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p/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
-(C Dy~

Food and Drug Administration
Rockville MD 20857

NDA 20-449/S004
JAN -6 J9gg

‘Rhone-Poulenc Rorer
V SOIQ‘Arcola Road
P.O: Bc;zg 5091
Colle%g'ville, PA 19426-0995
a
Attention: Ronald F. Panner ‘
i Senior Director, Worldwide Regulatory Affairs

Dear Mr. Panner:

We acknowledge your supplemental new drug application dated November 21, 1997, received
November 24, 1997, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Taxotere (docetaxel) for Injection Concentrate.

The supplemental application provides for the modification of the package insert to add certain
adverse events which have been received through postmarketing surveillance. The revised text is
found under the ADVERSE REACTIONS: Ongoing Evaluation section of the package insert.
The patient package insert is attached to the package insert and the patient package insert is
referenced in the PRECAUTIONS section under Information for Patients to refer to attached
Patient Information Leaflet .

We have completed the review of this supplemental application and have concluded that
adequate information has been presented to demonstrate that the drug is safe and effective for use
as recommended in the final printed labeling submitted on November 21,1997. Accordingly,
the supplemental application is approved effective on the date of this letter.

Should a letter communicating important information about this drug product (i.e., 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. '




NDA 20-449/5004
Page 2

If you have any questions, please contact Ann Staten, Project Manager. at 301-594-5770.

Sincerely yours,

-

/ | . I§I ‘/ ;/5‘/7@

/
n Robert J. DelLap, M.D., Ph.D.
3 l - Director
f _ : Division of Oncology Drug Products

Office of Drug Evaluation I
Center for Drug Evaluation and Research
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, . . .. 'NDA 20-4
/ ’é - 75 ’ , o Taxotereg (docetaxel)
' for Injection Concentrate
_ Labeling: . bl 4 *-FV& S" )
"FINAL PRINTED LABELING" NDA No:_20-449 _nea. /(—5'2"97‘

Package Insert Reviewed by: a’“’l Staton. 2-3/-TF
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TAXOTERE® (docetaxi :85_8:8 ngo-_ﬁs-uo._s_x.&au-
istered under the Egu_os of a qualified vga_o_-: onvonoao& in the

use of antineoplastic agents Appropriaté management of ¢
is'possible only' Whei &ﬁ_ﬁo enw:on._q e& treatment facilities are
a&._w.-ee_nv_a he .;, AT ,_ :

The incidence “of" _3258_ -related Bo:-__Q ESo::& i_s
TAXOTERE®" therapy is increased'in patients' with 'sbnormdl liver
function and in patients receiving higher doses (sce WARNINGS).

TAXOTERE® should generally not bé given (o patients with biliribint
+ > uppenlimit of narmal (ULN), or to patients with SGOT and/dn SGPT
>15 & ULN; concomitant with ialkaline ‘phosphatage »2:5:x- ULN..;
Patjents' witly elevations’ of bilirubin or abnormalities of. transaminase
<concurreat with slkalipe vggszgawnoq?sn_.
opment 'of grade 4 neutropenia, febrile neutropenia, infections, scyere -
.Enavunx«%g—? savere stomatitis, severo. kin- loxicity, :and {oxic:
death. Patients with isolated elevationy, of trmnsaminase > 1.5 x. ULN
amn Elﬁ..ﬁﬁ rate of nov_.._n .a:w%nea «_ﬁo 4 but na not have an,

ﬁ«% 933 and reviewsd . the tealing E‘ﬁﬁ,
i TAXOTERE® therapy. ghould not be given tp. patients with. _.,233._
Is/y i ?wﬁ.:uﬁ of neu-.

8:::0?38 1 3. In order to

Eoﬁ:ﬁvgﬁgngﬂ&igggg::ﬂ_soc&%
v&ﬁsigg<&§g§n&§§%.
"ibn3 SxﬁﬁszQ _.nnnnc__u ae:::n ‘ discontinuation’ of the'
“TAX 4nfusion: wéré reporfed in five: patients ‘who did ot
:885 vaao.&on._o: These reactions resolved after di

ofithe” infusion - and the :administcation ! of - ppropriate 9033.
TAXOTERE®:must -not be given:to patiénts: who have a history of
severe hypersensitivity reactions to TAXOTERE® or to othesi'drugs
formulated Ss polysorbate 80. ;

mo<n-n ::a in::o_.. o..n::.& in 6% &. —xEo:E aomv_.n use of a S-day

i g Tt {B charatterized by one or
more of the’ ?:oi.:m events: voo.‘_w wlerated peripheral’ édema, gen-
eralized edema, pleural effusion _doEE_w urgent drainage, dyspnea at
rest, cardiac E:vc:uan or pronounced abdominal distention a:o to
nuo:o& 1 .

et :,?,_ Pathe . 4 000
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DESCRIPTION
Docetaxe] is an n:::oov_nm:o agent belonging to the taxoid ?::G Itis
prepared by ynth ginning with a precursor extracted from the

renewable needle biomass of yew v_ns..f The chemical name for docetaxel
is SFquz.ow_dox« 3-phenylisoserine,N-rerr-butyl ester, 13-ester with
&u.ub.ovo&. 1,20,4,7B,108,130-hexahydroxytax-11-en-9-one 4-acetate

24 _Kabw.o trihydrate. Docetaxel has the following structural formula:

Uonnnxn_ is ' white to almost-white powder with an empirical formula of
OGF.ZO:. u—.ro and a molecular weight of 861.9. It is highly lipophilic
and vannnp:w insoluble in water. TAXOTERE® (docetaxel) for Injection
Concentrate is a clear yellow to brownish-yellow viscous solution.
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docetaxel metabolism. -

A population - pharmacokinetic analysis was carried out after
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Hematologic Adverse Events In Anthracycline-Resistant Breas
Cancer Patients Treated At 100 mg/m? With Normal Or Elevat:
Baseline Liver Fu Tests .

