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significant i
i becanse of its location, or who are
_mpheaﬁum (e.g, venous throm-

Mmammmﬁmmmmm

observed in practice.
ﬂmdahdawdhdbﬂwmﬂmmmhomﬂu
Activase in 1122 patients, of whom BAD received n single
dose and 242 received two sequential doses nfCathﬂo
Activase.

In the Cathflo Activase elinical trials, only limited, focused

3. Instill the appropriate dose of Cathfio Activase (see DOS-
AGEMG) ADMINISTRATION) into the ocelug wmr-he-

QM&MmmMMm ‘assess eathoter function

blood. If the catheter is func-

ﬂml.gutuswp? nmmnmmm goto
B

types of serious adverse events were recorded, imludmg 5, &"ﬂ:" 4al mmﬁd‘[euhmh“ nﬂ.&mﬂa ::ummm.n]f
death, major hemorrhage, intracranial h mnrrhaga theter i
naxyuraﬂannlemh:h.andmhermnusadvmasvm oaths!eruﬁmehqz:.gp\q 7”&““ &
not thnngh: to be attributed to or con-

t illness. Major hemorrhage waadein&ias severs

2 should be used with caution in the pres-
mhdmﬁeﬁnnmﬂmmthmﬁmg

blaod loss (=5 mLékg), blood loss requiring transfusion, or
hinod lnss cansing hypotension. Non-serious adverse events
and serious events thought to be due to underlying disease
or concurrent illness were not recorded. Patients were ob-
served for serious adverse events until catheter function

patients with i i entk may re-
d infection into the systemic cireulation (see
As with all eatheterization proce-

be used to maintain aseptic technique.

s, patients muimdnpt:utwnﬂmgﬂmL
Additional re-adminis

raceiving or more doses of Cm‘:hﬁn
df::&m to CVADz has not been

i of Cathlo Activase with other drugs has not
lly studied. Concomitant use of drugs affecting
ar platalit function hag not been studied.
Test Interactions.
'baﬁwmcathﬂoa&nhvmmdhbom

wiks d to be restored or for a of 4 or 6 hours
depending on study. For most patients the observation pe-
riod was 30 minutes to 2 hours, Spontanecusly reported
deaths and serious adverse events that were not thought to
be related to the patient’s underlying disense were also re-
corded durmg the 30 duys following treatment.

Four catheter-related sepsis events peeurred from 15 min-
utes to 1 day after treatment with Alteplase, and a fifth sep-
sis event occurred on Day 3 after Alteplase treatment. All 5
patients had positive eatheter or peripheral blood eultures
within 24 hovrs after symptom onset.

Three patients had a major hemorrhage from a.gmm
tinal source from 2 to 3 days after Alieplase trestment. One
case of injection site hemorrhage was obsarved at 4 hours
after treatment in a patient with preé-existing thromboeyto-
penin, These évents may have been related to underlying
disease and treatments for malignancy, but a contribution
to occurrence of the events from Alteplase eannot be ruled
out. There were no reparts of intracranial hemorrhage.
Mmmnfmbclsvmmdupwrmhrﬂmpvmm

1 he achieved with Cathfio® Activase®

nhwumh:manmnhrymmalelﬁndm

at doses ely 100
the human dose for restoration of function
ADs, No maternal or fetal toxicity was evi-

mgfkg) the human dose for restoration of

oecduded CVADs in pregnant rats and rabbits
@ period of organogenesis.

o adequate and well-controlled studies in preg-

Cathile Activase should be used during preg-

mmdmm;nmmgmmmm

meisminhm

were reported 3 to 7 days after treatment. These
evmm&yhlveheenmhmdhundnbmgdnnmarh
the long-term presence of an. imlwailln;mﬂm but & con-
tribution tp otcurrénce of the events from Alteplase treat-

thpoeedumteg)nninguihesmpllmﬁymm
1. I.fuﬂ:el:atfnnmunhu buen restored, aspirate 4-8 mL of

blood to mmm Activase clot, and
m\us £ &-P' +haba Mﬂl .D_-%D -‘_-, l.“.‘i.l Cp
TSP

Any. d solution should be di

StanmdSWn

Store | Cathflo Activase at refrigerated te

ture (2-8°C/36-46°F). Do not use beyond the
date on the vial. Protect the lyophilized material
tended storage from excessive exposure to light.
HOW SUPPLIED

Calhﬂnéﬂivmhmhedunderﬂe,!yophlmedmdﬁ

Enrh mtmﬂ’mam'mmm one 2 mg vial of
Cathflo® Activase® (Alteplaser NDC 50242-041-64.
Each Novaplus™ Cathfic® Acti carton eontains une
2 mg vinl of Novaplus™ Cathfio® Activase® {thhlﬂ)!
NDC 50242-041-85.

Lmn
ox-
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mmtmnothenhdm'l'hﬂuwammmwmdpulmu—
nary emboli.
Thmwmmmmdemlm!dﬂifmmabmdmm

rallment of pediatric patients to draw any

EJ, Ceorge BS, Boswick J'M,Ah
nKNetal dlhs’rhmmholxnis
in Btudy Group.

