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CAMPTOSAR®
irinotecan hydrochloride injection

For Intravenous Use Only

WARNINGS

CAMPTOSAR Injection should be administered only under the supervison of a physician who
is experienced in the use of cancer chemotherapeutic agents. Appropriate management of
complications is possible only when adequate diagnostic and trestment facilities are readily available.

CAMPTOSAR can induce both early and late forms of diarrhea that appear to be mediated by
different mechanisms. Both forms of diarrhea may be severe. Early diarrhea (occurring during or
shortly after infuson of CAMPTOSAR) may be accompanied by cholinergic symptoms of rhinitis,
increased sdivation, miogs, lacrimation, digphoress, flushing, and intestind hyperperistasis that can
cause abdomind cramping. Early diarrheaand other cholinergic symptoms may be prevented or
amdiorated by atropine (see PRECAUTIONS, Generdl). Late diarrhea (generally occurring more
than 24 hours after administration of CAMPTOSAR) can be life threstening since it may be
prolonged and may lead to dehydration, €ectrolyte imbalance, or sepss. Late diarrhea should be
treated promptly with loperamide. Patients with diarrhea should be carefully monitored and given
fluid and dectrolyte replacement if they become dehydrated, or antibiotic therapy if they develop
ileus, fever, or severe neutropenia (see WARNINGS). Adminigtration of CAMPTOSAR should be
interrupted and subsequent doses reduced if severe diarrhea occurs (see DOSAGE AND
ADMINISTRATION).

Severe mydosuppresson may occur (see WARNINGS).

DESCRIPTION

CAMPTOSAR Injection (irinotecan hydrochloride injection) is an antineoplastic agent of the
topoisomerase | inhibitor class. Irinotecan hydrochloride was clinicdly investigated as CPT-11.

CAMPTOSAR issupplied as agterile, pde yelow, clear, agueous solution. It isavalladlein
two sngle-dose sizes 2 mL -fill vids contain 40 mg irinotecan hydrochloride and 5 mL-fill vids
contain 100 mg irinotecan hydrochloride. Each milliliter of solution contains 20 mg of irinotecan
hydrochloride (on the basis of the trihydrate sdt), 45 mg of sorbitol NF powder, and 0.9 mg of
lactic acid, USP. The pH of the solution has been adjusted to 3.5 (range, 3.0 to 3.8) with sodium
hydroxide or hydrochloric acid. CAMPTOSAR isintended for dilution with 5% Dextrose Injection,
USP (D5W), or 0.9% Sodium Chloride Injection, USP, prior to intravenous infusion. The preferred
diluent is 5% Dextrose Injection, USP.

Irinotecan hydrochloride is a semisynthetic derivative of camptothecin, an akaoid extract from
plants such as Camptotheca acuminata. The chemicd nameis (S)-4,11-diethyl-3,4,12,14-
tetrahydro-4- hydroxy- 3,14-dioxo- 1H-pyrano[ 3,4":6,7]-indolizino[ 1,2- b]quinolin-9-yi-[ 1,4'-
bipiperiding]- 1'- carboxylate, monohydrochloride, trihydrate. Its structurd formulais asfollows
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Irinotecan Hydrochloride

Irinotecan hydrochloride is apae ydlow to yelow crystdline powder, with the empirica
formula Ca3HzsN 4O6*HCl*3H,0 and amolecular weight of 677.19. It isdightly soluble in water
and organic solvents.

CLINICAL PHARMACOLOGY

Irinotecan is aderivative of camptothecin. Camptothecins interact specificaly with the enzyme
topoisomerase | which relievestorsond strainin DNA by inducing reversble angle-strand breaks.
Irinotecan and its active metabolite SN-38 bind to the topoisomerase I-DNA complex and prevent
religation of these angle-strand breaks. Current research suggests that the cytotoxicity of irinotecan
is due to double-strand DNA damage produced during DNA synthesis when replication enzymes
interact with the ternary complex formed by topoisomerase |, DNA, and either irinotecan or
SN-38. Mammdian cdls cannat efficiently repair these double-strand breaks.

Irinotecan serves as a water- soluble precursor of the lipophilic metabolite SN-38. SN-38is
formed from irinotecan by carboxylesterase-mediated cleavage of the carbamate bond between the
camptothecin moiety and the dipiperidino Sde chain. SN-38 is approximately 1000 times as potent
asirinotecan as an inhibitor of topoisomerase | purified from human and rodent tumor cdl lines. In
vitro cytotoxicity assays show that the potency of SN-38 rdative to irinotecan varies from 2- to
2000-fold. However, the plasma area under the concentration versus time curve (AUC) vaues for
SN-38 are 2% to 8% of irinotecan and SN-38 is 95% bound to plasma proteins compared to
approximately 50% bound to plasma proteins for irinotecan (see Pharmacokinetics). The precise
contribution of SN-38 to the activity of CAMPTOSAR is thus unknown. Both irinotecan and
SN-38 exigt in an active lactone form and an inactive hydroxy acid anion form. A pH-dependent
equilibrium exists between the two forms such that an acid pH promotes the formation of the
lactone, while amore basic pH favors the hydroxy acid anion form.

Adminigration of irinotecan has resulted in antitumor activity in mice bearing cancers of rodent
origin and in human carcinoma xenografts of various histologica types.
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Phar macokinetics

After intravenous infusion of irinotecan in humans, irinotecan plasma concentrations declinein a
multiexponentia manner, with a mean termind dimingtion haf-life of about 6 to 12 hours. The mean
termind dimination half-life of the active metabolite SN-38 is about 10 to 20 hours. The hdf-livesof
the lactone (active) forms of irinotecan and SN-38 are smilar to those of totd irinotecan and
SN-38, asthe lactone and hydroxy acid forms are in equilibrium.

Over the recommended dose range of 50 to 350 mg/nt, the AUC of irinotecan increases
linearly with dose; the AUC of SN-38 increases less than proportiondly with dose. Maximum
concentrations of the active metabolite SN-38 are generdly seen within 1 hour following the end of
a 90-minute infuson of irinotecan. Pharmacokinetic parameters for irinotecan and SN-38 following
a 90-minute infusion of irinotecan at dose levels of 125 and 340 mg/nT determined in two dinical
dudiesin patients with solid tumors are summarized in Table 1.

Tablel. Summary Of Mean (+ Standard Deviation) Irinotecan and SN-38 Phar macokinetic Parametersin
Patientswith Solid Tumors

Dose Irinotecan SN-38
(mg/m?) Cmax AUC.4 ty, v, CL Crmax AUCq.24 ty,
(ng/mL) (ng- h/imL) (h) (Lim?) (L/h/m?) (ng/mL) (ng- h/mL) (h)
125 1,660 10,200 5.8 110 13.3 26.3 229 10.4%
(N=64) + 797 + 3,270 +0.7 +485 +6.01 +11.9 +108 +31
340 3,392 20,604 11.7° 234 13.9 56.0 474 21.0°
(N=6) + 874 + 6,027 +1.0 +69.6 +4.0 +28.2 + 245 +43

Ciax - Maximum plasma concentration

AUC, », - Areaunder the plasma concentration-time curve from time 0 to 24 hours after the end of the 90-minute

infusion

ty, - Terminal elimination half-life

V- Volume of distribution of terminal elimination phase
CL - Total systemic clearance

& Plasma specimens collected for 24 hours following the end of the 90-minute infusion.

b Plasma specimens collected for 48 hours following the end of the 90-minute infusion. Because of the longer collection
period, these values provide a more accurate reflection of the terminal elimination half-lives of irinotecan and SN-38.

Irinotecan exhibits moderate plasma protein binding (30% to 68% bound). SN-38ishighly

bound to human plasma proteins (approximately 95% bound). The plasma protein to which
irinotecan and SN-38 predominantly binds is abumin.

Metabolism and Excretion: The metabolic converson of irinotecan to the active metabolite
SN-38 ismediated by carboxylesterase enzymes and primarily occursin the liver. SN-38
subsequently undergoes conjugation to form a glucuronide metabolite. SN-38 glucuronide had
1/50 to 1/100 the activity of SN-38 in cytotoxicity assays usng two cdl linesin vitro. The
disposition of irinotecan has not been fully ducidated in humans. The urinary excretion of irinotecan
is 11% to 20%; SN-38, <1%; and SN-38 glucuronide, 3%. The cumulative biliary and urinary
excretion of irinotecan and its metabolites (SN-38 and SN-38 glucuronide) over aperiod of 48
hours following adminigtration of irinotecan in two patients ranged from approximately 25%
(100 mg/nt) to 50% (300 mg/nt).
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Phar macokineticsin Special Populations

Geriatric: In studies using the weekly schedule, the termind half-life of irinotecan was

6.0 hoursin patients who were 65 years or older and 5.5 hours in patients younger than 65 years.
Dose-normdized AUC,.,4 for SN-38 in patients who were at least 65 years of age was 11% higher
than in patients younger than 65 years. No change in the starting dose is recommended for geriatric
patients receiving the weekly dosage schedule of irinotecan.

The pharmacokinetics of irinotecan given once every 3 weeks has not been studied in the geriatric
population; alower garting dose is recommended in patients 70 years or older based on clinical
toxicity experience with this schedule (see DOSAGE AND ADMINISTRATION).

Pediatric: See Pediatric Useunder PRECAUTIONS.

Gender: The pharmacokinetics of irinotecan do not appear to be influenced by gender.

Race: The influence of race on the pharmacokinetics of irinotecan has not been eva uated.

Hepatic Insufficiency: Theinfluence of hepatic insufficiency on the pharmacokinetic characteritics
of irinotecan and its metabolites has not been formally studied. Among peatients with known hepatic
tumor involvement (a mgority of patients), irinotecan and SN-38 AUC va ues were somewhat
higher than values for patients without liver metastases (see PRECAUTIONS).

Renal Insufficiency: Theinfluence of rend insufficiency on the pharmacokinetics of irinotecan has
not been evauated.

Drug-Drug Interactions

5-fluorouracil (5-FU) and leucovorin (LV): Inaphase 1 dinicd sudy involving irinotecan, 5-
fluorouracil (5-FU), and leucovorin (LV) in 26 patients with solid tumors, the diposition of
irinotecan was not substantiadly dtered when the drugs were co-administered. Although the Crax
and AUC,.,4 of SN-38, the active metabolite, were reduced (by 14% and 8%, respectively) when
irinotecan was followed by 5-FU and LV adminigtration compared with when irinotecan was given
aone, this sequence of administration was used in the combination trials and is recommended (see
DOSAGE AND ADMINISTRATION). Formd in vivo or in vitro drug interaction studies to
evauate the influence of irinotecan on the disposition of 5-FU and LV have not been conducted.
Anticonvulsants. Exposure to irinotecan and its active metabolite SN-38 is substantialy reduced
in adult and pediatric patients concomitantly receiving the CY P3A4 enzyme-inducing
anticonvulsants phenytoin, phenobarbital or carbamazepine. The gppropriate sarting dose for
patients taking these anticonvul sants has not been formdly defined. The following drugs are dso
CYP3A4 inducers: rifampin, rifabutin. For patients requiring anticonvul sant trestment, consderation
should be given to substituting non-enzyme inducing anticonvulsants at least 2 weeks prior to
initiation of irinotecan therapy. Dexamethasone does not gppear to dter the pharmacokinetics of
irinotecan.