TAXOTERE® ueatment of 535 patients dosed at 100 mg/m?. Adverse Event Normal LFTs*  Elevated LF]
Pharmacokinetic parameters estimated by this analysis were very close to at Baseline at Baseline
those estimated from phase [ studies. The pharmacokinetics of docetaxe! n=d427 « n=7
were not influcnced by age or gender and d I'total body cl % S % .
was not modified by p nt-with d h In pati with N penia - . .

clinical: chemistry data suggestive of ‘mild: to. moderate liver function Any <2000 cells/mm?® -0 992 . . 100
impairment (SGOT and/or SGPT >1.5 times. the:upper Limit of narmal Grade 4 <500 cell/mm? s . 100
(ULN) comi with alkali haspha >25 times ULN), total Thrombocytopenia R .

o g%mﬁwﬂ% d by an age of 27%, Iting in a 38% Any <100,000 cells/mm? 1.8 . 71.4
increase in u«u.n::n nxvanu (AUC). This average, —Eioﬁq includes a Grade 4  <20,000 cell/mm? 0 143
substantial range and there is, at present, no measurement that would allow Ancmia <llgdL 984 85.7
recc dation for dose adj in m:n__ i Patients with com- Infection®** ) .
bined abnormalitics of transaminase and w=9_=_n phosphatase should, in Any ' 252 714
general, not be treated with TAXOTERE®. - Grade 3 and 4 7.1 57.1
In vitro studies showed that docetaxel is about 94% protein bound, mainly Febrile Neutropenia®*** * *

1o ,-acid glycoprotein, albumin, and lipoproteins. In three cancer patients, By Patient 220 4259
the in vitro binding to plasma proteins was found to be approximately 97%. By Course S 40 143
Dexamethasone does not affect the protein cSasu of docetaxel.. Septic Death 08 143
I Non-Septic Death 0 143
CLINICAL STUDIES ' *Normal LFTs: Transaminases < 1.5 times ULN or alkaline phosph:
The efficacy and safety of TAXOTERE® __E been n§_:B& in advanced < 2.5 times ULN or isolated elevations of transaminases or alkaline p
breast c: in independ nt clinical studies at doses of 100, phatase up to 5 times ULN.
75, and 60 :.E:.»

TAXOTERE® is sterile, non-pyrogenic, and is available in single-dose
wvials containing 20'mg (0.5 mL) or 80 mg (2.0 mL) docetaxel (anhydrous).
Each mL contains 40 mg docetaxel Agaedcmv and 1040 mg polysorbate
80.

_.-.>xo._.m_~me for ::8:0: Concentrate requires dilution prior to use. A
sterile, non-pyrogenic, single-dose diluent is supplied for that purpose. The
diluent for TAXOTERE® contains 13% ethanol in Water for Injection, and
is supplied in 1.5 mL (to be used with 20 mg TAXOTERE® for Injection
ngﬂ:nuﬁv and 6.0 mL (to be :M& with 80 mg TAXOTERE® for
5_oﬂ.o= Qo:nn::.m_nv vils. o

~'CLINICAL —uﬁgno—gﬁ el
v..guﬁsg—ﬁgﬁg~5&§c«§v§m=&§gg.

larnetworkiin cells that is essential for mitotic and interphase cellular func-

tjons. Docetaxekbinds 1 free :.v:_._: and promotes the assembly of Ev___s
into stable mi bules while simul ly g their di

/This leads to the. production of microtubule bundles without nommal ?:n

tjop and tq the stabilizajon of B.naag_& i___n: results in the inhibition
%::655851 taxel’s binding to bules does not alter the
number of Eion_»:ﬁ:m in the voEE microtubules, & feature which dif-
fers from most %.:Em poisons nc:ﬂ.._v. in a.s_nn_ use,, . .

HUMAN PHARMACOKINETICS - -« !
‘The pharmacokinetics of d | have been evaluated 5 cancer patients
after. administration of 20 » 115 mg/m? in phase I studies, The area under,
the curve (AUC) was dose proportional following doses of 70 - 115 mg/m?
with infusion times of one to two hours. Docetaxel's pharmacokinetic pro-
file is consi with a thr EE::RoEancn model, 1_5
half- __<nm for the o, B, p_.ﬁ:_u:wmnm of 4 min, 36 min, and 11.1 hr, respec-

tively. The initial rapid decline represents distribution to the peripheral
compartments and the late (terminal) phase is due, in part, to a relatively
slow efflux of docetaxel from the peripheral compartment. Mean values for
total body clearance and w.uﬁ_w state volume of distribution were 21 L/m?
‘and ‘113 L, respectively. Mean total body clearance for Japanese
vwnn:ﬁ dosed at the range "of 10 - 90 mg/m? was similar to that of

pean/American populations dosed at 100 mg/m?, suggesting no sig-

nificant difference in the elimination of docetaxel in the two populations.

A study of ..O.aonosxﬁ was conducted in three cancer patients. Docetaxel
was eliminatdd in both the Grine and feces following oxidative metabolism
of the tert-buty! ester group, but fecal excretion was the main elimination
route. Within seven days, urinary and fecal excretion accounted for approx-
imately 6% and 75% of the administered radioactivity, respectively. About
80% of the radioactivity recovered in feces is excreted during the first 48
hours as one major and 3 minor metabolites with very small amounts (less
than 8%) of unchanged drug. Based on in vitro studies, isoenzymes of the

W

Safety and Efficacy at 100 En\Eu The EnQ and cfficacy of
TAXOTERE® have been cvaluated in three phase : studies which were
conducted in a total of 134 pati with anthracycline-resi locally
advanced or metastatic vg_ nEanSP Anthracycline resistance was
defined as progressive discase on ngnrﬁu for advanced disease or
relapse on anthracycline adjuvant 5093‘ In 5«8 studies, TAXOTERE®
was administered at a 100 Em\BN dose given’ ‘as a onc-hour infusion every
3 weeks.

The overall response rate’ (ORR) considering all p (intent-to-treat)
was 41% and the 3.%?8 respoise AQG wag n& The median survival
time was 43 weeks. In the evaluable patients (seo table), the ORR was 47%
and the CR was 2. 3%. 93: Ru_uo:wa ..wﬁ (ORR), ( ._E.Eo_. of response,
and time to vaﬁuwm_g are shown i in the —.o__oi_:w Bv_n

Efficacy Of TAXOTERE® In EEE?E. Breast Cancer

Patients .-Tb:x_ >. :x. Eu\...u

Overall Response Rates L .. (95% CL)

Intent-to-Treat Patignts c..Lué L 2* . (33-49)

Evaluable Patients {n=106)* . 3* (38-57)
Response Rate in Patients with' . '
Visceral Involvement .

Intent-to-Treat Patients (n=05) " 3%

Evaluable _vu:ns.m :.LS- : 43% -
Median R A "' 6 months 2.1-17.5)
Median Time to Pr gression** 4 months 02-175)
Median Survival*® | 10 months 0.2 - 24.6+)
1 Year Survival** - " 43%

*Evaluable patients include those meeting the study cligibility require-
ments and __u<=.n reccived at least two cycles of TAXOTERE® cs_omm
disease progression occurred earlier.

