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Handling and Disposal: Shnmuﬁmamwltb Table 1: § y of Ph etic P « Maan Valuos
doxorubiein have been Skin
ﬁmwnﬂnndwnldhnnndmmlyuﬂhmmdtm Dase Infusion N Conas AUC (0} T-HALF Ciy
watar, lndlﬂémqum involved, standard irrigation tech- imgfm®) Duration (h) Ipatients) {ngfmL ing=himi) hi LMim®)
should be used immediately. The of goggles, "

s.mabaiw o desmhasmy i ity dl i Low 135 % 2 195 5300 527 307
wration and administration of the drug. 175 7l q 65 7093 16.7 238
Procedurvs for proper handling and disposal of anticancer 135 3 7 2170 052 13.1 177
drugs be considered, guidelines on this sub- 176 3 § 3650 15007 0.2 122
ject have been published ** There is no general agr
that all of the proced in Cuga = M plasma
are nocessary oF appropriate. AUC (0-=) = Mumduthnplmnmh:ﬂnu-ﬁmnmmﬁmmﬂmhﬂmq

CLy = Total body clearance
HOW SUPPLIED
SUBEE® (dasorsbicia hyfrodloeid S0 UsP is | DESCRIPTION activity ecovere in the focus, while metabolte, rimarily
available as follows: ﬂmw(pdih:ﬂ}hwhmh-dnrmlwhthlﬂlbu: 1, accounted for the balanice. In vifra

50 mg —Each single-dose vial contarins 50 mg of doxorubi-
cin HOIL, USP as a sterile Iyophilized
powder, NDC 0015-3352-22. Available as one indi-

-ornnge lyophilized
wmcuoumnm.mhhuww
vidually eartoned vial.

Storage: Store dry powder at controlled room temperature

16°-30°C (59°-86°F).

The reconstituted solution is stable for 7 days at room tem-

perature or 15 days under refrigeration 2°-8°C (36°—46"F).

Protect from exposure to sunlight Retsin in carton until

time of use.
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1. Rudolph R, Larson DL: Etiology and Treatment of Che-
motherapeutic Agent Extravasation Injuries: A Review. J
Clin Oncol 1987; 5:1116-11286,

2. Recommendations for the Safe Handling of Parenteral

Dmn.N‘IH Publication No. sgg&zl.l‘nr

) mmwomhw
Anthﬂphm JAMA !SBB; 53 m}weo-lm

4. National Study Ci
Recommendations ﬁr&nﬂﬂngcmwmum.ﬂ-
able from Louis P. Jeffrey, ScD), Chairman, National
Pl ot n M A

CA-A Cancer Journal for Clinicians 1983; I'Supmﬁ]

yellow viscous 1t is supplied ns &
tion intended for dilution with a suitabl ‘ﬂuid

with human liver microsomes and tissue slices
motabolized

mwhtrﬂmmiafuuhn.WOLuuMoiuMu
(5 mL), 100 mg (16.7 mL), MWM(&&UN\I}M
winls. Each mL of sterile

mwhml,ﬁﬁmlﬂl‘puﬂldw '(pnly-
ﬁ-g;!hy castor oil) and 49.7% (vAv) dehydrated nleohol,

Paclitaxel Is & natural p with nctivity.
TAXOL is obtained via & semi from Texus

baceata. The chemical name for puliuml is 5p,20-Epoxy-
l,2¢ 4,78,108, 13a-hexahydroxytax-11-en-9-one 4,10-disce-
2-benzoata 18-ester with (2R 350N+ bnn.uyl-a-phnﬂ:-

m
Paclitaxel has the following structural formula:

Paclitaxel is a white to off-white crystalline powder with
empirical formuln CyyHyyNOy and o mnbwh:mm'
853.9. 1t is highly lipophilic, insoluble in water, and melts at
around 216-217°C. |

CLINICAL PHARMACOLOGY
hdimthlnmdmmbuhw&ntmﬂu

howed that was primarily to Ba-
itaxel by the cytochrome P450 isozymo
CYP208; and to two minor bolites, 3'p-hydroxy

pharmacokineti u{pldlum] also be altered in
cs may in vivo
as a rosult of @ with is that are sub-

Possible intornctions of paclitaxel with concomitantly ad-
ministered medications have not been formally investi-
gated.