K. John’s Wort: . John’sWort is an inducer of CY P3A4 enzymes. Exposure to the active
metabolite SN-38 is reduced in patients receiving concomitant &t. John's Wort. St. John's Wort
should be discontinued at least 2 weeks prior to the first cycle of irinotecan, and St. John’'sWort is
contraindicated during irinotecan therapy.
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Ketoconazole: Ketoconazoleisastrong inhibitor of CY P3A4 enzymes. Petients receiving
concomitant ketoconazole have increased exposure to irinotecan and its active metabolite SN-38.
Petients should discontinue ketoconazole at least 1 week prior to starting irinotecan thergpy and
ketoconazole is contraindicated during irinotecan therapy.

CLINICAL STUDIES

Irinotecan has been studied in clinica trias in combination with 5-fluorouracil (5-FU) and
leucovorin (LV) and as asingle agent (see DOSAGE AND ADMINISTRATION). When given as
acomponent of combinationagent trestment, irinotecan was ether given with aweekly schedule of
bolus 5-FU/LV or with an every-2-week schedule of infusond 5-FU/LV. Weekly and aonce-
every-3-week dosage schedules were used for the single-agent irinotecan studies. Clinica sudies
of combinaion and Sngle-agent use are described below.

First-Line Therapy in Combination with 5-FU/LV for the Treatment of M etastatic
Colorectal Cancer

Two phase 3, randomized, controlled, multinationd clinica trids support the use of
CAMPTOSAR Injection asfirgt-line trestment of patients with metastatic carcinoma of the colon or
rectum. In each sudy, combinations of irinotecan with 5-FU and LV were compared with 5-FU
and LV done. Study 1 compared combination irinotecan/bolus 5-FU/LV therapy given weekly with
adandard bolus regimen of 5-FU/LV done given daily for 5 days every 4 weeks, an irinotecan
aone treatment arm given on aweekly schedule was dso included. Study 2 evaluated two different
methods of adminigtering infusond 5-FU/LV, with or without irinotecan. In both studies,
concomitant medications such as antiemetics, aropine, and loperamide were given to patients for
prophylaxis and/or management of symptoms from trestment. In Study 2, a 7-day course of
fluoroquinolone antibiotic prophylaxis was given in patients whose diarrhea persisted for greeter
than 24 hours despite loperamide or if they developed afever in addition to diarrhea. Treatment
with ord fluoroquinolone was dso initiated in patients who devel oped an absolute neutrophil count
(ANC) <500/mm?, even in the absence of fever or diarrhea.  Patients in both studies also received
trestment with intravenous antibictics if they had persstent diarrhea or fever or if ileus developed.

In both studies, the combination of irinotecan/s-FU/LV therapy resulted in significant
improvements in objective tumor response rates, time to tumor progression, and surviva when
compared with 5-FU/LV done. These differencesin surviva were observed in spite of second-line
therapy in amgority of patients on both arms; including crossover to irinotecan-containing regimens
in the control arm. Petient characteristics and major efficacy results are shown in Table 3.
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Table3. Combination Dosage Schedule: Study Results

Study 1 Study 2
Irinotecan +
Bolus 5-FULLV Bolus 5-FUILV Irinotecan | Irinotecan +
weekly x4 q dailyx5q weekly x4q | Infusional Infusional
6 weeks 4 weeks 6 weeks 5-FUILV 5-FUILV
Number of Patients 231 226 226 198 187
Demogr aphics and Treatment Administration
Female/Male (%) 34/65 45/54 35/64 33/67 47/53
Median Agein years (range) 62 (25-85) 61 (19-85) 61 (30-87) 62 (27-75) 59 (24-75)
Performance Status (%)
0 39 41 46 51 51
1 46 45 46 42 41
2 15 13 8 7 8
Primary Tumor (%)
Colon 81 85 84 55 65
Rectum 17 14 15 45 35
Median Time from Diagnosis to
Randomization 1.9 1.7 18 45 2.7
(months, range) (0-161) (0-203) (0.1-185) (0-88) (0-104)
Prior Adjuvant 5-FU Therapy (%)
No 89 92 90 74 76
Yes 11 8 10 26 24
Median Duration of Study
Treatment? (months) 5.5 4.1 3.9 5.6 45
Median Relative Dose Intensity (%)%
Irinotecan 72 -- 75 87 --
5-FU 71 86 - 86 93
Efficacy Results
Confirmed Objective Tumor 39 21 18 35 22
Response Raté® (%) (p<0.0001)° (p<0.005)°
Median Time to Tumor Progression®
7.0 43 42 6.7 4.4
(months) (p=0.004)¢ (p<0.001)¢
Median Surviva 14.8 12.6 12.0 174 141
(months) (p <0.05)¢ (p<0.05)¢

aStudy 1: N=225 (irinotecan/5-FU/LV), N=219 (5-FU/LV), N=223 (irinotecan)
Study 2: N=199 (jrinotecan/5-FU/LV), N=186 (5-FU/LV)

b Confirmed 3 4 to 6 weeks after first evidence of objective response

¢ Chi-square test
9 ogrank test
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Improvement was noted with irinotecan-based combination therapy relative to 5-FU/LV when
response rates and time to tumor progression were examined across the following demographic and
disease-related subgroups (age, gender, ethnic origin, performance status, extent of organ
involvement with cancer, time from diagnosis of cancer, prior adjuvant thergpy, and basdline
laboratory abnormalities). Figures 1 and 2 illusirate the Kaplan-Meier surviva curves for the
comparison of irinotecan/5-FU/LV versus 5-FU/LV in Studies 1 and 2, respectively.

Probability

Figure 1. Survival
First-Line Irinotecan/5-FU/LV vs 5-FU/LV
Study 1

Irinotecan/5-FU/LV

5-FU/LV

p<0.05*

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42

*log-r

Months

ank test
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Figure 2. Survival
First-Line Irinotecan/5-FU/LV vs 5-FU/LV
Study 2

Irinotecan/5-FU/LV
> 0.7 -

0.5 1 5-FU/LV

Probabilit

0 3 6 9 12 15 18 21 24 27 30
Months

*log-rank test

Second-Line Treatment for Recurrent or Progressive M etastatic Colorectal Cancer After
5-FU-Based Treatment

Weekly Dosage Schedule

Data from three open-label, snge-agent, clinicd studies, involving atotal of 304 patientsin 59
centers, support the use of CAMPTOSAR in the treatment of patients with metastatic cancer of the
colon or rectum that has recurred or progressed following trestment with 5-FU-based therapy.
These studies were designed to eva uate tumor response rate and do not provide information on
actud dlinical benefit, such as effects on surviva and disease-related symptoms. In each study,
CAMPTOSAR was administered in repeated 6-week cycles consisting of a 90-minute intravenous
infusion once weekly for 4 weeks, followed by a 2-week rest period. Starting doses of
CAMPTOSAR in these tridls were 100, 125, or 150 mg/n, but the 150-mg/n? dose was poorly
tolerated (due to unacceptably high rates of grade 4 late diarrhea and febrile neutropenia). Study 1
enrolled 48 patients and was conducted by a single investigator at severa regiona hospitals. Study
2 was amulticenter study conducted by the North Central Cancer Treatment Group. All 90 patients
enrolled in Study 2 received a starting dose of 125 mg/n?. Study 3 was amulticenter study that
enrolled 166 patients from 30 ingtitutions. The initia dose in Study 3 was 125 mg/nt but was
reduced to 100 mg/nt because the toxicity seen at the 125-mg/nT dose was perceived to be
greater than that seen in previous sudies. All patients in these studies had metastatic colorecta
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204  cancer, and the mgjority had disease that recurred or progressed following a 5-FU-based regimen
205  administered for metastatic disease. The results of the individud studies are shown in Table 4.
206
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Table 4. Weekly Dosage Schedule: Study Results

Study
1 2 3
Number of Patients 48 0 64 102
Starting Dose (mg/m?/wk x 4) 1252 125 125 100
Demogr aphics and Treatment Administration
Female/Male (%) 46/54 36/64 50/50 51/49
Median Agein years (range) 63 (29-78) | 63(32-81) | 61 (42-84) 64 (25-84)
Ethnic Origin (%)
White 79 96 81 91
African American 12 4 11 5
Hispanic 8 0 8 2
Oriental/Asian 0 0 0 2
Performance Status (%)
0 60 38 59 44
1 38 48 33 51
2 2 14 8 5
Primary Tumor (%)
Colon 100 71 89 87
Rectum 0 29 11 8
Unknown 0 0 0 5
Prior 5-FU Therapy (%)
For Metastatic Disease 81 66 73 68
£ 6 months after Adjuvant 15 7 27 28
> 6 months after Adjuvant 2 16 0 2
Classification Unknown 2 12 0 3
Prior Pelvic/Abdominal Irradiation (%)
Yes 3 29 0 0
Other 0 9 2 4
None 97 62 98 96
Duration of Treatment with
CAMPTOSAR (median, months) 5 4 4 3
Relative Dose Intensity® (median %) 74 67 73 81
Efficacy
Confirmed Objective Response Rate (%)° 21 13 14 9
(95% CI) (9.3-32.3) | (6.3-20.4) | (5.5-226) | (3.3-14.3)
Time to Response (median, months) 2.6 15 2.8 2.8
Response Duration (median, months) 6.4 5.9 5.6 6.4
Surviva (median, months) 10.4 8.1 10.7 9.3
1-Year Surviva (%) 46 31 45 43

2 Nine patients received 150 mg/n? as a starting dose; two (22.2%) responded to CAMPTOSAR.

b Relative dose intensity for CAMPTOSAR based on planned dose intensity of 100, 83.3, and
66.7 mg/m?/wk corresponding with 150, 125, and 100 mg/n?? starting doses, respectively.

¢ Confirmed = 4 to 6 weeks after first evidence of objective response.

