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Patent Infarination Leaftet Attagned

'PACLITAXEL

Injection
Rx only

WARNINGS
Pachitaxel injechon shoukd be admintstered under the supernision of a physician experienced in the
use of cancer chemotherapeutc agents. Appropriate management of compl:catons 1s possible only
when adequate diagnostic and treatment faskties are readty avadabla.

is and sevese hy ity reacbons ¢ ized by dyspnea ang hypotension
requinng treatment. angicedama, and generalized urticaria have occurred in 24% of patients
recaiving paciitaxe! in clinical triajs. Fatal reactions have occurred in mm despis premedication.
All patients shoutd be with cor i ning. and H, antagonists. (See
DOSAGE AND ADMINISTRATION section) Patients who experience severe hyparsansitiaty
reacbans to pacltaxel should not be rechallenged wath the drug.
Paclitaxel therapy should not be given to pavents wilh sofig Rimors who have baseling neutrophil
counts of less than 1,500 cells/mm*and should not ba geven to panents with AIDS - related Kapos's
sarcoma if [he baseling reutrophd count is less than 1000 cefs/mm’. In order to monor the
occurrence of bone martow suppression, primanly aeuropenia, which may be severe and result in
infaction, @ is recommended that trequent peripheral blood cell counts be perlormad on all patients
receiving paclitaxel.

DESCRIPTION

Paclitaxe! Injecton is a clsar colorless 1o siightly yeliow viscous sofuton. Itis suppiied as a non-
aqueous solution intanded for dilution with a surtable pasenteral Ruid prior to intravengus infusion.
Paciitaxel is avatlable in 30 mg (5 mL), 100 mg {16.7 mL) and 150 mg (25 mL) muftudose vials. Each
mL ot stanle nonpyrogenic solubon contains & mg paclitaxel. 527 mq of polyoxd 35 castor ail,
2 mg citric acid anhy and 49.7% {vA} alconol, USP.

Pacltaxal is a natural product with antiumor activity. Packitaxed 15 2 natura! product which is extract-
ed. isolatad and purified from biomass obtained from an ornamental yew, faxus X media Hicksi'.
Tha chemical name for paciitaxet 1s SB. 20-Epoxy-1-2a. 4, 78, 100, 13a-headroxytax-11-en-3-0n8
4, 10-giacetate 2-benzoate 13-aster with (2R, 35)-N-benzoyh-3-phenyirsoserine. Paclitaxel has the
following structurat formuta:
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Paciitaxel is a whita to off-white crystalling powder with the empincal tormuta CHgyNOy4 and 2 mol-
ecutar weight of 853.93. It is highly tipophilic: insoluble in watar, ang melts at around 216°-217°C.

CLINICAL PHARMACOLOGY
Paclktaxel is 3 novel antmicrotubute agent that promotss the _asumnly of mlqumbun Aﬁun
tubutin dimess and stabibzes mi by This stabdity resuits in the

innibetion of the normal dynamic rearganization of the microtubule network that is essential for vilal
intarphase ang mitntic cellutar tuncpons. In addrtion, pactitaxs! induces abnormal arrays or ‘dundies’
of miciotubules throughout the ceil cycle and multiple asters of microtubuies dunng matosis.
Following intravenous administraton of paclitaxel imjecbon, pacitaxel plasma concentrations
deciined in a biphasic manner. The initial rapid decline rep st to the pari
compartment and stiminatron of the drug. The latter phase is dus, inpart. v a relatively siow efflux
of paciitaxei irom the peripheral compartment.

Phasmacokinetic parameters of pachitaxal following J and 24 hour infusions of paclitaxs! at doss
Jovals of 135 and 175 mg/m’ were determmed in a Phasa 3 randomized study in Qvarian cancer
patients and a8 summarized in the (oflowing table:

TABLE 1: SUMMARY OF F OKINETIC PARAMETERS - MEAN VALUES
003€ INFUSION N AUC (8-=] T-HALF Uy
(mg/m’}  OURATION () (patients) (ng/ml) (ngeivml, (L}] (Wh/m")
135 24 2 195 6300 sa.7 a7
178 u 4 365 99 15.7 psll
135 3 7 170 7952 131 177
175 3 ] 3650 15007 202 122

Ciax * Maximum plasma concentration
AUC (O-e) = Area under the plasma concentration - ime curve from time 0 to intingy
CLy = Total body clearance

1t appeased that with the 24 hour infusion of pactitaxel, a J0% incraase in dosa (135 mg/m' versus
A75 mg/m') incraasad 1o Cuu by 87%. whereas the AUC(0~) remained proportional. The mean
apparent volume of distrdiution at staady stata, with the 24 hout infusion of pactitaxel, ranged from
227 10 688 Uy, ingicating extensive i ion and/or tissue binding of pacitaxel.
The phasmacokinetics of pachtaxel wese also evaluated in adult cancer patients who received
single doses of 15-135 mgAm’ given by 1 hour infusions (n=15), 30-275 mg/m’ grven by 6 hour
infusions (n=36). and 200-275 mg/m’ givan by 24 hour infusions (ns54) in Phase 1 & 2
studies. Values for Cly and volume of distribution were consistent with the findings in the
Phasa 3 study.
In viro studies of binging to human serum proteins, using paciitaxel concentrabons rangang from 0.1
50 pg/mi, indicata that between 89-98% of drug is bound; the presence of cimetidine,
ranitidine, dexamethasons. or diphenhydramne did not aect protein binding of pacliaxel.
ARer intravenous admintstration af 15-275 mg/m' doses of packtaxel as.1. 6, or 24 hour infusions,
mean vatues for cumulative urinary recovery of unchanged drug ranged from 1.3% to 12.6% of the
dose, indicating extensive non-renal clearanca. in (ive patents administesed 3 225 or 250 mg/m*dose
of raco-labeled paclitaxsl as 2 3 howr infusion, 3 mean of 71% of the radivacvity was
excreted o the fecas in 120 hours, and 14% was recovered tn the unne. Tatal recovery of radicactiv-
fty ranged trom 56% to 101% of the dosa. Paciitaxel represented 2 mean of $% of the administered
i for

radwactmity recovered in the feces, while primarily 6

the baiance. /n vitro studies with human liver microsomes and bssue slices showed that pacinaxal
was ized primardy 1o G i by the P450 isozyme CYP2C8; and 0
two muor ites. 3'-p and 6a. 3-p-oiy by CYP3A4. in vitro,
the metaboirsm of pacitaxel to Ga-hySroxypaciitaxel was ahibried by a number of agents (keto-
conazole. veragamil, diarepam. quiniding, i iposi ide, and

vincristne), but the concentrations used axceedsd thosa found in vivo foliowing normal therapeutic
doses. Testosterane, 17a-ettunyl estadiol. retnoic 3od, and quercetin. 3 specdic inhibitor of
CYP2C8, atso inhibyited the formation of 6ax ift vitro. The { ol pacti-
taxe! may also be artered i vivo as a resut of i with thatars induc-
&S, o inhiditors of CYP2C8 and/or CYP3AA. (See PRECAUTIONS: Drug tnteractions section.) The
eflect of renal o hepatic dystunction on the disposidon of pacttaxel has not been investigated.
Possidle intaractons of paclitaxel with y inistered icati have not been
formally invastigated.
CLINICAL STUDES
Ovartzn Carcinoma: Second Ling Data: Data trom tive Phass 1 and 2 cunxca studies (189 patients),
a mulncenter rindomized Phase 3 study (407 pavents), as well as an intenm analysis of data from
more than J00 patents enrofied m a treatment referral center program were used in Support of the
usa of pacirtaxe! injecton in patients who have falsa 1t or subsequent chemotherapy for
‘m‘eusunc wanom: of the ovary. Two of the Phase 2 studies (92 patents) utilized an initial doss
i by
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with he 24 hour infusion of paclitaxet. a 30% increase i dase (135 mgmm? versus
':;sm:é,"a::m?.a the Co, by BT%. whereas the AUC{0-=) remained proportonal. The mean
apparent volume ol distrbution at steady s@aie. wih I_ne 24 hour infusion ot Dal:lnla_xel. ranged trom
227 1o 688 Um?, indrcabing extensive extravasculdr distnibulion and/or trssue binging o:' namumu
The uhavmacol;ntucs of pachitaxel wete also gvalu_ated n adun ca;:;‘r‘r ;an;:nivznonn;e;:"
ingl 5 of 15-135 mg/m? given by 1 hout intusions {n=15), 30- ¢/m g A Y .
sinole dose 6). and 200-275 mg/m’ gven by 24 hour intusions (ns=54) in Phase 1 &
:":11?5 \(/:m.is,'loalncu ang volume of distibution were consisient wilh the kndings in the
i .

