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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all of the information needed to use

ONIVYDE® safely and effectively. See full prescribing information for ONIVYDE®
ONIVYDE® (irinotecan liposome injection), for intravenous use

Initial U.S. Approval: 1996

WARNING: SEVERE NEUTROPENIA and SEVERE DIARRHEA
See full prescribing information for complete boxed warning

e Fatal neutropenic sepsis occurred in 0.8% of patients receiving ONIVYDE.
Severe or life-threatening neutropenic fever or sepsis occurred in 3% and severe
or life-threatening neutropenia occurred in 20% of patients receiving ONIVYDE
in combination with fluorouracil and leucovorin. Withhold ONIVYDE for absolute
neutrophil count below 1500/mm? or neutropenic fever. Monitor blood cell
counts periodically during treatment (2.2), (5.1).

o Severe diarrhea occurred in 13% of patients receiving ONIVYDE in combination
with fluorouracil and leucovorin. Do not administer ONIVYDE to patients with
bowel obstruction. Withhold ONIVYDE for diarrhea of Grade 2-4 severity.
Administer loperamide for late diarrhea of any severity. Administer atropine,
if not contraindicated, for early diarrhea of any severity (2.2), (5.2).

INDICATIONS AND USAGE

ONIVYDE is a topoisomerase inhibitor indicated, in combination with fluorouracil and
leucovorin, for the treatment of patients with metastatic adenocarcinoma of the pancreas
after disease progression following gemcitabine-based therapy. (1)

Limitation of Use: ONIVYDE is not indicated as a single agent for the treatment of patients
with metastatic adenocarcinoma of the pancreas. (1)

DOSAGE AND ADMINISTRATION
* Do not substitute ONIVYDE for other drugs containing irinotecan HCI. (2.1)

* Recommended dose of ONIVYDE is 70 mg/m? intravenous infusion over 90 minutes
every two weeks. (2.2)

* Recommended starting dose of ONIVYDE in patients homozygous for UGT1A1*28 is
50 mg/m? every two weeks. (2.2)

* There is no recommended dose of ONIVYDE for patients with serum bilirubin above the
upper limit of normal. (2.2)

* Premedicate with a corticosteroid and an anti-emetic. 30 minutes prior to ONIVYDE. (2.2)

DOSAGE FORMS AND STRENGTHS
Injection: 43 mg/10 mL single dose vial (3)

CONTRAINDICATIONS
Severe hypersensitivity reaction to ONIVYDE or irinotecan HCI. (4, 5.4)

WARNINGS AND PRECAUTIONS

* |Interstitial lung disease (ILD): Fatal ILD has occurred in patients receiving irinotecan
HCI. Discontinue ONIVYDE if ILD is diagnosed. (5.3)

o Severe hypersensitivity reaction: Permanently discontinue ONIVYDE for severe
hypersensitivity reactions. (5.4, 4)

* Embryo-fetal toxicity: Can cause fetal harm. Advise females of reproductive potential of
the potential risk to a fetus and to use effective contraception. (5.5, 8.1, 8.3)

ADVERSE REACTIONS

The most common adverse reactions (= 20%) of ONIVYDE: diarrhea, fatigue/asthenia,
vomiting, nausea, decreased appetite, stomatitis, and pyrexia. The most common laboratory
abnormalities (= 10% Grade 3 or 4) were lymphopenia and neutropenia. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Ipsen Biopharmaceuticals, Inc. at
1-855-463-5127 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e Strong CYP3A4 Inducers: Avoid the use of strong CYP3A4 inducers if possible.
Substitute non-enzyme inducing therapies at least 2 weeks prior to initiation of
ONIVYDE. (7.1)

o Strong CYP3A4 Inhibitors: Avoid the use of strong CYP3A4 or UGT1A1 inhibitors,
if possible; discontinue strong CYP3A4 inhibitors at least 1 week prior to starting
therapy. (7.2)

USE IN SPECIFIC POPULATIONS
» Lactation: Do not breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 06/2017
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FULL PRESCRIBING INFORMATION

WARNING: SEVERE NEUTROPENIA and SEVERE DIARRHEA

Fatal neutropenic sepsis occurred in 0.8% of patients receiving ONIVYDE.
Severe or life-threatening neutropenic fever or sepsis occurred in 3% and severe
or life-threatening neutropenia occurred in 20% of patients receiving ONIVYDE
in combination with fluorouracil and leucovorin. Withhold ONIVYDE for absolute
neutrophil count below 1500/mm? or neutropenic fever. Monitor blood cell counts
periodically during treatment [see Dosage and Administration (2.2) and Warnings
and Precautions (5.1)].