**Intent-to-treat population

For the 134 anthracycline-resistant’ Enmurﬁznow patients who received

TAXOTERE®, 127 had normal LFTs (see table for definition) at baseline,

and 7 had elevated LFTs at baseline. Paticnts with elevated LFTs at base-

line had an _=o§m& incidence of EBEvcnchoEP infection, febrile
=o=:€o.=m and death considered at least possibly treatment related. The
following table showy,the incidence of important hematologic adverse

events during the w.:a«

**Elevated LFTs: SGOT andfor SGPT >1.5 times ULN concurrent

alkaline phosphatase >2.5 times ULN.

***Incidence of infection requinng hospitalization and/or intrave:
antibiotics was 13.4% (n=17) among the 127 patients with no:
LFTs at baseline, There were two patients with grade 2, one with g
3, and fourteen with grade 4 neutropenia.

****Febrile Neutropenia: ANC grade 4 with fever > 38° C with IV an

otics and/or hospitalization.

The following table shows important non- __naic_ow_n adverse cveni

the anthracycline-resistant breast cancer patients with.normal and clev

LFTs at baseline: - AN

Non-Hematologic Adverse Events ~= EEBQ&F?ESE Bre

Cancer Patients Treated At 100 mg/m? With Nermal Or Elevatc

Liver Fu Tests
Adverse M<n=. N . Normal LFTs¢ H_os.—k_ :.Aw
S . . at Basell . atB
R [ nal27. cwo.a=T
o [ : % e %
Acute Hypersensitivity Reaction .o .-
Regardless of Premedication .
Any : 118 Ry
Severe 0 0
Fluid Retention*** )
Regardless of Type of Premedication A
Any . 56.7 57.1
Severe ' 94 143
With Recommended Pr jon n=29 n=3
Any 414 66.6
Severe ’ 34 333
Neurosensory
Any 66.1 4?29
Severe 7 c 0
Myalgia 354 571
Cutaneous .
Any 622 571
Severe 10.2 14.3
Asthenia - ¢ .
Any . 80.3 429
Severe 228 28.6
Stomatitis
Any 559 714
Severe 8.7 571

*Normal LFTs: Transaminases < 1.5 times ULN or alkaline phosphat.

< 2.5 times ULN or isolated elevations of transaminases or alkaline ph
i




phatase up-to 5 umes ULN, ~ w5 7 n. V |
** Elevated Liver Function: SGOT and/or SGPT >1.5 times Crz concur-
.ﬂ:..cas alkaline: ‘phosphatase VN 5 times ULN.
..;uE& RBetention includes (by:COSTART): edema Avn:v-s.d_ localized,
genequlized, lymphedema, pulmonary edema, and edema otherwise not
specified) and effusion (pleural, pericardial, and ascites).
Safety at 75 mg/m*: TAXOTERE® at a dose of 75 mg/m? every 3. woeks
Egaﬁaﬁﬁsgovg=§n§5uuv_«<_oigﬁwﬂ.&

breast o&n:—c:ﬁ. The following table 535 the important hematologic
adverse gvents in these studies: -, ..,

:B.-S_anﬁ Adverse -w<n=s In §8 wi nnEB.. Puatienty g

< With 75 __._.\...n
Adverse m<n=~ b %
<2000 celts/mm? 981 s

' <500 cellymm? 800 -

<100,000 celis/mm? 55
<20,000 cells/mm* 0o -
<1l g/dL 17 g e i

: o Y \« v

i piigy Vsl fliy

amovnizggvn:r >zn mann af&gvgo CwithTV" 5..!82
Eaggo:

_ ﬁs ..c:oi_am Sv_o w_.oiu the ==vo§=. non- uo:Eo_ow_o E<3o events
aqu m P o,
w ! an.umﬁn-s_eﬁn Adverse Events In 55 Breast O-.Sn—. gk

Eﬁi_sasﬁi
>._<§n<n=- Mige e gt b E?f .
*?ﬂ.s m%oan_u_csq wﬁn.._oa- 7. o T
Any, | 29.1 ,
Severe . ey 18, .
awoﬂzuouo- . ' .
“ Any L 69.1.
\, 1 Severe 109
nsory v
Any, i 382
. 1Severe S8
127
: . 18
iancous o EYIEA
473
: 18 "
o 636 ,
73
309
, 36
i ardless of premedicat
: §=5=. ded pr
| v m_y__gﬁ Gy, _a,_ﬁ 7
B Ye Y 1y %Eﬂ« es in
o, b, e LETR. o b sived i

_8.5 K‘Eaa%ﬁi breast carcinpma; 26

ﬁéﬁ% ST

¥ Bgﬂsgnesggr was 34.6% (95% C.I.
I Ennniﬁwm* “The miedian o_._o?dawonuoi{A
..,J 008 buu, 2T e gt 4107 ot
Nr b 3:035« g—omgiu:%aﬁa _K.su_.c_owx &<nuo ¢vents ?2—8
*' Meancse’breast Cancer trials: L

patients §5 normal liver. function and Jocally advanced or metastatic .

Hematologic Adverse Events In 174 Breast Cancer Patients Treated
Wit 60 EQEu Who Had Received Prior Chemotherapy In Trials

.o Go.a..a& F ._n_uw..

>n<n=n Event - R %
zocncun:_- ’

“Any o <2000 celigmm?® .- 5 954

"'Grade 4 - ’ Amoo on:QEBu - 149
Aﬁ_aivonv.s_xaw : '
- Any’ : A_Sooonn:m\:—au 144
* Grade 4 <20,000 cells/mm? 1.1
Ancmia * <t gL - 64.9
o Any. , 1.3
...-Grade3and4 . - . .0
Febrile Neutropenia®, o co

By Patient 0
Septic Death o L.
Non-Septic Death * 0

* Febrile Neutropenia: ANC grade 3/4 concomitant with fever > 38.1° C.

