet of claim 1. wherein the tablet comprises 50 mg of the
compound of Formula I as a pharmaceutically acceptable salt thereof, 25 mg tenofovir

alafenamide as a pharmaceutically acceptable salt thercof, and 200 mg emtricitabine.

3 (Previously Presented) The tablet of claim 1 or 2. wherein the tablet comprises 52 mg
of the sodium salt of the compound of Formula I and 28 mg tenofovir alafenamide

hemifumarate.

4. (Previously Presented)  The tablet of claim 3, wherein the tablet has a total weight of

less than about 800 mg.

Sk (Previously Presented) The tablet of claim 3, wherein the tablet has a total weight of

less than about 730 mg.

6-25 (Canceled)

[0
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26 (Previously Presented)  The tablet of claum 1 or 2. whercin the tablet contains less than

about 15% of the compound of Formula T or a pharmaceutically acceptable salt thereof.

27- {(Previously Presented)  The tablet of claim | or 2, wherein the tablet contains less than

about 11% of the compound of Formula | or a pharmaceutically aceeptable salt thereof.
28-51 (Canceled)
524 (Previously Presented)  The tablet of claim 1 or 2. whercin the tablet is a coated tablet.

53. (Currently Amended)  Fhe A tablet efelaim-3, comprising:

(
0 F

ol
reeni
NSNS F F

O O Na®

i)

1) a first layer including: 52.5 mg of the compound of Formula 1L 246.3 mg

microcrystalline cellulose. 19.4 mg croscarmellose sodium, and 4.9 me magnesium stearate: and
c L of-Eormubat
Pqi El'BEi'j Pl.i“iﬁe ee““le‘g ")46 3
G B a s 10.4

(ii) a second layer including: 200 mg emtricitabine. 28 mg tenofovir alafenamine

hemifumarate, 113.2 mg microcrystalline cellulose, 30.2 mg croscarmellose sodium, and 5.7 me

magnesium stearate:

In B¢ dient Mass (mg‘mhle&)
1042148.1
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M‘lifnefillm S‘e.n-a‘e 54

&

and (ii1) a film coating.

54. (Canceled)

55. (Previously Presented) The tablet of claim 3, wherein the first layer comprises 52 mg of

the compound of Formuta II:

(mn
H O F
o ~ ~
\r!l/\N\ H | ~
o F F
O O™ Na®

and is substantially free of tenofovir alafenamide or a pharmaceutically acceptable salt
thereof. and the second layer comprises 28 mg tenofovir alafenamide hemifumarate and
200 mg emtricitabine and is substantially frec of the compound of Formula L or a

pharmaceutically acceptable salt thereol.

1042148.1
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REMARKS

Claims 1-5, 26, 27. 52, 53. and 55 arc pending. Claim 53 is currently amended. The
amendments add no new matter to the claims. Accordingly. upon entry. claims 1-5, 26, 27. 52.
53, and 55 arc pending cxamination.

Claim 53 has been amended to recite the components of the first and second layers of the
tablet in text format rather than tabular format.

Applicant respectfully requests reconsideration of the application in view of the

amendments and remarks made herein.

Applicant gratefully acknowledges withdrawal of the claim objections and the rejection
under 35 U.S.C. § 102(a)(2).

Claim Rejections under 35 U.S.C. § 112(b)

Claim 53 has been rejected as being allegedly indefinite. The Office Action notes that
claim 53 recites the first and second layer in table form, which it asserts is permitted only in
limited instances. The Office Action also notes that claim 53 recites the compound of Formula 1.
while the claim from which it depends (claim 3) recites the compound of Formula 1. Solely in an
cffort to advance prosceution and without conceding to the merits of the rejections, claim 53 has
been revised to be an independent claim and amended to recite the components of the first and
sccond layers in text format. Reconsideration and withdrawal of the rejection is respectfully
requested.

Claim 55 has been rejected as being allegedly indefinite. The Office Action alleges that
the term “substantially free” is indefinite. Applicant respectfully disagrees and submits that one
of ordinary skill in the art would be reasonably apprised of the scope of the invention in view of

the teachings of the specification. For example. paragraph 0289} of the specification as-filed

provides:
5
1042148.1
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“The term “*substantially free™ in relation to the presence of a given
component within e.g. a composition means that less than 5% by weight of the
composition (e.g. less than 1% by weight of the composition) is that given
component. The word “substantially” does not exclude “completely” e.¢. a
composition which is “substantially free” from Y may be completely frec from Y.
Where necessary, the word “substantially” may be omitted from the definition of
the invention.

Accordingly, the specification provides a standard for ascertaining the requisite metes and
bounds of the term “substantially frec”. Reconsideration and withdrawal of the rcjection is

respectfully requested.

Claim Rejections under 35 U.S.C. § 103

Claims 1-5, 26-27, 52-53, and 55 have been rejected as being allegedly being obvious
over Carra ef al. (W02015/196116, hercinafter “Carra 1) in view of Dahl er al. (U.S. Patent
Application Publication No. 2007/0099902). Claims 1-5, 26-27. 52-53, and 55 have also been
rejected as being allegedly being obvious over Carra ef al. (US Patent Application Publication
No. 2016/0016973, hereinafter “Carra 27) in view of Dahl er al. (U.S. Patent Application
Publication No. 2007/0099902). In particular, the Examiner alleges it would have been obvious
to onc of ordinary skill in the art to formulate the dosage form in a bilayer tablet to separate
tenofovir from the compound of Carra ez al. in order to prevent destabilizing contact of tenofovir
with the surfactant.

Applicant notes the publication dates of Carra 1 and Carra 2 arc December 23, 2015 and
January 21, 2016, respectively, and the effective filing date of the instantly claimed invention is
November 9. 2015. Because both Carra 1 and Carra 2 were published after November 9, 2015,
they are not available as prior art against the instantly claimed invention.

Regarding the secondary reference, the Examiner cites Dahl ef al. for its teaching ol a
bilayer tablet of efavirenz. emtricitabine. and tenofovir, noting Carra 1 and Carra 2 do not teach a
multilayer tablet (see page 5, first paragraph and page 7, first paragraph of the Office Action).

However. Dahl et al. does not teach or suggest a tablet comprising tenofovir alafenamide, much

1042148.1

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
1555 of 1915



Application No. 15/346,335 Docket No.: 1147.PC

less a tablet comprising the compound of Formula L Accordingly. Dahl er a/. alone docs not
render the instant claims obvious,

In view of the foregoing, Applicant respectfully requests withdrawal of the rejection.

Response to Arguments

Notwithstanding the Examiner’s indication that the anticipation rejections have been
withdrawn (see page 2. itemn 2 of the Office Action), the following remarks address the Response
to Arguments, in which the rejections are maintained.

In response to Applicant’s arguments regarding the unexpected results obtained using the

instantly claimed formulation of a compound of Formula I, tenofovir alafenamide, and

emtricitabine—namely, increascd cxposure of the compound of Formula 1 (i.e.. bictegravir) in
the fixed dose combination of bictegravir. emtricitabine, and tenofovir alafenamide (B/E/TAF)
relative to s exposwre when co-administered as a single agent with a fixed dose combination of
emtricitabine and tenofovir alafenamide (B + F/TAF)—the Examiner alleges the data provided is
not commensurate in scope with the claims. therefore a side by side analysis cannot be
conducted.

Applicant submits the Examiner has mischaracterized the claimed invention. While the
wstantly claimed formulation comprises specific amounts of bictegravir. tenofovir alafenamide.
and cmiricitabine, the unexpected results are associated with the combination of bictegravir.
tenofovir alafenamide, and emtricitabine, not the specific amounts. The data provided in
paragraph {0317] demonstrate this unexpected result. Specifically, the data demonstrate the
approximately 30% higher exposure of bictegravir in a fixed dose combination of bictegravir,
emitricitabine, tenofovir alafenamide (Formulation F2 = B/F/TAF) relative 1o its exposure when
co-administered as a single agent (Formulation F1 = B) with a fixed dosc combination of
emitricitabine and tenofovir alafenamide (Formulation F3 = F/TAF).

Because of the increased exposure observed for bictegravir in fixed dose combination
with tenofovir alafenamide and emtricitabine, efforts to develop a fixed dose combination
incorporating a lower dose of bictegravir commenced, Paragraph [0345] of the specification
provides such a combination. comprising 50 mg bictegravir, as Formulation F7. The data

7
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provided in paragraph [0345] demonstrate that the exposurc of bictegravir in Formalation F7
relative to its exposure in a formulation containing 75 mg biclcgravir as a single agent
(Formulation F1 + Formulation F3) is (predictably) lower, yet still provides anti HIV antiviral
efficacy. The data also demonstrate that the exposurcs of (enofovir alafenamide and
enlricitabine in Formulation F7 are consistent with those observed when bictegravir was co-
administered as a single agent with a fixed dose combination of tenofovir alafenamide and
emtricitabine (Formulation F1 + F3). Thus. reducing the dose of bictegravir reduced the
exposure of bictegravir, but did not reduce the exposure of tenofovir alafenamide and
emtricitabine. 1t follows that reducing the amount of bictegravir in the fixed dose combination
from 75 to 50 mg can result in a lower weight (or smaller) tablet—an advantage of the instantly
claimed formulation thal is recited in claim L.

In view of the foregoing. reconsideration and withdrawal of the rejection is respectfully

requested.
8
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CONCLUSION

Applicant requests reconsideration of this application in view of the present amendments.
If the Office finds that a telephone conference would expedite the prosccution of this application,
please telephone (he undersigned at the number provided.

The Director is hereby authorized to charge our Deposit Account No. 07-1250. under
Order No. 1147.P2C from which the undersigned is authorized to draw for any fees due in this

(ransaction.

Dated: March 20, 2019 Respectfully submitted,

By: _/Donna Johnson Gressler/

Donna Johnson Gressler

Registration No.: 45,544

GILEAD SCIENCES. INC.
Correspondence Customer Number: 25000
(650) 522-1816

Altorney For Applicant

1042148.1
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AU NEW ZEALAND
A NTELLECTUAL
’ PROPERTY OFFICE

SRS JRR AR

15 August 2018

DAVIES COLLISON CAVE PTY LTD
DCC NZ Limited

Private Bag 3140

Waikato Mail Centre

Hamilton 3240

New Zealand

Your reference: 35283363/MJC

IP Number: 741957

Patent: THERAPEUTIC COMPOSITIONS FOR TREATMENT OF HUMAN IMMUNODEFICIENCY
VIRUS
Applicant: Gilead Sciences, inc.

First Examination Report

Section 67 ~ Deadline for substantive response to report

The deadline by which the applicant must make a substantive response to this report is 15 February
2019. The time to respond is extendable by one month to 15 March 2019 if requested within the
extended period.

Section 71 — Time for putting application in order for acceptance

The application is void if it is not placed in order for acceptance by 15 August 2019,

Examination

Examination has been performed on the most recent specification and in consideration of the
documents listed below

¢ International Preliminary Report on Patentability
Notice under the GPPH Pilot Programme

Unless an objection has been made in this report that the invention so far as claimed in a claim is not
patentable, then the Commissioner is satisfied, on the balance of probabilities and at the date of this
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report, that the invention claimed in that claim is patentable in accordance with section 14 of the New
Zealand Patents Act 2013.

1. Section 61 — Basic application not first application for protection

The present application claims priority from the basic application 62/253,042 dated 09 November
2015 and 62/399,999 dated 26 September2016. However, it appears that the claimed subject
matter of the present application was first disciosed by the Applicant in the basic application
number 62/015,245 dated 20 June2014, corresponding to WO 2015/196116 (D1).

62/015,245 discloses combinations of the compound of Formuls | with tenofovir alafenamide and
emtricitabine. The compound of Formula 11, which is the sodium salt of the compound of Formula
1, is present in amounts of 25-100 mg (see [0058]). Tenofovir alafenamide is present in amounts of
5-30 mg and emtricitabine is present at 200 mg (see [0096]).

The present application is considered to be filed after the expiration of 12 months from the day on
which a basic application was first made in the convention country in respect of the invention.
Either the claims should be amended such that they no longer encompass the subject matter
disclosed in the first basic application, or else the application can be converted to a nonconvention
application with the accompanied loss of the right of priority.

For the purposes of this examination, the application is considered to take the priority date of the
international filing date, 08 November 2016. Should priority be restored, D1 will form part of prior
art base under section 8(2).

2. Section 14(b}(i) - Invention claimed forms part of prior art base, section 8({1}

in view of the loss of priority as discussed in item 1 the subject matter of the claims 1-3, 6-8, 11-15,
34-35 and 38-39 is not novel having regard to the following material from the prior art base:

e WO 2015/196116 (D1)

The term "obtainable" in claims 34-35 is non-limiting on the scope of the claims. The first and
second layers of claims 34-35 are therefore not defined and cannot be acknowledged to be novel.

D1 discloses combinations of the compound of Formula | with tenofovir alafenamide and
emtricitabine. The compound of Formula !, which is the sodium salt of the compound of Formula
1, is present in amounts of 25-100 mg (see [0058]). Tenofovir alafenamide is present at 5-30 mg
and emtricitabine is present at 200 mg (see [0096]). The combination may be administered as a
tablet.

In view of D1, claims 1-3, 6-8, 11-15, 34-35 and 38-39 lack novelty.

Case number: 741957 Page 2 of 5
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3. Section 14(bj}{ii) - Invention claimed is obvious having regard to the prior art base, section 8(1)

The invention claimed in claims 1-51 does not involve an inventive step, being obvious to a person
skilled in the art having regard to the following material of the prior art base:

e WO 2015/196116 (D1)
e WO 2014/100323 {D2)
s WO 2014/100323 {D3)

34

[y

Claims 1-3, 6-8, 11-15, 34-35 and 38-39 lack novelty over D1, so cannot be acknowledged to
involve an inventive step. Furthermore, the remaining claims do not appear to relate to a
surprising technical effect, and are therefore attainable to a skilled person by routine trial and
error and non-inventive workshop modification. Consequently, all claims are considered
obvious.

3.2 Should the priority of the claims be restored, WO 2014/100323 {D2) will be considered the
closest prior art. D2 discloses a tablet as a single dosage form comprising a compound of
formula (1). The compound of formula (1) is shown to be therapeutically effective in the
treatment of HIV. Its combination with another anti-HIV agent including tenofovir alafenamide
and emtricitabine is also suggested in D2.

D3 teaches that tenofovir alafenamide and emtricitabine are also known to be effective in the
treatment of HIV when used alone or in combination with other anti-HIV agents in a single
dosage form.

it is not considered inventive to combine two or more active ingredients for treating a
particular disease in the case where said two or more active agents are each known to be
therapeutically effective alone in treating said particular disease. An inventive step may be
acknowledged should such a combination display a surprising technical effect, such as synergy.
However, the specification provides no such evidence of synergy. Consequently, all claims are
considered obvious.

4. Section 39{2)(a) ~ Claims do not relate to one invention only

Claims 40-41 are not unified with the rest of the claims. Claims are unified where they share
common novel subject matter or share special technical features. The only feature that claims 40-
41 share with the rest of the claims is the presence of the compound of Formula |. However, this
feature was known at the time of filing, having being disclosed by WO 2014/100323 (D3).

The claims may be restricted to claim only one invention, and further divisionat applications in

which the other inventions are claimed may be filed and accorded the date and priorities of this
application.

Case number: 741957 Page 3 of 5
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5. Section 39(2)(b) — Claims not clear

5.1 Claims 4-5, 40, 42-44, 46-48 and 50 are not clear. The term “about"” renders the scope of the
claims ambiguous and unclear.

5.2 Claims 34-35 are not clear. The term "obtainable” is non-limiting on the scope of the claims.
The first and second layers of claims 34-35 are therefore not defined.

S.3 Claims 28-30 and 46-51 are not clear. These claims are defined by a result to be achieved, and
appear to lack the technical features necessary for achieving said result. A person skilled in the
art, reading the specification should not have to perform undue experiments in order to
determine the scope of the claim.

6. Section 39(2)(b) — Claims not concise

6.1 Claims 7-9, 11-12, 16 and 43-44 are not concise as they fall wholly within the scope of
independent claim 1.

6.2 Claims 49-51 are not concise as they fall wholly within the scope of independent claim 46.

A claim that falls wholly within the scope of another claim should not be presented as an
independent claim, but instead should be made dependent on a broader claim.

7. Section 16(2) - Method of treatment of human beings by surgery or therapy

Claim 39 that is directed to methods of treatment of human beings by therapy is not eligible for
grant of a patent.

8. Regulation 33 - Abstract not suitable
The abstract does not indicate the principal use or uses of the invention.

Further, the abstract drawing should be replaced with an image of a compound of Formula | to
supplement the abstract.

9. Section 73 - Notice of entitlement not filed

A notice of entitlement has not been filed. If the notice is not filed before the expiry of the period
prescribed under section 71 the application will be void.

If you wish to file a notice of entitlement, please follow the steps below:

- Logon to the IPONZ case management facility.
- Select Maintain a Patent from the left hand menu of your Inbox. The Reguest Patent Change
page will display. Select Amendment/Correction of Error.

Case number: 741957 Page 4 of 5
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- The Search Patent Cases screen displays. Search for the patent case that you wish to amend.
Once you have identified the correct case, check the radio button to the left of that case
number to select it. {Do not click on the case number itself.) Then click the Select button.

- In the Type of Amendment field, sclect Voluntary Amendment.

- Upload your Notice of Entitlement in the Additional Documents field at the bottom of the
page.

- Select Submit.

If you are filing the notice of entitlement as part of a task without making a substantive response
to the objections in this report, you may select Respond to Examination Issues Later after
submitting your file(s). This will allow you to provide a substantive response to the examination
report at a later date.

Yours faithfully
Matthew Allan
Patent Examiner

DDI: +64 4 8965382
For the Commissioner of Patents

Case number: 741957 Page 5of 5
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Davies Collison Cave Pty Ltd
Level 15

1 Nicholson Street
MELBOURNE VIC 3000

Australia

Your reference 35283360/MjC
Application number 2016354007
Applicant name Gilead Sciences, Inc.

Earliest priority date 09 November 2015

Final date for acceptance: 5 November 2019
Date of this report: 5 November 2018
Examination request date: 26 April 2018

Dear Davies Collison Cave Pty Ltd,
Your application has been examined under section 4% of the Poignis Act 1956, | consider that this application

does not meet the requirements of the Act because there are issues with the application that are explained
in the report details.

You have 12 months from the date of this report to overcome all my objection(s) otherwise this application
will lapse.

You will also need to pay any annual continuation fees that apply. Your next continuation fee is due on
8 November 2020.

NOTE: There is a current postponement of acceptance in place. If you overcome all other objections before
the expiration of that pastponement, the Commissioner will only accept the application at that time if you
have filed a clear and unambiguous statement requesting the withdrawal of that postponement. Otherwise,
a further adverse report will be issued.

Details of this patent application can be viewed on AusPat, our Australian patent search database.

Yours sincerely,

Thomas Case
Section: CHEM 5 - PHARMACEUTICALS
Phone: (612) 6283 2656

Page 1 of 4
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Your reference 35283360/MjC
Application number 2016354007

Basis of the report

In examining this application | have considered:

- the PCT pamphlet as originally filed

Summary of novelty, inventive step and patentable subject matter

Satisfy Claim
requirements? numbers
Novelty/inventive step Yes NONE
No 1-51
Patentable subject matter Yes 1-51
No NONE

Detailed objections on issues that have been identified

Documents cited or considered relevant

D1: WO 2015/196116 A1 (GILEAD SCIENCES, INC) 23 December 2015 [1]
Category: P,X Claims: 1-6, 8, 11-15, 38-42, 44, 46-51

D2: WO 2015/196137 A1 (GILEAD SCIENCES, INC) 23 December 2015 (1}
Category: P, X Claims: 1-6, 8,11-15, 38-42, 44, 46-51

D3: WO 2014/100323 A1 (GILEAD SCIENCES, INC) 26 june 2014 U]
Category: X Claims: 34
Category: Y Claims: 1-51

D4: WO 2013/116720 A1 (GILEAD SCIENCES, INC) 08 August 2013 [1]
Category: X Claims: 35
Category: Y Claims: 1-51

D5: WO 2015/022351 A1 (RATIOPHARM GMBH) 19 February 2015 [1)
Category: Y Claims: 1-51

D6 : "Gilead and Tibotec finalize agreement on single-tablet HIV regimen”, Thomson Reuters Drug News,

(2011-11-17), URL: https://integrity.thomson-

pharma.com/integrity/xmlxsl/pk_ref_list.xml_show_ficha_ref?p_ref id=1729357, (2013-02-01) [1]

Category: Y Claims: 1-51

1] Cited in WO 2017083304

Page 2 of 4

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040

1568 of 1915



Your reference 35283360/MjC
Application number 2016354007

Note that this report has cited non-patent literature document/s. Copies of non-patent literature

document/s can be requested for a fee (see Patert Reguiotions schedule 7, fee jtem 233 and 234) through
<1 reices.

Please provide the citation details and associated patent application number with your request. Note that
because of copyright restrictions we can only provide copies of hard copy books, journals and newspapers
(see the Australian Patent Office Manual of Practice and Procedure at pars 2.12.34 Copving of Material and
Comvngnt implications). However copies of any remaining documents should be readily obtainable from
known electronic database sources.

Special categories of cited documents:

X: The claimed invention cannot be considered novel under syfsection 7¢1} in light of the document and/or
cannot be considered to involve an inventive step under ¢ 7¢2} of the Act in light of the common
general knowledge considered together with the document.

Y: The claimed invention cannot be considered to involve an inventive step under subisection 7¢2} of the Act
in light of the common general knowledge when considered together with a combination of the document
and one or more other such documents.

P: Document published prior to the filing date but on or after the priority date claimed

Novelty and inventive step

1 Claims 1-6, 8, 11-15, 38-42, 44, 46-51 are not novel when compared D1. Although D1 was
published later than the priority date of the present claims its information has an earlier
priority date than the present claims.

D1 discloses compositions comprising compounds of Formula | and Il (the sodium salt)
([0002]) for the treatment of HiV ([0008-0014)]. D1 discloses compositions comprising 25-100
mg Formula I, 5-30 mg tenofovir alafenamide and 200 mg emtricitabine ({0058, 0096]; claims
12-18). D1 discloses pharmaceutical compositions that are solid oral dosage forms such as
tablets and capsules ([0065]). D1 discloses compositions comprising microcrystalline cellulose
and croscarmellose sodium as excipients ([0145]).

A similar objection also applies in light of D2.

2 Claim 34 is not novel or inventive in light of D3 and claim 35 is not novel or inventive in light of
D4.

Note that these claims are directed to the specific layer and do not comprise the other layer of
the tablet. A single dosage form is within the scope of these claims.

D3 discloses single dosage forms comprising compounds of Formula | (see page 40; example
42). D4 discloses a monolayer and bilayer tablet comprising in one single layer tenofovir
alafenamide and emtricitabine compressed together.

3 Claims 1-51 are not inventive in light of D3 when combined with anyone of D4 or D5.

D3 discloses compounds of Formula f and il in the treatment of HIV (see abstract, example 42)
and suggests combination therapy with other anti-HIV agents such as emtricitabine and

Page 30of4
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Your reference 35283360/MJC
Application number 2016354007

tenofovir alafenamide (page 38).

D3 does not directly disclose the solid dosage form as defined in the present claims
comprising compounds of Formula I, emtricitabine and tenofovir alafenamide. D4 and D5 both
disclose compusitivns comprising combinations of emtricitabine and tenofovir alafenamide.

Itis noted that the application has not described any unexpected or surprising effect such as
synergy resuliting from the specific combination of Formula |, emtricitabine and tenofovir
alafenamide. It does not involve an inventive step to combine multiple agents known for
treating the same condition into one composition. Therefore, it would be obvious to the
person skilled in the art to combine the known anti-HIV drugs of Formulas I/l (D3) with other
known anti-HIV drugs emtricitabine and tenofovir alafenamide (D4, DS) into one formulation.

Claim features relating to specific formulation options such: as coated tablets; multilayered
tablets; specific excipients including croscarmeliose sodium, magnesium stearate,
microcrystalline cellulose; and particular concentrations of active ingredients are not
considered to provide an inventive step over the prior art. Such features are obvious to the
person skilled in the art as they relate to routine or standard pharmaceutical formulation
options known in the art.

Please note that IP Australia was unable to obtain D6. it appears that D6 provides a disclosure
similar to that of D4 and DS and it is therefore likely a similar objection would be taken in light
of D3 when combined with D6. The applicant would assist the examination process by
providing a copy of D6 with their response.

END OF REPORT

Page 4 of 4
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TECHNICAL REPORT
INE/SNP/DGE/DPI/ADP 'N° 0433/2018
SNP/2018-06970

Dear Sirs

GILEAD SCIENCES, INC.
SP260-2016

Publication 12193

Reference: Techuical Report N°337/2018

“PHARMACEUTICAL FORMULATIONS”

As a result of the substantive examination, carried out based on Article 45 of Decision 486 of
the Commission of the Andean Community. the following is communicated:

. Documents studied

» Patent Application SP260-2016 dated 09/11/2016

» WO 2014/100323 Al “Polycyclic-carbamoylpyridone compounds and their
pharmaceutical use™.

» Set of claims dated May 29, 2018.

. Patentability requircments
(Clarity, Sufficiency, Concision, Unity of invention and Patentability)

Art. 30 Decision 486

> Claims | and 2 lack conciseness when mentioning, "salt", a general term that does not
allow determining the scope of protection of the claim and that gives many
possibilities that are not supported by the examples of the description.
Regarding the salt, this is formed by cations (positively charged ions) linked to anions
(negatively charged ions), the claim does not indicate what is the cationic and anionic
part of the claimed compounds.

» Claim 4 lacks conciseness when mentioning "less than about", a general expression

that does not allow determining the scope of protection of the claim and that gives

many possibilities that are not supported by the examples of the description. 1t lacks

clarity because it characterizes the tablet by a parameter. In addition, it gives many

possibilities of weight which causes that the maiter to be protected is not clear.

Claim S would be convenient to place endpoint

> Claims 6 and 7 lack of conciseness when mentioning "less than approximately”, "salt"
general expressions that do not allow determining the scope of protection ol the claim
and that give many possibilitics that are not supported in the examples of the
description.

v

. Determination of the State of the Art
(Novelty. Inventive Step and Industrial Application)
Art 14, Art 16 y Art 18 Decision 486

> The following are the RELEVANT DOCUMENTS that affect the inventive step of the
application.

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
1571 of 1915



: S ARG . PUBLICATION

No. DOCUMENT FITLE DATE
“Polycyclic-carbamoylpyridone
D1 WO 2014/100323 Al compounds and their pharmaceutical 22/06/2000
use”’
o TR AFFECTED DOCUMENT AFFECTED

Na. DOGIMIN CLAIMS CATEGORY REQUIREMENT
Dl WO 2014/100323 Al 1to8 N/D INVENTIVE STEP

X: meuns the importance of the document alone for the possibility of revoking the palent application by 1he concept of
navelty or inveutive level

Y: means the nnponance of the document that combined with another docunicnt. can aftect the fearure of inventive step of
the patent application,

A micans that not being tipoutant for the novely and inventive step examinmion is referred as a docnment elated with the
patent application,

O referred 10 nou-writien disclosure.

D: arc the docoment cited in the specification of the invention.

P:are the docinmenis published between the filing, daie of the application and the recognized priority dale

E: prior document, but published afier the filing datc of the application

F-designales ihc docwunent published abroad. application or pancn. corresponding 10 1he applicainon under cxaminatron

G _designaies patent family members

» D1 discloses compounds for use in the treatment of human immunodeficiency virus
(HTV) infection (abstract). D1 teaches pharmaceutical compositions -comprising the
compound of formula 1 of the present application, or a pharmaceutically acceptable
salt thereof (page 37). The additional therapeutic agent is selected from one or more
of* emtricitabine and tenofovir alafenamide lumarate (page 38). D1 teaches that the
pharmaceutical composition can be in the form of a tablet and that the compound of
formula 1 is in an amount of 50 mg (pages 35-36).

In the following table the similarities between the compounds of D1 and claim 1 of the
application are shown:

TABLE No. 1

Application D1
l. A tablet comprising 50 mg of the | Tablet comprising 50 mg of the compound:
compound of formula 1

. (*) F
o F
H N <Ry
oy~ S SN DSY
i | : = :
No s . o F F
& R ¥ ©.. Oh
O oM : )

Compound 42

a pharmaceutically acceptable salt thereof, 25 mg
tenofovir alafenamide or a pharmaceutically emtricitabine, tenofovir alafenamide fumarate
acceptable salt thereof, and 200 mg emtricitabine
or a pharmaceutically acceptable salt thereof.

As can be seen in table N° 1, D1 and the application disclose tablets comprising 50 mg of
the compound of formula I emtricitabine and tenofovir alafenamide fumarate, The
difference between D1 and the application is that D1 does not disclose the amounts of
emtricitabine and tenofovir alafenamide, however. this difference does not demonstrate
an unecxpeceted technical effect with respeet to the disclosure of D1. Likewise, it is
necessary to indicate that it is common praciice to combine two or more active
ingredients that are useful in the treatment of the same disease and it is also known that
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said combination will have a better therapeulic effect than a single drug. The compound
of formula 1 is known to be therapeutically effective in the treatment of HIV and the
combination of this compound with other agents useful for the treatment of HI'V such as
leneolovir alafenamide and emtricitabine is suggested in D1.

Turthermore, the present application does not demonstrate that the combination of the
compound of formula 1, tenofovir alafenamide and emtricitabine has a synergistic
therapeutic effect, therefore, the combination of the three drugs useful in treating HIV is
considered obvious.

