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Handling and Disp Skin d with Table 1: y of P - Mean Values

doxorubicin have been reported. Skin accident); d to

doxorubicin should be rinsed copiously with soap and warm Dose Infusion N G AUC (0-=) T-HALF Cly
water, and if the eyes are involved, standard irrigation tech- (mg/m?) Duration (h} (patients) Ing/mL) (ng-h/mL) fhi (L/hfm?)
niques should be uler] lmmuchutely The use of goggles,

glaves; and i ey e 135 2 2 195 6300 527 217
aration and administration of the drug. 176 24 4 365 7993 15.7 238
Procedures for proper h.andlmg and d.lspcna] of anticancer 135 3 7 2170 7952 13.1 107
drugs should be on this sub- 175 3 5 8650 15007 202 122

ject have been published *® There is no gvnera] agreement

that all of the procedures ded in the guideli

are necessary or appropriate.

HOW SUPPLIED

RUBEX® (doxorubicin hydrochloride for injection, USP) is

available as follows:

50 mg —Each single-dose vial contains 50 mg of doxorubi-
cin HCI, USP as a sterile red-orange lyophilized
powder, NDC 0015-3352-22. Available as one indi-
vidually cartoned vial.

100 mg —Each single-dose vial contains 100 mg of doxoru-
bicin HCI, USP as a sterile red-orange lyophilized
powder, NDC 0015-3353-22. Available as one indi-
vidually cartoned vial
Store dry powder at lled room t ure

C e = Maximum plasma concentration

AUC (0-) = Area under the plasma concentration-time curve from time 0 to infinity

CLq = Total body clearance

DESCRIPTION
TAXOL® (paclitaxel) Injection is a clear colorless to slightly
yellow viscous It is supp asa solu-
tion intended for r].llur.mn with a suitable pmnbernl fluid
prior to intr TAXOL is available in 30 mg
(5 mL), 100 mg (16.7 mL), and 300 mg (50 mL) multidose
vials. Each mL of sterile nonpyrogenic solution contains 6
mg paclitaxel, 527 mg of purified Cremophor® EL* (poly-
oxyethylated castor oil) and 49.7% (v/v) dehydrated alcohol,
USP.

Pacli

Storage:

15°-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. Retain in carton until
time of use.

REFERENCES
1. Rudolph R, Lursun DL: Ehnlugy and Treatment of Che-
nt Extr Injuries: A Review. J
Clin Oncol 1987; 5:1116-1126.

2. Recommendations for the Safe Handling of Parenteral
Anti Drugs. NIH Publication No. 83-2621. For
sale by the Supen.ntend.ent of Documenta US Govern-
ment Printing Office, Washington, DC

3. AMA Council Report. Gmdahnesﬁ:rﬂandhng?mnwm]
Antineoplastics. JAMA 1985; 253 (11):1590-1592.

4. National Study Commission on Cytotoxic Exposure—
Recommendations for Handling Cytotoxic Agents. Avail-
able from Louis P. Jeffrey, ScD, Cha.mnan, Natlona]
Study C ission on Cytotoxi
setts College of Pharmacy and All:ed Health Sciences,
179 Longwood Avenue, Boston, Massachusetts 02115.

5. Clinical Oncological Society of Australia. Guidelines and
Recommendations for Safe Handling of Antineoplastic
Agents, Med J Australia 1983; 1:426-428.

6. Jones RB, et al: Safe Handling of Chemotherapeutic
Agents; A Report from the Mount Sinai Medical Center.
CA-A Cancer Journal for Clinicians 1983; (Sept/Oct)
258-263.

7. American Society of Hoeptta] Pharmacists '[bchmr.a] As-
sistance Bulletin on H Cytotoxic and H:

lis a n.n.t.ural pmduﬂ. wn‘.h antitumor activity.
TAXOL is obtai tic process from Thxus
baccata. The chelmca] name for paclitaxel is 6p,20-Epoxy-
1,2w,4,7B,108,130-hexahydroxytax-11-en-9-one 4,10-diace-
tate 2-benzoate 13-ester with (2R,3$}-N-beumy]-3-yhﬂny]i-

soserine.
Paclitaxel has the following structural formula:

Paclitaxel is a white to off-white crystalline powder with the
empirical formula C;Hg,NO,; and a molecular weight of
853.9. It is highly lipophilic, insoluble in water, and melts at
around 216-217°C.

