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Food and Drug Administration
Rockville MD 20857

NDA 20-262/S-014, S-016, S-021, S-031 -
S-013 (FA), S-024 (FA)

Bristol-Myers Squibb Company ' JAN 8 1099
5 Research Parkway - P.O. Box 5100 '
Wallingford, CT 06492-7660

Attention: Susan H. Behling
' Director, U.S. Liaison
Worldwide Regulatory Affairs

Dear Ms. Behling:

Please refer to your supplemental new drug applications dated June 17, received June
19; July 1, received July 2; and December 20, 1996, received December 23, 1996; and
December 18, 1998, received December 21, 1998 submitted under section 505(b) of
the Federal Food, Drug, and Cosmetic Act for Taxol (paclitaxel) Injection.

We acknowledge receipt of your amendment to S-016 dated September 4, 1996.

We have reviewed the final printed labeling (package insert only) submitted in
accordance with our April 3, 1996 approval letter for S-013 and have determined that
it is acceptable but has been superseded.

The supplemental application S-014, a Special Supplement-Changes Being Effected,
provides for changes in the package insert only. The approximate volume size of 17
ml fer the 100mg vial is changed to 16.7 ml to provide a more accurate description.
This revision appears in the DESCRIPTION and HOW SUPPLIED sections.

The supplemental application S-016, a Special Supplement-Changes Being Effected
provides for a revision in the product name to Taxol (paclitaxel) Injection. In
addition a new precautionary statement has been added concerning potential drug
interactions with drugs which act as substrates or inhibitors of the relevant

. cytochrome P450 isoenzymes and is accompanied by a corresponding change to the
CLINICAL PHARMACOLOGY section. Also additional precautionary statements
and adverse reaction information based upon information received from on-going
clinical research and from postmarketing experience have been added.

The supplemental application S-021, a Special Supplement-Changes Being Effected,
provides a revision to the PRECAUTIONS section, Nursing Mothers subsection that
addresses the results of a rat lactation study.
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The supplemental application S-031 with final printed labeling provides revisions to
the label for S-024 approved June 30, 1998 and has not previously been launched for
this new indication.

We have completed the review of these supplemental applications and they are
approved effective on the date of this letter.

Please note that S-031 final printed labeling (submitted also as S-024 FA) supersedes
all previous labeling.

Should a letter communicating important information about this drug product (i.., a “A Dear
Doctor” letter) be issued to physicians and others responsible for patient care, we request that
you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA

5600 Fishers Lane
Rockville, MD 20852-9787.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, please contact Leslie Vaccari, Project Manager, at (301) 594-5784.

Sincerely yours,

/sl /f5/77
Robert t 'Jus(éce, M.D.

Acting Director, :

Division of Oncology Drug Products

Office of Drug Evaluation I
Center for Drug Evaluation and Research
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ONCOLOGY PRODUCTS :

3476300IM-05
51-006186-04

TAXOL

(paclitaxel)
INJECTION

TAXOL®

(paclitaxel)
INJECTION

WARNING
TAXOL® (paciitaxel) should be administered under the supervision of a physician experienced in the use of cancer ic agents. ol compii-
cations is possible only when adequate diagnostic and treatment facilities are readily available.
is and severe itivity reactions ized by dyspnea and ion requiring i and g ized urticaria have occurred in 2—4%
of patients receiving TAXOL in clinical trials. Fatat reactions have occurred in patients despite premedication. All patients should be pt with cor
and H, aniagonists. (See DOSAGE AND ADMINISTRATION section ) Patients who experience severe hypersensitivity reactions to TAXOL should not be rechalienged with the drug.
L therapy should not be given 1o patients with solid tumors who have baseline neutrophil counts of less than |500Moells/mm’am should not be given lo patients with AIDS-

related Kaposi's sarcoma if the baseline neutraphil count is tess than 1000 cells/mm>. in order 1o monitor the Mamow primarity which
may be severe and result in infection, it is that frequent peri biood cell counts be performed on all patients receiving TAXOL.
DESCRIPTION

TAXOL {paciitaxef) Injection is a clear coloriess to slightly yetlow viscous solution. It is supplied as a nonagueous sohution intended for dilution with a suitable parenteral fiuid pnor 1o intra-
venous infusion. TAXOL is available in 30 mg (5 mL), 100 mg {16.7 mL), and 300 mg (50 mi} multidose vials. Each mi. of sterila nonpyrogensc solution contains 6 mg paciitaxel. 527 mg
of purified Cremophor® EL* (polyoxyethytated castor oil) and 49.7% (v/v) dehydrated sicohol, USP.

Pactitaxel is a natural product with antitumor activity. TAXOL (pactitaxel) is oblained via a semi-synithetic process from Tavus baccats. The chemical name for paditaxel is 5B,20-Epoxy-1.
Zu.lJB,IDB,Iaa-neuhymomu-lben-S«)ne 4,10-diacetate 2-benzoate 13-ester with [2R.35)- N-benzoyl-3-phefryksoserine.

Paciitaxel has the following structural formuia:

Paclitaxel is a white to off-white crystatline powder with the empirical formula Cq7H5)NO14 and 2 molecular weight of 853.9. It is highty lipophilic, insoluble in water, and mefts at
around 216-217° C.

CLINICAL PHARMACOLOGY
Paciitaxel is a novel antimicrolubule agent that promotes the assembly of microtubules from tubulin dimers and L h by p This stability resulls
mnnmnmmmdnnmmmmmgammmmmmmm«smvmmwmmmm.hm.mammn
amays or “bundies” of microtubules throughout the cell cycie and multiple asters of microtubules during mitosis.

Following intravenous adminisiration of TAXOL, paclitaxel plasma concentrations deciined in a biphasic manner. The initial rapid decline 1o the peri com-

partment and elimination of the drug. The later phase is due, in part, 1o a retatively siow effiux of pacitaxel {rom the peripheral compartment.
Pharmacokinetic parameters of paciitaxel following 3- and 24-hour infusions of TAXOL a1 dose levets of 135 and 175 mg/m? were determined in a Phase 3 randomized study i ovarian
cancer patients and are summarized in the following tabie:

TABLE 1
SUMMARY OF PHARMACOKINETIC PARAMETERS—MEAN VALUES
Dase Infusion N C, =) T-HALF Qg
(mg/m?) Duration (h) (patients) (v\gm) tng h/mL) ™ Lhim)
135 24 2 195 6300 527 a7
175 24 4 %65 7993 15.7 238
135 3 7 270 7952 131 177
175 3 B 3650 15007 20.2 122

m:mmwmm
-n):Mummmmﬂrm-lm\emhomﬁmmolminﬂy
CLy = Total body dlearance

It appeared thal with the 24-hour infusion of TAXOL. a 30% increase in dose (135 mg/m’ versus 175 mg/m’ ) increased the by B7%, whereas the AUC{D-) remained propor -
tional. However, with a 3-hour infusion, for 3 30% increase in dose, the and ALIC{0-w<) were increased by 58% and 83%, r ively. The mean apparent volume of distribution at
steady state, with the 24-hour ifusion of TAXOL, ranged from 227 lo 683 m, i i istripution and/or tissue binding of packiaxe!

The i of pacii were aiso in adult cancer patients who received singte doses of 15-135 mg/m’ given by 1-hour infusions (n=15), 30-275 mg/m’ given
by 6-hour infusions (n=36), and 200-275 mg/m’ given by 24-hour infusions (n=>54) in Phase 1 & 2 studies. Values for CLy and volume of distribution were consisient with the findings
in the Phase 3 study. The pharmacokinetics of TAXOL in patients with AlDS-related Kaposi's sarcoma have not been studied.

In vitro studies of binding to human serum proteins, using packtaxel concentrations ranging from 0.1 to 50 pg/mL, indicate that between B9-98% of drug is bound; the presence of

imeti ranitidine, of dipt i not atiect protein binding of pachitaxel.

After intravenous administration of 15-275 mg/mz doses of TAXOL as 1-, B-, or 24-hour infusions, mean valufs for cumutative urinary recovery of unchanged drug ranged from 1.3%
10126% of the dose, indicating extensive b In tive patients administered a 225 or 250 mg/m* dose of radiolabeled TAXOL s a 3-hour infusion, a mean of 71% of the
radioactivity was excreted in 1he feces in 120 hours, and 14% was recovered in the urine. Total recovery of radioactivity ranged from 56% o 101% of the dose. Pachtaxel represented a
mean of 5% ol the administered radioactivity recovered in the feces, while ites, primarily 6 i for the balance. & vitro studies with human lver micro-
somes and tissue slices showed that pacitaxel was metabelized primarily 10 6 by the P450 isozyme CYP2C8; and to two minor metabolites, 3'-p-hydroxy-
paditaxel and 6a., 3'-p-dihydroxypaclitaxel, by CYP3A4. in vifro, the metabolism of paclitaxel to 6a-hydroxypaclitaxel was inhibited by a number of agents (ketoconazole, verapamit,

Quinidine, cyclosporin, teniposi al d , but the h used thase found in vivo following normal therapeutic doses.
Testosterone, 17a-ethinyl estradiol, retinoic acid, and quercetin, a specific intibitor of CYP2CS, also inhbxied the of & i in vitro. The phar i of pacli-
taxel may also be aitered in vivo as a result of i with that are inducers, or inhibitors of CYP2CB and/or CYPIA4. (See PRECAUTIONS: Drug Interactions
section.) The etlect of renal or hepatic dystunction on the disposition of paclitaxet has not been inveshgated.

Possible interactions of pachtaxel with i ini i have nol peen formally investigated.

CLINICAL STUDIES

Ovarian Carcinoma .

First-Line Data: The safety and efficacy of TAXOL (135 mg/m2 over 24 hours) in combinalion with msolagn (75 mg/mzj in na]!ents with advanced ovarian cancer and no prior chemothera-

et wiera aye et 0 a Phase 3 multicentar randomized. controlled {vs cyclopnosohameds 750 mg/m</cisplatin 75 mg/m<) clinical trial conducted by the Gynecology Oncology Group
. PR s ac dietant mafantacect were randomized Pahants rreated with TAXAL in combi-




A1 = area under the pasma concentration -time curve from time 0 to infinity
CLy = Yotal body clearance
lwmmmummurﬂm.mm‘nm(mm/m'mnsm/m')imm _wem,mmmnm-)mm~
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The inetics of pack were also mmmmmmdwmoﬁs—msmlm'gmnbyl-houvmﬁwu(nﬂ.’n)_.:!l)—!ﬁmlm'pgm
ws—hmnhmn‘ws(n-‘ﬁ).lld200—275nq/m'mbyzuwinﬁs'mh=sd)hhuI&anics.vmuos'oru. mammovmummmmmmmms
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! ve h i Pacitas,

. . or thd not atfect protemn binding i

Nurmmummmm‘uls-nswnﬂmumxmu1».5-.u24wm.mm uwmwmmuyuuwmmnunlm
© 12.6% of the dose, i ext non-renal . In five patients administered a 225 or 250 mgy/m: 0089 of radiolabeled TAXOL as a 3-hour infusion, 2 mesn of 71% of the

ioactivi mw-uneeunmm,mmwasmea‘mmem,rmmqmmwmmmmsﬁmwmmmm.w led a
mean of 5% of the recovered in the feces, while i primarily 6 " the balance. in vitro studies with human fver micro-
mmmmmmlmmmmwwmmymﬁ i i by the Nsomzymcvms;mmmmmmmm.a'-pmmy-
mnlmma'-mma,wmw.hm, the ism of paciitaxel 1o 6 i was inhibited by a number of agents (ketoconazole, verapamil,
di Quinidine, i iDOS ide, and vincristine), but the concentrations used exceeded those found in vivo following normal therapeutic

Testosterone, 17a-ethinyl estradiol, retinoic acid, and quercetin, a specific inhibitor of CYP2C8, also inhibited the formation of Sa-hydroxypasiitaxel in witro. The pharmacokinetics of pach-
taxel may aiso be aitered i1 vivo as a result of i ions with that are Mucers,orimummmcmcammcvm.(sﬂmmmm
section.) The effect of renal or hepatic dy on the ition of padli has not been investigated.

Possible i ions of with . _ ications have not been formaily investigated

CLINICAL STUDIES
First A Data: The satety and efficacy of TAXOL mohwz S mg/m?) chemothera
-Line 3 AXOL (135 m?lm)mmmmmwmm jn (75 mg/m<) i paty with advanced ovarian cancer and no rior -
i i i ide 750 Gynecology Group

Py were in a Phase 3 4 . (vs. feisplatin 75 mgys ) chinical triat conducted by the Oncology
(GOG). A tota of 41 uﬁaﬂsﬁmsuqelluwdw(ﬂunwmmrm ly or cistant were . Patients Weated with TAXOL m combsi-
nation with cisplatin had signi ly longer time to ' (rmmns.s-s.|3.omm‘m.mymmamnwmmmw.mwmmn»
dard therapy. M
TABLE 2
EFFICACY IN THE PHASE 3 FIRST-UNE OWARIAN CARCINOMA STUDY
TAXOU Cisplatin [»
{n=196) n=214)
*  Clinical Response® n=113) n=127)
~—fate (percent) 62 48
~—p-vaiue 0.04
*  Pathoiogical Response”
—rate {percent) k3 20
—p-value 0.001
¢ Patiwiogical Complete Response
~—rate (percent) 2 16
—p-vaive . 0.20
* Timebo |
—median (months) 16.6 13.0
—p-valve 0.0008
*  Survival
——median {months) 355 242
—p-vaie 0.0002
gAmonq evaluable patents onty.

mmummwmmuwmmumummmmrmam,

The adverse event profile for patients receiving TAXOL in combination with cisplatin mmisslmmmﬂymmmmxmmwmmd&hmmz patents

treated with single-agent TAXOL i 10 dinical studies. These adverse events and adverse events from the Phase 3 first-fine ovarian i study are ibed in the
CTIONS section in tabular (Tabies 8 and 9) and narrative form.