So in light of D1 and in the absence of an unexpected technical effect attributed to the
technical features of claim 1, the matter claimed by claims | (o 8 is considered obvious
and without inventive step.

. Conclusions

> Patent Application N® 260-2016 does not comply with Articles 14, 18 and 30 of CAN
Decision 486 as to clarity, concisencss, support and inventive step.

I compliance with Article 43 of Decision 486 of the Andearn Comurunily Commission. it
is indicated thar this action must be responded within the term of sixty (60) days counied
Jrom the date of notification of this communicarion. In the evew of failure 1o respond 1o
this request. or if in spite of the answer the nppediments (o the concession continue, the
paternt will be denied.

La Paz, September 17, 2018
litegible signature
Pharmaceutical Chemist Deisy Jimenez Gomez
Patent Examiner

SENAPI
Appoinumnents (Fridays 9 am — 11 am)
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Cipla v. Gilead

PUBLICATION N, 12193

To, September 18, 2018

In accordance with Technical Report No. 337/2018, notify the applicant in order to correct the
observations made by the examiner of the area, or with the formalities of Law.
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INFORME TECNICO
INF/SNP/DGE/DPI/ADP N° 06433/2018
SNP/2018-06970

Sefiores:

GILEAD SCIENCES, INC.
SPz260-2016

Publicacién 12193

“FORMULACIONES FARMACEUTICAS”

Como resultado del examen de fondo, realizado con fundamento en el Articule 45 de la
Decisién 486 de 1a Comisién de la Comunidad Andina, se le comunica:

s Documentos estudiados

> Solicitud de Patente SP260-2016 de fecha 09/11/2016.

> WO 2014/100323 A1 “Polycyclic-carbamoylpyridone compounds and their
pharmaceutical use”.

> Pliego reivindicatorio de fecha 29 de mayo de 2018.

¢ Requisitos de Patentabilidad
. (Claridad, Suficiencia, Concisién, Unidad de invencién y Patentabilidad)
Art. 30 Decisién 486

> Reivindicaciones 1y 2 carecen de concisién al mencionar “sal”, término general que no
permite determinar el alcance de proteccién de la reivindicacién y que da miuchas
posibilidades gue no est4n sustentadas en los ejemplos de la descripcion.
] En cuanto a la sal ésta est4 formada por cationes (iones con carga positiva) enlazados a
aniones (iones con carga negativa), la reivindicacién no indica cual es la parte catiénica
y aniénica de los compuestos reclamados. '

» Rejvindicacién 4 carece de coneisién al mencionar “menos que aproximadamente”,
expresi6bn general que no permite determinar el alcance de proteccién de la
reivindicacion y que da muchas posibilidades que no estin sustentadas en los ejemplos
de la descripcién. Carece de claridad- porque caracteriza al comprimido por un
parémetro. Ademas, da muchas posibilidades de pesolo cual provoca que no quede clara
la materia que se pretende proteger. ’ : 3
Reivindicacién 5 seria conveniente colocar punto final.

Reivindicaciones 6y 7 carecen de concisién al mencionar “menos de aproximadamente”,
" “sal” expresiones generales que no permiten determinar el alcance de proteccién de la

reivindicacién y que dan muchas posibilidades que no estan sustentadas en los ejemplos
_ de la descripcion.

XV

+ Determinacién del Estado de la Técnica _
ovedad, Nivel Inventivo y Aplicacién Indugtrial)

Pagina 1 de 3
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Art. 14, Art.16 y Art. 18 Decision 486

> A continuacion se detallan los DOCUMENTOS RELEVANTES que afectan el nivel
inventivo de la solicitud.

No. | DOCUMENTO TITULO o
: . “Polycyclic-carbamoylpyridone compounds
D | WS 2‘_)14/ 100323 Al and their pharmaceutical use” . 22/06/2000
- REIVINDICACIONES | CATEGORIA DEL REQUISITO
.. DOCUMENTO AFECTADAS DOCUMENTO | QUE AFECTA
D1 WO 2014/100323 Al 1a8 X/D Nivel Inventivo

X: significa la importancia del documento por si solo para la posibilidad de revocar 14 solicitud de patente por el concepto de
novedad o nivel inventivo.

¥: significa la importancia del documento que, combinado con otro, puede afectar la caracteristica del nivel inventivo de la
salicitud de patente, ’

: A significa que no siendo importante para la evaluacion de la novedad y para la del nivel inventivo est4 referida como documento
: relacionado a la solicitud de patente,

O: referido a divalgacién no escrita

D: son los documentos que se citan en 1a descripeién de la invencién

P: son los documentos publicados entee 1a fecha de presentacién de la solicitud y la fecha de prioridad reconocida

E: documento anterior, pero publicado después de la fecha de la presentscién de la solicitud

F: designael dncumento publicado en el extranjero, solicitud o patente, que corresponde a la solicitid que sc esté examinando
G: designa a patentes miembros de la familia

»> D1 divulga compuestos para el uso en el tratamiento de la infeccién del virus de
inmunodeficiencia humana (HIV) (resumen). D1 ensefia composiciones farmacéuticas
que comprenden el compuesto de férmula I de la presente solicitud, o una de sus sales
farmacéuticamente aceptables, en combinacién con uno o més agentes terapéuticos
adicionales, y un portador, diluyente o excipiente farmacéuticamente aceptable (pagina
37). El agente terapéutico adicional se selecciona de uno o mas de: emtricitabina y
tenofovir alafenamida fumarato (pagina 38). D1 ensefia que la composicion farmacéutica
puede estar en forma de un comprimido y'que el compuesto de f6rmula I ests en una
cantidad de 50 mg (péginas 35 y 36).

En la tabla N°1 se muestran las similitudes entre D1y la reivindicacién 1 de la presente

solicitud:
TABLA N°1
Solicitud ) D1
1. Uncomprimido que comprende 50 mg del | Comprimido que comprende 50 mg del
compuesto de Formulal: compuesto:
] B o o] F
o - Q. F 2 O\‘/\N/\.)‘\N/\/@\ N
NN &
o F F H
O OH Compound 42 i

una sal farmacéuticamente aceptable del mismo,
25 mg de tenofovir alafenamida o uma sal | emtricitabina, tenofovir
farmacéuticametite aceptable de la misma, y 200 | alafenamiida fumarato. ,
mg de emtricitabina o una sal
farmacéuticamente aceptable de la misma.

Pagina 2 de 3

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
1576 of 1915



Como se puede observar en la tabla N°1, D1 y la solicitud divulgan comprimidos que
comprenden 50 mg del compuesto de Férmula I, emtricitabina y tenofovir alafenamida
fumarato. La diferencia entre D1 y la solicitud es que D1 no divulga las cantidades de
emtricitabina y tenofovir alafenamida, sin embargo, esta diferencia no demuestra un efecto
técnico inesperado respecto a la divulgacién de D1. Asimismo, es necesario indicar que es
practica comifin la combinacién de dos o mas principios activos que son utiles en el
tratamiento de una misma enfermedad y también es conocido que dicha combinacién tendré
un mejor efecto terapéutico que un solo firmaco. El compuesto de férmula I es conocido
porque es terapéuticamente efectivo en el tratamiento de VIH y la combinacion de este
compuesto con otros agentes ttiles para el tratamiento de VIH tal como tenofovir
alafenamida y emtricitabina es sugerido en Di1. : '
Ademés, la presente solicitud no demuestra que la combinacién del compuesto de férmula
1, tenofovir alafenamida y emtricitabina presente un efecto terapéutico sinérgico, por lo
tanto, la combinacién de los tres fArmacos ttiles para tratar VIH se considera obvia.

Por lo que a la luz de D1 y en ausencia de un efecto técnico inesperado atribuido a las
caracterfsticas técnicas de la reivindicacion 1, la materia reclama por las reivindicaciones 1a
8 se considera obvia y sin nivel inventivo.

¢ Conclusiones

» La Solicitud de Patente N®260-2016 no cumple con los Articulos 14, 18 y 30 de la
Decision 486 de la CAN en cuanto a claridad, concision, sustento y nivel inventivo.

En cumplimiento del Articulo 45 de.la Decisién 486 de la Comisi6n de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de sesenta (60) dfas -
contados a partir de la fecha de notificacién de la presente comunicacién. En caso de no
dar respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los
impedimentos para la concesién, se denegara la patente. ' .

La Paz, 17 de septiembre del 2018

Entrevistas (vi-grxrxlvég é”am — 11 am)

Pagina 3 de 3
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PUBLICACION Nro. 12193

A, 18 de septiembre de 2018

En atencién al Informe Técnico Nro. 337/2018, notifiquese al solicitante a
efectos de subsanar las observaciones realizadas por el examinador del 4rea

sea con las formalidades de Ley.

£

. " | SERVICIO Y 7% Pn5SwDAD INTELEGTUAL
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EDICT N 506

In the present application of registry N' 92163-01 dated May 3. 2018 of the INVENTION
PATENT named THERAPEUTIC COMPOSITIONS FOR TREATMENT OF HUMAN
INMUNIODEFICENCY VIRUS, property of GILEAD SCIENCES, INC. presented by its legal
representative BENEDETTT STUDIO, the following has been issued:

MINISTRY OF COMMERCE AND INDUSTRIES
The General Direction of the Industrial Property Registry

PANAMA, July 17,2018

Once issued the REPORT ON THE STATE OF THE ART of the application of INVENTION
PATENT N° 92163-01, named THLRAPEUTIC CONPOSITIONS FOR TRIATMENT OF
HUMAN INMUNIODEFICENCY VIRUS, the transfer is processed and is ordered to be
published in the BORPI, prior payment of the corresponding fees lor which the term of six (6)
months extendible 1o additional (6) months is granted, at the request of the applicant, [rom
the date of notification.

DECLARATION OF FUNDING: Articles 45 and 49 ol Law No. 35 of May 10, 1996, article 35 ol
Executive Decree No. 7 of February 17,1998

NOTIFY AND COMPLY.... (FDO) DESIDERIO DE LEON, head of the Invention Patent
Department ... (FDO) sceretary ad-hoc

Therefore, the present notilication edict is fixed, at a public and visible place of the General
Direction of the Industrial Property Registry of the Ministry of Commerce and Industrics, {or
the term of five working days counted from October 3, 2018.

Llegible signature
DESINDERIO DE LEON

Chief of the invention Patents Department
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MINISTRY OF COMMERCE AND INDUSTRIES

PANAMA, October 3, 2018

Once issued the REPORT ON THE STATE OF TNE ART of the application of INVENTION
PATENT N 92163-01, named THERAFEUTIC COMPOSTTIONS TOR TREATMENT OF
FIUMAN INMUNIODEFICENCY VIRUS, the transler is processed and ordered o be
published in the BORPY, prior payment of the corresponding fees tor which the term of six (6)
months extendible to additional (6) months is granted, at the request of the applicant, from
the date of notification.

DECLARATION OF 'UNDING: Articles 45 and 49 of Law No. 35 of May 10, 1996, article 35 of
Executive Deeree No. 7 of February 17, 1998.

NOTIFY AND COMPLY
Hllegible signarure
DESIDERIO DE LEON
Chicf of the invention Patents Department
Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
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Ministry of Commerce and industries PATENT OF INVENTION
General Direction of Industrial Property Registry
Patents Department

State of Art Report Application No.: 92163-01

Title: THERAPEUTIC COMPOSITIONS FOR TREATMENT OF HUMAN INMUNODEFICIENCY VIRUS

Application date: May 3, 2018

Applicant: GILEAD SCIENCIES, INC.

Attorney: BENEDETTI STUDIO

Examiner: VIELKA YASMINA JIMENEZ RODRIGUEZ

Priorities from: United States of America Application No.62/253,042 of November 9, 2015
United States of America Application N0.62/399,999 of September 26, 2016

Category of the cited documents
Document that describes the general state of art, considered as not particularly relevant
Document cited in the application
Prior document published on the date of international filing or at a later date.
Document that may raise doubts about a priority claim or that is cited to determine the date
Oral disclosure, to a use, to an exhibition or any other means
Document issued before the international filing date but after the claimed priority date
Document cited to understand the theory or principle on which the invention is based
Particularly relevant document, the claimed invention cannot be considered novel or that
implements an inventive step by reference to the document considered in isolation.
Y Particularly relevant document; the claimed invention cannot be considered to imply an inventive
step when the document is associated with one or more of the same nature, a combination is
apparent to one skilled in the art.

Xl |o|Oir|m[Oi>

& Document of the same patent family
Data base Observation
ESPACENET.COM INTERNET DATA BASE
Consulted Documents. Type
Categories Documents Claims
X,P WO 2015/191116 Al {GILEAD SCIENCES INC [US] DECEMBER 23, (2015 2015-13-23) 1-10

ABSTRACT; CLAIMS 1, 12, 18-21

X 1P WO 2015/196137 {GILEAD SCIENCES INC [US] DECEMBER 23, 2015 (2015-13-23) 1-10
ABSTRACT; CLAIMS 1, 38, 44-48

\ WO 2014/100323 A1 (GILEAD SCIENCES INC [US} ) JUNE 26, 2014 {2014-06-26) CITEDIN ~ 1-10
THE APPLICATION ABSTRACT; CLAIMS 1, 32, 33-46; EXAMPLES 104-107; COMPOUNDS
42,45 PAGE 36, PARAGRAPH 12-13 PAGE 37, PARAGRAPH 8-12 PAGE 38, LINE 14, 20

y WO 2013/116720 AL{GILEAND SCIENCES INC [US] } AUGUST & 2013 {2013-08-08) 1-10
ABSTRACT; CLAIMS 21-32 PAGE 82, LINES 13-15 PARAGRAPHS (0337, (0338], (0342],
[0344] — [0345], [0349], [0355] PARAGRAPHS (0340}, [0347]
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Ministry of Commerce and Industries PATENT OF INVENTION
General Direction of Industrial Property Registry
Patents Department

State of Art Report Application No.: 92163-01

Title: THERAPEUTIC COMPOSITIONS FOR TREATMENT OF HUMAN INMUNODEFICIENCY VIRUS

Application date: May 3, 2018

Applicant: GILEAD SCIENCIES, INC.

Attorney: ESTUDIO BENEDETTI

Examiner: VIELKA YASMINA JIMENEZ RODRIGUEZ

Priorities from: United States of America Application No.62/253,042 of November 9, 2015
United States of America Application No.62/399,999 of September 26, 2016

Categories  Documents Claims

¥i WO 2015/022351 Al {RATIOPHARM GMBH [DE] ) FEBRUARY 19 2015 (2015-02-19) 1-10
ABSTRACT; CLAIMS 1-6, 8-10, 12-15 PAGE 18, LINES 7-22 PAGE 18, LINES 3-12 PAGE 19,
LINE 30 — PAGE 20, LINE 12 PAGE 22, LINE 31 — PAGE 15, LINE 17

Y “GILEAD AND TIBOTEC FINALIZE AGREEMENT ON SINGLE-TABLET HIV REGIMEN”, 1-10
THOMSON REUTERS DRUG NEWA, NOVEMBER 17, 2011 (2011-11-17), XP055052007
RETRIVED FROM THE INTERNET; URL: HTTPS://INTEGRITY. THOMPSON-
PHARMA.COM/INTEGRITY/XMLXSL/PK_REF_LISTXML_SHOW_FICHA_REF?P_REF_iD=1729
357 [RETRIEVED ON 2013-02-01} ABSTRACT

Claims Observations:

SIX {(6) DOCUMENTS OF PARTICULAR RELEVANCE WERE FOUND WITHIN THE STATE OF THE ART WHEREIN THE
CLAIMED INVENTION CANNOT BE CONSIDERATED TO IMPLY INVENTIVE STEP. THE APPLICANT HAS THE RIGHT
TO MODIFY THE CLAIMS THAT ARE AFFECTED BY THIS REPORT. THESE MODIFICATIONS, FOR NO REASON, SHALL
CONTAIN ADDITIONAL OR MORE EXTENSIVE CLAIMS THAN THE CLAIMS CLAIMED IN THE ORIGINAL
APPLICATION.

General observation:

THIS REPORT WAS BASED IN THE PCT INTERNATIONAL SEARCH REPORT OF THE EUROPEAN PATENT OFFICE
UNDER THE N° WO 2017/083304

SIGNATURE ILLEGIBLE SIGNATURE ILLEGIBLE
Examiner's signature DESIDERIO DE LEON
Head of the Invention Patent
Department
Performed on October 3, 2018
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PAKISTAN! & FOREIGN PATENTS DESIGNS & TRADE MARKS

TELEPHONES :  (21) 3517 1442 FAX 192 (21) 3517 1443
(21) 3517 1443 &
/m WEB T www reminpaKistan con:

Please update your record (FOUNDED 1827)
with our new Address, @ E-MAL : e
Telephone & Fax number PATENT AND TRADE MARK ATTORNEYS N
CMJ House
110-A, POPULAR AVENUE
Phase VI, D.HA.
YOUR REF : 1147.P2PK KARACHI - 75500 By E-Mail
{ PAKISTAN Y i Qf])gge,s' )

OUR REF : CMJ/IC/ 18/ P-1770
13" November, 2018

GILEAD SCIENCES, INC.
333 Lakeside Drive
Foster City, CA 94404
U.S.A.
Attn: Abigail Edesan
Paralegal, IP
Dear Sirs,

Re: Gilead Ref. No. 1147.PK
Prosecution : Examination Report
Pakistan Patent Application No.696/2016
filed on 9" November, 2016
in the name of Gilead Sciences, Inc.
claiming priorities of 9™ November, 2015 &
26" September, 2016 based on US Patent Application
Nos. 62/253,042 & 62/399,999 respectively
Qur Ref: CMJ/IC/18/P-1770

We have to report that this application has been examined and we have

now received first official action from the Patent Office. Objections raised by

the Examiner are reproduced below for your consideration and instructions:

1. The invention defined in claims 1-51 does not involve an
inventive step in the light of the following documents and open

to objection under Section 9 of ‘Patent Ordinance, 2000°:
a) WO02013116720
b) W02015022351
¢) WO02014100323

d) “Gilead and Tibotec finalize agreement on single-tablet HIV
regimen”. Thomson Reuters Drug News, (2011-11-17),
URL :https://integrity thomsonpharma. com/integrity/xmlxsl/p
k ref list xml_show_ficha_ref 1d=1729357.

User o\ sz Las A ta i oral Ml arodc ST ikl Adesws 1 St Cache \Son Tent, CUTI S0P DGVET P 696201 (GlInad sclvreun Iaci <0021 deey
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%ﬁ%ﬁé (E/ %z Continuation Sheet
2

13" November, 2018
YOUR REF : 1147.PK

GILEAD SCIENCES, INC.
U.S.A.
2 Kit and package are not an allowable subject matter. The matter

underhined m claims 36-37 may be amended to remove the
objection.

3. Claim 39 is not for an invention within the meaning of Section
7(4)(c) of The ‘Patent Ordinance, 2000’ in that it amount to a
method for treatment of human beings or animals which is not
patentable. The claim should therefore be cancelled to meet the
objection.

4. While resubmitting the amended documents in response to the
examination report, you are requested to do so along with Form
P-17 under Rule 28(8) of the ‘Patents Rules, 2003".

Our parawise comments and suggestions to the objection raised are as
follows:

Re Para 1:

The Examiner has raised objection against novelty, and inventive step of this
invention in view of its being anticipated by above mentioned document, we
leave 1t to the applicant/inventors to rebut this objection or make necessary
amendments to overcome the objection. We would appreciate receiving your
remarks comments and instructions concerning the opposability of the
documents cited.

Re Para 2:

Since kit and package claims are not allowable in Pakistan. We suggest claims
36 and 37 may be deleted without prejudice to overcome the objection.
Re Para 3:

—  Claim 39 relates to a method of treatment of human-beings and as such is
not allowable under Section 7(4)(c) of Patent Ordinance 2000. 4 Patent

BTN RGO IO T ATE OGN IR CUT 100 \OOVEZIPTN 69620 (G lend Sclmrmag Lies 8023 ,c0cr
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/i
%@/ff% (@ g_%;z Continuation Sheet

3

13" November, 2018
YOUR REF : 1147.PK
GILEAD SCIENCES, INC.
U.S.A.

shall not be granted for diagnostic, therapeutic and surgical methods for

the treatment of human and animals”.

—  We suggest claim 39 may be deleted without prejudice to overcome the

objection.
Re Para 4:
We will take care of these official requirements at our end.

Please note although as per “Patent (amendment) Ordinance 2006’ there
is no deadline associated with the filing of response to the above official
action. However, in order to place the above application in a condition for
acceptance at an early date, we would request you to let us have your
instructions for responding to the outstanding official action as early as

possible.

As per the requirement of Section 20(2)(ii) and 20(3) of ‘Patent
Ordinance, 2000, please provide us copy of corresponding granted Patent
relating to the same or essentially the same invention with claims
substantially the same as in the present Pakistan Application as soon as
available.

We would appreciate your acknowledging receipt of this emuil by

return email,
Best Regards, we remain at disposal.

Yours faithfully,

(11 Gser e L\ AETDa Ta L acaT \miarane £ Tk oawa \ £ ¥aT Carka\Son Sent. Gt 1 0an S UNEL 4B LRSE-201% (GIIrud Aalnnsus 1o 10020 ey
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9

Europisches 3
Patentamt European Patent Oftice
Luropean 80298 MUNICH
Patent Office GERMANY
T Tel. +49 89 23393 0
Offi
i e Fax: +49 S3 2399 4465

Il

t Formalities Officer
Name: Meacle, Anita
Tel: +49 89 2399 - 8780
or call

Carpmaels & Ransford LLP A (T EI
One Southampton Row -

London WC18 5HA Norme, Hadae e
ROYAUME_UNI Tel +4¢ 89 2398 - 8625

Application No Rgf Date
16 798 063.0 - 1114 P072824EP 21.01.2019
Applicart

Gilead Sciences, Inc.

Communication pursuant to Article 94(3) EPC

The examination of the above-identified application has revealed that it does not meet the requirements of the
Eurcpean Patent Convention for the reasons enclosed herewith. If the deficiencies indicated are not rectified
Lhe application may be refused pursuant to Article 97(2) EPC.

You are invited to file your observations and insofar as the deficiencies are such as to be rectifiable, to correct
the indicated deficiencies within a period

of 2 months

from the notification of this communication, this period being computed in accordance with Rules 126(2) and
131(2) and (4) EPC. One set of amendments to the description, claims and drawings is to be filed within the
said period on separate sheets (R. 50(1) EPC).

If filing amendments, you must identify them and indicate the basis for them in the application as filed. Failure
to meet either requirement may lead to a communication from the Examining Division requesting that you
correct this deficiency (R. 137(4) EPC).

Failure to comply with this invitation in due time will result in the application being deemed to be
withdrawn (Art. 94(4) EPC).

Registered letter

EPO Form 2001 11 16TRI
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Date 21.01.2019 Sheet 2 Apptication No.: 16 798 063.0

es Paten
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0""6194 uead®
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s, S
S0, .
O3 aoQ

Madalinska, K
Primary Examiner
For the Examining Division

Enclosure(s): 3 pagess reasens (Form 2906)

Registered letter

£PO Form 2001 11 16TRI
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Datum Blatt Anmelde-Nr:
Date 23m0ls2018 Sheet i ApplicationNo: 16 798 063.0
Date Feuilte Demande n°:

The examination is being carried out on the following application documents

Description, Pages

1-101 as published

Claims, Numbers

1-11 filed with entry into the regional phase before the EPO

Drawings, Sheets

1/6-6/6 as published

1 Reference is made to the following documents:
D1 WO 2015/196116 A1
D2 WO 2015/196137 A1
D3 WO 2014/100323 A1
D4 WO 2013/116720 A1
D5 WO 2015/022351 A1
D6 Thomson Reuters Drug News, 2011, XP055052007

2 Upon entering the European phase, the applicant filed amended set of claims

1-11.

Claim 1 finds the basis in the combination of claims 1, 2 and 6 as originally
filed.

Claim 2 is based on the combination of claims 2 and 6 as originally filed..
Claims 3 is based con the combination of claims 2, 3 and 6 as originally filed.

Claim 4 is based on original claims 4 and on [0053] of the application as
originally filed.

Claim 5 is based on claim 7 and [0012] as originally filed.

Claim 6 finds the basis in original claim 16 in combination with [0117], [01286]
and [0209]-[0211] as originally filed.

EPO Form 2905 01.91TRI
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Datum Blatt Anmelde-Nr:
Date 2yl 01, 2019 Sheet a2 ApplicationNo; 16 738 063.0
Date Feuille Demande n®:

Claims 7, 8, 9 are based on original claims 17, 26 and 27, respectively
Therefore, claims 1-9 meet the requirements of Article 123(2) EPC.

3 The examining division cannot, however, agree with the applicant that
example 6 on page 90 provides the basis for the subject-matter of claim 10.

Whereas in example 6, the specific coating OPADRY {i Brown 85F165072
was used a very specific amount, claim 10 claims a tablet comprising any
coating at any amount.

Since there is no general teaching in the application as filed to support the
generalisation of this example 6, the requirements of Article 123(2) EPC for
claims 10-11 are not met.

4 The approximate term "about” used in claims 4 and 8-9 leaves the reader in
doubt as to the exact meaning of the technical feature to which it refers,
thereby rendering the definition of the subject-matter of said claims unclear
{Article 84 EPC).

5 According e.g. to [0343] and table of page 95 Example 9 focuses on the
comparison of pharmacokinetics of bilayered tablet F7 and monolayer tablet
F1 coadministered with emtricitabine+tenofovir alafenamide (F/TAF).

It is noted that [0038] of example 9 disclosed the administration of a bilayered
formulation F2, and not a bilayered formulation F7.

Furthermore, according to [0337] of example 8 the formulation F7 is that of
example 7. Example 7, however, relates to a single agent tablet F8.

There thus some inconsistencies in the descriptive part of example 9.

6 None of the documents in the prior art discloses a tablet comprising 50 mg of
the compound of formula |, 25 mg of tenofovir alafenamide and 200 mg of
emtricitabine.

7 The intermediate documents D1 and D2 disclose a pharmaceutical
formulation , such as tablet, comprising a combination of a compound of
formula | with tenofovir alafenamide and emtricitabine. The specific amounts
of the active agents are however not disclosed in D1-D2.

Hence, claims 1-9 are considered as novelty within the sense of Article 54
EPC.

8 The presently claimed priority right appear to be valid. Thus, D1-D2 cannot be
used in the assessment of inventive step of the presently claimed subject-
matter.

EPC Form 2906 01.91TRI
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Datum Blatt Anmelde-Nr:

Date 21 Joi ., 2019 Sheet 3 ApplicationNo: 16 798 063.0
Date Feuilie Demande n*:
9 The subject-matter of independent claim 1 is found inventive in view of the

available priori art and the data provided and thus, meets the requirements of
Article 56 EPC.

10 Were the above-mentioned objections under Article 123(2) and 84 EPC
overcome by the suitable amendments, the subject-matter claimed would be
considered as patentable.

il The description should be adapted to the claims.

12 The examples 1 and 7 relating to a single agent tablet and example 2A
relating to a tablet comprising emtricitabine and tenofovir alaienamide should
be marked as reference examples.

13 If not yet done, D1-D6 should be identified in the description and the relevant
background art disclosed therein should be briefly discussed (Rule 42(1)(b)
EPC).

EPO Form 2905 01.91TRI
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Electronic Acknowledgement Receipt

EFS ID: 35716915
Application Number: 15346335
International Application Number:
Confirmation Number: 1307

Title of Invention:

Therapeutic Compositions for Treatment of Human Immunodeficiency Virus

First Named Inventor/Applicant Name:

Benjamin Micah Collman

Customer Number:

25000

Filer:

Donna Johnson Gressler/Trent Bastian

Filer Authorized By:

Donna Johnson Gressler

Attorney Docket Number: 1147.P2C
Receipt Date: 12-APR-2019
Filing Date: 08-NOV-2016
Time Stamp: 17:34:44

Application Type:

Utility under 35 USC 111(a)

Payment information:

Submitted with Payment no
File Listing:
Document — . File Size(Bytes)/ Multi Pages
Number e Rl Message Digest | Part/.zip| (ifappl.)
94339
. 1147P2C_2019-04-12_Supplem|
! Transm’t[a] Leuer enta]_IDS'PDF E15004¢5525853714830765099802aB 3] ne 2
Warnings:
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Information:

112374
) Information Disclosure Statement {IDS} [ 1147P2C_2019-04-12_Supplem 7 P
Form (SB08) ental_$808.PDF 26 V10 11106 a2 3N T 6078100
w29
Warnings:
Information:
This is not an USPTO supplied DS fillable form
88459
3 N7 PatERTLitarature NZ_ExaminationReport_for_74 . 5
1957.PDF
$0005a088d 780546 U85 22042 5 83591
1e14
Warnings:
Information:
274506
. AU_ExamReport_2016354007.
= = i 4
4 Non Patent Literature 2019-11-05.PDF ) no
160734788217 2UITL2107 2ad 01 794 20l
oS
Warnings:
Information:
481644
5 Non Patent Literature BO—Omce-ACSS:—SPZGO_ZO]6' no 8
03841a%09564698% 35 1814668131274
37N
Warnings:

The page size in the PDF is too large. The pages should be 8.5 x 11 or A4. If this PDF is submitted, the pages will be resized upon entry into the
Image File Wrapper and may affect subsequent processing

Information:
1448628
6 Non Patent Literature PA_Office_Action_92163.PDF no 8
12¢dS2u61 3¢ 1006611 183 381087567427
“Bra
Warnings:

The page size in the PDF is too large. The pages should be 8.5 x 11 or A4. If this PDF is submitted, the pages will be resized upon entry into the
Image File Wrapper and may affect subsequent processing

Information:

Non Patent Literature

234817

PK_Office_Action_6962016.PDH

Brech

19543

no 3

Warnings:

Information:
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191685

EP_Office_Action_167980630.