Hmnurrhagi.t mmpﬂnaﬂnm nnu:inte:l wifh the mufw
of

gprdmg nalnhve adverse weut. rates (see PRECAUTIONS,

curs, mropliau ﬂm-apyshnn]d ha admini

DOSAGE AND ADMINISTRATION

L‘athﬁo' A.Eﬂm&'l Almmmm for inlﬂ]laﬂon into the dys-
mg/mil.

ion of 1

. Paneuuvmghms Smgmtmt_
=30 kg: . . ol

« Patients weighing =10 to  110% of the internal lumon
<80 kgt volume of the catheter, not

to exceed 2 mg in 2 mL

If catheter function is not restored at 120 minules after 1
dmanfﬁnthﬂoAnﬂvm a second dose may be instilled (sse

t,hm was mm:ﬂiuent nnto].lmmt Et‘ pe-

pdwlm or lqw weight auhpwpu, relative
1o gatheter types used in these pnhanin.n;
adyerse events.

ntsenrolled who were age 65 years and over. no
nial hémorrhage (JICH), embolic events;

be used insﬂnntrmpsﬁentumthmnﬂtmns
i the risk of bleeding (see PRECAUTIONS,

REACTIONS

trials, the most seripus adverse events re-

‘treatment were sepsis (see PRECAUTIONS,
i ina] bleeding, and venous thrombe-

, adverse reaction rates ohserved in the clinical
drug cannot be directly compared to rates in the

trueti for Administration). There is no efficacy or
naibtymﬁ:mnhunmdmmgmmofﬂmgwdmh
this indication. Studies have not been performed with ad-
ministration of total doses greater than 4 mg (two 2 mg
doses}.
for

P_reM:an of Solution - J

R Cathflo Activase to a final concentration of

1 mg/mL:

1. Aseptically withdraw 2.2 mL of Sterile Water for Injec-
tion, USP (diluent is not provided). Do not use Bacterio-
static Water for Injection.

2. Inject the zzm«fs:mtemmhrmmin. TSP, into
the Cathflo Activase vial, directing the diluent stream
into the powder. Slight foaming is not unusual; let the
vial stand undisturbed to allow large bubbles to dissi-

pate.

3. Mix by gently swirling until the contents are completely
dissolved. Complets dissolution should aeeur within 3
‘minutés. DO NOT SHAKE. The reconstituted preparation
results in a colorloss to pale yellow transparent solution
containing 1 mg/mL Cathflo Activase at a pH of approxi-
mately 7.3.

Carthfio Activase contains no antibacterial preservatives
and should be reconstituted immediately hafare nse. The

“solution may be used for mtracatheter inatillation within
8 hours following reconstitution when stored at 2-30°C
(36-86°F)

Mo other medication should be added to solutions contain-

ing Cathflo Activase.

Instillation of Sohition into the Catheter

1. Inspect the product prior to administration for foreign
matter and diseoloration.

2. Withdraw 2.0 mL (2.0 mg) of eolution from the reconsti-
tuted vial.

=

infarction. Am f Med 19&885&!53»3

marmr&ml
| 4. Bovill EG, Terrin ML, Stump DC, Bérke AD, Frederick

M, t}o.'l[an]) ql;n.l. Hmuhmcmtudu:wthuﬂw

t tissue-type |
Ain. and aspirin for acute myocamlnl
of the thrombolysis in myocardial inhrc‘lim (TM);
phase I trial. Ann Int Med 1991;115:256-65. ;
Cathflo™ Activase® |Alteplase) 7289101
Manufactured by: 5 LBOG51
Genantech, Inc. (4821101)
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kappmnl Date September 2001

South San Francieco, CA 940&)—4990
© 2002 Genentech, Inc.
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HERCEPTIN® B
[har'sép-tin]
(Trastuzumab)

WARNINGS:

CARDIOMYOPATHY

HERCEPTIN administration can result in the develop-
ment of ventricular dylfuncuon and congestive heart
failure. Left should be eval d in
all patients prior to and during treatment with
HERCEPTIN. p];i:smhnunhon of ézncm treat-
ment should be strongly considered in patients who de-
velop A clinically significant decrease in left ventricular
funetion. The incidence and severity of cardiae dysfunc-
tion was pa.rlwu]ﬂrly thh in paﬁaﬂtz who rsmived
HERCEPTIN in nes. and
cyclophosphamide. (See WABN]NGS) i

HYPERSENSITIVITY REACTIONS INCLUDING ANAPHY-

HERCEPTIN ad.mnmlrnhun can msu.lt in severe lxypar-
sengitivity reactions (inel is), i
reactions, and pulmonary events, Rarely, these have
been fatal. In most cages, symptoms occurred during or
within 24 hours of administration of HERCEPTIN.
HERCEPTIN irifusion should be interrupted for pa-
tients experiencing dyspnea or clinically significant
h_vmteminn Patients should be monitared until signs
S

y resolve. Di i ion of

e

Continued on next page

Consult 2006 FDR*® supplements and future editions for revisions
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: e Lol ; disiithsincoskiing dose | Gotpared arith matiant R R
b1y AN ) lovel. Tha halffe aversged 17 and 12 daye.at tha 30.4d | aloak ha paticnts randorised o HERCEFTIN sedduests
mmgdmlﬂwlﬂ espectively. Trastuzumab's volume of therapy experienced u significantly longer median time b
HERCEPTIN treatment should be strongly considered distributi . tely that of serum volume Wmm:mmgwm{omt
mmwbmmwwmmsdm-. :«mmammmmuwuuymmdmdtmmg}, longer median duration of response, and a longer median.
arute respiratory distress syndrome. (Sea WAH.N‘ING&] Eean J:Bk serum mmmdu:;- were 377 pg/ml. snrviva) (aes Thible-1). Thess trastinent efacts Werd e
studies using a loading of 4 mg/kg followed by a e HERCEPTIN
DESCRIPTION ~ = "ﬂd’m"‘“”m“‘m’““h“‘mﬂyﬂ Jitaxel ﬁi“&‘:mmmm ;ﬁﬁ
ww&amﬂmmﬁmw :;f trdmge:l hmdﬂ")“uwwgmlg however the magnitude of the effects was greater in the par-
%ma@mwgyw-swmmmmb Mm"‘“‘mw"‘dm“mm“ Heardl sxbici cfome , CLINIOAT. SIOD0SS, G
fular Boian o e Rekag factor approximately T8 pg/mL and 123 pg/mL, respectively. Dataction), =
tor 2 protein, HI ¥ Detectable concentrations of the eirculating extracellular tahle 1 below]

wpidermal gmwth
.52 The antibody is an TgG, kappa
inaf  fratewstk regions  with the
mpmmrity-demrmmmg regions of a murine sm'tibﬂdy
§4D57 that 'Ismdx to HER!