Second-Line Data: Data from five Phase 1 & 2 dlinical studies (189 patients), a multicenter randomized Phase 3 study (407 patents), as wedl as an interim anatysis of data from more
than 300 patients enrolled in a treatment referral center program were used in support of the use of TAXOL in patients who have faded initial or Y
carcinoma of the ovary. Two of the Phase 2 Studies (92 patients) utilized an initiat dose of 135 10 170 mg/m’ in most patients {>90%) adminisiered over 24 hours by continuous infusion
Response raminmmmmw«ezzmss%a;n loJ7%jand30%(95%Cl:18!046%)wimalotddﬁconueleand wpanwmmszm.mmm
of overall response in these two studies measured from the first day of treatment was 7.2 months {range: 3.5-15.8 months) and 7.5 months {range: 5.3-17.4 months), respectively. The
median survival was 8.1 months {range: 0.2-36.7 months) and 15.9 months {range: 1.8-34 5+ months).

The Phase 3 study had a bitactoriat design and compared the etficacy and safety of AXOt, administered at two ditferert dases (135 or 175 mg/m’) and schedules (3- or 24-hour infusion)
The overall response rate for the 407 patients was 16.2% (95% CI: 12.8 to 20.2%), with 6 complete and 60 partial responses. Duration of response, measured trom the tirst day of treat-
ment was 8.3 months (range; 3.2-21.6 months). Median time to progression was 3.7 manths (range 0.1+ — 251+ months). Median survival was 11.5 months (range: 0.2—26.3+ months)

fiesponse rates, median survival and median time to progression for the 4 arms are given in the following table.

TABLE 3
EFFICACY IN THE PHASE 3 SECOND-LINE OVARIAN CARCINOMA STUDY

175/3 175/24 135/3 135/24
(n=96) (n=106) (n=99) {n=106}
*  Response
—rale (percent) 146 217 15.2 13.2
—95% Confidence Interval (8.5-23.6} (14.5-31.0) (9.0-24.1) (7.7-21.5)
* Time to Progression
—median (months) 44 4.2 3.4 2.8
—95% Confidence Intervat (3.0-5.6) (3.5-5.1) 2842 (1.94.0
*  Survival
—median (months) 1.5 JAR:} 13.1 10.7
—95% Contidence Intervat 8.4-14.9) (8.9-14.6) 9.1-14.6) {8.1-13.6)

N\aiyseswercnedwwmbymemacmlswmiundescn inmepvmm.uymwmmemmuasu I75Wm2)lluspecvv501mem0u24hwrs)
and the two schedules iespective of dose. Patients receiving the 175 mg/m< dose had a response rate similar to that for those receiving the 135 mg/m : 18% vs. 14% (p=0.28).
No difference in response rate was detected when covgpaving the 3-hour with the 24-hour infusion: 15% vs. 17% (p=0.50). Patients receiving the 175 mg/m< dose of TAXOL had a ionger
time to progression than those receiving the 135 mg/m< dose: median 4.2 vs. 3.1 months (p=0.03). The median time progression lor patients receiving the 3-hour va. the 24-hour in
was 4.0 months vs. 3.7 months, respectively. Median survival was 11.6 months in patients receiving the 175 mg/m< dose of TAXOL and 11.0 months in patients receiving the 135 mg/m:
dose {p=0.92). Median survival was 11.7 months for patients receiving the 3-hour infusion of TAXOL and 11.2 months for patients receiving the 24-hour mfusion (p=0.91). These statistica!
analyses should be viewed with caution because of the multiple comparisons made.

TAXOL remained active in patients who had i to plati i metapy(deﬁnedas(uwpmwmmmm.ulmmmsmmsmm-
pletion of, a platinum containing regimen) with response rates of 14% in the Phase 3 study and 31% in the Phase 1 & 2 clinical studies.

The adverse event profile in this Phase 3 sludy was consistent with that seen for the pooled analysis of data from 812 patients treated in 10 clinical Stuckes. These adverse events and
adverse events from the Phase 3 second-line ovarian carcinoma study are m the REACTIONS section in tabutar (Tables 8 and 10) and narmative form.

YNevesunsolmisram)mizedmmpoomhemduxota(dousol135ml75mglm’. ine by a 3-hour i inmsion.l'hesammmnbyumr
infusion were more toxic. However, the study had insufficient power to determine whether a particular dose and schedule produced supefior efficacy.

Breast Carcinoma: Data from 83 patients accrued in three Phase 2 open label studies and lrom 471 patients enrolled in a Phase 3 randomized Sludy were available to support the use
of TAXOL in patients with metastatic breast carcmoma.

Phase 2 open label studies: Two studies were conducted in 53 patients previously treated with a d of one prior ic regimen. TAXOL was administered in these two
trials as a 24-hour infusion at initial doses of 250 mg/m (with G-CSF support) or 200 mg/m’. The response rates were 57% (35% CI: 37 to 75%) and 52% {95% Ct: 32 to 72%), respec-
tively. The third Phase 2 study was conducted in exiensively pretreated patients who had failed anttracydine therapy and wha had received a minimum of two chemotherapy regimens for
the treatment of metastatic disease. The dose of TAXOL was 200 mg/m’ as 3 24-hour infusion with G-CSF support. Nine of 30 patients achieved a partial response, for a response rate of
30% (95% C): 15 to 50%).

Phase 3 study: This trial was in patients iously treated with one of two regimens of chemotherapy. Patients were randomized o receive TAXOL
(paciitaxe!) at a dose of sither 175 mg/m’ or 135 mg/m’ given as a 3-hour infusion. in the 471 patients enrolled, 60% had Symptomatic disease with impaired performance status at study
entry. and 73% had visceral metastases. These patients had faied Prioc chemotherapy either in the adjuvant seting (30%). the metastalic setting (39%), or both (31%). Sixty-seven per-
cemo'mepatienshmboanwmywtomwimamzaiummmmmmrmmtomisuasouqems.

The overall response rate for the 454 evaluable patients was 26% (95% Ct: 22 10 30%). with 17 complete and 99 partiai responses. The median duration of response, measured from
the first day of treatment, was 8.1 months {range: 3.4-18.1+ months). Overall for the 471 Ppatients, the median bme 10 progression was 3.5 months {range: 0.03-17.1 montts). Median
survival was 11.7 months {range: 0—18.9 months)

Ruwumles,mumlmmanﬁmewwmmZmareymnmmehhnmhue

TABLE 4
EFFICACY IN BREAST CANCER AFTER FAILURE OF INITAL CHEMOTHERAPY
OR WITHIN 6 MONTHS OF ADJUVANT CHEMOTHERAPY

17573 13573
{n=235) {n=236)
¢ Response
—rate (percent) 28 22
—p-valve 0.135
* Time to Progression
~—median (months) 42 30
-—p-vaive 0.027
*  Sorvival
—median (months) 1.7 10.5
—p-value 0.321

The adverse event profite of the patients who received single-agent TAXOL in Ihe Phase 3 study was consistent with that seen for the pooled analysis of data from 812 patients treated in

10 clinical studies. These adverse events and adverse events from the Phase 3 breast study are inthe RES section in tabutar (Tables 8 and 11) and
narrative form.
Non-Smail Cell Lung Carcinoma {NSCLC): in a Phase 3 open label randomized study conducted by the Eastern Cooperative Oncology Group (ECOG), 599 patients were randomized to
either TAXOL (T) 135 mg/m’ as a 24-hour intusion in Combination with cisptatin {c) 75 ma/m’. TAXOL (T) 250 mg/m’ as a 24-hour infusion in combination with csplatin (¢} 75 mg/m® with
Gtstupm.udsuapn(cHSWm'mday 1, foowed by etoposide (VP) 100 mg/m’ on days 1, 2, and 3 (control).

Response rates, median lime to progression, median survival, and one-year survival rales are given in the following table. The reported p-values have not been adjusted for muttiple

. There were h differences favoring each of the TAXOL pius cisplatin arms for response rate and time to tumor progression. There was no statistically
significant difference in survival between either TAXOL Plus cisplatin arm and the cisplatin pius #loposide arm.

TABLE 5
EFFICACY PARAMETERS IN THE PHASE 3 FIRST-UINE NSCLC STuDY

Ti35/24 1250724 VP1002
€75 c75 c75
(n=198) {n=201) {n=200)
* Response
—rate (pescenl) 25 23 12
—p-value' 0.00t «<0.001
¢ Time to Progression
—madianérmnlhs) 4.3 43 27
—p-value 0.05 0.004

*  Survival
—median tmnnths: . - P




T TN

o survvar
— (months) nr 105
—p-vaive 0.3

mmmmdmmmmw’ rmnmumsmmmmum”mhmwmnmmqmmmzmmum
vomm,lmmmwmmmnmsmmmnmmmmmmmmwnmawmw
Rarmative form.

lh-—s:mwwmmcyn-mswwmmmquwwnommwn(sm).ssgmmimmmm
mmxmm135mglnvs-ummnmmw:’ummmm:‘;mymawtf.gn.ﬁo’wuﬁua24wmnmmmm(q7swwm
6-CSF support, or cispiatin (c) 75 mg/m? on day 1, folowed by etoposide (VP) 100 'm' on days 1,2, fcorrol)
raus.Mmﬁmelnpmqvmm.mm.wmﬂwalrmasnummmmm.mmedp—nluss'nnmlwmhm
mm.vnmmmmnywmmmmmmumwomuwsuaﬁnmummwmnww.rmmmm

WMWinmlmmemmmmmmmmmn plus stoposide arm.
TABLE 5
EFFICACY PARAMETERS IN THE PHASE 3 FIRST-LINE NSCLC STUDY

T135/24 T250/24 VP1002
€75 75 €75
(n=198) {n=201) (n=200) ~—
* Response
—nats 25 23 12
—p-valve 0.001 <0.001
* Time o Progression
— median (months) 43 49 27
— 0.05 0.004

— i 9.3 10.0 74
—wauu'lM) 012 008
___—percent of patients 36 40 32
2E1opaside (VP) 100 mg/m? was aoministersd N on Gays 1, 2, and 3. .
©Compared o cisplatin/stopaside. )
mmscosnm.uuﬁnmwmmdc-wwmmwr-u had saven that me e of Of the seven,
lheLunqCaleoedﬁcSymmommlawmenxoLmsw mmurmmnnammwmmmmwmum,mumm,m-um
difference in the treatment groups.
mmusammforpnﬁammmmmlneum'nmmﬁmmmmmmmmmm.mmmmmummmm
lmledwﬂnsinqlemmﬂxounwdinicalmes.nuemmmmmmmm:w-lmmcmnmmnmmm-
tion in tabular (Tabies 8 and 12) and narative form.
uns-ummmod'ss-m:mummmzmmmmmmm!umummwmmmmsww':uwnm;m
mmaasmmamwinmmiu‘m previously received systemic therapy, indluding aipha (32%), {31%), DOXL® (2%). and daxorutecn
cmmomerapy(lz%),MmSl%havirmraoewodpriorum::yum.m-mmdmwmummmmm.umﬂmm!mmw,
lnSnxtyUl:N-l"paﬁmtsmceinﬂTAXOLm135me‘lsa}hwvim\mmy3mu(lmmadosemmtyﬂiwm‘lmek).nwm-hmmwww.
panem;wemoreoeivnssmwww175mg/nemnmum1m.mmxwwmfacmwmmme_mwoy.msmum-zmumwmu.mw
mq/neasas-mimmmzmu(immmmmsowwm.hmsmmmmmwwmmmmmmmmmmmm-
apy.armisnupponwashheimmmnm:mmdwmmmm.mmhmaﬂxm.mmmuﬁemmhmmmmmemmm»
ommended for other solid tumors.
Nlpatiensnadmdespfaadandpwﬂskﬂisam.wuﬁmmemcmgmguiluialopabem.sMmpriovsystenﬁcmerapy.ss%werepomrisktoranenloldiuasem).uﬁhada
€4 count <200 cefis/mm’ (1), and 97% had poor risk considering their systemic iness (S, ). ) )
All patients in Study CM.’!L-I" had a Kamofsky performance status of 80 or 90 at tme}lne; in Study CA139-281, there were 26 (46%) patients with a Kamotsky performance status
of 70 or worse at baseline.

TABLE &
EXTENT OF DISEASE AT STUDY ENTRY
Percent of Patients
* Prior Systemic
Therapy
(n=59)
Visceral + edema
=0ral + cutaneous 42
Edema or lymph nodes
oral + cutaneous 41
Oral + cutaneous 10
Cutaneous Only 7

Although the planned dose intensity in the two studies was slightly ditferent (45 mg/m?/week in Study CA139-174 and 50 mg/m/week in Study CA139-281), deliverad dose intensity
was 38-39 mg/m'/week in both studies, with a similar range (20~24 fo 51-61). . . .