The following table shows important non-hematologic adverse events for

the ._nvgao breast cancer trials; the ‘incidence of severe non- hematologic

toxicity in !Eo:l dosed at 60 mg/m? is negligible:

" Non-Hematologlc Adverse Events In 174 Breast Cancer Patlents’

585_ cs._. S EQB» Who Had Recelved Prior nu-.u-.:.._.n_.s_a~ —._
._,_.E. 9...__5& _.. ._%E :

~ *.‘_.:
06
0
126
0
19.5
0
30.5
0
Myalgia
Any 34
Severe 0
Asthenia
Any 65.5
Severe 0
Stomatitis
Any 190
Severe 0.6
* without premedication
INDICATIONS AND USAGE

TAXOTERE® (docetaxel) for Injection Concentrate is indicated for the
treatment of patients with locally advanced or metastatic breast cancer who
have progressed during anthracycline-based therapy or have relapséd dur-
ing anthracycline-based adjuvant therapy.

CONTRAINDICATIONS

TAXOTERE® is contraindicated in patients who have a history of severe
hypersensitivity reactions to docetaxel or to other drugs formulated with
polysorbate 80.

TAXOTERE® should not be used in patients with neutrophil counts of
<1500 cells/mm?.

WARNINGS ) J
TAXOTERE® (dc 1) for Injection C should be admi
tered under the supervision of a qualified physician experienced in the use
of antineoplastic agents. Appropriate 2 of complications is pos-
sible only when adequate diagnostic and treatment facilities are readily
available.

Toxic Deaths: TAXOTERE® administered at 100 mg/m? was associated
with deaths considered possibly or probably related to treatment in 2.4%

PR a s et gt

(34/1435) of patients- with normal liver function and in 11% (6/55) of
patients with abnormal liver function (SGOT -and/or SGPT > 1.5 times
ULN together with AP > 2.5 times ULN). >=_o=w patients dosed at
60 mg/m?, monality related 1o treatment occurred in 0.6% (3/481) of
patients with normal liver function, and in 3 of 7 patients with abnormal
liver function. Approximately half of these deaths occurred during the first
cycle. Sepsis accounted for the majority of En deaths.
Premedication Regimen: Although the dicat
not defined, all patients should be p dicated. with oral
such as dexamethasone 16 mg per n-< (e.8, 8 mg BID) for 5 days stanting
| day prior to TAXOTERE® to reduce the severity of fluid retention and
hypersensitivity reactions *(see §>ouc>ze‘>uz=z_u,_.x>.=oz
section).
Hypersensitivity Reactions; vn:n:r. should be - observed o_oan_< mo-
hyp itivity i pecially during the first and second infusions.
mo<2¢ hypersensitivity ‘reactions characterized by hypotension -and/or
hospasm, or g i EEnQEoB» occurred in 0.9% of ‘patients
who received the ded dication. Hyp itivity reactions
requiring discontinuation of the ._.>xo._.mzm9 infusion were reported in §
out of 1260 patients who did not receive premedication, Patients with a his-
tory of severe —.«voagm_:sq reactions should not be 82.5:«33 with
TAXOTERE®. . -
Hematologic Effects:- N penia (less 52— 2000 neutrophils/mm?)
occurs in <=.Em=< all patients given 60 - 100 mg/m? of TAXOTERE® and
grade 4 penia. (less than.500 cells/ hooﬂﬁsgv\—:vﬁ_osv
given400 mg/m? and 75~ 80% of paticats given 60 - 75 mg/m?, Frequent
monitoring of blood. counts_.is,: therefore, essential so that dose can be
adjusted. TAXOTERE® should ot be un_ﬁ_.:mﬁnn to vn:nac with neu-
trophils <1500 cellymm?; - .
Febrile neutropenia occurred in -vo:. 58 en va:n:: given ~8 mg/m? but
was very uncommon in patients given 60 - 75 mg/m:. Hematologic
responses, febrile reactions and infections, and rates of septic death for
different regimens are dose related and are described in CLINICAL
STUDIES. .. .
Three breast cancer v.Eo:: 55 severe liver impairment 9__555 > 1.7
times ULN) no<o_o_x& ?E wEdEﬁE:E v_o&sw B—oo.g& 55
severe drug-ind
EE%E_E:.E.. (sec woxuci;zie N
Fluid Retention: (sce BOXED «.<>_~2~znv. ’ ., , '
Pregnancy: TAXOTERE® can cause fetal harm when adminisiered to
pregnant women. Studies in both rats and rabbits at doses equal to or
greater than 0.3 and 0.03 mg/kg/day, respectively (about 1/50 and 17300 the
daily maximum recommended human dose on a mg/m? basis), adminis-
tered during the period of organogenesis, have shown that TAXOTERE®
is embryotoxic and fetotoxic (characterized by . intrauterine  mortality,
increased resorption, reduced fetal weight, and fetal ossification no_ut.
The doses indicated above also caused matemal toxicity.
There are no adequate and well-controlled studies in pregnant women
using TAXOTERE®. If TAXOTERE® is used during pregnancy, or if the
patient becomes pregnant while receiving this drug, the patient should be
apprised of the potential hazard (o the fetus or potential risk for loss of the
pregnancy. Women of childbearing potential should be advised to avoid
becoming pregnant during therapy EE_ TAXOTERE®.

PRECAUTIONS

General: Responding patients may not nxvo:n:bn an .Bvaﬁ.:n:. in per-
formance status on therapy and may experience worsening, The relation-
ship b h in perf . status, resp to therapy and

' 5
"

weatment-relatsd side effects has not been established.
:E.EE:«F Effects: In order to mohitor the occurrence of Ewo_oax_n:v.
it is rqcommended that frequent peripheral blood cell counts be performed
on all patients recciving TAXOTERE®. Patients should not.be retreated
with subsequent cysies of TAXOTERE® until neutrophils recover to a
level > 1500 cells/mmy’ and platelets pecover to a level > 100,000 cells/mm?.
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A 25% reduction in the dose of TAXOTERE® is recommended during
subsequent cycles following severe neutropenia (< 500.cells/mm?) lasting
7 days or more, febrile neutropenia, or a grade: 4 .infection.in a
TAXOTERE® (docetaxel) Qn_o ?8 DOSAGE >2—v EEE

TION section). "

Hypersensitivity Reactions; :«v«.ﬂ:..asq H!aq:u may occur i:Z:
a few minutes following initiation of a TAXOTERE®: infusion. If minor
reactions such as :.:::i o localized skin reactions occur, interraption of
therapy is not required. More severe ions, however, require the imme-
diate discontinuation of TAXOTERE® and -awﬁwu:a therapy. All patients
should be p dicated with an oral corti d prior to the initiation of
the* Infusion ‘of TAXOTERE®' (see WARNINGS: ;Ba_unaeu
Regimen).