8 Non Patent Literature PDF no 5
7chSHEIZ02CTadatalRL 76079244 922105]
Warnings:
Information:
Total Files Size (in byzes){ 2926452

This Acknowledgement Receipt evidences receipt on the noted date by the USPTO of the indicated documents,
characterized by the applicant, and including page counts, where applicable. It serves as evidence of receipt similarto a
Post Card, as described in MPEP 503.

New Applications Under 35 U.5.C. 111

If a new application is being filed and the application inciudes the necessary components for a filing date (see 37 CFR
1.53(b)-(d) and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this
Acknowledgement Receipt will establish the filing date of the application.

National Stage of an International Application under 35 U.S.C. 371

If a timely submission to enter the national stage of an international application is compliant with the conditions of 35
U.S.C. 371 and other applicable requirements a Form PCT/DO/EQ/903 indicating acceptance of the application asa
national stage submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

If a new international application is being filed and the international application includes the necessary com ponents for
an international filing date (see PCT Article 11 and MPEP 1810}, a Notification of the International Application Number
and of the International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning
national security, and the date shown on this Acknowledgement Receipt will establish the international filing date of
the application.
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| hereby cedtify thal this paper (along with any paper referred 1o as being attached
or enclosed) is being transmitled via the Office electronic filing system in
accordance wilh 37 C.F.R. § 1.6(a)(4).

Daled: Aprit 12, 2019 - [
Electronic Signature lor Trent Baslian: /TRENT BASTIAN/ Docket No.: 1147 P2C

(PATENT)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Patent Application of:
Benjamin Micah Collman et al.

Application No.: 15/346,335 Confirmation No.: 1307
Filed: November 8, 2016 Art Unit; 1613
For: Therapeutic Compositions for Treatment of Examiner: J. N. Worsham

Human Immunodeficiency Virus

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT (IDS)

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

Dear Sir:

Pursuant to 37 C.F.R. §§ 1.56, 1.97, and 1.98, the attention of the United States Patent
and Trademark Office is hereby directed to the references listed on the attached PTQ/SB/08. I is
respectfully requested that the information be expressly considered during the prosecution of the

above-identified application, and that the references be made of record therein and appear among

the “References Cited” on any patent to issue therefrom.

This Information Disclosure Statement is filed after the filing of a Request for Continued

Examination under 37 CFR. § 1.114 37 C.F.R. § 1.97(b)(4)).

In accordance with 37 C.F.R. § 1.98(a)(2)(ii), copies of U.S. patents and U.S. patent
application publications are not submitted. Submitted herewith are copies of foreign patents and

non-patent literature in accordance with 37 CF.R. § 1.98(a)(2).

In accordance with 37 C.F.R. § 1.97(g), the filing of this Information Disclosure

Statement shall not be construed as a representation that a search has been made. In accordance

1050820.1
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Application No.: 15/346,335 Docket No.: 1147.P2C

with 37 C.F.R. § 1.97(h), the filing of this Information Disclosure Statement shall not be construed
to be an admission that the information cited in this Information Disclosure Statement is, or is

considered to be, material to the patentability as defined in 37 C.F.R. § 1.56(b).

It is submitted that the Information Disclosure Statement is in compliance with

37 C.F.R. §1.98, and the Examiner is respectfully requested to consider the listed references.

Applicant believes no fee is due with this response. However, if a fee is due, please
charge our Deposit Account No. 07-1250, under Order No. 1147.P2C from which the undersigned

is authorized to draw.

Dated: April 12,2019 Respecttully submitted,

Electronic signature: /Donna Johnson Gressler/
Donna Gressler

Registration No.: 45,544

GILEAD SCIENCES, INC.

Correspondence Customer Number: 25000
(650) 574-3000

Attorney For Applicant

1050820.1
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UNITED STATES PATENT AND TRADEMARK OFFICE

UNITED STATES DEPARTMENT OF COMMERCE
Uniled States Palent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Alexamdiia, Virginia 22313 1450

WA U PO, OV

NOTICE OF ALLOWANCE AND FEE(S) DUE

25000 7590 02019 [ EXAMINER j
GILEAD SCIENCES. INC WORSHAM. JESSICA N
333 LAKESIDE DR
FOSFER Cl’l‘Y‘ CA 94404 l ART UNIT PAPLER NUMBER ]
16t5

DATE MAILED: 05/02/2019

[ APPLICATION NO. I FILING DATR FIRST NAMED INVENTOR ATTORNLEY DOCKET NO, l CONFIRMATION NO. 1

15/346.335 11/08/2016 Benjamin Micah Collman 147.p2C 1307

TITLE OF INVENTION: Therapeutic Compositions Tor Treatment of Human Immunadeficiency Virus

I APPLN. TYPE, l ENTITY STATUS I ISSUE FEE DU l PUBLICATION FEE DUE | PREV. PAID ISSUE FEE l TOTAL FEI(S) DUE DATE DUE

nnnprovisional UNDISCOUNTED S1000 S0.00 S0.00 S100G 08/02/2019

THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PATENT.
PROSECUTION ON THE MERITS IS CLOSED. THIS NOTICE OF ALLOWANCE IS NOT A GRANT OF PATENT RIGHTS.
THIS APPLICATION IS SUBJECT TO WITHDRAWAL FROM ISSUE AT THE INITIATIVE OF THE OFFICE OR UPON
PETITION BY THE APPLICANT. SEE 37 CFR 1.313 AND MPEP 1308.

THE ISSUE FEE AND PUBLICATION FEE (IF REQUIRED) MUST BE PAID WITIIN TIIREE MONTIIS FROM TIIE MAILING
DATE OF THIS NOTICE OR THIS APPLICATION SHALL BE REGARDED AS ABANDONED. THIS STATUTORY PERIOD
CANNOT BE EXTENDED. SEE 35 U.S.C. 151. THE ISSUE FEE DUE INDICATED ABOVE DOES NOT REFLECT A CREDIT
FOR ANY PREVIOUSLY PAID ISSUE FEE IN TIHIS APPLICATION. IF AN ISSUE FEE 11AS PREVIOUSLY BEEN PAID IN
TIIS APPLICATION (ASSHOWN ABOVE), THE RETURN OF PART B OF TIIIS FORM WILL BE CONSIDERED A REQUEST
TO REAPPLY TIE PREVIOUSLY PAID ISSUE FEE TOWARD THE ISSUE FEE NOW DUE.

1IOW TO REPLY TO THIS NOTICE:

L. Review the EN'TTTY STATUS shown above. If the ENTITY STATUS is shown as SMALL or MICRO. verify whether entitiemeut to that
entity status stifl applies.

It the ENTITY STATUS is the same as shown above. pay the TOTAL FEE(S) DUE shown above.
If the ENTITY STATUS is changed from that shown above, on PART B - FEE(S) TRANSMITTAL. complete section humber 5 titled
"Change in Entity Status (from status indicated above)”.

IFor purposes of this notice. small entity fees are 1/2 the amount of undiscounted fees. and micro entity fees are 1/2 the amount of small entity
fees.

LI PART B - FEE(S) TRANSMITTAL, or its equivalent. must be completed and returned to the United States Patent and Trademark Office
(USPTO) with your ISSUE FEE and PUBLICATION FEE (if required). If you are charging the fee(s) to your deposit uccount, section "4b"
of Part B - Fee(s) Transmittal should be completed and an extra copy of the form should be submitted. If an equivalent of Part B is filed, 4
request to reapply a previousty paid issue fee must be clearly made, and delays in processing may oceur due to the difficulty in recognizing
the paper as an equivalent of Part B.

L. All communications regarding this application must give the application number. Please direct all communications prior to issuance to Mail
Stop ISSUE FEE unless advised to the contrary.

IMPORTANT REMINDER: Maintenance fees are due in utility patents issuing on applications filed on or after Dec. 12, 1980.
It is patentee's responsibility to ensure timely payment of maintenance fees when due. More information is available at
www.uspto.gov/PatentMaintenanceFees.

Page 1 of 3
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PART B - FEE(S) TRANSMITTAL
Complete and send this form. together with applicable fee(s), by mail or fax, or via EFS-Web.
By mail, send to: Mail Stop ISSUE FEE By fax, send to:  (571)-273-2885
Commissioner for Patents

P.C. Box 1450
Alexandria. Virginia 22313-1450

INSTRUCTIONS: This form should he used for transmitting the ISSUE FEE and PUBLICATIO! (i required . Blocks | through 5 should be completed where appropriate. All
furter correspoudence including the Patent, advuuce orders and notificauon of maintenance fees will be mailed to the current correspoudence address as indicated unless corrected
below or directed otherwise in Block 1. by (a) specifying 1 new comespondence address: and/or (b} indicating a separate "FTI. ADDRESS” for inaintenance fee notifications.
Note: A certificate of mailing can only be used for domestic mailings of the
Teets) Transmittal. This certficate cannot be used for any olher accompanying
papers. Fach additional paper, such as an assignment or {ormal drawing. must
lave its own centificate of mailing or transmission.

CURRENT CORRESPONDENCE ADDRESS (Note: Use Block | for any clionge of sddieast

250(0 7390 GS02201G Ceriificate of Maiting or Transmission
GILEAD SCIENCES., INC 1 hereby certily that this Feefs) Transmittal is being deposited with the United
’ States Postal Service with sufficient postage for first class mail in an envelope

333 LAKESIDE DR addressed to the Mail Stop ISSUE FEE address ubove, or bewng traasmitted 1o
IFOSTER CITY, CA 94404 the USPTO via EFS-Web or by facsimiile to (5711 273-2885. on the dute below.

Py ped or pitnted e’

{Signature

[
I APPLICATION NU{)L l FILING DATIE l FIRS T NAMED INVENTOR I ATTORNEY DOCKET NO. ' CONFIRMATION NO. I
15/346.335 1170872016 Benjamin Micah Cotlman 1147.P2C 1307
TITLE OF INVENTION: Therapeutic Compositions for Treatment ol Human Imimunodceficiency Virus
IiA}’PLN. TYPE | ENTITY STATUS I ISSUE FEE DUE I PUBLICATION FEE DUE I PREV. PAID ISSUE FEE I TOTAL FEE(S) DUE l DATE DUE ]
nonprovisional UNDISCOUNTED S1000 S0.00 S0.00 S1000 08/02/2019
l X AMINER l ART UNIT I CLASS-SUBCIASS J
WORSHAM, JESSICA N 1615 424-465000
T. Change ol correspondence adidress or indication of "Tice Address” (37 2. For printing on the patent front page. list
CFR1.363). (1) The names of up 1o 3 registered patent atiorneys
or agents OR, alternatively. Tl

3 Change of correspondence address (or Change of Correspondence

Address form PTO/SB/122) attached N The name of a single firm (having as 4 member a

registered attomey or agent} and the names ol up to 2.
NET (. o . SR— . 2 registered patent attorneys Or agents. I no name is

Tiee Address™ indication (or "Fee Address” Indication form PTO/ listed. no natne will be priated.
$B/47: Rev 03-09 or more recent) attached. Use of a Castomer 3
Number is required.

3. ASSIGNEL. NAME AND RESIDENCE DATA TO BE PRINTED ON THE PATENT (print or type)

PLEASE NOTE: Unless an assignec is identified below. no assignee data will appear on the patent. If an assignee 1 identilicd below. the document must have been previously
recorded. or filed for recordation. as set forth in 37 CFR 3.11 and 37 CFR 3.81(1). Completion of this form is NOT a substitute [or filing an assignment.

(A} NAMIL OF ASSIGNLE (13) RESIDENCLE: (CITY and STATE OR COUNTRY)

Please check the appropriate assignee calegory or categories (will not be printed on the patent) : [ 1ndividual 3 Corporation or other private group entity [d Government

4. Fees submilted: 1_.]Issuc Fee u}’uhlicmi(m Fue (il required) uAdv;mcu Order - # of Copics ____ I
4b. Method of Payment: (Please firsi reapply any previously paid fee shown ubove)
[ Blectronic Payment via EFS-Web i Enclosed check {J Non-electronic payment by credit card (Attach fonn PTO-2038)

J The Director is herchy authorized to charge the required feefs), any deliciency. or credit any overpayment to Depusit Account No.

S. Change in Entity Status (from status indicated above)
1 NOTE: Absent a valid certification of Micro Entity Status (see forms PTO/SB/1SA and 15B). issue

l ic: irvi I i 3 A 24 3 o 0 8 G . 5 P

J Applicant certifyiag micro entity starus. See 37 CFR 1.29 tee payment in the micro entity amount will not be aceepted at the risk of application abandonment.
i — : NOTE! It the application was previously under micro entity status. checking this hox will be taken
L applicant asserting swall entity status. Sez 37 CFR 1.27 to be a noufication of loss of entidement 1o micro entity status.

NOTE: Checking this box will be taken (o be a notification of loss of eatiticment to small o micro

i Applicant changing Lo regular undiscounted fee stalus. entity status, as applicable

NOTE: This form must be signed in accordance with 37 CFR 1.31 and 1.33. See 37 CFR 1.4 for signaire requirements and certifications.

Authorized Signature : = _ Date _ .

Typed or prinicd name Registration No.

Page 2003
PTOIL.-85 Part B (08-18) Approved for use through 01/31/2020 OMB 0651-0033 U.S. Patent and Trademark Office; U.S. DEPARTMENT OF COMMERCE
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UNITED STATES DEPARTMENT OF COMMERCE
United Stales I'atent and Trademark Office
Address: COMMISSIONER FOR PATENTS

P.O. Box 1450

Afevamdii, Virginia 12313 1350

Wi s plo. oy

l APPLICATION NO l FILING DATE FIRST NAMED INVLNTOR | ATTORNEY DOCKET NO. | CONFIRMATION NO. I
15/346.335 1110812016 Benjain Micah Collman n47.r2C 1307
SXAMINE
25000 7590 050272019 L IXAMINER l
GILEAD SCIENCES. INC WORSHAM. JESSICA N
333 LAKESIDE DR
FOSTER CITY. CA 04404 l ART UNIT I PAPER NUMBER —I
tels

DATLE MAILED: 05/02/2019

Determination of Patent Term Adjustment under 35 U.S.C. 154 (b)
(Applications filed on or after May 29, 2000)

The Office has discontinued providing a Patent Term Adjustment (PTA) calculation with the Notice of Allowance.

Section 1(h)(2) of the AlA Technical Corrections Act amended 35 U.S.C. 154(b)(3)(B)(1) to eliminate the requirement
that the Office provide a patent term adjustment determination with the notice of allowance. See Revisions (o Patent
Term Adjustment. 78 Fed. Reg. 19416, 19417 (Apr. 1. 2013). Therefore. the Office is no longer providing an initial
patent term adjustment determination with the notice of allowance. The Office will continue to provide a patent term
adjustment determination with the Issue Notification Letter that is mailed to applicant approximatcly three weeks prior
to the issue date of the patent, and will include the patent term adjustment on the patent. Any request for reconsideration
of the patent term adjustment determination (or reinstalement of patent term adjustment) should follow the process
outlined in 37 CFR 1.705.

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of
Patent Legal Administration at (571)-272-7702. Questions relating (o issue and publication fee payments should be
dirccted to the Customer Service Center of the Office of Patent Publication at 1-(888)-786-0101 or (571)-272-4200.

Page 3 of 3
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OMB Clearance and PRA Burden Statement for PTOL-85 Part B

The Paperwork Reduction Act (PRA) of 1995 icquires Federal agencies to obtain Office of Management and Budget
approval before requesting most types ol information from the public. When OMB approves an agency request to
collect information from the public, OMB (i) provides a valid OMB Control Number and cxpiration date for the
ageney to display on the instrument that will be used to collect the in formation and (ii) requires the agency to inform
the public about the OMB Control Number's legal significance in accordance with 5 CFR 1320.5(b).

The information collected by PTOL-85 Part B is required by 37 CFR 1.311. The information is required to obtain
or retain a benefit by the public which is to file (and by the USPTO to process) an application. Confidentiality is
governed by 35 U.S.C. 122 and 37 CFR }.14. This collection is cstimated to take 30 minutcs to complete, including
gathering, preparing. and submitting the completed application {orm to the USPTO. Time will vary depending upon
the individual casc. Any comments on the amount of time you require to complete this form and/or suggestions
for reducing this burden. should be sent to the Chiel Information Officer. U.S. Patent and Trademark Office,
U.S. Department of Commerce. P.O. Box 1450, Alexandria, Virginia 22313-1450. DO NOT SEND FEES OR
COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patents, P.O. Box 1450, Alexandria,
Virginia 223 13-1450. Under the Paperwork Reduction Actof 1995, no persons are required to respond o acollection
of information unless it displays a valid OMB control number.

Privacy Act Statement

The Privacy Act ot 1974 (P.L. 93-579) requires that you be given certain informnation in connection with your
submission of the attached form related to a patent application or patent. Accordingly. pursuant to the requirements
of tbe Act, please be advised that: (1) the gencral authority for the collection of this information is 35 U.S.C. 2(b)
(2): (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which the information
is used by the U.S. Patent and Trademark Office is to process and/or examine your submission related to a patent
application or patent. If you do not furnish the requested information. the U.S. Patent and Trademark Office may not
be able to process and/or examine your submission, which may resultin termination of proceedings or abandonment
of the application or expiration of the patent.

The information provided by you in this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records may
be disclosed to the Department of Justice to determine whether disclosure of these records is required by the
Freedom of Information Act.

2. A record from this system of records may be disclosed, as a routine use, in the course of presenting evidence
1o a court, magistrate, or administrative tribunal. including disclosures to opposing counsel in the course of
scttlement negotiations.

3. A record in this system of records may be disclosed. as a routine usc, to a Member of Congress submitting
a request involving an individual, to whom the record pertains, when the individual has requested assistance
Lrom the Member with respect to the subject matter of the record.

4. A record in this system of records may be disclosed, as a routine use, 10 a contractor of the Agency having
need fos the information in order to perform a contract. Recipients of information shall be required to comply
with the requirements of the Privacy Act of 1974, as amended. pursuant to 5 U.S.C. 552a(m).

5. A record related to an International Application filed under the Patent Cooperation Treaty in this system of
records may be disclosed. as a routine use. to the Intemationat Bureau of the World Intellectual Property
Organization, pursuant to the Patent Cooperation Treaty.

6. A record in this system of records may be disclosed, as a routine use, to another federal agency {or purposes of
National Sccurity review (35 U.S.C. 181) and for review pursuant to the Atomic Encrgy Act (42 U.S.C. 218(c)).

7. A record [rom this system of records may be disctosed, as a routine use, to the Administrator, General Services,
or his/ber designee, during an inspection of records conducted by GSA as part of that agency's responsibility
{o recommend improvements in records management practices and programs, under authority of 44 U.S.C.
2904 and 2906. Such disclosure shall be made in accordance with the GSA regulations governing inspection
of records for this purpose. and any other relevant (i.c.. GSA or Commerce) directive. Such disclosure shall
not be used to make determinations about individuals.

8. A record from this system of records may be disclosed, as a routine use, to the public after either publication of
the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C. 151. Further. a record
may be disclosed. subject to the limitations of 37 CFR 1.14, as a routine usc, to the public if the record was filed
in an application which became abandoned or in which the proceedings were terminated and which application
is refercnced by cither a published application, an application open to public inspection or an issucd patent.

9. A record from this system of records may be disclosed, as a routine use. to a Federal, State, or local law
cnforcement agency. if the USPTO becomes aware of a violation or potential violation of law or regulation.
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Application No. Applicant(s)

i - 15/346,335 Collman et al.
Notice of Alfowability Examiner ArtUnit | AIA (FITF) Status
JESSICA WORSHAM 1615 Yes

~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address--
All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included

herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308.

1. This communication is responsive to RCE filed 20 March 2019.
Oa declaration(s)/affidavit(s) under 37 CFR 1.130(b) was/were filed on :

2.3 An election was made by the applicant in response 4o a restriction requirement set forth during the interview on ; the
restriction requirement and election have been incorporated into this action.

3. The allowed claim(s) is/are See Continuation Sheet . As a result of the allowed claim(s), you may be eligible to benefit from the

Patent Prosecution Highway program at a participating intellectual property office for the corresponding application. For more
information, please see http://www.uspto.gov/patents/init_events/pph/index.jsp or send an inquiry to

PPHteedback@uspto.gov.
4.3 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or {f).
Certified copies:
a) [(JAn b) (JSome  *¢) J None of the:

1. O3 Certified copies of the priority documents have been received.
2. [ Certified copies of the priority documents have been received in Application No.
3. 3 Copies of the certified copies of the priority documents have been received in this national stage application from the
International Bureau (PCT Rule 17.2(a)).
* Certified copies not received:

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file areply complying with the requirements
noted below. Failure to timely comply will result in ABANDONMENT of this application.
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE.

5.J CORRECTED DRAWINGS (as “replacement sheets") must be submitted.

7 including changes required by the attached Examiner's Amendment / Comment or in the Office action of
Paper No./Mail Date .

Identitying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of each
sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d).

6.0 DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the
attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL.

Attachment(s)

1.0 Notice of References Cited (PTO-892)

2. Information Disclosure Statements (PTO/SB/08), 6. ¥} Examiner's Statement of Reasons for Allowance
Paper No./Mail Date 4/12/19.

3.0J Examiner's Comment Regarding Requirement for Deposit 7. 3 Other .
of Biological Material

4.0 Interview Summary (PTO-413),
Paper No./Mail Date.

[JESSICA WORSHAM/

Primary Examiner, Art Unit 1615

5. (J Examiner's Amendment/Comment

tJ.S. Patent and Trademark Office

PTOL-37 (Rev. 08-13)

Notice of Allowability Parl of Paper No./Mail Date 20190423
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Application/Control Number: 15/346.335 Page 2
Art Unit: 1615

Notice of Pre-AIA or AIA Status

The present application. filed on or after March 16, 2013, is being cxamined under the

first inventor to file provisions of the AIA.
Detailed Action
Reasons for Allowance

1. The following is an examiner’s statement of reasons for allowance: The closest prior art of
Carra ct al, (WO2015/196116 and U.S. Patent Application Publication No. 2016/0016973) were
published afier the effective filing date of the instant application and have a common assignec.
The next closest prior art of W02014/100323 comprises administering the compound of Formula
1 ata different time than additional drugs such as tenofovir or emtricitabine.  The prior art docs
not teach all three drugs within the same tablet. Applicants have shown a 30% higher exposure of
bictegravir in a fixed dose combination of bictegravir, emtricitabine, and tenofovir alafenamide
relative to #ts exposure when co-administered as a single agent of bictegravir with a [fixed dose
combination of emtricitabine and tenofovir alafenamide.

Any comments considered necessary by applicant must be submitted no later than the
payment of the issue fee and, to avoid processing delays. should preferably accompany the issue
fee. Such submissions should be clearly labeled “Comments on Statement of Reasons for

Allowance.”

Correspondence
2. Any inquity concerning this communication or carlier communications from the examiner
should be directed to JESSICA WORSHAM whose telephone number is (571)270-7434.  The

examiner cannormally be reached on Monday-Friday (8-5).
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Application/Control Number: 15/346.335 Page 3
Art Unit: 1615

Examiner interviews arc available via tclephone. m-person. and vidco conferencing using
a USPTO supplied web-based collaboration tool. To schedule an interview, applicant is
encouraged (o usc  the  USPTO  Automated  Interview  Request (AIR)  at
hitp/www.uspto.gov/intervicwpractice.

If attempts to reach the examiner by telephone are unsuccessful, the examiner’s supervisor,
Robert Wax can be reached on 571-272-0623. The fax phone number for the organization where
this application or proceeding is assigned is 571-273-8300.

Information regarding the status of an application may be obtained from the Patent
Application Information Retrieval (PAIR) system. Status information for published applications
may be obtained from cither Private PAIR or Public PAIR. Status information for unpublished
applications is available through Private PAIR only. For more information about the PAIR systcm,
see hitp//pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system,
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like
assistance from a USPTO Customer Service Representative or access to the automated information
system. call 800-786-9199 (IN USA OR CANADA) or 571-272-1000.

/JESSICA WORSHAM/
Primary Examiner, Art Unit 1615
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Application/Control No.

Applicant(s)/Patent Under Reexamination

Search Notes | 151346 335 Collman et al.
”llll‘ ”"‘ I’"m I m m’ _ .
JESSICA WORSHAM 1615
CPC - Searched*
Symbol Date Examiner
No classified search performed.
CPC Combination Sets - Searched*
Symbol Date Examiner
No classified search performed.
US Classification - Searched*
Class Subclass Date Examiner
No classified search performed.

* See search history printout included with this form or the SEARCH NOTES box below to determine the scope of the

search.

Search Notes
Search Notes Date Examiner
Inventor Search: EAST, PALM 05/03/2018 Jw
EAST: See attached 05/03/2018 Jw
SciFinder: See attached 05/03/2018 JwW
Interference Search
US Class/CPC .
Symbol US Subclass/CPC Group Date Examiner
(tenofovir adj alafenamide and emtricitabine and
bictegravir).cim. 04/23/2019 L

/JESSICA N WORSHAM/
Primary Examiner, Art Unit 1615

U.S. Patent and Trademark Office

Cipla v. Gilead

Page 1 of 1

IPR2025-00033

Part of Paper No.: 20180423
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Cipla v. Gilead

Application/Control No. Applicant(s)/Patent Under Reexamination
Issue Classification | 546335 . m—1
|| Illlu ‘I Examiner Art Unit
JESSICA WORSHAM 1615

cpc

Symbol Type Version
AB1K P o 7 { 209 F 2013-01-01
AB1K T KB /| 2054 [ 2013-01-01
AB1K e 513 | 2013-01-01
AB1K 1] 3 553 [ 2013-01-01
AB1K 7 31 IREE | 2013-01-01
ABTK EE ' | 0053 [ 2013-01-01
AB1K " 9 7] 2013 f 2013-01-01
AB1K 2 9 /] 2095 [ 2013-01-01
AB1K o] o . K | 2013-01-01
AB1K e EY | 5365 | 2013-01-01
ABTK e Lg { 2086 [ 2013-01-01
CPC Combination Sets

Symbol Type Set Ranking Version
AB1K 1 31 {513 | 1 1 2013-01-01
ABTK -7 2300 7% 00 A 1 2 2013-01-01
AB1K 57 a1 7 1553 | 2 1 2013-01-01
AB1K 7 {2300 00 A 2 2 2013-01-01
AGIK b 31 {675 i 3 1 2013-01-01
ABTK | 2300 100 A 3 2 2013-01-01
NONE

Total Claims Allowed:

(Assistant Examiner) (Date) 10

/JESSICA WORSHAM/ 23 April 2019 ! . A
Primary Examiner, Art Unit 1615 Q.G. Print Claim(s) { O.G. Print Figure
(Primary Examiner) (Date) 1 None
U.S. Palent and Trademark Office Part of Paper No.: 2019042:

Page 1 0of 3
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Application/Control No. Applicant(s)/Patent Under Reexamination
Issue Classification |iss46 335 A———
II..’. I .I Examiner Art Unit
JESSICA WORSHAM 1615
INTERNATIONAL CLASSIFICATION
CLAIMED
ABIK SRE b2 ] 5365
NON-CLAIMED
L] i
US ORIGINAL CLASSIFICATION
CLASS SUBCLASS
CROSS REFERENCES(S)
CLASS SUBCLASS (ONE SUBCLASS PER BLOCK)
NONE

(Assistant Examiner)

Total Claims Allowed:

(Date) 10
/JESSICA WORSHAM/ 23 April 2019 . ) ot =
Primary Examiner, Art Unit 1615 Q.G. Print Claim(s) | O.G. Print Figure
(Primary Examiner) (Date) 1 None

U.S. Palen{ and Trademark Office

Ciplav. Gilead

Page 2 of 3

IPR2025-00033

Part of Paper No.: 20190423
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Cipla v. Gilead

Application/Control No. Applicant(s)/Patent Under Reexamination
Issue Classificatfon |,s:46 335 e
ll I|llll ’l Examiner Art Unit
JESSICA WORSHAM 1615
{0 Ciaims renumbered in the same order as presented by applicant ] CPA (] T.D. (] R.1.47
CLAIMS
Final [Original[Final [Original|Final [OriginallFinal [Orlginal|Final |OriginaljFinal |Original{Final |Original|Final [Qriginal
1 1 10 19 28 37 46 10 55
2 2 11 20 29 38 47
3) 3 12 21 30 39 48
4 4 13 22 31 40 49
5 5 14 23 32 41 50
6 15 24 33 42 51
7 16 25 34 43 8 52
8 17 26 35 44 9 53
9 18 27 36 45 54
NONE
Total Claims Allowed:
(Assistant Examiner) (Date) 10
/JESSICA WORSHAM/ 23 April 2019 - . =
Primary Examiner, Art Unit 1615 Q.G. Print Claim(s) | O.G. Print Figure
(Primary Examiner) (Date) 1 None
U.S. Palent and Trademark Office Part of Paper No.: 20190423
Page 3of 3
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To: IPDocketing@gitead.com,|PUS2@gilead.com,

From: PAIR_eOfficeAction@uspto.gov
Ge: PAIR_eOfficeAction@uspto.gov
Subject: Private PAIR Correspondence Notification for Customer Number 25000

May 02, 2019 04:26:17 AM
Dear PAIR Customer:

GILEAD SCIENCES, INC
333 LAKESIDE DR
FOSTER CITY, CA 94404
UNITED STATES

The following USPTO patent application(s) associated with your Customer Number, 25000 , have
new outgoing correspondence. This correspondence is now available for viewing in Private PAIR.