Severe diarrhea occurred in 13% of patients receiving ONIVYDE in combination
with fluorouracil and leucovorin. Do not administer ONIVYDE to patients with bowel
obstruction. Withhold ONIVYDE for diarrhea of Grade 2-4 severity. Administer
loperamide for late diarrhea of any severity. Administer atropine, if not contra-
indicated, for early diarrhea of any severity [see Dosage and Administration (2.2)

and Warnings and Precautions (5.2)].

1 INDICATIONS AND USAGE

ONIVYDE®is indicated, in combination with fluorouracil and leucovorin, for the treatment
of patients with metastatic adenocarcinoma of the pancreas after disease progression
following gemcitabine-based therapy.

Limitation of Use: ONIVYDE is not indicated as a single agent for the treatment of patients
with metastatic adenocarcinoma of the pancreas [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

21 Important Use Information

DO NOT SUBSTITUTE ONIVYDE for other drugs containing irinotecan HCI.

2.2 Recommended Dose

Administer ONIVYDE prior to leucovorin and fluorouracil /see Clinical Studies (14)].

e The recommended dose of ONIVYDE is 70 mg/m? administered by intravenous
infusion over 90 minutes every 2 weeks.

* The recommended starting dose of ONIVYDE in patients known to be homozygous
for the UGT1A1*28 allele is 50 mg/m? administered by intravenous infusion over
90 minutes. Increase the dose of ONIVYDE to 70 mg/m? as tolerated in subsequent
cycles.

* There is no recommended dose of ONIVYDE for patients with serum bilirubin above
the upper limit of normal [see Adverse Reactions (6.1) and Clinical Studies (14)].

Premedication
Administer a corticosteroid and an anti-emetic 30 minutes prior to ONIVYDE infusion.
2.3 Dose Modifications for Adverse Reactions

Table 1: Recommended Dose Modifications for ONIVYDE

ONIVYDE adjustment

in patients receiving
70 mg/m?

Patients homozygous for
UGT1A1*28 without previous
increase to 70 mg/m?

Toxicity

NCI CTCAE va.ot | Oceurrence

Withhold ONIVYDE.

Initiate loperamide for late onset diarrhea of any severity.
Administer intravenous or subcutaneous atropine 0.25 to 1 mg

(unless clinically contraindicated) for early onset diarrhea of any
Grade 3 or 4

d severity.
adverse
reactions Upon recovery to < Grade 1, resume ONIVYDE at:
First 50 mg/m? 43 mg/me
Second 43 mg/m? 35 mg/me
Third Discontinue ONIVYDE Discontinue ONIVYDE
Interstitial Lung ) . ’ ) )
Disease First Discontinue ONIVYDE Discontinue ONIVYDE
Anaphylactic . . ! ] ]
Reaction First Discontinue ONIVYDE Discontinue ONIVYDE

tNCI CTCAE v 4.0=National Cancer Institute Common Toxicity Criteria for Adverse Events version 4.0

For recommended dose modifications of fluorouracil (5-FU) or leucovorin (LV), refer to the
Full Prescribing Information; refer to Clinical Studies (14).

2.4 Preparation and Administration

ONIVYDE is a cytotoxic drug. Follow applicable special handling and disposal procedures.’

Preparation

e Withdraw the calculated volume of ONIVYDE from the vial. Dilute ONIVYDE in
500 mL 5% Dextrose Injection, USP or 0.9% Sodium Chloride Injection, USP and
mix diluted solution by gentle inversion.

* Protect diluted solution from light.

¢ Administer diluted solution within 4 hours of preparation when stored at room
temperature or within 24 hours of preparation when stored under refrigerated
conditions [2°C to 8°C (36°F to 46°F)]. Allow diluted solution to come to room
temperature prior to administration.

e Do NOT freeze.

Administration

¢ Infuse diluted solution intravenously over 90 minutes. Do not use in-line filters.
Discard unused portion.