Cutaneous: Localized erythema of the extremities with &nn_- d

CHO/HGPRT gene mutation assays. TAXOTERE® produced no impair-

Summary Of Adverse Events In Patients _~3n_<5n ._.;Q-.ME

by desquamation has been observed. In case of severe skin; 8:.9?
adjusiment in dosage is recommended (see DOSAGE AND ADMINIS-
TRATION section). The 989_::__50: rate n__n 10 u_n__ BEQQ wis
L7%. v
Fluid Retention: Severe :En _Su 9&:
TAXOTERE® therapy (see BOXED WARNING and >U<m=mm
REACTIONS). Patients should be p dicated with oral corti
prior to each TAXOTERE® administration to reduce the incidence and
severity of fluid retention (sce DOSAGE AND ADMINISTRATION
section). Patients with pre-existing effusions should be closely monitored
from the first dose for the possible exacerbation of the effusions.
In patients who received the recommended premedication, moderate fluid
3.«::0: occurred in 17.4% with severe fluid retention in 6% and a 1.7%
rate. Fluid was completely, but slowly,
reversible following discontinuation of TAXOTERE® (median of 29
wecks). The median cumulative dose to onset of moderate or severe fluid
retention was 705 mg/m?in pati receiving p dication. Patients
developing peripheral edema Snw be treated with standard measures, e.g.,
salt restriction, oral diuretic(s). R
Neurologic: Severe )y symp (paresthesi ...,

1 fnll

s

pain) were observed among 7% of 134 p with anthracycli

breast cancer. When these occur, dosage must be adjusted. If symptoms
persist, treatment should be discontinued (see DOSAGE AND ADMIN-
ISTRATION section). Patients who experienced neurotoxicity in clinical
trials and for whom follow-up information on the complete resolution of
the event was available had mvo._zsoo:w 3<o_uu~ of symptoms within a
median of 9 weeks from onset (range’ 0 10 106 weeks) and only about 3.8%
of patients j:.:& discontinuation due to :n:_dsx_n_.w Peripheral 529
neuropathy mainly manifested as distal y d in
134% (7.1% severe) of the 127 593315?.8_52 breast cancer
patients with normial LFTs. No =o=3=§o_. Sx.n_Q iB _dva:& inthe 7
vmno:ﬁ with elevated LFTs. '

Asthenia: Severe asthenia has been _dvo:& in 11.1% of the patients but
has led to treatment discontinuation in only 2.6% of the’ v-:«:.u mn<2a
asthenia was reported in 23% of 134 p  with anthracy

breast cancer and 5.5% of the 786 36_3 received. Symptoms of fatigie
and weakness may last a few days up to several weeks and may be associ-
ated with deterioration of ?Ro::p:no msew in patients with progressive
disease.

Information for Patlents: For additional information, see the soncavu:w.
ing Patient Information Leaflet.

Drug Interactions: There have been no formal clinical studies to evaluate
the drug interactions of TAXOTERE® with other medications. In vitro
studies have shown that the metabolism of docetaxel may be modified by
the concomitant administration of compounds that induce, inhibit or are
metabolized by cytochrome P450 3A4, such as cyclosporine, terfenadine,
ketoconazole, erythromycin, and troleandomycin. Caution should bg exer-
cised with these drugs when treating patients receiving TAXOTERE® as
there is a potential for a significant interaction.

Carcinogenlcity, Mutagenicity, Impairment of Fertility: No studies
have been conducted to assess the carcinogenic potential of TAXOTERE®.
TAXOTERE® has been shown 10 be clastogenic in the in vitro chromo-
some aberration test in CHO-K, cells and in the in vivo micronucleus test
in the mouse, but it did not induce mutagenicity in the Ames test, or the

ment of fertility in rats when administered in multiple i:v. doses of up to ‘At 100 mg/m? !
0.3 mg/kg Anco.: _Go the recommended human dose on a mg/m? basis), Adverse Event ‘Normal LFT¥* KElevated Eoo
but d ights were reported. This cc with find- EE S at Baseline © - n:wpﬁ..un )
Ewm of a 10-cycle toxicity study (dosing once n<oQ 21 days for 6 months) B ‘nwl438 -
in rats and dogg in which testicular atrophy or d ion was observed . S gy
ati.v. doses of S mg/kg in ratd and 0375 mg/kg ::_on:nvos 13 and 1/15 Ina»s_o&a BT o
thel recommended human dose on a mg/m? basis,  respectively). An . Zo._qdvﬂ__n £000 cellyymm® - 96.3
increased frequency oaaem_:w_.:g_u.da:o& similar effects at lower dose : "800 éells/mm® ' 76.0
levels. v ia' ! <4000 cellsmm’ : -96.5
Pregnancy: —vaw:-:nv. On_nwoa. U Gon WARNINGS section). ) <1000 cellyymm® 310 '
Nursing Mothers: It is not known whether TAXOTERE® is d in - Thrombocytopenia <100,000 celly! 15 .
human milk. Because many drugs are excreted in human milk, and because Anemia <1l gidls: -+ " 89.8
of the ial for serious adverse reactions in nursirig infants from <Bgdl | 84
TAXOTERE®, mothers should discontinue nursing v:Q to taking the Febrile Neutropenia N
dnug. Septic Death. o 18
Pedlatric Use: The safety ang effectiveness of TAXOTERE® in pediatric ~ Non-Septic Death - n 06 :
patients have .5. been established. Infections .
Any - P 217 327,
ADVERSE EQ—.—OZw . Severe L 56 16.4
There were 1495 patients enrolled in uq clinical trials conducted in North Fever In absence of Infection
America and Europe (624 breast carci ients and 866 patients with Any 30.2 . 509 .
other tumor types) who. received .—.>xQ~.m_~mS at an initial dose of Severe 1.7 9.1,
100 mg/m? every 3 weeks. Five patients were not evaluable for toxicity Hypersensitivity Reactions . .
since they discontinued TAXOTERE® treatment due to acute hypersensi- with recommended premedication n=229 n=6
tiyity reactions with the first infusion. At least 95% of these patients did not Any 157 0
receive hematopoietic support. The following table lists adverse reactions Severe 09 .0
that occurred in at least 5% of 1435 patients with normal liver function tests Fluid Retention
at baseline (Normal LFTs: Transaminases < 1.5 times ULN or alkaline with recommended premedication n=229 a6
phosphatase < 2.5 times ULN or isolated clevations of transaminases or Any 48.5 66.7 .
alkaline phosphatase up to 5 times ULN) as well as ail deaths and adverse Severe . 52 333
reactions in patients with abnormal liver function tests. These reactions Neurosensory -
were considered possibly or Edcuc_w related to TAXOTERE®. The safety Any } " ) XN ) 418
profile is generally similar in patients receiving TAXOTERE® for the Severe o L
of breast carcinoma or for other tumor types. Neuromotor '
(principally distal extremity to-_c.alv B
Any 134 55 |
Severe 37 18
Cutaneous
Any 58.5 61.8
Severe 56 109
Naft Changes C
Any 282 182
Severe 26 4.6
Gastrointestinal
Nausea 404 400
Diarthea 404 327
Vomiting 240 25.5
Alopecia 80.0 61.8
Asthenla :
Any 61.5 545 .
Severe 1Ll 236
Stomatitis
Any 423 413
Severe 53 145
Myalgia
Any 194 182
Severe ‘14 19 -
Arthralgia o 8.6 73
Infusion Site Reactions v 56 " 36