"G hor® EL is the regi d k of BASF Ak-
wmwuumww.
mnmmMmem

CLINICAL STUDIES

and efficacy of TAXOL (pacli-
uvgruhnunllnmhhlﬂnn

din &

’ preventi after staging laparotomy or distant metastases)
% mﬂﬂm,mm‘lrhlmln‘“h“dlwn o | S amobile T RO oF (e sacmal _mm; were randomized. Patienta treated with TAXOL in combina-
Brm.AmJHmPhuﬂnm-ﬂlm-lm vital and mitotic cellular In addition, hﬂ.MMMIMWJM
§ d e | e } AAYS e DURdie. oF s e vt bfatcbyner Lo with
® {OSHA WORK PRACTICE GUTDELINES) Amf Healih Biiles throughout thi call eycls nnd multiple astors of micro. | JEOF longer s {p=0.0002) compared
Syst Pharm 1996;53:1669-1685. tubules "”"‘"‘
Maad Johnson Following of TAXOL, paclitaxel ':Bunbkhtmpdmm.] y
ONCOLOGY PRODUCTS plasma jons di iphiasi The The event !_:rplﬁmhmviumul.m
A Bristol-Myers Squibb Company initial rapid decline ion to the periph combination with cisplatin in this study was generally con-
Princetan, NJ 08543 eral compartment and elimination of the drug. The later sistent with that seen for the pooled analysis of data from
USA phase is dus, in part, to a relatively slow efflux of puclitaxe] | 512 patients treated ﬂlhdnﬂ-mmd nt TAXOL in limwlbn
KO.B001.3-99 3351DIM-06 | from the peripheral oo hanal Ao & o | Phaand fesiele ovariam ear e
e Revised: September 1008 | g 1 ur tifusions of TAXOL: af dous levels of 135 &nd 175 the ADVEREE REAGTIONS section in tabulas (Tables 8
were dotermined in o Phase 3 randomized study in 9) and narrative form.
ovarian cancer patients and aro summarized follow- mead?mmp-pmb?n?mzsuunmg
ing table: studies P a :
TAXOL® ONLY | [See table 1 abovel study (407 patienta}, as well as an interim of duta
(tdx-all » uwmnwiuammmmmm from more than 300 ts onrolled in @ treatment refor-
(paciitaxel) Injoction increase in dosa (135 mg/m® versus 176 mg/m?) increased | T8l oenter program were used in support of the use of
the Gy by 87%, wberees tha AUIC (0-=) Femsiaed proper- TAXOL in patients who have failed initial or subsequent
with a 3-hour infi for a 30% i for of the ovary. Two of
in dose, the C,.,, and AUC (0-) were increased by 6% and mﬁm!mﬂummm:nwmwgmd
BO%E, The mean apparent voluma of distribu. | 135 t0 170 mp/m® in most patients (>90%) administ
TAXOL® (paclitaxel) Injection should be ad i | | tion at steady state, with the 24-hour infusion of TAXOL, | OVeT 24 hours by infusion. R rates in
the supervision of o physician experienced in the ranged from 227 to 688 L/m®, indicati these two studies were 22% (05% CL: 11% to 37%) and 30%
g ot b egyon lar distribution and/ar tissue binding of (95% Cl: 18% to 46%) with a total of 6 complete and 18 par-
t of lications is posaible only when ad. The pharmacokinetics of paclitaxel were also evaluated in tial in92p The median of overall
quudiom:lndtmtmulﬁdﬂﬁummdﬂy cancer patients who received single doses of 15-135 response in these two studies measured from the first day of