Efficacy: The efficacy of TAXOL was evaluated by 2s8esSing cutaneous tumor response according to the amended ACTG criteria and by seeking evidence of ciinical benefit in patients
in six domains of symploms and/or conditions that are commonly related to AIDS-related Kaposi's sarcoma.

Cut: Tumor A ACTG Cniteria): The objective response rate was 59% {95% CI: 46% to 72%) (35 of 59 patients) in patients with prior systemic therapy. Cutaneous
responses were primarily defined as flattening of more than 50% of previously raised lesions.

TABLE 7
OVERALL BEST RESPONSE (AMENDED ACTG CRITERIA)
Percent of Patients

Prior Systemic

Therapy

{n=59)
Complete response 3
Partial response 5
lable disease 29
Progression 8
Early deathtoxicity 3

The median time to response was 8.1 weeks and the median duration of response measured from the first day of treatment was 10.4 months {95% C1: 7.0 10 11.0 months) lor the patients
who had previously received systemic therapy. The median time to progression was 6.2 months (95% C): 4.6 tp 8.7 months).
MdiﬁawainimlﬂanﬁtmslammwﬁmMmWMmmmmmmmmmmm . clinical
and photographs indicated clear benefit in some patients, including instances of improved puimanary function in patients with pulmonary i improved 5 ion of
mlm,mmmmcmmmminmmmmmmmmmmmuﬁonmaualmwmmmmmxsmum,m,mm.
Safety: The adverse event profile of TAXOL in to patients with HIV disease and poor-risk AIDS-related Kaposi's sarcoma was generally similar 1 that seen in the
pooled analysis of data from 812 patients with solid tumors. Thess adverse events and adverse events from the Phase 2 second-kne Kaposi's sarcoma studies are i
ADVERSE REACTIONS section in tabular (Tables 8 and 13) and narrative form. In this i patient however. a lower dose infensity of TAXOL and supportive ther-
apy including hematopoietic growth lactors in patients with severe neutropenia are recommended. Patients with AIDS-related Kaposi's sarcoma may have more severe hematologic tnxi-
cities than patients with solid tumors.

INDICATIONS

TAXOL is indicated as first-line and therapy for the of i of the ovary. As first-line therapy. TAXOL is indicated i combingtion with cisplatin_
TAXOL is indicated for the treatment of breast cancer atter failure of nati y for ic disease or relapse within 6 months of adfuvant Cchemotherapy. Prior
therapy should have included an ine unless clinicatl i

TAXOL, in combination with cisplatin, is indicated for the first-tine treatment of non-small cell lung cancer in patients who are not candidates for potentiaily curative surgery and/or radi-
ation therapy.
TAXOL is indicated for the second-ting treatment of AIDS-reiated Kaposi's sarcoma.

CONTRAINDICATIONS .

TAXOL is contraindicated in patients who have 3 history of hypersensitivity reactions to TAXOL or other drugs in Ci EL castor oil).
TAxmummmbe-minpmiemswm:xiammmmmrmmwemmsM<1wowwwummmswmmnsmmum'smmmnmmpm

counts of <1000 cedis/mm’.

WARNINGS

iS and severe itivity reactions ized by dyspnea and requinng . . urbcaria have occurred in 2—4% of patients
receivingTAXOLinuimwtrials.Fawrmhanomnmmmmmwmm.ulmmnhe, with ids, and Hy antago-
nists.(mmmnmmmm,)mmwmmmmbmummurwmnm,
Bone marrow ion {primarily ia) ' doge: and s the dose: mmwmmnamunun.tummuum-
leredlopa(iemswimbaselwmwmwunuollesmﬁooaelumldmocenymm’lowau«ummxsth mmmmum&mrﬂm

freatment. Patients should not be re-ireated with subsequent cycles of TAXOL until neutrophits recover (0 a level >1500 celis/mm’ (>1000 cefts/mm’ lor patients with KS) and platelets
recover 1o a level >100,000 celts/mm’.

Severe ities have been 'l\<17~01Mmmfummmmnnmmmwm.ﬂmmmmm'
duction abnormalities during TAXOL infusion, appropriate therapy should be i and cardiac Q shoukd be ouring therapy with TAXOL.
Pregnancy

TAXOL can cause fetal harm when administered 1o a Pregnant womar. Administration of paciitaxel duning the period of organogenesis 10 radtats at doses of 3.0 Mg/kg/day (about 0 2 the
uai!ymxinwmrecomnmdedmmmmawwmywmwmmm.mimmwh C . IXTeased resorpbons and mcrsased letas deaths. Matermnal

genic polential could not be assessed at higher doses due Io extensive fetal mortality.
There are no adequate and well-controlled studies in pregrant women. f TAXOL is used duning pregnancy, o if the patient becomes 9regnant while recerang this drug. the patient shoukd
be apprised of the patential hazard to the fetus. Women of childbearing potential should be advised to avosd becoming pregnant,

PRECAUTIONS
Conlmoﬂheundi!ut_e_dmunlratgwimuasudzedwmmmmpmmumcesummwesﬂmmsmmsmnmmnm In order to menmize patient
expasure to the DEHP [di-(2- m,dvﬂnmmy be leached from PVC infusion bags or sets, diuted TAXOL solutions should preferadly be siored in botties (glass,

'ypropylene) or ic ypropylene, ned sets.

TAXOL should be administered through an in-line filter with a MiCroporous membrane not greater than 0.22 microns. Use of fitter devices such as IVEX-2@ filters which incorporate
shorl iniet and outlet PVC-coated tubing has not resuited in signiticant leaching of DEHP.

Drug interactions: In a Phase 1 trial minqscalaﬂ\gdﬂudﬂxotmo-mmqlm?)musahm(500175mg/m?jgivenas infusions, was more profound
m»enTAxOLwasgivenmrdsuannumwnnthemmm(l.e. TAXOL before cisplatiaj. numwmmnmmwm demanstrated a decrease in paciitaxel ciearance
of approximately 33% when TAXOL was administered folowing cisplatin.

The sm of TAXOL is catalyzed by P4S0 isoenrymes CYP2CS and CYP3A4. In the absence of formal clinical drug inleraction studies, caution should be exercised
when mini ,YTAXOL intly with or inhibitors of the cytochrome P450 isoenzymes CYP2C3 and CYP3AS. (See CLINICAL PHARMACOLOGY section.)
Potential interactions between paclitaxel, a substrate of CYP3A4 and protease inhibitors {ritonavir, ir, indéinavir, and neffi . which are and/or inhibitors of CYP3A4
have not been evaluated in clinical trials.

Reports in the literature suggest that plasma levels of doxorubicin {and its active i icinol) may be i when i and icin are used in

recover 1o a level >1500 celis/mm3 and platelets recover tn a level >100,000 celis/mm3. In the case of severe Neutropenea (<500 colls/mm3 for seven of more} during a
TAXOL therapy, a 20% reduction in dose for subsequent courses of therapy is recommended. e tars ) during a course of
For patients with advanced MIV disease and poor-risk ANDS-retated Kaposi's sarcoma, TAXOL, at the recommended dose kor thes cesease, can be initiated and repeated if the neutrophil
count is at least 1000 cells/mm3.
Hypersensitivity Reactions: Patients with a history of severe hypersensitivity reactions to products ining C. EL fe.g. in for injection concentrate and teniposide for
injection concenirate) should not be treated with TAXOL. I order to avoid the occurrence of severe hypersensitivity reachons. all pabents treated with TAXOL should be pramedic‘::zd with
cor (suchas and H, (suchas ine or raniti M such as flushing, skin reactions, dyspnea, hypotension or tachy-
i or urliraria

- o : 0 . Minor
cardia do not require interruption of therapy. However. severe reactions, such as hypotension fequiring treatment, dyspnea requiring bror S, ar
require immediate discontinuation of TAYG! a4 arersaciva cymninmatio thorse. T me O 0 e e e b




OiEiy. Ine aoverse eveni PrOTHE i TAAUL daministeren 1o PAUEITLS W ouraidod Miv QIdSEASE dul PUui Lan AL S iGid e Lapud, 5 s v
wuec-msmnmmmzumummm mors. These mmmmrscovunshﬂmmePhaaaZuoond-imel(aposnssalmmaslmuemsmwmme
ADVERSE nousmnmnmsmm)uumnumm hmmmmmmatmm«.mmmmdmmmw

apy including hematopoietic growth factors in patients with severs neutropenia are recommended. hmmuDsmtwhmlmmmmomMMcmn
mmmmmm

INDICATIONS
wmummwasmnmwwunmmummdmmuhm -line therapy, TAXOL is indicated in combination with cisplatin.

Tﬂmummmmmdmmwumu for disease or relapse within 6 months of adiuwvant chemotherapy.
therapy should have included an uniess clircally contraindicated

TAXOL, mm«mmmwmmlnn is indicated for the first-| ummummwmmmmmnmmummmmum
ation therapy.
TAXOL is indicated for the second-tine treatment of AIDS-retated Kaposi's sarcoma.

CONTRAINDICATIONS

TAXOL is contraindicated in pstents who have a history of hypersensitivity reactions to TAXOL or other drugs castor oi)
TA)(DLsnouldmlbeuseoinnatientsvmhmlidwmuvsmmwelmanmmnpmlomdeSOOeells/mm‘onnpanu\mthDSmmd Kaposi's sarcoma with basekne neutrophil

counts of <1000 cells/mm’.

WARNINGS

Anaphylaxis and severe by dyspnea and ion requining and ize ur‘t'ia}iahgveacuanZJ%dM
receiving TAXOL in dlinicat trials. Fmrmmmnmumdespnaumduw‘ All patients should be with _ , and Hy antago-
nists. (See DOSAGE namumum)mmwu severe hypersensitivity reactions to TAXOL should not be with the A

Bone marrow suppression y neutropenia) is and is the dose-limiting toxicity. Neutrophil nadirs occured at a median of 11 days. TAXOL should not be adminis-

(primari toxicity. .
fered lo patients with baseline neutrophil counts of less than 1500 celis/mm’ (<1000 celis/mm’ for patients with KS). Frequent monitoring of blood counts should be nstitiuted during TAXOL
Patients should not be re-treated with subsaquent cyces of TAXOL unbil neutrophils recover to a level >1500 cels/mam (> 1000 celis/mm’ for patients with KS) and platetets

treatment.
mmlonlenl>1mm0aNm’

Severe n<l$¢mWTﬂ&W“mmmmWWlmmw
nm-wmmammo‘.m:m appropriate therapy should cardiac during Mnoywmuxm

Preprancy

TAXOL can cause fetal harm when administered 1o a pregnant woman. Mdmm muwnmnmmaowmmozu

daty maximum recommendes uman dosa on 8 mE/m’ baszs) caused embryo- and RIOKICHy, 8s inchcated by intrautenne mortalily, incrassed resorplions and mmdwmmuam

mwmmm"edmmsmuuommm-mmn|omw1/|smmmwwmumawum)
mmmnmmwmmmmmm mortality.

‘nnnmmmum 'well-controtied studies nmmmlwo&-mmwwmunmmmmmmmummwmm

be apprised of the potential hazard to the fetus. Women of childbearing potential should be advised 10 avaid becoming pregnant.

PRECAUTIONS

cmmotMmmmmmmmnmmmwummmummum-Mn not recommended. In order 1 Manmize patient

exposure to DEHP [di-(2. which may be leached from PVC infusion bags or sefs, triuted TAXOL solutions should preferably be stored in botties (glass.
and sdministration

or plastic bags polyethylone-ined sets.

’rAxoc.Mnbnmumwm.gnmm«wm-mmmmmonm Usa of fiter devices such as VEX-2® Riters which incomporate
shoi inlet and outiet PVC-coated tubing has not resutied in significant leaching of DEHP.
anlmnrlcﬂ«mInaPVnsnmalmmqmmmﬂomdlmmo—zmmlml)mmntworﬁmglm?jmu il infusions, NON was more profound
when TAXOL was given afier cisplatin than with the altemnats saquence i.6. TAXOL betore cisplatia). Phannacokinetic these patients demonstrated a decrease in paciitaxel Clearance:
menmewas&mnTMDmemmommmmm

mnmxbohsdeAXOLlsmadbymmmNsomm CYP3A4. In the absence of formal clinical drug interaction studies, caution should be exercised
when administering TAXOL concomitantly with known substrates or inhibitors of the the cytochrome P450 isenzymes CYP2C8 and CYP3AA. (Ses CLINICAL PHARMACOLOGY section )
Potential interactions between paciitaxel, a substrate of CYPIA4 and protease inhibitors (ritonavir, saquinavir, indinavir, and nelfinavir), which are substrates and/or inhibiors of CYP3A4
have not been evaluated in clinical trials.

Reporls in the literature suggest that plasma levets of doxorubicin (and its active i icinol) may be i when i and iCin are used in

mmrTMOmesmnmmmmmmmmmmmmmmlmdwmanlsoouns/mms In order to monitor the occurrence of myslotaxicity, it i
that blood cell counts ba performed on alt patients receiving TAXOL. Patients should not be re-treated with subsequent cycies of TAXOL unti neutrophits
mwvevmalevel>1500ullslmm3mdplmelctsrwovubalem>100000ulls/mm3 In the case of severe neutropenia (<500 cails/mm? for seven days or more) during a course of
TAXDmey,aZD%redumnlnunsewsubsemmnwmotuuapy recominended.
For patient mmmmvamammmkmsmmsmmTAXOmeemcummndeddosetovthlsolseasemnmmaﬂedamrmmdnmemml
count is at iaaﬂ 1000 celis/mm3.