is produced by a
ml.mmu.'liu.n cell (Chinese Hnmnter Oma' [CHOJ) suspen-
sion culture in a nutrient median the antibiotic

containing
gentamicin. Gentamicin s not ({etadnhlo in the final

mammwwmmmlmmmm

protein wwupmu.imll ubmvedm Eimnfprhnm
breast cancers. mpwwnwumpmn can be deter-
mmdmmmmm&mnwm]mdmm

m“.m:mm.oftpe.mqm eﬁ;mmm
expression or gene amplification, however, may vary de-
mdmgun.lhs sensitivity and specificity of the particular
m assay procedures used (see PRECAUTIONS).

campared to the refu'mad studies Mud above, the

was studied as uungla agent in a multi
center, open-label, unghnmﬂmmlkmlmpmmhw
HER? overexpressing metastatic breast cancer who had re

lamtlbllwhsmvrm;rmr regimens
Of 222 lled, 66% had
andmusdmmtwmothmummm

two prior for metastatic disease,
and 25% had received prior myeloablative treatment with
hematopoietic rescue, Patients were treated with o loading
dose of 4 mg/kg IV followed by weekly doses of HERCEPTIN
at 2 mghg IV. The ORR (complete response + partial re-
sponse), as determined by an independent Respanse Evalu.
ation Committee, was 14%, m{ha%mpﬁom
mhandam;m-ﬁn]m rate. Tesponsss
were nhserved only in patients with disease limited to skin
and lymph nodes (see CLINICAL STUDIES: HERZ Dotic-
tiom). fifsife i
HER2? Detection 3
{See PRECAUTIONS: HER2 Testing)
Betemurm:!mlamwampmmismmh
of ‘for HERCEPTIN therapy
(see INDICATIONS AND USAGE). Overexpression of
mmmmwmmmmafﬂmmdm
studies described above. In those studies, a research-use
onlrlﬂﬂasm(wﬁrwdhaatheﬁhnwnlwm

[C‘I'ADwalused.
doseribed belas, HereopTost ((HO

Wi dantisanis A :
tbel[ﬂﬂﬁpm’nm.?nﬁennmuhghlexﬂhnyhﬁ&m
3+ levels of overexpression (hased on a 0 to 3+ scale) by im-
mumhubodwmulmsmntufhmorhnu'nﬁﬁmed

br&unﬂmxhb 7

e e IRk s aGhy
&mﬁmwsmwnhmmhmmm
had not been treated with chemotherapy for

using
[Hﬂanddetaﬁuhlameampﬁﬁwhmuamgﬂsﬁmm
as high in the studies of linieal trial speci-
mens (see CLINICAL Sm Detection and
HER2 Assay Concordance Studies and PRECAUTIONS:
HER? Testing).

mmmbmb«uhmmmmmmnﬂin
wwmmmwmmamwm

Trastuzumab is a mediator of antibody-dependent cellular
cytotoxicity (ADCC)™* In uim!. HERCEPTIN-mediated
mmmmuhmummdmma

ing cancer cells compared with cancer cells that
dn nat ummxpmu HERZ,
Pharmacokinetics

The pharmacokinetics of Trastuzumab were studied in
breast cancer patients with metastatic disense. Short dura-
tion l.nt‘rmmua iﬂfn.mnsnflohm mgomwaekb dem-
onstrated dose- t phar hnlf-li&

previgusly
metastatic disease.” Patients were rando to receive
alone or in combination maﬁmmm
zwenmtmvemus‘iyunimmlmd foﬂml'eé,by
wmﬂymimcmnlzm oﬂhmwhohnd

clophosphamide (AC umhlcm 60 msﬁn or apn-uhmn
75 mg/m® plus 500 mp‘m’ every 21 days
for six cycles), Compared mﬂa patients in the AC subgroups
(n=281), patients in the paclitaxel subgroup (n=188) were
more likely to have had the following: poor pr fsc-

mw!snﬂ?nﬂ:ﬁmmﬂ(ﬂﬁﬂm!,mappmmuw
says to aid in the selection of patients for HERCEPTIN
therapy (see HER2 Detection: HER2 Protein Overexpres-
sion Detection Methods and HER2 Gene Amplification De-
tection Methods), The comparability of either nssay with re-
gard to the ability to predict chinical benefit from
HERCEPTIN therapy has nat been prospectively studied.
In addition, the utility of either assay in patients whose tu-
mors would score as 0 or 1+ by the Clinical Trial Assay
(CTA) has not been established hecause patients with tu-
m:hntmduﬂorhmwﬁﬂmmm
HERZ Protein Overexpression Detection Methods d
mmmmnmmmmwm

1 i bove,
mththeCTAmd wmduo, 1+.3+,w3+w1th3+m&m
ing the strongest. positivity. Only patients with 2+ or 8+ pos-
itive tumors were elislhle (about 33% of those screened).
Data from the randomized trial suggest that the beneficial

tors () I status,

effeets were largely limited to pationts with the

Fiok

mmpﬂumu mmmmi prwthmmv
ech y, radio-

thrnpy), aﬂd u lhn'rtm'dhamﬁw ht-ervnl Shtyﬁwpw
cent of | therapy alone

highest level of HER2 protein overexpression (3+) (see Table
2). In an exploratory analysis, the relative risk (rr) for time
to progression was lower in the nts whose tumors

tested as CTA 3+ (rr = .42 with 95% CL 0,33, 0.54) than in
mwassgmaﬂn-wememm_uw , 115)

to regeive ch
mw;wdymdmmﬁﬁsﬁmeaf‘
progression as part of & separate extension study.