mﬂdhmﬁﬂumummhdhhl
hhh?&lmhmnmrdmpﬁmﬂdwm
P should be
mth,d.iphmhnﬁm lndﬂ, mumuu
(See DOSAGE AND ADMINISTRATION section.)
ﬂam'hnpmmmhypumﬂﬁﬂtymcﬁml
to TAXOL should not be rechallenged with the drug.
TAXOL therapy should not be given to patients with
solid tumors who have baseline counts of less
than 1,600 cell/mm® and should not be given to pa-
tients with AIDS-related Kaposi's sarcoma if the base-
Hﬂmuﬁuphﬂmmtuhllihln 1000 cells/mm”. In or-

g

24-hour infusions (n=54) in Phase 1 & 2 studies. Values

zg*?
§s§§
%@%
gt
Ega
E‘EE
i

s F

! pe-
ripheral blood cell eounts be performed on all patients
receiving TAXOL

mnd&wmmloﬂ-ﬂl}ndml’ldi-—
d a mean of 5% of the administered radio-

treatment was 7.2 months (range: 3.5-15.8 months) and 7.5
months (range: 5.3-17.4 months), . The medinn
survival was 8.1 months (range: 0.2-36.7 months) and 15.9

nk:ydTAXﬂlemlniﬂundumm
{ﬁﬁnrlﬂmdm’]lndnhdnhliﬂ-wu
averall resp rate for the 407 pa-
6.2% (95% Cl: 12.8% to 20.2%) with 6 complete
Duration of response, measured
day of treatment was 8.3 months (range: 3.2-
21.6 months). Median time to progression was 3.7 months
- 2514 months), Median mlﬂl was 115
mm-(mu-asmmmn
Response rates, median survival and median time to pro-
gression for the 4 arms are given in the following table.
[See table 3 at top of next pagel
Annlyses were performed as planned by the bifactorial
study design described in the | 1 paring the
two doses (135 or 175 mg/m”) irrespective of the schadule (3

Continued on next page
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PHYSICIANS® DESK REFERENCE®

Taxol—Cont.

Table 2: Efficacy in the Phase 3 First.Line Ovarian Carcinoma Study

T Cyclophosphamida/Cisplatin
wmmammmmmdmh- . (n=214)
tients receiving the 176 mg/m® dose had o iz
mwmtmmmwdnmm’mm * Clinical (n=113) (0=127)
ve. 14% (p=0.28). No difference in response rate was de- - rats (percent) 62 48
tected when comparing the 3-hour with the 24-hour infu- - pvalue 0.04
sion: 16% va. 17% (p=0.50). Patients receiving the 175 | * Pathological Response®
mg/m? of TAXOL had a longer time to progression than - rats (percent} ks 20
those receiving the 135 mg/m® dose: median 4.2 vs. 3.1 - p-value 0,001
months (p=0,03). The median time to progression for pa- | * Pathological
&aumﬂmuuMnmmmmmau Lt
manths va. 3.7 montk R rI::]pwwn 21 =% ' 16
1umm.mp.mmm¢enswm'dmn: i Ao Wanrasin : ;
TAXOL and 11.0 ing the 135 - median (months) 166 13.0
ndm’dm[p-omxmmmw-UTnmmw Spvalee 0.0008
patients receiving the 3-hour infusion of TAXOL and 11.2 | o Syrvival
manths for patients receiving the 24-hour infusion (p=0.91), = median (montha) 366 242
These statistical analyses should be viewed with caution be+ - pvalue 0.0002
un-ofdl-mn}ﬁphmmm
TAXOL remained active in patients who had developed re. ..“"P"."'"“"“"‘“"’"'f".’t Ay g gt
to plati ining th (defined as tumer P i plus p with p