3 DOSAGE FORMS AND STRENGTHS

Injection: 43 mg/10 mL irinotecan free base as a white to slightly yellow, opaque, liposomal
dispersion in a single-dose vial.

4 CONTRAINDICATIONS

ONIVYDE is contraindicated in patients who have experienced a severe hypersensitivity
reaction to ONIVYDE or irinotecan HCI.

5 WARNINGS AND PRECAUTIONS

5.1 Severe Neutropenia

ONIVYDE can cause severe or life-threatening neutropenia and fatal neutropenic sepsis.
In Study 1, the incidence of fatal neutropenic sepsis was 0.8% among patients receiving
ONIVYDE, occurring in one of 117 patients in the ONIVYDE plus fluorouracil/leucovorin
(ONIVYDE/5-FU/LV) arm and one of 147 patients receiving ONIVYDE as a single agent.
Severe or life-threatening neutropenia occurred in 20% of patients receiving ONIVYDE/
5-FU/LV compared to 2% of patients receiving fluorouracil/leucovorin alone (5-FU/LV).
Grade 3 or 4 neutropenic fever/neutropenic sepsis occurred in 3% of patients receiving
ONIVYDE/5-FU/LV, and did not occur in patients receiving 5-FU/LV.

In patients receiving ONIVYDE/5-FU/LV, the incidence of Grade 3 or 4 neutropenia was
higher among Asian patients [18 of 33 (55%)] compared to White patients [13 of 73
(18%)]. Neutropenic fever/neutropenic sepsis was reported in 6% of Asian patients
compared to 1% of White patients [see Clinical Pharmacology (12.3)].

Monitor complete blood cell counts on Days 1 and 8 of every cycle and more frequently
if clinically indicated. Withhold ONIVYDE if the absolute neutrophil count (ANC) is below
1500/mmé or if neutropenic fever occurs. Resume ONIVYDE when the ANC is 1500/mm?
or above. Reduce ONIVYDE dose for Grade 3-4 neutropenia or neutropenic fever following
recovery in subsequent cycles [see Dosage and Administration (2.2)].

5.2 Severe Diarrhea

ONIVYDE can cause severe and life-threatening diarrhea. Do not administer ONIVYDE to
patients with bowel obstruction.

Severe or life-threatening diarrhea followed one of two patterns: late onset diarrhea (onset
more than 24 hours following chemotherapy) and early onset diarrhea (onset within
24 hours of chemotherapy, sometimes occurring with other symptoms of cholinergic
reaction) [see Cholinergic Reactions (6.1)]. An individual patient may experience both early
and late-onset diarrhea.

In Study 1, Grade 3 or 4 diarrhea occurred in 13% receiving ONIVYDE/5-FU/LV compared
to 4% receiving 5-FU/LV. The incidence of Grade 3 or 4 late onset diarrhea was 9% in
patients receiving ONIVYDE/5-FU/LV, compared to 4% in patients receiving 5-FU/LV. The
incidence of Grade 3 or 4 early onset diarrhea was 3% in patients receiving ONIVYDE/
5-FU/LV, compared to no Grade 3 or 4 early onset diarrhea in patients receiving 5-FU/LV.
Of patients receiving ONIVYDE/5-FU/LV in Study 1, 34% received loperamide for late-onset
diarrhea and 26% received atropine for early-onset diarrhea. Withhold ONIVYDE for
Grade 2-4 diarrhea. Initiate loperamide for late onset diarrhea of any severity. Administer
intravenous or subcutaneous atropine 0.25 to 1 mg (unless clinically contraindicated)
for early onset diarrhea of any severity. Following recovery to Grade 1 diarrhea, resume
ONIVYDE at a reduced dose [see Dosage and Administration (2.2)].

5.3 Interstitial Lung Disease

Irinotecan HCI can cause severe and fatal interstitial lung disease (ILD). Withhold ONIVYDE
in patients with new or progressive dyspnea, cough, and fever, pending diagnostic
evaluation. Discontinue ONIVYDE in patients with a confirmed diagnosis of ILD.

5.4 Severe Hypersensitivity Reaction

Irinotecan HCI can cause severe hypersensitivity reactions, including anaphylactic
reactions. Permanently discontinue ONIVYDE in patients who experience a severe
hypersensitivity reaction.