Table 1
Phase III Cliniczl Efficacy in First-Line Treatment

Combined Results
HERCEPTIN

b

All Al
Gl S

(n = 285)

(n=234)

Paclitaxel subgroup
HERCEPTIN

+ +
Paclitaxel Paclitaxel -

The ts the risk of progression in the
HElémNplummhmpymmthe&m
therapy arm. Therefore, a lower ratio represents longer
mhpmmonmthemmemmmem
arm study of HERCEPTIN as a single agent, the overall re-
sponise rute in patients whose tumors tesbed as CTA 3+ wes
m%whihfnmnsemmﬂmAﬂdv it was 6%
HercepTest®, another IHC assay, was assessed for concor-
dance with the CTA (see HER2 Azsay: Concordance Stud-
Mlmhummmwmmwwdmm
the HERCEPTIN clinieal studies described above,

HER2 Gene | Detection Methods

As ahu.rmte for protein overexpression, nl of

(n =92) (n = 96)

8.7 25 T8
52,99 2.0, 43
' < 0.0001

29 .
23, 86

I
5

< 0.001

a8, 85

203
168, 24.2

8.3
55,148

2.1
222,205

e T 5 15 50
28,48
< 0.001

38

30, 46

0.10

8 - 64

78, 14.8 45,85

28

23,3, 32,9

0.16

B8 e
&1, 110 3.7, 74

184
12.7, 244

214

I
16.9, 268.6 183, 26.6
0.17

MeasuTenme

ber of HER2 gene copies using FISH to detect gene
mphﬁmm may be employed. An exploratory, retrospec-
tive assessment of known CTA 2+ or 34 b.nmrmchm
wuperﬁ:rmedundeuctmz;!nsmﬂﬁum

PathVysion®, a FISH assay Data from this e [
analysis involving 680 of 681 (98%) patients enrolled in the
dinmdshdhalaﬂmnghur&hyﬂmb‘lh}ﬂwﬂﬁ'
that the beneficial treatment effects were greater in pa-
ﬂmhwmwmnnwaaﬂﬂﬂ(ﬂhhaninﬁlmeﬁm
were FISH (=), however, time to progression was prolonged
for patients on the HERCEPTIN arm, regardless of the
FISH result (see Table 2), In the single arm study of
HERCEPTIN as a single agent, the overall response ratein
patients whose tumors tested ag FISH (+) was 20%, while in
those tested as FISH (), there were no responses.
These data are not sufficient to conclude whether FISH test-
ing can distinguish a subpopulation of CTA 2+ patients who
would be unlikely to benefit from HERCEPTIN therapy, In
addition, there are no data eorrelating clinieal outeome with
ﬂsﬁmmiuﬁwpamnuwﬂhmmmthnwnﬂ'

or 14 by CTA; thereft g the useful-
nmanlBHmﬂumenlmhﬂmmmbemﬁe
[See table 2 at top of next page|
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HERZ Assay Concordance Studies
[8es PRECAUTIONS: HERZ Testing)
Immunohistochemistry; The DAKO HercepTest®, a.n‘lHC
test for detecting HER2 protein overespression, has not’
been directly studiad for its ability to predict HERCEPTIN
treatment effect, but has been compared to the CTA on over
B0 hraa.n cancer histology specimens obtained from the
National Cancer Institute € ive Breast Cancer Tis-
sue Reosource. Baaeduponmeeensum of specimens test-
ing 3+ L!‘h‘nngly posahvel on the Hemap!bam 82% were 34
{i.e, the with el 1 benefit), 125
-ware2+ and G%wmnsrhont!w(m\.'l'hamm‘
lleroe»TeumD 3+ specimens that were CTA 0 or 1+ would be
expected to represent 2% of the 0 and 1+ population. Of
specimens  testing 2+ (weakly positive) on  the
HercepTest®, 14% were 3+, 20% were 2+, and 66% were 0 or
14 on the CTA. Of specimens testing 0 or 1+ on the
HercepTest®, 2% were 3+, 6% were 2+, and 929% wera 0 or
1+ on the CTA.
Fluorescence in  situ'  Hybridization: The Vysis
4 Plﬂ.‘lVJ’BIonOHERz DNA Probe, a FISH test for detecting
HER2 gene nmpHﬁcahnn.wu tompared with the CTA on
mﬁﬂobmastmm originally sub-
mitted for potential am'oﬂmant in the HERCEPTIN trials.
AHERZ:CEP17 ratio of =2 was defined as FISH positive
(+). Based on these results, of specimens testing FISH (+) by
PathVysion®, 81% were 3+, 10% were 2+ and 9% wera 0 or
1+ on the CTA. The 9% of FISH (+) specimens that were
CTA 0 or 1+ would be expected to represent 3% of the total
CTA 0 or 1+ population. Of specimens testing FISH (—) by
PathVysion®, 3% were 3+, 10% were 2+, and 87% were 0 or
14 on the CTA.

INDICATIONS AND USAGE
HERCEPTIN (Trastuzumab) as a single agent is indicated
for the treatment of patients with metastatic breast ¢ancer
whose tumors overexpress the HER2 protein and who have
received one or more chemotherapy regimens for their
metastatic diseags, HERCEPTIN in oumbinaﬁm with pac-
litaxel is indicated for treatment of p ts with metastati
breast cancer whose tumors overexpress the HERD protein
‘and who have not received chemotherapy for their meta-
~ static disease. HERCEPTIN should be used in patients
whese tumors have been evaluated with an assay validated
to predict HERZ protein overexpression (see PRECAU-
TIONS: HER2 Testing and CLINICAL STUDIES: HER2
Detection).

CONTRAINDICATIONS

None known.