mmm.wmmmmmsmwm
from completion of, & J with re- Table 3: Efficacy in the Phase 3 S d-Line Ovarian Ci Study
:panurmofhiiulh?hmﬂﬂ.nwmdmﬁmth
Phase 1 & 2 clinical studies. 175/3 175/24 135/3 135/24
The ndverse evant profile in this Phase 3 study was consis- n=96) {n=106) (=88] in=106)
tent with that seen for the pooled analysis of data from 812 'ﬂ':_!:';" os 5y T iia
patants treated ip 10 clinical stacton, These aivarme eventt | - 96% Conidenco Tnterval (85-23.6) (145-31.0) ©0-24.1) (1.7-215)
carcinoma study are describod in the ADVERSE REAC. | ~T'me 1o Mrodression i A 4 %
TIONS sectian in tabular (Tebles & and 10) aad nacrative | . 96% Conlidence Intarval 3.0-56) (35-5.1) 2843) (19-4.0)
The results of tho randomized study support the use of | median (months) 15 118 13.1 10.7
TAXOL lp-clisgnll Injection at doses of 135 to I?Eahndm‘ - 95% Confidence Interval (8.4-14.4) (80-14.8) 9.1-14.6) (8.1-13.6)

nSJum.r AR
doses administered by 24-hour infusion wers more toxic. that d mubjecti of t t. Of the

Hmnr. the study had insufficient power. to dmrlalm

Table 4; Efficacy in Bresst Cancer sfter Failure of Initial
Chematherapy or Within 8 Months of Adjuvant Therapy

a particular dose and ichedsil
efficacy.

Broast Carcinoma: Data from 83 patients scerued in three
annzomlubellmd;-md&mﬂlmlmﬂhdm

a Phase 3 randomi ware available to support the
use of TAXOL in patients with tic breast carci

Phase 2 open label studies—Two studies ware conducted in
Mpmmwwﬂuml:hamofmmr

chemotherapeutic regimen. TAXOL was administered in

these two trials a8 m 24-hour infision at initial doses of 250
mg/m® (with G-CSF mipport) or 200 mg/m®. The response
rates wern 57% (95% CI: 37% to 76%) and 52% (95% CI: 32%
to T2%), rupoeﬁvely lhird?hm3md:mm
ducted in i jents who had failed an-
thrmdhathmwndwhnh&mdvd-;hmmd’

disease. The dose of TAXOL was 200 mgim® as a 24-hour
infusion with G-CSF support. Nine of the 30 patients
achieved a partinl respanse, for 2 response rate of 30% (95%
CL: 15%-501%),

Phase 3 randomized study—This multicenter trial was con-

mens.of chemotherapy, Patients were randomized to receive
mxmn.mamnﬁwm’umm’w-n
a 3'hour infi In the 471 enrdlled, 60% had
symptomatic diseass with lm]llll'!d performance status at
study entry, and 79% had viscernl metsstases, These pa-
tients had failed prior chemotherapy sithér in the

wotting (309%), the motastatic nlﬁng mw. or both (31*)

of

175(3 135/3
{n=235) (n=236]

seven, the Lung Cancer Specific Symptoms subscale favored

mmbmm’mmﬂudq:hﬁnwmmd
to the cisplatinfetoposide arm. For all other factors, there

wnmd:ﬂ'hummlhhutmm\

The event hfwuﬁuuwﬁnmﬁvﬁ'ﬂ!ﬂb

22
0.136
42 a0
0,027
1.7 10.5
0321

in combination dlglluninthhmdywu]mnﬂ:
consistent with that seen for the pooled analysis of
from 812 patients treated with wmm 10
clinical studies. These adverse events and adverse events
mmmawﬁ-mﬁmmwn
the ADVERSE REACTIONS section in tabulir (Tobles &
and 12) and narrative form.
AIDS-Related Kaposi's S Data from two Phase 2
omhhllwﬂ-mppnnthomd‘TAXDLumd-um
i with AIDS-related sareamn.

in Kaposi's
My-njmufmaﬁplﬁmmﬂudhmmw

The adverse event profile of the pationts who received sin-
gle-agent TAXOL in the 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 ad-

study are

REACTIONS section in tabu-
lar (Tables 8 and 11) and narrative form.