CLINICAL PHARHACOLOGY -
Paclitaxel is a novel antimicrotubule agent that promotes
the assembly of microtubules from tubulin dimers and sta-
bilizes microtubules by preventing depolymerization. This
smblhty results in the inhibition of the normal dynamic re-

Drugs. Am J Hosp Pharm 1990; 47:1033-1049,

8. Controlling Occupational Exposure to Hazardous Drugs.
(OSHA WORK-PRACTICE GUIDELINES). Am J Health-
Syst Pharm 1996;53:1669-1685.
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TAXOL®
[trix-al]
(paclitaxel) Injection

B ONLY

WARNING
TAXOL® (paclitaxel) Injection should be administered
under the supervision of a physician éxperienced in the
use of cancer chemol:herapeutle agents. Appropriate
t of is possible only when ad-
eq\mte diagnostic nnd treatmsnt facilities are readily
available.
Anaphylaxis and severe hypszsenmhwty rnachonu char-
acterized by d and hy T ing treat-
ment, angioed and g lized urticaria have oe-
currsd in 2%-4% of pnhenu receiving TAXOL in clinical
trials. Fatal reactions have occurred in patients despite
premedication. All patients should be pretreated with
corticosteroids, diphenhydramine, and H, antagonists.
(See DOSAGE AND ADMINISTRATION section.) Pa-
tients who experience severe hypersensitivity reactions
to TAXOL should not be rechallenged with the drug.
TAXOL therapy should not be given to patients with
solid tumors who hnva baseline neutrophil counts of less
than 1,500 cells/mm® and should not be given to pa-
tients with AIDS-related Kaposi's sarcoma if the base-
line neutrophil count is less than 1000 cells/mm?®, In or-
der to monitor the occurrence of bone marrow suppres-
sion, primarily neutropenia, which may be severe and
result in infection, it is recommended that frequent pe-
ripheral blood cell counts be performed on all patients
receiving TAXOL.

of the bule network that is essential for
vital interphase and mitotic cellular functions. In addition,
paclitaxel induces abnormal arrays or “bundles” of microtu-
bules throughaut the cell cycle and multiple asters of micro-
tubu]es duru:.g mitosis.

of TAXOL, paclitaxel
plasma declined in a biphasi The
initial rapid decline represents distribution to the periph-
eral compartment and elimination of the drug. The later
phase is due, in part, to a relatively slow efflux of paclitaxel
from the peripheral compartment.
Pharmacokinetic parameters of paclitaxel following 3- and
24-hour infusions of TAXOL at dose levels of 135 and 175
mgfm wemdﬂermmedma?hm&mdommdstudym
ovarian cancer pati and are in the follow-
ing table:
[See table 1 above]
It appeared that with the 24-hour infusion of TAXOL, a 30%
increase in dose (135 mg/m® versus 175 mgfm}mmmed
the Cgge by 87%, whereas the AUC (0-) i propor-

activity recovered in the feces, while metabolites, primarily
Ba-hydroxypaclitaxel, accounted for the balance. In vitro
studies with human liver microsomes and tissue slices
showed that paclitaxel was metabolized primarily to 6a-
hydroxypaclitaxel by the cytochrome P450 ispzyme
: and to two minor metabolites, 3'-p-hydroxypacli--
taxel and 6a, 3-p-dihydroxypaclitaxel, by CYP3A4. In vitro,
the metabolism of paclitaxel to 6a-hydroxypaclitaxel was in-
hxblted by a nu.mber uf agent-a (kaweonmla. vnrapa.lm]
porin, tenipo-
side, el;nposuin, and vincristine), but the concentrations
used exceeded those found in vivo following normal thera-
peutic doses, Testosterone, 17«-ethinyl estradiol, retinoic
acid, and guercetin, a specific inhibitor of CYP2CS, also in-
hibited the formation of 6a-hydroxypaclitaxel in vitro. The
pharmacokinetics of paclitaxel may also be altered in vive
as a result of interactions with ds that are sub-
strates, inducers, or inhibitors of CYP2CS8 and/or CYP3A4.
(See PRECAUTIONS: Drug Interactions section.) The ef-
fect of renal or hepatic dysfunction on the disposition of pa-
clitaxel has not been investigated.
Possible interactions of paclitaxel with concomitantly ad-
ministered medications have not been formally investi-
gated.

‘Cremophm@ EL is the registered trademark of BASF Ak-
tiengesellshaft. Cremophor® EL is further purified by a
antol -Myers Squibb Company proprietary process before

CLINICAL STUDIES
Ovarian Carcinoma:
First-Line Data—The sa.ﬁet; and efficacy of TAXOL (pacli-
taxel) Injection (1356 m?‘m over 24 hours) in combination
with cisplatin (75 mg/m’) in patients with advanced ovarian
cancer and no prior chemotherapy were evaluated in a
Phase 3 muluvemm; randomized, controlled (vs. cyclophos-
phamide 750 mg/m®/cisplatin 76 mg/m?) clinical trial con-
ducted by the Gynecologic Oncalogy Group (GOG). A total of
410 patients with Stage III or IV disease (>1 cm residual
after staging 1 tomy or distant metastases)
were randomized. Patients treated with TAXOL in combina-
tion with cisplatin had significantly longer time to progres-
sion (median 16.6 vs. 13.0 months, p=0.0008) and nearly a
year longer median survival time (p=0.0002) compared with
standard therapy.
[See table 2 at top of next page]
The adverse event profile for patients receiving TAXOL in
combination with cisplatin in this study was generally con-
sistent with that seen for the pooled analysis of data from
812 patients treated with single-agent TAXOL in 10 clinical
studies. Mnﬂvcmsm!sanda&vemaﬂvmmfmmthe
Phase 3 first-line ovarian study are l:
the ADVERSE REACTIONS sectmnl.nta.bular('l‘ablels
and 9) and narrative form.
Second-Line Data—Data from five Phase 1 & 2 elinical
studies (189 patients), a multicenter randomized Phase 3
study (407 patients), as well as an interim analysis of data
from more than 300 pati lled in a refer-
ral center program were used in support of the use of
'I!thL in patients who lmve failed initial or subsequent