- f ranging from 0.1
Z"i‘:di’:.‘.’l of tinding o human serum grotens, using naclwe’:;mv::"zz;:‘c . ’; c°|m tiim,
10 50 pg/ml, widicate that between 89-98% of drug boul 'ninuma o pachiaee]
ranitidine, dexamethasane. or diphenhydramine did ot atect protein e fawy tusions,
Aftgs intravenous agmmistration of 15-275 mg/me doses of pachitaxet IS' o Lo 1o 126% ol t
mean values for cumulatve unnary recovery of unchanged drup ran_a:ﬂ 104 27.5 ? 260 mo/mdose
dose, indicating extensive non-renal clearance. in fve pabents aﬂmmlsle.red 3 o ooy was
ol radw-labefed pachiaxel as a 3 howr infusion, a mean of 71% of the radi e
excrated in the feces in 120 hours, and 14% was recovered in the unine. Total recovery of v:dlpac /
Wty ranged from 56% 1o 101% of the dose. Pachtaxel represented a mean of 5% of the administeres

" red i the leces. whle . primarity 6 fot
:::'::um:c'? ’:'c :':ae:mones Wit human ver miciosomes and bssue slices showed that paciitaxel
was phimardy 1 Ga-hy ltaxel by the cytochrome PAS0 isozyme CYP2C8; and o
two minot 3-p-hy and 6a, 3'p ¢ by CYP3A4, /n vitro,
the metabolism of pachiaxel 1o Ga-hydrcxypacidaxe! was inmbited by a numbpv of agem; (Xeto-
conazole, verapamil, diazepam, guinidine, Cyclosporm, , eloposide, and

wincristing), but the concentrabons used exceeded mese.louna invivo lo!lowmg nm;pﬂ»m;;peu:
doses. Testosterone, 17a-ethinyl estadiol, reunoic a_aa. ano quercetin, a speciic inhil 'ID‘ -
CYP2C8, also inhibited the lormation of 6a: hyorary mm vitro The orama oi::m-
invivoas a result o wi
e"::.ﬂom‘::':o?: :llg:dma and/or CYP3AA. (See PRECAUTIONS: Drug Inlmdl_ons l_mlm) The
ettect of renal or hepat dystunchion on the gisposition of nac_lnFJd has not been lnvesnoam:. een
Possible intaractions of pachtaxel with itantly have no
formally inveshgated.
&:L'c:tlsr:ﬂ:ﬁ Second Line Data: Data3 trom five Phase 1 and 2 chnical stugies (189 patients).
a mylticenter randomized Phase 3 study (407 patients), as well as an intenm anary_sns of data from
more than 300 pabents enralled in a reatment referral center program were ysed in support of the
use of pachtaxel injection ¢ patients who have failed initiat of subsequent chemotherapy for
metastatic cascinoma of the ovary. Two of the Phasa 2 studies (92 patients) uthzed an «m_nal dm
0! 135 to 170 mg/m* in most patients (>%0%) administered over 24 hours Dy contmuous infusion.
Response rales in these two studies were 22% (95% CI: 13 m_JT%) ang 30'/._ (95% Cl: 1810 46%)
with 3 Iotal of sx comglete ang 18 pastial responses in 92 patients. The median duration of overatl
response in these wo Studies measured from the trst day of unalme_m was 7.2 mupms (ufme: 35
10 15 8 months) and 7.5 months {range: 5.3 to 17.4 months), respectively. The median survival was
8.1 months {range: 0.2 to 36.7 months) and 15 9 months (range: 18 10 34.5» months).
The Phase 3 study had a bifactoral design and compared the ethcacy and sately of pacidaxel,
admenstared a1 two diftersnt doses (135 or 175 mg/m") and schedules (3 or 24 hout infusion). The
overall 1esponse rate tor the 407 patrents was 16 2% (95% CI: 12.8 10 20.2%), with 6 compiets and
MO (e oy, Curamon of tesponte. Measured Irom the Jirst ody of freatment was 83
. months {range: 3.2 to 21.6 months). Medan time to Progression was 3.7 months (range 0. fo
25 1+ months). Median survival was 1.5 months {range: 0.2 10 26.3+ monms),
Responss rates. median survival and medan ume 10 progression for the 4 arms are given in the
foflowing table.  {

TABLE 2: EFFICACY IN THE PHASE 3 SECOND-LINE OVARIAN CAACIOMA STUDY

175/3 175/24 1353 135/24

. {0<96) (n=106) (n=99) (n=106)
* Responss
- 1ate (percem) 14.6 21.7 15.2 13.2
- 95% Contidence Interval (8.5 -23.6) (14.5 - 31.0) 9.0-241) (7.7-21.5)
* Time to Progression
- median (months) 44 42 34 28
- 85% Confidence Intervat (3.0-56) {38-5.1) (28-42) (19-40)
* Survival

- medlan (morhs)

1S 118 131 10.7
- 95% Conlidence Interval (8.4-144) (89-146) (9.1 -148) (8.1 -136)

Analyses wese performed as planned by the bifactorial study design descrided m the protocol, by
comparing the two doses (135 or 175 mg/m') irtespective of the schedule (3 or 24 hours) and the
two schedules wrespectva of dose. Patients recanving the 175 mg/m’ dose had 3 T3pONSE raty s>
far 1o tha1 of thosa receiving the 135 mo/m' dose: 18% vs. 14% (p=0.28) No dference in response
fate was getectsd when comparing the 3 hour with the 24 hour infusion; 15% vs, 17% {p=0.50).
Patients recewving the 175 my/m’ dose of paclitaxel had 3 longer tma to progression than thosa
raceving the 135 mg/m? dosa: medan 42 vs, 31 months (p=0.03). The medan tme o progres-
sion for patients recewving the 3 how vs, the 24 hour ifusion was 4.0 months vs. 3.7 months,
respactively. The madian survival rats was 11.6 months i pavents receiving the 175 mg/m? doss of
pachtaxel 2nd 11.0 months in pabents receiving the 135 mg/m doss {p=0.92). Msdian survival was
11.7 months for patents receiving e 3 hour infusion of pachiaxel and 11.2 months for patients
receving the 24 how infusion (p=0.91). Thess staustical analyses should be viewed with caubon
because of the muMiple comparisons made,

Paclitaxel remained attve o patents who had developed resistance to pltinum-containing therapy
{defined as wmor progression while 0N, 0r tumor relapse within 6 months hom completion of, a
pltinum containing regimen) with 1esponse rates of 14% in the Phass 3 study and 31% n the
Phass 1 & 2 clinical studies,

The adverse event profile in this phase 3 study was consistent with tat saen for the pooled analy-
i3 of data from 812 patients treated in 10 clinical Studies. These adverss events and adverse events
from te Phase 3 second-ting ovarian €arcinoma study are described in the ADVERSE REACTIONS
section in tabulas (Tabies 4 & $) and narrative form.

The results of this randomized Stdy support the usa of packtaxel at doses of 135 10 175 mgsm?,
administered by a 3 hour intravenous infusion. The same doses administered by 24 hour intusion
were more toxic. Howaver, the study had insufticient power to determine whether a parbeular dose
and schedule produced supenor etficacy.

Breast Carcinoma: Anter Fanure of inuiat Chemoterapy: Data from 83 patients acrued in three
Phase 2 apen label studies and trom 471 pabents enrolied in 3 Phase 3 randomized SIudy wers avail-
ble to support the use of pachitaxet i patients with Mestanc breast carcinoma.
Phase 2 open iabel stuthes. Two studies were conducted in 53 panents previously teated with a
i ot one prior ic regimon. Pacitaxel was administered in thess 2 trids as 3
24 hout intusion at inibat doses of 250 mo/m* (with G-CSF support} or 200 mg/m”. The response
rates were S7% (95% CI: 37 o 75%) and 52% (95% C1: 32 to T2%), respectvaly. The thad Phase
2 study was conductad in extensively pretraated patents who had failed anthracycfing therapy ang
who had received a minimum of 2 chemotherapy regmens for tha treatment of metastatic disease.
The doss of pachtaxel was 200 mg/m' as a 24 hour intusion with G-CSF Support. Nins of 30 patients
achieved a partual responsa. for & 1€3panse rate 0f 30% (5% CI: 15 1o 50%).
Phase 3 randomired study. This multicenter tnal was conducted in patients Praviously tieated with
008 of two regimens of ¢ apy Pavents were T receive paciitaxe! injection at 3
dose of eiher 175 my/m? or 135 mg/m’ given as a 3 hou infusion. tn the 471 patents enrollsg,
60% hag symptomatic disease with impaired performance status at Study enby, and 73% had
visceral metastases. Thess patients had taded pripr chemotherapy erther in the adjuvant setting
(30%). the metastanc satting (39%). or both {31%). Suxty-seven percent of the patents had been
previously exposed 1o anthracyclines and 23% of tem hag dissase consigered resistant to this
class of agents.

of eatment. was 8.1 months {range: 34-18.1 + monihs). Overalt tor 8 471 patients, the median
bme 1o progression was 3.5 months {range: 0.03-17.1 months). Median survival was 11.7 months
{range: 0-18.9 months),
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. . . . Response rates, medrn survival and median time to progression for the 2 arms are gven in the
. foliowing tate.
i TABLE 3: EFFICACY IN BREAST CANCER AFTER FALLURE OF INITIAL CHEMOTHERAPY OR
WITHIN € MOMTHS OF ADJUVANT CHEMOTHERAPY
1753 1353
(n=235) {ne236}
. * Rezponse

- rate {percent) 28 22
- p-value 0135
« Time o Progression »
- median (months} 42 30
- pvalus 0027
* Survival
- median (months) 17 105 . -
- p-vaiue 03