* Normal LETS: Transaminases < 1.5 times ULN or alkaline phosphatase
< 2.5 times ULN or isolated elevations of transaminases or alkaline
phosphatase up to 5 times ULN.

** Elevated LFTs: SGOT and/or SGPT > 1.5 times ULN concurrent i:—.

alkaline phosphatase > 2.5 times ULN.

Hematologic: Bone marrow suppression was the major dose- -limiting tox-

icity of TAXOTERE®. Neutropenia is reversible and not cumulative. The

median day to nadir was 8 days, while the median duration of severe neu-
tropenia (<500 cells/mm?) was 7 days. Among patients with normal liver
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i treated with TAXOTERE®, severe neutropenia occurred in 76%
ted for more than 7 days in 4.3% of cycles. Anemia was reported in
of patients, with severe cases being avo:& in 8.4% of the patients
>.§EO« sectipn). ; sk
neutropenia (<500 cells/mm? with nn<n~ > 38°C with IV antibiotics
hospitalimation) occiuved in'11.8% of the patients with normal liver
1 (3% of the cycles). Infectious episodes occurréd in 21.7% of the
5(6.2% of the cycles) and were fatal in 1.6% of those treated with

;.mz.mé:.&ﬁ.iggacs.vmmggz.

bocytopenia (<100,000'cells/mm?) d in 7.5% of the patients
,:=L__<2v=_hno= mguo!mo&nioaavo:&_anuﬁo..so
s. A fatal gastrointestinal hemorrhage iated with thrombocy-

.ilﬂvonﬁsoﬁvggr?.gggoﬁvsnﬁi_s
liver impairment (bilirubin > 1.7 times ULN) developed fatal gas-
EE_ !oo&:n 3892& with severe &cu -induced 93:.703.8?

xﬁﬁé n!ﬁoi. :g_csq reactions requiring discon-
n of the TAXOTERE® infusion were reported in $ pati of 1260
d .5. receive premedication. Severe _.v.vn.-n.snsa. an&onu char-
cd by hypotension and/or bronchospasm, or generalized rash/ery-
have been observed in only 0.9% of patients i.& normal liver
n 38.<5n the recommended premedication _auExa and none of
Ecn_n had to E.SS_E_E 95.3
cvents, Eo___e:w nﬁr:..n. rash with or without _xE:E Qﬁ. ._nv?
nack pain, dyspnea, drug feyer, or chills, have been reported angd
&nnn.ngggm&ns?u.o:n&n%ﬁg«?o
NINGS Snno:v L
: _wo_mbneu ?on .uos <<>.~Z—ZQ Evyenta such as ‘edema and
w»E and, less frequenty, pleural effusion, pericardial effusion or
. have becn gg ‘Among 229 patients with :o:E._ liver func-
ceiving the g-::ﬁ.&& uawg.:_c..r severe fluid retention was
ed 'in 6%, causing treatment discontinuation in 1.7%. When it
.. peripheral edema usually starts at the lower extremities and may
e wnﬁ.aﬁ& with'a median weight gain of 2° kg. ‘Fluid retention is
.ative in incidence and severity. The median cumulative dose to onset
Jderate or 8<na =En_ .aﬁ:no: was 705 mg/m?, Fluid retention was
«cloly psolving a-median of. uc 8_... Aanwn. o to an...
) de ;8 _nn\_.>xo._.mwm9 infusion, s #: %
Bffizzo ficous reactions charactéri ;ian_sn_&-
E%ﬁ.nﬁawgnﬁ?ﬁg&ﬂg ‘but also on the
fdoeof thorax, usually iated with pruritus, have been observed.
ons" generally occurred within o:niﬂx-:ﬂ.n;Q_.mwme infu-
ooocﬂﬂn conoa the ‘next infusion and were not disabling. Severe
,oEu. such as cruptions followed by nﬂn:p:_!.o:. 895& in 5.6%
vgnaaniaa_w_&s. ion of

R T A I
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Hepatic: In patients with normal LFTs at baseline, bilirubin values greater
than the ULN « d in 8.9% of pati in SGOT or SGPT
>, 1.5 times the ULN, or alkaline phosphatase > 2.5 times ULN, were
observed in 18.1% and 7.6% of patients, respectively. During the study,
incpeases in SGOT and/or SGPT > 1.5 times ULN concomitant with alka-
‘line phogphatase > 2.5 times ULN occurred in 4.5% of patients with nor-
mal LETs at baseling. (Whether these changes were related to the drug or
underlying discasq has not been established.) . -
Ongolng: Evaluation: The following serious adverse events of uncertain
a_gv.v to TAXQTERE® have been reported:
- Bodyasa whole: abdominal pain, diffuse pain, chest pain
. O-.Eo;mn:_n.. atrial fibrillation, nﬂv vein EBEvou_u ECG
' -.vag:-__cnu. hrombophlebi

\.I«J\

itis, pul y ,, syncope

, e ,.U.wn::.o 8:«:?:0:. duodenal ulcer, esophagitis, uﬁ:d.:.&::&

ileus, gastrointestinal perforation,
i R:acvnan n:ﬁaoo__E :
S ,znwv__.vg dyspnea, acule vc_Bo:nQ oansP acute respiratory
distress syndrome
Urogenital: renal insufficiency

'OVERDOSAGE

There is no known antidote for TAXOTERE® overdosage. In case of over-
dosage, the patient should be kept in a mvoﬂw__u& unit where vital func-
tions'can be closely itored. Anti ions of overd
include: bone pp vn:_u__n_.u_ icity, and mucositis.
There were two reports of overdose. One patient received 150 mg/m? and
the other received 200 mg/m? as one-hour infusions. Both patients experi-
enced severe neutropenia, mild asthenia, cutaneous reactions, and mild
anuS&_P and recovered without incident.