herapy for i of the ovary. Two of

tional. However, with a 3-hour infi , for a 30% i
in dose, the C,,., and AUC (0-=) were increased by 68% and
89%, res ely. The mean apparent volume of distribu-
tion at steady state, with the 24-hour m.ﬁmm of TAXOL
rangadﬁomzmtomUm, ficati

cular distribution and/or tissue bmdmg of paclitaxel,

The pharmacokinetics of paclitaxel were also evaluated in
adult cancer patients who received single doses of 15-1356
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 consistent with the
findings in the Phase 3 study. The pharmacokinetics of
TAXOL in patients with AIDS-related Kaposi's sarcoma
have not been studied.

In vitro studies of binding to human serum proteins, um.ng
paclitaxel concentrations ranging from 0.1 to 50 pg/mL, in-
dicate that between 39% QB%ofrlrugm bound; the e presence
of cimetidine idi or d hydra-
mine did not affect pmtem binding of paclitaxel.

After intravenous administration of 15-275 mg/m® doses of
TAXOL as 1-, 6-, or 24-hour infusions, mean values for cu-
mulative urinary recovery of unchanged drug ranged from
1.3% to 12.6% of the dose, indicating extensive non-renal
clearance. In five patients administered a 225 or 250 mg/m®
dose of radiolabeled TAXOL as a 8-hour infusion, a mean of
71% of the radioactivity was excreted in the feces in 120
hours, and 14% was recovered in the urine. Total recovery of
radioactivity ranged from 56% to 101% of the dose. Pacli-

DOCKET
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taxel repr 1 a mean of 5% of the administered radio-

the Phase 2 studies (92 patients) utilized an m:tui] dose of
135 to 170 mg/m® in most patients (>90%) inistered
over 24 hours by continuous infusion. Response rates in
these two studies were 22% (95% Cl: 11% to 37%) and 30%
(95% Cl: 18% to 46%) \ﬂth a total of 6 oumpleta and 18 par-
tial in 92 The median of
mpnnse 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 bifactorial design and compared
the efficacy and safety of TAXOL, administered at two dif-
ferent doses (135 or 175 mg/m®) and schedules (3- or 24-
hour infusion). The overall response rate-for the 407 pa-
tients was 16.2% (95% Cl: 12.8% to 20.2%) with 6 complete
and 60 partial responses. Duration of response, measured
from the first day of treatment was 8.3 months (range: 3.2—
21.6 months). Median time to progression was 3.7 months
(range 0.1+ — 25.1+ months). Median survival was 11.5
months (range: 0.2-26.3+ months).

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 page]

Analyses were pnrfm‘med as plnnned hy the b]!ad.nna]
study design d n the p , by the
two doses (135 or 175 mg.’m’l' u'respectwe of the schedule (3

Continued on next page
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PHYSICIANS' DESK REFERENCE®

Taxol—Cont.

or 24 hours) and the two schedules irrespective of dose. Pa-
tients receiving the 176 mg/m*® dose had a rate

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

' TAXOL/Cisplatin
(n=196)

S il

(n=214)

similar to that for those receiving the 135 mg/m® dose: 18%
vs. 14% (p=0.28). No difference in response rate was de-
tected when comparing the 3-hour with the 24-hour infu-
sion: 16% vs. 17% (p=0.50). Patients receiving the 175
mg/m® of TAXOL had a longer time to progression than
those receiving the 135 mg/m® dose: median 4.2 vs. 3.1
months (p=0.03). The median time to progression for pa-
tients receiving the 3-hour vs. the 24-hour infusion 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 infusion (p=0.91).
These statistical analyses should be viewed with caution be-
cause of the multiple comparisons made.
TAXOL d active in patients who had developed re-
sistance to platinum-containing therapy (defined as tumor
prog:reuswu wlnle on, or tumor relapoe within 6 months
from of, a plati imen) with re-
sponumﬁasnfli%mtheP‘hueSstudymd 31% in the
Phase 1 & 2 clinical studies.
The adverse event profile in this Phase 3 study was consis-
tent with that seen for the pooled analysis of data from 812
patients treated in 10 clinical studies. These adverse events
mdadwmwmﬁumthephmsmthme
study are i the ADVERSE REAC-
TIONS section in tabular lanh]eﬂ 8 and 10) and narrative
form.
The results of the randomized study support the use of
TAXOL (paclitaxel) Injection at doses of 135 to 175 mg/m®,
administered by a 3-hour intravenous infusion. The same
doses administered by 24-hour infusion were more toxic.
However, the study had insufficient power to detanmne