Hypersensitivity Reactions: Patients with a history of severe hypersensitivity reactions 1o products ining C EL (e.g. in for injection for
weclmnwncemrale)shouldmbelua(edwmnxm mmwmdmmmmolwunywumwwreacm mlmmmmrummuwmwwm
{such as and H; antagonists {such as sﬁl.lsfuqskmm Mpolensmorwvy

cardia do not require interruption of therapy. However, severs raacuons such as hypotension rewmq tuatmem dyspnea requi
requlre immediate unscommualmn of TAXOL and aggressive symplomatic therapy. Patients who have developed severe rvypersensmmy reactions shouid not be teadmoed mm TAXDL

ion have been observed during administration of TAXOL, but generaily do not treatment. Occasionaty TAXOL infusions
must be interrupted or discontinued becausc of initia) or recurrent hypertension. Frequent vital sign monitoring, particularty during the ﬁm hour of TAXOL intusson, is recommended. Con-
tinuous cardiac monitoring is not required except for patients with serious conduction abrormalities. (See WARNINGS section )

Nervous Sysi un’| TNmough the occurrence of peripheral neuropathy is frequent, the of severe is unusual and requines a dose reduction of 20% for all subse-
quent courses of
TAXOL contains dehydrated alcohol USP, 396 mg/mL; consideration should ba given to possible CNS and other effects of alcohol. (See PRECAUTIONS: Pediatric Use section )

Hepatic: There is evidence mat the taxicity of TAXOL is smanced in patients with elevated liver anzymes. Caution should be exercised when administering TAXOL 1o patents with moderate
1o severe hepatic i and dose d be

Injection Site Reaction: Injection site reactions, mcludmg feactions secondary to extravasation, were usuaily mild and i of erythema, ion, or swelling
at the injection site. These reactions have been obsanwd more ﬁequemly with the 24-hour mlusm than with the 3-hour infusion. Recurrence uf skin reactions nt a site of provious extrava-
sation fallowing administration of TAXOL at a different site, i.e., *recall”, has been reported raref,

Rare reports of more severe events such as phlebitis, eellulms mdummn skin extoliation, necrws and fibrosis have been received as part of the continuing surveillance of TAXOL
safety. In some cases the onset of the injection site reaction either occurred during a pvolonwd miusmn o was delayed by a week to ten days.

A specific treatment for extravasation reactions is unknown at this time. Given the it is advi to closely monitor the infusion site for possible infittraton
during drug administration.

i of Fertility: The carcinogenic potential of TAXOL (paciitaxel) has not been studied.
Paclitaxel has been shown to be iC in vil ions in human and in vivo (mi test in mice). Paclitaxel was not mutagenic in the Ames

test or the CHO/HGPRT gene mutation assay.
Administration of paciitaxel prior 1o and dufing mai nmdmnmmmmmmandmmaiemsatdmeqmlmorgrealarmm anay{abmnommmmm

ting prod
recommended human dose 0 a mg/m2 basis). At this dose, paciitaxel caused reduced fertility and reproductive indices, and increased embryo- and fetotoxicity. (See WARMNINGS section )
Pregnancy: Pregnancy “Category 0.” (See WARNINGS section.)
Mursing Mothers: It is not known whether the omanuummmnnmxwmmnmmmmumvmnmmmswwm
msofnmoauwnymmkmmwmanmplunuwwmmmmuwmmeummmnm Becmsemnydnqsmmmmmmmmmdm
potential for serious adverse reactions i nursing infants, it is that nursing be when receiving TAXOL therapy.
Pediatric Use: The safety and effectiveness of TAXOL in pediatric patients have not been established.
YherenavebeenreponsmumlmnvwssmemchS)mm(muwmmdmdem)mndmwuulmpedmncmnmsmmnxmmmmmmmm
3 hours at doses ranging from 350 mg/m? to 420 mg/m2, The toxicity is most likely attributable to the high dose of the ethanol component of the TAXOL vehicie given over a short infusion
anheuseoimncomnamummummesmaylmensdymm mmnamvmmmmmnmﬂwmmunwmmmm-mmmm
the recommended adult dosage) must be mmwmmwmenmyoﬂuotmlumm

ADVERSE REACTIONS

Pooled Analysis of Adverse Event Experiences from Single-Agent Studies

Data in the following table are based on the experience of 812 patients (493 with ovarian carcinoma and 319 with breast CArTNOMa) enroled in 10 studes who recerved singie-agent
TAXOL. Two hundred and seventy-five patients were traaty mmmmzmmwmmmmmmmm/wmmummmdmm
G-CSF was adminisiered as hematopoietic wm)muwmmwmmwmmmmmmmammm which compared two dases (135 or
175 Tr%;\:);ngmomdules {3 or 24 hours) of TAXOL. Two hundred and thirty-six patients with breast carcinoma received TAXOL (135 or 175 mg/m2) admimsteved over 3 hours in
a con udy.

TABLE 8
SUMMARY® OF ADVERSE EVENTS IN PATIENTS WATH SOLID TUMORS RECEVING SINGLE-AGENT TAXOL
Percent of Patients

(n=812)
* Bone Marrow
—Neutropenia < 2000/ mm? 90
< 500/mm3 52
—Leukopenia <4000 /mm3 90
<1000/ mm? 17
— Thrombocytopenia < 100,000/ mm? 20
< 50,000/mm? 7
—Anemia <11g/6L 78
< 8g/d 16
—Infections 30
—Bleedi "
—Red Cell Transtusions 25
—Plateiet Transtusions 2
* Hypersensitivity Reactiont
—Al 4
—Severe! 2
* Cardiovascular
—Vital Sign Changes<
— Bradycardia (n=537) 3
— Hypotension (n=532) 12
—Signi Cardiovascular Events 1
* Abnormal EC6
—AllPts 23
—Pts with normal baselina (n=559) 14
« Peripheral Neuropathy
—Any symptoms 60
—Severe symptoms? 3
o Myaigis/Arthraigia
-—Any symptoms 60
—Severe symptoms! 8
* Gastrointestinal
—Nausea and vomiting 52
—Diarrhea 38
—Mucositis N
* Alopecis 87
* Hepatic (Pts with normal baseline and on study data)
~~Bilirubin elevations (n=765) 7
~—Nkaline phosphatase elevations (n=575) 22
—AST (SGOT) elevations (n=591) 19
*_Injection Site Reaction 13

Based on worst course analysis.
“NI panenls recelved pvememcanon‘

IRISTYROITIoNN

’




CONTRAINDICATIONS
JAXOL is contraindicated in patients who have a history of ypersensitivity reachons 1o TAXOX or other drugs EL caslor oil).

TAXOL should not be used i patients with sokd tumars who have baseline neutrophd counts of <1500 celis/mm’ of in panemswm)AlDS related Kaposi's sarcoma with baseline neutrophul
counts of <1000 celts/mmy.

WARNINGS
severe reactions by dyspnea and requiring and ized urticaria have occurred in 2—4% of patients
receiving TAXOL in clinical triais. Fatal reactions have ocasted n patients despite premedication. Ali patients should be with and Hy antago-
msts(See DOSAGE AND ADMINISTRATION section. )Palmum:menm Mm«mﬂummammm with the orug.
(primarity 5 00 and is the Cose-bmiting . Neutrophil nadirs occurred at a median 1 63ys. TAXOL should not be acmenis-

Bone mamow
terealnpanemsmmbaseimenempmlmnsmmw|wowm(<1momvummmm Frequent mdmmmumwmrm
freatment. Patients shoutd not be re- matedmmsubuamlcyuasdlAXOLurmlmnpmsmtolm>l§00cel§lnm’(>wwmmﬂhm-m|t5)mnhwﬂs

recover to a level >100,000 cells/mm’.
Severe have -n<1$umnsmnnq|uotmwammsomcasesm\nnnopaumawuawm 1l patients develop significant con-
duction abnormatities during TAXOL ln!usm appropniate therapy should and cardiac therapy with 1AXOL

"%L can cause fetal harm when administered 10 a pregnant woman. anmstmmdpadnaxel dunngmmmdmwmmmalmd 3.0 mg/ug/day (about 0.2 the
daily maximum recommended human dose on a mg/m’ basis) caused embryo- and fetolouicity, as indicated by i mortality, i fetal deaths. Maternal
toxicity was aiso observed at this dose. No teratogenic effects were observed at 1.0 mg/kg/day (aboul 1/15 the daily maximum recomnended human on 3 mo/m’ basis): terato-
genic potential could nat be assessed at higher doses Oue 1o extonsive felal mortality.

There are no adequale and weill-conirolied studies in pregnant women nYAxOLnMuunngwegnanq or il the patient becomes pregnant wisle receving this drug. the patient should
be appnsed of the potential hazard 10 the fetus. Women of childbearing potential should be advised lo averd becoming pregnant.

PRECAUTIONS
demwmcemmmwmmw or devices used to prepare solutions for infusion 1 not recommended. in order 10 minimeze patient
exposure to the izer DEHP 10i-(2 mnwm%mlmuwusﬂsmlmwimmmmmmmmm(m

polypropylene) or plastic bags

TAXOLsfmabeadmmsmedmwghanmlumﬂmammmmmn.nmm&wolﬁwmmumNmmcnmwale
short indet and outte! PVC-coaled tutxng has not resuited in significant leaching of DEMP,
DrughmmhamasﬂlnalwmmmgdossdIAXOL(HD—melm?)mM(SOuEm/m?) iven as i was more profound
when TAXOL was given after cisplatin than with the afternate sequence (i.e. TAXOL before csplatin, Pharmacokinetic daf wmmmnamnwm
of appraximately 33% when TAXOL was administered following cispiatin.

henmam;smoiTAXOLnscalalyzedmmuum?lsowmmmdInlheabancedlmlcmmlmwmenﬂms\mes caytion should be exercised
when i AXOL with known ummummmmsomcmcamcvm (See CLINICAL PHARMACOLOGY sechon. |

Potential mtencnons between paclitaxel, a substrate of CYP3A4 and protease inhibitors (ridonavir, saquinavir, indinavir, and netfinavir), which are substrates and/or inhibriors of
have not been evaluated in clinical tnais.

Reports in the literature suggest thal plasma levels of NCiN (and its active Tl may be i when pacitaxel and Gamorubicin are Used in CoMbMIbON.
Hematology: TAXOL therapy shoutd nol be adminisiered o patients with basstine neutrophil counts of less than 1500 ceils/mm3. in order 1o monitor the occurrence of myelotoxicity, il &
recommended that frequent peripheral biood cell counts be performed on al patienits receiving TAXOL. Patients shouid not be re-treated with subsequent cycles of TAXOL untl nevtrophils
recover 10 a level >1500 cells/mm? and platelets recover 1o 3 level >100,000 calis/mm?. In the case of severe neutropenia (<500 celis/mmd for seven days or more) during 3 cowrse of
TAXOL therapy, 2 20% reduction in dose for subsequent courses of therapy is recommended.

For with advanced HIV disease and poor-risk AIDS-related Kaposi's sarcoma, TAXOL, at the recommended dose for this dissase, can be initiated and repeated it the neutrophil
count is at jeast 1000 cellymm3,

Hypersensitivity Reactions: Patients with & history of severe hypersensitivity reactions 0 products C r® £L (e.. in for imection
lmecmmvmala)shwldmlMhu!edmeMOLthmdmmdmwmw mmwmrmmumm
(suchas and Wy or such as fashing, sion reactions, dyspnea, wposensson or tachy-
cardia do not require infersuption of therapy. severe reactions, such as Ivypmmmmm mmmw generzhzed urhcaria
raquuenmmatemsommnuanmolTAXOLammresunsymmmhc therapy. Patients who have developed severe Mmﬁmmurwnmrum
jon have been observed during sdministration of TAXOL, but generaity do not requirs Onmnuy1ummm
mmoeunanmeoumscmmmmmmmmuremmm.mewm,wmmnmdrumm & recommended. Con
tinuous cardiac monitoring is nol required except for patients with serious conduction abnormalities. {See WARNINGS section )
Nervous mmhqumeuwnmdmwamwamynskmma of severe 18 LNUSUA and requives 3 0ose Teduction of 20% for aN subse -
quent courses of TAX

TAXOLeomamsdeﬂyﬂraledalcoholuSP396mg/mmemeewmlopmNchSmdmeﬁmdm {See PRECAUTIONS: Podintric Uss section.)
mpancmmnmmmmmmmuxmsm‘mommmmmmmmmmmnmnmmm1mnmmmm
1o severe hepatic impai should be
Injection Sita Reaction: Injection site reactions, including reactions secondary to exiravasation, were usually mild and of erythema, skin o sweting
at the injection site. These reactions have been observed more frequently with the 24-hour infusion than with the 3- -hour infusion. mdmmmamdwmem
i.e., “recall”, has been reported rarety.
itis, induration, skin exfoliation, necrosis and fibrosis have been received as part of the continuing surveillance of TAXOL
safety. Insomcasesmmmthem;mns:tuveacmnermevoccunmdwmawmwummumdelambyamkmmdays

A specific treatment for extravasation reactions is unknown at this time. Given the i 1o closely monitor the infusion site tor possible infittration
during drug administration.

of Fertility: The i polevmal o' TAXOL {paciitaxei) has not been studied.