In mice, _n.,_S__Q was observed following single i.v. doses that were
2154 mg/kg (about 4.5 times the recommended human dose on a mg/m?
basis); neurotoxicity associated with va:»_vﬁmu. non-extension of hind limbs
and myelin degeneration was observed in mice at 48 mg/kg (about 1.5
times the recommended human dosc on a8 mg/m? basis). In male and female
rats, Jethality was  observed at a dose of 20 mg/kg, (comparable to the rec-
ommended humari dose on & SQB. basis) and was wwwoo_naa with wcao_.
mal mitosis and necrosis of Sc_nv_o organs.

%ﬁﬂ%ggﬂoz

of patients with locally ad d or i inoma of
.rn ‘breast ' &.8_. pre ion during anthracycline-based therapy for
metastatic disease or a_svuo during anthracycline-based adjuvant therapy,

'

,u,_.mbme treatment, Alopecia onnE,..& in woﬁ om patients, and it was
:in'61.8% of patients. *
¢ nail disorders occurred in 2.6% of the patients. These reactions
characterized by hypo- or hyperpigmentation, and occasionally by
._o~v.m_u (in 0.8% of patients) and pain.
ologic: ZnEdwn:qu symploms characterized by paresthesia, dyses-
,o_.up:: ludi jon) have been reported in patients
Eﬁ .—.>XQ—.mwm8 wnﬁ-« reactions were observed in 3.9%.
omotor events ch d mainly by have been Rvo:,&
vere severe in 3.7% of the patients.
rointestinal; Gastrointegtinal reactions (nausea, and/or vomiting,
i diarrhea) were g jly mild to mod and severe §
:ted in 8.2% of the patients. Stomatitis was reported in 42.3% of
nts receiving TAXOTERE®. Severe aenco_..u were observed in 5.3%
.=S¢.

lar: Hyp d ih 3.6% of the patients; 3.4%
rred treatment. Clinically =§E==w?_ events such as heart failure, sinus
- cardid, atrial flutter, dysrhythmia, unstable angina, pulmonary &oBP
nypertension occurred Ea_w.
sion Site Reactions: Infusion site were g lly mild Ea
isted ‘of hyperpigmentation, inflammation, vedness or &.«snﬂ of 5«

vr_o!:m ox5<nuw=o=. o_. -in::i 0». En <n=_
s

DRI APPIATPPAREBTT O % - <

the rec ded dose of TAXOTERE®is 60 - 100 Bm\an NEEEm.n.&
intravenously over | hour every three weeks.

Premedication Regimen: All patients should be premedicated with oral
corticosteroids such as dexamcthasone 16 mg per day (e.g., 8 mg BID) for
S days starting 1 day prior 1o TAXOTERE® administration in order to
reduce the incidence and severity of fluid retention as well as the severity
of hypersensitivity reactions (ssc WARNINGS and PRECAUTIONS
sections).

Adj During T t: Patients who are dosed initially
at 100 :.w\:.. and who experience cither febrile neutropenia, neutrophils
< 500 cells/mm? for more than one week, severe or cumulative cutaneous
reactions, or severe peripheral neuropathy during TAXOTERE® therapy
should have the dosage adjusted from 100 mg/m? to 75 mg/m?. If the
patient continues 1o experience these reactions, the dosage should either be
decreased from 75 mg/m? to 55 mg/m? or the treatment should be discon-
tinued. Conversely, patients who are dosed initially at 60 mg/m? and who
do not experience febrile neutropenia, neutrophils <500 cells/mm? for more

than one week, severe or cumulative cutaneous reactions, or severe periph-

eral neuropathy during TAXOTERE® therapy may tolerate higher doses.

Special Populations:
Hepatic Impairment: Patients with bilirubin > ULN should generally
not receive TAXOTERE®. Also, vu:o_._a with SGOT and/or SGPT
>15xULN¢ itant with alkaline phosph >25x ULN
should generally not receive TAXOTERE®.

Children: The safety and effectiveness of docetaxel in v&_z:n
patients below the age of 16 ycars have not been established.

" Elderly: No dosage adjustments are required for use in elderly.

PREPARATION AND ADMINISTRATION PRECAUTIONS
TAXOTERE® is a cytotoxic anticancer drug and, as with other potentially
toxic compounds, caution should be exercised when handling and prepar-
ing TAXOTERE® solutions. The use of gloves is recommended. Please
refer to Handling and Disposal section.

If TAXOTERE® concentrate, premix solution, or infusion S_E_o: should

come into contact with the skin, immediately and 5°3=nE< wash with

soap and water. If TAXOTERE® premix solution, or infusion

solution should come into contact with mucosa, immediately and thor-

oughly wash with water.

TAXOTERE® for Injection Concentrate requires difution prior to admin-

istration. Please follow the preparation instructions provided below. Note:

Both the TAXOTERE® for Injection Concentrate and the diluent vials

contain an overfill.

A. Preparation of the Premix Solution

1. Remove the appropriate number of Vials of TAXOTERE® for

" Injection Concentrate and dilucnt from the refrigerator. Allow the

vials to stand at room temperature for approximately S minutes.

2. >wnv=8=< withdraw the entire contents of the diluent vial into 2
syringe and transfer it to the vial of TAXOTERE® for _=_on=c=

Concentrate.
Information regarding fill volumes is listed below:

Strength " Vial Content Diluent Vial
TAXOTERE® 20 mg 23.6 mg/0.59 mL 183 mL
TAXOTERE® 80 mg 94.4mg/236 mL 7.33mL
This will assure a final premix cc of 10mgd taxel L.

3. Gently rotate each premix sol vial for approxi ly 1S d

to assure full mixture of the concentrate and diluent.