taining r

* Clinical Response®
- rate (percent)
- p-value

* Pathological Response®
- rate (percent)
- p-value

* Pathological
Complete Response
- rate (percent)
- p-value

* Time to Progression
- median (months)
- p-value

® Survival
- median (months)
- p-yalue

(n=113)
62

21
16.6

35.5

(n=127)
43 »

0.04
0.001

16

0.20 >

. 13.0
0.0008

0.0002

* Among evaluable patients only.
b Feliid s with Datholoa

plus p

with mi i a1 g

Table 3: Efficacy in the Phase 3 Second-Line Ovarian Carcinoma Study

175/3 175/24 135/3 135/24
(n=96) {n=1086} (n=99) (n=106)
+ Response .
- rate (percent) 14.6 2.7 16.2 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) 4.4 4.2 34, 2.8
- 95% Confidence Interval (3.0-5.6) (3.5-5.1) (2.84.2) (1.9-4.0)
« Survival
- median (months) 115 118 13.1 10.7 .
- 95% Confidence Interval (8.4-14.4) (8.9-14.6) (9.1-14.6) (8.1-13.6)
that d subjecti of treatment, Of the

TnN.i.E‘I‘ﬁelwin Breast Cancer after Failure of Initial
py or Within 6 Months of Adjuvant Therapy

whether a particular dose and schedul P

efficacy.

Breast Carcinoma: Data from 83 patients accrued in three g:::g] I,',::%
Phase 2 open label studies and from 471 patients enrolled in

a Phase 3 randomized study were available to support the | - '

use of TAXOL in patients with metastatic breast - réte ( t) 28 22
Phase 2 open label studies—Two studies were conducted in - p-value 0.136

53 patients previously treated with a maximum of one prior | * Time to Progression

chemotherapeutic regimen. TAXOL was administered in - median (months) 42 3.0
these two trials as a 24-hour infusion at lmt;m] dosés of 250 3 P‘Vﬁl':e 0.027

mg/m? (with G-CSF support) or 200 mg/m®. The response * Survival

rates were 57% (95% CI: 37% to 75%) and 52% (95% CL: 32% | ° :‘_ﬁﬂ (zaianthe) A s 105

to 72%), respectively. The third Phase 2 study was con-
ducted in extensively pretreated patients who had failed an-
thracycline therapy and who had received a minimum of
two chemotherapy regi for the treatment of
disease. The dose of TAXOL was 200 mg/m® as a 24-hour
mfmnon with G-CSF support. Nine of the 30 patients

1a partial for a resp rate of 30% (35%
CI: 15%-50%).
Phase 3 randomized study—This trial was con-

ducted in patients previously treated with one or two regi-
mens:of chemotherapy. Patients were randomized to receive
TAXOL at a dose of either 175 mg/m? or 135 mg/m? given as
a 8-hour mfusmn In the 471 patients enrolled, 60% had
di with i i status at
study entry, and 73% had visceral metsstases; These pa-
tients had failed prior chemotherapy eithér in the adjuvant
setting (30%), the metastatic setting (39%), or both (31%).
Sikty-seven percent of the patients had been previously ex-
posed to anthracyelines and 23% of them had disease con-
sidered resistant to this class of agents.
The overall response rate for the 454 evaluable patients was

The adverse event profile of the patients 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-
verse events from the Phase 3 breast carcinoma study are
described in the ADVERSE REACTIONS section in tabu-
lar (Tables 8 and 11) and narrative form.

Non-Small Cell Lung Carcinoma (NSCLC}—In a Phase 3
open label randomized study conducted by the Eastern Co-
operative Oncology Group (ECOG), 599 patients were ran-
domized to either TAXOL (T) 135 m,gfm’ a8 a 24-hour infu-
gion in combination with cisplatin (c) 75 mg/m®, TAXOL (T)
250 mg/m® as a 24-hour infusion in combination with cispl-
atin (¢} 75 mg/m” with G-CSF support, or cisplatin (€75
mg/m? on day 1, followed by etoposide (VP) 100 mg/m® on
days 1, 2, and 3 (control).