The adversa eveni piofils of the pabents who recerved singis-agent pacitaxe! in the phase 3 sty was
consistent with that seen for the pooled anays:s of data from 812 patients treated in 10 chnical styg- T N . ®
les. These advers events ang acverss events lrom the phase 3 breast carcinoma study are described
in the ADVERSE REACTIONS  secton in Tabulas {Tabies 4 & 6) and narratve form.
INDICATIONS
Pachtaxel injectron is indicated as subsequent therapy for the treatment of advanced carcinoma of
the ovary. 4
Paciitaxel njechon is indicated for the treatment of breast cancer after failyre of combination
Chemotherapy for metastatic drseass o relapse within 6 months of adjuvant chemotherapy. Prior
therapy should have included an anthracycling unless cimicaly contraindicated.
CONTRAINDICATIONS
Paclitaxel injaction is contraingdrcated in pabents who have a hustory of hypersensitiity reactions to '
paclitaxel or other drugs tormutated in polyoxyl 35 castor o,
Paclitaxel showld not be used in patients with.sokd lumors who have basefing neutrophil counts of
<1.500 cell/mm® ang should not be given to patients with AIDS - related Kaposi's sarcoma it the
basehine neutraphe count is less than 1000 cell/mm?,
WARNINGS e
18 and severe itivity reactions dy dy requir-
ing breatment, angioedema, and generalizad urtcaria have occurred in 2-4% of patients receiving
paclitaxe! injection in chinical briats. Fatal reactions have occutrad in patients despits pramedication,
AR patients should be with cortk . i ine, and Hy ists. (Ses
DOSAGE AND ADMINISTRATION section.) Patients who experience savere hypersensitivity
reactions o paclitaxel shoukd not be rechalienged with the drug.
Bone manow ion (primarily i) 15 dose and s dose-imiting
toxicrty. Neutrophil nadirs occurred at a median of 11 days. Paclitaxel should not be administered
f0 patients with baseling neutiophil counts of iess than 1,500 celis/mm® {<1000 cehs/men* for
patients with KS). Frequent monitoring of blood counts should be institited during paciitaxel reat-
ment Patients should not be re-breated with subsequent cycies of paclitaxel undl neutrophils recov-
e 10 a lovel 51,500 celts/mm?’ {>1000 caliymm?ior pabents with KS) and platelets recoves 10 2 level
>100.000 cefls/mm’,
Severs ities have been n <1% of patients dunng pacitaxel
therapy and in soma cases requiring pacemaker placement. It patients develop signitcant condye-
tion abnotmakties during paciitaxet infusion, appropriate therapy should be adminrstared and
€ontinuous cardiac morutoring shoutd be performed during subsequent therady with paciitaxel.
Pragnancy: Paclitaxel can cause letal harm when admemnistered to 3 pregnant woman.
Administration of pacitaxel dwing the pariod of organogenisis to rabbils at doses of 3.0 mgAgday
fabout 0.2 the daily maximum recommended human doss on a mg/m* basis) caused embryo nd
1 icity, as indicatad by i ine mortality, incraasad resorptions and ncreasad fetal deaths.
Maternal toicity was also observed at this doss. No teratogenic efiscts ware observed at 1.0
mpkpAday (about 115 the daty maximum recommended human dose on a mg/m* basis):
teratogenic potential could not be assessed at highsr doses dus 1o axtensive leta) mortality.
There are no adequats and welkcontrolled studies in pregnant women. |1 pachitaxe! is usad during
- . pregmancy, of if the patient becomes pragnant whise receiving this drug, the patient should be
apprised of the potenbal hazard to the fets. Women of childbearing potential should be advised to

. avoio becoming pregnant.
PRECAUTIONS
= Contact of the undiuted concentrats with plasticwed polyvinyt cMoride (PVC) equipment or davices . .
used to prepars solutions for intusion is not . In ordes to mmimuze pabent exposure to

e plastcizer DEHP (di-(2-ethylhexyl)phthatats), which may be leachad trom PVC infusion bags or
- sets, diluted packtaxs! solutions should preterably be stored in bottes {glass. polypropylens) or
. plastc bags Y in} and i Bvough Y linea i i
sets.
Paciitzxel should be adminrstered through an in-ine filter with a MiCI0pOroUs Membrang not greatas . -
than 0.22 microns. Use o fiter devices such as IVEX-2 iters which incorporate short iniet and out-
let PVC-coated tubing has not resuftad in significant leaching of DEKP.
Orug Inferactions: In a Phass 1 bial using escalabng ‘dosas of gacitaxsl (110-200 mg/m") and
- - T e cisplatin (50 or 75 mg/mv) given as al infusions, was more profound
when paclitoxel was grven after crsplatin than with the alternats sequenca (i.6.. pacitaxel befors
tispatin). Pharmacoknetic data from trese patients demonstrated a decreasa in pachtaxel clearance
of appraximately X3% when paclitaxst injection was administered following cispiatin,
The metabolism of paciitaxel is catalvzed by cytochrome P45 isoenzymes CYP2C8 and CYP3M. In
the absence of tormal clinicdl drug intaraction studies, caution shouid be exercised when
i ing pacliaxe! i with known or inhibrtors of the cytochrome P450
isoenzymes CYP2C8 and CYP3A4. (See CUNICAL PHARMACOLOGY section. )
Potential interactions datween pacitmal, 2 substrats of CYPIAE ang proteass inhibitors (ritonavir,
saquingvir, indinavis, and nelfingvir), which are substrates andvor mhibitors of CYP3A4 have not
been evaluated in cinical trials.
Reports in the literature suggest that plasma Ipvals of doxorubicin (and its active mstabolite
daxorubscingl) may be intreased when paciitaxel and dexorubicn e usad in combination.

. Hematology: Paclitaxel therapy should not be administered to pansnts with baseline nauvophi
counts of less than 1.500 calls/mm’. In order to monitor the occurrencs of myelotoncaty, it is
rec that frequent perg blood cell counts be performed on ail patisnts receiving
pachiaxel. Patients shouid not be re-treated with subsequent tycles of pachitaxel umtil neutophils

. fecover to a level >1.500 cells/mm’ and platedets recover to 3 level >100,000 callsymm®. In the case .
of severe neuttopenia (<500 czfis/mm?® for saven days or more) dwing 3 courss of paclitaxet
therapy, a 20% reduction in dosa for subsaquent courses of therapy is recommended. -
Hypersansitivily Reactions: Panents with a history of severe hypersensitivity reacbons to products
coniaining polyaxyl 35 castos oil (e.9.. in tor misction and teniposide for .
injection concenbrate) should not be treated with paciitaxsl injection. In order tb avoid the i
occiirenice of severe fypersansitvity reactions, al patients reated with paciitaxe! should be premed- '
|
|

icated with cortk ids (such as ). and by ists (such a3

imetidine or ine). Minor such as fustng, siin mactions, dyspnea. hypotension or
tachycardia do not require interruption of therapy. However, severe rsactons, such as hypotension
1equiring eatment. dyspnea requuring i , angie ized urticaria require

or g
immediate drscondhuation of paclitaxel and aggressive symptomane Mheraoy. Patents who have

X e |
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avaid becoming pragnam.
PRECAUTIONS
Contact ot the undriuted concenzate with plashcized polyviryl chloride {PVC) equipment or devices
used (o prepare solutions for infusion is not tecommended. In order to minmize pabent exposure to
the plasocizer DEHP [di(?-ehy‘hely')pnnuuizl. which may be feached trom PVC infusson bags or
Sers. diluled pachtarel solybons shouid preterably be stored in bortes (g'ass. poypropylene) or
plashe bags ylene, } and i Hiough Y ed ST ati
sets
Pacttaxel shoutd be administered thiough an in-bne Liter with 4 MICi0pOrous membrane not greatar
1han 0.22 microns. Use of hiter devices such as IVEX-2* hiters which incorporate shortinlet ang out-
et PVC-coated tuirng has not resultad in sigmihcant teaching of OEHP.
Drup Interactions: In a Phase 1 piy using escalatng doses of pachtaxel {110-200 mg/m’) and
€1splabn (50 or 75 m/m') given as infusions, 107 was more profound
when paclitzxel was given after cisplatn than with the alternate sequence {is.. pachtaxel before
Crsplatin). Pharmatotinenc data rom these paLients demonstrated a deciease in pachitnel cleasance
©f approximatety 33% whea paclitaxe! injechan was agmiistered following cisptatn.
The mewbolism of paglimxe! s cawlyzed by cytochrome P450 isoenzymes CYP2C8 and CYPIAL 1n
the 3bsencs of tormal clinical diwg interaction studwes, caution should be exercised when

ing pachtaxel ¢ ly with known or inhibitors of the cytochiame P450
1soenzymes CYP2C8 and CYP3AA. (Ses CLINICAL PHARMACOLOGY section.)
Potential interactions between pactiaxed. 2 substrate of CYP3A4 and protease nhibitors (nitonavr,
saquinavir, indingvir, and nellinawir), which are substrates and/or mhibitors of CYP3A4 have not
been evaluated in chmeal iats,
Reports i the iteraturg suggest that plasma levels of doxorubicin (and its active metabolits
goxorubicinol) may be increased when pacinaze! and doxorubicin ars used in combination.
Hematology: Paclitaxet thesapy should ot be adminsstered to pavents with baseline neytrophil
counis of less han 1,500 cell/mm’. In order 1o monitor the occurrence of myelotoxicity, it is
ree mat frequent blood cell counts be pertormeg on ai patients receiving
pachitaxet. Patients should not be re-treated with subsequent cycles of paclitaxel yntl neutrophily
recover 10 a level >1.500 cails/mm’ ang plaletets recover to a level >100.000 cells/mm?®. in the cass
of severe newtropenia (<500 cell/mm’ for seven days or mare) during a course of pachtaxel
herapy, a 20% reduction in dose for subsequent courses of therapy is recommendeq.
Hypersansitiviy Reactions: Patients with a history of severs Pypersensitwily reactions to products
con@ining polyoxyd 35 castor oit (eg. cyclosponn tor injecton concentrate and teniposide for

occurrence of severs hypersensibvity reactons, an patents teated with pacttaxe! should be premed-
icated with id$ (such as ). diphenhy ine and My antagonists (such as
cimetidine or ranitcine). Minos Symploms such as fushing, skin reactions, dyspnea, hypotension or
tachycarda do not require interruption of Meragy. However, severs 83CUONS, Such as hypotansion
1equiring treatment, dyspnea requiring br . angi or Uricana require
immediate disconbnuabon of pachitaxel ang aggressve sympromate therapy. Patents who have
developed severs Rypersensitivity reactions should nat be rechalienged with pachitxel

C H

be intarrupted or discontinued because of imial oc recurrent hypertension. Frequent vital sign
momitonng, partcularly during the first hour of pachtaxel infusion, 18 1ecommended. Contnuous
cardiac monitaring is ot requzred except for patients with serious conduction abnormatibes.
(See WARNINGS section.)