10
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In the intent-to-treat analyss of the pooled data across dl three studies, 193 of the 304 patients
began therapy at the recommended starting dose of 125 mg/n?. Among these 193 patients,
2 complete and 27 partia responses were observed, for an overdl response rate of 15.0% (95%
Confidence Interva [Cl], 10.0% to 20.1%) at this starting dose. A considerably lower response
rate was seen with a starting dose of 100 mg/nt. The magjority of responses were observed within
the first two cycles of therapy, but responses did occur in later cycles of treatment (one response
was observed after the eighth cycle). The median response duration for patients beginning therapy at
125 mg/nt was 5.8 months (range, 2.6 to 15.1 months). Of the 304 patients treated in the three
sudies, response rates to CAMPTOSAR were Smilar in maes and femaes and among patients
older and younger than 65 years. Rates were aso smilar in patients with cancer of the colon or
cancer of the rectum and in patients with single and multiple metastatic Stes. The response rate was
18.5% in patients with a performance status of 0 and 8.2% in patients with a performance status of
1 or 2. Patients with a performance status of 3 or 4 have not been studied. Over hdf of the patients
responding to CAMPTOSAR had not responded to prior 5-FU. Patients who had received
previous irradiation to the pelvis responded to CAMPTOSAR at gpproximately the same rate as
those who had not previoudy received irradiation.

Once-Every-3-Week Dosage Schedule

Sngle-Arm Sudies: Data from an opentlabd, angle-agent, Sngle-arm, multicenter, clinica sudy
involving atotal of 132 patients support a once every-3-week dosage schedule of irinotecan in the
treatment of patients with metastatic cancer of the colon or rectum that recurred or progressed
following trestment with 5-FU. Patients received a starting dose of 350 mg/n given by 30-minute
intravenous infusion once every 3 weeks. Among the 132 previoudy treated patientsin thistrid, the
intent-to-treat response rate was 12.1% (95% Cl,

7.0% to 18.1%).

Randomized Trials: Two multicenter, randomized, clinica studies further support the use of
irinotecan given by the once-every-3-week dosage schedule in patients with metastatic colorecta
cancer whose disease has recurred or progressed following prior 5-FU thergpy. In thefirst study,
second-line irinotecan therapy plus best supportive care was compared with best supportive care
aone. Inthe second study, second-line irinotecan therapy was compared with infusiona 5-FU-
based therapy. In both studies, irinotecan was administered intravenoudy at a starting dose of 350
mg/nt over 90 minutes once every 3 weeks. The starting dose was 300 mg/nT for patients who
were 70 years and older or who had a performance status of 2. The highest total dose permitted
was 700 mg. Dose reductions and/or adminigtration delays were permitted in the event of severe
hematol ogic and/or nonhematol ogic toxicities while on trestment. Best supportive care was
provided to patients in both arms of Study 1 and included antibiotics, analgesics, corticosteroids,
transfusons, psychotherapy, or any other symptomatic therapy as clinicaly indicated. 1n both
studies, concomitant medications such as antiemetics, atropine, and loperamide were given to
patients for prophylaxis and/or management of symptoms from trestment. If late diarrhea perssted
for greater than 24 hours despite loperamide, a 7-day course of fluoroquinolone antibiotic
prophylaxis was given. Petients in the control arm of the second study received one of the following
5-FU regimens. (1) LV, 200 mg/n¥ 1V over 2 hours; followed by 5-FU, 400 mg/n? IV bolus;

11
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followed by 5-FU, 600 mg/n'* continuous IV infusion over 22 hours on days 1 and 2 every 2
weeks, (2) 5-FU, 250 to 300 mg/nf/day protracted continuous IV infusion until toxicity; (3) 5-FU,
2.6t0 3 g/nT IV over 24 hours every week for 6 weeks with or without LV, 20 to 500 mg/n/day
every week |V for 6 weeks with 2-week rest between cycles. Patients were to be followed every 3
to 6 weeksfor 1 year.

A tota of 535 patients were randomized in the two studies at 94 centers. The primary endpoint
in both studies was surviva. The studies demongrated a Sgnificant overdl surviva advantage for
irinotecan compared with best supportive care (p=0.0001) and infusiona 5- FU-based therapy
(p=0.035) as shown in Figures3and 4. In Study 1, median surviva for patients treated with
irinotecan was 9.2 months compared with 6.5 months for patients recelving best supportive care. In
Study 2, median surviva for patients treated with irinotecan was 10.8 months compared with 8.5
months for patients receiving infusond 5-FU-based therapy. Multiple regression andyses
determined that patients basdline characteritics aso had a sgnificant effect on survival. When
adjusted for performance status and other baseline prognostic factors, survival among patients
treeted with irinotecan remained significantly longer than in the control populations (p=0.001 for
Study 1 and p=0.017 for Study 2). Measurements of pain, performance status, and weight loss
were collected progpectively in the two studies; however, the plan for the analys's of these datawas
defined retrospectively. When comparing irinotecan with best supportive care in Study 1, this
andyss showed a gatigticaly sgnificant advantage for irinotecan, with longer time to development
of pain (6.9 months versus 2.0 months), time to performance status deterioration (5.7 months versus
3.3 months), and time to > 5% weight loss (6.4 months versus 4.2 months). Additiondly, 33.3%
(33/99) of patients with a basdline performance status of 1 or 2 showed an improvement in
performance status when treated with irinotecan versus 11.3% (7/62) of patients receiving best
supportive care (p=0.002). Because of the inclusion of patients with non-measurable disease,
intent-to-treat response rates could not be assessed.
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Figure 3. Survival
Second-Line Irinotecan vs Best Supportive Care (BSC)
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Figure 4. Survival
Second-Line Irinotecan vs Infusional 5-FU
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Table5. Once-Every-3-Week Dosage Schedule: Study Results
Study 1 Study 2
Irinotecan BSC? Irinotecan 5-FU
Number of Patients 189 90 127 129
Demogr aphics and Treatment Administration
Female/Male (%) 32/68 42/58 43/57 35/65
Median Agein years (range) 59 (22-75) 62 (34-75) 58 (30-75) | 58 (25-75)
Performance Status (%)
0 47 31 58 54
1 39 46 35 43
2 14 23 8 3
Primary Tumor (%)
Colon 55 52 57 62
Rectum 45 48 43 38
Prior 5-FU Therapy (%)
For Metastatic Disease 70 63 58 68
As Adjuvant Treatment 30 37 42 32
Prior Irradiation (%) 26 27 18 20
Duration of Study Treatment (median, months) 41 - 4.2 2.8
(Log-rank test) (p=0.02)
Relative Dose Intensity (median %)° 94 - 95 81-99
Survival
Survival (median, months) 9.2 6.5 10.8 85
(Log-rank test) (p=0.0001) (p=0.035)
& BSC = best supportive care
P Relative dose intensity for irinotecan based on planned dose intensity of 116.7 and 100 mg/m?wk
corresponding with 350 and 300 mg/m? starting doses, respectively.
276
217 In the two randomized studies, the EORTC QL Q-C30 indrument was utilized. At the start of

278 each cycle of therapy, patients completed a questionnaire consisting of 30 questions, such as* Did
279 paninterfere with daily activities?” (1 = Not at All, to 4 = Very Much) and “Do you have any

280  troubletaking along walk?’ (Yesor No). The answers from the 30 questions were converted into
281 15 subscales, that were scored from O to 100, and the global hedlth status subscale that was

282 derived from two questions about the patient’ s sense of genera well being in the past week. In

283  addition to the globa hedth status subscae, there were five functiond (i.e., cognitive, emotiond,
284  socid, physcd, role) and nine symptom (i.e., fatigue, appetite loss, pain assessment, insomnia,

285 condipation, dyspnea, nausealvomiting, financial impact, diarrhea) subscaes. Theresults as

286 summarized in Table 6 are based on patients’ worst post-basdline scores. In Study 1, amultivariate
287  andydsand univariate andyses of the individua subscaes were performed and corrected for

288  multivariate testing. Patients recaving irinotecan reported sgnificantly better results for the globa
289  hedlth gtatus, on two of five functiona subscales, and on four of nine symptom subscaes. As

290  expected, patients receiving irinotecan noted significantly more diarrhea than those receiving best
201  supportive care. In Study 2, the multivariate analyss on dl 15 subscaes did not indicate a

2092 datidicaly sgnificant difference between irinotecan and infusona 5-FU.
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Tableg. EORTC QLQ-C30: Mean Worst Post-Baseline Scor e’

QLQ-C30 Subscale Study 1 Study 2
Irinotecan BSC p-value Irinotecan 5-FU p-value

Global Health Status 47 37 0.03 53 52 09
Functional Scales

Cognitive 77 68 0.07 79 83 0.9
Emotiona 68 64 0.4 64 68 0.9
Socid 58 47 0.06 65 67 0.9
Physical 60 40 0.0003 66 66 0.9
Role 53 35 0.02 54 57 0.9
Symptom Scales

Fatigue 51 63 0.03 47 46 0.9
Appetite Loss 37 57 0.0007 35 38 0.9
Pain Assessment 41 56 0.009 38 34 0.9
Insomnia 39 47 0.3 39 33 0.9
Constipation 28 41 0.03 25 19 0.9
Dyspnea 31 40 0.2 25 24 0.9
Nausea/\VVomiting 27 29 0.5 25 16 0.09
Financial Impact 22 26 0.5 24 15 0.3
Diarrhea 32 19 0.01 32 22 0.2

aFor the five functional subscales and global hedlth status subscale, higher scores imply better functioning, whereas, on the
nine symptom subscales, higher scores imply more severe symptoms. The subscale scores of each patient were collected at
each visit until the patient dropped out of the study.

INDICATIONS AND USAGE

CAMPTOSAR Injection isindicated as a component of first-line thergpy in combination with
5-fluorouracil and leucovorin for patients with metastatic carcinoma of the colon or rectum.
CAMPTOSAR isdso indicated for patients with metastatic carcinoma of the colon or rectum
whose disease has recurred or progressed following initid fluorouracil-based therapy.

CONTRAINDICATIONS
CAMPTOSAR Injection is contraindicated in patients with a known hypersengtivity to the
drug.

WARNINGS

General

Outsde of awell-designed clinica study, CAMPTOSAR Injection should not be used in
combination with the "Mayo Clinic’ regimen of 5-FU/LV (adminigtration for 4-5 consecutive days
every 4 weeks) because of reports of increased toxicity, including toxic desths. CAMPTOSAR
should be used as recommended (see DOSAGE AND ADMINISTRATION, Table 12).