WARNINGS

Cardiotoxicity

Sipsand aymptam of cardiac dymctinn mchasdynp—
urnal d pe-

cough, noet:
nphs.ra] edema, S; gallop, or reduced ejection fraction, have
been observed in patients treated with HERCEPTIN, Con-
gested heart failure associated with therapy
may be severe and has been associated with disabling ear-
tine failure. death, and mural thrombosis leading to stroke
(see BOXED WARNINGS: CARDIOMYOPATHY). Thsclin—
ical status of patients in the trials who developed conges!
hamia;hmwaulamﬁedinrmntymmgtbﬂlw\'ork
Heart Association classification system (I-IV, where 1V is
Mmtmmhwlﬁmrﬁuhﬂm]teﬁ'ﬁ‘hbh 3
[Bee table 3 above]
Candidates for treatment with HERCEPTIN should un.
dergo thorough baseline eardiac assessment including his-
tory and phygical oxam and one or more of the following:
EKG, achocardiogram, and MUGA scan. There fire no data
mwmﬁmmummw
iden

of patients at risk for developing cardiotoxic-
mmmmnmmmmmwmm

Phase [11

Tabie2 1. Slamon D ., Leyland-Jones:
'I‘zettmmtnﬁ'wrvmimloiv Bs.]nmunﬂnA, etal.Um

[

d Tria m

?‘i chemotherapy ]ﬂm a

agninst HER2Z for metastatic
HERCEPTIN Plus Chemotherapy 1 mmmw—-xﬁm le-lhlui
2001;344:783-92.

tierits who fully d from a pi
Prior to readministration of HEECEFPDI thamaamty of
these patients were prophylactically treated with pu-ansdn
and/or mﬂiﬂnnam
While some of these patients tolerated retreatment, others

had severe reactions again despite the use of tactic

medications.
In the keting: of

HER2 Assay Number of Mﬂﬂmﬂ,&mﬂ,—ﬂm ’B;ﬂsmgm Emmr
Result Patients (N} for Timéwirement for umpt«r, , in
CTA 2+ or 8+ 469 049040, 0:81) - - i [ = rssonit Tt
FISH (+1* 325 (.44 (0.34, 0.5T) 070(0«. ;
FISH (=)* 126 0,62.(0.42, 0.94) 106 (0.70; 1.63) “"“"V“‘
CTA 2+ 120 0,76 (0.50, 1.15) 126 (0.82,1.84). .
FISH (4) 32 0,54 (0,21, 1.35) 1.31 (D.53, 3.27)
FISH (-) 83 0.77 (0.48, 1.25) 1.11 (D.68, 1.82)
CTA 8+ 349 0.42 (0.3, 0.54) 'omosl.osm
FISH (+) 293 0.42 (0.32, 0.55) 0.67 (0.51, 0.89)
FISH (-} 43 0.43 (0.20, ﬂlsﬂ 4 U.BBLD.SB 1.98)
‘HS'HmsﬁngmlhwuewaﬁnhlefwﬁlnhhaMpnﬁntsmmﬂnd study.
** The relati pre the risk of p or death mmmuchamhmllmvemuﬂhz
chemothmpj’sm
Table 3
Incidence and Severity ud‘Cs:dnch!fmnthn
, BERCEP’I‘IN-‘-
HERCEPTIN® | HERCEPTIN + cy Anthracycline +
m‘ Faclituﬂ“. mﬁ !"-_' 1 .—. a.b |-| s e B Rif]ﬁa
n=213 n=41 =85 n=143 “n=135
Any Cardiac 7% 11% 1% 28% %
Dysfunction )
Class II-IV 5% 4% 1% 19% a%
Openlahel.smgle-mntmmllmdymdﬁmmedpmr X A 4
b Randomized Phase mstudymmpaﬂngchemoﬂ:mpyplw to chemotherapy alone, where chematherapy is
either antl or paclitakel. g g
annphylaxis, urticaria, b | ‘and/or ufmnnmhmtemedwumm mm
Whmms.mmmmﬁw !ﬂﬂ«hmaﬂinhmwthnmufmmm
The cnset of s d during en miu} medications. o i
sion, but thers bnvaalmbaenrepuﬂsofwymptmmnt - m_ bation *mothara
ter the completion of an infusion. Reactions were most com 4 o controlled clinical trials designed to assess
manly reported in association with the initial infusion. Yhe mipact oF e A8l of SESERS N, ow S
sion should be intsrrupted in afl patients | 2PV the per-patient of moderate to gevere neu-
with severs hypersensitivity reactions. Tn the event of a hy- wm-#mﬂiﬁ_’"ﬂﬁ“"?ﬂ*ﬁ?ﬂm patients
persensitivity reaction, appropriate medical therapy should e eumb_ M‘-sm-- ! hrasiosfed ol ok
be administered which may include epinephrine, cortieo- ave ‘g’m?ge “;iﬁ;mah thoge who “‘;:“’i
. bronchodilators, and oxygen. erapy alone. In the postmarketing setting, deaths
Patients should be evaluated and carefully monitorod wntil | Q1S i0 Sepsis in patients with severe nentropenin have been
complete resalution of signs and symptoms. mpur?edm pabiF Tecervng Lyl t mi'mi yqlomp-lu
‘There are no data regarding the most appropriate method of ?m:;d : me"u&d d
identification of patients who may safely be retreated with | 'Pro A% _post-marketing), e ineidenc ___*e_i,aeptu: eaths
..mmremmmngammhypmﬂmuy w”mw hﬂ:?fbmuhﬁ”'?:ﬁ:;ib‘em
mﬂmmmmmwmpa— h P quHERCEPImmunﬂnp “m‘_

mmmmmmmmw aluated (see AD-
VERSE REACTIONS: Anemia and Leu.hipanin. AH\'E,RSE
REACTIONS: Infection).