Nervous System, Although the occurrence of penpheral neuropathy is frequent. the deveiopment of
severe symptomatology 1s unusual and fequires a dosa reducton of 20% for all subsequent cours-
s of paciitaxel

Pacttaxel injection containg dehydrated aicohol USP. 396 mg/mL: considerabon should be gwven o
possible CNS ang other etfects of aiconol. (See PRECAUTIONS: Peglatric Use section),

Hepatic: There is evidenca that the toxicity of paciaxel is enhanced in patents with elevated liver
enzymes. Caution should be exercised when administering pachtaxel to patents with modesate to
Sevete hepabc impail and dose should be .

Injection Sila Reaction: Injection site reactons, inctuding reacbons S8CoNdary to exbavasation,
were usualy mid and consssted of erythema, tendesness, skin g

detayed by 3 week to len days.
A specific reatment for extravasanon 7eacbons is unknown a1 this time. Given the possuility of
€xavasation, it is advisable to closaly monitor the intusion site for possibie mfiftration during drug
2dministagon,
i

. M of Fertllity. The carcinogenic potantia) of paclitarel has

not been studied.
Pacbtaxal has been shown to be ¢ genic i witrp berrations in human
Yy ) ang n vao (micr testin mice). Pachtaxet was not mutagenic in the Amas

test or CHOMGPRT gene mutation assay.

Administration of pachitaxel prios 1o and duting mabng produced impairment of fertlity in male and
female rats a1 doses equal I or Qreater than 1 mo/kg/day (about 004 the daly maximym
fecommended human doss on a mg/m’ basss). At thrs dose, Pachtaxel caused reduced fertility ang
1eproductva indices. and increasad embryo- and tetotoxicity, (See WARNINGS section),
Pregoancy: Pregnancy Category D (Sse WARNINGS section),

Nursing Mothers: It is not known whather the drug is excreted in human mik. Following
intravenous administration of carbon-14 kbeled pachtaxel to rats on days 9 1o 10 postpartum, con-
centations of radloactivity in milk were higher than in plasma and declined in paratiet with the plas-
Ma concentrations. Because many orugs are excreted in ruman milk and becauss of e poterial for
serious adverse reactions in nursing inants, i is recommendad that nursing be discontinued when
receving pachitaxsl therapy.

Pediatric Use: The safety and eflectivenass of pacliaxel in pediatric patients have notbeen estab-
lished.

There have been reports of centrat narvous system {CNS) toxiity {rarety associated with Ceath) in
2 chnica) vial in pediatric panents in which paciitaxel was infuseg intravenously over 3 hours at
doses ranging from 350 mg/m?* tp 420 moAT. The towiciy is most Iikely artributabie to the high dose
of the ethanol component of the pactitaxel vehicle given over a short infusion time, The use of con-
nol be discounted, the high doses used in this Study (over twice tha recommended aduit dosage)
must be considered in assessing the satety of pactitaxe! for uss in this popuiabon

INFORMATIOM FOR PATIENTS: [See Patient Intormation Leaney),

ADVERSE REACTIONS

Pooled Anaytsis of Agverse Event Expertences trom Single-Agant Studies:

Data in the following @ble ars based on the experence ot 812 patients (493 with ovarian
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TABLE 4: SUMMARY: OF ADVERSE EVENTS IN PATIENTS WITH SOLID TUMORS
RECEIVING SINGLE-AGENT PACLITAXEL

Parcent of Patlents
(n=212)
* Bons Mamow
- Neutropenia < 2,000/mm’ 90
< SQ0/mm?* §2
- Levkopenia < 4.00/mm* ]
< 1,000/mm? 17
« Thiombocytopena < 100,000/mm* 20
< 50.000/mm* 7
- Anemia <1 gl 78
<8g/aL %
- Intection k]
- Bleeding "
- Red Cell Traanstus:ons 5
- Platelst Transtusions 2
* Hypersansitlvity Reactlon®
- Al 41
- Severe* 2
« Cardiovascular
- Vital Sign Changes *
- Bragycardia (N+537) 3
-~ Hypotension {Na532) 12
- Signilcant Cardiovascular Evems 1
* Abnormat ECQ
- All P1s 23
- P13 with normal baseding (Ne559) ¢
* Poripharal Meuropathy
- Any symptoms (4]
- Severs symptoms* 3
* Myalgla/Arthnalgla
- Any symptoms. 60
- Severe symptoms* 8
« Gastrointestinal
+ Nausea and vemiing $2
- Diasthea 38
- Mutostis 3
« Alopecia 87
* Hepatle {p1s with normal baseline and on study data)
« Billrubin elevations (Na765} 7
- Alxafine phosphatase elevations (Ne575) 2
« AST (SGOT) slevations (N= 591) 19
« Injuttion Site Reaction 13

* Based 0a worst course analysis

* Al mtients recerved premedication
* During the tirst 3 hours of infusion
.

Severe events are defined as at feast Grade 11l toxicity

None of the observed toncities wera claarly infhuenced by age.

Second-Une Ovary: For the 403 patients who received single-agent paciitaxel m the Phase 3 sec-
ond-ine ovaran carcinoma study, the lollowing tabie shows the ncidence of important advessa
svents.

TABLE 5: FREQUENCY* OF IMPORTANT ADVERSE EVENTS IN THE PHASE 3
SECOND LINE OVARIAN CARCINOMA $TUDY

PERCENT OF PATIENTS

1799 1T 1353 13828
{na9%5) (n=10S) (ns93) (m=10%)

* Bone Marrow

- Newtropenia < 2,000/mm* 78 98 7 98
< S0/mm? 27 75 14 67

- Thrombocytopenia < 100,000/mm* 4 18 8 6
< $0.000/mnr 1 7 2 1

- Anerma <11 gL 84 90 68 88
<8 gL 1 12 6 10

- Infection 26 29 20 18

« Hypersamiliivity Reactlon

- Al 4 45 8 a5

- Severe* 2 0 2 1

* Periphenal Neutropathy

- Afy symptoms 63 60 55 2

- Severe symptoms* 1 2 ] 0

* Mucositls .

- Ay Symptoms 17 35 21 25

- Severs symptoms* [] 3 [ 2

*  Based on worst course analysis

*  Pacitaxel dose in mg/mYAntusion duration in hours

' All patients received premedication

* Severs events are definsd as at least Grade Il faxicty

Myeiosuppression was dose 2nd scheduls related, with the scheduse effact being move prominent,
The development of savere Hypersensitivity reachons (HSRs) was rare; 1% of ®ie pabents and 0.2%
of the courses overal. Thers was no apparent dose of scheduls eftect seen for the HSRs. Peripheral
neuropathy was clearly dose-related, but scheduls thd noT appear o atfect the incidence.

Breast Cancar After Fallure of Infilal Chemotherapy: For the 458 patients who receved single-
agent packiaxel injsctior in the Phase 3 braast-carcinoma study. the folowing table shows the nc-
dence of important advesse svents by traatment arm (sach arm was agmuwistered by a 3 hour infu-
sion).

TABLE 6: FREQUENCY* OF IMPORTANT ADVERSE EVENTS [N THE PHASE 3 STUDY OF
BREAST CANCER AFTER FAILURE OF INITIAL CHEMOTHERAPY OR WITHIN

$ MONTHS OF ADJUVANT CREMO'
PERCENT OF PATIENTS
1793 1333
{n=229)  (na229)
* Bone Marrow .
- Neuttopenia < 2,000/mm* 90 8t
< S00/mm* 2 19
- Thrombocytopenta < 100,000/mm* " 7
< 50,000/mm? 3 2
- Anemia <11grl $5 4
<8 gL 4 2
- Infection 23 15
- Febrile Neutropenia
« Hyparssnsitivity Reaction *
- NI 3% N
- Severe* 0 <)
* Peripheral Neuropathy
- Any sympioms 70 46
- Sevets symptoms* 7 o3
* Mucosiis
- Any Symptoms 2 17
- Sevete symptoms* 3 <1

' Based on worst course analysis

*  Patlitaxel dose in mg/m’ infusion duration i hours

* Al patients received premedication

*__Severe events are defined as at Jsast Grads I toxicity

and opathy were dosa refated. Thers was one severe hypersen-
sitivity reaction (HSR) observed at the dose of 135 mgmy’,

Adverss Events Experiences By Body Svitems:




* Al patients recenved premedicanion
Severe events are defined as at least Grace (1 toxiaty

Myeiasuppression was dose and schedule relaied. with the schedule eftect beng more prominent
The gevelopment of severe ypetsansitity reactions (HSRs) was 1are; 1% of e patents and 0.2%
of the courses overall, There was no apparent dose or scheduie effect seen for ihe HSRs Perpheral
neutopathy was cleasly dose-related, but schedule did not appear to attect the incidence.