In patients recaiving ether irinotecays-FU/LV or 5-FU/LV inthedinicd trids, higher rates of
hospitalization, neutropenic fever, thromboembolism, firgt-cycle treetment discontinuation, and early
deaths were observed in patients with a basdine performance status of 2 than in patientswith a
basdline performance status of O or 1.
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Diarrhea

CAMPTOSAR can induce both early and late forms of diarrheathat appear to be mediated by
different mechanisms. Early diarrhea (occurring during or shortly after infuson of CAMPTOSAR) is
chalinergic in nature. It is usudly trangent and only infrequently is severe. It may be accompanied by
symptoms of rhinitis, increased sdivation, miogs, lacrimation, digphores's, flushing, and intesting
hyperperistasis that can cause abdominal cramping. Early diarrheaand other cholinergic symptoms
may be prevented or amdiorated by administration of atropine (see PRECAUTIONS, Generd, for
dosing recommendations for aropine).

Late diarrhea (generdly occurring more than 24 hours after administration of CAMPTOSAR)
can be life threstening since it may be prolonged and may lead to dehydration, eectrolyte
imbalance, or sepsis. Late diarrhea should be treated promptly with-loperamide (see
PRECAUTIONS, Information for Patients, for dosing recommendations for loperamide). Patients
with diarrhea should be carefully monitored, should be given fluid and dectrolyte replacement if they
become dehydrated, and should be given antibiotic support if they develop ileus, fever, or severe
neutropenia. After the first trestment, subsequent weekly chemotherapy treatments should be
delayed in patients until return of pretreatment bowe function for at least 24 hours without need for
antidiarheamedication. If grade 2, 3, or 4 late diarrhea occurs subsequent doses of
CAMPTOSAR should be decreased within the current cycle (sese DOSAGE AND
ADMINISTRATION).

Neutropenia

Desgths due to sepsis following severe neutropenia have been reported in patients treated with
CAMPTOSAR. Neutropenic complications should be managed promptly with antibiotic support
(see PRECAUTIONS). Theragpy with CAMPTOSAR should be temporarily omitted during acycle
of therapy if neutropenic fever occurs or if the absolute neutrophil count drops <1000/mm?. After
the patient recovers to an absolute neutrophil count =1000/mm?, subsequent doses of
CAMPTOSAR should be reduced depending upon the level of neutropenia observed (see
DOSAGE AND ADMINISTRATION).

Routine adminigtration of a colony-stimulating factor (CSF) is not necessary, but physicians may
wish to congder CSF useinindividud patients experiencing significant neutropenia.

Hyper sensitivity
Hypersengtivity reactions including severe angphylactic or angphylactoid reactions have been
observed.

Coalitidlleus

Cases of colitis complicated by ulceration, bleeding, ileus, and infection have been observed.
Petients experiencing ileus should receive prompt antibiotic support (sese PRECAUTIONS).
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Renal Impairment/Renal Failure
Rare cases of rend impairment and acute rend failure have been identified, usudly in patients
who became volume depleted from severe vomiting and/or diarrhea.

Thromboembolism
Thromboembolic events have been observed in patients receiving irinotecan-containing
regimens, the specific cause of these events has not been determined.

Pregnancy

CAMPTOSAR may cause fetd harm when administered to a pregnant woman. Radioactivity
related to *C-irinotecan crosses the placenta of rats following intravenous administration of
10 mg/kg (which in separate studies produced an irinotecan C.x and AUC about 3 and 0.5 times,
respectively, the corresponding values in patients administered 125 mg/nt). Administration of 6
mg/kg/day intravenous irinotecan to rats (which in separate studies produced an irinotecan Cr and
AUC about 2 and 0.2 times, respectively, the corresponding values in patients administered
125 mg/n) and rabbits (about one-half the recommended human weekly starting dose on amg/n?
bass) during the period of organogenesis, is embryotoxic as characterized by increased post-
implantation loss and decreased numbers of live fetuses. Irinotecan was teratogenic in rats at doses
greater than 1.2 mg/kg/day (which in separate studies produced an irinotecan Crax and AUC about
2/3 and 1/40th, respectively, of the corresponding valuesin patients administered 125 mg/nt) and in
rabbits at 6.0 mg/kg/day (about one-half the recommended human weekly starting dose on amg/n?
bass). Teratogenic effectsincluded a variety of externd, viscera, and skeletal abnormadlities.
Irinotecan administered to rat dams for the period following organogeness through weaning at
doses of 6 mg/kg/day caused decreased learning ability and decreased femae body weightsin the
offsoring. There are no adequate and well-controlled studies of irinotecan in pregnant women. If the
drug is used during pregnancy, or if the patient becomes pregnant while receiving this drug, the
patient should be gpprised of the potentid hazard to the fetus. Women of childbearing potential
should be advised to avoid becoming pregnant while receiving trestment with CAMPTOSAR.

PRECAUTIONS

General

Care of Intravenous Ste: CAMPTOSAR Injection is administered by intravenous infuson. Care
should be taken to avoid extravasation, and the infusion Ste should be monitored for signs of
inflammation. Should extravasation occur, flushing the Site with sterile water and gpplications of ice
are recommended.

Premedication with Antiemetics: Irinotecan is emetigenic. It is recommended that patients
recelve premedication with antiemetic agents. In clinicd studies of the weekly dosage schedule, the
majority of patients received 10 mg of dexamethasone given in conjunction with another type of
antiemetic agent, such asa5-HT? blocker (e.g., ondansetron or granisetron). Antiemetic agents
should be given on the day of trestment, Starting at least 30 minutes before adminigtration of
CAMPTOSAR. Physicians should aso consder providing patients with an antiemetic regimen (e.g.,
prochlorperazine) for subsequent use as needed.
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Treatment of Cholinergic Symptoms. Prophylactic or thergpeutic administration of 0.25to 1 mg
of intravenous or subcutaneous atropine should be consdered (unless dlinicaly contraindicated) in
patients experiencing rhinitis, increased sdivation, miogs, lacrimation, digphoress, flushing,
abdomina cramping, or diarrhea (occurring during or shortly after infuson of CAMPTOSAR).
These symptoms are expected to occur more frequently with higher irinotecan doses.

Patients at Particular Risk: In patients receiving either irinotecarVs-FU/LV or 5-FU/LV inthe
clinicd trids, higher rates of hospitaization, neutropenic fever, thromboembolism, firg-cycle
treatment discontinuation, and early degths were observed in patients with a basdine performance
datus of 2 than in patients with a basdline performance status of 0 or 1. Patients who had
previoudy received pelvic/abdomind radiation and elderly patients with comorbid conditions should
be closdly monitored.

The use of CAMPTOSAR in patients with significant hepatic dysfunction has not been
established. In clinicd trids of either dosing schedule, irinotecan was not administered to patients
with serum bilirubin >2.0 mg/dL, or transaminase >3 times the upper limit of normd if no liver
metastasis, or transaminase >5 times the upper limit of norma with liver metastass. However in
clinicd trids of the weekly dosage schedule, it has been noted that patients with modestly eevated
basdine serum tota bilirubin levels (1.0 to 2.0 mg/dL) have had a significantly grester likelihood of
experiencing fird-cycle grade 3 or 4 neutropenia than those with bilirubin levels that were less than
1.0 mg/dL (50.0% [19/38] versus 17.7% [47/226]; p<0.001). Petients with abnormal
glucuronidation of bilirubin, such as those with Gilbert' s syndrome, may dso be a greater risk of
myel osuppression when receiving therapy with CAMPTOSAR. An association between basdine
bilirubin elevations and an increased risk of |ate diarrhea has not been observed in studies of the
weekly dosage schedule.

Ketoconazole, enzyme-inducing anticonvulsants and St. John’s Wort are known to have drug-drug
interactions with irinotecan thergpy. (See Drug-Drug Interactions sub-section under CLINICAL
PHARMACOLOGY)

Information for Patients

Petients and patients caregivers should be informed of the expected toxic effects of
CAMPTOSAR, paticularly of its gastrointestina complications, such as nausea, vomiting,
abdomina cramping, diarrhea, and infection. Each patient should be instructed to have loperamide
reedily available and to begin trestment for late diarrhea (generdly occurring more than 24 hours
after adminigtration of CAMPTOSAR) at the first episode of poorly formed or loose stools or the
earliest onsat of bowel movements more frequent than normally expected for the patient. One
dosage regimen for loperamide used in clinicd trids conssted of the following (Note: This dosage
regimen exceeds the usua dosage recommendations for loperamide.): 4 mg at the first onset of late
diarrhea and then 2 mg every 2 hours until the patient is diarrhea-free for a least 12 hours. During
the night, the patient may take 4 mg of loperamide every 4 hours. Premedication with loperamideis
not recommended. The use of drugs with laxative properties should be avoided because of the
potentia for exacerbation of diarrhea. Patients should be advised to contact their physician to
discuss any laxative use.

Patients should be ingtructed to contact their physcian or nurseif any of the following occur:
diarrheafor the first time during trestment; black or bloody stools, symptoms of dehydration such as
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lightheededness, dizziness, or faintness; inability to take fluids by mouth due to nausea or vomiting;
inability to get diarrhea under control within 24 hours, or fever or evidence of infection.
Petients should be derted to the possibility of aopecia

Laboratory Tests
Careful monitoring of the white blood cdll count with differentid, hemoglobin, and platelet count
is recommended before each dose of CAMPTOSAR.

Drug Interactions

The adverse effects of CAMPTOSAR, such as myelosuppression and diarrhea, would be
expected to be exacerbated by other antineoplastic agents having similar adverse effects.

Petients who have previoudy received pelvic/abdomina irradiation are at increased risk of
severe myel osuppression following the adminigration of CAMPTOSAR. The concurrent
adminigration of CAMPTOSAR with irradiation has not been adequatdly studied and is not
recommended.

Lymphocytopenia has been reported in patients receiving CAMPTOSAR, and it is possible that
the adminigration of dexamethasone as antiemetic prophylaxis may have enhanced the likelihood of
this effect. However, serious opportunistic infections have not been observed, and no complications
have specificaly been attributed to lymphocytopenia

Hyperglycemia has also been reported in patients receiving CAMPTOSAR. Usudly, this has
been observed in patients with ahistory of diabetes mdlitus or evidence of glucose intolerance prior
to administration of CAMPTOSAR . It is probable that dexamethasone, given as antiemetic
prophylaxis, contributed to hyperglycemiain some patients.

Theincidence of akathisain clinical trids of the weekly dosage schedule was gregter (8.5%,
4/47 patients) when prochlorperazine was administered on the same day as CAMPTOSAR than
when these drugs were given on separate days (1.3%, 1/80 patients). The 8.5% incidence of
akathisga, however, iswithin the range reported for use of prochlorperazine when given asa
premedication for other chemotherapies.

It would be expected that laxative use during therapy with CAMPTOSAR would worsen the
incidence or severity of diarrhes, but this has not been studied.

In view of the potentid risk of dehydration secondary to vomiting and/or diarrheainduced by
CAMPTOSAR, the physician may wish to withhold diuretics during dosing with CAMPTOSAR
and, certainly, during periods of active vomiting or diarrhea.