Raspome rates, median time to pmgrsulon. median sur-
vival, and one-year survival rates are given in the following
table. The mpnrted p-values have not been adjusted for

26% (95% CI: 22%-30%), wnth 17 complete and 89 purhal
The median d of |

Itipl There were statistically significant
dxﬁ‘erenm favoring each of the TAXOL plus cisplatin arms

the § first day of treatment, was 8.1 months (range: 3. 4-18 l+
months). Overall for the 471 patients, the median time to
progression was 3.5 months (range: 0.03-17.1 months). Me-
dian survival was 11,7 months (range: 0-18.9 months).
Baaponse rates, median survival and median time to pro-
gression for the 2 arms are given in the following table.

for rnte_nndumetotumorpmsm There was

seven, the Lung Cancer Specific Sympimm subscale favored
the TAXOL 135 mg/m*/24 hour plus cisplatin arm compared
to the cisplatin/etoposide arm. For all other factors, there
was no difference in the treatment groups.”
The adverse event profile for patients who received TAXOL
in combination with cisplatin in this study was generally
congistent with that seen for the pooled analysis of data
from B12 patients treated with ‘single-agent TAXOL in 10
clinical studies. These adverse events and adverse events
from the Phase 3 first-line NSCLC study are described in
the ADVERSE REACTIONS section in tabular (Tables 8
and 12) and narrative form.
AIDS-Related Kaposi's Sarcoma: Data from two Phase 2
open label studies support the use of TAXOL as second-line
therapy in pati with AIDS-related Kaposi's
Fifty-nine of the 85 patients enrolled in these studies had
previously received systemic therapy, including interferon
alpha (32%), DaunoXome® (31%), DOXIL® (2%) and doxo-
ruhlcm mta!mng ehemomeﬁ.py (42%), with 64% having
r anthr 1i Eighty-five percent of the pre-
treated patients had progressed on, or could not tolerate,
prior systemic thera
In Study CA139-174 puhents received TAXOL at 135 mg/m®
ax a 3-hour infusion every 3 weeks (intended dose intensity
45 mg/m*/week). If no dnaa-lmnhn¥ toxicity was observed,
patients were to reeewe 155 mga'ln and 175 mg/m? in sub-
factors were not to
be used initially. In Study CA139-281 pahents received
TAXOL (paclitaxel) Injection at 100 mg/m® as a 3-hour
infusion every 2 weeks (intended dose intensity 50 mg/m/
week). In this study patients could be receiving hematopoi-
etic growth factors before the start of TAXOL therapy, or
this support was to be initiated as indicated; the dose of
TAXOL was not increased. The dose intensity of TAXOL
used in this patient population was lower than the dose in-
tensity recommended for other solid tumors.

DnanoXnmsO is a registered trademark of NeXstar Phar-

i in survival b ei-
ther TAXOL plua cisplatin ‘arm and the cisplatin plus eln-
poside arm.

[See table 5 below]
In the ECOG study, the Functional Assessment of Cancer
Therapy-Lung (FACT-L) questionnaire had seven subscales

, Ine. DOXTL® is a registered trademark of Se-
quus Pharmswutlals Inc.

All patients had wndeepread and poor risk d.lua,ae App]ymg
the ACTG staging crit: ‘Ih

therapy, 93% were poor risk fclr extent of lil.sea.ue (T,), 88%
had & CD4 count <200 cells/mm? (1), and 97% had poor risk

Table 5: Efficacy Parameters in the Phase 3 First-Line NSCLC Study

T135/24 T250/24 VP100*
<75 <75 €75
(n=188) (n=201) {n=200)
- rate (percent) . 25 23 b b e
- pvalue® 0.001 - <0.001
» Time to Progression
- median (months) 4.3 49 2.
- p-value® 0.05 0.004
- Survival !
- median (months) 9.3 10.0 T4
- p-value® 012 0.08
« One-Year Survival - :
- percent of patients 36 40 32

ﬁtopnnde (VP) IOCImgfm was. administered LV. on days 1, 2 and 3.
ed to

P
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idering their systemic illness (S,).
Al paﬁantu in Study CA139-174 had a Karnofsky perfor-
mance status of 80 or 80 at baseline; in Study CA138-281,
there were 26 (46%) patients with a performance
status of 70 or worse at baseline. l

Table B: Extant of Disease at Study Entry

Percent of Patients

Prior Systemic
Therapy
In=58)
Visceral * edema + oral = 42
cutaneous
Edema or lymph nodes oral = 41
cutaneous
Oral + cutaneous 10
Cutaneous only 7
.com.
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Although the planned dose intensity in the two studies was
slightly different (45 mg/m?fweek in Study CA139-174 and
50 mg/m®/week in Study CA139-281), delivered dose inten-

sity was 38-39 mg/m®/week in both studies, with a similar
range (20-24 to 51-61).

EMcley—The efficacy of TAXOL was eva.luahsd hy assess-

recover to a level >1500 cells/mm? {>1000 cells/mm? for pa-
tients with KS) and platelets recover to a level >100,000
cells/mm®

Severe conduction abnormalities have been documented in
<1% of patients r]m"mg TAX.OL t'hampy nnd in smns cases
Fil 1 £ IF

TAXOL i i8 ded. C il
itoring is not required except for patients with serious con-
duction abnormalities. (See WARNINGS section.)