Breast Cancer Aher Fallure of Initlal Chemotherapy: For the 458 pavents who recened sugle-
agent pacitaxe! injection in the Phase J breast-carcinoma study, the foliowing tabls shows the nci-
dence of mponani adverss events by treatment arm (each arm was administered by a 3 hour inly-
s1on).

TABLE 6: FREQUENCY OF IMPORTANT ADVERSE EVENTS (N THE PMASE 3 STUDY OF
BREAST CANCER AFTER FAILURE OF INFTIAL CHEMOTHERAPY OR WITHIN
& MONTHS OF ADJUVANT CHEMOTHERAPY

PERCENT OF PATIENTS

175/3°* 1353
. (m=229)  (ne229)

* Bone Marrow

- Neutropenia < 2,000/mm* 90 81
< $00/mm’ 28 19
- Thrombocytopenia < 100.000/mm* 1" 7
< 50.000/mm> 3 2
- Anemia <18 grdl 113 a7
<8 g/dL 4 2
+ Intechon A 15
- Febnie Neutropenia H 2
* Hyparsensilivity Reaclion *
- Al 36 n
- Severe* 0 <1
+ Peripharal Nevropathy
- Ay symptoms. 70 46
« Severs symptoms - 7 3
* Mutoslils
- Any Symptoms 2 17
- Severe symptoms * 3 <}
Based on worsi course analysis
* Pachtaxel dose in mg/m’ intusion duration in hours
' Al pahents received premedication
- Severe events are defined as at least Grage il foxictty
My and peri pathy weie dose ralated. There was one severs hypersen-

sitivity reacuon {HSR) observes at the dose of 135 mg/m®.

Adverse Events Expertences By Body Systems:

The toflowing discussion reters 1o the overafl safely database of 812 pabents with solid tumors
lreated with singte-agent pachitaxel in clinical studies. The Irequency and sevenly of important
Wtymes ayanie tnr the Phaea A manon rprnamy A0 At CArCINems Chydine va nresened
above in @bular torm Yy weatment arm, In addition. rare events have been reported from post-
markeBng experience of from other chnical studies. The frequency ana severity ol adverse events
have been generally simily for patients recening pacitaxel for the weatment of ovarign of breast
carcinoma

Hematologic: Bons marrow suppression was the major cose-lmitmg toxicity of paclitaxel.
Neutropenia. the most important hematologic toxicily, was dose and schedule dependent ang was
generaly rapidly revessible Among patients treated m the Phasa J sacond-lne ovarian Study with
a3 hour infusion, neutrophil counts deciined below 500 cells/mm’ in 14% of the panents treated
with a dose of 135 mg/m' compared to 27% at 2 dose of 175 mgim* (p=0.05). In the sama Study.
severs neutropenia (<500 cells/mm’) was more [requent with the 24 hour than with the 3 hoyr
wnfusion; intusion duration had a greater impact on ion than dose. ia 0d
not appeat 1o increase with cumulative exposure and 60 not appear to be more Irequent nor more
severe 101 patients previously treated with radation therapy.

Fever was tiequent (12% of all beatmeni courses). Infectious epsodes occurred in 30% of all
paients and 9% of al courses; these episodes were fata) in 1% of all patents, and included
SEPSIS, pnEuMOnia ang pentonits In the Phase 3 sacand-iine ovarian study, infectious episodes
were feported in 20% and 26% of the padents raated with 2 doss of 135 mg/m* or 175 mg/m®
given as 3 hour inlusions. respectively Urinary ract infecbons ang uppes respiratory tract inlec-
tions were the most frequently reported infechous compheations

Thrombocytopenia was uncommon, and aimosi never severe {<50.000 cals/imm®). Twenty
percent ol tha patients expersenced 3 drop in ther platelet count beiow 100,000 cels/mm? at least
once whie on beatment; 7% had a platelet coum <50.000 cel's/mm’ at the tme of their wovst
nadi. Bleeding episodes wese reported in 4% of all coursas and by 14% of 3l patients, but most
of tha hemorrhagic episodes were localized and the frequency of thesa events was unrelatad to the
packixet dose and schedule. In the Phase 3 second-fine ovaran study, bleeding episodes were
reportad 1n 10% of tha patients, no patients treated with tha 3 hour infusion received platelet bars-
fusions.

Anemia (Hb <11 g/dL) was observed in 78% of alt panents and was severs (Hb <8 g/dL) in 6%
of the cases. No consistant reltionsnip between dosa or schadula and the frequency of anemia
was observed. Among ab pavents with norma) baseline hemogtodin, 63% bacame anemic on
study but only 7% had severe anemia Red cell uanstusions wers requued in 25% of all patients.
and in 12% of those with normal basatine hemoglotn levels.

Hypersensiiivily Reactions (HSRs): Al patients receved premadicabion pridr to pacitaxsl
injecton (Ses WARNINGS ang PRECAUTIONS: Hypersemilivily Reactions sections). Tha tre-
Quency and sevarity of HSRs were not attected by the dose or scheduie of pachtaxel administra-
bon. In the Phase 3 sacond-fing ovarian study. the 3 hour infusion was not associated with 2
greater increase in HSRs when compared to the 24 hour infusion. Hypersensitivity reactions were
obrserved in 20% of alt courses and in 41% of all patients. These reactions were severs in less than
2% of the patients and 1% of e courses. No severe reacbons were obsarved after course 3 and
severe symptoms otcurred generally within the frst how of paciitaxet intusion, The most frequent
Symptoms abserved during these severe rezctions were dyspnea, flushing, chest pain ang tachy-
cardia.

The manor hypersensitivity reacbons consisted mosty of flushing (28%), rash {12%). hypotension
{4%). dyspnea (2%). tachycardia (2%) and hypertension (1%). The traquency of hypersensitivity
163ctions remained relatively stable during the entire beatment period.

Rare reports of chifls and reports of back pain in associabon with hypessensaivity reactions have
been recened as part of the continuing surveillance of pachitaxel safety.

Cardlovastular Hypotension, during the st 3 hours of infusion, occurred in 12% o! 3l patients
and 3% of ¥l courses admmistered. Bradycardia, during the frst 3 hours of infusion, occurred in
3% of all patients and 1% of at courses. In he Phase 3 second:line ovarian study, neither dose
nor schedule had an eftect on the Irequency of hypotension and bradycardia. These wia) sign
changes mos1 oftan caused no symptoms and requived neithes specric therapy nor treatment dis-
contnuation. The Irequency ot ion ang brady were not i by prior anthra-
cycling Meragy.

Sigruficant cardiovascutar events possily related to smgia-agent paclitaxel occurred in approxi-
mately 1% of 2!l pabients. These events included syncope, rhythm abnormalities, hypertension and
venous thrombosis. One of the patients with syncope t sated with paclitaxet 1 175 mg/m* over 24
hours had progr and ded The arrhythmias nchuted i
tachycardia, digeminy and compiets AV block requiting pacemaker placement.
Electrocardiogram (ECG) abnormalities wers common among patents at baseline, ECG
abnormalities on study did not usually resutl in symptoms, wers not dose-imiting, and requred
0o intervention, ECG abnormatities were noted in 23% of all patients, Among patents with a
normat €CG pnor to study entry, 14% of al patients devaloped an abnosrmal bacing whtile on study.
The most frequenty reported ECG moditicabons wese nhon-specitic repolarization abnormatities,
Sinus bradycarda. sinus chycardia and premature beats. Among patients with normal ECGs at
basetine, pror theragy with anthracyclines did not mfluence the frequency of ECG abnormaiities,
Cases of myocardial infarction have been reported rarely. Congestive heart faifure has been report-
ed typically in patients who have received other Y. notadly

{See PRECAUTIONS: Drug tnteraciions section.)

Rare reports of avial fibrdlabon and supravenbiculas tachycard have been received 2s pan of the
conbnuing surveiance of pachiaxel safely. .




Respiralory Rare reports of intersutal pneumonia. lung fibresis ang pulmonary embolism have
been secenved as part of e conbnying surveiiance of pachtaxet safety. Rare reports of sadiaton
. pheumanitis have been recerved in patients recenving concurient radotnerapy.
Neurotogic: The Irequency and severity of neurologic mantesanons wese dose-dependent, but were
not mtiuencad by nhusion durabon Perpheral neuropathy was cbserved 60% ot all patenss (3%
sevese) and in 52% (2% severe) of the padents without pre-existng neuropathy.
~.  The treguency of perpheral y increased with dose. wers
observed n 27% of the pavents after D tirst course of teatment and in 34-51% from mumi w©010.
Peripheral neuropathy was the cause of pachitaxel grscontinuation m 1% of all padents Sensory
symptoms have usualty improved of resolved wathin saveral months of pachtaxef discontinuation.
+ The incidence of neurologic Symptoms dig not increase in the subset of pabents previousy
treated with cisplatin. Pre-exsting neuropattues resulting rom pnor (herages are not 3
contrandicahon tor oachweo Iherapy.