Paclitaxel has been shown to be in vitro and in vivo lwl in mice). Paclitaxel was not mutagenic in the Ames
test or the CHO/HGPRT gene mulahon assay.

Administration of paciitaxel prior to and during mating produced impairment of fertility n male and female nmamusas ml morqmaum1 Wﬂy (about 0.04 the daity maximum
recommended human dose on a mg/m2 basis). At this dose, paciitaxel caused reduced fertility and embryo- and {See WARNINGS section)
Pragnancy: Pregnancy “Category D.” (See WARNINGS section.)

Nursing Mothers: 1t is not known whether the drug Is excreted in human mik, Following intravenous adrtinistration of carbon-14 fabeled TAXOL to rats on days 9 to 10 postpartum, concen-
trations of radioactivity in milk were higher than in plasma and declined in parallel with the plasma concentrations. Because many drugs are excreted in human milk and because of the
potential for serious adverse reactions in nursing infants, it is recommended that nursing be discontinued when receiving TAXOL therapy.

Pediatric Use: The safety and effectiveness of TAXOL in pediatric patients have not been established.

There have been reports of central nervous sys!em QCNS) toxicity {rarely associated with death) in a clinical trial in pediatric patients in which TAXOL was infused intravenously over
3 hours at doses ranging from 350 mg/m? to 420 The toxicity is most likely attributabie to the high dose of the ethanol component of the TAXOL vehicle given over a short infusion
time. The use of concomitant antihistamines may nnmnsﬂy this etfect. Aithough a direct effect of the paclitaxel itseif cannot be discounted, the high doses used in this study (over twice
the recommended adult dosage) must be considered in assessing the safety of TAXOL for usa in this population.

ADVERSE REACTIONS

Pooled Analysis of Adverse Event Experiences from Siagie-Agent Studies

Data in the foliowing table are based on the experience of 812 patients (493 with ovarian carcinoma and 319 with breast carcinoma) enroited in 10 studies who recerved single-agent
TAXOL. Two hundred and seventy-live patients were eated in eight Phase 2 studies with TAXOL doses ranging from 135 10 300 mg/m? administered over 24 hours (in four of these studkes,
G-CSF was administered as hematopoietic support). Three hundred and one patients were treated in the randdmized Phase 3 ovarian carcinoma study which compared two doses (135 or
175 mg/":\d?) angym schedules (3 or 24 hours) of TAXOL. Two hundred and thirty-six patients with breast carcinoma received TAXOL (135 or 175 mg/m?) administered over 3 hours in
a controlied stu

TABLE 8
SUMMARY* Of ADVERSE EVENTS IN PATIENTS WITH SOLID TUMORS RECEIVING SINGLE-AGENT TAXOL

Percent of Patients
(n=812)

« Bone Marrow
—Neutropenia  <2000/mm3 90
< 500/mm3 52
—Leukopenia  <4000/mm? 90
<1000/mm? 17
— Thrombocytopenia < 100,000/mm? 20
< 50,000/mm3 7
—Anemia <11 g/dL 78
< BgloL 16
-~ infections 30
—Bieeding 14
—#Red Cell Transfusions 25
—Platelet Transfusions 2
« Nypersensitivily Reaction®
—Al 4
—Severs!
.
—Vital Sign Changes®
— Bradycardia (n=537) 3
— Hypatension (n=532) 12
— Sigl Cardiovascutar Events 1
* Abnormal ECE
— Al Pts a3
—P1s with nommal basetine (n=559) 14
~—Afty symptoms, 60
— Severe symploms? 3
© Myalgia/Artheaigis
—Any symploms 80
— Severe symptoms? 8
* Sastrointestinal
—Nausea and vomiting 52
—Diarthea 38
— Mucositis l
« Alopecia 87
* Hepatic (Pts with normat baseline and on study data)
~—Bilirubin elevations (n=765) 7
—Alkaline phosphatase elevations (n=575) 22
—AST (SGOT) elevations {n=531) 19
. Site Resction 13
Based on worst course analysis.
bAJl patients recaived
€Duning the first 3 hours of infusion.
tSevere events are defined as at least Grade I toxicity.
None of the observed toxicities were clearty intluenced by age.
*Cremophor® EL is the regi of BASF Akbenges EL ia further purified by a Bristol-Myers Squibb Company proprietary process before use.

DaunoXome® is a reg 0of NeXstar
DOXIL® Is a regi: of Sequus P
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TABLE 8
FREQUENCY® OF IMPORTANT ADVERSE EVENTS IN THE PHASE 3 FIRST-UINE OVARIAN CARCINOMA STUDY

N Percent of Patients

TAXOL (1_35/24)3" Cyclophosphamide (750)°
/Cisplatin (75) ICisplatin (75)'
(n=196) (n=213)
« Bone Marrow
— Neutropenia < 2000/mm> 9% 92
< 500/mm* 819 580
— Thrombocylopenia < 100,000/mm? % 20
< 50,000/ mm’ 10 9
—Anemia <11 g/dL 88 86
< 8g/dL 13 9
—Infections 21 15
—Febrile Neutropenia 159 4«
« Hypersensitivity Reaction® | .
—Al 8! )
—Savere? 3 -9
.
— ANty symploms 25 20
- —Severe symptoms’ 39 i ]
* Nausss and Vomiting
—Any symptoms 65 69
—Severe symptoms! 0. "
. Arthralpia |
— Aty symptoms [ 2
— Severe symptoms’ 1 —
* Disrrhes
— Any symptoms 169 8d
— Severe symptoms’ 4 1
* Asthonis
N —Any symptoms + 174 1ot
— 1 1
.
—Any symploms st ard
—Savere symptoms ! 6 s
3gased on worst analysis.
b‘IAXDL dose inmg/mZ/infusion duration in hours.
Dase in mg/m?.
¢p<o 05 by Fisher exact test.

mmdnmlm
?Sevefemmsmaefumasnmaamumny

Second-Line Ovary: For the 403 patients who received single-agent TAXOL in the Phase 3 second-line avarian carcinoma study, the loMowing table shows e incicence of important

adverse events.

TABLE 10
FREQUENCY? OF MPORTANT ADVERSE EVENTS N THE PHASE 3 SECOND-LINE OVARIAN CARCINOMA STUDY

Percent of Patients

17530 1751240 135/30 1357240
{n=95) {n=1085) {n=98) (n=105)
= Bone Marrow
— Neutropenia <2000/ mm’ 78 98 78 98
< 500/ mm* 27 75 14 67
—Thrombocytopenia <100,000/mm3 4 18 ] 6
< 50.000/mm? 1 7 2 1
-—Anemia <11 g/dL 84 90 68 88
< 8g/dL n 12 6 10
— Infections 26 29 20 18
 Hypersensitivity Reaction®
—All 41 45 38 45
—Severe! 2 0 2 1
« Peripheral Neuropathy
—Any symptoms 63 60 55 £2
—Severe symptoms T 1 2 0 [
* Mucositis
—Any symptoms 17 35 21 25
— Severe symptoms T o 3 0 2
dpased on worst cours‘F
bIAXOL dose in mg/m</i nlusmn duration in hours.
CAll patients received premedication.
severe events are defined as at least Grade Wl toxicity.
Myelosuppression was dose and schedule related, with the schedule effect being moss of severe reactions (HSRs) was rn 1% of the

patients and 0.2% of the courses overall. Themwasmapparmlmumdnhmenseenla(MHSRs Peripheral neuropathy was clearly dose-reiated, bul schedule did

atfect the incidence.

not appear to

Breast: For the 458 patients who received slnqle—aqem TAXCL in the Phase 3 breast carcinoma study, the lollowmg table shows the incidence of importam adverse events by treatment
infusion)

arm {each arm was administered by a 3-hour

FREQUENCY? OF NPOKTANT ADVERSE EVENTS IN THE PHASE 3 BREAST CARCINOMA STUDY

Percent of Patients
17530 135730
(n=229) (n=229)
* Bone Marrow
—Neutropenia <2000/ mm’ 90 81
< 500/mm’ 28 19
—Thrombocytopenia < 100,000/mm3 11 7
< 50.000/mm’ 3 2
—Anemia <11 g/l 55 47
< 8g/dt 4 2
-—Infections 23 15
— Febrile Neutropenia ? 2
. fvity Reaction®
—Al 36 3
—Severe 0 <)
* Poripheral
— Any symptoms 70 46
— Severe symmnms' 7 3
* Mucositis
—Any symptoms 23 17
. —Severe symptoms’ 3 <
3Based on worst analysis.
I"I'A)(Ol.uuseuv\mgl /infusion durabon n hours.

Al patients recerved premedhcation.
1Severe events are defined as at least Grade i toxicity

and

First-Line NSCLC in ination: In the st 5n Cooperaiive Onwlogv Group (ECOG), patients were rmueg
infusion in combination with cisplatin {c) 75 W{V\Y TAXOL l’T) 250 MO/M* 2s a 24-howr infusion N COMDMANON with Crsplatin (c)
Mday1mwwﬂmmlmwm on days 1, 2, and 3 {controd).

The tollowing table shows the incidence of adverse events.

TABLE 12
FREQUENCY2 OF IMPORTANT ADVERSE EVENTS WN THE PHASE 3 STUDY FOR FIRST-LINE NSCLC

Percent of Patients

wuemserehted There was one severe hypersensiinty reacton (HSR) observed at the dose of 135mg/m2

to exther TAXOL (7) 135 mg/m? as 2 24-nouy
75 mg/m< with G-CSF support, or cisptatin (c) 75 mg/m

1135/24" 1250/245 vP1009
— 75
(n |95) (n= 197) (n=196)
« Bone Marrow
— Neutropenia
< 2000/mm3 89 8 84
< 500/me 748 65 55
— Thrombocytopenia
48 68 62
6 12 16
94 96 95
R —, 19 28
[ o any = s s
m-mmmnmhwm%,""‘“"""wm

EOMDae 10 the controt arm (3]




Cetyaptin <V n :

< 50,000/ mem® 3 2
& —Anomia <11 gL 55 a7
by < 8 g/dL 4 2
X -~ 23 15
E — Fobri N 2 2
“ * Nyparssagitivity Asaction®
P —Al 36 k)|
2 —Severe? [} <1
: * Peripheral Newropathy
—Any symptoms 70 L3
—Severa symptoms ? 3
: * Mucositis
K — Aay symptoms 23 17
—Severe symptomns T 3 <1
2Based 0n worst coursp anatysis_ .
hﬂmmmwmmm duration in hours. —
- Al patients received premedscation.
L 1Severs events are defined as at least Grade il toxicity.
B [ ion and Y word dose etated. There was one severs hypersensitivity reaction (HSR) observed at the dose of 135 mg/m?,

First-Line NSCLC in Combination: In the study he meaﬁn&moqywwp(tm,pamwcm;tgmemfT)IISszasaZA-
i 'mmumwimdmw(quwr&.rmﬁ"zso uau-mwminmmmmnspmm(cnsw mmmummcnsww
oﬂdayL'olbnedbwalOOW on days 1, 2, and 3 jcontrol),
d nc of important adverse events

TABLE 12
WWUWMMEWSNMMESSWFORHRSPLMMC

Percent of Payients
T1357240 T250/24¢ wig0?
€75, c75 c75
{"=195) {n=197) (n=196)
* Bone Marrow
< mm 89 36 84
< 500/ : 74¢ . 65 55
— Thrombocytopenia
< nofmal 48 68 62
< 50,000/mm3 6 12 16
—Anemia
< normal 9 96 95
<8 gl 22 19 28
~— Ifections 38 3 3s
. Hypawslﬂmyﬁmﬂm’
~—All 16 27 13
—Severe? 1 4¢ 1
* Arthraigia/Myaigia
— Any symploms 218 428 9
—Severe symptoms? 3 1 1
- * Nausoa/Vomiting
—Any symptoms 85 87 81
— Severe symnmmsf 27 29 2
« Mucositis
—Any symptoms 18 28 16
—Severe symptoms 1 4 2
* Neuromotor Toxicity e “
—Any symploms 37
—Severe symptoms? 6 12 7
] Toxici
—Severe symptomst . 13 28% 8
* Cardiovascular Events 3 39 2
~—An; ploms
_ Severe symptomst 13 12 8

Based on worst analysis.
BTAXOL dose in mg/mEniusion duration in hours; cisplatin dose in mg/m?. 5
CTAXOL dose in mg/mzfmlus&T duration in hours with G-CSF support; cisplatin dose in mg/m<. 2
- :Elnposide (VP) dose in mg/m* was administered IV on days 1, 2, and 3; cisplatin dose in mg/me.
. p<0.05.
1Al patients received premedication.
Severe events are defined as at least Grade i toxicity.

Toxicity was generally more severe in the high-dose TAXOL treatment arm (1250/c75) than in the low-dose TAXOL arm (T1 35/c75). Compared to the csplatinvetoposide arm, patients in
the low-dose TAXOL arm experienced more arthralgia/myaigia of any grade and more severe ia. The inci of tebxile was not reported w1 thes study.

Kaposi's Sarcoma: The tollowing table shows the frequency of important adverse events in the 85 patients with KS treated with two defferent single-agent TAXOL regimens.