The official date of notification of the outgoing correspondence will be indicated on the form PTOL-90
accompanying the correspondence.

Disclaimer:
The list of documents shown below is provided as a courtesy and is not part of the official file
wrapper. The content of the images shown in PAIR is the official record.

Application Document Mailroom Date Attorney Docket No.
15346335 NOA 05/02/2019 1147.P2C
1449 05/02/2019 1147.P2C

To view your correspondence online or update your email addresses, please visit us anytime at
https://sportal.uspto.gov/secure/myportal/privatepair.

If you have any questions, please email the Electronic Business Center (EBC) at EBC@uspto.gov
with 'e-Office Action’ on the subject line or calt 1-866-217-9197 during the following hours:

Monday - Friday 6:00 a.m. to 12:00 a.m.
Thank you for prompt attention to this notice,

UNITED STATES PATENT AND TRADEMARK OFFICE
PATENT APPLICATION INFORMATION RETRIEVAL SYSTEM
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' for. ' Filing Date November 8, 2016
Continued Examination (RCE) First Named Inventor | Benjamin Micah Coliman
Transmittal : PP
Address to. Art Unit
A R Examiner Name J. N. Worsham
P.O. Box 1450
Alexan(c);r(ia, VA 22313-1450 Attorney Docket Number 1147 .P2C

This is a Request for Continued Examination {RCE) under 37 CFR 1.114 of the above-identified application.
Request for Continued Examination (RCE) practice under 37 CFR 1.114 does not apply to any utility or piant application filed prior to June 8,
1995, or to any design application. See instruction Sheet for RCES (not to be submitted to the USPTO) on page 2.

1. [Submission required under 37 CFR 1.114 ] Note: 1f the RCE is proper, any previously filed unentered amendments and
amendments enclosed with the RCE will be entered in the order in which they were filed unless applicant instructs otherwise. if
applicant does not wish to have any previously filed unentered amendment(s) entered, applicant nust request non-entry of such
amendment(s).

A Previously submitted. if a final Office action is outstanding. any amendments filed after the final Office action may be
"—— considered as a submission even if this box is not checked.

i D Consider the arguments in the Appeal Brief or Reply Brief previously filed on

ii. \:l Other
b. E Enclosed

i. DAmendmentheply
ii. El Affidavit(s)/ Declaration(s)

24 Miscellaneous

a ] Suspension of action on the above-identified application is requested under 37 CFR 1.103(c) for a
period of

b. D Other

3. The RCE fee under 37 CFR 1.17(e) is required by 37 CFR 1.114 when the RCE is filed.

a.| X | The Director is hereby authorized to charge the foliowing fees, any underpayiment of fees, or credit any overpayments, to
Deposit Account No. 07-1250

i. RCE fee required under 37 CFR 1.17(e)
ii. \:l Extension of time fee (37 CFR 1.136 and 1.17)
iii. D Other
b. g Check in the amount of $ enciosed

c: '___| Payment by credit card (Form PTO-2038 enclosed)} d, Payment by EFS-Web

WARNING: Information on this form may become public. Credit card information should not be included on this form. Provide credit
card information and authorization on PT0-2038.

iii. Information Disclosure Statement (IDS)

iv. omer SB08

months. (Period of suspension shall not exceed 3 months: Fee under 37 CFR 1.17() required)

SIGNATURE OF APPLICANT, ATTORNEY, OR AGENT REQUIRED
/Donna Johnson Gressler/ ate
Donna Johnson Gressler

CERTIFICATE OF MAILING OR TRANSMISSION

| hereby certify that this correspondence is being EFS-Web transmilled o the United Stales Palenl and Trademark Office (USPTO), deposited with Ihe United
States Postal Service wilh sufficient pestage as [irs! class mail in an envelope addressed to: Mail Stop RCE, Commissioner for Patents, P. O. Box 1450,
Alexandna, VA 22313-1450 or facsimile iransmitled to the USPTO on the date shown below.

Sionature [Trent Bastian/
Trent Bastian [Date |

Signature

July 31, 2019
45,544

Name (Print/Type) Registration No.

Name (Print/Type)

July 31, 2019
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I hereby cedify that this paper (along with any paper referred to as being attached
or enclosed) is being transmitted via the Office electronic filing system in
accordance with 37 C.F.R. § 1.6(a)(4).

Dated: July 31, 2019 p .
Electronic Signature for Trent Bastian. /Trent Bastian/ Docket No.: 1! 47.P2C

(PATENT)

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

In re Patent Application of’
Benjamin Micah Collman et al.

Application No.: 15/346,335 Confirmation No.: 1307
Filed: November 8, 2016 Art Unit: 1615
For: Therapeutic Compositions for Treatment of Examiner: J. N. Worsham

Human Immunodeficiency Virus

SUPPLEMENTAL INFORMATION DISCLOSURE STATEMENT (IDS)

Commissioner for Patents
P.O. Box 1450
Alexandria, VA 22313-1450

Dear Sir;

Pursuant to 37 CF.R. §§ 1.56, 1.97, and 1.98, the attention of the United States Patent
and Trademark Office is hereby directed to the references listed on the attached PTO/SB/08. It is
respectfully requested that the information be expressly considered during the prosecution of the
above-identified application, and that the references be made of record therein and appear am ong

the “References Cited” on any patent to issue therefrom.

This Information Disclosure Statement, pursuant to 37 C.FR. § 1.114(c), accompanies

the Request for Continued Examination (37 C.F.R. § 1.114) submitted herewith.

In accordance with 37 CF R. § 1.98(a)(2)(ii), copies of U.S. patents and U.S. patent
application publications are not submitted. Submitted herewith are copies of foreign patents and

non-patent literature in accordance with 37 C.F.R. § 1.98(a)(2).

In accordance with 37 C.F.R. § 1.97(g), the filing of this Information Disclosure

Statement shall not be construed as a representation that a search has been made. In accordance
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Application No.: 15/346,335 Docket No.: 1147.P2C

with 37 C.F.R. § 1.97(h), the filing of this Information Disclosure Statement shall not be construed
to be an admission that the information cited in this Information Disclosure Statement is, or is

considered to be, material to the patentability as defined in 37 CFR. § 1.56(b).

1t is submitted that the Information Disclosure Statement is in compliance with

37 C.F.R. § 1.98, and the Examiner is respectfully requested to consider the listed references.

The Director is hereby authorized to charge any additional fees which may be required
with respect to this communication, or credit any overpayment, to Deposit Account No. 07-1250,

under Order No. 1147.P2C.

Dated: July 31, 2019 Respectfully submitted, :

Electronic signature: /Donna Johnson Gressler/
Donna Johnson Gressler

Registration No.: 45,544

GILEAD SCIENCES, INC.

Correspondence Customer Number: 25000
(650) 574-3000

Attorney For Applicant
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Petitioner Exhibit 1040
1620 of 1915



WO 2008/043829 PCT/EP2007/060871

Method for Treating HIV-1 Infection
by the Combined Administration of Nevirapine, Tenofovir and Emtricitabine

5  BACKGROUND OF THE INVENTION
1. TECHNICAL FIELD
The present invention relates to a method for treating HIV-1 infection by the combined

administration of nevirapine, tenofovir and emtricitabine.

Lo 2. BACKGROUND INFORMATION
Nevirapine, the systematic chemical name for which is 11-cyclopropyl-5,1 1-dihydro-4-
methyl-6H-dipyrido[3,2-b:2',3-¢][ 1.4]diazepin-6-one, is a non-nucleoside reverse
transcriptasc inhibitor (NNRTI) which is used to trcat infection by HIV-1 (human
immunodcficicncy virus, type 1). Its synthesis and usc arc described in various

15 publications including, inter alia, U.S. Patent No. 5,366,972; European Patent Application
No. 0 429 987, U.S. Patent 5,571,912 and U.S Patent No. 5,569,760. Viramune ® tablets,
a pharmaceutical comprising nevirapine in tablet form, was approved by the U.S.FDA in
1996 for the treatment HTV-1 infection. It has since been approved for use in numerous
other countries.

20
Tenofovir, the systematic chemical name for which is }-(G-aminopurin-9-yl) propan-2-
yloxymethylphosphonic acid, is a nuclcoside reverse transcriptasc inhibitor (NRTI) which
is also used to treat infection by HIV-1. Its synthesis and use are described in various
publications including, inter alia, U.S. Patent Nos. 5,922,695, 5,935,946 and 5,977,089.

25 Tenofovir disoproxil fumarate (TDF) is marketed by Gilead Sciences under the trade name

Viread®,

Emtricitabine, the systematic chemical name for which is 4-amino-5-fluoro-1- [2-
(hydroxymethyl)- 1,3-oxathiolan-3-yl]- pyrimidin-2-one, is another nucleoside reverse

30  transcriptase inhibitor (NRTI) which is used to treat infection by HIV-1. Tts synthesis and
usc arc described in various publications including, inter alia, U.S. Patent No. 6,703,396.

Emtricitabine (FTC) is marketed by Gilead Sciences under the trade name Emtriva®.
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Tenofovir is also available in a fixed-dosc combination with cmtricitabinc in a product

with the brand name Truvada®, which has been approved for once-a-day dosing.

Efavirenz, the systematic chemical name for which is 8-chloro-5-(2-cyclopropylethynyl)-

5 S-(uifluoromeihyl)- 4-oxa-2-azabicyclo [4.4.0]deca- 7,9,11-tricn-3-onc, is another NNRTI
which is used for the treatment of HIV-1 infection. Its synthesis and use are described in
various publications including, inter alia, U.S. Patent Nos. 5,519,021 5.811.423: 6.639.071
and 6,939,964, Efavirenz is marketed by Bristol Myers Squibb under the brand name
Sustiva®),

10

Atripla® is the brand name for a fixed-dosc triple combination of tenofovir, emtricitabine
and cfavirenz. 1t has been approved by the US FDA for the ticatment of HIV, with once
per day dosing.

15 ClinicalTrials.gov Identifier NCT00344461, published at http://www.clinicaltrials.gov/,
deseribes an open label, two year study of the clinical efficacy of the combination of

Emtricitabinc (200mg po qd.). Tenofovir (300 mg qd), and Nevirapine (200 mg b.i.d.).

The trcatment of HIV by mcans of once daily dosing of Emtricitabine/Tenofovir with a
20 third agent which can be, inter alia, nevirapine has been generically proposed at
hitp://www.aids-cd.org/aidsctc?page=ct-03-00-01. However, this speeific combination is

not described.

It is important to notc that nevirapine is not approved for once daily dosing and that a high
25 rate of carly virologic failurc has been scen when HIV-1 is treated by the coadministration
of didanosine, tenofovir and nevirapine. Thus, the efficacy of once daily dosing of

cmtricitabine, tenofovir and nevirapine cannot be assumed.

o))
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BRIEF SUMMARY OF THE INVENTION
The invention provides a method for treating H1V whercin emtricitabine, tenofovir and

nevirapinc arc administered once per day.

DETAILED DESCRIPTION OF THE INVENTION

w

Inn accordance with the invention, emtricitabine, tenofovir and nevirapine are administered
once per day to a host infected by HIV-1. While dosages of these three agents may be
adjusted to take into consideration the size, weight and condition of the patient to be
treated, typical dosages for an adult human will be 200 mg of emtricitabine, 300 mg of

10 tenofovir. and 400 mg of nevirapine. It is preferred that paticnts reccive 200 mg of
nevirapine once per day for the first two weceks of trcatment, because it has been
demonstrated that this lead-in dosing regimen reduces the frequency of nevirapine-induced
rash. At the beginning ol the third week of treatment, the nevirapine dose may be increased

to 400 mg once per day.
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CLAIMS:

I A method for treating HIV wherein emtricitabine, tenofovir and nevirapine are

administered once per day.

2 The method of claim 1, wherein 200 mg of emuricitabine, 300 mg of tenofovir, and

400 mg of nevirapine are administered.
3. The method of claim 2, whercin a patient so treated receives 200 mg of nevirapine

10 oncc per day for the first two weceks of treatment, and thereafter the nevirapine dose is

incrcased to 400 mg once per day.

4.
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‘ g& AR WIGG HIA/ 1.0, BULDING
oRTE T 32/ PLOT KO, 32
MER FFTX -147 SECTOR 14, XARFY DWARKA
INTELLECTUAL i RwfyNew DR -110078.
PROPERTY INRIA TN [Tet. No.: 011-25300200
TREFR/OATENTS | SN /DESIGNS] Ba® fhax ¢ 011-28503330 4015
T FOGAITRADE MARKS | STt § Fe/emeit ¢ delhi-patent@nicdn
FUZWATGECCRAPHICAL INOICATIONS GOVERNMENT OF INDIA Feamge webshehity: (fipladia.nicin
3. siz=n/Ref.No /amdeer sizen/Application No/ 201817013772 featien/ Date of Dispatch/Email: 26/07/2019
Jren 3,/ To

AMRISH TIWARI,

K&S PARTNERS Inteliectual Property Attorneys 515-B, Platinum Tower, 5th Floor, Sohna Road, Sector 47,
Gurgaon 122002, National Capital Region, India

Email : ipo@knspartners.com

fryer: gensa aiftifdres, 1970 6t arnr 12 a 13 fren wowd Breey, 2003 A sicfior aflgmr o
Subject: Examination report under sections 12 & 13 of the Patents Act, 1970 and the Patents Rules, 2003.

1. 3udes andce & sest A afigror diE ( srerfer, wesea foram, 2003 (aen stelifir) & faramr 24-x(3) # faferfdse smuterdt @1
Qe epersl ) 3IRG I Jase &) @ RUE ufwior 3 srepder fories 11/04/2018 & 3oz @t sl B R &) udtgror RO @
Jerz arfer wzar 3 sifewr Rifdr (srerfer, 531 POE F TS oreft el amareeRBAS A5 srequreTar ot srafts) AT WY At wT
gerar eserst St A &Y fafer A o onw 3y
Please find enclosed herewith an Examination Report ( i.e. a first statement of objections as specified in Rule
24-B(3) of The Patents Rules, 2003 (as amended) ) in respect of above-mentioned application. This report is
issued with reference 1o a request for examination dated 11/04/2018.The last date for filing a response to the
Examination Report (i.e. a period to comply with all the requirements raised in this examination report) is six
months from the date on which the first statement of objections is issued to the Applicant.

2. @t (3R & el o ol sTaeEsATa @ JeTaTerel B ferewt, 2003 (Jem FtottinT) & forwr 24 x(5) ¥ fateitde
3rafs 35 #0eR sig2 rquieTol ordl Rsen oy oY wepwer siftiforr 1970 <5t uray 21(1) & sntier actemor andaer @ ul¥eren aon
SITEST
The instant application shall be deemed to have been abandoned under Section 21(1) of The Patents Act,
1970, unless all the requirements raised in this report are complied with in the period as specified in Rule 24-B
(5) of The Patents Rules, 2003 (as amended).

3. amaeT e wosea forr, 2003 35 foremr 24 w1 (6) I graursil Bl 3tz ofl swifeEr Risen S &y
Your attention is also invited to the provisions of Rule 24-B (6) of the Patents Rules 2003.

4. st s & ot § R ofty Rracer 3y e 32 offy g @)
You are advised to file the reply at the earliest for early disposal.

Dr. Rajesh Patel
faricpr A/ Controller of Patents
sicssi/Enclosed: smdres aspans/As above

Rauof): 2z s@erdfdres Bu X Ieusel e &
NOTE: This is an electronically generated report.

18l Uerars frRIEs G W ITALCTfRIA W U3 HoI S|
All communications should be sent to the Controller of Patents at the above mentioned address.
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udterer fedid /[Examination Report
sudeor iz /Application Number 4201817013772
i a2 M7 Dateof Filing . HVOA2018 s
uffent fstias /Date of Priority ~jegi15/2018
A siesTediar andigat 5 sieen ¢ Boiius / PCT International Application No. & Date |US2C16060988 -- 08/11/2016

31dqa /Applicant

_[GiLEAD SCIENCES INC.

udlgiu 3a sl ) 2 o Retier /Request for Examination No. & Date

R20181010859 11/04/2018

e 1 frfér /Date of Publication

10/08/2018

531 uferon FYaYe A5 ar amer 3, srerfer ROE oot i, forsee apeiett N, shomfas smaemasart aen Basts @ avamdar /

This examination report consists of four parts, namely summary of the report, detailed

technical report, formal requirements and documents on record.

91T -1: FXAYE @1 ARier
PART-I: SUMMARY OF THE REPORT

- mﬂﬁhﬂmasn‘m.zmwmshuzfawmfémiﬂrm e .
/ril). /Requirerents under the Act el @t iz /Claim Numbers iferouft /Remarks
e /Claims: a7 /Yes
pritare /Novet
AR e /Claims; 1-51 ot /No
et 2(1)() B A ert /Claims: & /Yes
1. sriteeepTz /invention u/s smiResrdt asaar / Inventive step ; = y
2(1)0) ot /Claims: 1-81 ma?ﬁ/NO
et auhfren /industrial et /Claims: 1-51 farrYes
Applicability R /Claims: et /No
e 3 5 yeftor We-srdowren (afg &Y, wis 3(w-a) /Non- @ /Claims: 1-51 zf /Yes ]
2. |patentability ufs 3 s 3(d), 3(e). 3()
|(if yes, specify section3(a-p)) fer¥ /Claims: et /No
{lemer 10(5) @ 10(4) (31)] ) A e /Claims: et /Yes
3. e aetwa/Claims (ot e (Clarity / : — =
{u/s 10(5) & 10(4) (c)] onciseness orr /Claims: 28-30. 34-35, 46-51 éai;’f/No
o1 || farreyer awoftdt fyae

PART-I: DETAILED TECHNICAL REPORT

. 3xi TSt 6 Il /A List of documents cited:

() ¢ nfewr / (@). Patent Literature -

IS gaeder ot

and paragraph no.)
of cited document

qifdtes Rrazor (geo a
. A Sreil BT Rty IS Fre) / S U;:"/% SMfEnRRT nfaoTs a5
/ R Rifr(Ryo/z/ard) / Relevant TRIGEDG, a’ /Claims of
/Details of documents S - Relevant claims of
Si.no Publication date | description (page

cited document

alleged invention

D1: WO2014100323A1

26/04/2014

Wheale Document

1-108

1-51

Page 1 of 5
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2 D2 WO2Z013116720A1 08/08/2013 Whelg Docurnent 1-32 1-51

3 D3 WO02015022351A1 16i02/2015 Whele Documrent i-18 1-51
4 D4 WO2008043828A2 17/04/2008 Whele Document 1-3 1-561

(=) stz-te sk /(b).Non-patent literature

T, 3if2iarEET 3 aEeT IReRBAnit uz fazga Rufdr /B. Detailed observations on the requirements under the
Act:
(1).afieiar / NOVELTY:

(1) Sz sEfa geade 3 sice (1-51) & B3 o gesear 35 gatepier 1 wror 3 37 g, Pratriaa ool 3 ar(d) (1-51) &
sietteran bt asatt & /

Claim(s) (1-51) lack(s) novelty, being anticipated in view of disclosure in the document cited above under
reference D1 for the following reasons:

Document D1 discloses the phamaceutical composition comprising compound of formula [ HIV nuclectide
inhibitors of reverse transcriptase selected frem the group consisting of tenofovir, tenofovir disoproxt fumarate,
tenofovir alafenarmide, etc and HIV nucieoside inhibitors of reverse transcriptase selected from the group
consisting of zZidovudine, emtricitabine, didanosine, stavudine, zaicitabine, etc. This composition is adminisiered
to a subject or patient take the form of one or more dosage unils, where for example, 2 tablet may be a singie
dosage unit. and a container of a2 compound of the invention in aerosol form may hoid a plurality of dosage units
{Page 36 lines 12-15; Page 40 lines 18-20). This composition is used in the treatment of HIV. Further the
physical state of the composition cannot be used as a critericn for patentability. Thus the subject matter of claims
1-51 lacks novelty u/s 2{13{j) of the Patents Act, 1870,

(2).anforerrst g / INVENTIVE STEP:

(1) 3u2 Fgfa sromis(si) & siof D1-D4 & suse seznosi(slt) w ener 3t 3200 5T, foratieRad izt 3 erai(d) (1-51) &
saRwsE o Ot ot &

Claim(s) (1-51) lack(s) inventive step, being obvious in view of teaching (s) of cited document(s) above under
reference D1-D4 for the following reasons:

it is not considered inventive to combine two or more active ingredients for treating a particuiar disease in the
case where said two or IMore active agenls are each known 1o be therapeutically effective alone in ireating said
particular disease. In this regard, it would normally be expected that such a composition of active agenis would
be more effective than either active agent alone. Excepticns to this general principle may be made if the new
combination has a surprising property. e.g. synergistic therapeutic effect, which could not have been fairly
predicted on the basis of the piior art.

The compound of formula | is known 1o be therapeutically effective in the treatment of HIV {see documents D1).
fts combination with another anti-H{V agent including tenofovir alafenamide and smiricitabine is also suggested in
D1,

Tenofovir alafenamide and emiricitabine are also known to be effective in the treatment of HIV when used alone
{D2) or in combination with other anti-HIV agents in a single dosage form (see D2-D4).

Page 2 of 5
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The present application provides no example of the puiative synergistic effect between campound of formula (1},
tenofovir alafenamide and emtricitabine. it shoult be noted that the unexpected or surprising effect that is alieged
in suppaort for such a demonstration must be made plausibie over the whole scope of the dlaimed subject-matier.
Thus. a surprising effest must be demonstrated for each and every embodiment of the claims. As a result, the
subject matter of claims 1-51 cannot be considered as inventive u/s 2(1)(ja} of the Patents Act, 1970.

Amarked-up copy of claims clearly indicating the amendments in clairs must be submitted along with the
examination report reply u/r 14(2) of the Patent Rule 2003 (as amended in 2016).

(3).0¢c ariiowrent INON PATENTABILITY:

(1) morieriae wrvil I urer 3 & ¥ (3(d), 3(e), 3() ) grenst & Az orn(@) (1-51) Wil wu 3 93 dvT @ 2/
Claim(s) (1-51) are statutorily non-patentable under the provision of clause ( 3(d), 3(&), 3(i} ) of Section 3 for the
following reasons:

{1]. The subjectmatter of claims 1-7, 26-30, and 38 relaies to the orai dosage form comprising compound of
formuia i, tenofovir alafenamide, and emtricitabine. The subject-matter of claims 8-25, 43-44 relates to the tablet
composition. Further the cormposition defined in different clainss is used for hurman treaiment. Oral dosage form
and fatlet are covered within the scope of method of trealment. Therefors subject matier of claims 1-51 are not
pateniable w/s 3(i) of the Patents Act, 1970.

{2]. Subject rmatter of ciaims 40-42 and 45-51 describes the compositions comprising compound of formula |,
tencfovir alafenarnide. and emtricitabine. The combined therapeutic effect of the composition is not shown over
the separate therapeutic effect of other constituents. Thus the overall effect is considered as the properties of
the constituents only. Applicant had failed to establish the synergistic effect of the said composition cver the
separate effect of other constituent. In the absence of experimental data, it is considered as the aggregation of
properties of constituent only. Further the dosage form and tablet comprises the said compositions. Therefore
subject matters of claims 1-51 are not patentable ws 3(e) of the Fatents Act, 1970,

{3]. The subject-matter of claim 1-51 describes the composition in different forms comprising the compound of
formuia |, tenofovir alafenamide, and emtricitabine for use in the treatment of HIV. Document D1 discloses the
said composition as dosage form and in tablet form. Section 3(d) of the Patents Act, 1970 explains that the mere
discovery of new form of a krnown substance which does riot result in the enhancement of the known efficacy of
that substance, are rol patentable. The new fomn may be saits and derivatives of the known subsiance.
Therefore subject matier of ciaims 1-51 is not patentable u/s 3(d) of the Patents Act, 1970,

(4).gencatr @5 e /[SUFFICIENCY OF DISCLOSURE:
(}) =z /Abstract:
Abstract of the alleged invention is not filed in prescribed format wir 13(7)(a) of Patents Rules. 2003 as it does

not commence with the titie of the invention. Further abstract should be amended to incorporate the essentiai
features of current invention.

(5).7ureean va #Afdnrar /CLARITY AND CONCISENESS:

(1) sru(d) 28-30, 34-35, 46-51 A Fiwer iy Fuee U 3 wHfa o1t
Claim(s) 28-30, 34-35, 46-51 are not clearly worded in respect of:

{1]. The subject-matter of claims 28-30 and 48-51 do not mest the requirements of section 10(5} of the Patenis
Act, 1870 because the matter for which protection is sought is not clearly defined. The claims attermpi to define

Page 3 of 5
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the subject-matter in terms of ihe resull to be achieved, namely in the form of release/dissolution profile/rate,
which merely amounts to 2 statement of the underlying problem, without providing the tachnical features
necessary for achieving this resuit.

i2]. The subject-ratter of claims 34-35 is not clear u/s 10{3) cf the Patents Act, 1970 because the first layer and
the secend iayers are not defined. For the purpose of the present opinion it is assumed that i} the first layer
means a conposition comprising 2 compounid of formula (1) and i) the second iayer means a combination of
tenofovir alafenamide and entricitabine compressed together.

(6).315%1 aperwerments /OTHERS REQUIREMENTS:
®

The subject-matter of claims 36-37 discloses a "kit” thal is not considered as an invention uls 2(1)(§) of the
Patents Act, 1970 and therefore these claims are not aliowed u/s 2(1)() of the Patents Act. 1970.

oot — 111: sforenf¥as savamans /PART-111: FORMAL REQUIREMENTS

smufered /Objections feoquit /Remarks

Power of attorney fited on 18/10/2018 cannot be taken on record ufs 127 of
Patents Act, 1970 as name of the second party is not mentioned on the e-stamp
nage. Fresh power of aitorney clearly indicating the name of both the parties on e-
istamp paper duly verified by the agent should be resubmiited.

Power of Attorney
(Whether GPA, SPA,
Stamped, requisite fee etc.)

Statement & Under Taking {Updated form 3 with correct details is required to be filed u/r 12(2) of the Patent
(Form 3 Details} Rule 2003 (as amended in 2016) in a prescribed manner.

Drawing referred in the specifications had not been filed in accordance with the
Format of Drawings instructions contained in the rule 15 of the Patents Rules 2003 (as amended in
2016).

[11. Fresh form 1 in updated formatl as amended in 2018 should be filed. The
column in declaration part 12(iii) which is not apglicable shouid be struck-out only
and it should not to be deleted.

Other Deficiencies
[2]. Prescribed form 5 for declaration of inventor-ship is not filed in accordance to
isection 10(8) and rule 13(8) of the Patents Act, 1970. The coilumn which is not
applicable should be struck-out only and it shouid not {o be deleted.

(1), Claim part of the complete specification does not commence with the phrase;

Format of Specification | /Ve ciain’.

(rule 13) [21. Dependent claims shouid contain the term "as claimed in claim” instead of

"according to claim'.

aRF-1V: Frests 3 coemdsr /PART-IV: DOCUMENTS ON RECORD

Page4of5
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foreieI3an STARGI b 3T T Ag wert B Ay o) arf &
The examination report has been prepared based on the following documents:

gﬁiﬁ%ﬂzﬁé WN?:?S e/ . e siza freror /Entry Number Description
11 Apr 2018 31305 1-Ne\_/v Application For Patent With Provisional /Complete
Specification
11 Apr 2018 31305 i8(i)—Request For Examination After 18 months Publication -
orm 18
25 May 2018 42805 Proof of Right
16 Oct 2018 82552 145-Form Of Authorisation Of Patent Agent - Form 26
22 Oct 2018 83797 OTHERS(NON CASH)
22 Oct 2018 83797 OTHERS(NON CASH)
01 Nov 2018 86991 OTHERS(NON CASH)
01 Nov 2018 86991 OTHERS(NON CASH)
02 Nov 2018 87638 3-Statement & Undertaking - Form 3
22 Apr 2019 38757 3-Statement & Undertaking - Form 3

friegw @ omar /Name of the Controller: Dr. Rajesh Patel

forreee Femwr /Controller Location: Delhi

fetauft: utgim BAE ast 3z sl asear &Y sifen iRk / Note: Last date for filing response to the Examination Report:

26/01/2020

Cipla v. Gilead
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TECHNICAL REPORT
INI/SNP/DGE/DPI/ADP N° 0119/2019
SNP/2019-02255

Dear Sirs

GILEAD SCIENCES, INC.
SP260-2016

Publication 12193

Reference: Technical Report N°76/2019

“PHARMACEUTICAL FORMULATIONS”

As a result of the substantive examination, carried out based on Article 45 of Decision
486 of the Andean Community Commission, the following is communicated:

° Documents studied

» Patent Application SP260-2016 dated 09/11/2016.

> WO 2014/100323 Al “Polycyclic-carbamoylpyridone compounds and their
pharmacecutical use”.

» Set of claims dated May 29, 2018

» Technical Report No” 337/2018 (September 17, 2018).

» Brief of response to Technical Report N° 337/2018 (February 22, 2019).

» New set of claims dated February 22, 2019.

. Patentability reqnirements
(Clarity, Sufficiency, Councision, Unity of invention and Patentability)

Art. 30 Decision 486

> Claim 1 lacks support in the specification since it describes bilayer tablets
containing the compound of formula II, tenofovir alafenamide hemifumarate and
emtricitabine in different layers, but not a tablet containing the 3 active
principles together (see examples 2 and 0). Also, the reason for claiming a tablet
comprising 50 = 5 mg of the compound of formula I or its sodium salt, 25 mg =+
3 mg of tenofovir alafenamide or tenofovir alafenamide hemifumarate and 200 =
20 mg of emtricitabine without mentioning the excipients accompanying said
active compounds is not clear, since it is well known in the art that the release of
a drug depends on the excipients accompanying it and the pharmaceutical form
in which said active is presented.