Other than peri serious ogic events following paclitaxel administravon
i have bDeen iare (<1%} and have included grand mal seizures. Syncope. ataxia and
neurcencephalopathy.

. Rars reports ol autonomic neuropathy resulting in paraiytic ilsus have been received as part of the
continuing surveliance of pachtaxel safety Opbe nerve and/or visual disturbances (scinbiiating sco-
tomata) have also been reported, particularly in pabents who have received higher doses han those
recommended. These eftects generally have been reversible. However, rare reports i the lterature
of abnormal visual evoked potentidls in patents have sugpestad persistent optic nerve damage.
AntnraigiaMyatgla:  There was no consistent relationship between dose or schedute of
- - pachitaxel ano the Irequency or saverity of arthralgiasmyalgia. Sixty percant of all patients
- . . treated experienced arthralgia/myalgia; 8% experienced severs symptoms The symptoms were
usually transient, occurred two or Mres days atter paclitaxel administranon. and resobved
within 3 lew days. The freguency and severty of musculoskeletal symptoms have remained
unchanged throughoul the teaiment period.
Hepatle: No relationship was observed between bver funcbon abnormalities and either dosa or
schedule of pactitaxe! adminsstation. Among paents with norma basefing tver funchon 7%. 22%
and 19% had elevabons in bilsubin, alkaline phosphatase and AST (SGOT). respeciively
Prolonged exposure to paclitaxel was not assatiated with cumulative hepade toxicity.
Rare reports of hepahic necrosis and hepatic encephalopathy leading to geath have been teceved
as part of the continuing surveiliance ot pachitaxe! salety,
()3 itng, diarrhea and mucositis were reported by 52%. 38% and
31% of ah patents, respectvely These manidestabons were usually mild to moderate. Mucosibs was .
schedule dependam and occursed more requently with the 24 hour than with e 3 hour infuson.
Rase reports of imestnal cbstuction, intestinal per torabon, pancreaubs, sschemic colibs. and dehy-
dration have been recetved as part of the contmumg surveiltance of pachitaxel satety. Rare reports of
neutropenic enterocolitis {typhhts), despﬂa mn coadministrabon of G-CSF. wore observed in pabents .
beated with pachitaxel alone and in with other agents.
Injection Site Reaction: Injecbon site reacbions. including reachons secondary o extravasaton,
were usually mild and consisted of erythema, tenderness, skin drscoloration, o swelling at the : e et e
injechon sits. Thess reactions have been observed more frequently with the 24 hour infusion than
with tha 3 hour infusion. Recurrence of skin reactions 3t a site of previous exiravasation following
administration of pacfitaxel at a ditferent sits, i ¢., “recali”, has been reported rasely,
Rare reports of more severs events such as phiebitrs, celtulitis, induration, skin extohation,
necrosis and librosis have been received as part ol the continuing Surveilance of packtaxel .
satety In some cases the onset of the injection site reaction either occurred dunng 3 prolonged
intusion or was delayed by 3 week to tan days.
A specific baatment for extravasation reachons 1s unknown at this time. Given the possibility of
extravasabion, it is adwisable to closely monitor the infusion sita for possible infiltration during drug
aoministration,
Other Clinicsl Events: Alopecia was observed in amost all (87%) of me patents, Transient skin
changes dus 1o pacttaxel related hypersensitvity reactions have been observed, but no other skin
toxicibes were signilicantly associated with pachtaxel agminrstiation. Nail changes (changes in
pigmentation ot discolorabon of nail bed) were uncommon (2%). Edema was reported 21% ot
all patients {17% of those without baseline edema); Only 1% had severe edema and nons of these
patients required treatment discontinuation. Edema was most commonly focal and diseasa-etated.
Edema was observed in 5% of ail courses for pavents with normal baseling and did not inciease
with tmas on Study.
Rare reports of skin abnormalines related 10 radiation recall as well as reports of maculopaputar
rash and pruntus have been recerved as pan of the continuing surveiliance of paclitaxel satety. . .
Accidental Expoture: Upon inhatation, dyspnea, chest pain, burning syes, sore thoat and nausea -
have been reported. Following topical exposure. events have inchuded lingling, burning and redness.
OVERDOSAGE
There is no known antidole for pachtaxe! overdosage. The primary anticipated complications of
overdosage would consist of bone mastow Suppression, pesipherat neurotoxicity and mucosibs.
Overdoses in pedialiic patients may be associated with acute ethanol toxicily (see Precautions:
Pediatric Use section)

DOSAGE AND ADMINISTRATION

Nats: Contact of the undiluted concsntrate wth plasticized PVC squipment or devices used to

prepare solutions for infusion is not recommended. In order to minimize patient exposure to the

plasticizes DEHP (di2-e0ryinexyliphthalate). which may be leached from PVC infusion bags o

sets, diluted pacitaxe! solutions shoutd be stored in bofties {glass, poiypvopylme) of plastc bags

Y ) and ini through sats.

All patients should be nrameamed prior 1o pactitaxel aumlmsnnon in order to prevent severe

hypersensitivity reactions. Such premedicaton may consist of dexamethasone 20 mg PO

administered approximately 12 and 6 hours before pachlaxel, diphenhydraming (or s equivalent)

50 mp IV 30 to 60 minutes prios to pacutaxel, and cimetding {300 mg) or ranitidine (50 mg) v 30

10 60 minutes befare packtael,

Fov patients with carctinoma of 1be ovary, tha following regimen is recommended:

In patients treated with for carci of the ovary, paclilaxei has besn

used at several doses and schedules. however, (he optima! regimen s not yet clear (ses CLINICAL -

STUDIES: Ovarian C: sechon). The ¢ regimen s packtaxel 135 mg/m* o1

175 mo/m’ administered intravenously over thres hours every thres weeks.

Fos pabents with carcinom of ihe breast, tne lollowmg regimen is recommended:

- After faiture of inibal chemotheraphy for metastate diseass o retipss within § months of adjuvant '
chemotherapy pachtaxet at a dose of 175 mg/m' administered intravenously oves 3 hours every
Mree waexs has been shown 1o be eftectve, (See CLIXICAL STUDIES: Breasi Carcinoma section).

Fot the therapy of pavents with solid tumors (ovary and breast). courses of pachitaxel should

not be repeated unat the neutrophit count is a1 least 1,500 cels/mm* and the piteiel count is at teast {
100,000 cells/mm’. Pavents who i severy <500 cels/mm’ for 3 :