Drug-Laboratory Test Interactions
There are no known interactions between CAMPTOSAR and |aboratory tests.

Carcinogenesis, Mutagenesis & Impairment of Fertility

Long-term carcinogenicity studies with irinotecan were not conducted. Rats were, however,
administered intravenous doses of 2 mg/kg or 25 mg/kg irinotecan once per week for 13 weeks (in
separate studies, the 25 mg/kg dose produced an irinotecan Cax and AUC that were about
7.0 times and 1.3 times the respective values in patients administered 125 mg/nt weekly) and were
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then alowed to recover for 91 weeks. Under these conditions, there was a significant linear trend
with dose for the incidence of combined uterine horn endometrid stroma polyps and endometrid
stromal sarcomas. Neither irinotecan nor SN-38 was mutagenic in thein vitro Ames assay.
Irinotecan was clagtogenic both in vitro (chromosome aberrations in Chinese hamster ovary cdlls)
and in vivo (micronucleus test in mice). No significant adverse effects on fertility and generd
reproductive performance were observed after intravenous adminigtration of irinotecan in doses of
up to 6 mg/kg/day to rats and rabbits. However, atrophy of mae reproductive organs was
observed after multiple daily irinotecan doses both in rodents at 20 mg/kg (which in separate sudies
produced an irinotecan C and AUC about 5 and 1 times, respectively, the corresponding vaues
in patients administered 125 mg/nt weekly) and dogs a 0.4 mg/kg (which in separate studies
produced an irinotecan Cy. and AUC about one-half and 1/15™, respectively, the corresponding
vauesin patients administered 125 mg/nt weekly).

Pregnancy
Pregnancy Category D—see WARNINGS.

Nursing Mothers

Radioactivity gppeared in rat milk within 5 minutes of intravenous adminigration of radiolabeled
irinotecan and was concentrated up to 65-fold a 4 hours after adminigtration relative to plasma
concentrations. Because many drugs are excreted in human milk and because of the potentia for
serious adverse reactions in nursing infants, it is recommended that nursing be discontinued when
recaiving thergpy with CAMPTOSAR.

Pediatric Use

The effectiveness of irinotecan in pediatric patients has not been established. Results from two
open-labd, angle arm studies were evaduated. One hundred and seventy children with refractory
solid tumors were enrolled in one phase 2 trid in which 50 mg/n of irinotecan was infused for 5
consecutive days every 3 weeks. Grade 3- 4 neutropenia was experienced by 54 (31.8%) patients.
Neutropenia was complicated by fever in 15 (8.8%) patients. Grade 3- 4 diarrhea was observed in
35 (20.6%) patients. This adverse event profile was comparable to that observed in adults. In the
second phase 2 tria of 21 children with previously untreated rhabdomyosarcoma, 20 mg/n of
irinotecan was infused for 5 consecutive days on weeks 0, 1, 3 and 4. This Single agent therapy was
followed by multimoda thergpy. Accrud to the Sngle agent irinotecan phase was hated due to the
high rate (28.6%) of progressive disease and the early deaths (14%) The adverse event profile was
different in this study from that observed in adults; the most significant grade 3 or 4 adverse events
were dehydration experienced by 6 patients (28.6%) associated with severe hypokaaemiain 5
patients (23.8%) and hyponatremiain 3 patients (14.3%); in addition Grade 3-4 infection was
reported in 5 patients (23.8%)(across al courses of therapy and irrespective of causa relaionship).
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Pharmacokinetic parameters for irinotecan and SN-38 were determined in 2 pediatric solid-tumor
trids a dose leves of 50 mg/nt (60-min infusion, Nn=48) and 125 mg/n (90-min infusion, N=6).
Irinotecan clearance (mean + S.D.) was 17.3 + 6.7 L/Wn¥ for the 50 mg/nt dose and 16.2 + 4.6
L/t for the 125 mg/nt dose, which is comparable to that in adults. Dose-normaized SN-38
AUC vdues were comparable between adults and children. Minima accumulation of irinotecan and
SN-38 was observed in children on dally dosing regimens[daily x 5 every 3 weeks or (daily x 5) x
2 weeks every 3 weeks).

Geriatric Use

Patients greater than 65 years of age should be closdly monitored because of agreater risk of
late diarrheain this population (see CLINICAL PHARMACOLOGY, Pharmacokineticsin Specia
Populations and ADVERSE REACTIONS, Overview of Adverse Events). The starting dose of
CAMPTOSAR in patients 70 years and older for the once-every-3-week- dosage schedule should
be 300 mg/nt (see DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

First-Line Combination Therapy

A tota of 955 patients with metastatic colorectal cancer received the recommended regimens of
irinotecan in combination with 5-FU/LV, 5-FU/LV aone, or irinotecan aone. In the two phase 3
sudies, 370 patients received irinotecan in combination with 5-FU/LV, 362 patients received
5-FU/LV aone, and 223 patients received irinotecan alone. (See Table 12 in DOSAGE AND
ADMINISTRATION for recommended combination-agent regimens.)

In Study 1, 49 (7.3%) patients died within 30 days of last study treatment: 21 (9.3%) received
irinotecan in combination with 5-FU/LV, 15 (6.8%) received 5-FU/LV aone, and 13 (5.8%)
received irinotecan done. Desaths potentialy related to trestment occurred in 2 (0.9%) patients who
recelved irinotecan in combination with 5-FU/LV (2 neutropenic fever/sepsis), 3 (1.4%) patients
who received 5-FU/LV aone (1 neutropenic fever/sepss, 1 CNS bleeding during
thrombocytopenia, 1 unknown) and 2 (0.9%) patients who received irinotecan aone (2 neutropenic
fever). Deathsfrom any cause within 60 days of first study treatment were reported for 15 (6.7%)
patients who received irinotecan in combination with 5-FU/LV, 16 (7.3%) patients who received 5-
FU/LV done, and 15 (6.7%) patients who received irinotecan aone. Discontinuations due to
adverse events were reported for 17 (7.6%) patients who received irinotecan in combination with
5-FU/LV, 14 (6.4%) patients who received 5-FU/LV done, and 26 (11.7%) patients who
recelved irinotecan aone.

In Study 2, 10 (3.5%) patients died within 30 days of last study treatment: 6 (4.1%) received
irinotecan in combination with 5-FU/LV and 4 (2.8%) received 5-FU/LV done. There was one
potentialy trestment-related deeth, which occurred in a patient who received irinotecan in
combination with 5-FU/LV (0.7%, neutropenic sepss). Deaths from any cause within 60 days of
first study trestment were reported for 3 (2.1%) patients who received irinotecan in combination
with 5-FU/LV and 2 (1.4%) patients who received 5-FU/LV done. Discontinuations due to
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adverse events were reported for 9 (6.2%) patients who received irinotecan in combination with
5-FU/LV and 1 (0.7%) patient who received 5-FU/LV done.

The mogt dinicaly sgnificant adverse events for patients receiving irinotecan-based therapy
were diarrhea, nausea, vomiting, neutropenia, and dopecia The mogt dinicadly sgnificant adverse
events for patients receiving 5-FU/LV therapy were diarrhea, neutropenia, neutropenic fever, and
mucositis. In Study 1, grade 4 neutropenia, neutropenic fever (defined as grade 2 fever and grade 4
neutropenia), and mucositis were observed |ess often with weekly irinotecan/5-FU/LV than with
monthly adminigration of 5-FU/LV.

Tables 8 and 9 lig the dinicdly rlevant adverse events reported in Studies 1 and 2,

respectively.
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Table8. Study 1: Percent (%) of Patients Experiencing Clinically Relevant

Adver se Eventsin Combination Therapies®

Study 1
Irinotecan +
Bolus 5-FU/LV Bolus 5-FU/LV Irinotecan
weekly x 4 daily x 5 weekly x 4
Adverse Event g 6 weeks g 4 weeks g 6 weeks
N=225 N=219 N=223
Grade1-4 | Grade3&4 | Gradel-4 | Grade3&4 | Grade1-4 | Grade3&4
TOTAL Adverse Events 100 53.3 100 45.7 99.6 45.7
GASTROINTESTINAL
Diarrhea
late 84.9 22.7 69.4 13.2 83.0 31.0
grade 3 -- 15.1 -- 5.9 - 18.4
grade4 -- 7.6 -- 7.3 - 12.6
ealy 45.8 49 315 14 43.0 6.7
Nausea 79.1 15.6 67.6 8.2 81.6 16.1
Abdominal pain 63.1 14.6 50.2 115 67.7 13.0
Vomiting 60.4 9.7 46.1 4.1 62.8 12.1
Anorexia 34.2 5.8 42.0 3.7 439 7.2
Constipation 41.3 31 315 18 323 0.4
Mucositis 324 2.2 76.3 16.9 29.6 2.2
HEMATOLOGIC
Neutropenia 96.9 53.8 98.6 66.7 96.4 314
grade 3 -- 29.8 -- 23.7 - 19.3
grade 4 -- 24.0 -- 425 - 12.1
Leukopenia 96.9 37.8 98.6 233 96.4 215
Anemia 96.9 8.4 98.6 55 96.9 45
Neutropenic fever -- 7.1 -- 14.6 - 58
Thrombocytopenia 96.0 26 98.6 2.7 96.0 17
Neutropenic infection -- 1.8 -- 0 -- 2.2
BODY ASAWHOLE
Asthenia 70.2 19.5 64.4 11.9 69.1 13.9
Pain 30.7 31 26.9 3.6 229 2.2
Fever 422 17 324 3.6 435 0.4
Infection 22.2 0 16.0 14 13.9 0.4
METABOLIC & NUTRITIONAL
- Bilirubin
87.6 7.1 92.2 8.2 83.9 7.2
DERMATOLOGIC
Exfoliative dermatitis 0.9 0 3.2 0.5 0 0
Rash 19.1 0 26.5 0.9 14.3 0.4
Alopecid 431 -- 26.5 -- 46.1 -
RESPIRATORY
Dyspnea 27.6 6.3 16.0 0.5 220 2.2
Cough 26.7 13 18.3 0 20.2 0.4
Pneumonia 6.2 2.7 14 1.0 3.6 13
NEUROLOGIC
Dizziness 231 13 16.4 0 211 18
Somnolence 124 18 4.6 18 9.4 13
Confusion 7.1 1.8 4.1 0 2.7 0
CARDIOVASCULAR
Vasodilatation 9.3 0.9 5.0 0 9.0 0
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Hypotension 5.8 13 23 0.5 5.8 17
Thromboembolic events® 9.3 -- 114 -- 5.4 -

aSeverity of adverse events based on NCI CTC (version 1.0)