Likewise, it is reiterated that the claim lacks clarity since by mentioning the
weight of the tablet it is characterizing it by a parameter.

Finally, regarding the sustenance in the description the Andean Manual
mentions "The claims have to be supported in the specification (Article 30 DD
486). This means that the object of each claim must _have its basis in the
specification and that its scope il st _not exceed what is_justified by the

content of the specification and diawings” (Page 43).

. Determination of the State of the Art
(Novelty, Inventive Step and Industrial Application)
Art 14, Art 16 y Art 18 Dccision 486
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~ The RELEVANT DOCUMENTS that affect the inventive step of the application
are reiterated below.

: P oD n PUBLICATION
No. DOCUMENT TITLE DATE
“Polycyclic-carbamoylpyridone
D1 WO 2014/100323 Al | compounds and their pharmaceutical 22/06/2000
use”
i N R AFFECTED DOCUMENT AFFECTED
Na DOSIRENY CLAIMS | CATEGORY | REQUIREMENT
Dl WO 2014/100323 Al 104 X/D INVENTIVE STEP

X nicaus the imponance of thie document alonce for the possihility of res oking thie patent application by the concept
of novelty or inventive Tevel

Y: means the imporumee of the dociment thai combined with amother document. can affect the feane of inventive
step of the paient application

AL nicans thal 1ot being hnportamt for the vovelty and inventive step examination is 1cfeired as a document relaed
with the paient upphcauon

O referred 10 non-writen disclosuic

- ave the document cied in the specificalion of Lhe invention.

P aie the dociments published between the filing date of the application and the 1ccognized prionty date

E: priot docinent. but published afler the filing date of the application

Fo designates the document publishcd abroad. application or patent. corresponding to the application under
cyaminalion

G desymiales patent family members

»~ D1 discloses compounds for usc in the treatment of human immunodeficiency
virus (HIV) infection (abstract)) D1 teaches pharmaceutical compositions
comprising the compound of formula I of the present application or a
pharmaceutically acceptable salt thereof (page 37). The additional therapeutic
agent is selected from one or more of' emtricitabine and tenofovir alafenamide
fumarate (page 38). D1 teaches that the pharmaceutical composition can be in
the form of a tablet and that the compound of formula 1 is in an amount of 50
mg (pages 35-36).

In the table N° | the similarities between the compounds of D1 and claim 1 of
the application are shown:

TABLE No. 1

Application D1
1. A 1ablet comprising 50+5 mg of the | Tablet comprising 50 mg of the compound:

compound of formula 1
F
2
o%¢§©
. NY’\\\TA
o F F
(o)1

(1

@*”““f ﬁ@

[k

H b
. : Compound 42
Or its sodium salt
2543 mg tenofovir alafenamide or tenofovir
alafenamide hemitumarate, and 20020 g emtricitabine, tenofovir alatenamide fumarate

cmtricitabine.

As can be seen in table N° 1, D1 and the application disclose tablets comprising 50
mg of the compound of formula 1, cmtricitabinc and tenofovir alafenamide
tumarate. The difference between D1 and the application is that D1 does not
disclose the amounts of emtricitabine and tenofovir alafenamide, however, this
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difference does not demonsirate an unexpected technical effect with respect to the
disclosure of D1. Likewise, it is necessary to indicate that it is common practice to
combine two or more active ingredients that are useful in the treatment of the same
disease and it is also known that said combination will have a better therapeutic
effect than a single drug. The compound of formula Tis known to be therapeutically
effective in the treatment of HIV and the combination of this compound with other
agents useful for the treatment of HIV such as tenofovir alalenamide and
emtricitabine is suggested in D1,

Furthermore, the present application does not demonstrate that the combination of
the compound of formuta T. tenofovir alatenamide and emtricitabine has a
synergistic therapeutic effect, therefore, the combination of the three drugs useful in
treating HIV is considered obvious.

So, in light of D1 and in the absence of an unexpected technical effect attributed to
the technical features of claim |, the matier claimed by claims 1 to 4 is considered
obvious and without inventive step.

No reference is made to the weight since it is not considered a technical
characteristic of the tablet as it is only a parameter

The response to Technical Report N° 337/2018 indicates:

“lxamples 3 and 9. which demonsirate that the tablet as claimed provides
improved phavinacokinetic benefits ... [0317] The total exposure of the compountd
of Formula I under fasted conditions. was approximertely 3026 ligher vien dosed
in_the bilayer rabler formulation F2_compared ro single agent fabler formulation
.. These results .. surprising ... would be comparable 1o the total exposure of
componnd of formula T obtained by the administraiion of a single unit dosage form
comprising the three actives (1°7)7.

From the above it can be established that the applicant justifies the unexpected
technical effect of the pharmaceutical form illustrated in examples 2 and 6, that is,
justifies the inventive level of the bilayer tablets defined in cxamples 2 and 6,
however, the technical characteristics of said tablets are not included in the
independent claim.

It is also necessary to point out that the release of the active principles and
bioavailability of a pharmaceutical product is determined by the concentration and
the excipients that accompany the active ingredient as well as the pharmaceutical
form in which they are found. Consequently, the excipients and their concentrations
are what determine the release of the active ingredients. However, these technical
characteristics are not found in the independent claim.

It should be noted that the conclusion on that claims 1 to 4 arc obvious and lack
inventive step is maintained, since the technical features of claim 1 do not solve the
problem raised in the application nor demonsirate an unexpected technical effect
over the disclosure of D1.

It is also necessary to clarify that although the Andean Manual mentions that the
lack of any techaical advantage is not an absolute criterion to recognize or not the
inventive step, it also points out:

"10.4 Indications of the existence of inventive step

In the practice of the background examination, a series of indications can be used
(o identify the existence of inventive step, such as:

-the ynexpected character of the result;

~the fact of having overcome real technical difficulties ...

10.5 Indications of the lack of an Inventive step

- simple and direct extrapolation of knoywn facts;

~change of size, shape or proportion, obtained by plain test withou! nunexpected
effect ... (page 81)

The claims must contain all the essential technical features of the invention which
define the invention and make it or could make it distinctive trom the state of the
arl. These essential technical characteristics define the solution to the technical
problem that the invention trigs to solve (Page 35).
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The claims are the most important part of the application, because they define the
invention to be protected and delimit the scope of that protection (Article S1). It is
essential that they are clear and concise (Article 30) so that:

- They can be compared and differentiated from the state of the art in order to verity
the patentability requirements; y

-they can unambiguously determinc the extent of the rights of the patent holder
(page 35).

The necessary inventive step for the approval of the patent registry is verified if the
technological advances presented by the invention represent the solution to the
technical problem existing in the area of its destination, that is, an_invention is the
solution to a problem. In this understanding the claim 1 as it is written, without
mentioning all the technical characteristics that solve the technical problem raised
in the application is obvious in the light of document D1, since only the amounts of
the active ingredients in the compressed, but not the amounts of the excipients and
active in the layers of the bilayer tablet.

s Conclusions

~ Patent Application N® 260-2016 does not comply with Articles 14, 18 and 30 of
CAN Decision 4806 as to clarity, concisencess, support and inventive step.

In compliance with Article 45 of Decision 486 of the Andean Community
Commission, if is indicated that this action must be responded within the term of
sixiy (60) days connted from ihe date of notification of this communication. In the
event of failure (o respond 1o this request, or if in spite of the answer the
impediments (o the concession cominue, the patent will be denied.

La Paz, March 25, 2019
lllegible signature

Pharmaceutical Chemist Deisy Jimenez Gomez
Patent Examiner

SENAPI
Appointments (Fridays 9 am —~ 11 am)
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INFORME TECNICO
INF/SNP/DGE/DPI/ADP N° 0119/2019
SNP/2019-02255 -

Senores:

GILEAD SCIENCES, INC
SP260-2016
Publicacién 12193

Ref. Informe técnico N°76/2019 R
“FORMULACIONES FARMACEUTICAS”

Como resultado del examen de fondo, realizado con fundamento en el Articulo 45 de la
Decisién 486 de 1a Comisién de la Comunidad Andina, se le comunica:

¢ Documentos estudiados

Solicitud de Patente SP260-2016 de fecha 09/11/2016.

WO 2014/100323 At “Polycyciic-carbamoylpyridone compounds and thelr
pharmaceutical use”. 5
Pliego reivindicatorio de fecha 29 de mayo de 2018. : o o
Informe Técnico N°337/2018 (17 de septiembre del 2018). '
Memorial de Respuesta a Informe Técnico N°337/2018 (22 de febrero del 2019) '
Nuevo pliego reivindicatorio de fecha 22 de febrero del 2019. . G

[

VYVVYY VYV

¢ Requisitos de Patentabilidad . . 4 s e

(Claridad, Suficiencia, Concisién, Unidad de invencién y Patentabilidad)

Art. 30 Decision 486

> Reivindicacién 1 carece de sustento en la descnpcxon puesto que en ésta se describen
comprimidos bicapa que contienen el compuesto de formula II, tenofovir alafenamida
hemifumarato y emtricitabina en capas diferentes no asi un comprimido que contiene
los 3 principios activos juntos (Ver ejemplos 2 y.6). Asimismo, no queda clara la razén . !
de reclamar un comprimido que comprende 50 + 5 mg del compuesto de Férmula I o su )
sal s6dica, 25 + 3 mg de tenofovir alafenamida o tenofovir alafenamida hemifumarato y ‘
200 + 20 mg de emtricitabina sin mencionar los ‘excipientes que acompafian a dichos ° ,
compuestos activos puesto que es bien conocido en la materia que la liberacién de un ‘ <
farmaco depende de los excxplentes que lo acomparian y la forma farm acéutica en la cual -
se presenta dicho activo.
Asimismo, se reitera quela relvmdx(ac:on carece de claridad porque al mencionar el peso
del comprimido lo caractenza por un parametro.

Finalmente, respecto al sustento en la descripcién el Manual Andino menciona “Las
reivindicaciones tienen que estar sustentadas en la descripcién (Art. 30 D 486). Esto
significa que el objeto de cada reivindicacién tiene que tener su fundamento en la

. v
g Copia 6o I s e
Pégin 1ded, vpm Moress m cadp |
. Expediente: /> 142t i
!
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deﬁcripc’ién y-que su alcance ;19‘ debe exceder mas alla de lo M tificado por el
contenido de la descripcién y los dibujos” (pagina 43).

¢ Determinacién del Estado dela Técnica

(Novedad, Nivel Inventivo y Aplicacién Industrial)

Art. 14, Art.16 y Art. 18 Decision 486-

> A continuacién se reiteran' los DOCUMENTOS RELEVANTES que afectan el nivel
inventivo de la solicitud. i

No. | DOCUMENTO . . TITULO R L0
D1 | WO 2014/100323 A1 decyg:f;ﬁg?;’g;ﬂ?: ; gg’glcgs'z? ounds 22/06/2000

REIVINDICACIONES | CATEGORIA DEL REQUISITO
4. DOCUMENTO AFECTADAS = | - DOCUMENTO | QUE AFECTA.
D1 WO 2014/100323 A1 . 1a4 X/D Nivel Inventivo

X: significa la importancia del documento por si solo para la posibilidad de revocar la solicitud de patente por el concepto de
novedad o nive] inventivo.

Y: significa la importancia del documento que, combinado con otro, puede afectar la caracteristica del nivel mvennvo de la
solicitud de patente. +
A: significa que no siendo importante para la evaluacion dela novedad y para la del nivel inventivo est4 referida como documento
relacionado a la solicitud de patente.

O: referido a divulgacién no escrita

D: son los documentos que se citan en la desmpcx()n de la invencion

P: son los documentos publicados entre la fecha de presentacion de la solicitud y la fecha de prioridad reconocida

E: documento anterior, pero publicado despusés de 1a fecha de la presentacién dela solicitud

T: designa el documento publicado en e} extranjero, solicitud o patente, que corresponde a 12 sohcﬂ'ud que se est4 examinando
G: designa a patents miembros de la familia

N

> D1 divulga compuestos para el uso en el tratamiento de la infeccién del virus de
inmunodeficiencia humana (HIV) (resumen). D1 ensefia composiciones farmacéuticas
que comprenden el compuesto de formula I de }a presente solicitud, o una de sus sales’ -
farmacéuticamente aceptables, en combinacién con uno o mas agentes terapéuticos
adicionales, y un portador, diluyente o excipiente farmacéuticamente aceptable (pagina
37). El agente terapéutico adicional se selecciona de uno o mas de: emtricitabina y
tenofovir alafenamida fumarato (pagina 38). D1 ensefia que la composicién farmaceuqca
puede estar en forma de un comprimido y que el compuesto de férmula I esta en una
cantidad de 50 mg (péginas 35y 36).

En la tabla N°1 se muestran las similitudes entre D1 y la remnd1cac1on 1 de la presente

solicitud;
TABLA N°1
_Solicitud D1
1. Un comprimido que comprende 50 + 5|Comprimido que comprende 50 mg
mg del compuesto de Formula It del compuesto:

Compound 42

7
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o su sal sodica, i

‘25 +3 mg de tenofovir alafenamida o tenofovir | emtricitabina, tenofovir [
alafenamida hemifumarato, y 200 + 20 mg de | alafenamida fumarato.

emtricitabina. . )

Como se puede observar en la tabla N°1, D1 y la solicitud divulgan comprimidos que
comprenden 50 mg del compuesto de Férmula'I, emtricitabina y tenofovir alafenamida
fumarato. La diferencia entre D1 y la solicitud es que D1 no divulga las cantidades de
emtricitabina y tenofovir alafenamida, sin embargo, esta diferencia no demuestra un efecto
téenico mesperado respecto a la divulgacién de Di. Asimismo, es necesario indicar que es
practica comin la combinacién de dos o més principios activos que son utiles en el
tratamiento de una misma enfermedad y también es conocido que dicha combinacién tendré
un mejor efecto terapéutico que un solo farmaco. El compuesto de formula I es conocido
porque es terapéuticamente efectivo en el tratamiento de VIH y la combinacién de este
compuesto con otros agentes utiles para el ‘tratamiento de VIH tal como tenofovn'
alafenamida y emtricitabina es sugerido en D1.
Ademas, la presente solicitud no demuestra que la combinacién del compuesto de formula
1, tenofovir alafenamida y emtricitabina presente un efecto terapéutico sinérgico, por lo
tanto, la combinacion de los tres formacos dtiles para tratar VIH se considera obvia.
Por lo que a la Juz de D1 y en ausencia de un efecto técnico inesperado atribuido a las
caracteristicas técnicas de la reivindicaci6n 1, 1a materia reclama por las reivindicaciones 1 a
4 se considera obvia y sin nive] inventivo. ;
No se hace referencia al peso puesto que no-se considera una caracterxstlca técnica del
comprimido al ser inicamente un parametro. ’
. El Memorial de Respuesta a Informe Técnico N°337/2018 sefiala:
“E_}emplos 3 Y 9, que demuestran que comprimidos de acuerdo a lo reclamado
proparcionan: beneficios farmacocinéticos mejorados...[0317] La_exposicién total del
compuesto de Formula I, bajo condiciones de ayuno, fue aproximadamente 30% mayor
cuando se dosificé en la formulacién F2 de comprimido bicapa...en comparacién con la
formulacién F1 de comgrimido de un solo.agente...Estos resultados...sorprendentes...fuera
comparable ala exposicién total de compuesto deformula I obtenida porla administracién
- de una forma de dosis unitaria tnica que comprende los tres activos (F7)”. De lo
anteriormente expresado puede establecerse que el solicitante justifica el efecto téenico
inesperado de la forma farmacéutica ilustrada en los ejemplos 2 y 6, es decir, justifica el nivel
inventivo delos comprimidos bicapa definidos en los ejemplos 2y 6, sin embargo, no incluye *
las caracter{sticas técnicas de dichos comprimidos en la remndlcacmn independiente.
También es necesario sefialar que la liberacién de los principios activos y blodlspomblhdad
de un producto farmacéutico esta determinado por la concentracién y los excipientes que
acompafian a los activos asi como la forma farmacéutica en la que se encuentran. En
consecuencia los excipientes y sus concentraciones son los que determinan la liberacién de
los principios activos. Sin embargo, dichas caracteristicas técnicas no se encuentran en la
reivindicacién independiente.
Debe indicarse que se mantiene la conclusién de que las reivindicaciones 1.a 4 son obviasy -
carecen de nivel inventivo, puesto que las caracteristicas técnicas de la remndlcacmn ‘1 no
resuelven el problema planteado en la solicitud ni demuestran un efecto técnico mesperado
sobre la divulgacién de D1.
También es necesario aclarar que si bien el Manual Andino menciona que la falta de
cualquier ventaja técnica no es un criterio absoluto para reconocer o no el nive} inventivo,
también sefala: .
“10.4 Indicios de la existencia de nivel inventivo
En la prdctica del examen de fondo se puede utilizar una serte de indicios para identificar
la existencia de nivel inventivo, tales cémo:

Pagina 3 de 4
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~

- el cardcter inesperado del resultado; . : -
* - el hecho de haber superado dificultades técnicas reales... - - = - .
.10.5 Indicios de la falta de nivel inventivo

- extrapolacién simple y directa de hechos commdos,

- cambio de tamaiio, forma, o pronorcwn, -obtenido por mero . ensayo sin efecto y©

inesperado...” (pagind 81).

Las reivindicaciones deben contener todas las caracteristicas técmgas @encmlgs de la
invencién las cuales definen a lainvencion y la hacen o pudxeran hacerla g;sgntlvg del estado -
d 1

delatécnica. Estas caractenstlcas téchicas’
écnico que intenta resolver la invencidn (pagina 35):

Las reivindicaciones son la parte més importante de la solicitud, pues defifien 1a 1nvenc16n -
a protegery delimitan el alcance de esa protecclon (Art. 51) Es fundamental que sean claras -

y concisas (Art. 30) para que:

-Se puedan comparar y dlfex_'gnqax\ del estado de la tecmca con el ﬁn de venﬁcar los Fy

l‘equltOS de patentablhdad 2

(p4gina 35}.

La actividad inventiva necesaria para la aprobacxon del registro de patentes se venﬁca silos -
avances. tecnologicos presentados por la invencién representan la solumon al problema'

" téenico existente en el drea de su destino, es decir, una inven olucion a u
problema. En ese entendldo la reivindicacion 1 tal y como esta redactada sin mencionar,
todas las caracteristicas técnicas que resuelven el problema Lecmco planteado en la sol 1c1tud
resulta obvia a la ‘luz del documento D1, puesto que se define tinicamente:las- cantidades de

los principios activos en el comprimido, no asi las cantidades'de los exmpnentes yagtivosen :

las capas del comprimido bicapa, . R R ot

Conclusxones , ' : - N

> la Solicitud de Patente N°260-2016 no cumple con los Artlculos 14, 18y 30 de la
Dec1swn 486 dela CAN en cuanto a claridad, concision, sustento y nivel 1nvent1vo

En cumplimiento del Articulo 45.de la Decisién 486 de la Comrsron de la, Comumdad

Andina, se le indica que debe dar respuesta dentro del término de sesenta (6‘0) dias. -
contados a partir de la fecha de notificacién de la presente comunicacién. En cdso de no: .

dar respuesta al presente requerzmlento, o si a pesar de la respuesta subslsneran los
impedimentos para la concesion, se denegard la patente g A

LaPaz,zsdemarzodelzolg LR

"SBNAPI' H
Entrewstas (v1emes 9 am — 11 am)
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TECHNICAL REPORT

To: Lic. Luis Alonso Caceres Amaya
Head of the Patents Department

From: Lic. Sara Cristina Galan Mejia
Background Examiner

Subject: THERAPEUTIC COMPOSITIONS FOR TREATMENT OF
HUMAN IMMUNODEFICIENCY VIRUS

File: 5682/2018

Priority: US201562253042P 20151109; US201662399999P 20160926

Filing date: 08/11/2016

Exam Date: 10/12/2018

ANALYZED TEXT

« Specification originally submitted.
« 10 claims originally submitted.

SUFFICIENCY AND CLARITY OF THE INVENTION

1. The phrase "a pharmaceutically acceptable salt" in claims 1, 2, 7, 8 is not
clear, because it does not provide all the technical characteristics for the
understanding of said claims, leaving to the option of the applicant the
use of the salts that are considered necessary.

2. The term "about” in claims 4, 7, 8 is imprecise.

3. The use of the conjunction “or" in the wording of claim 3 is not clear since
it is not possible to accurately determine the compound to be protected.

4. The phrase "any one of claims" in claims 4-10 is not clear, because it is
not possible to accurately determine the compound to be protected.

Claims 1-10 They do not comply with the requirements of Art. 138 of the
Intellectual Property Law.

PATENTABILITY

Claims 1-10 are not within the scope of Art. 107 of the Intellectual Property
Law.
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NOVELTY

After carrying out a bibliographic review of the state of the art both nationally
and internationally, it was found that the closest publications are:

The national search is attached to the report.
D1. WO02014100323 (A1) (Published 23/12/2015)

POLYCYCLIC-CARBAMOYLPYRIDONE COMPOUNDS AND THEIR
PHARMACEUTICAL USE.

Compounds for use in the treatment of human immunodeficiency virus (HIV)
infection are described. The compounds have the following formula (1):
including the stereoisomers and the pharmaceutically acceptable salts thereof,
wherein R1, X, W, Y1, Y2, Z1 and Z4. Also described are methods associated
with the preparation and use of such compounds, as well as pharmaceutical
compositions comprising said compounds.

Document 1 does not affect the novelty of the application examined.
D2. W0O2013116720 (A1) (Published 08/08/2013)

COMBINATION THERAPY COMPRISING TENOFOVIR ALAFENAMIDE
HEMIFUMARATE AND COBICISTAT FOR USE IN THE TREATMENT OF
VIRAL INFECTIONS

Refers to the use of the hemifumarate form of {9-{(R)2-[[(S)-[[(S)-1-
(isopropoxycarbonyt)ethyllaminojphenoxyphosphinyllmethoxylpropylladenine}
{tenofovir alafenamide hemifumarate) in combination with cobicistat. In addition,
the combination of tenofovir hemifumarate, alafenamide, cobicistat,
emtricitabine and elvitegravir and the combination of tenofovir hemifumarate,
alafenamide cobicistat, emtricitabine and darunavir is described.

Document 2 does not affect the novelty of the application examined.
D3. W02015022351 (A1) (Published 19/02/2015)

MEDICAMENT COMPRISING A PHARMACEUTICAL COMBINATION OF
DOLUTEGRAVIR, EMTRICITABINE AND TENOFOVIR

it refers to a pharmaceutical combination comprising (a) dolutegravir (b)
emtricitabine and (c) tenofovir or a prodrug thereof, wherein preferably the
compounds are present in a specific weight ratio and/or in specific amounts, for
use as drug, preferably in the treatment of a viral infection/disease such as an
HIV infection. it also refers to a pharmaceutical composition comprising the
pharmaceutical combination and optionally other pharmaceutical excipient (s).

Document 3 does not affect the novelty of the application examined.
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No document equal to the present application was found; therefore it is
determined that claims 1-10 are new according to Article 113 of the
Intellectual Property Law.

INVENTIVE STEP

The purpose of the examined application is the provision of an alternative
pharmaceutical formulation comprising a compound of formula (1).

Document 1 describes tablets in a single dosage form comprising a compound
of formula (1) which includes compounds 42 and 45.

Document 2 describes a monolayer and bilayer tablet comprising in a single
layer tenofovir alafenamide and emtricitabine compressed together.

The pharmacological effect of the compound of formula one of the present
application is already known, since document 1 discloses that the compound of
formula 1 is therapeutically effective in the treatment of HIV, as well as the
combination with other anti-HIV agents including tenofovir alafenamide and
emtricitabine; Document 2 discloses that tenofovir alafenamide and
emtricitabine are effective in the treatment of HIV when used alone or in
combination with other anti-HIV agents in a single dose form. In view of the
foregoing, it is considered that the claimed combination is derived from the prior
art and does not demonstrate the technical characteristics of an unexpected
and surprising effect.

It is established that the claims 1-10 do not have an inventive step
according to Article 114 of the Intellectual Property Law.

INDUSTRIAL APPLICATION

The use of a tablet in a medical treatment method cannot be used in
industry, therefore claim 10 does not have industrial applicability
according to Article 112 of the Intellectual Property Law.

UNITY OF INVENTION

It is established that claims 1-10 comply with the requirements of unit of
invention according to Articie 110 of the Intellectual Property Law.

OBSERVATIONS:
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1. The phrase "a pharmaceutically acceptable salt" in claims 1, 2, 7, 8 is not
clear, because it does not provide all the technical characteristics for the
understanding of said claims, leaving to the option of the applicant the
use of the salts that are considered necessary.

2. The term "about" in claims 4, 7, 8 is imprecise.

3. The use of the conjunction "or" in the wording of claim 3 is not clear since
it is not possible to accurately determine the compound to be protected.

4. The phrase "any one of claims" in claims 4-10 is not clear, because it is
not possible to accurately determine the compound to be protected.

CONCLUSIONS

Claims 1-10 are new (Art. 113), do not possess inventive step (Art. 114), claim
10 does not have Industrial applicability (Art. 112), claims 1-10 have unity of
invention (Art. 110).

Based on the breach of Articles 112, 114, and 138 of the Intellectual
Property Law, it is recommended not to grant the title of Patent of

Invention.
Signature Illegible
Dr. Sara Cristina Galan Mejia
Examiner of Patents
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NATIONAL REGISTRATION CENTER
INTELLECTUAL PROPERTY DIRECTION
Patent of Invention Department

File No.: Title of the invention: THERAPEUTIC

5682/2018 COMPOSITIONS FOR TREATMENT OF
HUMAN IMMUNODEFICIENCY VIRUS

Date of Presentation:; Priority: US201562253042P 20151109,

08/11/2019 US201662399999P 20160926

APPLICATION CLASSIFICATION:

A61K31/513; A61K31/5365; A61131/553; A61K31/675: AG61K9/20;
A61K9/24; A61K9/28; A61P31/18
SECTORS COMPRISED IN THE SEARCH
Electronic databases consulted during Minimum documentation  sought.
the search: ESPACENET, EPOLINE Epo repon, state of art
CONSIDERED RELEVANT DOCUMENTS
Category | Cited documents, with indication, if proceeds from Relevant to
the relevant parts claims No.
D1. W020141010023 (A1) (Published 23/12/2015)
POLYCYCLIC-CARBAMOYLPYRIDONE
X COMPOUNDS AND THEIR PHARMACEUTICAL 1-10
USE.

D2. WO2013116720 (A1) (Published 08/08/2013)
COMBINATION THERAPY COMPRISING
X TENOFOVIR ALAFENAMIDE HEMIFUMARATE 1-10
AND COBICISTAT FOR USE IN THYE
TREATMENT OF VIRAL INFECTIONS

D3. W02015022351 (A1) (Published 19/02/2015)
MEDICAMENT COMPRISING A
X PHARMACEUTICAL COMBINATION OF 1-10
DOLUTEGRAVIR, EMTRICITABINE AND
TENOFOVIR

Categories:

“A" document that defines the general state of the art not considered as particularly relevant.

“E” prior patent application or patent but published in the international filing date or later date.

“L" document that may raise doubts about a priority claim or that is cited or to determine the date of
publication of another cite or for a special reason.

“0O" document that refers to an oral disclosure, {o an exposition or by any other means.

“P" document published prior to the international filing date but afier the claimed priority date.

“T" a subsequent document published after the date of international filing or prior to the relevant prior art
but cited as permitting an understanding of the principle or theory which forms the basis of the invention.
*X" particularly relevant document; the claimed invention cannot be considered new or that implies an
inventive step by reference to the document considered in isolation.

"y particularly relevant document; the claimed invention cannot be considered new or that implies an
inventive step when the document is associated to other or others documents of the same nature, whose
combination is evident for a skilled in the art.

"&" document forming part of the same patent family.

Examiner's Name: Date of preparation of the report:
Sara Cristina Galan Mejia 10/12/2018
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File:
National Registration Center 5682/2018
Intellectual Property Direction Presentation Date:
Fund Examination Planning and Search Strategy 08/11/2016
Priority:
US201562253042P
20151109;
US201662399999P
20160926
1. -Invention Name: THERAPEUTIC COMPOSITIONS FOR TREATMENT OF
HUMAN IMMUNODEFICIENCY VIRUS
2. - Object of the invention:

It is the provision of an alternative pharmaceutical formulation comprising a compound
of formula (1).

3. — Data bases used:

4. - Key words used in the international classification search (in Spanish and
English must be written synonyms). Define search strategy

WO020141010023 (A1) (Published 23/12/2015)
LYCYCLIC-CARBAMOYLPYRIDONE COMPOUNDS AND THEIR
PHARMACEUTICAL USE.

They describe compounds for use in the treatment of human immunodeficiency virus
(HIV) infection.

D2. W0O2013116720 (A1) (Published 08/08/2013)

COMBINATION THERAPY COMPRISING TENOFOVIR ALAFENAMIDE
HEMIFUMARATE AND COBICISTAT FOR USE IN THYE TREATMENT OF VIRAL
INFECTIONS

it refers to the use of the hemifumarate form of {9-[(R)-2-[L(S)-[[(S)-1-
(isopropoxycarbonyl)ethyljamino]phenoxyphaosphinylimethoxy]propylladenine}
(hemifumarate of tenofovir alafenamide) in combination with cobicistat.