Pulmaonary Events

Severe pulmonary events lpadingtodmhhwqhemm—
wrhﬂmely with the uge of HERCEPTIN

marketing setting. Signs, symptoms and findings in-
clude dyﬂpmn, pn.lmﬂnnry infiltrates, pleural effusions,
non-cardiogenic pulmonary edema, pulmonary insufficiency

dizease nrmmdw

complex characterized by ‘and and on

included nansea, vnmvhug, pain (in some cases. at tumor

mt-ue). dache, di , dyspnea, hypote rash, and
iat, These r wmuwul[ymild moderate in

-Pnﬂnmmeiﬁngmjlj-mﬂd indergo frequs
S 7 : p Y

MMJMMMWHWm
tienits who received HERCEPTIN concurrently with anthra-
ucﬁnmmdstnmggmmmwdmmmmm
Ihlpmhahﬂmofurdmdyxﬂmmnn
Pre-existing e di or pricr cardiotoxic therapy
{m.mmumwrmhmtherawwthauheww
mmummmmmwmﬂ:mpy.
w&,thsdmamnotndewaww Inat

severity. (See ADVERSE REACTIONS.)

However, in postmarketing reports, moTe severe adverse re-
actions to HERCEPTIN infusion were observed and in-
cluded bronchospasm, hypoxia, and severe hypotension.
These severs reactions ware usually associated with the in-
itial infusion of HERCEPTIN and generally occurred during
or immediately following the infusian. However, the onset
and clinical course ufevn:rtabie. For some patients, symp-
toms d and led 1o further

the
between HERCEPTIN-induced cardiotoxicity and thue

1 pulmonary
cumphcaﬂm: [Sue WARNINGS: Pulmonary Events) In
other patients with m onset ufn'q;ns and symptoms, in-
itinl i followed by clinieal dnbenmmnn.

Wmﬁmmmm«lm mmsnu
with cardiac dysfunction responded to appropriate medical
therapy often including discontinuation of HERCEPTIN.
The safety of continuation or resumption of HERCEPTIN in

factors.
Mﬂnnnwn{mﬂm&mpy;hﬂnldbe z
wha. d v significant

iGS: HYPERSENSITIVITY REACTIONS IN-
CLUDING ANAPHYLAXIS), Signs and symptoms include

Delayed mheﬂthmpuddimul&uhmm
tion have also been reported. Rarely, severe infusion reac-
WMEMWmehmM

intr!n!ichm

tumor in of the lungs, resulting in dyspnea at
reat, may be at greater risk of severe reactions.
Otharmevmbareportednmlymmmmﬁug
setting include p -y fibrosis.

PRECAUTIONS
General

HERCEPTIN therapy should be used with eaution in pa-
tients with known hypersensitivity to Trastuzumal, Chi-
M'M%qmﬁ proteins, or any component of this

therapy including axygen; intravensus :ﬂwh, mmgmn,

and corticosteroids,
l‘hmmudnlaugndhgthe ‘appropriate method of

Drug
%mhwbsmm&mddrqmwunmﬁmw
d with HERCEPTIN in humans.

identification of patients who may safely be retreated with
HERCEPTIN after experiencing a severe infusion reaction.

to readministration of HERCEPTIN, the majority aftlme
patients were prophylactieally treatod with pre-medications
including antihistamines and/ar eorticosteroids. While same

5

Administration of
paclitaxel in combination with HERCEPTIN resulted in a
two-fold decrease in HERCEPTIN clearance in n non-
human primate study and in a 15-fold increase in
serum levels in elinical studies. (see CLINI-
CAL PHARMACOLOGY: Pharmasokinetice.)

Cantinued on next page
Consult 2005 PDR* supplements and future editions for revisions

—
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mﬁmm mummmmmmm i
for pati aleo-

Table 4
Adverse Events Oceurring in = 5% of Patients or at
Increased Incidence in the HERCEPTIN Arm of the Randomized Study
(Percen), of Patients)

ummm&mw (See mmuan.l

DESCRIPTION o ot s g 'ONS-'HTUTED
Hﬂﬁm sl etn . & SINGLE USE.
b bred s i esis, Impairment of Fertility

WENGTEPTIN has not been testod for its carcinagenic

potential.

Mutagenesis

No evidence of mutagenic activity was observed in Ames

tests using six different test strains of bacteria, with and

without mewbonc activition, at coneentrations of up to
et P DB Do n -

cytes treated in vitro at concentrations of up to 5000 pg/

plate Trastuzamab, with and without metabalic activation,

revealed no evidence of mutagenic potential. In an in vive |

madﬁ:lmbu]m mlrwenmdmwufuptn 118 mg/'ky

hwifmuud‘mr -7
A fertility study has been cond mkuw]a ynomolgus
mankeys at doses up to 25 times the weekly himan main-
mumdmaofﬂwmﬂmmdhu revealed no
mdnncan(mpmdﬁarﬁhty

f lwd.mihnwboen conducted in cynomolgus
muuhnatdmuph%mthewklyhumnmm
tenance dage of 2 mg/kg HERCEPTIN and have revealed no
evidence of impaired fertility or harm to the fotus. However,
mzmwmmmbghmwmhmﬁm
includi nnd neural ti ; in mice lack-
ing HER2, embryos died in eurly gestation." Placental

the early (Days 2050 of

transfer of HERCEPTIN during _
gestation) and late (Days 120150 of gestation) fetal devel-

There are, how-

mddmmcymlytfdm!ynaednﬂ, }
Nursing Mothers b
A study endueteg in Imaﬁngcynmu ¢ monkeys at
doses 25 times the waeldy human nance dose nl'

mwcnmwmmnwmwd&m
tinue nursing during HERCEPTIN therapy and for 6
mﬁmaﬁerthalmmwm

Padiatric Use
Thnmﬁtyaq#wmafmcmmmkk
‘patients have not been established.