PComplete hair loss = Grade 2

¢ Includes angina pectoris, arterial thrombosis, cerebral infarct, cerebrovascular accident, deep thrombophlebitis, embolus
lower extremity, heart arrest, myocardial infarct, myocardial ischemia, peripheral vascular disorder, pulmonary embolus,
sudden death, thrombophlebitis, thrombosis, vascular disorder.
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577
TableQ, Study 2: Percent (%) of Patients Experiencing Clinically Relevant
Adver se Eventsin Combination Ther apies®

Study 2
Irinotecan +
5-FUILV 5-FUILV
infusional d 1& 2 infusional d 1& 2
g 2 weeks g 2 weeks
Adver se Event N= 145 N=143
Grade 1-4 Grade 3&4 Grade 1-4 Grade 3&4
TOTAL Adverse Events 100 72.4 100 39.2
GASTROINTESTINAL
Diarrhea
late 724 144 448 6.3
grade 3 - 10.3 - 4.2
grade 4 - 41 - 21
Cholinergic syndrome® 28.3 14 0.7 0
Nausea 66.9 21 55.2 35
Abdominal pain 17.2 21 16.8 0.7
Vomiting 448 35 322 2.8
Anorexia 35.2 21 18.9 0.7
Constipation 30.3 0.7 25.2 14
Mucositis 40.0 4.1 28.7 2.8
HEMATOLOGIC
Neutropenia 825 46.2 479 134
grade 3 - 36.4 -- 12.7
grade 4 - 9.8 -- 0.7
Leukopenia 81.3 17.4 42.0 35
Anemia 97.2 21 90.9 21
Neutropenic fever - 34 -- 0.7
Thrombocytopenia 32.6 0 322 0
Neutropenic infection -- 2.1 -- 0
BODY ASAWHOLE
Asthenia 57.9 9.0 48.3 4.2
Pain 64.1 9.7 61.5 8.4
Fever 221 0.7 259 0.7
Infection 35.9 7.6 33.6 35
METABOLIC & NUTRITIONAL
- Bilirubin 19.1 35 35.9 10.6
DERMATOLOGIC
Hand & foot syndrome 10.3 0.7 126 0.7
Cutaneous signs 17.2 0.7 20.3 0
Alopecid 56.6 -- 16.8 --
RESPIRATORY
Dyspnea 9.7 1.4 4.9 0
CARDIOVASCULAR
Hypotension 34 14 0.7 0
Thromboembolic events” 11.7 - 5.6 -
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& Severity of adverse events based on NCI CTC (version 1.0)

®Includes rhinitis, increased salivation, miosis, lacrimation, diaphoresis, flushing, abdominal cramping or
diarrhea (occurring during or shortly after infusion of irinotecan)

¢ Complete hair loss = Grade 2

9| ncludes angina pectoris, arterial thrombosis, cerebral infarct, cerebrovascular accident, deep
thrombophlebitis, embolus lower extremity, heart arrest, myocardial infarct, myocardial ischemia, peripheral
vascular disorder, pulmonary embolus, sudden desth, thrombophlebitis, thrombosis, vascular disorder.

Second-L ine Single-Agent Therapy

Weekly Dosage Schedule

In three clinica studies evaluating the weekly dosage schedule, 304 patients with metastatic
carcinoma of the colon or rectum that had recurred or progressed following 5-FU-based therapy
were treated with CAMPTOSAR. Seventeen of the patients died within 30 days of the
adminigtration of CAMPTOSAR,; in five cases (1.6%, 5/304), the deaths were potentialy drug-
related. These five patients experienced a congtdlation of medical events that included known
effects of CAMPTOSAR. One of these patients died of neutropenic sepsis without fever.
Neutropenic fever occurred in nine (3.0%) other patients; these patients recovered with supportive
care.

One hundred nineteen (39.1%) of the 304 patients were hospitalized atota of 156 times
because of adverse events; 81 (26.6%) patients were hospitaized for events judged to be related to
adminigration of CAMPTOSAR. The primary reasons for drug- related hospitdization were
diarrhea, with or without nausea and/or vomiting (18.4%); neutropeni alleukopenia, with or without
diarrhea and/or fever (8.2%); and nausea and/or vomiting (4.9%).

Adjustmentsin the dose of CAMPTOSAR were made during the cycle of treatment and for
subsequent cycles based on individua patient tolerance. Thefirst dose of at least one cycle of
CAMPTOSAR was reduced for 67% of patients who began the studies at the 125-mg/nt starting
dose. Within-cycle dose reductions were required for 32% of the cyclesinitiated at the 125-mg/n?
dose level. The most common reasons for dose reduction were late diarrhea, neutropenia, and
leukopenia. Thirteen (4.3%) patients discontinued trestment with CAMPTOSAR because of
adverse events. The adverse eventsin Table 10 are based on the experience of the 304 patients
enrolled in the three studies described in the CLINICAL STUDIES, Studies Evauating the Weekly
Dosage Schedule, section.
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Table 10. Adverse Events Occurring in >10% of 304 Previously Treated Patients
with Metastatic Car cinoma of the Colon or Rectum?

Body System & Event

% of Patients Reporting

NCI Grades 1-4

NCI Grades3 & 4

GASTROINTESTINAL

Diarrhea (late)” 88 31
7-9 stools/day (grade 3) Ya (16)
310 stools/day (grade 4) Ya (14)
Nausea 86 17
Vomiting 67 12
Anorexia 55 6
Diarrhea (early)® 51 8
Constipation 30 2
Flatulence 12 0
Stomatitis 12 1
Dyspepsia 10 0
HEMATOLOGIC
Leukopenia 63 28
Anemia 60 7
Neutropenia 54 26
500 to <1000/mm?® (grade 3) Ya (15)
<500/mm?® (grade 4) Ya (12)
BODY ASA WHOLE
Asthenia 76 12
Abdominal cramping/pain 57 16
Fever 45 1
Pain 24 2
Headache 17 1
Back pain 14 2
Chills 14 0
Minor infection® 14 0
Edema 10 1
Abdominal enlargement 10 0
METABOLIC & NUTRITIONAL
~ Body weight 30 1
Dehydration 15 4
- Alkaline phosphatase 13 4
- SGOT 10 1
DERMATOLOGIC
Alopecia 60 NA®
Sweating 16 0
Rash 13 1
RESPIRATORY
Dyspnea 22 4
- Coughing 17 0
Rhinitis 16 0
NEUROLOGIC
Insomnia 19 0
Dizziness 15 0
CARDIOVASCULAR
Vasodilation (flushing) 11 0

@Severity of adverse events based on NCI CTC (version 1.0)
® Occurring > 24 hours after administration of CAMPTOSAR
©Occurring £24 hours after administration of CAMPTOSAR

9 Primarily upper respiratory infections

¢ Not applicable; complete hair loss = NCI grade 2
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Once-Every-3-Week Dosage Schedule

A totd of 535 patients with metastatic colorectal cancer whose disease had recurred or
progressed following prior 5-FU therapy participated in the two phase 3 studies: 316 received
irinotecan, 129 received 5-FU, and 90 received best supportive care. Eleven (3.5%) patients
treated with irinotecan died within 30 days of trestment. In three cases (1%, 3/316), the deaths
were potentialy related to irinotecan trestment and were attributed to neutropenic infection, grade 4
diarrhea, and asthenia, respectively. One (0.8%, 1/129) patient treated with 5-FU died within 30
days of treatment; this death was attributed to grade 4 diarrhea.

Hospitalizations due to serious adverse events (whether or not related to study trestment)
occurred at least once in 60% (188/316) of patients who received irinotecan, 63% (57/90) who
received best supportive care, and 39% (50/129) who received 5- FU-based therapy. Eight percent
of patients treated with irinotecan and 7% treated with 5-FU-based therapy discontinued treatment
due to adverse events.

Of the 316 patients treated with irinotecan, the most dinicdly sgnificant adverse events (Al
grades, 1-4) were diarrhea (84%), dopecia (72%), nausea (70%), vomiting (62%), cholinergic
symptoms (47%), and neutropenia (30%). Table 11 lists the grade 3 and 4 adverse events reported
in the patients enrolled to dl trestment arms of the two studies described in the CLINICAL
STUDIES, Studies Evauating the Once- Every-3-Week Dosage Schedule, section.
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628
Table 11. Percent Of Patients Experiencing Grade 3 & 4 Adverse Events
In Compar ative Studies Of Once-Every-3-Week Irinotecan Therapy?

Study 1 Study 2
Irinotecan BSCP® Irinotecan 5-FU
Adver se Event N=189 N=90 N=127 N=129
TOTAL Grade 3/4
Adverse Events 79 67 69 54
GASTROINTESTINAL
Diarrhea 22 6 22 11
Vomiting 14 8 14 5
Nausea 14 3 11 4
Abdominal pain 14 16 9 8
Constipation 10 8 8 6
Anorexia 5 7 6 4
Mucositis 2 1 2 5
HEMATOLOGIC
L eukopenia/Neutropenia 22 0 14 2
Anemia 7 6 6 3
Hemorrhage 5 3 1 3
Thrombocytopenia 1 0 4 2
Infection
without grade 3/4 neutropenia 8 3 1 4
with grade 3/4 neutropenia 1 0 2 0
Fever
without grade 3/4 neutropenia 2 1 2 0
with grade 3/4 neutropenia 2 0 4 2
BODY ASA WHOLE
Pain 19 22 17 13
Asthenia 15 19 13 12
METABOLIC &
NUTRITIONAL
Hepatic ° 9 7 9 6
DERMATOLOGIC
Hand & foot syndrome 0 0 0 5
Cutaneous signs ¢ 2 0 1 3
RESPIRATORY ° 10 8 5 7
NEUROLOGIC f 12 13 9 4
CARDIOVASCULAR ¢ 9 3 4 2
OTHER" 32 28 12 14

& Severity of adverse events based on NCI CTC (version 1.0)

®BSC = best supportive care

¢ Hepatic includes events such as ascites and jaundice

4 Cutaneous signs include events such as rash

¢ Respiratory includes events such as dyspnea and cough

f Neurologic includes events such as somnolence

9 Cardiovascular includes events such as dysrhythmias, ischemia, and mechanical cardiac dysfunction
" Other includes events such as accidental injury, hepatomegaly, syncope, vertigo, and weight loss
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Overview of Adverse Events

Gastrointestinal: Nausea, vomiting, and diarrhea.are common adverse events following treatment
with CAMPTOSAR and can be severe. When observed, nausea and vomiting usualy occur during
or shortly after infuson of CAMPTOSAR. Inthe clinical studies testing the every 3-week-dosage
schedule, the median time to the onset of late diartheawas 5 days after irinotecan infuson. In the
clinical studies evauating the weekly dosage schedule, the median time to onset of late diarrheawas
11 days following adminigtration of CAMPTOSAR. For patients sarting trestment at the
125-mg/nt weekly dose, the median duration of any grade of |ate diarrheawas 3 days. Among
those patients trested at the 125-mg/nt weekly dose who experienced grade 3 or 4 late diarrhea,
the median duration of the entire episode of diarrheawas 7 days. The frequency of grade 3 or 4 late
diarrheawas somewhat greater in patients starting trestment at 125 mg/n? than in patients given a
100-mg/nt weekly starting dose (34% [65/193] versus 23% [24/102]; p=0.08). The frequency of
grade 3 and 4 late diarrhea by age was Sgnificantly greeter in patients 3 65 years than in patients
<65 years (40% [53/133] versus 23% [40/171]; p=0.002). In one study of the weekly dosage
treatment, the frequency of grade 3 and 4 late diarrheawas Sgnificantly grester in mdethanin
female patients (43% [25/58] versus 16% [5/32]; p=0.01), but there were no gender differencesin
the frequency of grade 3 and 4 late diarrhea in the other two studies of the weekly dosage treatment
schedule. Colonic ulceration, sometimes with gastrointestinal bleeding, has been observed in
associaion with adminigration of CAMPTOSAR.