mwwmmmhamma
open label i by the Eastern Co-
operative Oncology Group (ECOG), 599 patients were ran-
domized to either TAXOL (T} 135 mg/m® as a 24-hour infu-
dmiumdumﬁunwirhdlpllﬁntaﬂﬁm' TAXOL (T)
250 mg/m® as a 24-hour infusion in combination with cispl-
atin () 75 mg/m® with G-CSF or cisplatin (c) 75

therapy, including interferon
anhn (32%), DaunoXome® (81%), DOXIL® (2%) and daxo-
rubicin containing chemotherapy (42%), with 64% having
received prior anthracyelines. Eighty-five percent of the pre-
treated potients had progressed om, or could not tolerate,

prior systemic therapy.

In Study CA139-174 patients received TAXOL at 135 mg/m*
a8 n 3-hour infusion every 3 weekn (intended dose intensity
45 mg'm®week). If no dose-limiting toxicity was observed,
pﬁmhmbmlumw and 175 mg/m® in sub.
ietic growth factors were not to
be used Ln.it:lal]y In Study CA138-281 patients received
TAXOL (paclitaxel) Injection at 100 mg/m® as a 3-hour

mg/m® on day 1, followed by etoposide (VP) 100 mg/m® on
days 1, 2, and 3 (controll,
on, median sur-

Sixty-seven p the p dy ex-
pndhmm:cyclhumdma'ﬂmnhdd{mnm
sidered rosistant to this class of ngents.

The overall response rate for the 454 evaluable patients was
mtmcl m—m;.whh I?mphumdupuﬁd

P rates, median time o progrossi
vival, and one-year survival rates are given in the following
table. The reported p-values have not hnn nd,hmnd for

infusi mryﬂwuhtinwndaddmmmmﬁom’f

wuk}lntl:intudy ients conld be h
mmummmﬁmxmwar
‘was to be i

TAXOI.;ru not incroased. mammmamn
used in this patient population was lower than the dose in-
tensity recommended for other solid tumors.

arultiple There were significant
dﬂlﬁmmﬂwﬂunchdthmm.ﬂm' lati

&nﬂmd;yafuum&.wu& 1 months (range: &-I—la.h
months). Qversll for the 471 patients, the median time to
progression was 3.5 months (range: 0.03-17.1 montha), Me-
dian survival was 11,7 months (range: 0-18.8 months).

Response rates, median survival and ‘median time to pro-

P arms

for rate and time to tumor progression. Wiy

no #tatistically difference in survival between ei-

ther TAXOL plus cisplatin arm and the cisplatin plus eto-
arm.

[See table 5 below]

DuanoXome® is n registered trademark of NeXstar Phar-
maceuticals, Inc. DOXIL® is a registéred trademark of Se-
quus Pharm, , Ing.

Mlynﬁunhdwﬂumndui ir risk disense. Applying
the ACTG staging eriteria to patients with prior systemic
therapy, 93% were poor risk for extent of disease (T)), 88%

mﬁnfwﬂ-ﬂmmmhhmm Hunpy-langﬂi'm-u soven wubscal u.cmmucmmwm’a,imwﬁmmm
T3 ),
- mmmmhmmammm mmhmwnm M.K-mn&hm perfor-
mmofsnunumtm.msw 136-281,
nsga ﬂ::fll V:l,:ﬂ' MTM[MI tients with a K y
2 n FLatus worse at baseline,
(n=198) [n=201) (n=200) N -
2 Tabie 6: Extent of Dissase ot Study Entry
- rate (percent) 25 23 12
0.001 20,001 Percent of Patients
3Tt et " Prior Systemic
- median (months) 4.3 49 b A Therspy
- palue® 0.5 0.004 L
_m‘:’;’m‘ 93 100 74 Viscernl + edema £ oral £ 42
- ; 012 0.08
&mmﬂ Edema or lymph nodes oral = 41
percent of patients 36 it i Oral + cutaneous 10
Cutansous only 7