Nervous smm Alﬂnugh t.he occurrence ‘of peripheral

5
P q of severe

T

ing tumor cant conduction ab lities dunng TA)LOL mﬁmnn. ap-
Ammmmhymbugmdsumﬂfc]mlmlhmﬂm propriate therapy should be admini
ti it and/or conditions that | cardiac monitoring should be perf | durm.g ik
are commonly related toAIDS-ralabed Kapnals sarcoma. therapy with TAXOL.
Tumor R ACTG Criteria)— | Pregnancy: TAXOL can cause fetal harm when adminis-
Thaohjamvemapomamtewasm(%%m ﬂ%mm) tered to a p t woman. Administration of paclitaxel
(35 of }in pati with prior sy during the period of nesis to rabbits at doses of 3.0

Cuiananul responses were primarily defined as ﬂatmmng nf
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 56
Stable disease 29
Progression 8
Early death/toxicity 3

The medl.sn time to response was 8.1 weeks and the median
of d from the first day of treat-
ment was 10.4 months (95% CI: 7.0 to 11.0 months) for the
patients who had previously received systemic therapy. The
median time to progression was 6.2 months (95% CI: 4.6 to
8.7 months).
Additional Clinical Benefit—Most data on patient benefit
were assessed retrospectively (plans for such analyses were
not included in the study protocols). Nonetheless, clinical
descnphnns a.nd photogrnphu indicated clea.r beneﬂt in

organoge
mg/kg/day (about 0.2 the daily maximum recommended hu-
man dose on a mg/m® basis) caused embryo- and fetotoxicity,
as indicated by intrauterine mortality, increased resorp-
tions and increased fetal deaths. Maternal toxicity was also
observed at this dose. No teratogenic effects were observed
at 1.0 mg/kg/day (about 1/15 the daily maximum recom-
mended human dose on a mg/m® basis); teratogenic poten-
tial could nutbeuaseaseduthu;hﬂrdmdmwmw
fetal mortality.
There are no adequate and well-controlled studies in preg-
nant women. If TAXOL (paclitaxel) Injection is used durmg
pregnancy, or if the patient becomes pregnant while receiv-
ing this drug, the pahemuhouldbeapprmednflhepomml
hazard to the fetus. Woman of childbearing potential should
be advised to avoid &

PRECAUTIONS

Contact of the undiluted concentrate with pl.asumd poly-
vinyl chloride (PVC) equipment or devices used to prepare

& PTEE

tomatal -m mquuimadmradncﬁanafm
for all subsequent courses of TAXOL.

TAXOL containg dehydrated aleohol USP, 396 mg/mL; con-
sideration should be given to possible CNS and other effects
of alcohol. (See PRECAUTIONS: Pediatric Use section.)
Hepatic: There is evidence that the toxicity of TAXOL is en-
hanced in patients with elevated liver enzymes. Caution
should be exercised when admmzstermg TAXOL to patients

with mod to severe h t and dose ad-

i hould be PSR

Injection Site Reaction: Injection site reactions, including
i y to extr tion, were usually mild and

consisted of enrthema. tenderness, skin discoloration, or
swelling at the injection site. These reactions have been ob-
served mare frequently with the 24-hour infusion than with
the 3~hnu:mfumn Rwurreneeu‘!s.‘nn reactions at a site of
previous tion follo dministration of TAXOL
ntad.lﬁ'emta:te ie., ‘rsc.nl.l has been reported rarely.
Rare reports of more severe events such as phlebitis, cellu-
litis, induration, skin exfoliation, necrosis and fibrosis have
been received as part of the continuing surveillance of
TAXOL safety. Inmmeml.heamtoﬁhemecm site
reaction either occurred during a prolonged infusion or was
delayed by a week to ten days.

A specific for extr i is
at this time. Gwenthepnasz.halltyo.fsmvasshnn,ltuaﬂ-

lutions for infusion is not ied, In order to.min- | Visable to closely itor the infusion site for ible infil-
imize patient exposure to the plasticizer DEHP [di-(2-ethyl- ‘1’3“?“ dmnsdrus adnnmstmhnn_
haxyl)pbtha]ate] which may be leached from PVC infi Ca genesis, Muta of Fertility: The
bags or sets, diluted TAXOL solutions should bly. be of TAXOL has not been studied.

stored in bottles (glass, polypropylene) or plastic bags {poly-
propylene, polyolefin) and administered through polyethy-
lene-lined administration sets.