Geriatric Use

HERCEPTIN has been admini d to 133 who
were 6 years of age or over. '!hamknfmrﬂincﬂynﬁmchm
may be i d in geriatric p The reported clinical
experierica is not adequate to determine whether clder pa-
tients respond differently from younger patients,
ADVERSE REACTIONS -
mmumun&mummwnﬁmm

= cardion J.hy. hypersensitivily reactions includ-
ing anaphylaxis, pulm y events, and
b S o S GG in ik ; in-Pléass

refer to the BOXED WARNINGS and/or WARNINGS sec-
tions for detailed descriptions of these reactions. The most
mmmnnaﬂvemrulﬂuﬂa assaciated mmmmm
nse are fever, chills; i d cough,

ggg@g AT
g HEE
5

Single:
Agent.

n=1352 n=01

HERCEPTIN
+ Paclitaxel

HERCEFTIN
+AC
n=143

© Paclitaxel
. AC Alone
=135

as a Whole

conkRERRRES

=1

51
15
a7
14
24

Nausea and wmwng T

EoBRE

14
24

©w

22
10

e
L

24
37

25
22
43
12
23
13

<=

ool

41
- 27
22
22
21

oRERR

a8
12
11

18
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verse events are based on in 958 patients en-
rolled in all clinieal trials of HERCEPTIN conducted prior
bamrkeﬁngnpwaL

Cardiac Fal

Foradm&:hmnfmdjmhmiﬂhm mBﬂXEDWARN
INGS: CARDIOMYOPATHY and WARNINGS: Chrclw

toxicity.

Anemia and Leukopenia

Innmnﬁnmmad, controlled trial (see CLINICAL STUD-
IES), the per-patient incidences of anemia (30% vs. 21%)
m\i lnukopgma (63% \rs 8’3’%] werehiaharm patients re-

penia was g& (23% [21/92] vs. 17% [16/94]) in putients
siv . chemthmp i ﬂnmwﬂ% m“%
e v A% to

In the postmarketing , there have also mpm

of febrile in and tion with neutropenia culmi

mngmduahmmawimwmmmnm
‘isee  WARNINGS:

of Ch ¥ | d Neutropenial,

Infusion Reactions
e S ) e ehill andlor Tove
wunbmvndmsboutw%ufpuhmtnmdimﬂmﬂu,

Yy PP Py
By Kak o

¥ a8
mpuﬁdhthmemmvmcbmotﬁenpydom The ma-
jority of these cytopenic events were mild to moderate in in-
tensity, reversible, and none résulted in discontinuation of
therapy with HERCEPTIN.

headache, raah.andmsummu

Because clinical trials are conducted under wideiyvm
conditions, advarse reaction rutes:observed in the clinical
hhhof;dmgmmthdmﬂymwudwmmmh
clinival trials of another drug and may not reflect the rates
‘abserved in practice. The adverse reaction information from
elinical trials does, however, provide a basis for identifying
mmmmmtmmwmmm

Ina randam.iﬁad controlled trial mdwtad in the post-
also i of

mdamta fu merll.y and

¥
AT i &

marketing setting, there were
NCI(YI'CGmdeNdmtmmmn vs. 22% [21/
94]) and of febrile neutropenia (23% [21/91] vs. 17% [16/94])
n patients randomized to HERC_EPTIN in combination
with th v a8 compared to
cbemthnﬂmy alone (aae ADVEB.SI "REACTIONS: Infec-

for approximaging rates Hﬂmaﬁﬂllmcmatrw following the istra-
Additional adverse reactions have been identified during | tion of HERCEPTIN as a singla agent, with an incidence of
post-marketing use of HERCEPTIN. Bsuuxathmmm— Gudemwndwmmc atelets, hemoglobin all <1%.

tiona are reportad vol from a population of nneer- | No Grade IV toxicities were o agmad

tain size, it is not always possible to reliably estimate thuir | Diarrhea
m&mawmmnwm Of patients mtadw:thHERCEmN as § single agent,
Dnmnwhd labeli 25% rienced diarrhea, a.nmmaudundemufm

mwmummmmumnwnﬁnnmfmm rhea, primarily mild to moderate in severity, was observed

(1) seri of the tion, (2) frequency of reporting, or

(3) strength of causal conmection to
mmmmmmmmw
HERCEPTIN alone:

in patients receiving HERCEPTIN in combination with
chemotherapy. :

Infection ! :

In a randomized d trial {see CLINICAL STUD-

lESJ,hmndmnmeyﬂnwxlmeumm
piratory infections of minor clinical significance or catheter

mwmwmmwmm
tion with chematherapy and four openlabel studies of
munwemmthaﬁszhat&md
10-500 mg administered weekly. Data regarding serious ad-

fie was higher (46% va. 30%) in patients receiving
HERCEPTIN in combination with chemotherapy as com-
mdhtbmmmngchamﬂmmw;hm
d ducted in the post:
mmmwmd&mhmw

Information will be superseded by supplements-and subsequent editions

6

rash and
qnmt:lj with subseguent HERCEPTIN infusions. (See
BOXED WARNINGS: INFUSION REACTIONS and
WARNINGS: [nfusion Heactions.) :
Additional adverse reactions have been identified during
postmarketing use of HERCEPTIN. Because ﬂme redr-

qunmyormbﬁnha causal relationship to HERCEPTIN

exposure. Decisions to include these regetions in lnhsli!a.
mlm:lwﬂyhmianmumm af the fullowing factors:
(lnemumusdthemchon (Z)anqutmmtm&m
18) strength of causal to HERCEPTIN.

itivity
Nmmm
In the puhuu-&etmgaem m'sn w;aemxmﬂvﬂy et
ocis Citlnas and: pak
mm?adrmmnhhme been reported (see BOXED
WARNINGS: HYPERSENSITIVITY REACTIONS IN-
CLUDING ANAPHYLAXIS and WARNINGS:
tivity Reactions Including Anaphylaxis). These events in-