JABLE 13
FREGUENCY2 OF IMPORTANT ADVERSE EVENTS IN THE AIDS-RELATED KAPOSI'S SARCOMA STUDIES
Percent of Patients

Study CA139-174 Study CA139-281
TAXOL 135/3° q 3 wk TAXOL 100/3°% ¢ 2 wk
(n=29) {n=56)
 Bone Marrow
- <2000/ mm’ 100 95
< 500/mm’ 76 35
—Thre ia
<100,000/mm3 52 27
< 50,000/ mm* 17 5
—Anemia
<11 g/l 86 73
< 8g/dl H 25
— Febrile Neutropenia 55 9
* Opportunistic infection
—Any 76 54
— Cylomegaiovirus 45 27
—Herpes Simplex 38 n
~— Pneumocystis caninii Xl 21
—-ga';'»‘um-muwm 24 ;
—Candidiasis, esophageal 7
— Cryptosporidiosis 7 7
~—Cryptococcal meningitis 3 g
— L _
* Hypersensitivity Reaction®
—Al 14 9
* Cadiovascuisr ; s
— i 1
—8Bradycardia 3 -
* Poripheral Neuropathy
—Any 79 45
— Severe? 10 2
—Any 93 48
—Severe! 1 16
¢ Gastrointestina!
—Nausea and Vomiting 69 70
—Diarhea %0 73
—Mucositis 45 20
* Renal (crastinine slevation)
—Any H 18
—Severet 7 5
* Discontinuation for
drug toxicity 7 16
3Based on worst analysis.
_ DTAXOL dose in mmnlm duration in hours
—— SAll patients received premedication

TSevere events are defined as at least Grade i toxicity.

Lsmmminmm,mmmemmmmmmmwmmmol 135mym’every3mksMinmestmymmﬂxotaladnsed 100 mg/m’”
every 2 weeks. Nolably, severe neutropenia (76% versus 35%), febite neutropenia (55% versus 9%), and opportunistic intections (76% versus 54%) were more common with the former
dose and Scheduie. The differences between the two studies with respect 1o dose escalation and use of hematopoietic growth factors, as described above, should be taken into account
{See CLINICAL STUDIES: AIDS-Retated Kaposi's Sarcoma section.) Note also that only 26% of the 85 patients in these studies received concomitant treatment with protease inhibitors,
whose eflect on paciitaxel metabolism has not yet been studied.

other clinical studies. The frequency and seventy of adverse events have been generally similar for Patents recerving TAXOL for the treatment of ovarian, breast, or tung carcinoma or
Kaposi's sarcoma, but patients with AIDS-related Kaposi's sarcoma may have more frequem and severe hemaltoiogic toxicity infections, and febrile neutropenia. These palients require a
lower dose intensity and supportive care. (See CLWWCAL STUDIES: AIDS-Related Kaposi's Sarcoma section ) Toxicilses that were observed only in or were noted to have occurred with
greater severity in the population with Kaposi's sarcoma and that cecurred with a difference that was chinscally in this ion are described,

He gic: Bone mamow was the major dose-limiting toxicity of TAXOL. N . the most by gic toxicity, was dose and schedule dependent and was
generaily rapidly reversible. Among patients treated in the Phase 3 second-line ovarian study with a 3-hour ifusion neutrophil counts declined below 500 cells/mm’ in 13% of the patients
treated with a dose of 135 mg/m’ cornpared 10 27% at a dose of 175 mg/m’ 05). in the same stucy severs neutropenia (< 500 cells/mm’) was morn frequent with the 24.ma + e
with the 3-Rour infusion: infusiar A:=3tnr hag 3 areater imaet ne mvelnrAnrAr et dl




CAil pavents recerved premedicaton.

TSevere svents are defined as at keast Grade M Knucity. )
uWmmm.mmmmmmmmwmnammlssm-msmummmemumizingwouumu100mglm’
mzm.mu.mmmmmssm.wmmmmw).mmmmxmummmmmmmwm
asummaue.neﬁnummmmmms-immuennn—mmmmmmmm,nmmm,smmmwmlmomm,
‘seemsmww-s-unn-cm.)uounnmuvymumumnmmmmmmmmmmmimmm.
whasz etfect on packtaxel metabolism has not yet been studied.

Adverse Event Experionces by Bedy System . ) ) i o )
mmm.mlmwm«shmewennmmunzmmmmmmmmwmrmunmm.rm_m(
occurred with greater severity or frequency in previously untreated patients with ovarian carcinoma o i inati il

ic: Bone marrow ion was the major dose-limiting toxicity of TAXOL. , the most i ic toxicity, was dose and schedule dependent and was
generaily rapidly reversible. Among patients treated in the Phase 3 second-line ovarian study with a 3-hour infusion, neutraphil counts dectined below 500 cells/mm? in 13% of the patients
trealedwimadoseof135mqlm'wmnared!n27%aladoseoi175mqlm'(n=o_05].mmemlemny.swerenmwmiaksooeellslmm')wasnmhequernwimlmumm
with the 3-hour infusion; infusion duration had a greater impact on myslosuppression than dase. Neutropenia did not appear to increase with cumulative exposyre and did not appear to
Mmehequsmmmmmmmmumslyvmmmammm,
mmestudywheraTAXOLwasadminls\svedmpaﬁemsvmhwhnummamdl;snvmzﬂlhnursmuumﬂmvﬁmdspmnwmsImmnnolum'oiwdwuu-
mide plus cisplatin, the inci of grade ¥ ia and of febrile ka were Signé ,mmmrmmmmmmmmmm‘mwmm
nu:m;dmalﬂsmmﬂxmMWNWMMNMMMN.NWWWMIS%aMJ%rusmuivdy,mmeﬂxwmaﬁn
um,nmmamouas)mwimminmmwmnmwn:mummm .mnTAxmhthbyd:phlinmnmmP
paﬁm:sw.mmwusc.cwueeoocm.m_mq&mwmmmnsmxmnswmﬁ;:;nmwmumwssxnmzsowm/
ZAMIMmewG-mmmﬁianmww, .
rmxmnmnzxdummm,mmmnmunmuummnuummmmwmmdmmgws,mmm
m,mmm.&um:mgmm.mmmmmnuumw:mm»35m175mg/m dose by a 3-howr
infusion. Urinary tract i i upper respiratory ications. In the i i with
mmnwuisaasewm-ruwsmm,mnsi'sm,smmumwmhawmm.wmmmw-
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episodes . 1 The Phase 3 sacond-hne ovarian study,

ummmmmmpmea'mtossomem'ans:mmnmmmsmmmmm.mmm:mcm,memw
was experienced by 6% of the patients in the TAXOL 135 mg/m: 724 hours followed by cisplatin arm.

Ammia(Hbdlg/ﬂl.)waswsevmiu78%ululMwmmmawmmls%dmass.mmmmﬁpmmur:meaiemlrammuqd
mmiawasobsemd.Anwnllpanemswnhmrmdbaseﬁne'}emogluun,ss’hbec-mmucmsmcymulyﬂsmdmm.ﬂedceunm-memh?S'I.ut
all patients and in 12% of those with normal basetine hemogiobin levels.
Hmwumvmlha:ﬁuu(nslk):mpatimnsrweivedwmrmtimprblhTMmpuwmnssmewm).mhmm
severity of HSRs were not affected by the dose or schedule of Axotanmmzm.mmm:m-&-mm.nmumnmmmmmm.mm
inusnswhanwmpatedmmezl-hnurin!usim.nypecwmitivityrunionsmwsnnsdinMdaltmwhﬂiddmlmmmﬂmnumn
oimepatiam.sand1%oiwwwrus.NommmammwemefmmuMSMum:WmmmmmﬁmwdTummu&m.mmh-
quent symptoms observed during these severe reactions were dyspnea, flushing, chest pain and tachycardia.

The minor hypersensitivity reactions consisted mastly of tiushing (28%), rash (12%), hypotension {4%), dyspnea (2%), (2%) and ion (1%). The of yper-
sensitivity reaclions remained relatively stable during the entire treatment period.

Rare reports of chills and reports of back pain in association with hypersensitivity reactions have been received as part of the continuing surveillance of TAXOL safety.

Cardiovascular: Hypotension, during the first 3 hours of infusion, occurred in 12% of all patients and 3% of all courses administered, Bradycardia, during the first 3 hours of infusion,

occmodin:!%ofallpansmsaml%o'allm.lnmmaseaseemd-ﬁmmmmm,mmmmmdmeﬂectmme Y an y 3
These vital sign changes most often caused no symptoms and required neither specific therapy nor inuation. The of and ia were not influ-
enced by prior anthracycline therapy.

Significant cardiovascular events possibly related to single-agent TAXOL occurred in W?imulely 1% of afl patients. These events included syncope, rhythm abnormalities, hypertension,
and venous thrombosis. One of the patients with syncope ireated with TAXOL at 175 mg/m< over 24 hours had i ion and died. The ias included

ventricular tachycardia, bigeminy, and complete AV block requiring pacemaker placement, Among patients with NSCLC treated with TAXOL in combination with cisplatin in the Phase 3
study, significant cardiovascular events occurred in 12-13%. This apparent increase in cardiovascular events is possibly due to an increase in cardiovascular risk factors in patients with
lung cancer,

{ECG) ities were common among patients at baseline. ECG abnormalities on study did not usually result in symptoms, were not dase-limiting, and required
o intervention. ECG abnormalities were noted in 23% of all patients. Among patients with a normal ECG prior to study entry, 14% of all patients developed an abnormal tracing while on
study. The most frequently reported ECG modifications were non-specific izath L SIS ia, sinus ia and beats. Among patients with normal
ECGs at baseline, prior therapy with anthracyclines did not infiuence the frequency of ECG abnormalities.

Cases of myocardial infarction have been reported rarely. Congestive heart failure has been reported typically in patients who have received other . notably
{See PAECAUTIONS: Drug interactions section ) .
Rare reports of atrial and ( ia have been received as part of the continuing surveillance of TAXOL safety.
il y: Rare reports of i ia, lung fibrosis and pu Y have been received as pant of the continuing surveillance of TAXOL safety. Rare reports of radiation
preumonitis have been received in patients receiving concurrent radiotherapy.
ic: The and severity of i i were di but were not influenced by infusion duration. Peripheral neuropathy was observed in 60% of
all patients (3% severe) and in 52% (2% severe) of the patients without pre-existing neuropathy.
The of peri with ive dose. N i were observed in 27% of the patients after the first course of treaiment and in 34-51%

from course 2 to 10.

Peripheral neuropathy was the cause of TAXOL discontinuation in 1% of ail patients. Sensory symptoms have usuaily improved of resotved within several months of TAXOL discontinu-
ation. The incidence of neurologic symptoms did not increase in the subset of patients previously treated with cisplatin. Pre-existing neuropathies resulting from prior therapies are nol a
contraindication for TAXOL therapy. in patients with NSCLC, administration of TAXOL followed by cisplatin resulted in greater inci of severe icity 0 incidence
in patients with ovarian or breast cancey treated with single-agent TAXOL. Severe neurosansory symptoms were noted in 13% of NSCLC patients recenving TAXOL 135 mg/m< by 24-hour
infusion followed by cisplatin 75 mg/m< and 8% of NSCLC patients receiving cisplatin/etoposide (see Table 12).

Other than peri pathy, serious ic events following TAXOL administration have been rare {<1%) and have included grand mal seizures, syncope, ataxia and
neuroencephalopathy.

Rare reports of autonomic neuropathy resulting in paralytic #eus have been received as part of the continuing surveillance of TAXOL safety. Optic nerve and/or visual disturbances
(scintillating scotomata) have also been reported, particularty in patients who have received higher doses than those recommended. These effects generally have been reversibie.
However, rare reports in the literature of abnormal visual evoked ials in patients have i optic nerve damage.

Arthraigia/Myalgia: There was no consistent relationship between dose or schedule of TAXOL and the frequency or severity of arttwaigia/myalgia. Sixty percent of all patients treated
experienced arthralgia/ myalgia; 8% W severe . The were usually transient, occurred two o three days atter TAXOL administration, and rescived within a few
days. The frequency and severity of remained 0 the period.
Hegpatic: No relationship was observed between liver function abnormalities and sither dose or schedute of TAXOL administration. Among patients with normat baseline liver tunction %,
22% and 19% had elevations in bilirubin, alkaline phosphatase and AST (SGO' , respectively. Prolonged exposure to TAXOL was not associated with cumulative hepatic toxicity.

Rare reports of hepatic necrusis and hepatic encephalopathy leading to death have been received as part of the continuing surveitiance of TAXOL satety,
Renal: Among the patienis treated for Kaposi's sarcoma with TAXOL, five patients had renat toxicity of grade Hl or IV soverity. One patient with suspected HIV nephropathy of grade IV sever-
ity had to discontinue therapy. The other four patients had renal ici with i ions of serum i
Gastrointestinal (GI): Nausea/vomiting, diarrhea and mucositis were reportad by 52%, 38% and 31% of all patients, respectively. These manitestations were usually mild fo moderate.
Mucositis was schedule dependent and occurred more frequenty with the 24-howr than with the 3-hour infusion,

In patients with poor-risk AIDS-related Kaposi‘s sarcoma, iting, diarthea, and itis were feported by 69%, 79%, and 28% of patients. respectively. One third of patients
with Kaposi's sarcoma complained of diarrhea prior 10 study start. {See CLINICAL STUDIES: AIDS-Related 's Sarcoma saction |

In the first-line Phase 3 ovarian carcinoma study, the incidence of nausea and vomiting when TAXOL was administerad in combination with cisplatin appeared to be greater compared
with the database for single-agant TAXOL in ovarian and breast carcinoma. in the same study, diarrhea of any grade was reported mare frequently (16%) compared to the control arm (8%)
(p=0.008), but there was no ditference for severe diarrhaa. .