. week of longer) o severs peripheral neuropathy during pachlaxel terapy should have dosage
- T reduced by 20% for subsequent courses of pacitaxel. The incidence of neurotoxicdy and the sever-
ity of neutropenia increase with dase.
P nd r Pacitaxel & a cytotoxx anbeancer drug and. as with
other potentially toxic compounds. caulion should ba exsrcised in handting pacitaxel inection. The
usa of gloves is recommended. H pachtaxs) injection sohibon contacts the skun, wash the skin
immediately and thoroughly with soap ang water, Foflowing toprcal exposure, evants have inctuded
tingling, burning and redness. if padiitaxel contacts mucous membranes. the membranes should ba
flushed thoroughly with wates. Upon inhalation, dyspnea, chest pain, burning gyes, sore throal and
nausea have been reported.
Given the possibility of extravasation, it is advisable 10 closely monror the intusion sis for possi-
ble during drug (See PRI : injection Site Reaction section).
for Pachtaxel injection must be ditutad prior to infusion.
Par.lxmel injection should bo diluted in 0.9% Sodwm Chionde tnjection, USP. 5% Dextiose
Injection, USP. 5% Dextrose ana 0.9% Sodium Chiorida Injaction of USP, 5% Dextioss i Ringer's M
Injection o a final concentration of 0.3 to 1.2 mg/mL. The solutions ate physically ang chemical-
Iy stable tor up 1o 27 hours al ambieat temperature (approximatety 25°C) ang room lighting con-
ditions, Parenteral drug products should be inspected visually for particulais matter and drscol-
oration prior to administraton wheneves solution and containes permit
Upon preparation, solutions may show haziness, which is atizibuted to he formulaton vehicle. No
significant losses in potency have been notsd foowing s:mulauo delvery of the sohubon through
1V wbing containing 2n in-hne {0.22 micron) fiter. . rs
Data collected tos the presence of the extractable plastcizer DEHP [di-{2-ethyfhexyl)phthaiate}
show that Ievus nctease with time 2nd concentration when ddubons are prepared in PVC
the use of icired PVC containers and a0ministrabon sets is not
wwmmendnd. Pacltaxet solutions should be prepared and stored i gizss. polypropylens, of
- polyolehn containers Non-PVC containing administrabon sets, such as thoss which are
* polyetirylene-lined, should be used
Pacinaxel should be administered through an in-ing hiter with a microporous membrane not
Qreates than 0 22 microns. Usa of liter devices such as IVEX-2" fiters which incorporate short
inlet and outet PVC- coaleﬂ mbmg nas nol resuneo " slqmﬁum Iummu ol DEHP.
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DU T IV U W W HAILIES e S e e
10 60 minutes before paclitzel.
For panents with carcinoms of ihe ovary, he lollowing reg:men is recommenced:
in pabents freated wrih for of the ovary. paclitaxel has been
used at saveral doses and schedutes, however, the optmal regimen is not yet clear (seo CLINICAL
STUDIES: Ovarian Carcinoma secuon). The recommended regimen 15 pachiaxel 135 mguae or
175 mgym® agministered intravenously over three hours every thiee weeks,
For patents witn carcinoma of the breast, the following regimen s recommended.
Aher falyre ol inital chemotherapty for metastatic disease OF relapse within 6 months of adjuvant
chemotheragy pachtazel at a dose of 175 mg/m* adminrstered intiavenously aver 3 hours every
three weeks has been shown 1o be eftectve. {See CLINICAL STUDIES: Breasi Carcinoma section).
For the therapy of gatients with sohd WmOrs (ovary and breast). courses of pachtaxel should
not be repeated untl the neutropnit count s at least 1,500 cells/mm’ and the platetet count s at least
100,000 cetlsmm’. Patients who severe i <500 cels/mm?® tor a
week of longer) Or Severe penpheral neuropathly during pachiaxel therapy should have dosage
redyced by 20% tor subsequent courses of pacitaxel. The incidente of neurotoxicity and the sever-
ity of neutropenia increase with dose.
Prep ng P Pactitaxel is a cytotoxic antcancer drug and, as with
other patentally toxic compounds, caution should be exercrsed in Randting packtaxel injection, The
use of gloves is recommended. H pachtaxe! injecton solubon contacts the skin, wash the skin
immegiately and thoroughty with s0ap and waler. Foltowing topical exposure. events have included
tinghng. burning and redness. If pachtaxel contacts mycous membranes, the membranes should be
tlushed thoroughly with water. Upon inhalabon. dyspaea, chest pain, burning eyes, sors thoat and
nausea have been repostad.
Given the possibility of extravasation, it 1s adwisabie to closely mondor the infusion site for poss:-
dle duning drug ion (See P : Injection Siie Reaction secton),
P for Pactitaxel injection must ba diluted prior 1o efusion
Pacliaxel injecton should be diuted in 0.9% Sodium Chiorige tnjecton, USP. 5% Dextrose
Injection, USP. 5% Dextrose and 0.9% Sodium Chioride Injecuion o USP, §% Oextrose in Ringer's
Injection to a inal concenbation of 0,310 1.2 mgAmL. The solutions are physically and chemical-
1y s@bhe for up to 27 hours at ambient temperature {approximatety 25°C) and room tighting con-
divons. Parenteral drug products should be inspected visually for particutate matter and discol-
orahon pror 10 administratton whenever soluton and containes permit.
Upon preparation. solutions may Show haziness, which is attributed to the lormuiation vehicte. No
signihcant losses in potency have been noted following simutated delvery of the solution through
IV wbing containing an in-ling {0.22 micion) filter,
Dala collected for the presencs of the extractable plasucizer OEHP [gi-(2-ethyihexyl)phthatate]
show that levels increase with lime and concentiation when diubons are prepared n PVC
i C the use of icized PVC containers and administration sets is not
recommended. Paciitaxel solutions should be prepared and stored in glass. polyprogylens. or
fi iness. Non-PVC i inisration sets, such as those which are
polyethylene-lined. should be used.
Pacitaxe) should be adminustered through an in-iine filter with a microporous-membrane not
greater than 0 22 microns. Use of filtes devices such as IVEX-2" filters which incorporate short
inlet and outiet PVC-caated tubing has not resulted in significant teaching of DEHP.
The Chemo (rspensing Pin™ davice or simitar devices with spikes shoukt not be used with vials
of pachtaxe! injection since they can causs the stopper to collapse resuiting in loss of stenis
ntegrity of the pacitaxsl soluton.
Stadlllty: Unopened vials of pacfitaxe! injechon are stable untd the date indicated on the package
et Slorew Detves <9° 16 257 € (587 0 47 1) In e UnQiNd Patadyd. Nalrel ITedzifly (ot ity
e13bon 3oversely atects the stabibty of the product. Upon refrigeration componants in the pact-
taxe! Injecton vial may precipitate, bul wilt redissolve upon reaching room tempesature wth litde o
no agitaton. There is no impact an product quality under thesa circumstances. 1 the soltion
remans cloudy of if an insoluble precipitate is noted, the vial should be discaised. Solutons fos
infusion prepared as recommendsd arg stabla at ambient lempesature (approximatety 25°C) and
fighting canditons los up to 27 hours.

ROW SUPPLIED
NDC 0172-3754-73 Paclitaxed tnjecbon, 30 mg/S mi.

multidose wial indvidually packaged in a carton,
NDC 0172-3755-76 Paclitaxel Injecton, 100 mg/16.7 mL

multidose vial individually packaged in a carton.
NDC 0172-3756-75 Packtaxel Injecton 150mg/25 mL

multidosa vial indivadually packaged in a carton.
Siorage: Store the vizls m origina! cartons between 20° 1o 25° C (68° to 77°F). Retan in the orig-
inal package o protect from hight.

Hangling and Dispasal: Procedures lor propar handling and disposal of anticances drugs should
be considered. Severas guidelines on thrs subject have been published'’, There is no general agree-
ment that all of the w0 the guidelines are necessary of i
REFERENCES:

1 Recommendalions for the Sate Handling of Parenteral Antineoplastic Orugs. NiH Publication No.
83-2621, For sale by the ot D us Printng Otfice.
Washington, OC 20402.

2 AMA Councd Report. Guidefines for Handllng Parenteral Antneaplastics. JAMA 1985: 253(11):
1590-1592.

3 Natonal Study Commission on Cytataxic Exposure-Recommendabons for Handhng Cytwtoxic
Agents. Available trom Louis P. Jefirey, Chairman, National Study Commission on Cytotoxic
Exposure, Massachusetts Collegs of Pharmacy and Allied Health Sciences. 179 Longwood Avenue,
Boston, Massachusets, 02115,

4 Clinical Oncological Sociaty of Australia. Guidetines and Recommendavons for Safe Handung of
Antineoplasbe Agents. Med J Austrain 1983:1:426-426.

5 Jones RB. ¢l & Safe Handling of Chemotherapeutic Agents: A Report from the Mount Singi
Medicat Center, CA-A Cancer Jousnat for Clinicians 1983; SepL/Oct 258-263.

6 American Society of Hosprial Pharmacists Technical Assistance Bulletin on Handling Cytotoxic and
Hazardous Drugs. Am J Hosp Pharm 1990; 47:1033-1049.

7 Controlling occupationat exposure ot harardous drugs (OSHA WORK-PRACTICE GUIDLEINES).
Am J. Health-Syst Phasm 1996; 53:1669-1685.

IVEX-2* is the segistered trademark of the Millipore Corporation.
Chemo Dispersing Pin™ is a ademark of B. Braun Megical Incorparated.
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PATIENT INFORMATION

Paclitaxel Injection

{generic name = paclitaxel)

What is Paclitaxel Injection?
Paclitaxel is a prescription cancer medicine, it is injected into a vein and it is
" used to treat different types of tumors. The tumors include advanced ovary
and breast cancer.

What is cancer?

Under normat conditions, the cells in your body divide and grow in an order-
ly, controlled way. Cell division and growth are necessary for the human body
to perform its functions and to repair itself, when necessary. Cancer cells are
ditferent lrom normal cells because they are not able to control their own
growth. The reasons for this abnormal growth are not yet fully understood.

A tumor is a mass of unhealthy cells that are dividing and growing fast and
in an uncontrolled way. When a tumor invades surrounding healthy body tis-
sue it is known as a malignant tumor. A malignant tumor can spread {metas-
tasize) from its original site to other parts of the body if not found and reat-
ed early.

How does Paclitaxel injection work?
Paclitaxel is a type of medical treatment called chemotherapy. The purpose
of chemotherapy is 1o kill cancer cells or prevent their growth.

Al cefls, whether they are healthy celis or cancer cells, go through several
stages of growth. During one of the stages, the cell starts o divide. Paclitaxe!
may stop the cells from dividing and growing, so they eventually die. In addi-
tion, normat cells may alsa be affected by paciitaxel causing some of the side
effects. (See What are the possible side effects of paclitaxei? below.)

Who should not 1ake paclitaxei?

Patients who have a history of hypersensitivity (allergic reactions) to
pacitaxel or other drugs containing polyoxyl 35 castor oil, like cyclosporine
or teniposide, should not be given paclitaxel. In addition paclitaxe! should not
be gwven lo patients with dangerously low white blood cell counts.
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How is paclitaxel given?

Paclitaxel is injected into a vein (intravenous (IV) infusion). Before you are
given paclitaxel, you will have 1o take cerlain medicines {premedications) to
prevent or reduce the chance you will have a serigus allergic reaction. Such
reactions have occurred in a small number of patients while recefving paci-
taxet and have been rarely fatal. (See What are the possible side effects of
paclitaxel? below.)

What are the possible side effects of paclitaxel?

Most patients taking paciitaxel will experience side effects. afthough it is not
always possible to tell whether such effects are caused by paclitaxe!, another
medicine they may be taking, or the cancer itse!f. Important side effects are
described below: however some patients may experience other side effects
that are less common. Report any unusual symptoms to your doctor.