Hematology: CAMPTOSAR commonly causes neutropenia, leukopenia (including
lymphocytopenia), and anemia. Serious thrombocytopeniais uncommon. When evduated in the
trids of weekly adminigration, the frequency of grade 3 and 4 neutropeniawas Sgnificantly higher in
patients who received previous pelvic/abdomind irradiation than in those who had not received such
irradiation (48% [13/27] versus 24% [67/277]; p=0.04). In these same studies, patients with
basdine serum totd bilirubin levels of 1.0 mg/dL or more dso had a sgnificantly greeter likdihood
of experiencing fird-cycle grade 3 or 4 neutropenia than those with bilirubin levels that were less
than 1.0 mg/dL (50% [19/38] versus 18% [47/266]; p<0.001). There were no sgnificant
differences in the frequency of grade 3 and 4 neutropenia by age or gender. In the clinical studies
evauating the weekly dosage schedule, neutropenic fever (concurrent NCI grade 4 neutropenia and
fever of grade 2 or greater) occurred in 3% of the patients, 6% of patients received G-CSF for the
treatment of neutropenia. NCI grade 3 or 4 anemiawas noted in 7% of the patients recelving
weekly treatment; blood transfusions were given to 10% of the patientsin these trids.

Body as a Whole: Aghenia, fever, and abdomind pain are generdly the most common events of
thistype.

Cholinergic Symptoms: Patients may have chalinergic symptoms of rhinitis, increased sdivation,
miogs, lacrimation, digphoresis, flushing, and intestind hyperperistalss that can cause abdomind
cramping and early diarrhea. If these symptoms occur, they manifest during or shortly after drug
infuson. They are thought to be related to the anticholinesterase activity of the irinotecan parent
compound and are expected to occur more frequently with higher irinotecan doses.

Hepatic: Intheclinica studies evauating the weekly dosage schedule, NCI grade 3 or 4 liver
enzyme abnormadlities were observed in fewer than 10% of patients. These events typicaly occur in
patients with known hepatic metastases.
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Dermatologic: Alopecia has been reported during trestment with CAMPTOSAR. Rashes have
also been reported but did not result in discontinuation of trestment.

Respiratory: Severe pulmonary events are infrequent. In the clinica studies evauating the weekly
dosage schedule, NCI grade 3 or 4 dyspnea was reported in 4% of patients. Over haf the patients
with dyspnea had lung metastases; the extent to which malignant pulmonary involvement or other
preexisting lung disease may have contributed to dyspneain these patients is unknown.

Neurologic: Insomniaand dizziness can occur, but are not usually considered to be directly related
to the adminigtration of CAMPTOSAR. Dizziness may sometimes represent symptometic evidence
of orthostatic hypotension in patients with dehydration.

Cardiovascular: Vasodilation (flushing) may occur during adminigtration of CAMPTOSAR.
Bradycardia may also occur, but has not required intervention. These effects have been attributed
to the cholinergic syndrome sometimes observed during or shortly after infuson of CAMPTOSAR.
Thromboembolic events have been observed in patients receiving CAMPTOSAR,; the specific
cause of these events has not been determined.

Other Non-U.S. Clinical Trials

Irinotecan has been studied in over 1100 patients in Japan. Patients in these studieshad a
variety of tumor types, including cancer of the colon or rectum, and were trested with severd
different doses and schedules. In generd, the types of toxicities observed were Smilar to those seen
in UStridswith CAMPTOSAR. There is some information from Japanese trids that patients with
considerable ascites or pleurd effusions were at increased risk for neutropeniaor diarrhea. A
potentidly life-threatening pulmonary syndrome, consisting of dyspnes, fever, and a reticulonodular
pattern on chest x-ray, was observed in asmall percentage of patientsin early Japanese sudies.
The contribution of irinotecan to these preiminary events was difficult to assess because these
patients also had lung tumors and some had preexigting nonmalignant pulmonary disease. As aresult
of these observations, however, clinica sudiesin the United States have enrolled few patients with
compromised pulmonary function, Sgnificant ascites, or pleurd effusons.

Post-M ar keting Experience

The following events have been identified during post- marketing use of CAMPTOSAR
indinica practice. Cases of colitis complicated by ulceration, bleeding, ileus, or infection have been
observed. There have been rare cases of rena impairment and acute rend failure, generaly in
patients who became infected and/or volume depleted from severe gastrointestinal toxicities (see
WARNINGS).

Hypersengtivity reactions including severe anaphylactic or angphylactoid reactions have aso
been observed (see WARNINGS).

OVERDOSAGE

In U.S. phase 1 triads, single doses of up to 345 mg/n of irinotecan were administered to
patients with various cancers. Single doses of up to 750 mg/n of irinotecan have been given in non-
U.S. trids. The adverse eventsin these patients were smilar to those reported with the
recommended dosage and regimen. There is no known antidote for overdosage of CAMPTOSAR.
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Maximum supportive care should be ingtituted to prevent dehydration due to diarrhea and to trest
any infectious complications.

DOSAGE AND ADMINISTRATION

Combination-Agent Dosage

Dosage Regimens

CAMPTOSAR Injection in Combination with 5-Fluorouracil (5-FU) and Leucovorin (LV)
CAMPTOSAR should be adminigtered as an intravenous infusion over 90 minutes (see

Preparation of Infuson Solution). For al regimens, the dose of LV should be administered

immediately after CAMPTOSAR, with the adminigtration of 5-FU to occur immediately after

receipt of LV. CAMPTOSAR should be used as recommended; the currently recommended

regimens are shown in Table 12.

Table 12, Combination-Agent Dosage Regimens & Dose Maodifications®

Regimen 1 CAMPTOSAR 125 mg/m2 IV over 90 min, d 1,8,15,22

6-wk cycle with LV 20 mg/m2 1V bolus, d 1,8,15,22

bolus 5-FU/LV 5-FU 500 mg/m2 1V bolus, d 1,8,15,22

(next cycle begins

on day 43)

Starting Dose & Modified Dose L evels (mg/m?)
Starting Dose DoseLevd -1 DoseLevel -2

CAMPTOSAR 125 100 75
LV 20 20 20
5-FU 500 400 300

Regimen 2 CAMPTOSAR 180 mg/m? IV over 90 min, d 1,15,29

6-wk cycle with LV 200 mg/m? 1V over 2 h, d 1,2,15,16,29,30

infusional 5FU  Bolus 400 mg/m? IV bolus, d 1,2,15,16,29,30

5-FUILV 5FU  Infusion’ 600 mg/m? IV over 22 h, d 1,2,15,16,29,30

(next cycle begins

on day 43)

Starting Dose & Modified Dose L evels (mg/m?)
Starting Dose DoseLevd -1 DoseLevel -2

CAMPTOSAR 180 150 120
LV 200 200 200
5-FU Bolus 400 320 240
5-FU  Infusion” 600 480 360

@Dose reductions beyond dose level —2 by decrements of »20% may be warranted for patients continuing to experience
toxicity. Provided intolerable toxicity does not develop, treatment with additional cycles may be continued indefinitely as
long as patients continue to experience clinical benefit.

BInfusion follows bolus administration.

Daosing for patients with bilirubin >2 mg/dL cannot be recommended since such patients were
not included in clinical studies. It is recommended that patients receive premedication with
antiemetic agents. Prophylactic or thergpeutic administration of atropine should be considered in
patients experiencing cholinergic symptoms. See PRECAUTIONS, Generd.

Dose Modifications
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Petients should be carefully monitored for toxicity and assessed prior to each trestment. Doses
of CAMPTOSAR and 5-FU should be modified as necessary to accommodate individua patient
tolerance to treatment. Based on the recommended dose-levels described in Table 12,
Combination Agent Dosage Regimens & Dose Modifications, subsequent doses should be adjusted
as suggested in Table 13, Recommended Dose Modifications for Combination Schedules. All dose
modifications should be based on the worst preceding toxicity. After the first trestment, patients with
active diarrhea should return to pre-trestment bowel function without requiring antidiarrhea
medications for at least 24 hours before the next chemotherapy administration.

A new cycle of thergpy should not begin until the toxicity has recovered to NCI grade 1 or less.
Treatment may be delayed 1 to 2 weeks to alow for recovery from treatment-related toxicity. If
the patient has not recovered, congideration should be given to discontinuing therapy. Provided
intolerable toxicity does not devel op, treetment with additiond cycles of CAMPTOSAR/S-FU/LV
may be continued indefinitely as long as patients continue to experience clinica benefit.

Table 13. Recommended Dose M odifications for
CAMPTOSAR/5-Fluorouracil (5-FU)/L eucovorin (LV) Combination Schedules
Patients should return to pre-treatment bowel function without requiring antidiarrhea medications for at least
24 hours before the next chemotherapy administration. A new cycle of therapy should not begin until the
granulocyte count has recovered to 3 1500/mm?, and the platelet count has recovered to 2 100,000/mm?, and
treatment-related diarrheaisfully resolved. Treatment should be delayed 1 to 2 weeksto allow for recovery from

treatment-related toxicities. |f the patient has not recovered after a 2-week delay, consideration should be given
to discontinuing therapy

Toxicity During a Cycle of Therapy At the Start of Subsequent
NCI CTC Grade® (Value) Cycles of Therapy®
No toxicity Maintain dose level Maintain dose level

Neutropenia

1 (1500 to 1999/mm?)
2 (1000 to 1499/mm°)
3 (500 to 999/mm?)