*Etoposide (VP) 100mg/m® was administered LV. on duys 1, 2 and 3.
to cisplutinfetoposide.
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PRODUCT INFORMATION

BRISTOL-MYERS SQUIBB ONC./IMM./883

Although the planned dose intensity in the two studies was - | mecover 1o a level >1500 celimm®{>1000 cellsmm” for pe- | TAXOL infusion, is recommended. cardiac mon
alightly different (45 mg/m*/week in Study CA136-174 and | tients with KS) and platelets recover to o level >100,000 | itoring is not required excopt for patients with serious con
50 mg/m®week in Study CA139-281), delivered dose inten- | cellwmm”®. (See WARNINGS section.)
sity was 38-39 mg/m*week in both studies, with a similar | Severe conduction abnormalities have been documented in System: Although, the occurrence of peripheral
range (2024 to 61-61) ilidmmmubwwhmm neuropathy fa frequent, the development of severe symp-
Efficacy— The efficacy of TAXOL was ovaluated by assess- T I p p signifi- tology is w 1 and requires a dose redy of
ing cut: tumor resy fing to the ded | cant b lities during TAXOL infusion, ap- | for all subsequent courses of TAXOL.
ACTG criteria and by seeking eviderice of clinical benofitin | propriate th py should be admini d and TAXOL contains aleohol USP, 306 con-
tients in wix domat andlor conditions that | eardine t should be performed during ideration should be given to possible CNS and other effects
m commonly related to a\IDS-nhmd | Kaposils sarcoma. thernpy with TAXOL. of aleohol. (See ONS: Use soction.)
Tumor Ai 1 ACTG & Tmhmumhdbmm dmini Hopatic: Thare is evid _thltﬂu_hnidtyufmbilub
The mm-:-mtmctmam: tared a pregnant woman. hanced in patients with el !lvaf Cmﬂn
iaﬁoﬂ'ﬁs prim-_, during the peried of organogenesis to rabbits at doses of 3.0 | ghould be i when
defined as flattening of | mgfhkg/day (about 0.2 the daily maxi ded hu- | with mod mmmhupnﬁ:imninmulmdﬁuuw
Mmmﬂpmdymdhm man dose an a mg/m? basis) enused embryo- and fototoxicity, § should be
as indicated by intrauterine mortality, increased resorp- | niection Site R 1 site reactl udi
Table 7: Overall Best Response (Amended ACTG Criteria) increased duaths. toxicity was also acth dary to travasali muﬂualbwﬂdud
observed at this dose. No teratogenic effects weare observed isted of eryt tend skin di
Percant of Patients .uum:waydu{;bou:mm:;e:ﬁimmn:nm mmngulbe'iqlm Thmmmbmub—
mended human on a mgfm Leratogenic poten mﬂ frequen infusion than with
Therapy tial could not be assessed at higher doses due 1o extensive ey u’““‘“"“‘w Ay
In=59} fetal mortality. e 3 >, M m o0 of TAXOL
There are no and well at a different Le., “recall’, has reparted rarely.
Camplete respanse i nant women. If TAXOL (paclitaxel) Injection is used during hmmmmm,m el
Partial response 56 pregnancy, or if the patient becomen pregnant whilereceiv- | iy jnd skin Bhrcs haek
Stable disease 3: mwummp.mm;uh  of the p N et ‘uplrtoflh-mhnmng.;:ﬂ!mmnf
F hazard fetus. Women of childbearing potential ahould mm canes nnul.uf injection site
Early death/toxicity 3 be advised (o avoid becoming pregnant. Iuwmdmlh: 1 {nfoskon or was
PRECAUTIONS _ :nhwﬁb:r-mkmmm is v
Mnﬂuﬂmbmwualwhmdtbmuﬁu Contact of the undiluted concentrate with plastivized poly- wpecific
of first day of troat- m,-nhhumwcnq.ummmm:nm “h?ﬁmdnw;.ﬂnkbqwi}m
mmlummrmcu.uunu hs) for the In order to min- i Sy, i o e
han te 0 prvgresion whe 61 months (56% CL 45 o hmlﬁmul %‘“mhmﬁﬁmrﬁ 3 b M of Fertlity: The
median time to was 6.2 months (95% CI: 4.6 to wl may :
8.7 months). bags or sets, diluted TAXOL solutions shauld nmnnnnic umm.mmmm