Rare reports of intestinal intestinal i s, ischemic colitis, and dehydration have been recsived as part of the continuing surveiltance of TAXOL satety
Rare reports of neutropenic enterocolitis {typhtitis), despite the coadministration of G-CSF, were observed in patients trsated with TAXOL alone and in combination with other chemothera-
peutic agents.
Injoction Site Reaction: Injection site reactions, including reactions secondary to exiravasation, were usualty mild and consisted of erythema, tenderness, skun discoloration, or sweiling
at the injection site. These reactions have been observed more frequently with the 24-hour infusion than with the 3-hour infusion. Racurrence of skin reactions at a site of previous extrava-
sation following administration of TAXOL at a ditferent site, i.e., “recall”, has been reported rarely.

Rare reports of more severe events such as phiebitis, cellulitis, i tion, skin exfoliation, necrusis and fibrosis have been received as part of the continumg surveillance of TAXOL safe-

during drug administration.
Other Clinical Events: Alopecia was observed in almost all (87%) of the patients. Transient skin changes due to TAXOL -retated hypersensitivily reactions have been observed, but no other
m‘nmammenqmmmuwdatmmrummm.mm( n wmmdmbem-aemmm),(mnsnmedm
21% of all patients (17% of those without basefine edema); only 1% had severe sdema and none of these pabents requined treatment (RECONNWATON. Edema was most commoniy focal
amasease-ralaladAEaemawaswseNedinS%dalmmtupalnemswimmmsmmmmnmmmmm
nma:mmumwmmesraaxwtnmaMmausmumuwmmmmmwsmummwmumu
safety

Repoﬂsulam\eniaammlanuhavebeenrwehedasundmmmmdtﬂuw&ynmﬂm@mdﬂxm lewm2m24 hours in combination
with cisplalin as first-tine therapy of ovarian cancer. asthenia was reported in 17% of the patients, signihcantiy greater than the 10% incidence observed in the control arm of cydophos -
phamide/cisplatin.

Upon i ‘ﬂyspnea‘mpain.wmmm,mmlwmmw'm‘ﬁﬂww‘wws,mlsmmdodedwmg,mmnq

and redness.

OVERDOSAGE

There is no known antidote for TAXOL ge. The primary r of 0¢ would consist of bone MAMow suPPression, penpheral neurotnxicity and MuCoss.

Overdoses in pediatric patients may be associated with acute ethanol toricity (see PRECAUTIONS: Pediatric Use section).
DOSAGE AND ADMINISTRATION
Note: Contact of the undiluted with L PVC 0r devices used 10 prepare solutions for infusion is not recommended. In order to minimize patiem exposure 1o
the izer DEHP [di-(2- nyinexy hat ,,vmid-n:ybeleadm!rovll’vcigvfgsion_batgms,mMmTummMMMmmmm(m.Wmmx

X a throug| ned 3
All patients should be i prior to TAXOL i in order 10 prevent severe hypersensitivity reactions. Such premedication may consist of dexamethasone 20 PO

administered approximately 12 and 6 hours before TAXOL, diphenhydramine {or its equivalent) 50 mg L.V. 30 to 60 minutes prior to TAXOL, and cimétidine (300 mQ) of ranitkne (5’89
1.V. 30 to 60 minutes before TAXOL.

For patients with carcinoma of the ovary, the foliowing regimens are recommended:
1} For i

mag}

y patients with of the ovary, the recommended regimen, given et 3 weeks, is TAXOL administered intravenoust: 24 hou: gose of

135 mg/m? faliowed by cispiatin at a dose of 75 mg/m?. 0 ¢ e ave ¥ over s ata ¢

2) In patients previously treated with for i of the avary, TAXOL has been used at several doses and schedules; however, the optimal regimen is not yet clear
(see CLINICAL STUDIES: Ovarian i section). The regimen is TAXOL 135 mg/m? or 175 mg/m? administered intravenously over 3 hm?s every 3 weeks.

For patients with carcinoma of the breast, TAXOL al a dose of 175 mg/m? administerad intravenously over J hours every 3 weeks has been shown (o be effective atter failure of
chematherapy for metastatic disease or relapse within & months of adjuvant chematherapy. (See CLINICAL STUDIES: Breast Carcinoma section.)

For patients with Il cell ung carci the regimen, given every 3 weeks, is TAXOL ;. L 24 hou . 24
by cisplatin, 75 mg/m?. Qiven every administered intravenousty over rs at a dose of 135 mg/m? followed

For patienls with AIDS-related Kaposi's sarcoma, TAXOL administered at a dose of 135 mg/m2 given intravenously
intravenously over 3 hours every 2 weeks is recommended {dose intensity 45-50 mg/m2/week). In the two clinical trials these schedules (see CLINICAL STUDIES: AIDS-Related
Kaposi‘s Sarcoma section), the former schedule {135 mg/m? every 3 weeks) was more taxic than the latler. In addion. &t patients with low performance siatus were treated with the
iatter schedule (100 mg/m2 every 2 weeks).

Based upon the immunosuppression in patients with advanced HIV disease, the folowing modifications are recommended in these patients:

1) Reduce the dose of dexamethasone as one of the three premedication drugs to 10 mg PO (instead of 20 mg POY;

2) Initiate or repeat treatment with TAXOL only if the neutrophil count is at ieast 1000 celis/mm3;

3) Reduce the dose of subsequent courses of TAXOL by 20% lor pabents who » severe <500 cetts/mm? $or a week or longer); and

4) Initiate concomitant hematopoietic growth factor (G-CSF) as chnically indicated.

For the therapy of patients with solid tumors {ovary, breas!, and NSCLC). courses of TAXOL shouid not be repeated until the neutrophs! count is al least 1500 cells/mmd and the platelet
count is at leas1 100,000 cells/mm?3. TAXOL should not be given to patients with AIDS-related Kaposi's sarcoma if the baseline or subsequent neutrophil count is less than 1000 cells/mm3.
f’atren}s who'experi severe i phil <500 cells)mm?3 for a weel('or longer) or severe peripheral neurapathy during TAXOL Inerapy should have dosage reduced by 20%

over 3 hours every 3 weeks or al a dose of 100 mg/m?2 given

©
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Arthralgia/ Myalgia: Tnere was no consistent relationship Detween aose of schegule of TAXOL and the requency or severity o arihralgia: Myaigia. Sixty peieiil oi @ pabe’ss U
expenenced artivaigia/ myaigu: 8% severe The were usually transienl, occurred two of three Gays atier TAXOL administration. and resoived within a
days. The frequency and seventy of remasned 0 he pefiod.

Hepatic: No relationship was ooserved between krves function abnormaishes and exther dose or schedule of TAXOL administration. Among patients with normal basetine liver tunction 7%
22% and 19% had elevahions in bilibin, aikaline phosphatase and AST (SGOT), respectively. Prolonged exposure to TAXOL was not associated with cumutative hepatic loxicity

Rare reports of hepatic necros:s and hepatic encephalopathy leading 1o death have been received as part of the continuing surveillance of TAXOL satety.

Renal: Among the patients treated for Kapos: s sarcoma with TAXOL, five pasents had renat toxicity of grade il or IV severity. One patieni with suspected HIV nephropathy of grade IV sever-
ity had to discontinue 1herapy. The other four pahents had renal i with i h ions of serum i

Sastrointestinal (61): Nausea/ voriing. tarrhea and mucositis were reparied by 52%. 38% and 31% of all patients, respectively. These manifestations were usually mild to moderale
Mucositis was schedule nt and occurred more frequently with the 24-hour han with the 3-hour infusion.

in patients with poor-nsk AIDS-related Kapos:'s sarcoma, g, BarThea. and itis were reporied by 69%, 79%, and 28% of patients, respectively. One third of pahients
with Kaposi's sarcoma complained of drarrhea prior to study start, (See CLINICAL STUDIES: AIDS-Related Kaposi‘s Sarcoma section | X i

In the first-line Phase 3 ovarian carcinoma Study. the incidence of nausea and vomiting when TAXOL was administered in combination with cispiatin appeared 1o be greater compareg
with the databasa for singie-agent TAXOL in ovanan and breast carcinoma. in the same study, diarthea of any grade was reporied more trequently (16%) compared to the controt arm (8%)
{p=0.008), but there was no ditterence for sovere diarrhoa N )

Rare reports of intestinal ion, intestinal itis, ischemic colitis, and dehydration have been received as part of the continuing surveitiance of TAXOL safety.
Rare reports of neutropenic enterocalitis (typhiitis), despite the coadministration of G-CSF, were observed in patients trealed with TAXOL alone and in combinalion with olher chemothera-
peutic agents. —

Injection Site Reaction: Injection site reactions, including reactions secondary to extravasation, were usually mild and of erythema. . 8kin O of Swelting
at the injection site. These reactions have been observed more trequently with the 24-hour infusion than with the 3-hour infusion. Recurrence of siun reactions at a site of previous extrava-
sation following administration of TAXOL at a different site. i.e., “recall”, has bqen feported rarely. § i

Rare reports of more severe events such as phiebitis, cellulitis, induration, skin eﬂdlanon,_ necrosis and fibrosis have been received as part of the continuing surveillance of TAXOL safe-
ty. In some cases the onset of the injection ste reaction exther occurred during a prolonged infusion or was deiayed by a week 10 ten days. . .

A specific treatment for extravasation reactions is unknown a1 this time. Given the possibility of extravasation, it ts advisabie to Closety monitor the infusion site for possibie infittrahon
Suring drug i i
Other Cimical Events: Alopecia was observed in aimost a8 (87%) of the pabents. Transient skin changes due to TAXOL-retated hypersensitivity reachons have been observed, bul no other
skin Joxicities were signi with TAXOL bon. Mail changes (changes in pigmentation or discoloration of nail bed) were uncommon (2%). Edema was reported :n
21% of 3l patients (17% of those without baseline edema): only 1% had severe edema and none of these patients required ireatment giscontinuation. Edema was most commonty focal
and disease-related. Edema was observed in 5% of all courses for patients with narmal baseline and did not increase with time on Study.

Rare reports of skin abnormalities related to rackation recall as well as reports of maculopapular rash and pruritus have been received as part of the continuing surveihance ot TAXOL
safety. .

Fgm of asthenia and malase have been recetved as part of the continuing surveillance of TAXOL safety. In the Phase 3 trial of TAXOL 135 mg/mz over 24 hours 1n combination
With cisplatin as firsl-hne therapy of ovarian cancer, asthenia was reported in 17% of the patients, significantly greater than the 10% incidence observed in the control arm of cyooohos -
phamede/cisplatin.

Exp Upon Gyspnea. chest pain. buming eyes, sore throat and nausea have been reported. Following topical exposure, events have inCuGed Linging. burmng

and redness.

OVERDOSAGE

There is no known antidote tor TAXOL overdosage. The primary X L of would consist of bone marrow Suppression, peripheral NELTOAXXICity a0 MUCTSITS

Overdoses in pediatnc pattents may be associated with acute ethanol toxicity (see PRECAUTIONS: Pediatric Use section).
DOSAGE AND ADMINISTRATION
Note: Contact of the undiluted with icized PVC equj umwedmweparesdmmukrinﬁwisnmrecmmm.lnomerwnmmepawnemuelo
the icizer DEHP [di-{2 ,mmmmmmmmum,wmmrummmmmmmm@m.ww)umm
bags in) and ini through lined administration sets.

Alt patients should be i prior to TAXOL inistration in order 1o prevent severe Such of 20mg PO

ypersensitivity reactions. may consist
adminisiemdaopmximtely|2andshouvsbetmeTuu,ﬁmmwmmmwl.v.aomaompmuouxot, and cimetidine (300 mg) or ranitidine (50 mg)
1.V. 30 to 60 minutes before TAXOL.
For patients with carcinoma of the ovary, the following regimens are recommended:
1) For i patients with i of the ovary, the recommended regimen, given every 3 weeks, is TAXOL adminestered intravenousty over 24 hours at 3 dose of
135 mg/m? followed by cisplatin at a dose of 75 mg/m?2.

2?) lnnaliemspmviomlyveateﬂwimcheﬂmrwylacau'mdeary.TAxOLrnsbeenmdaluvaalduuswsd\edules; howevet, the optimal regimen is not yet clear
(see CLINICAL STUDIES: Ovarian i section). The regimen is TAXOL 135 mg/m? or 175 mg/m? administered intravenously over 3 hours every 3 weeks
Fmaaﬁentswimmhﬂnadmbvmtﬂmlalamd175Wm’mwstuedimmnmvyw3hmnmy3wnk:nasbeenmlobemecﬁveanmmued

chemotherapy for metastatic disease or relapse within 6 months of adjvart chemotherapy. (See CLINICAL STUDIES: Breast Carcinoma section.)
d R cell ung 5 the rnwm.gimemyswem,uTumwmnNmimmvumrywummamunswnﬂm

For patients with
by cisplatin, 75 mg/m?.