4 (<500/mm?®)

Maintain dose level
Maintain dose level
" 1doselevel

~ 2dose levels

Maintain dose level

" 1doselevel

Omit dose until resolved to £ grade 2, then — 1 dose level
Omit dose until resolved to £ grade 2, then — 2 dose
levels

Omit dose until resolved, then ~ 2 dose levels

Dose modifications for leukopenia or thrombocytopenia during a cycle of therapy and at the
start of subsequent cycles of therapy are also based on NCI toxicity criteria and are the same
as recommended for neutropenia above.

Neutropenic fever
Other hematologic toxicities

Diarrhea

1 (2-3 stools/day > pretx°®)
2 (4-6 stools/day > pretx)
3 (7-9 stools/day > pretx)
4 (310 stools/day > pretx)

Delay dose until resolved to baseline, then give same dose
Omit dose until resolved to baseline, then — 1 dose level
Omit dose until resolved to baseline, then — 1 dose level
Omit dose until resolved to baseline, then ~ 2 dose levels

Maintain dose level
Maintain dose level
" 1doselevel

~ 2 dose levels

Other nonhematologic
toxicities®
1

2
3
4

Maintain dose level

Omit dose until resolved to £ grade 1, then — 1 dose level
Omit dose until resolved to £ grade 2, then — 1 dose level
Omit dose until resolved to £ grade 2, then — 2 dose
levels

For mucositis/stomatitis decrease only 5-FU, not
CAMPTOSAR

Maintain dose level
Maintain dose level
~ 1doselevel

~ 2 dose levels

For mucositis/stomatitis decrease
only 5-FU, not CAMPTOSAR.

@ National Cancer Institute Common Toxicity Criteria (version 1.0)
P Relative to the starting dose used in the previous cycle

° Pretreatment

9 Excludes alopecia, anorexia, asthenia

Single-Agent Dosage Schedules
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Dosage Regimens

CAMPTOSAR should be administered as an intravenous infusion over 90 minutes for both the
weekly and once-every-3-week dosage schedules (see Preparation of Infusion Solution). Single-
agent dosage regimens are shown in Table 14.

Table 14. Single-Agent Regimens of CAMPTOSAR and Dose M odifications

Weekly Regimen? 125 mg/m2 IV over 90 min, d 1,8,15,22 then 2-wk rest
Starting Dose & Modified Dose L evels® (mg/m®)
Starting Dose DoseLevd -1 DoseLeve -2
125 100 75
Once-Every-3-Week Regimen® 350 mg/m? IV over 90 min, once every 3 wks®
Starting Dose & Modified Dose L evels (mg/m?)
Starting Dose DoseLevd -1 Dose Level -2
350 300 250

@Subsequent doses may be adjusted as high as 150 mg/m? or to as low as 50 mg/m? in 25 to 50 mg/m? decrements
depending upon individual patient tolerance.

PSubsequent doses may be adjusted as low as 200 mg/m? in 50 mg/m? decrements depending upon individual patient
tolerance.

°Provided intolerable toxicity does not develop, treatment with additional cycles may be continued indefinitely aslong as
patients continue to experience clinical benefit.

A reduction in the starting dose by one dose level of CAMPTOSAR may be considered for
patients with any of the following conditions. age?® 65 years, prior pelvic/abdomina radiotherapy,
performance status of 2, or increased bilirubin levels. Dosing for patients with bilirubin >2 mg/dL
cannot be recommended since such patients were not included in clinica udies.

It is recommended that patients receive premedication with antiemetic agents. Prophylactic or
therapeutic adminigtration of atropine should be consdered in patients experiencing cholinergic
symptoms. See PRECAUTIONS, Generdl.

Dose Modifications

Petients should be carefully monitored for toxicity and doses of CAMPTOSAR should be
modified as necessary to accommodate individua patient tolerance to trestment. Based on
recommended dose-levels described in Table 14, Sngle-Agent Regimens of CAMPTOSAR and
Dose Madifications, subsequent doses should be adjusted as suggested in Table 15, Recommended
Dose Modifications for Sngle- Agent Schedules. All dose modifications should be based on the
worst preceding toxicity.

A new cycle of thergpy should not begin until the toxicity has recovered to NCI grade 1 or less.
Treatment may be delayed 1 to 2 weeks to alow for recovery from treatment-related toxicity. If
the patient has not recovered, consideration should be given to discontinuing this combination
therapy. Provided intolerable toxicity does not develop, treatment with additional cycles of
CAMPTOSAR may be continued indefinitely as long as patients continue to experience clinica
benefit.
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Table1l5. Recommended Dose M odifications For Single-Agent Schedules®

A new cycle of therapy should not begin until the granulocyte count has recover ed to 3 1500/mm?, and the platelet count has

recovered to 2 100,000/mm?, and treatment-related diarrheaisfully resolved. Treatment should be delayed 1 to 2 weeksto allow

for recovery from treatment-related toxicities. If the patient has not recovered after a 2-week delay, consideration should be
given to discontinuing CAMPTOSAR.

Worst Toxicity
NCI Grade® (Value)

During a Cycle of Therapy

At the Start of the Next Cycles of Therapy
(After Adequate Recovery), Compared with
the Starting Dose in the Previous Cyclée®

Weekly

Weekly

Once Every 3 Weeks

No toxicity

Maintain dose level

- 25mg/m?uptoa
maximum dose of
150 mg/m?

Maintain dose level

Neutropenia
1 (1500 to 1999/mm°)
2 (1000 to 1499/mm?)

Maintain dose level
~ 25 mg/m?

Maintain dose level
Maintain dose level

Maintain dose level
Maintain dose level

3 (500 to 999/mm?) Omit dose until resolved to £ grade 2, then ~ 25 mg/m? | ~ 25 mg/m? ~ 50 mg/m?
4 (<500/mm?®) Omit dose until resolved to £ grade 2, then ~ 50 mg/m? | ~ 50 mg/m? ~ 50 mg/m?
Neutropenic fever Omit dose until resolved, then ~ 50 mg/m?when ~ 50 mg/m? ~ 50 mg/m?

resolved

Other hematologic
toxicities

Dose modifications for leukopenia, thrombocytopenia, and anemia during a cycle of therapy and at the start of

subsequent cycles of therapy are also based on NCI toxici
neutropenia above.

ity criteria and are the same as recommended for

Diarrhea

1 (2-3 stools/day > Maintain dose level Maintain dose level Maintain dose level
pretx°©) ~ 25 mg/m? Maintain dose level Maintain dose level
2 (4-6 stools/day > Omit dose until resolved to £ grade 2, then ~ 25 mg/m? | ~ 25 mg/m? ~ 50 mg/m?

pretx) Omit dose until resolved to £ grade 2 then ™ 50 mg/m? | ~ 50 mg/m? ~ 50 mg/m?

3 (7-9 stools/day >

pretx)

4 (310 stools/day >

pretx)

Other

nonhematologic®

toxicities Maintain dose level Maintain dose level Maintain dose level
1 ~ 25 mg/m? ~ 25 mg/m? ~ 50 mg/m?

2 Omit dose until resolved to £ grade 2, then ~ 25 mg/m? | ~ 25 mg/m? ~ 50 mg/m?

i Omit dose until resolved to £ grade 2, then ~ 50 mg/m® | ~ 50 mg/m? ~ 50 mg/m?

 All dose modifications should be based on the worst preceding toxicity
P National Cancer |nstitute Common Toxicity Criteria (version 1.0)

¢ Pretreatment

9 Excludes alopecia, anorexia, asthenia

778

779 Preparation & Administration Precautions
780 Aswith other potentidly toxic anticancer agents, care should be exercised in the handling and
781  preparation of infusion solutions prepared from CAMPTOSAR Injection. The use of glovesis
782 recommended. If a solution of CAMPTOSAR contacts the skin, wash the skin immediately and
783 thoroughly with soap and water. If CAMPTOSAR contacts the mucous membranes, flush

784 thoroughly with water. Severa published guideines for handling and disposd of anticancer agents

785 aeavalable!”’

786

787 Preparation of Infuson Solution
788 Ingpect vid contents for particulate matter and repeat ingpection when drug product is
789 withdrawn from vid into syringe.
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790 CAMPTOSAR Injection must be diluted prior to infuson. CAMPTOSAR should be diluted in
791 5% Dextrose Injection, USP, (preferred) or 0.9% Sodium Chloride Injection, USP, to afina

792 concentration range of 0.12 to 2.8 mg/mL. In most clinical trids, CAMPTOSAR was administered
793 in 250 mL to 500 mL of 5% Dextrose Injection, USP.

794 The solution is physically and chemicaly stable for up to 24 hours a room temperature

795 (approximately 25°C) and in ambient fluorescent lighting. Solutions diluted in 5% Dextrose

796 Injection, USP, and stored at refrigerated temperatures (approximately 2° to 8°C), and protected
797 from light are physcdly and chemicaly stable for 48 hours. Refrigeration of admixtures usng 0.9%
798 Sodium Chloride Inection, USP, is not recommended due to alow and sporadic incidence of

799 vidble particulates. Freezing CAMPTOSAR and admixtures of CAMPTOSAR may result in

800  precipitation of the drug and should be avoided. Because of possible microbia contamination during
go1  dilution, it is advisable to use the admixture prepared with 5% Dextrose Injection, USP, within 24
802  hoursif refrigerated (2° to 8°C, 36° to 46°F). In the case of admixtures prepared with 5%

803  Dextrose Injection, USP, or Sodium Chloride Injection, USP, the solutions should be used within 6
804  hoursif kept at room temperature (15° to 30°C, 59° to 86°F).

805 Other drugs should not be added to the infusion solution. Parentera drug products should be
806  ingpected visudly for particulate matter and discoloration prior to administration whenever solution
807  and container permit.

808
go9 HOW SUPPLIED
810 Each mL of CAMPTOSAR Injection contains 20 mg irinotecan (on the basis of the trihydrate

811 sdt); 45 mg sorbitol; and 0.9 mg lactic acid. When necessary, pH has been adjusted to 3.5 (range,
812  3.0to 3.8) with sodium hydroxide or hydrochloric acid.

813 CAMPTOSAR Injection is avallable in Sngle-dose amber glass vidsin the following package
814  gzes

815 2mL NDC 0009-7529-02

816 5mL NDC 0009-7529-01

817 Thisis packaged in a backing/plagtic blister to protect against inadvertent breskage and

818  leakage. The vid should be ingpected for damage and visible signs of leaks before removing the
819  backing/plastic blister. If damaged, incinerate the unopened package.

820 Store at controlled room temperature 15° to 30°C (59° to 86°F). Protect from light. It is

821 recommended that the vid (and backing/pladtic blister) should remain in the carton until the time of
82  Uuse

823

824  Rxonly

825
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