wwm—uu:hu:‘nﬁmmw:

puf-ubhf
mmmmmw:wmwfpﬂb

Mmmmmmhwamm
in

‘wure assessed retrospectively (plans for
mmmmmmmlﬁmmw
dumphmmdphﬂopnyhinﬁ::f-uddmhmﬁlm
R P Sy : e

lene-lined ndmmltmhm
TMOLM&MMM&:MM
with a mi gr than 0.22 mi-

F g F F ¥
& i " 1 PR % 'l

pr

F with p Y
ambulation, resolution of ulcers, and d d analgesi

crons. u-dmmammumumm
short inlot and outlot PYC-coated tubing has

requirements in patients with K3 involving the foot and res-
niumdhddladmmddmhmmﬂmﬂin-
volving the face, extremities and genitalia.

Wmmmt}wﬁbufw()l- dministersd

mmmmmzmdm
Drug Interactions: In n Phase | trial using escalating
dmmuun-mom’:.mm cmw'fmm

dmu

to pati with ady d HIV di and poor-risk ATDS-

i whmTAXOLwndedlphhaﬂmawhh

rehhdwmmwumnllyﬁnﬁhrmwm
in & pooled analysis of data from 812 patients with solid tu-

lhnnhmﬂluqﬂmth,mhwwndnplmnl Hlu-
macokinetic data from these

mors, These adverse events and adverse events from the mmwﬂmfm“lwm&bmﬂun creted in human milk. Following intravenous
Phase 2 second-line Ksposi's sarcama studies are described | TAXOL was admi g cisy Hmdmlihhhdmuuhmmlﬂnm
hhmmmmﬁmmmm The bolism of TAXOL is lyzod by cytoch postp of in milk were
8 and 13) and narrative form. In this i PP i 3 WMMEWMﬂW higher than in plasms and declined in parallel with the
patient population, Mwn-r a ]m du. ity of linical drug int studies, should l:!!l_ﬂ" plasma concentrations. Because many drugs are excreted in
TAXOL and supp Py ing h poistic | cised when ing TAXOL itantly with | human milk and } of the potentin] for i
growth factars in patients with severe neutropenia are rec- | known substrates or inhibitors of the eytock P450 in nursing infants, it is ded that purs-
ommended. Patients with AIDS-related Kaposi's sarcoma isoenzymes CYP2CS and CYP3A4. (See CLINICAL PHAR- | ing be discontinued when receiving TAXOL therapy.
may have more severe b " than 1 MACOLOGY section.) Podiatric Use: The safoty and effectiveness of TAXOL in pe-
with solid tumaors. Mlﬂli paclitaxel, & sub ‘:’( patients have not been

CYP3A4 and hibitors (ri ir, inavi There have boen of central nervous (CNS)
INDICATIONS dinavir, and utﬁnlm), which are substrates and/or inhibi- g ey

TAXOL is indieated as first-line and subsequent therapy for
Ihauutmmuhd\mnwdummdﬁnmry An first-

linn' TAXOL is indi din with cispl-
mbhwwhmmdmtmlﬂn
fuilure of combination ck herapy for tic disease
or relapse within 8 ha of adj t chemotherapy
thorapy should have included an anthracycline unless clin-
ically con

TAXOL, in combination with cisplatin, is i for the
ﬁm-limmmldmmnﬂuﬂlmmmwmﬁ
who are not for pot surgery
and/or radiation therapy.

TAXOL is indicated for the d-Lin. of AIDS-
related Knposi's aarcoma.