For patients with AIDS-related Kaposi's sarcoma, TAXOL administered at a dosa of 135 mg/m? given intravenousty over 3 hours every 3 weeks or at a dose of 100 mg/m? given
intravenously over 3 hours every 2 weeks is recommended (dase intensity 45-50 mg/m2/week). In the two clinical trials evaluating these schedules (see CLINICAL STUDIES: AMDS-Related
Kaposi's Sarcoma section), the former schedule {135 mg/m2 every 3 weeks) was more toxic than the latter. in addition, all patients with low performance status were treated with the
latter schedule (100 mg/m?2 every 2 weeks).

Based upon the immunosuppression in patients with advanced HIV disease, the following modifications are recommended in these patients:

1) Reduce the dose of dexamethasone as one of the three premedication drugs to 10 mg PO (instead of 20 mg PO};

2) Initiate or repeat treatment with TAXOL only if the neutrophii count is ai least 1000 cells/mm3;

3) Reduce the dose of subsequent courses of TAXOL by 20% for patients who H severe i it <500 cells/mm3 for a week or longer); and

4) nitiate concomitant hematopoietic growth tactor (G-CSF) as clinically indicated.

For the therapy of patients with solid tumors (ovary, breast, and NSCLC), courses of TAXOL should not be repeated until the neutrophil count is at least 1500 cefis/mm3 and the piatelet
count is at least 100,000 celis/mm3. TAXOL should not be given 1o patients with AIDS-related Kaposi's sarcoma if the baseline or subsequent neutrophil count is fess than 1000 ceits/mm3.
Patients who severe i i <500 for a week of longer) or severe peripheral neuropathy during TAXOL therapy shouid have dosage reduced by 20%
for subsequent courses of TAXOL. The incidence of neurotoxicity and the severity of neutropenia increase with dose.

P ion and i P
TAXOL is a cytotoxic anticancer drug and, as with other potentially toxic compounds, caution should be exercised in hangling TAXOL. The use of gioves is recommended. f TAXOL solution
contacts the skin, wash the skin immediately and thoroughly with soap and water. Following topical exposure, events have included tingling, burning and redness. If TAXOL contacts
mucous membranes, the membranes should be flushed thoroughly with water. Upon inhalation, dyspnea, chesi pain, buming eyes, soce throal and nausea have been reporied.

Given the possibility of extravasation, it is advisable to ciosely monitor the infusion site for possible infi ‘during drug i (see P Injection Site Reaction
section).

P ion for ini i .
TAXOL (paclitaxel) injection must be diluted prior to infusion. TAXOL should be diluted in 0.9% Sodium Chioride Injection, USP, 5% Dextrase Injection, USP, 5% Dextrase and 0.9% Sodium
Chioride Injection, USP or 5% Dextrose in Ringer’s Injection to a fina) concentration of 0.3 1o 1.2 mg/mL. Tha solutions are physically and chemically stable for up to 27 hours at ambient
temperalure (approximately 25° C) and room lighting conditions. Parenteral drug products should be i visually for C matier and dk: prior 10 when-
ever solution and container permit.

Upon preparation, solutions may show haziness, which is attributed to the formuiation vehicle, No significant losses in potency have been noted following simuiated delivery of the soksbon
through LV. tubing containing an in-line {0.22 micron) fitter. .

Data collected for the presence of the icizer DEHP [di-(2 show that levels increase with time and concentralion when dilutions are prepared in PVC

i G the use of { PVC and inistration sets is not TAXOL solutions should be prepared and stored in glass, polypropylene, or

lyotefi i Non-PVC inil i sets, such as those which are polyethylene-lined, should be used.

TAXOL should be administered through an in-line filter with a microporous membrane not greater than 0.22 microns. Use of filter devices such as IVEX-2® fiters which incorporate
short infet and outlet PVC-coated tubing has not resulted in significant leaching of DEMP.

The Chemo Dispensing Pin“‘deviceorsimilaroeviceswm\spilushnudnolbalsedwimvialsnﬂAXOLsimmeymnmusnhes\opperlowllapse resutting in loss of sterile integrity
of the TAXOL solution.
Stability
Unopened vials of TAXOL {paclitaxel) Injection are stable unti! the date indicated on the package when siored between 20°-25°C (68°-77° F), in the original package. Neither freezing nor
feinigeration adversely atfects the stability of the product. Upon refrigeration components in the TAXOL vial may precipitate, but will redissolve upon reaching room temperature with hitle
of no agitation. There is no impact on produci quality under these circumstances. If the solution remains cloudy o if an insoiuble precipitate is noted, the viai should be discarded. Solutions
for infusion prepared as recommended are slabie at ambient temperature (approximatety 25° C) and lighting conditions for up to 27 hours.

HOW SUPPLIED

NDC 0015-3475-30 30 mg/5 mL muttidose vial individually packaged in a carton.
NDC 0015-3476-30 100 mp/16.7 ml. muhtidose vial indvidually packaged in a carton.
NDC 0015-3479-11 300 mg/50 mL mulitidose vial individually packaged in a carton.

Storage

Store the vials in original cartons between 20°-25" C (68°~77° F). Retain in the ofiginal package to protect trom ght.

Handling and Disposal

gmﬂummmrmndlinqanﬂﬂiswsald d drugs shouid be _ Several gui mmmmmw'-i.Mnsmmawmmw

in the are y or .

7 Hecammenca o prneng

1 tions for the safe handling of ' hC drugs. NEH P No. 83-2621. For sale by the X of Dx . US Qttice,
Washington, DC 20402.

2 AMA Council Report. Gus for handling i ics. JAMA 1985, 253 (11): 1590-1592

3 mmsmwmmmwmmcmmame—mmhmmm MMMP.M4M.WMWMW
.mmwmmmmmwmwmwww‘m.wmns
4 aiwwwuw.mmmumma-mwuu.uwa-a}m;l;nmzn.

5 .muns.qu:saenamingmanmnumm:nmmnms-uww‘u-A Journel for Clinicians 1983 Sepl./0ct. 258-263.
SMWMMWMWTMMWMWNW . Am J Hosp Pharm 1990; 47:1033-1049.

7 Controlling occupational exposure to hazardous drugs. (OSHA WORK-PRACTICE ) Am J Health-Syst Pharm 1996 53:1669- 16585

VEX-28 is Mbidbi por ¢

the regH of the Milligore C
Chemo Dispensing Pin™ is a trademark of 8. Braun Medical incorporated.




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER: NDA 20262/S031
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& -/(" DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
=

Food and Drug Administration
Rockville MD 20857

NDA 20-262/S-031

Bristol-Myers Squibb Company
5 Research Parkway ) JEC 23 1998
Wallingford, CT 06492

Attention: Susan H. Behling, Director
Worldwide Regulatory Affairs

Dear Ms. Behling:
_ We acknowledge receipt of your supplemental application for the following:
Name of Drug: Taxol (paclitaxel) Injection
NDA Number: 20-262 |
Supplement Number: 031
Date of Supplement: December 18, 1998
Date of Receipt: December 21, 1998

Unless we find the application not acceptable for filing, this application will be filed under Section
505(b)(1) of the Act on February 19, 1999 in accordance with 21 CFR 314.101(a).

All communications concerning this NDA should be addressed as follows:

(if via U.S. Postal Service) (if via courier)

FDA/CDER ' FDA/CDER

Division of Oncology Drug Division of Oncology Drug Products,

Products, HFD-150 HFD-150

5600 Fishers Lane 1451 Rockville Pike

Rockville, Maryland 20857 Rockville, Maryland 20852
Sincerely,

)
v v 12-2898
—_ Dotti Pease
Chief, Project Management Staff
Division of Oncology Drug Products, HFD-150
Office of Drug Evaluation I
Center for Drug Evaluation and Research




NDA 20-262/031
Page 2

cc:
Original NDA 20-262/031
HFD-150/Div. Files .
HFD-150/CSO/Ms. Leslie Vaccari }@1‘ .
20371 ¥

filename: CAWPWING6I\TEMPLATE\FDA\20262S31. WPD
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(VIVIVIVIVIFY

Fonp Appmved: OMB No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES N S o,
FOOD AND DRUG ADMINISTRATION
' APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE PTATON o
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICANT INFORMATION -
NAME OF APPLICANT DATE OF SUBMISSION
Bristol-Myers Squibb Company December 18, 1998
TELEPHONE NO. (Include Area Code) 203-677-7593 FACSIMILE (Fﬂégténj%e;él?;lgdse_;rea Code)

and U.S. License number if praviously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

5 Research Parkway
Wallingford, CT 06492

APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street, City, State,

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 20-262 - §-024

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Paclitaxel Taxol® (paclitaxel) Injection

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (/f any) 5B3,20-Epoxy-1,2alpha,4,78,108,13alpha-hexa-| CODE NAME (if any) h
hydroxytax-11-en-9-one 4,10-diacetate 2-benzoate13-ester with (2R,35)-N-benzoyl-3-phenylisoserine NSC-125973, Taxol A BMS-181339-01, BMY-45622

DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:
Nonaqueous solution for dilution 30mg/5ml vials 1.V. Infusion

(PROPOSED) INDICATION(S) FOR USE:
Treatment of advanced Non-small Cell Lung Cancer

APPLICATION INFORMATION

APPLICATION TYPE
(check one) [J NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION {ANDA, AADA, 21 CFR 314.94)

[J BIOLOGICS LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [J 505 (b) (1) O 505() (2 O so7
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT 1S THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION
(check one) [ ORIGINAL APPLICATION [ AMENDMENT TO A PENDING APPLICATION 0 RESUBMISSION
] PRESUBMISSION O ANNUAL REPORT ] ESTABLISHMENT DESCRIPTION SUPPLEMENT [0 SUPAC SUPPLEMENT
{3 EFFICACY SUPPLEMENT X LABELING SUPPLEMENT [J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT (J oTHER

REASON FOR SUBMISSION

PROPOSED MARKETING STATUS (check one) 0 PRESCRIPTION PRODUCT (Rx) (0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED \ THIS APPLICATION 1S B/PAPER [J PAPER AND ELECTRONIC [J ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manutacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

Crols_s l’t{gfe;ences (tist related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
,application

BMS IND

FORM FDA 356h (7/97) Creaied by Electronic Document Services/USDHHS: (301) 443-2454
PAGE 1 '

EF




This application contains the following items: (Check all that apply)

1. Index

Labeling (check one} 7] Dratt Labeling X Final Printed Labeling

2
3. Summary (21 CFR 314.50 (c}))
4

Chemistry section —

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314,50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA'’s request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) {2) (i), 21 CFR 601.2)

Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical Microbioblogy (e.g. 21 CFR 314.50 (d) (4))

Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

Wlo | Nl

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or {c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

CERTIFICATION

| agree to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit satety update reports as provided for by regulation or as
requested by FDA. If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
inc udirg, but not limited to the following: .
ood manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.

Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.
in the case of a prescription drug or biologicat product, grescri tion drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in 21 CFR 314.70, 314,71, 314.72, 314.97, 314.99, and 601.12.
Regulations on reports in 21 CFR 314.80,314.81, 600.80 and 600.81.
7. Local, state and Federal environmental impact laws.
if this application applies to a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
groduct until the Drug Enforcement Administration makes a final scheduling decision.

he data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

CISPNISES

SIGNATURE JOF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
y ’ s 0 . Susan H. Behling, Director :
(280 V %/LZC/% Worldwide Regulatory Affairs Dec. 18, 1998
ADDRESS (Street, City, State, and ZIP Cods) cJ Telephone Number
5 Research Parkway, Wallingford, CT 06492 (203 ) 677-7593

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for
reducing this burden to:

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information uniess it displays a currently valid OMB
200 Independence Avenue, S.W. control number.

Washington, DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (7/97)

PAGE 2
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Bristol-Myers Squibb
Pharmaceutical Research Institute ORIGINA |

Richard L. Gelb Center for Pharmaceutical Research and Development
5 Research Parkway P.O. Box 5100 Wallinglord, CT 06492-7660

23] -
NDA NO.25-7262 REF No_ﬁim
NDA SUPP ARERIDMENT . NDASUPPL FOR__ SL.R
SEI-024 (FA)
December 18, 1998 : FINAL PRINTED LABELING

TAXOL® NDA#20-262 (paclitaxel) Injection

Robert L. Justice, M.D., Acting Director

" Division of Oncology Drug Products-HFD 150
Center for Drug Evaluation and Research
Office of Drug Evaluation |
Food and Drug Administration
1451 Rockville Pike
Rockville, MD 20852-1448

Dear Dr. Justice:

In reference to our supplemental new drug application (S-024) for TAXOL® for the treatment of
patients with non-small cell lung cancer, enclosed please find final printed labeling (FPL) for your
review and approval. This FPL reflects the revisions to the Division's June 30, 1998 draft labeling
that were discussed and agreed upon during our meeting with Division personnel on October 6,
1998, as well as subsequent revisions included in the labeling submitted in Word format on
November 16, 1998. The Division's acceptance of the November 16, 1998 proposal was
communicated to BMS via facsimile on December 7. 1998. The two minor editorial changes noted
in the December 7 correspondence have also been addressed in this FPL.

We look forward to your approval of this final labeling So that we may proceed with our plans to
market this product for this indication. If you have any questions or concerns, please call me at

203-677-7593.

Sincerely,.

Susan H. Behling, Director
Worldwide Regulatory Affairs

/Enclosures (20 copies of FPL /10 of which are individually mounted)

- Desk Copy:  Ms. Leslie Vaccari, Special Assistant to the Director, Oncology Division

% A Bristol-Myers Squibb Company