TAXOL should be administered through an in-line filter
with a b not greater than 0.22 mi-

e with ¥
ambu]ahun resolution nf ulr.ers, and deczeased analgesic
requirements in patients with KS involving the feet and res-
olution of facial lesions and edema in patients with KS in-
volving the face, extremities and genitalia.

some uf P
memved

crons, Use of filter devices such as IVEX-2® filters which
incorporate s.hnrt mlet and outlet PVC-coated tubing has
not resulted i ¢ leaching of DEHP.

Drug In‘tlu:ﬁnnl. In a Phase I trial escalating doses
of TAXOL (110-200 mg}m"] and mp]at!.n (50 or 75 mg/m®)

Safety—The adverse event profile of TAXOL admini d
to patients with advanced HIV disease and poor-risk AIDS-
related Kaposi's sarcoma was generally similar to that seen
in a pooled analysis of data from 812 patients with solid tu-

mors. These adverse events and adverse events from the
Phase 2 second- hnsKnpoal'saammnsdesamdasmbed
in the ADVERSE REACTIONS section in tabular (Tables
8 and 13) and narrative form. In this immunosu

patient population, however, .a lowsr dm mtenl:ty of
TAXOL and supportive th
gmwthfuﬁnrsmpahmhswithmmmtmpeuwmm
ommended. Patients w:th AIDS-related Kapoms sarcoma
may have more severe L than

with solid tumors.

INDICATIONS
TAXOL is indicated as first-line and subsequent therapy for

the treatment of advanced carcinoma of the ovary. As first-
line th TAXOL is indicated in bination with cispl-

atin.
TAXOL is mdlcahed for the tmatmentofbmnst cancer after
failure of combi h disease
or relapse within 6 months of lr.’uuvant c’aamoﬂmrapy Prior
therapy should have included an anthracycline unless clin-
ically contraindicated.

TAXOL, in combination with cisplatin, is indicated for the
first-line treatment of non-small cell lung cancer in patients
who are not candidates for potentially curative surgery
and/or rad:atlun therupy

TAXOL is indicated for the d-li of AIDS-
related Kaposi's sarcoma.

CONTRAINDICATIONS

TAXOL is contraindicated in patients who have a history of
hypersensitivity reactions to TAXOL or other drugs formu-
lated in Cr hor® EL (poly thylated castor oil).

TAXOL should not be used in patients with solid tumors

given as tial inf pression was more
profound when TAXOL was given after cisplatin than with
the alternate sequence (i.e., TAXOL before cisplatin). Phar-
macokinetic data from these patients demonstrated a de-
crease in paclitaxel e]earanue of appmmmnﬁaly 33% when
TAXOL was admi d fo

llowing ci
_ The metabolism of TAXOL is catalyzed by cytochrome P450

isoenzymes CYP2C8 and CYP3A4. In the absence of formal
clinical drug muramon studies, caution should be exer-
cised when administering TAXOL itantly with
known substrates or mh:b:tors of the cytochrome P450
isoenzymes CYP2CS and CYP3A4. (See CLINICAL PHAR-
H.A.COLOGY ssl:hun )

Potential i t pachtaxe] a, su.hntrate of
CYP3A4 and inhibi in-
dinavir, and nelﬁnnvu') wl'm:ham nu'butmm and/or inhibi-
tors of CYP3A4 have not been evaluated in clinieal trials.
Reports in the literature suggest that plasma levels of doxo-
rubicin (and its active metabolite doxorubicinol) may be in-
creased when paclitaxel and doxorubicin are used in combi-
nation.

Pad:hm]hanheenahowntobednhgemcmum(chm
mosome- aberrations in human lymphocytes) and in vive
(micronucleus test in mice). Paclitaxel was not mutagenic in
the Ames test or the CHO/HGPRT gene mutation assay.
Administration of paclitaxel prior to and during mating pro-
duced impairment of fertility in male and female rats at
dpses equal to or greater than lmga’lgiday(ahoutomﬁm
daily maximum recommended human dose on a mg/m® ba-
sis). At this dose, paclitaxel caused reduced fertility and re-
productive mdxm and increased embryo- and fetotoxicity.
(See WARN]I%‘-S section.) ;

“Category D", (See WARNINGS

semun)
NurlinnghIn Itunntknmwhe‘lhard}mdm.guer
creted in human milk. Following intravenous
hanefcarhon“hheledMOLmratsnndaysSwlO
postpartum, ations tivity -in milk were
higher than in plasma and declined in pera]lsl 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 nurs-
ing be discontinued when receiving TAXOL therapy.
Pediatric Use: '[huat'el;yandeﬂfemvem ofTAXOLi.npe-
diatric patients have not been established.
There have been reports of central nervous system (CNS)
toxicity (rarely associated with death) in a clinical trial in
pud:atm patients in which TAXOL was infused mtrave-
l;mr&hnmntdmrmﬁomaﬁﬂm#m to 420
The toxicity is most likely attributable to the high
dunl}fﬂusthsnolwmpmwutufﬂ:emoLthdeﬁun
over @ short infusion time. The use of concomitant antihis-