......ing

clude phy g !
hypotension, hypoxia, dyspnea, pul y infiltrates, plev.
ral effusions, non-cardiogenic pulmoneary and acute
respiratory syndrome. For a detailed i
see WARNIN




PRODUCT INFORMATION

Detarmine the number of mg of Trastuzumeb needed, based
mah&dhgﬁudiﬁgha%mh&&h&yﬁ#wﬁ
maintenance dose of 2 mg Trast bk

' 11, Slamon D J., Leyland-Jones B,
anmmdmﬂiﬁ mﬁfw

body-
Calenlate the volume of 21 md\:nb'hutmmthinluﬂnl'

ilonephritis, focal glomer and
Complieati d volt averload and
congestive heart failure,
[Sea table 4 at top of previous page|
Other Serious Adverse Events

mﬁﬂwmgmmm“hmmdmlt
wmnﬂ'ﬂwmmhﬂNmﬁmh
clinics] studies:

giasn“’hnh\. ccellulitis, m;ﬂiylncbﬂdmmn,ud-
tos,’ us, radiation injury, deafness, amblyopia

Cardiovascul ncul.i.rtlm:mhoms,
@r v permmﬂal

Nervous:- mrnhin,.-nm mﬁﬂnn. manic msr.-ﬁm .

udwﬁhﬂmﬂlﬁmmﬁﬁm&uvﬂmﬂ.uﬂﬂﬁmaﬂ
bag ining 260 mL of 0.9% Sodium Chloride
Injection, USP. me%lsowmnsqounﬂm'

admmntmﬁnn.
Noinﬂm;nﬁbﬂlﬁn mmrm ﬁhd]nlym,vl-
chloride or poly

Storage ;
VlallufmﬂEPHNmmbhatz-B'C(Mlﬁﬂ
reconstitution. Do not use beyond the upﬁdﬁun

T apnea; 'pnanmnﬂ:mm th 'k
Skin hrges sostr,skin ulcoration '
hgdmnﬁphmds kidnq fu'lun, w-mul can-

i v

wﬂﬂ'
mmmmmomwﬂumhmm
human antibody (HAHA) to Ty
mpﬁmvhuhtdmnﬁhghmlﬁiﬁm
mmmmmﬁmmmm
sults  ware  considored positive . for mt:bcdmn to
HERCEPTIN in the HAHA for Tra; b, and are
wwmmmmmmwmsnw

tibody poeitiv-
Hyhunwmsbumﬂumdbymfmmmludp
mg nmpk handling, timing of sumpln :collection,
maﬂm;fm;dundaﬂying %rthuu

P thesiha i

mwmmmwmurmnmm
wwhm

'!hunmumm ove;dnugpmhumnnhw

mslngledmhlgl:uthmmmhwamhﬁm

with BWFL, as sup is stable for 28 days after reconsti-
tution when stored refrigerated at 2 8°C (36_46°F), and the
ing multi-dose reconstituted salution after 23 days, If un-
| preserved SWFI (not supplied) is used, the reconstituted
unused portion must be discarded. DO NOT FREEZE

HAS
mmummfﬁmcmmminﬂmmdmmmpm
nylehloride or polyethylene bags containing 0.9% Sodium
Chloride Injection, USF, may be stored at 2-8°C (36-46°F)
for.up to 24 hours prior fo use, Diluted HERCEPTIN has
been shown o be stable for up to 24 hours at room temper-

ature (2-25°C !vm;helm HERCEPTIN con-
tains no effective preservative, the reconstituted and di-
luted solution should be m'ed WMC} ]
EOWS!JI’PLIED Y
mcmmmnuumb;muppnsd uuynphnm}
sterile powd 40 mg Th
pervialwdermum.
Mwmmmdufaumgﬂl:kcmm'
(FPrastuzumab) and one vial containing 20 mL of Bacterin-
mwnwﬁwhmuon.usr Liasbawia&mhol.m
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| General ] 11.:'.

Inmmdmwwpmhmlnduﬂmnlmhnm
demonstrated that Nutropin is therapentically equivalent

Mbmlﬂﬂ?!)hvel:nmlhrhthdumnﬂ:p&mlmy
derived hGH. :
Amm ‘that have been dmnmm.ed fnr Nutropm, an-
mmumdmmn mﬂuda. ok
A. Tissue Growth
1)MMGB!MMM
dm&rlcpmtswﬂhmwﬂimaduwdh&nidu—
quate ‘GH or. secondary to
chronic renal msuﬂmmﬁﬁmd mpnhmu with Turner
syndrome. Skeletal growth is aceomplished at. the epi-
- physeal plates at the ends of a growing bone. Growth and
. metabolism of epiphyseal plate cells are directly stimu-
lated by GH and one of its mediators, IGF-1. Serum levels
of IGF-I are low in children and adolescents wha are GH
deficient, but increase during treatment with GH. In pe-
~dintri¢ patients, new bone is formed at the epiphyses in
response to, GH and 1GF-1. This results in linear growth
. until these growth plates fuse at' the end of puberty. 2)
Cell Growth: Treatment with hGH resuits in an increase
in both the number and the size of skeletal muscle célls.
3) Organ Growth: GH influences the size of internal or-
gans, mﬁud:ng kidneys, and increases red cell mass.
_ Treatment of hypoj or genetic dwarf rats
- with GH results in organ growth that is propertional to
the averall body growth. In normal rats subjected to
nephrectomy-induced uremia, GH promoted skeletal
and body growth,
B. Protein Metabolism
Linear grwth is %::::msad in pug by GH- ahmula&ad

profein
as demonstrated by a decline in urinary n.'ltmm eXCre-
tion and blood urea nitrogen during GH therapy.

C. Carbohydrate Metabolism
GH is a modulator of carbohydrate metabalism. For ex:
ample, patients with inadaquate secration of GH some-

Continued an naxt page
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