D3. W02015022351 (A1) (Published 19/02/2015)

MEDICAMENT COMPRISING A PHARMACEUTICAL COMBINATION OF
DOLUTEGRAVIR, EMTRICITABINE AND TENOFOVIR

Refers to a pharmaceutical combination comprising (a) dolutegravir, (b) emtricitabine
and (c) tenofovir or a prodrug thereof, wherein preferably the compounds are present
in a specific weight ratio and/or in specific amounts, for use as a medicament,
preferably in the treatment of a vira! infection/disease such as an HIV infection.

5. — Important notes:
Denied art 114, 112, 138

Date: 10/12/2018
Examiner: Sara Cristina Galan Mejia
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e 9
INFORME TECNICO

A: Lic. Luis Alonso Caceres
Jefe del departamento de patentes

De: Lic. Sara Cristina Galan Mejia
Examinador de Fondo

Asunto: COMPOSICIONES TERAPEUTICAS PARA EL TRATAMIENTO DEL
VIRUS DE INMUNCDEFICIENCIA HUMANA.
@ Expediente: 5682/2018
gﬁaridgg: US201562253042P 20151109; US201662398999P 20160926
Fecha ;'ie Presentacién: 08/11/2016
Fecha de Examen: 10/12/2018

TEXTO ANALIZADO
o Memoria descriptiva criginaimente presentada
» 10 Reivindicaciones originaimente presentadas

SUFICIENCIA Y CLARIDAD DE LA INVENCION
. 1. La frase “una sal farmacéuticamenite aceptable” en reivindicaciones

1, 2, 7, 8, no es clara, debido a que no proporciona todas las
caracteristicas {écnicas para la comprension de dichas reivindicaciones,

dejando a opcidon del solicitante la utilizacion de las sales que se ==

consideren necesarias.

2. El término "aproximadamenle" en reivindicaciones 4, 7, 8, es
impreciso.
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3. La utilizacién de la conjuncién “o” en la redaccion de ia reivindicacion 3
no es clara ya que no es posible determinar con precision el compuesto
a proteger.

4. La frase “cualquiera de las reivindicaciones” en reivindicaciones 4-10
no es clara, debido a que no es posible determinar con precision el
compuesto a proteger.

Las reivindicaciones 1-10 No cumplen con ios requisitos dei Art. 138 de Ia
Ley de Propiedad Intelectual.

PATENTABILIDAD
Las reivindicaciones 1-10 no se encuentran dentro del aicance del Art. 107
de 1a Ley de Propiedad intelectual.

NOVEDAD:

Después de realizar una revision bibliografica del estado de la técnica tanto en
€l dmbito nacional como internacional se encontré que las publicaciones mas
cercanas son:

La busqueda nacional se anexa at informe.

D1. W02014100323 {A1) {Publicado 23/12/2015)
POLYCYCLIC-CARBAMOYLPYRIDONE COMPOUNDS AND THEIR
PHARMACEUTICAL USE.

Se describen compuestos para uso en el tratamiento de la infeccion por el virus
de inmunodeficiencia humana (VIH). Los compuestos tienen la siguiente
formula (l). incluidos los esterecisémeros y las sales farmacéuticamente
aceptables de los mismos, en la que R1, X, W, Y1, Y2, Zt y Z4. También se
describen métodos asociados con la preparacién y el uso de tales compuestos,
asi como composiciones farmacéuticas que comprenden dichos compuestos.
El documento 1 no afecta ia novedad de ia solicitud examinada.
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D2. WO2013116720 (A1) {Publicado 08/08/2013)
COMBINATION THERAPY COMPRISING TENOFOVIR ALAFENAMIDE
HEMIFUMARATE AND COBICISTAT FOR USE IN THE TREATMENT OF
VIRAL INFECTIONS

_ Se refiere al uso de la forma hemifumarato de {9 - [(R) -2 - [[(S) - [[(S) -
(isopropoxicarbonil) etif] amino} fenoxifosfinil] metoxi] propil] adenina}
(hemifumarato de tenofovir alafenamida) en combinacion con cobicistat.
Ademas se describe la combinacion de hemifumarato de tenofovir,
alafenamida, cobicistat, emtricitabina y elvitegravir y la combinacion de
hemifumarato de tenofovir, _zlafenamida cobicistat, emtricitabina y

. darunavir.

El documento 2 no afecta la novedad de la soficitud examinada.

D3. W02015022351 (A1) {Publicado 19/02/2015)

MEDICAMENT COMPRISING A PHARMACEUTICAL COMBINATION OF
DOLUTEGRAVIR, EMTRICITABINE AND TENOFOVIR

Se refiere a una combinacion farmacéutica que comprende (a) dolutegravir, (b)
emtricitabina_y (¢} temofovir o un profdrmaco del mismo, en donde

preferiblemente los compuestos estan presentes en una relacién en peso

especifica y / 0 en cantidades especificas, para uso como medicamento,

preferiblemente en el tratamiento de una infeccion / enfermedad viral como una
. infeccion por VIH. Ademas se refiere a una composicion farmacéutica que

comprende la combinacién farmacéutica y opcionalmente otro (s) excipiente (s)

farmacéutico (s).

Et documento 3 no afecta ia novedad de lia solicitud examinada.

. No se encontré ningGn documento igual a la presente solicitud; per lo
tanto se determina que las reivindicaciones 1-10 son nueva segin el
Articulo 113 de la Ley de Propiedad intelectual.
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NIVEL INVENTIVO.
El objetivo de la solicitud examinada es la provision de una formulacion
farmacéutica alternativa que comprende un compuesto de férmula (1).
El documento 1 describe tabletas en una forma de dosificacién Unica que
comprende un compuesto de formula (1) que incluye los compuestos 42 y 45,
El documento 2 describe una tableta monocapa y bicapa que comprende en
una sola capa tenofovir alafenamida y emtricitabina comprimidas juntas.
El efecto farmacoldgico del compuesto de férmula uno de la presente solicitud
ya es conocido con anterioridad, pues documento 1 describe que el compuesto
de formula | es terapéuticamente eficaz en el tratamiento del VIH, asi como
. también la combinacién con otos agentes anti-VIH que incluye tenofovir
alafenamida y emtricitabina; documento 2 describe que tenofovir alafenamida y
emtricitabina son efectivos en el tratamiento del ViH cuando se usan solos o en
combinacién con ofros agentes anti-ViH en una forma de dosis Unica. En vista
de lo anterior se considera que la combinacidn reivindicada es derivada del
estado de la técnica anterior y no demuestra las caracteristicas técnicas de un
efecto inesperado y sorprendente.
Se establece que las reivindicaciones 1-1C No poseen nivel inventivo
segun e Articulo 114 de ia Ley de Propiedad intelectual.

' APLICACION INDUSTRIAL
. El uso de un comprimido en un método de tratamiento médico no puede
ser utilizado en la industria, por lo tanto la reivindicacién 10 No posee
aplicabilidad industrial segin el Articulo 112 de la Ley de Propiedad
Intelectual. ’

UNIDAD DE INVENCION

Se establece que las reivindicaciones 1 -10 cumplen con los requisitos de
unidad de invencién segin el Articulo 110 de la Ley de Propiedad
intelectual.
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OBSERVACIONES:

1. La frase “una sal farmacéuticamente aceptable” en reivindicaciones
1, 2, 7. 8 no es clara debido a que no proporciona todas las
caracteristicas técnicas para la comprension de dichas reivindicaciones,
dejando a opcion del solicitante la utilizacién de las sales que se
consideren necesarias.

2. El término “aproximadamente” en reivindicaciones 4, 7, 8, es
impreciso.

3. La utilizacién de la conjuncion “o” en la redaccién de la reivindicacion 3
no es clara ya que no es posible determinar con precision el compuesto
a proteger.

4. | a frase “cualquiera de las reivindicaciones” en reivindicaciones 4-10
no es clara, debido a que no es posible determinar con precision el
compuesto a proteger.

CONCLUSIONES ]
L.as reivindicaciones 1-10 son nusvas (Art. 113), No poseen nivel inventivo (Art.
. 114), la reivindicacion 10 No posee aplicabilidad Industrial (Art.112), las

reivindicaciones 1-10 poseen unidad de invencién (Art. 110).
En base al incumplimiento a los Articuios 112, 144, y 138 de la Ley de
Propiedad Intelectual, se recomienda No otorgar el titulo de Patente de

invencién.
—
Lfe: a Galan Mejia
Exas a de Patentes.
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CENTRO NACIONAL DE REGISTROS
DIRECCION DE PROPIEDAD ENTELECTUAL

B de P def br
. Expediente 5682/2018 [Tinuto do Ia Invencice. COMPOSICIONES TERAPEUTICAS PARA EL
TRATAMIENTO DEL VIRUS DE INMUNODEFICIENCIA HUMANA
Fecha de Presentacion 0871172016 Prioridad: US203562253042P 20151109; US201662399399P 20160926

CLASIFICACION DE LA SOLICITUD:

ASIK31/513; AGIK31/536S; AGIK31/553; AGIK31/675; AGIKS720; AGIKY/24; AGIKS/28; AGIPIL/I8

FEC!‘ ORES COMPRENDIDOS EN LA BUSQUEDA

{Bases dz datos electroni Itada durante la bisguad: I 16n minima buscada. Reparte dz la opo, estado de Is (éonica
Fsmcmnapox.ms

DOCUMENTOS CONSIDERADOS RELEVANTES

Categoria Dx citados, con indicacién, si procede de fas partes relevantes Relevante para las
reivindicaciones No,
X D1. WO2014100323 (A1) (Publicado 23/12/2015)
FOLYCYCLIC-CARBAMOYLPYRIDONE COMPOUNDS AND TEEIR PEARMACEUTICAL USE. 110

X {D2. WO2013116720 (A1) (Publicado 08/08/2013)
COMBINATION THERAPY COMPRISING TENOFOVIR ALAPENAMIDR HEMIFUMARATE ANDI 1-10
COBICISTAT FOR USE IN THE TREATMENT OF VIRAL INFECTIONS

X D3. WO2013022351 (A3) (Publicado 19/02/2015) -0
MEDICAMENT COMPRISING A PHARMACEUTICAL COMBINATION OF DOLUTEGRAVIR)

rM’l’NClTABINB AND TENOFOVIR

Categorias
“A" docureento que define ¢l estado generaf de 1a técnica no idesado como pasticul. Jevant
‘E” solicitud de patentes o patestte anterior pero publicada e la fecha da pr i6n int ional o fechs p
"L"documenloquepuedeplanzcardudassobnnmreivimﬁucibndewimithdoqucseduom‘ ingr b fecha de publicacién de otrs cits-0 por una
fnzon especial (como la indicada)..
[‘O” documento que se refiere 2 una divulgacién oral, a una exposicié o'por Iquier otro medio.

‘P documento publicado antes de ba focha de presentacian internacional pero con posterioridad 2 I focha de priotidad reivindicada,

FT d ultesior publicado con posteriasidad » Ja fecha de pr i6a int tonal 0 d2 prioridsd qus 1o p af estado de Ix técnica
lpertinenta pero s cila por permitir la comprensién del principio o teoria que constituye I bese de Ia invencitn.
X" d oto particul te rel s lad i6n reivindicada no pueds id aueva 6 que iniplique una actividad invertiva porreferencin af | .
[Y” o particuk 1 i ito reivindicada no puede id nueva o que implique una actividad inventiva cuando al
ocumento se asocia a oro u otros d de la misma Jeza, cuye combinacién resulta evidente paca un experto en {a materia.
. {'&" documerso que forma parte de la misma familia de p
orabre del Exarvinador [Fecha da elaboracion del Informe
Sara Cristina Galin Mejis 10 /12//2018
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Expediente: 5682/2018
Centro Nacional de Registros Direccidn de Fecha de
Propiedad Intelectuat Presantacidn:
Planificacion def Examen 08/11/2018
De fondo y su astrategia de busqueda Pricridad:
US201562253042P
20151109,
US201662399998P
) 20160926
1.-Nombre de la invencion: COMPOSICIONES TERAPEUTICAS PARA EL. TRATAMIENTO DEL VIRUS DE
INMUNODEFICIENCIA HUMANA

2.-Objeto de la Invencidn: Es la provision de una formulacién farmacéutica alternativa que comprende un
compuesto de férmula (1). )

. 3.-Bases de datos utifizadas:

4.- Patabras claves utilizadas en la basqueda {en espaiiol e inglés se debe incluir sinénimcé) y
clasificacién intemacional .Definir estrategia de bisgueda

WO 2014900323 (A1) {(Pubiicado 23/12/12015)
| YCYCLIC-CARBAMOYLPYRIDONE COMPOUNDS AND THEIR PHARMACEUTICAL USE.
Describen compuestos para uso en el tratamiento de a infeccién por el virus de inmunodeficiencia humana|
(VIH). '

D2. WO2043116720 (A1) (Publicado 08/08/2013)

COMBINATION THERAPY COMPRISING TENOFOVIR ALAFENAMIDE HEMIFUMARATE AND
COBICISTAT FOR USE IN THE TREATMENT OF VIRAL INFECTIONS '

Se refiere al uso de la forma hemifumarato de {9 - [(R) -2 - [i{(S) - [[(S) -+ (isopropoxicarboni) etil] amino]
fenoxifosfinil] metoxi] propif] adenina} (hemifumarato de tenofovir alafenamida) en combinacién con cobicistat.

. D3. WO2015022351 {At) (Publicado 19/02/2018)

MEDICAMENT COMPRISING A PHARMACEUTICAL COMBINATION OF DOLUTEGRAVIR,
EMTRICITABINE AND TENOFOVIR .

Se refiere a una combinacion farmacéutica que comprende (a) dolutegravir, (b) emtricitabina y (c) tenofovir o un
profarmaco del misme, en donde preferiblemente los compuestos estan presentes en una relacién en peso
especifica y / 0 en cantidades especificas, para uso como medicamento, preferiblemente en el tralamienio de
una infeccién / enfermedad viral como una infeccién por VIH. '

5.- anotaciones importantes: Denegada art 114, 112, 138

" Fecha. 10/12/2018
Examinador: Sara Cristina Galin Mejia
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PATENT COOPERATION TREATY . 00

PCT

INTERNATIONAL SEARCH REPORT
(PCT Auticle 18 and Rules 43 and 44)
- T .

Applicant's or egent's file reference FOR FURTHER 500 Form PCT 0

1147 P2F ACTION a3 well as, where applicable, tom 5 bolow.
international apphoation No. infemational fing date (day/montvyear) | (Eariost) Brority Dae (dayimontiyear)

PCTUS2018/060989 8 November 2016 (08-11-2016) 2 November 2015 (09-11-2015)
Applicant

GILEAD SCIENCES, INC.

. This infernational sesrch report has been prapared by this Intemational S g Authority and is itted to the appi
according to Article 18. A copy is baing transmitted to the intemational Bureau. .

Thisintemational search report consists of a total of s shels.
E it is also accompanied by a copy of each prior art document cited in this report.

1. Basisof the report
a  With regard to the language, the intemational search was caried out on the basis of:

the intesnational application in the language in which i was fled
atransiation of the international application irdo which is the language
ofat {ation furnish ‘bﬁhor P of int i soamh(m123(a)and23!(b))
b. [] Thisintemational searoh raport has besn established taking the rectifioation of an obvious mistake
au!hoﬁzadbyornoirﬁedtothnAuthov\\ymderRuhm (Rulorﬂssbb(a))
e [[J withregardto any nucteotids andior amino acld sequence disclossdin the inenational application, see Box No. 1.

‘2 [} Centainciaims were found unsearchable (See Box No. i)
3. [[] unity of invention i tacking (s2e Box No ill)
. 4. With regard to the title,

the toxt is approved as submitted by the appiioant
D the text has baen established by this Authority to read as follows:

5. Withregard to the abstract,
[X] thotextis approved as submitted by the applioant

the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applicant
may, within one month from the date of mailing of this intemational search report, submit comments to this Authority

6. Withregard tothe drawings,

a. the figure of the drawings 1o be pubished with the abstractis Figura No. __ 5 /'
[} essugpostedby the applican J/
as seloctad by this Authority, b the applicant failed to suggest a figure .

[ assoleotod by this Authority, becauss this figure bettar characterizes the inventicn
b [] nonsottne figures is to be publiahed with the absiract
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INTERNATIONAL SEARCH REPORT / 0//

International application No
PCT/US2016/060989
A. CLASSIRCATION ECT MATTER
INV. A61K9/20 A61K9/28 AG61K31/513 A61K31/5365 A61K31/675
AS1P31/18 A61K9/24 A61K31/553
ADD.
gto b jonal Patent Classification {IPC) or to both nasional claasifioetion and IPC
a nawssemcneo
Ty T e - i
A61K
D ; hed other than m 3 : bmmmm-mammmmwmmmnm
Etectronio data bate A durivg the ivomational vearch (name of data base and, where proctonbla, search termo 12ed)
EPO-Internal, WPl Data, CHEM ABS Data
. C. DOCUMENTS CONSIDERED 7O BE RELEVANT
Camsgory™ | Chationof writh indk whore eppropriete, of the Relsvant to cleim da.
X,P WO 2015/196116 Al {GILEAD SCIENCES INC 1-51

fus]) 23 December 2015 (2015-12-23)

abstract; claims 1, 12, 18-21

X,P WO 2015/196137 Al (GILEAD SCIENCES INC 1-51

[US]} 23 December 2815 (2015-12-23)

abstract; claims 1, 38, 44-48

0\ X WO 2014/100323 Al {GILEAD SCIENCES INC 34
[uS]) 26 June 2814 (2014-066-26)

cited in the application

Y abstract; claims 1, 32, 33-46; examples 1-51

104-107; compounds 42, 45

page 36, paragraph 12-13

page 37, paragraph 8-12

. page 38, lines 14, 26

../..-

m Fuither documents ars listed in the continuation of Bax O. Seo patent family annsx.

Special catsgorias of cited documants : °T* Iater document published after the intornationsi fing dals of prinity

sab 3 z dshmdwhcamm bant oitad to understand
A" dooumont defiing the generst st o the atwhish s ot considered gl d b e e
“E* earfier ion or patant but pubh onoratter the i tional > d o 1 .,”-_.- di bon cannot bs
filing date contiderad nove! or cannct be considered to involve an inventh
@ mwmhn;y.mdmdmﬂw o)o:‘m: siop when the documant is taken alone
s S * ored involve an i m:hn nv.g:lmodub‘
Q" d t refarring to an oral disclk , ute, axhidbiton or other combinod with one or more other such documants, such comdination
mesns baing abwinus to a person akilled in the ait
 prior o the tional ing date but leter than
ﬂwpnomydmdamd *&* documant member of the same patent family
Date of the actua) compietion of the intemational search Dats of malling of the itomational search repont
10 January 2017 2470172017
Name and'maiing addroas of the 1I9A/ Authorized officer
Patent Office, P.B. 5818 Palantlann 2
r:,'c((osa-?%)wsoas Madalinska, K
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INTERNATIONAL SEARCH REPORT

imernationa! apptication o iZ%jéL

PCT/US2016/066989

C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Chation of ok with indication, whers of the rei

g

Relavant to olaim No.

0o }X
Y.

WO 2013/116726 Al (GILEAD SCIENCES INC
{us]) 8 August 2013 (2613-08-08)
abstract; claims 21-32

page 82, lines 13-15

paragraphs {8337], [08338], ([6342],
[6344] - [0345], [0349], [0355)
paragraphs [0346], [0347]

W0 20157022351 Al {RATIOPHARM GMBH [DE])
19 february 2015 (2015-62-19)

abstract; claims 1-6, 8-16, 12-15

page 18, lines 7-22

page 19, lines 3-12 .

page 19, line 36 - page 20, line 12

page 22, line 31 - page 15, line 17
"Gilead and Tibotec finalize agreement on
single-tabiet HIV regimen®,

Thomson Reuters Drug News,

17 Hovember 2011 (2611-11-17),

XPO55052007,

Retrieved from the laternet:
URL:https://integrity. thomson-pharma.com/i
ategrity/xmixsl/pk_ref_list.xml_show_ficha
ref?p_ref id=1729357

Tretrieved on 2013-62-61)

abstract
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INTERNATIONAL SEARCH REPORT 7@

tamd Nternational application No
rfoTmELan o pail amly mambers PCT/US2016/060989
Patent dooument Pubfication Palent family Publioation
cited in search raport date member(s} date
W0 2015196116 Al 23-12-2015 AU 2015276860 Al 22-12-2016
™ 201613937 A 16-984-2016
US 2016816973 Al 21-01-2616
uy 36177 A 08-91-2016
WO 2015196116 Al 23-12-2015
W0 2015196137 Al 23-12-2615 AU 2015276881 Al 15-12-2016
TW 261613936 A 16-04-2016
US 2015366872 Al 24-12-2015
vy 36176 A 08-681-2016
WQ 2015196137 Al 23-12-2015
W0 2014100323 Al 26-06-2014 AR 094197 Al 15-87-2015
AU 2013361401 Al 27-08-2015
BR 112015614714 A2 05-01-2016
. BR 122015029881 A2 22-63-2016
CA 2893843 Al 26-06-2014
CL 2015001756 Al 67-08-2015
N 184995198 A 21-10-2015
CR 20150380 A 21-08-2015
DK 2822954 13 30-65-2016
EA 201591027 Al 31-65-2016
EP 2822954 Al 14-01-2015
Ep 3067358 Al 14-09-2016
ES 2577283 13 14-97-2016
HK 1265124 Al 11-12-2015
HK 1216643 Al 25-11-2016
HR P20160544 T1 15-07-2016
JP 6028165 B2 16-11-2016
JP 2016179996 A 13-10-2016
JP 2016508134 A 17-03-2016
KR 206150096504 A 24-08-2015
MD 20150064 A2 38-11-2015
NZ 709268 A 29-67-2016
=] PE 14992015 Al 29-10-2015
PH 12015501445 Al 14-09-2015
PL 2822954 T3 30-69-2616
PT 2822954 E 16-66-2016
SG 11201504857S A 30-97-2015
Si 2822954 11 29-907-2016
SM 1201680157 B 31-08-2016
™ 201441224 A 81-11-2014
Us 2014221356 Al 07-08-2014
UsS 2016176885 Al 23-06-2016
vy 35213 A 30-66-2014
WO 2014100323 Al 26-06-2014
W0 2013116720 Al 08-88-2013 AU 2013204727 Al 22-68-2013
AU 2013204731 Al 22-08-2813
Al 2016203666 Al 23-06-2016
CA 2863662 Al 08-68-2613
(%] 104165484 A 15-16-2014
EA 281491287 Al 30-04-2015
EP 2869323 Al 16-12-2014
HK 1202801 Al 69-10-2015
HK 1204914 Al 11-12-2615
JP 2015565565 A 23-02-2615
KR 28146119177 A 08-10-2014
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trformation on patnt tanily members " / 0 (‘f -
"} PCT/US2016/0608989 :
Patent document Pubtication Patent farity Publication

oited in search report dste mambar(s) ) date
MD 26140091 A2 31-01-2015
NZ 629896 A 31-03-2016
US 2615105350 Al 16-04-2615
WO 20613116720 Al 08-08-2013
WO 2013116738 Al 08-08-2013

WO 2015022351 Al 19-62-2015 CA 2920811 Al 19-92-2015
EA 201698146 Al 29-07-2016
EP 3033084 Al 22-06-2016
JP 2016528240 A 15-69-2016
US 2016184332 Al 30-06-2016
WO 2015022351 Al 19-62-2015
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EBPASUACKASY NATEHTHAY OPTAHU3ALIME (EANO)

The Eurasian Patent Organization
&
EBPA3MIACKOE NATEHTHOE BEAOMCTBO (EANB)
The Eurasion Patent Office

Paccus. 109012, Mockea, M. Yepracerisi 0ep.. 2 ’
2. M. Chediossky pst, Moscow 109042, Russia Paxe FoQ+2{495) 421-2423, Emal: InfoRaopo.oig

Application No.: 201890654/28

CONCLUSION

on patentability of the invention

The Eurasian Patent Office invites the Applicant to analyze the information below and express an
opinion regarding the Examiner’s Conclusion on Patentability of the Invention.

In accordance with Rule 49(4) of the Patent Regulations under the Eurasian Patent Convention
(further — the Regulations), the additional materials requested by the Examiner shall be presented by the
Applicant within 4 months from the mailing date of the Conclusion.

This term may be extended according to Rule 37(2) of the Instruction on the Applicant's request
which shall be submitted prior to the expiry date upon payment of the additional fee as prescribed by item
8 of the Statute on Fees of the Eurasian Patent Office.

If the prescribed time limit is not observed, or the requested materials are not filed, the Eurasian
application is considered to be abandoned.

The claimed invention relates to a drug for treating HIV-infection.
The examination has been carried out with respect to the original set of claims including
18 independent claims (Claims 1, 7, 8, 9, 11, 12, 16, 31, 34, 45, 46, 38, 39, 40, 43, 44, 46, 51).
1. D1 (EA201692414A1 having a priority date of 20.06.2014 considered as a prior art
based on 4" paragraph of Rule 3(1) of the Regulations) discloses a combination for
treating HIV, the combination comprising a compound of formula | — (2E,5S,13aR)-8-
hydroxy-7,9-dioxo-N-(2,4,8-trifluorobenzyl)-2,3,4,5,7,9,13, 13a-octahydro-2,5-
methanopyrido[1',2":4,5]pyrazino[2,1-b][1,3]loxazepine-10-carboxamide  (see  [0006],
[0107], [0112], [0120], [0138], [0143]), - tenofovir alafenamide and emtricitabine and a
combination of sodium salt of (2R,5S,13aR)-8-hydroxy-7,9-dioxo-N-(2,4,6-
trifluorobenzyl)-2,3,4,5,7,9,13,13a-octahydro-2,5-methanopyrido[1’,2':4,5]pyrazino[ 2, 1-
b][1,3]oxazepine-10-carboxamide (a compound of formula I1) (whole text, in particular:
[0008], tenofovir alafenamide and emtricitabine (see [0083], in particular TRUVADA®
(tenofovir disoproxit fumarate + emtricitabine, TDF+FTC); [0089}-[0097]). Similar
information is disclosed in D2: EA201591027A1 and D3: EA201890236A1 (see, in
particular, p. 15, line 6; p. 21, last paragraph; p. 39, lines 31-33; p. 40, lines 3-6,
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Example 1), each having a priority date of 21.12.2012 and is included into the prior art
domain based on the 4! paragraph of Rule 3(1) of the Regulations.

Based on the above, the Examiner has established that the claimed group of
inventions does not meet “novelty” criterion for patentability (Rule 3(1) of the
Reguiations).

The Applicant is invited to submit convincing arguments in favour of the patentability
of the claimed invention and amend the claims also taking into account that there is no
technical relationship between the inventions, which is supposed to be expressed by
one or more same or corresponding special technical features, i.e. technical features
defining a contribution of each of the claimed inventions over the prior art (Rule 4 of the
Regutiations).

2. Document D6 indicated in the International Search Report (see the Enclosure) is not
available to the Examiner:

¥ *aitead and Tibutee finaltfse agrecswent on 181
singfe-¥ablet REY wiun
Thoedn Reuters Brg Hew:
17 triechar 2013 {?ﬁll ii i?}.
XPRRSRSI08Z,
Retrieved frow the lfiternet:
VR REIps 1/ /integridy. thosson- pharsse .zony/ §
nm«g;;ty/xm xw; k§gef Yixnt.onl_show_ficha

e}
tmr\nm an J033-02-81)
abstract

which is however required for the examination.
The Examiner kindly asks the Applicant to submit this document and express his opinion
on the information disclosed therein.

3 In order to facilitate the prosecution, the Applicant is invited to submit amended claims
complying with the “unity” requirement along with the explanations regarding technical effects
achieved by each of the claimed inventions. The explanations shall be accompanied by
indication of particular sections of the original application materials supporting the achievement
of such technical effects.

The Examiner considers its necessary to draw the Applicant's attention to the following
drawbacks of the set of claims.

4. A claim shall include a generic term reflecting a purpose of the invention (Rule 24(3) of
the Regulations). Inasmuch as the claimed inventions relate to a field of pharmacy, the absence
of an indication that they are used for the treatment of HIV-infection results in that the claims are
unjustifiably broad and not supported by the application materials (see Claims 1, 7, 8, 9, 11, 12,
16, 34, 35, 36, 40, 43, 44, 46 and 51).
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3
5. Claims 13, 14, 15 and 31 incorrectly refer to Claims 1-6 relating to a solid oral dosage
form rather than a tablet (Rule 2.6.4 of the Rules for compiling, filing and examining Eurasian
applications, further — the Rules).
A similar objection applies to Claims 38, 38 and 45.

6. Claims 18-20 recite the same designations to characterize layers (a). (b), (¢) as used
earlier in Claims 16 and 17 to characterize the components. it makes the claims unciear (Rule
217(4) of the Instruction).

7. Claims 26 and 27 recite an amount of the compound | as “less than about” without
indication of the lower limit of the range. The Applicant’s attention is drawn to the fact that the
Examiner has not found reliable data demonstrating the possibility of carrying out the claimed
inventions at the very low amount of the compound | with achievement of the claimed technical
effects, which raises a question whether these claims are sufficiently disclosed in the
specification (Rule 21%(3) of the Regulations; Rule 5.5 of the Rules).

8. The subject matter of Claim 38 characterizes a “use” rather than a “substance” (sotid
oral dosage form) (see Rules 2.5.4.8 and 2.6.9 of the Rules). In the Examiner’s opinion, this
claim is independent. A claim shall define an object of the invention and express its essence
(Rule 21'(4) of the Regulations).

Further, the Examiner notes that a tablet represent a specific embodiment of a solid oral
dosage form and therefore it shall be made subject of a separate dependent claim (Rule 26.4
of the Rules).