4.' The TAXOTERE® premix solution (10 mg docetaxel/mL) should be
clear; however, there may be some foam on top of the solution due to
the polysorbate 80. Allow the premix solution to stand for a few min-
utes to allow any noE: to dissipate. Iti is not -8::& that all ..o.:. dis-
sipate prior to conti the p on

B. Preparation of the Infusion mo__:_o: ;
1. Ascptically withdraw the .8::& amount of .;xSmwme premix
ion (10 mg doc L) with a calibrated syringe and inject

the required volume of premix solution into a 250 mL infusion bag or
bottle of either 0.9% Sodium Chioride solution or 5% Dextrose solu-
tion to produce a final concentration of 0.3 to 0.9 mg/mL.
If a dose greater than 240 mg of TAXOTERE® is required, use
a larger volume of the infusion vehicle so that a concentration of
0.9 mg/mL TAXOTERE® is not exceeded. -

2. Thoroughly mix the infusion by manual rotation.

3. As with all parenteral products, TAXOTERE® should be inspected -
visually for particulate matter or discoloration prior to administration
whenever the solution and container permit. If the TAXOTERE® for
Injection premix solution or infusion solution is not clear or appears
to have precipitation, the solution should be discarded.

TAXOTERE® infusion solution should be administered intravenously as

a one-hour infusion under »:5_2._ room 8:.6«383 and lighting condi-

tions.

¢<E. pl

P

Contact of the undiluted cc icized PVC equip or
devices used to prepare solutions for i is not recc ded. In order
to minimize patient exposure to the plasticizer DEHP (di-2-ethylhexyl
phthalate), which may be leached from PVC infusion bags or sets, diluted
TAXOTERE® solution should be stored in bottles (glass, polypropylene)

or plastic bags (polypropylene, polyolefin) and administered through poly-
cthylene-lined administration sets.

Stabllity: Unopened vials of TAXOTERE® are stabie until the expiration
date indicated on the package when stored refrigerated, 2° to 8°C
(36° 10 46°F), and protected from bright __m_.: m_anEm does not adversely
affect the product.

HOW SUPPLIED

TAXOTERE® for Injection ‘Concentrate is mcvv__& ina m_=m_n.n_cmo vial as
a sterile, pyrogen-free, non-aqueous, viscous solution with an accompany-
ing sterile, non-pyrogenic, diluent (13% ethanol in Water for Injection)
vial. The following strengths are available:

TAXOTERE® 80 MG  (NDC 0075-8001-80)

TAXOTERE® (d 1) 80 mg Cc for Infusion: 80 mg doce-
taxel in 2 mL polysorbate 80 (Fill: 94.4 mg docetaxel in 2.36 mL
polysorbate 80) and diluent for TAXOTERE® 80 mg. 13% (w/w)
cthanokin Water for Injection (Fill: 7.33 mL). Both items are.in a blis-
ter pack in one carton. .

TAXOTERE® 20MG  (NDC 0075-8001-20)

TAXOTERE® (docetaxel) 20 mg Concentrate for Infusion: ~o mg doce-
taxel in 0.5 mL polysorbate 80 (Fill: 23.6 mg docetaxel in 0.59 mL
polysorbate 80) and diluent for TAXOTERE® 20 mg. 13% (w/w)
ethanol in Water for Injection (Fill: 1.83 mL). Both items are in a E_m
ter pack in one carton.

Storage: Store refrigerated, 2° 10 8°C (36° to 46°F). mnS:_ in the original
package to protect from bright light.

TAXOTERE® premix solution (10 mg H)XOq.mwm@\BC and fully pre-
pared TAXOTERE® infusion ‘solution (in either 0.9% Sodium Chloride
solution or 5% Dextrose solution) should be used as soon as possible after
preparation. However, the premix solution is stable for 8 hours either at
room temperature, 15°10 25°C (59° to 77°F), or stored refrigerated, 2° to
8°C (36° 10 46°F).

Handling and Disposal: Procedures for proper :E.a::m and disposal of
anticancer drugs should be considered. Several g incs on this subject
have been published'+. There i _m :o general »m.dn:..na that ail of the proce-
dures rec ded in the g are yor mvvau:w.n

REFERENCES

I. OSHA Work-Practice Guidelines for Personnel Dealing with
Cytotoxic (Antincoplastic) Drugs. Am J Hosp Pharm. 1986; 43(5):
1193-1204.

2. American Socicty of Hospital Phar
Bulletin on Handling Cytotoxic and Hazardous Drugs. Am J Hosp
Pharm. 1990; 47(95): 1033-1049.

3. AMA Council Report. Guidelines for Handling Parenteral
Antineoplastics. JAMA. 1985; 253 (11): 1590-1592.

4. Oncology Nursing Society Clinical Practice Committee. Cancer
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Nursing Practice in the Acute Care Setting. ONS. 1988; 2-14,
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CSO NDA LABELING REVIEW OF PACKAGE INSERT

NDA: 20-449 /004

DATE OF SUBMISSION: SLR-004 November 24, 1997 (Changes Being Effected)

" DATE OF REVIEW: December 19, 1997

DRUG: Taxotere® (docetaxel) for Injection Concentrate
SPONSOR:  Rhone-Poulenc Rorer

K4

This supplement provides for a revised package insert. In accordance with 21 CFR
§3 f4.70(c)(2)(i), as changes being effected, the package insert is modified to add certain adverse
events which have been received through postmarketing surveillance.

I have reviewed the new labeling, comparing it with the previous labeling supplement (PA dated
5/14/96) and find it acceptable. The changes are as follows:

Changes in the package insert:

1. Per our request, the patient package insert is attached to the package insert and the
patient package insert is referenced in the PRECAUTIONS section under Information for
Patients to refer to attached patient package insert.

2. The established name appears on the first column, page two to satisfy labeling
regulations.

3. Changes being effected are all in the ADVERSE REACTIONS section and are
underlined below to indicated what was added:

Ongoing Evaluation: The following serious adverse events of uncertain relationship to
TAXOTERE® have been reported:

Body as a whole: abdominal pain, diffuse pain, chest pain

Cardiovascular: atrial fibrillation, deep vein thrombosis, ECG
abnormalities, thrombophlebitis, pulmonary embolism, syncope, tachycardia,
myocardial infarction

Digestive: constipation, duodenal ulcer, esophagitis, gastrointestinal

hemorrhage, intestinal obstruction, ileus, gastrointestinal perforation, neutropenic
enterocolitis '

With the concurrence of the Medical Officer, these revisions are acceptable and the supplement
should be approved.:




NDA 20-449 /SLR-004 ,
CSO labeling review, page 2

' /S/ 1%/35/47

".Ann M. Staten, Project Manager/ Date

/S/

Co_p‘ci':rrence: e Ly — , 12[31/9F
; Donna Grieb@\w., Medical Officer/ Date

A

CC: Original NDA 20-449
HFD-150/Div File
/DGriebel
/AStaten

R/D initialed by D. Pease/ 12-19-97
F/T PGuinn for DPease/ 72 L5947
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