5.5 Embryo-Fetal Toxicity

Based on animal data with irinotecan HCI and the mechanism of action of ONIVYDE,
ONIVYDE can cause fetal harm when administered to a pregnant woman. Embryotoxicity
and teratogenicity were observed following treatment with irinotecan HCI, at doses resulting
in irinotecan exposures lower than those achieved with ONIVYDE 70 mg/m? in humans,
administered to pregnant rats and rabbits during organogenesis. Advise pregnant women
of the potential risk to a fetus. Advise females of reproductive potential to use effective
contraception during treatment with ONIVYDE and for one month following the final dose
[see Use in Specific Populations (8.1, 8.3), Clinical Pharmacology (12.1)].

6 ADVERSE REACTIONS
The following adverse drug reactions are discussed in greater detail in other sections of
the label:

» Severe Neutropenia [see Warnings and Precautions (5.1) and Boxed Warning]

» Severe Diarrhea [see Warnings and Precautions (5.2) and Boxed Warning]

* |Interstitial Lung Disease [see Warnings and Precautions (5.3)]

* Severe Hypersensitivity Reactions [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in clinical trials of ONIVYDE cannot be directly compared to rates in clinical
trials of other drugs and may not reflect the rates observed in practice.



The safety data described below are derived from patients with metastatic adenocarcinoma
of the pancreas previously treated with gemcitabine-based therapy who received any part
of protocol-specified therapy in Study 1, an international, randomized, active-controlled,
open-label trial. Protocol-specified therapy consisted of ONIVYDE 70 mg/m? with
leucovorin 400 mg/m? and fluorouracil 2400 mg/m? over 46 hours every 2 weeks
(ONIVYDE/5-FU/LV; N=117), ONIVYDE 100 mg/m? every 3 weeks (N=147), or leucovorin
200 mg/m? and fluorouracil 2000 mg/m? over 24 hours weekly for 4 weeks followed by
2 week rest (5-FU/LV; N=134) [see Clinical Studies (14)]. Serum bilirubin within the
institutional normal range, albumin = 3 g/dL, and Karnofsky Performance Status (KPS)
> 70 were required for study entry. The median duration of exposure was 9 weeks in the
ONIVYDE/5-FU/LV arm, 9 weeks in the ONIVYDE monotherapy arm, and 6 weeks in the
5-FU/LV arm.

The most common adverse reactions (> 20%) of ONIVYDE were diarrhea, fatigue/asthenia,
vomiting, nausea, decreased appetite, stomatitis, and pyrexia. The most common, severe
laboratory abnormalities (> 10% Grade 3 or 4) were lymphopenia and neutropenia. The
most common serious adverse reactions (> 2%) of ONIVYDE were diarrhea, vomiting,
neutropenic fever or neutropenic sepsis, nausea, pyrexia, sepsis, dehydration, septic
shock, pneumonia, acute renal failure, and thrombocytopenia.

Adverse reactions led to permanent discontinuation of ONIVYDE in 11% of patients receiving
ONIVYDE/5-FU/LV; the most frequent adverse reactions resulting in discontinuation of
ONIVYDE were diarrhea, vomiting, and sepsis. Dose reductions of ONIVYDE for adverse
reactions occurred in 33% of patients receiving ONIVYDE/5-FU/LV; the most frequent
adverse reactions requiring dose reductions were neutropenia, diarrhea, nausea, and
anemia. ONIVYDE was withheld or delayed for adverse reactions in 62% of patients
receiving ONIVYDE/5-FU/LV; the most frequent adverse reactions requiring interruption or
delays were neutropenia, diarrhea, fatigue, vomiting, and thrombocytopenia.

Table 2 provides the frequency and severity of adverse reactions in Study 1 that occurred
with higher incidence (=5% difference for Grades 1-4 or >2% difference for Grades 3-4)
in patients who received ONIVYDE/5-FU/LV compared to patients who received 5-FU/LV.
Tahle 2: Adverse Reactions with Higher Incidence (5% Difference for Grades 1-4* or
>2% Difference for Grades 3 and 4) in the ONIVYDE/5-FU/LV Arm