9. In order to make the claims clear (Rule 21'(4) of the Regulations), the Applicant is
invited to specify Claims 40, 43, 44, 46 and 51 with the structure of the compound | in a similar

manner as suggested in the preceding independent claims.

10. The Examiner draws the Applicant's attention to the fact that Claim 42 does not develop
the features of Claims 40-41 but the features of another invention, which is a multilayer tablet.
Hence Claim 42 does not comply with the requirements applicable to dependent claims (Rule
2.6.4 of the Rules).

11. The features of Claims 46-51 cannot be used to characterize a “composition” in the light
of Rules 2.5.4.4 of the Rules.

The feature of Claim 46 mentioned in brackets makes the claim unclear (Rule 211(4) of
the Regulation), and the feature “e.g.” means that it is a particular embodiment, therefore it shall
be claimed in a separate dependent claim (Rule 2.6.4 of the Rules).
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The examination will be continued once the Applicant’s response is received.

Any claim amendments shall not go beyond the original Eurasian application, as
submitted on the filing date (Rule 49(3) of the Regulations; Rule 5.4 of the Rules).

The amended claims shall be accompanied by a letter (Rule 2.12 of the Rules) and, if
necessary, an additional fee shall be paid (Rule 5.4. of the Rules).

Enclosure:

International Search Report on 5 p., 1 copy.’

Examiner A.V. Golubev

Telephone: +7(495)411-61-61 (ext.) 315

' See Notification in Russian.
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@ EBPA3MNCKAS NATEHTHAA OPTAHN3ALING (EANO)
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EBPA3UINCKOE NATENTHOE BEAOMCTBO (EAIB)
Eurasian Patent Office

M. Hepracckuit nep., 2, Mockea, 109012, Pocevm

M. Cherkassky per. 2, Moscow, 109012, Russia ®akc (Fax): +7(495) $24-2423, E-mall: info@eapo.og

Homep 3asskn: 201890654/28

SAKNWYEHNE

© NATeHTOoCoCo6HOCTH n3obpeTennn

Eepasuiickoe NaTeHTHoe BEAOMCTBO NPeANaraeT fpo3HANN3UPOBATE  HIDKENDUBEAGHHYIO rHpOpMaUKMIO ¥
BIDA3UTE MHEHME OTHOCHTENLHO 3aK/IOUEHNS IKCNEPTH3LI O NBTeHTOCROCOGHOCTH n3oEpeTteHus.

B cOOTBETCTBUM C NpaBMioM 49(4) NaTeHTHOM MHCTPYKUWM x EBPa3uWitckoit NBTEHTHOM KOHBEHUWW (panee —
WHCTpYKUMA) OTBeT 3aasuTensa AomkeH 6Tk nNpeacrasned B YETLIPEXMECAUHBIA  CPOK, MCUMCRAEeMbin C A3THI
HBNPABNEHWA HACTOALErD YBEAOMACHKA.

ITOT CPOK B COOTBETCTBMM C YCTAHOBNEHHOW NpasnnoM 37(2) UHCTpyKLnK npoueaypoi MoxeT GoiTb npoaneH
no npocsbe 3asBMTEns, HanpaBNeHHOM A0 €0 MCTEYEHMA, NDYW YCAOBMK Ynnathi YCTAHOBNEHHOM NyHKTOM 8
MlonoxeHna o nowwnuHax EBPa3nitckoi NATEHTHON OPraHu3auvu AONONHUTESEHOR NOWNKHBY,

B cnyuae HapylleHua 3TOFO CPOK@ WM HENpeAcTaBfieHns 3aNPOWeHHLIX B YBEAOMNEHWH MaTepuancs
eBpasicKan 329BKA CUUTAETCH OTO383HHON.

3asBieHHOE H306peTEHNe OTHOCHTCA K CpeACTBY i evenns BHY-unbexunn.
PaccMoTpena nepponavaibHas (opmyna uiobpeTeHus, skmodaiomas 18 He3aBHCHMBIX
nysxros (nm. 1,7, 8,9, 11, 12, 16, 31, 34, 35, 36, 38, 39, 40, 43, 44, 46, 51).

§~ 1. Us [I1: EA201692414A1, umeomeil mpuoputer oT 20.06.2014 1 coZRepxaHue KOTOPOH
i"‘ BKJIIOYEHO B NPEAINECTBYIOLIMH YpOBEHb TEXHHKH B COOTBETCTBHMHM c af3aleM 4eTBEpTHIM
g° npasuia 3(1) MHcTpyKunuy, n3sectHa KombuHams Ans neverns BUY coemmmenns gopmynsr T -
E" (2R, 58,13aR)-8-runpokcu-7,9-muokco-N-(2,4,6-tpudropbensuin)-2,3,4,5,7,9,13,13a-oxrarunpo-
= 2,5-metaronupuao[1°,2":4,5}mpasnHo(2,1-b}[1,3JokcazennH-10-kapGokcamuna (cM.  [0006],
%w [0107}, [0112], [0120}, [0138], [0143]), - Tenodosupa alapenamuia H SMTpHUMTaONHA H
= KoMOHHaIHS HaTpHEBOH COJH (2R,5S,13aR)-8-ruapokcu-7,9-nnoxkco-N-(2,4,6-
== Tpudropbensun)-2,3,4,5,7,9,13,13a-okrarnapo-2,5-meranonupnzao[ 1°,2°:4,5 Jnupasuno[2,1-

g b}[1,3]oxcazennn-10-kap6okcamnia (coeuHenne Gopmyast II) (Bech TekeT, ocobenno: [0008]),

teHodosupa anadenamuma ¥ oMTpuuMTabuna (cm. [0083], B wacTHOCTH! TRUVADA®

(teHodoBHp mu3onmpokcwyn dymapar + omTpHuHTabuH, TDF+FTC); [0089]-[0097]).
AHanoTHUHHE CBeReHMs packpuiTsl B J[2: EA201591027A1 u J13: EA201890236A1 (cM., B
4acTHOCTH, €. 15 crpoka 6; c. 21 nocneannit a63aw; c. 39 crpokn 31-33; c. 40 cTpokn 3-6;

Tlpumep 1), kaxaas W3 KOTOPhIX MMeeT mpHopHTeT oT 21.12.2012 M colepKaHHE KOTOPBIX
BKJIIOMEHO B MpPEAUIECTBYIOMIMH YPOBEHb TE€XHHUKH B COOTBETCTBHH C ab3aueM 4YeTBEPTEM

npapuia 3(1) MHcTpykunH.

B c¢Bs3M C BHIHEH3JIOKEHHBIM, 3KCHNEPTH3a JelaeT BBIBOA, YTO 3asiBIeHHas Ipynna
H306peTeHHii He COOTBETCTBYET YCHOBHIO MAaTEHTOCHOCOGHOCTH «HOBH3Ha» (UpaBHIO 3D
HHcTpykumn).

crp. 1mm 3 201890654
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3afABATEMO NpEMIAracTCs TNPENCTABHTh yGEMHUTEIbHBIE [OBOLEL ofocHoBbIBAIONIHE
TaTeHTOCHOCOGHOCT  3asiBIIEHHOr0 HM306peTeHHs, M BHECTH & dopMyny HeoGxoamMele
H3MEHEHHS, C YHETOM TOrO, YIO MEXAY H300DETEHHSMH TaKKe OTCYTCTBYeT TEeXHMUECKas
B3aUMOCBA3b, KOTOpas [JOJDKHA BHIPAXATHECS OJHHM MM HECKOJLKUMH OJMHAKOBBIMH MJIH
COOTBETCTBYIOMIMMH OCOOBIMH TEXHHYCCKHMH [NPH3BAKAMH, T.6. TAKAMH TeXHHYCCKHMHU
TIpH3HAKaMH, KOTOpbIe onpelensanu 6bl BKnal, BHOCHMbLIM B yPOBEHb TEXHMKH KaKILIM H3
3afBJICHHBIX H300peTenui (npasuio 4 Uucrpyxnun).

2. B nocTynHRIX 3KCMEPTY MCTOYHMKAaX OTCYTCTBYET ykazaHHbit B OTuete o MEXIYHAPOAHOM
noucke (cM. Ilpwiosxkenue) qokyment D6:

Y "Gilead and Tibotec finalize agreement on 1-51
single-tablet HIV regimen”,

Thomson Reuters Drug News,

17 November 2011 (2611-11-17),
XP055052007,

Retrieved from the Internet:
URL:https://integrity.thomson-pharma.com/i
ntegrity/xmixsl/pk ref_list.xml_show_ficha
ref?p_ref_id=1729357

Tretriéved on 2013-62-61]

abstract

€ KOTOPBIM €MY HEOOX0AUMO 03HAKOMHTBCH.
Y6enutenvuas npocsba Kk 3asRMTENIO NPEICTABATE YKA3aHHBIA NOKYMEHT H BBLIPa3HTh CBOE
MHEHHE OTHOCHUTENIBHO Coliepxalueiics B HeM HHopManuy.

3. C uenplo YCKODEHHS I[IPOM3BOACTBA [0 pPAacCMaTPHBAeMOl  3asABKH O/IHOBPEMEHHO C
NpENCTaBICHAEM  (OPMYNBI, COOTBETCTBYIOMEA TpeGOBaHMIO eQMHCTBA  H306peTeHHs,
3aABHMTEMO TIPEANAraeTcss MPEeACTaBHTb CBOYW INOACHEHHS OTHOCHTENBHO JOCTHrAaeMbIX
TEXHHHYECKHX Ppe3ynbIaTOB, CBS35IBAEMBIX HM C KamABIM 13 06pexToB M306peTeHHs B
npencraBusieMolt dopmyne. CBOM MOSCHEHHS 3asBUTENIO CIENYET CONPOBOAMTL CCLUIKOM Ha
KOHKPETHBIC MECTa B TEPBOHAYANLHBIX MaTepuaiax 3asMBKH, TIIE TaKoe JOCTHIKEHHe
TEXHHYECKHX PE3YJIPTAaTOB TO OTHOLIEHHIO K KOHKPETHHIM OObeKTaM wn3obGperemHs Gbuio
PacKphITO W OXTBEPIKAEHO.

Dxcneprysa cYHTAeT HEOGXOAMMBIM TaloKe OGPaTHTs BHUMAHME 32IBUTENA HA cleayiouue
HeaocTaTkd GopMybl H306peTeHns.

4. TlyHkr $opMynEl fOIDKEH BKIFOYATH POJOBOE MOHATHE, OTPAXKAIOMIce HAa3HAUEHHE u3obpereHns
(mpaBmno  24(3) Muctpykumu). [lockonsky —3asBIeHHBIC H300pETEeHHs OTHOCHICH K
tbapManeBTHKe, TO OTCYICTBME YKA3aHMS HA TO, YTO JEYAT BHY-rudexuuio, npuBoant x
HEOGOCHOBAHHO IIHPOKAM NPHTAIAHHAM, HE IOATBEPXKAECHHBIM MAaTEPHATAMHM 3a9BKH (CM. L. 1,
7.8,9, 11, 12, 16, 34, 35, 36, 40, 43, 44, 46, 51).

5. Tlymxter 13, 14, 15 u 31 neBepHo ccpinarorcs Ha nm. 1-6, rae 3aspiena TBEpHas nepopaibHas
nexapcrBeHHast Gopma, a ue rabuerka (1. 2.6.4 Tlpasuii COCTABACHUS, [IOAAYY U PaccMOTPpEHHS
€BPasHHCKHX 3a9BOK, nanee — [Ipasuia).

AxanoruyHoe 3aMevaHse OTHOCHTCH K nn. 38, 39, 45,

6. B mn. 18-20 s XapaKTCPUCTHKH CJI0EB HCTIONB30BAHb] TC JKC CaMBic 0503HAYCHHS (@), (b), (©),

4T 6bLIM HCNONE30BaNBI paHee B 1. 16, 17, Ha KOTOpLIE OHM CCHLIAKOTCS, LIS XAapaKTEPUCTAKYA

¢rp. 2 w3 3 201890654
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KOMIIOHEHTOB. YKa3aHHOE BHOCHT B (opMyJNy HESCHOCTH M HETOMHOCTH (TIPaBHIIO 21'@)
Huctpyxkuun).

7. B mm. 26, 27 ykasaHo copepxauHe coeauHeHHd 1 B QOpMYJIHMPOBKE «MEHEE UeM
NpUGIHIHTENEHO» 6e3 yKalanus HMKHEH TpaHMUbl AWanasoHa. DKcneprasa ofpamaetr
BHHMAHHE 3aABATENA Ha TO, UTO B MaTepuasnax 3adBKH He HalEHO JNOCTOBEPHBIX CBEAEHHIi O
BO3MOXCHOCTH PEaiMzalifi 3asBIEHHOTO CPe/ICTBA CO CBEPXMATBIM CONEPXAHHEM COeMHEHHs
C AOCTHXECHHEM 3aBJICHHBLIX TEXHUYECKHX pe3yJbTaToB, 4YTO IOAHHMACT BONpPOC O
HeCOOTBETCTBHH M300peTeHHM 110 YKa3aHHEIM MyHKTaM TpeGOBaHUIO AOCTaTOYHOCTH PaCKPhITHI
(npapuno 21 1(3) Mucrpyxunm; . 5.5 Tpasu).

8. COBOKYMHOCTH IPH3HAKOB H306peTeHHs mo . 38 XapakTepHsyeT He OOBEKT «BEIECTBON
(Tepaas mepopanbHas jeKapcTBeHHas ¢opma), a 06LEeKT «upumenenne» (cM. 2.5.4.8, 2.6.9
IlpaBmi1); mO MHEHHIO OKCHEPTH3DLl, YKA3aHHBIH IYHKT ABNACTCA HE3aBUCHMBIM TYHKTOM.
dopMyna H306pETEHNs JOJKHA ONpPEAENsTs 00beKT H306peTeHHA H BRIpaXarh €ro CyHiHOCTb
(rpaBuno 21 1(4) Mucrpyxium).

Kpome TOro, 3xcieprHsza OTMeYaeT, 4ro Tablerka AB/METCA YacTHBIM ClIydaeM TBEpLOH
NepopanLHOH JIeKapcTBeHHOH GOpMbI H NOTOMY COOTBETCTBYIOWME NpH3HAK AOHKEH OHITH
BHIHECEH B 3aBHCHMBIH ITyHKT (1. 2.6.4 I1paBui).

9. Iina BHecenus B GopMysTy TOUHOCTH (IIPaBUNO 21'(4) WucTpyxnuu) 3agBUTEMO cleayeT B [l
40, 43, 44, 46, 51 ykazatk CTpYKIypy coemuHeHums I, kxak sTo 6BUIO cOenaHo B
IpeJIECTBYIOIUX HE3aBHCHMBIX NYHKTaX.

10. DkcnepTisa ofpanlaeT BHHMAHHE HAa TO, 4YTO B HMCHONK30BaHHOH B m. 42 ¢opmynuposke
pa3sBHBAIOTCS HC OpH3Haxu H3obpereHms mo mm. 40-41, a npusHaku Apyroro obbexra —
MHOrOCTIONHOM TabNETKH, YTO HapymaeT TpeGOBaHHS K 3aBHCHMBIM NYHKTaM (1. 2.6.4 I1pasni).

11. Npusnaxs 1o, 46-51 He MOryT OBITH MCNONB3OBAHLl JULA XAPAKTEPHCTHKH OOBEKTa
«KOMIIO3HIMS» B CBeTe TpeGopanmif 0. 2.5.4.4 Ipasui.

Iipusnak n. 46, yxasaHHsli B CkoBKax, B TAKOM M3JIOKEHHH BHOCHT B GOPMYNY HESCHOCTH H
HeTouHocTs (mpapmno 21'(4) Mucrpykimu), a «HanpuMmep» yKa3hlBaeT Ha 9YacTHRIH ciyuait
BHITIOHEHHUS, KOTOPLIH AOMKeH GLITH BEIHECEH B 3aBHCHMBI MYHKT (1. 2.6.4 I1paBun).

BKenepTH3a 0 CYLIEeCTBY GYACT NPOAOTKeHA TIOCIE HONYSYEHHS OTBeTa OT 3asdBUTEIL.

BuocuMEIE B GOpMYJly M3MEHEHNS HE AOMKHBI BEIXOJHUTH 32 PAMKH MATEpPHaIOB 3asBKH, B
OTHOIWEHRH KOTOpHIX 6hUla YCTaHOBJeHA fAara NOZayH eBpasuiickoif 3asmku (mpasuno 49(3)
Hucrpyxuun; 1. 5.4 INpasw).

HsMmenennas ¢opMysa HODKHA CONPOBOXKIATbCA nucbMoM (. 2.12 Ilpaswin) u yinaro# B
HEOGXOANMEIX CJIydasX AONOMHATEILHON nownuus! (N. 5.4 Tlpasu).

ITpunoxeHne:
OTuyeT 0 MEKOYHAPOTHOM Toucke Ha S ¢. B 1 3k3.

A.B. TonyGen

Fnasxbii akcniepr 1
Tenedon: +7(495)411-61-61%315

Oraena xMMHMKM U MERULIKHbE

cTp.3 U3 3 201830654
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant’s or agent's file reference FOR FURTHER oo Form PCTASA/220
1147.P2F ACTION as well an, whare applicable, tem S below.
Intemetional application No. International filing date (day/month/ysar) (Earliest) Priotity Date (day/monthysar)
PCTAS2016/060989 8 November 2016 (08-11-2016) 9 November 2016 (09-11-2015)
Applicant

GILEAD SCIENCES, INC.

This intemational search report has been prepared by this Intemational Searohing Authority and is tranamitted to the applicant
according to Article 18. A copy is being transmitted to the Intemational Bureau.

This international search report consista of a total of 5 sheets.
ltis also accompanied by a copy of each prior art document cited in this report.

1. Basisof the report
a. With regard to the languags, the international search was carried out on the basis of;

the intamational application in the language in which it was filad

D e translation of the intemational application into , which is the language
of a translation furnished for the purposes of intemations! search (Aules 12.3(a) and 23.1(b))

b. D This international search report has been established taking into account the rectiflcation of an obvi I
authorized by or notified to this Authority under Rule $1 (Rule 43.65i(a)).

o. [[] withregardto any nuctectide and/or amino acld sequance disclased in the international application, 866 Box No. |,
2, []  cenainclaima were found unsearchable (See Box No. Il)
3. [C1  unity of invention Is lacking (ses Box No il)

4. Withregard to the title,
the text is approved as submitted by the applicant
D the text has been eatablished by this Authority to read as follows:

5. With regard to the abstract,
E(] the text is approved as submitted by the applicant

D the text has been established, according to Rule 38.2, by this Authority as it appears in Box No. IV. The applican
may, within one month from the date of mailing of this intemationat search report, submit comments to this Authority

6. With repard to the drawings,
a. the figure of the drawinga to be published with the abstractis FigureNe.__ 5
D as suggested by the applicant
as selacted by this Authority, because the applioant failed to suggest a figure
D as selected by this Authority, becausae thia figure better characterizes the invention
b. [[]  none ofthe figures is to be published with the abatract

Form PCTASA/210 (first sheet) (January 2015)
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INTERNATIONAL SEARCH REPORT

Internationat appilcation Ne

PCT/US2016/060989
CLABBIFAICATION OF SUBJECT
INV A61K5/20 A61K9/28 A61K31/513 A61K31/5365  A61K31/675
A61P31/18 A61K9/24 A61K31/553
ADD.
A g to | Patent C H {IPC) or to both national olassitioation and |PC
B FIELDB BEARCHED
tati hed ification system followsd by classification symboks)
A61K
D hed other than mi & tion to the extent that such dooumants are included in the fislde searched
Electronio data base d during the inte ional search (name of data base and, where practicable, search terms used)
EPO-Internal, WPl Data, CHEM ABS Data
€. DOCUMENTS CONSIDERED TO BE RELEVANT
Category” | Chation of with where of tha relsvant passages Relevan! to olaim No,
X,P WO 20157196116 Al (GILEAD SCIENCES INC 1-51
[us]) 23 December 2015 (2015-12-23)
abstract; claims 1, 12, 18-21
X,P WO 20157196137 Al (GILEAD SCIENCES INC 1-51
[uS]) 23 December 2015 (2015-12-23)
abstract; claims 1, 38, 44-48
X W0 20147100323 Al (GILEAD SCIENCES INC 34

[US]) 26 June 2014 (2014-06-26)
cited in the application

Y abstract; claims 1, 32, 33-46; examples 1-51
104-107; compounds 42, 45
page 36, paragraph 12-13
page 37, paragraph 8-12
page 38, lines 14, 20

-/--

Further doourmants are listed In the ocontinuation of Box C. See patent famity annex.

* 8peocial oategories of oited doouments :
o ] ‘T later douum.mi publ;h‘;d g‘mm- hiiomﬁhnnl filng date or prbmg

o0 " . date and notin oo wih the loation but oltsd to underatan

'A® dooument defining the general stats of the art which Is nat considered the principle or theory undertying the invention

o be of partioular relev.
*E* earter ioation or patent but p on or after the inter ional e of ;the gL cannotbe
filing date considered novel or cannot be to involve an 4
L dooument whioh may throw doubts on priority olaim{s} or which is step when the dooument is taken alone
cited to establish the publication date of ancther n or other Y dooumentof 9 ; the oannot be
spacial reason (a8 speoiiec) considersd o volve an inventive when uw dooument ls
*O" o t referring to an ol di use, exhibition or other combined with one or more cther suoh documants, sucsh somblination
means being obwvious to a person skiiled inthe art
P* o blishad prior to the int iohal filing date but later than
the pnomy date olaimed ‘8" dooument membaer of the same patent family
Date of the actual completion of the international esarch Date of mailing of the intemational search report
10 January 2017 24/01/2617
Name and mailing address of the ISA/ Authorized officer
European Patent Office, P.B. 5818 Patentiaan 2
T Tel (zgﬂg)v 2040,
ol. (+31- :
T {52 7 203018 Madalinska, K

Form PCT/BA/210 (second sheel) {Aprl 2005}
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INTERNATIONAL SEARCH REPORT

Internationat spplication No

PCT/US2016/060989

C{Continuation). DOCUMENTS CONSIDERED YO BE RELEVANT

Category®

Citation of ok with indication, where

of the rek

Relevant to olaim No.

X
Y

WO 20137116720 Al (GILEAD SCIENCES INC
[US]) 8 August 2013 (2013-08-08)
abstract; claims 21-32

page 82, lines 13-15

paragraphs [0337], [0338], [0342],
{0344] - [0345], ([6349), [0355]
paragraphs [0340], [6347]

WO 20157022351 Al (RATIOPHARM GMBH [DE])
19 February 2015 (2015-02-19)

abstract; claims 1-6, 8-10, 12-15

page 18, lines 7-22

page 19, lines 3-12

page 19, line 30 - page 20, line 12

page 22, line 31 - page 15, line 17
"Gilead and Tibotec finalize agreement on
single-tablet HIV regimen',

Thomson Reuters Drug News,

17 November 2011 (2011-11-17),

XPO55052007,

Retrieved from the Internet:

URL:https://integrity. thomson-pharma.com/i

ntegrity/xmlxsl/pk_ref_list.xml_show_ficha
ref?p_ref_id=1729357

Tretrieved on 2013-02-61]

abstract

35
1-51

1-51

1-51

Fom PCTASA 10 {continuation of second sheet) (Apsit 2005)
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INTERNATIONAL SEARCH REPORT AN ApCHtoTND
information on patent lamity members PCT/U52016/060989
Patent dosument Publication Patent family Publication

cited in search report date member{s) date

WO 2015196116 Al 23-12-2015 AU 20815276860 Al 22-12-2016
TW 201613937 A 16-04-2016
US 2016016973 Al 21-61-2016
uy 36177 A 08-01-2016
W0 2015196116 Al 23-12-2015

WO 2015196137 Al 23-12-2015 AU 2015276881 Al 15-12-2016
T 201613936 A 16-04-2016
US 2015366872 Al 24-12-2015
Uy 36176 A 08-01-2016
WO 2015196137 Al 23-12-2015

WO 2014100323 Al 26-06-2014 AR 094197 Al 15-07-2015
AU 2013361401 Al 27-68-2015
BR 112015014714 A2 05-01-2016
BR 122015029881 A2 22-03-2016
CA 2893843 Al 26-06-2014
CL 2015001756 Al 07-68-2015
CN 104995198 A 21-16-2015
CR 20150380 A 21-08-2015
DK 2822954 T3 30-05-2016
EA 201591027 Al 31-05-2016
EP 2822954 Al 14-01-2015
EP 3067358 Al 14-09-2016
ES 2577283 T3 14-07-2016
HK 1205124 Al 11-12-2015
HK 1216643 Al 25-11-2016
HR P20160544 T1 15-07-2016
JP 6028105 B2 16-11-2016
JP 2016179996 A 13-10-2016
JP 2016508134 A 17-03-2016
KR 20150096504 A 24-08-2015
MD 20150064 A2 30-11-2015
NZ 709260 A 29-07-2016
PE 14992015 Al 29-10-2015
PH 12015501445 Al 14-09-2015
PL 2822954 T3 30-09-2016
PT 2822954 E 16-06-2016
SG 11201504857S A 30-07-2015
SI 2822954 T1 29-07-2616
SM  T201600157 B 31-08-2016
W 201441224 A 01-11-2614
us 2014221356 Al 07-08-2014
US 2016176885 Al 23-06-2016
uy 35213 A 30-06-2014
WO 20614100323 Al 26-06-2014

WO 2013116720 Al 08-08-2013 AU 2013204727 Al 22-08-2013
AU 2013204731 Al 22-08-2013
AU 2016203666 Al 23-06-2016
CA 2863662 Al 08-08-2013
CN 104105484 A 15-10-2014
EA 201491287 Al 30-64-2015
EP 2809323 Al 10-12-2014
HK 1202861 Al 069-10-2015
HK 1204914 Al 11-12-2015
JP 2015505565 A 23-02-2015
KR 20140119177 A 08-10-2014

Form PCTASA/210 (patent family annex) (Apel 2005)
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INTERNATIONAL SEARCH REPORT e o m——
information on patant famity members PCT/U52016/060989
Patent document Publication Patent family Publication
cited in asarch report dale member(s) e
MD 20140091 A2 31-01-2015
NZ 629896 A 31-03-2016
US 2015105356 Al 16-04-2015
WO 2013116720 Al 08-08-2613
WO 2013116730 Al 08-08-2013
WO 2015022351 Al 19-92-2015 CA 2920811 Al 19-02-2615
EA 201690146 Al 29-07-2016
EP 3033084 Al 22-06-2016
JP 2016528240 A 15-09-2616
US 2016184332 Al 30-06-2016
WO 2015022351 Al 19-02-2015

Foun PCT/ISA/210 (patent family annex) (April 2005)
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Industria y Comercio g IDDESPOR L
LBSUPRERINTENDENCIA QWM

REPUBLIC OF COLOMBIA
SUPERINTENDENCE OF INDUSTRY AND TRADE

Official Letter N° 9194
File Reference N° NC2016/0005794

Mr./Ms.
GILEAD SCIENCES, INC.

Subject: PCT Patent

Based on the provisions of Article 43 of Decision 486 of the Commission of the
Andean Community, it is informed that the opposition presented by Doctor Jose Luis
Reyes Villamizar, in his capacity as attorney of TECNOQUIMICAS S.A., meets the

formal requirements required by law at the time of presentation.

In compliance with the provisions in the mentioned norm, it is granted a term of sixty
(80) working days following the date of notification of this Letter, to assert its

arguments and present evidence..

Notify this official letter according to the provided by Title |, Procedures before the
Superintendence of Industry and Trade; Sixth Chapter, publication, communication,
notification, and enforcement of the decisions of the Superintendence of industry

and Trade, informing them that no appeal may be lodged against the same.

The abave letter was prepared on June 20, 2017.
Yours Sincerely,
Signature illegible
JOSE LUIS SALAZAR LOPEZ
DIRECTOR OF NEW CREATIONS (C)

Elaborated by: CLAUDIA YANETH ALZATE RIOS.
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File N°: NC2016/0005794
Folios:0

Dependence: 2020
b Date: 2016-12-26 16:
Application type: Opposition Application
Referrer number: 15265717

DIRECTION OF NEW CREATIONS
OPPOSITION PRESENTATION

1. Opposition to application of:
T Patent of invention
= Industrial Design Registration
Utility Model Patent
I Circuit Layout Scheme

File N° 15-265-717

Applicant: GILEAD SCIENCES. INC.

Agent: Alicia Lloreda Ricaurte

Title of the new creation: POLYCYCLIC CARBAMOYLPYRIDONE COMPQOUNDS
Gazette: 772 of September 30, 20186.

2. Data of the Opponent

T Natural person | egal person
TECNOQUIMICAS S.A.

Name or designation / Full social reason

Identification document: C.Cx:: C.E.E NITE OtherSWhich
Number 820300466-5

Address: 23rd street No. 7-39. City: Cali )
Phone: (092) 882.55.55 Fax: (092) 883.88.59 E-mail:

L | hereby expressly authorize the Superintendence of Industry and Trade
so that all communications are sent through the email address.
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3. Data of the representative or agent:

REYES VILLAMIZAR JOSE LUIS 79°152.473 44655
Last name and Name |dentification document T.P. No.

Representative address
Cra. 17 No. 88-23 Of. 205

E-maii address No. Fax Phone
number
info@revas-abogades Lam 621.25.42 621.26.31

in case of having presented general power of attorney for matters brought before
the Delegation of Industrial Property, please indicate the number of your filing.