CONTRAINDICATIONS

TAXOL is contraindicated in patients who have a history of

mdmmummmmmuwm

Reports in the literature suggest that plasma levels of doxo-
rubicin (and its active metabolite doxorubicinol) may be in-
uuudwbnp.:&hnlundhafnhkmmnnd!nmbi-

mqrmonu:mwmunnhmmm
tients with b mmol'lnlthnn

lﬁm "Inmdmn i

e d that fi pqnﬂmnlhlmd
ﬂ.'llmntlh fo 1 on all pati Ta\xﬂl-
Pﬂﬂmhlhﬂuunﬂhmhuhdmm
TAXOLtmﬂlmuwhlhm!nllnlblmw
lndphhhhmhnuhvd:lﬂﬂmdhhm'h&l
case of severs lis/mm® for seven days
wmldwiucamdmlaw -mm
in dose for

For with ad d m tisen and poor-risk
AIDS-related EnpunlumuTml..ll l-hlum
mended dose for this di ean be i

ﬁlhummwhﬂmlhnhmlmm'

P Pathmwﬂhnunmo(»-
i Cre-

vere hy EL ithil., o
nnmuphu <1000 cells/mm”®. phor® EL (¢.g., cyclospori "W" i
o o <100 iposide for i should not ba treated
WARNINGS withmﬂl.lnwderwavﬁdﬂummnfmbr
Anaphylaxi hypersensitivity charac- | persensitivity reactions, all patients treated with TAXOL
tariued by dyspres and hypotension reqoiring treatment, | ahauld bo premedicated with cot ids {such 2 dexn-
! and 1| i in h . ¥ ine and Hy i l.wﬂall
m‘dplhmllmmLhdhﬁnlmﬂL?lhl imetidi ne o itidi th‘ 7 such as fi e
reactions have occurred in pati dlrmtn i 4 lia do not
All should be i with cor ids, di-

phmhwdnmhu mdmmnmmts“mm
ADMINISTRATION section.) Patients who experience se-

muhllnlumpﬂmnﬂhnmyﬂmm mmr-tﬁm

tors, angioedenin or goneralized
quhalmuwdmhdlmuﬂnmthudmm nggressive
lymlﬁ.nmlm therapy Plﬂmtn who have devaloped savers

ehould not be rechallenged with

vere hypersensitivity reactions to TAXOL should not be re-
mﬂmpdmﬂnlhdm

sarity ada) i dose: o 5
wwhmmmm TAXOL.

toxicity. Neutrophil na-
dirs occurred at a median of 11 days. TAXOL should not be
administarad to with baseline eounts

Hypotension, bradycardia, and hyperten-

ngn) must be considered in assessing the safety of TAXOL
for use in this

Event E: from Single-
l‘u'l!vmnﬂlh‘bmhlndmthl
812p fiont (493 wil
u!ﬁbma}mﬂldhlnnuﬁnmm

t TAXOL (paclitaxel) Injection. Two hun-
-five patients were treated In eight Phase 2
wtthm doses ranging from 135 to 300 mg/m®
Wwﬂmmmuhmmr

earcinbmn received TAXOL (135 or 1756 mo'm’l-d.niub
tered over 3 hours in a controlled study.

[Sae tahls 8 at top of next pagel
Nmnflhloheﬂdlddwmdurbmﬂumdby
Ady Eum" First-Lina

Ovary In Combination: For the 409 patients who were
evaluable for safety in the Phase 3 first-ling ovary combina-
following table shows the incidence

Second-Line Ovary: For the 403 patients who received sin-
gle-ngent TAXOL (paclitaxel) Injection in the Phase 3 sec-

‘Cardiovascular:
;mhnnbﬁn;l;mrdduﬂn;ldminilﬂﬁudﬂ!ﬂl”
L

ﬁmwmmﬂhmmm

TAXOL infusions must be interrupted or discontinued be-
causo.of initial or recurrent hypertensian. t vital

Frequen
sign ing, particularly during the first hour of

events.
[See table 10 on page B85}
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