ONIVYDE/5-FU/LV 5-FU/LV
Adverse Reaction N=117 N=134
Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 3-4
(%) (%) (%) (%)
Gastrointestinal disorders
Diarrhea 59 13 26 4
Early diarrhea® 30 3 15 0
Late diarrhea* 43 9 17 4
Vomiting 52 11 26 3
Nausea 51 8 34 4
Stomatitis’ 32 4 12 1
Infections and infestations 38 17 15 10
Sepsis 4 3 2
Neutropenic fever/neutropenic 3 3 1 0
sepsis*
Gastroenteritis 3 3 0 0
Intravenous catheter-related 3 3 0 0
infection
General disorders and administration site conditions
Fatigue/asthenia 56 21 43 10
Pyrexia 23 2 11 1
Metabolism and nutrition disorders
Decreased appetite 44 4 32 2
Weight loss 17 2 7 0
Dehydration 8 4 7 2
Skin and subcutaneous tissue disorders
Alopecia 14 1 5 0

* NCI CTCAE v4.0

' Early diarrhea: onset within 24 hours of ONIVYDE administration

+ Late diarrhea: onset >1 day after ONIVYDE administration

§ Includes stomatitis, aphthous stomatitis, mouth ulceration, mucosal inflammation.
* Includes febrile neutropenia

Cholinergic Reactions: ONIVYDE can cause cholinergic reactions manifesting as rhinitis,
increased salivation, flushing, bradycardia, miosis, lacrimation, diaphoresis, and intestinal
hyperperistalsis with abdominal cramping and early onset diarrhea. In Study 1, Grade 1 or
2 cholinergic symptoms other than early diarrhea occurred in 12 (4.5%) ONIVYDE-treated
patients. Six of these 12 patients received atropine and in 1 of the 6 patients, atropine was
administered for cholinergic symptoms other than diarrhea.

Infusion Reactions: Infusion reactions, consisting of rash, urticaria, periorbital edema, or
pruritus, occurring on the day of ONIVYDE administration were reported in 3% of patients
receiving ONIVYDE or ONIVYDE/5-FU/LV.

Laboratory abnormalities that occurred with higher incidence in the ONIVYDE/5-FU/LV arm
compared to the 5-FU/LV arm (=5% difference) are summarized in the following table.

Table 3: Laboratory Abnormalities with Higher Incidence (>5% Difference) in the
ONIVYDE/5-FU/LV Arm*#

ONIVYDE/5-FU/LV 5-FU/LV
Laboratory abnormality N=117 N=134
Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 3-4
(%) (%) (%) (%)

Hematology

Anemia 97 6 86

Lymphopenia 81 27 75 17

Neutropenia 52 20 6

Thrombocytopenia 4 2 33 0
Hepatic

Increased alanine 51 6 37 1

aminotransferase (ALT)

Hypoalbuminemia 43 2 30 0
Metaholic

Hypomagnesemia 35 0 21 0

Hypokalemia 32 2 19 2

Hypocalcemia 32 1 20 0

Hypophosphatemia 29 4 18 1

Hyponatremia 27 5 12 3
Renal

Increased creatinine 18 0 13 0

*NCI CTCAE v4.0, worst grade shown.
# Percent based on number of patients with a baseline and at least one post-baseline measurement.

7 DRUG INTERACTIONS
71 Strong CYP3A4 Inducers

Following administration of non-liposomal irinotecan (i.e., irinotecan HCl), exposure to
irinotecan or its active metabolite, SN-38, is substantially reduced in adult and pediatric
patients concomitantly receiving the CYP3A4 enzyme-inducing anticonvulsants
phenytoin and strong CYP3A4 inducers. Avoid the use of strong CYP3A4 inducers (e.g.,
rifampin, phenytoin, carbamazepine, rifabutin, rifapentine, phenobarbital, St. John’s wort)
if possible. Substitute non-enzyme inducing therapies at least 2 weeks prior to initiation of
ONIVYDE therapy [see Clinical Pharmacology (12.3)].