6. Fundaments of Opposition

Causal: Non-compliance with patentability requirements (Title |l Chapter |, Decision

486 of 2000

JUSTIFICATION: SEE ANNEX

Extension: YES X NO—

7. Attachments

xi Payment receipt of the fee for filing the application No. Date,
x Power, if it was the case with which the presentation is credited

X Evidence of the foundations of the opposition

L Copies for transfers

8. Signature

JOSE LUIS REYES VILLAMIZAR 79°152.473 44655
Last name and Name c.Cc TP
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SUPERINTENDENCE OF INDUSTRY AND TRADE

E. S.
D.

REF: FILE 15-265-717
Title: "POLYCYCLIC CARBAMOYLPYRIDONE COMPOUNDS"
PUBLICATION: Gazette No. 772 of September 30, 2016.
PRIORITY: US 61/45,375 21/12/2012
US 61/88,337 15/032013
US 61/845,803 12/07/2013
APPLICANT: GILEAD SCIENCES, INC.
AGENT: Alicia Lloreda Ricaurte
PROCEDURE: PRESENTATION OF OPPOSITION
JOSE LUIS REYES VILLAMIZAR, of major age, identified as appears at the foot of
my signature, lawyer in office, holder of the professional card of number 44655 of
the superior council of the judicature, acting as attorney of the company

TECNOQUIMICAS S.A., in exercise of the provisions of Article 42 of Decision 486
of 2000, very respectfully | allow myself to formulate the following

I REQUEST
Be served to deny the patent benefit to the application contained in file 15-265-717,

for do not comply with the provisions of Decision 486 of 2000, based on the grounds
set out as follow.
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Il. LEGITIMATE INTERESTS

Attending TECNOQUIICAS S. A., legitimate interest to present this opposition, as
the possible grant of the application would unreasonably restrict the use of certain
substances, derivatives and processed that in our opinion lack inventive level, to the
detriment of their legitimate commercial interests. Likewise, my clients are
interested, due to the same condition of pharmaceutical companies, in avoiding the
granting of patent privileges that include the material requirements of patentability

established in the current regulations, and which pose a risk to free competition.

1l. FUNDAMENTS OF OPPOSITION
The Colombian patent application 15-265-717, referring to compounds derived from
polycyclic carbamoylpyridones and their combination with additional agents against
HIV, fails to comply with the material requirements for the grant of patent of
invention, as may be determined by assessing the following arguments:

Lack of clarity and conciseness

First, the application lacks conciseness because it claims both the racemic mixture

and the separated isomers

1. A compound having one of the following structures

Pt b T
<& fo 21
; I
B 9 .
K N g :
A “"?!"' e R Tp
<O Oon

or a pharmaceutically acceptable salt thereof.

In addition to the above, the application under study also does not meet the criterion
of clarity in that it does not specifically define either the components nor the
proportions thereof in the compositions of claims 4 to 9, as can be seen from

reading the following claims.
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4. A pharmaceutical composition comprising a compound of any of claims 1 to 3, or
a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable
carrier, diluent or excipient.

5. The pharmaceutical composition according to claim 4, wherein said
pharmaceutical composition further comprises one or more additional therapeutic
agents.

6. The pharmaceutical composition according to claim 4, wherein said
pharmaceutical composition further comprises:

(a) an additional therapeutic agent;

(b) two additional therapeutic agents;

(c) three additional therapeutic agents; or
(d) four additional therapeutic agents

7. The pharmaceutical composition according to claim 5 or 8, wherein the additional
therapeutic agent or agents are agents against HIV.

8. The pharmaceutical composition according to any of claims 5 to 7, wherein the
additional therapeutic agent or agents are selected from the group consisting of HIV
protease inhibitors, HIV non-nucieoside reverse transcriptase inhibitors, HIV
transcriptase nucleoside inhibitors reverse, HIV nucleotides reverse transcriptase
inhibitors, and combinations thereof.

According to the above, the application fails to comply with the provisions of Article
30 of D. 486 which states the following: “Claims will define the subject matter to be
protected by the patent. They should be clear and concise and fully supported by
the specification”.

The application further fails to support all and each one of the modalities teaches by
the claim in the specification because the same does not disclose all the therapeutic
agents, carriers or excipients claimed. Thus, claims do_not find support in the

specification so that this criterion is also not met in the present application.
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Additionally, the only definitions of the additional active ingredients are found in
claim 10, for example zidovudine, emtricitabine, didanosine, etc. Thus, the claims
are not technically defined but fall within the field of speculation and cannot be

considered clear without a definite structure.

Thus, the subject matter of claims and in general the application under study,
cannot be object of patent since as disclosed, it fails to comply the minimum rules of

presentation, such as clarity, conciseness, support, and non-patentability.

The application lacks inventive level.

Despite the objections raised in previous paragraphs. the matter claimed had
already been disclosed in the state of the art, proof of this is found in the following
documents published before the filing date of the application under study and which

I quote below:

D1. WO 2006/116764 “Polycyclic carbamoylpyridone derivates having HIV
integrase inhibitory activity" Johns, Brian [US] Kawasuji, Takashi [JP], Taishi,
Teruhiko [JP] 2006-02-11

D2. EP 2412709 A1 "Process for producing pyrone and pyridine derivates”
Sumino, Yukihito [JP], 2012-02-01

International publication WO 2016/1167764 (hereinafter Johns et a/.) is considered
to be the state of the art closest to the subject claimed by the application as it

describes a compound of formula | derived from carbamoylpyridone having antiviral

activity, in particular with HIV inhibitory activity and a composition thereof (see
Abstract):

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
1677 of 1915



VRTIETAE s

06/116764 A1 (I

In a particular modality (examples ZZ-1

T Thie: NO) VOYCL I CAUBAMONT VY RRNOIND R VAt

o«,\r/. SN
H i o
BELANRE A e/ L
x S: v s
o &

NTY abM ot The proscan fuseition o b peivahs o et IQIT
B2 prgrne MRIINCY wdlEy . el ¥ leug OIHRYNINR AU pTailely
N ihercol, Camosmb hveaman 2 SR B iy ke s bawar g d N
O R L R T T A e N

Ayl ROE Ipainwen o inbegrem Pyadieas s pientatly s et 3 61 alhe £
':\}’ Forv o o vl SIUNSORRS T tadityl o LR LN PR T TR TS S

!

to ZZ-24),

DE3 L IMN SRIVERS NN wlaedy

e wea e o gecenwn st HENE SN AL
AT @ BTN R QIR SRS IRt N
BRI teas o . KR oyeoaintin sobadsfistd
et Rt S et bk Lgedier famis ot S

D1

WY HAVING TV INFEORARS INFIBTI Y A $v 1Y

x H¥

refers to compounds

containing the same core of the claimed compounds as shown in the following red

box:

Exsmple Btruciace H
wo. :
T T . -
s, :;“?"F " Qoo Sy x'-k.;g,/«\(;» z
\Jj\\;-“~g»‘ vy ,«;t“.g};,) ‘
o TR
£, P - NS
B R \k\, i
A AN La? i
2 & ;
FR ST i
. ¥
H F\I‘gx‘\?‘@* {‘Q'Y‘-«"’"Tv AT L g
I i be 3 i s
] ‘\\z”*\_w‘-‘je‘ﬁ,}‘\«, AN ..»;% - ¢
i @ e
i 3
B
2 E

I . .
t\i\ M i \}
N _’,.-N.\‘ ‘WN\‘/&‘N”)‘:
2 e

Sagle .

Cipla v. Gilead

IPR2025-00033

Petitioner Exhibit 1040
1678 of 1915



Also, R2 represents a benzyl having two fluorine atoms (see example ZZ19 and
2Z220):

1
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and additionally the structure of the carbamoylpyridone derivative of these two
compounds ZZ19 and ZZ20 suggests the enantiomer nature claimed by the
application, being obvious to a person of ordinary skill in the art that the spatial
configuration of the molecule is fundamental to the activity of the molecule as
observed in the compound of claim 1 of the application under study as follows:
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Thus, the claimed molecule differs in the presence of three fluorine atoms, instead
of two, which substitution is obvious and evident to a person skilled in the art since
the benzy! has a favorable position for the inclusion of a third fluorine that it is
further capable of improving the liposoluble properties of the medicament, whereby
the document of Jonhs ef al., suggests the combination of all the features defined

by the claims.

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
1679 of 1915



Therefore, the idea of promote a carbamoylpyridone derivative compound according

to the claimed formula and its enantiomeric form was suggested from the document
of Johns et al.

Despite this document alone is capable of misrepresenting the inventive level of the
pending application, document EP 24127709 A1 (hereinafter Sumino et al.) also
objects to the inventive level of the application being processed as it discloses
pyrone and pyridone derivatives which are intermediates for the synthesis of anti-
viral drugs such as anti-influenza and methods for producing them (see para. 0008)
as claimed in claim 1 of the pending application:

SUMMARY OF THE HVENTION
PROBLEMS TG BE SOLVED BY THE NVENTION
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From the reading of the document by Sumino et al., carbamoylpyridone derivative

compounds can be obtained which are used as intermediates for compounds useful

as therapeutic agents in reducing HIV replication and having an activity similar to
that of the compounds claimed in the pending application; such is the case of
compound 167B of document D2:
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It is important to observed that even fluorine is in the complementary positions not
cited by the Johns et al. document, so that an average technician in the field
suggested by the combination of D1 and D2 teachings could have included F in all

three positions under the teachings of the two documents, thus:

Johns et al Sumino et af

IT
Q

£

z 5
@

16TR

On the other hand, it is observed in compound 167B that the three-dimensional
configuration of the H group (see biue circle) in the molecule was known and in
combination with the document of Johns et al., the basic structure obey the claimed

by the claimed claims in the application in process.

Additionally, Johns et al. teaches the possibility of combining the carbamoylpyridone
derivatives disclosed therein with other active agents as reverse transcriptase

inhibitors and protease inhibitors:

34. A pharmaceutical composition comprising a compound according to any one of
Claims 1 to 33, or a pharmaceutically acceptable salt, or solvate thereof.

35. A pharmaceutical composition according to Claim 34, which is an anti-HIV

agent.

54. A pharmaceutical composition according to claim 34 wherein said composition
comprises at least one additional therapeutic agent select from reverse

transcriptase inhibitors and protease inhibitors.
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Therefore, the combination of the carbamoylpyridone derivatives with additional
therapeutic agent such as HIV protease inhibitors, HIV non-nucleoside reverse
transcriptase inhibitors, HIV nucleoside reverse transcriptase inhibitors, and HIV
nucleotide reverse transcriptase inhibitors, had already been anticipated by Johns
et al., so it is considered that the formulation containing said combination and its

possible synergistic behavior is not new or inventive.

Finally, both the claimed compounds and compositions do not exhibit any surprising
or unexpected technical property that may be considered useful to demonstrate the
inventive level of the application; consequently, with the arguments given in this
brief, a person skilled in the art would have easily derived the compound from the
subject matter of the application, under a selection of intermediates and making use
of the technical characteristics suggested by the documents of state the art and by
the knowledge and own data used by the knowledge of the technical matter.

Please examine the arguments presented with the usual rigor and thoroughness
and that consequently, in addition to the denial of the application in question, order

the filing of the file containing it.

IV. FUNDAMENTALS OF LAW

They are the legal basis of Chapter |, (patentability requirements) and Article 42
(Opposition) of Decision 846 of 2000.

V. REQUEST FOR EXTRA TERM TO SUSTAIN THE OPPOSITION

In pursuance of the provisions of Article 42, paragraph 2 of Decree 4886, | request a
further period of sixty days to support the present opposition. For the above effects,
I allowed myself to attach the corresponding proof of payment.

Vi. PROQOFS

| urge you to have as such, without prejudice to those that may arise at the
expiration of the requested extension and those that the Office considers
unofficially, the following:
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WO 2006/116764 “Polycyclic carbamoylpyridone derivates having HIV
integrase inhibitory activity” Johns, Brian [US] Kawasuji, Takashi [JP], Taishi,
Teruhiko [JP] 2006-02-11

EP 2412709 A1 “Process for producing pyrone and pyridine derivates”
Sumino, Yukihito [JP], 2012-02-01

VIl. ANNEX

For the purposes of the corresponding procedure, | allowed myself to attach to this

brief the following annexes:

1.Certificates of existence and legal representation of Tecnoguimicas S.A.

2.Power to act.

3.Proof of payment of opposition processing fees.

4. Proof of payment to support the request for extension referred to in Article 42,
paragraph 2 of Decision 486.

5.The one mentioned in the proof paragraph.

Viil. NOTIFICATIONS

The undersigned will receive notifications in the secretariat of his Office or in my
office located in Carrera 17 No. 88-23, office 205, Fax (1) 6212542 of this city.
Tecnoquimicas S.A. will receive them at its offices located at Calle 23 N ° 7-39 in
Cali.

Mr. Superintendent,

Siganture lllegible

JOSE LUIS REYES VILLAMIZAR
C.C. 79.152.473 of Usaquén
T.P.A. 44.655 of C.S.J.
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Sir
SUPERINTENDENCE OF INDUSTRY AND TRADE

Ex S.
D.

REF: FILE 15-265-717
Title: "POLYCYCLIC CARBAMOYLPYRIDONE COMPOUNDS"
PUBLICATION: Gazette No. 772 of September 30, 2016.
PRIORITY: US 61/45,375 21/12/2012

US 61/88,397 15/032013

US 61/845,803 12/07/2013
APPLICANT: GILEAD SCIENCES, INC.

AGENT: Alicia Lloreda Ricaurte

PROCEDURE: PRESENTATION OF OPPOSITION

JOSE LUIS REYES VILLAMIZAR, known attorney of the company
TECNOQUIMICAS S.A., in the process of the reference, | proceed to support and

complement the opposition presented on December 26, 2016, in the following
terms:

I RATIFICATION

The application 15-265-717, referring to compounds derived from polycyclic
carbamoylpyridones and their combination with additional anti-HIV agents, lacks
clarity and conciseness, and does not complies with the material requirements of
patentability related to novelty and inventive level, according to the revelations of
documents WO 2006/116764 and EP 2412709.

First, the application fails to meet the clarity requirement, as it does not specifically

define the components or the proportions thereof within the compositions disclosed
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in claims 4 to 9. Likewise, the application fails to provide adequate sustenance and

support to the modalities claimed there.

On the other hand, there were mentioned documents which affect the inventive
level of the application, firstly, the international publication WO 2006/116764,

relating to a compound of formula | derived from carbamoylpyridone having antiviral

activity in particular with HIV inhibitory activity and a composition thereof. In the
same direction, EP 2412709 A1 discloses intermediary pyrone and pyridone
derivatives for the synthesis of anti-viral drugs as anti-influenza and methods for
producing them (see paragraph 0008) as claimed in claim 1 of the application in

process.

Il. COMPLEMENT OF INFORMATION

The application comprises compositions known in the state of the art

In connection with claims 4 to 11, the applicant maintains the possibility of claiming
pharmaceutical compositions comprising the compounds of the invention without
the need to exemplify their design and preparation and without the need to specify

their specific ingredients, excipients and amounts/ratios. (p. 4).

in addition to noting that the claim in question conflicts with the art of writing patents
of invention, | must reiterate that the claim chapter includes known compositions
based on one, two, three or four therapeutic agents (claims 5 or 6), or containing
abacavir, tenofovir, tenofovir disoproxil fumarate, or tenofovir alaphenamide

fumarate (claims 8 to 11).

As can be seen in the following table, the modified claim chapter relates to a
polycyclic compound and to a composition which may contain said polycyclic

compound or any therapeutic agent:

Claim Content
1-3 Polycyclic compound
4 Pharmaceutical composition of the polycyclic compound
5 Composition of the polycyclic compound with 1 or more therapeutic
agents
6 Composition of the polycyclic compound with 1, 2, 3, or 4 therapeutic
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agents

7 Composition of the polycyclic compound with agents are agents
against HIV.
8 A composition of the polycyclic compound wherein the additional

therapeutic agent or agents are selected from the group consisting of
HIV protease inhibitors, HIV non-nucleoside reverse transcriptase
inhibitors, HIV nucleoside reverse transcriptase inhibitors, HiV

nucleotide inverse transcriptase inhibitors, and combinations thereof.

9 A composition of the polycyclic compound wherein the additional
therapeutic agent or agents are selected from the group consisting of
HIV nucleoside reverse transcriptase inhibitors, HIV nucleotide reverse
transcriptase inhibitors, and combinations thereof.

10 Composition of the polycyclic compound wherein the additional
. therapeutic agent or agents are selected from the group consisting of
zidovudine, emtricitabine, didanosine, stavudine, zalcitabine,
lamivudine, abacavir, amdoxovir, elvucitabine, alovudine. MIV-210, +-
FTC, D-d4FC, emtricitabine, phosphazide, fozivudine tidoxyl,
apycythrin (AVX754), KP-1461, GS-9131 (Gilead Sciences),
fosalvudine tidoxyl (formerly, HDP 99,0003), tencfovir, tenofovir
disoproxil fumarate, alafenamida tenofovir fumarate (Gilead Sciences),
GS- 7340 (Gilead Sciences), GS-9148 (Gilead Sciences), adefovir,
adefovir dipivoxil, CMX-001 (Chimerix) and CMX-157 (Chimerix).

11 A composition of the polycyclic compound wherein the additional

therapeutic agent or agents are selected from the group consisting of
abacavir, tenofovir, tenofovir disoproxil fumarate, and tenofovir

alaphenamide fumarate.

From the foregoing, and assuming by way of example that the polycyclic compound
is in a percentage between O and 1% w/w, the resulting compositions would contain
only other therapeutic agents, such as abacavir, tenofovir, tenofovir disoproxil
fumarate, and tenofovir Alafenamide fumarate.

It should be mentioned at this point that in the state of the art numerous
compositions containing active substances such as Zidovudine, Emtricitabine,
Didanosine, Stavudine, Abacavir, Tenofovir and Lamivudine and/or combinations
thereof are known, as shown below:
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- The scientific publication "Combined Effect of Zidovudine (ZDV),
Lamivudine (3TC) and Abacavir (ABC) Antiretroviral Therapy in
Suppressing in Vitro FIV Replication.” by Bisset et al., 2001, presents the
combined effect of zidovudine, lamivudine and abacavir as synergistic
antiretroviral therapy. Let's see:

In view of close similarities at the molecular and clinical levels, feline
immunodeficiency virus (FIV) infection of the domestic cat is subject of increasing
attention as an animal model for human immunodeficiency virus (HIV) infection. A
range of reverse transcriptase inhibitors effective against HIV are also active against
FIV, allowing successful use of the cat model to investigate drug interactions and
resistance development. Nevertheless, while combined nucleoside analog and
protease inhibitor usage has proven remarkably effective in treating HIV infection,
combination antiretroviral therapy of FIV infection has been hampered by lack of
protease inhibitors specific for FIV. In an attempt to circumvent this problem, we
have examined the feasibility of applying in the FIV system combination protocols
lacking a protease inhibitor. We now report that, as observed during HIV infection,
the nucleoside analog abacavir (ABC or 1592U89) is able to effectively block in vitro
FiV replication. Furthermore, we demonstrate that combined usage of ABC with the
nucieoside analogs zidovudine (ZDV or AZT) and lamivudine (3TC) also blocks in
vitro FIV replication in a synergistic manner. However. in contrast to its effect on HIV
replication, the ribonucieotide reductase inhibitor hydroxyurea (HU) is unable to
effectively control in vitro FIV replication.

- For its part, the scientific publication “Synergistic Activity Profile of
Griffithsin in Combination with Tenofovir, Maraviroc and Enfuvirtide
against HIV-1 Clade C.” by Férir et al.,, 2011, mentions the use of tenofovir

in combination with Carbohydrates for the treatment of HIV:}

Tenofovir, a well-known and highly prescribed anti-HiV-1 drug for the treatment of
HIV/AIDS infections, has recently also shown jts effectiveness as a potential
microbicide drug in the prevention of HIV transmission.

Here, we evaluated the combination of tenofovir with various members of the class
of carbohydratebinding agents (CBAs) targeting the glycans on the viral envelope
gp120 for their anti-HIV efficacy. The tenofovir/CBA combinations predominantly
showed synergistic antiviral activity using the median effect principle.

These findings illustrate that combination of tenofovir with CBAs may increase the
antiviral potency of the individual drugs and reducing the risk on potential side-
effects.
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- Third, the publication "Synergistic in Vitro Anti-HIV Type 1 Activity of Tenofovir
with Carbohydrate-Binding Agents (CBAs)" by Férir et al.,, 2011 also discloses
combinations of tenofovir and a novel anti-HiV agent:

Griffithsin (GRFT) is possibly the most potent anti-HIV peptide found in natural
sources. Due to its potent and broad-spectrum antiviral activity and unique safety
profile it has great potential as topical microbicide component. Here, we evaluated
various combinations of GRFT against HIV-1 clade B and clade C isolates in
primary peripheral blood mononuclear cells (PBMCs) and in CD4+ MT-4 cells. In all
combpinations tested, GRFT showed synergistic activity profile with tenofovir,
maraviroc and enfuvirtide based on the median effect principle with combination
indices (Cl) varying between 0.34 and 0.79 at the calculated EC95 level.
Furthermore, the different glycosylation patterns on the viral envelope of clade B
and clade C gp120 had no observable effect on the synergistic interactions.

Overall, we can conclude that the evaluated two-drug combination increases their
antiviral potency and supports further clinical investigations in pre-exposure
prophylaxis for GRFT combinations in the context of HIV-1 clade C infection.

- On the other hand, the article “Dose Proportional Inhibition of HIV-1 Replication
by Mycophenolic Acid and Synergistic Inhibition in Combination with
Abacavir, Didanosine, and Tenofovir’ published by Hossain et al, 2001,
discloses the activity of mycophenolate mofetil in combination with Abacavir (ABC),
didanosine (DDI), lamivudine (3TC) and tenofovir (TFV):

Mycophenolate mofetil (MMF), a therapeutically used inhibitor of inosine
monophosphate dehydrogenase is hydrolyzed to its active metabolite mycophenolic
acid (MPA) in vivo. MPA exhibits anti-HIV activity in vitro. We tested MPA alone and
in combination with abacavir (ABC), didanosine (DDI). lamivudine (3TC) and
tenofovir (TFV) against wild-type human immunodeficiency virus type-1 (HIV-1) and
nucleoside reverse transcriptase inhibitor (NRT/)-resistant HIV-1. MPA (62.5—-500
nM). when combined with ABC or DDI. synergistically enhanced activity against
wild-type HIV and the NRTl-resistant HIV clone DRSM34. MPA also enhanced the
activity of TFV against both wild-type HXB2 and TFV-resistant strain HIVK65R, in a
more than additive manner. No significant antiprofiferative effect of MPA (S0.25 mM)
alone orin the presence of ABC, DD/ and TFV was observed. This indicates that the
antiviral effects of MMF may be clinically achievable without fully blocking T-cell
proliferation or inducing immunosuppression. These findings provide further
rationale for the clinical testing of MMF in combination with ABC, DDI, and TFV.
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- As a fifth reference, it should be mentioned the article “Long-Term Successful
Control of Super-Multidrug-Resistant Human Immunodeficiency Virus Type 1
Infection by Novel Combination Therapy of Raltegravir, Etravirine, and
Boosted-Darunavir.” published by Nakamura et al., 2010, reveals the potential of a
novel retroviral combination for the treatment of HIV infection:

Drug-resistant virus infection has been a major hurdle in the management of human
immunodeficiency virus type 1 (HIV-1) infection. Recently, three novel antiretrovirals
[raltegravir (RAL), etravirine (ETR). and darunavir (DRV)] were introduced into the
market almost simultaneously, and salvage regimens containing these three
antiretrovirals have been reported to exhibit strong potency against drug-resistant
HIV-1 infection. However, the sustainability of such regimens remains unclear.
particularly for patients infected with multidrug-resistant viruses. Here we report a
case of supermultidrug-resistant HIV-1 infection which has been successfully
controlled by novel combination therapy including RAL, ETR, and DRV for over 2
years, indicating that the novel combination could become an ultimate weapon
against drug-resistant HIV infection and could alter the landscape of HIV salvage
therapy.

- Similarly, the article “In Vivo Examination of Hydroxyurea and the Novel
Ribonucleotide Reductase Inhibitors Trimidox and Didox in Combination with
the Reverse Transcriptase Inhibitor Abacavir: Suppression of Retrovirus-
Induced Immunodeficiency Disease” published by Sumpter et al., reveals the
potential of combined therapies for HIV treatment:

Inhibition of ribonucleotide reductase (RR) has gained attention as a potential
strategy for HIV-1 therapy through the success of hydroxyurea (HU) to potentiate
the activity of the nucleoside reverse transcriptase inhibitor (NRTI} didanosine (ddl)
in clinical trials. However, the use of HU has been limited by its development of
hematopoietic toxicity. In this study, the novel RR inhibitors didox (DX; 3,4-
dihydroxybenzohydroxarmic acid), and trimidox (TX, 3,4,5-trihydroxybenzamidoxime)
were evaluated along with HU for anti-retroviral efficacy in LPBMS-induced retro-
viral disease (MAIDS) both as monotherapeutic regimens and in combination with
the guanine containing NRT! abacavir (ABC). Anti-retroviral drug efficacy was
determined by measuring inhibition of splenomegaly, hypergammaglobulinemia, and
splenic levels of proviral DNA. In this study, all RRIs tested showed the ability to
improve the efficacy of ABC in the MAIDS model by reducing splenomegaly,
hypergammaglobulinemia, and splenic proviral DNA levels.

Cipla v. Gilead IPR2025-00033 Petitioner Exhibit 1040
1689 of 1915



As can be seen, combinations of antivirals for the treatment of HIV were already known in
the state of the art and so would have suggested to a person skilled in the art the use of
these combinations with high expectation of success, so combinations claimed by the
applicant in the event that the percentage of the polycyclic compound is very low (which is
possible since no preferred percentages are disclosed in the claim chapter), do not meet
the requirement of novelty or inventive level.

The claims lack sustenance and support in the description

On the other hand, the applicant mentions that the specification sufficiently discloses the
characteristics for developing the pharmaceutical compositions according to the invention.
tn view of this particular aspect, it should be noted that pages 34 to 38 of the specification
relate to general and insufficient information as a basis of the claims, excipients and
possible combination agents.

In the experimental section, it is observed that the closest to a composition is the liquid form
for administering the polycycle to Beagle dogs in example 107:

Example 107
Pharmacokinetic analysis after oral or intravenous administration to Beagle dogs
Pharmacokinetic analysis was performed on various test compounds following intravenous
or oral administration to Beagie dogs.

For the pharmacokinetic analysis of intravenously administered compounds, the test
compounds were formulated in 5% ethanol, 55% PEG 300, and 40% water at 0.1 mg/ml for
the IV infusion. For the pharmacokinetic analysis of orally administered compounds, the test

compounds were formulated in an agueous suspension in 0.1% Tween 20, 0.5% HPMC
LV100 in DI water at 1 mg / kg.

However, there is no information available about a formulation containing the polycyclic in
combination with an additional active ingredient, and much less, information that presents
clear evidence on the advantages, unexpected and surprising technical effects achieved by
the claimed combinations. Therefore, the combinations claimed specifically by the new
claim chapter, i.e. the polycyclic compound + abacavir or tenofovir or tenofovir disoproxil
fumarate or tenofovir alafenamide fumarate, among other combinations, cannot be
considered to present evidence of such benefits.

Additionally, the mentioned references suggest the synergistic effect for combinations
between antivirals as claimed in the new claim chapter, therefore, the combinations under
study lack novelty and inventive level.
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Finally, it is important to emphasize once again that WO 2006/116764 (Johns et al) cited in
the opposition brief teaches the possibility of combining the carbamoyipyridone derivatives
disclosed therein with other active agents as reverse transcriptase inhibitors and protease

inhibitors:

34. A pharmaceutical composition comprising a compound according to any one of
Claims 1 to 33, or a pharmaceutically acceptable salt, or solvate thereof.

35. A pharmaceutical composition according to Claim 34, which is an anti-HIV

agent.

54. A pharmaceutical composition according to claim 34 wherein said composition
comprises at least one additional therapeutic agent selected from reverse

transcriptase inhibitors and protease inhibitors.

Therefore, the combination of the carbamoylpyridone derivatives with additional
therapeutic agents such as HIV protease inhibitors, HIV non-nucleoside reverse
transcriptase inhibitors, HIV nucleoside reverse transcriptase inhibitors, and HIV
nucleotide reverse transcriptase inhibitors, have already been anticipated by Johns
et al., whereby the formulation containing said combination and its possibie

synergistic behavior is considered to be neither new nor inventive.

Consequently, we request the analysis of the presented arguments with the usual
rigor and thoroughness, and that consequently, in addition to the denial of the

application in question, oreder the filing of the file containing it.
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Siganture lilegibie
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REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Oficio N° 9194

Ref. Expediente N° NC2016/0005794

Sefor(a)
GILEAD SCIENCES, INC.

Asunto :
Patente de Invencion PCT

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicién presentada por Doctor José
Luis Reyes Villamizar, en su calidad de apoderado de la sociedad TECNOQUIMICAS
S.A., retine los requisitos formales exigidos por la ley al momento de su presentacion.

En cumplimiento de lo dispuesto en la citada norma, se le concede el término de sese

Notifiquese el presente oficio conforme a lo dispuesto en el Titulo I, Actuaciones ante
la Superintendencia de Industria y Comercio; Capitulo sexto, publicacion,
comunicacién, notificacion y ejecutoria de las decisiones de la Superintendencia de
Industria y Comercio, informandoles que contra el mismo no procede el recurso de la
via gubernativa.

El anterior oficio fue elaborado el 20 de junio de 2017.

Atentamente,

A s,
=Y

JOSE LUIS SALAZAR LOPEZ
DIRECTOR DE NUEVAS CREACIONES (C)

Elaboro: Claudia Yaneth Aizate Rios
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