Hematology: TAXOL therapy should not be admi
to patients mth baseline neutrophil counts of leu Hzn.n
1 500 ¢ ®. In order to itor the

it is ded that fr np]:eml blmd
cell counts be performed on all pntnmie receiving TAXOL.
Patients should not be re-treated with subsequent cycles of
TAXOL until neutrophils recover to a level >1500 c:slh’mm‘
and platelets mwvertoalwe] >100,000 cells/mm?, In the
case of severe (<500 cells/ ’ﬁurrnevenda,ys
or more) during a course of TAXOL therapy, a 20% reduction
in dose for subsequent courses of therapy is recommended.
For patients with advanced HIV disease and poor-risk
AIDS-related Kaposi's sarcoma, TAXOL, at the recom-
mended doaeﬂnrthud:mse,mbemmabedmdmpemed
l.fthe neutrophil count is at least 1000 cellsfmm?.

who have baseline neutrophil counts of <1500 cells/mm? or
in patients with AIDS-related Kaposi's sarcoma with base-
line neutrophil counts of <1000 cells/mm®.

Hyp Reacti Pamntsmthummrym'ne-
vere hypersensitivity rendmns to pmdun:ha containing Cre-

\; EL{&g.‘., 1 for i ion concentrate and
i ) ghould not be treated

may ify this effect. Although a direct effect of
the paclitaxel itself cannot-be discounted; the high doses
used in this study (over twice the recommended adult dos-
age) must be considered in assessing the safety of TAXOL
for use in this population.

ADVERSE REACTIONS

Poolad Analysis of Ad & Wom Blagle:

Aaomstucl-. Datamthefollwmgtahlembaudantha
of 812 patients (493 with and

319 with breast carcinoma) enrolled in 10 studies who re-
ceived single-agent TAXOL (paclitaxel) Injection. Two hun-
dred and seventy- ﬁvspammswmmtedmughtl’hmez
studies with TAXOL doses ranging from 135 to 300 mg/m®
administered mr 24 houm(m four of these studies, G-CSF
was admi; "--mppnrt)'l‘hreahun-
dred nnd one pahentn were treated in the randomized
ovarian carcinoma study which compared two doses
(185 or 175 ‘mg/m®) and two schedules (3 or 24 hours) of
TAXOL. Two hundred and thirty-six patients with breast
carcinoma received TAXOL (135 or 175 mgfm’] adminis-
tered over 3 hours in a controlled study.
[See table 8 at top of next pagel
None of the observed toxicities were dearly influenced by

age.
i Specific First-Line

WARNINGS with' TAXOL In order to avoid the occurrence of severe hy-
Anaphylans and severe hypersensitivity i h ty ions, all patients treated with TAXOL
terized by d and hy requiring should be premedicated with corti ids (such as dexa-
angioedema, and gsnsralmad urticaria- have occurred in | methasone), diphenhydrami (such as
2%—4% of patients receiving TAXOLm clinical trials, Fatal imetidine or ranitidine). Minor ¥ 18 such as flushi

reactions have occurred in pati despite p i skin ! dyspnea, hyp or tach lia do not
All patients should be pr d with corti ids, di- | require mtemphnn othernpy , severe reacti

phenhydramine, and H2 antagonists. (See DOB.AGE AND such as b dyspnea requir-
ADMINISTRATION section.) Patients who mg' dilators, angioed ized urticaria re-

vere hypersensitivity reactions to TAXOL should not be re-

challenged with the dmg
Bom MArTOwW Supp p ily P ) is dose-
d and s the dose-limiting toxicity. N hil na-

dlmnccumdltgmedwnoflldays.w(DLahundnotbe

quire immediate thnmnh.nuaﬁan of TAXOL and aggressive
symptomatic therapy. Patients who have developed severe

itivity reactions should not be rechallenged with
TAXOL

bradycardia, andhyperten

Ovary In Combination: For tha 409 patients who were
evaluable for safety in the Phase 3 first-ling ovary combina-
tion therapy study, the following, table shows the incidence
of important adverse events.

[See table 9 on next pagel

Second-Line Ovary: For the 403 patients who received sin-
gle-agent TAXOL (paclitaxel) Injection in the Phase 3 sec-
ond- imamramn carcinoma study, the following tahle shows

of i events.

administered to patie p eounu of | sion have been abaervad dumg administration of TAXOL,
less than 1500 cells/, x(<1£’le!¢) Ns/mm? for p tswith | but generally do not require treatment. Occasionally
KS). Frequent monitoring of blood counts should be insti- | TAXOL infusions must be mtsﬂuptod or discontinued be-
tuted during TAXOL treatment. Patients should not be re- | cause.of initial or F; vital
treated with subsequent cycles of TAXOL until phils | sign ing, particularly dun_.pg the first hour of
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[See table 10 on page 885]
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