Important side effects observed In studies of patients taking
paclitaxe! were as follows:

allergic reactions. Allergic reactions can vary in degrees of severity. They may cause
death in rare cases. When a severe aflergic reaction develog?. it usually occurs at the
time the medicine is entering the body (during paclitaxel infusion). Allergic reactions
may cause trouble breathing, very low blood pressure, sudden swelling, and/os hives
or rash. The likelihood of a serious allergic reaction is iowered by the use of several
kinds of medicines that are given 10 you before the paclitaxet infusion.

heart and blood vessel (cardiovascular) effects. Paclitaxel may cause 3 drop in
heart rate {bra ardra)‘ and low blood pressure (hypotension). patient usually
does not natice these changes, These changes usually do not require treatment. Your
heart function, includin% lood pressure and pulse. will be monitored while you are
receiving the medicine. You shoud notify your doctor if you have a history of heart dis-
ease.

infections due to Jow white blood cell count. Among the body's delenses against
bacterial infections are white blood cells. Between your paciitavel treatment cycles,
you will often have blood tests to check your white blood cell counts. Paclitaxel usu-
ally causes a brief drop in white blood cells. /f you have a fever ftemperature above
100.4° F) or other sign of infection, tell your doctor right away. Sometimes serigus
infections develop that Iet]tire treatment in the hospital with antibiotics, Serious ill-
ness or de7m could resull if such infections are not treated when white dood celt
counts are low.




hair loss. Compiete hair loss. or alopecia, almost always occurs with paclitaxel,
This usually involves the loss of eyebrows, eyelashes, and pubic hair, as well as
scalp hai. ‘it can occul suddermafter treatment has begun. but usually happens
1410 21 days atter reatment. Hair generally grows back after you've finished your
paciitaxel treatmeni. :

Joint and muscle pain. You may get joint and muscle pain a few days after your
packitaxel treatment. These symptoms usually disappear in a few days. Although
pain medicing may not be necessary, telt your doctor if you are uncom(fortable.
irritation at the injection site. Paclitaxel sometimes causes ifritation at the site
- where it enters the vein. Reactions may include discomfort. redness, swelling,
inflammation (of the surrounding skin or of the vein itself) and viceration (open
sores). These reactions are usually caused by the IV (intravenous} flud leaking into
the surrounding area. {f you notice anything unusual at the site of the injection
{needle). either during or after treatmeni, telf your doctor right away.
low red blood cell count  Red blood cells deliver oxygen to
tissues throughout all parts of the body and take carbon dioxide from the tissues by
using a protein called hemoglobin. A lowering of the volume of red blood cells may
occur following pachtaxel treatment causing anemia. Some patients may need a
blood transfusion to treat the anemia. Paients can feet tired, tire easily, appear
pale, and become short of breath. Contact yowr doctor if you experience any of
these symptoms following paclitaxel treatment. :
mouth or lip sores émuoasiris). Some patients develop redness and/or sores in
the mouth or on the lips. These symptoms might occur a few days after the pacli-
taxel treatment and usually decrease of disappear within one week. Talk with your
doctor about proper mouth care and other ways to prevent or reduce your chances
of developing mucositis.

numbness, tingli g, or buming{ in the hands and/or feet (neuropathy). These
symptoms occur often with paclitaxel and usually get better of go away without
medication within several months of completing treatment. However, f you are
uncomlortable, tell your doctor so that he/she can decide the best approach for
relief of your symptoms.

stomach :pﬂmﬂ diarhea. Some patients experience nausea, vomiting, and/or
diarrhea following paclitaxel use. If gou experience nausea or stomach upset. tefl
your doctor. Diarrhea will usually disappear without treatment; howeves, 7 you
expenience severe abdominal or stomach area pain an/or severe diarhea, tefl
your doclor right away.

Talk with your doctor or other heaithcare professionat to discuss ways to prevent of
reduce some of these side effects. Because this leaflet does not include all possi-

ble side effects that can occur with paclitaxel, #t is important to talk with your doctor
about other possible side effects.

Can | take paclitaxel it | am pregnant or

nursing a baby?

Paclitaxet could harm the fetus when given to a pregnant woman. Women
should avoid becoming pregnant while they are undergoing ireatment with
paclitaxel. Telt your doctor if you become pregnant or plan to become preg-
nant while taking paclitaxel. Because studies have shown paclitaxel to be
present in the breast milk of aimals receiving the drug, it may be present in
human breast milk as well. Therefore, nursing a baby while taking pachtaxel
is NOT recommended.

This medicng was frescribed for your particular conddon. This summary does notinclude everythmg there
15 10 know about pachlaxel Megicnes are somelimes oresorbed for purposes other than those Iisted in 3
Patient tnformation Leallet. # you have questions or concems. of wanl more information about paciitaxel.
YOUr 90Ctor o phasmacssi have the complete presorong nimation upon which this guide is based  You
may want 10 (ead it and dsCusSs & win your doctr Remember, no written summary can replace caretul dis-
CussIon with your doctor.
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PACUITAXEL INJECTION See bottom of box for lot number
Each mL of nonpyrogenic solution and expiration date. ©
contains 8 mg paciitaxel. in addition, Store the vials in original cartons - - u _— 3
each ml contams 527 mg polyoxyl 35 betw 20°t0 25° C (68° to TI* ), 20 ET —_—
castor oil, NF. 2 mg citric acid oen o g pe—
anhydrous, USP and 49.7 % {v/v) Retain in carton until contants PAC”TAXEL f——
dehydrated alcohol, USP. are used. ="_m
PROTECT FROM LIGHT. N
Usuat dosage: Read accompanying
circular for detailed dosags, 'NJECTION M
diractions for use and precautions. N

30 mg/5 mL
{6 mg/mL)

MUST BE DILUTED
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MIAML, R 33137 R Read enclosed package insert,

WARNING: Cytotoxic Agent

Mtd. by FH Faulding & Co Limited
Mulgrave Victoria 3170 Australia RX on ly

\ 1001706 Rev. 9910 U

1 x5 mL Vial (30 mg)
Size: 32.5x 32.5 x62.5 mm
PMS 226, PMS 032, Reflex Blue, Gold 873
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PACUTAXEL INJECTION

Zenith Goldline

P NOC 0172-3754-73

@}

PMS 226, REFLEX BLUE, GOLD 873, PMS 0

PACLITAXEL INJECTION, 30mg/5 mL
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PACLITAXEL INJECTION

Each mL of nonpyrogenic
solution contains 6 mg paclitaxel.
In addition, each mL contains
527 mg polyoxyl 35 castor oil, NF,
2 mg citric acid anhydrous, USP
and 49.7 % (v/v} dehydrated
alcohol, USP.

Usual dosage:

Read accompanying circular
for detailed dosage, directions
for use and precautions.

Mfd. for ZENITH GOLDLINE
PHARMACEUTICALS, INC.
MIAMI, FL 33137

Zenith Qoidline

PHARMACEUTICALS

Mfd. by FH Faulding &
Co Limited

Mulgrave Victoria
3170 Australia

1093)

See bottom of box for lot
number and expiration date.

Store the vials in original
cartons between 20° to 25° C
(68° to 77° F).

Retain in carton until contents
are used.

PROTECT FROM LIGHT.
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R RN OC0172:3156:750
PACLITAXEL
INJECTION

150 mg/25 mL
(6 mg/mL)

MUST BE DILUTED
PRIOR TO IV USE

Read enclosed package insert

WARNING: Cytotoxic Agent

Rx only
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1 x 30 mL Vial

Size: 39.5 x 39:5 x 80.5 mm
PMS 320, PMS 032, Reflex Blue, Gold 873

CS 11/12/99




Zenith Goldline

SRR NOC 0023756 R
PACLITAXEL INJECTION

6 mp/mL}

MUST BE DILUTED PRIOR TO IV USE
flead package insert.
WARNING: Cytotoxic Agent

Rx only
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PACLITAXEL INJECTION, 150mg/25 mL

13" x 48"

PMS 320, REFLEX BLUE, GOLD 873, PMS 032
L001709
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PACUTAXEL INJECTION

Each mL of nonpyrogenic
solution contains 6 mg
paclitaxel. In addition, each
mL contains 527 mg polyoxyl
35 castor ail, NF, 2 mg citric
acid anhydrous, USP and
49.7 % {v/v) dehydrated
alcohol, USP.

Usual dosage:

Read accompanymg circular
for detailed dosage, direc-
tions for use and precau-
tions.

Mfd. for ZENITH GOLDLINE
PHARMACEUTICALS, INC.

MIAMI, FL 33137

Zenith Geldline
Peanwacuoriescs  (0899)
Mfd. by FH Faulding & Co Limited
Mulgrave Victoria 3170 Australia
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See bottom of box for lot
number and expiration
date.

Store the vials in original
cartons between 20° to
25° C(68°to 77° F).

Retain in carton until con-
tents are used.

PROTECT FROM LIGHT.
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| Zenith Goldline

TRARENDCI0172:3155: 76 T o ;:
PACLITAXEL ——
INJECTION ———
—_—
100 mg/16.7 mL I
{6 mg/mL) =
MUST BE DILUTED
PRIOR TO IV USE

Read enclosed
package insert.

WARNING:
Cytotoxic Agent

Rx only
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1 x 16.7 mL Vial (100mg)
Size: 32.5 x 32.5 x 80.5 mm
PMS 165, PMS 032 Reflex Blue, Gold 873

CS 111299
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PACLITAXEL INJECTION 3% R 20017
100 mg/16.7 mL £ x i {ggg}
MUST BE DILUTED 38 b 3 § ‘é;
PRIOR TO IV USE g = 3
Roead package insert. gg o3 g 5 £5 ‘3.5
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PACLITAXEL INJECTION, 100mg/16.7 mL

76 X 44MM

PMS 165, REFLEX BLUE, GOLD 873, PMS 032
LOOXXXX

0172-3755-76
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