7.2 Strong CYP3A4 or UGT1A1 Inhibitors

Following administration of non-liposomalirinotecan (i.e., irinotecan HCI), patients receiving
concomitant ketoconazole, a CYP3A4 and UGT1A1 inhibitor, have increased exposure
to irinotecan and its active metabolite SN-38. Co-administration of ONIVYDE with other
inhibitors of CYP3A4 (e.g., clarithromycin, indinavir, itraconazole, lopinavir, nefazodone,
nelfinavir, ritonavir, saquinavir, telaprevir, voriconazole) or UGT1A1 (e.g., atazanavir,
gemfibrozil, indinavir) may increase systemic exposure to irinotecan or SN-38.
Avoid the use of strong CYP3A4 or UGT1A1 inhibitors if possible. Discontinue strong
CYP3A4 inhibitors at least 1 week prior to starting ONIVYDE therapy [see Clinical
Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on animal data with irinotecan HCI and the mechanism of action of ONIVYDE,
ONIVYDE can cause fetal harm when administered to a pregnant woman [see Clinical
Pharmacology (12.1)]. There are no available data in pregnant women. Embryotoxicity and
teratogenicity were observed following treatment with irinotecan HCI, at doses resulting in
irinotecan exposures lower than those achieved with ONIVYDE 70 mg/m? in humans,
administered to pregnant rats and rabbits during organogenesis [see Data]. Advise
pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

No animal studies have been conducted to evaluate the effect of irinotecan liposome on
reproduction and fetal development; however, studies have been conducted with irinotecan
HCI. Irinotecan crosses the placenta of rats following intravenous administration.
Intravenous administration of irinotecan at a dose of 6 mg/kg/day to rats and rabbits during
the period of organogenesis resulted in increased post-implantation loss and decreased
numbers of live fetuses. In separate studies in rats, this dose resulted in an irinotecan
exposure of approximately 0.002 times the exposure of irinotecan based on area under
the curve (AUC) in patients administered ONIVYDE at the 70 mg/m?dose. Administration
of irinotecan HCI resulted in structural abnormalities and growth delays in rats at doses
greater than 1.2 mg/kg/day (approximately 0.0002 times the clinical exposure to irinotecan
in ONIVYDE based on AUC). Teratogenic effects included a variety of external, visceral, and
skeletal abnormalities. Irinotecan HCI administered to rat dams for the period following
organogenesis through weaning at doses of 6 mg/kg/day caused decreased learning ability
and decreased female body weights in the offspring.



8.2 Lactation

Risk Summary

There is no information regarding the presence of irinotecan liposome, irinotecan, or
SN-38 (an active metabolite of irinotecan) in human milk, or the effects on the breastfed
infant or on milk production. Irinotecan is present in rat milk [see Data].

Because of the potential for serious adverse reactions in breastfed infants from ONIVYDE,
advise a nursing woman not to breastfeed during treatment with ONIVYDE and for one
month after the final dose.

Data

Radioactivity appeared in rat milk within 5 minutes of intravenous administration of
radiolabeled irinotecan HCl and was concentrated up to 65-fold at 4 hours after
administration relative to plasma concentrations.

8.3 Females and Males of Reproductive Potential

Contraception
Females

ONIVYDE can cause fetal harm when administered to a pregnant woman [see Use in
Specific Populations (8.1)]. Advise females of reproductive potential to use effective
contraception during treatment with ONIVYDE and for one month after the final dose.

Males

Because of the potential for genotoxicity, advise males with female partners of reproductive
potential to use condoms during treatment with ONIVYDE and for four months after the
final dose [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use
Safety and effectiveness of ONIVYDE have not been established in pediatric patients.
8.5 Geriatric Use

Of the 264 patients who received ONIVYDE as a single agent or in combination with 5-FU
and leucovorin in Study 1, 49% were = 65 years old and 13% were = 75 years old. No
overall differences in safety and effectiveness were observed between these patients and
younger patients.

10 OVERDOSAGE

There are no treatment interventions known to be effective for management of overdosage
of ONIVYDE.

1 DESCRIPTION

ONIVYDE is formulated with irinotecan hydrochloride trihydrate, a topoisomerase
inhibitor, into a liposomal dispersion for intravenous use. The chemical name of irinotecan
hydrochloride trihydrate is (S)4,11-diethyl-3,4,12,14-tetrahydro-4-hydroxy-3,14-dioxo-
1H-pyrano[3’,4’:6,7]-indolizino[1,2b]quinolin-9-yl-[1,4’bipiperidine]-1’-carboxylate,
monohydrochloride, trihydrate. The empirical formula is Cs3HzgN,OgHCI*3H,0 and the
molecular weight is 677.19 g/mole. The molecular structure is:

*HCle3H,0

ONIVYDE is a sterile, white to slightly yellow opaque isotonic liposomal dispersion.
Each 10 mL single-dose vial contains 43 mg irinotecan free base at a concentration of
4.3 mg/mL. The liposome is a unilamellar lipid bilayer vesicle, approximately 110 nm
in diameter, which encapsulates an agueous space containing irinotecan in a gelated or
precipitated state as the sucrose octasulfate salt. The vesicle is composed of 1,2-distearoyl-
sn-glycero-3-phosphocholine (DSPC) 6.81 mg/mL, cholesterol 2.22 mg/mL, and
methoxy-terminated polyethylene glycol (MW 2000)-distearoylphosphatidyl ethanola-
mine (MPEG-2000-DSPE) 0.12 mg/mL. Each mL also contains 2-[4-(2-hydroxyethyl)
piperazin-1-yllethanesulfonic acid (HEPES) as a buffer 4.05 mg/mL and sodium chloride
as an isotonicity reagent 8.42 mg/mL.

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

Irinotecan liposome injection is a topoisomerase 1 inhibitor encapsulated in a lipid
bilayer vesicle or liposome. Topoisomerase 1 relieves torsional strain in DNA by inducing
single-strand breaks. Irinotecan and its active metabolite SN-38 bind reversibly to the
topoisomerase 1-DNA complex and prevent re-ligation of the single-strand breaks, leading
to exposure time-dependent double-strand DNA damage and cell death. In mice bearing
human tumor xenografts, irinotecan liposome administered at irinotecan HCI-equivalent
doses 5-fold lower than irinotecan HCI achieved similar intratumoral exposure of SN-38.

12.3  Pharmacokinetics

The plasma pharmacokinetics of total irinotecan and total SN-38 were evaluated in
patients with cancer who received ONIVYDE, as a single agent or as part of combination
chemotherapy, at doses between 50 and 155 mg/m? and 353 patients with cancer using
population pharmacokinetic analysis.

The pharmacokinetic parameters of total irinotecan and total SN-38 following the
administration of ONIVYDE 70 mg/m?as a single agent or part of combination chemotherapy
are presented in Table 4.

Table 4: Summary of Mean (+Standard Deviation) Total Irinotecan and Total SN-38

Total Irinotecan Total SN-38
Dose | ¢ | AUC,.. | ty | CL | Vi | Cpu | AUC,, | ty
(MO/m%) | [yg/mL] | [hepg/mL]| [h] | [Uh] | [L] |[ng/mL]|[h-ng/mL]| [h]
(n=25) | (n=23) |(n=23)|(n=23)|(n=23)| (n=25) | (n=13) |(n=13)
70 37.2 1364 25.8 | 0.20 41 5.4 620 67.8
(8.8) | (1048) | (15.7)| (0.17) | (1.5) | (3.4) | (329) | (44.5)

Cmax: Maximum plasma concentration

AUC,...: Area under the plasma concentration curve extrapolated to time infinity
t,,: Terminal elimination half-life

CL: Clearance

V,: Volume of distribution

Over the dose range of 50 to 155 mg/m?, the C,,,, and AUC of total irinotecan increases with
dose. Additionally, the C,,,, of total SN-38 increases proportionally with dose; however, the
AUC of total SN-38 increases less than proportionally with dose.

Distribution

Direct measurement of irinotecan liposome showed that 95% of irinotecan remains
liposome-encapsulated, and the ratios between total and encapsulated forms did not

change with time from 0 to 169.5 hours post-dose. The mean volume of distribution is
summarized in Table 4.

Plasma protein binding is <0.44% of the total irinotecan in ONIVYDE.
Elimination
Metabolism

The metabolism of irinotecan liposome has not been evaluated. Irinotecan is subject to
extensive metabolic conversion by various enzyme systems, including esterases to form
the active metabolite SN-38, and UGT1A1 mediating glucuronidation of SN-38 to form the
inactive glucuronide metabolite SN-38G. Irinotecan can also undergo CYP3A4-mediated
oxidative metabolism to several inactive oxidation products, one of which can be hydro-
lyzed by carboxylesterase to release SN-38. In the population pharmacokinetic analysis
using the results of a subset with UGT1A1*28 genotypic testing, in which the analysis
adjusted for the lower dose administered to patients homozygous for the UGT1A1*28
allele, patients homozygous (N=14) and non-homozygous (N=244) for this allele had total
SN-38 average steady-state concentrations of 1.06 and 0.95 ng/mL, respectively.
Excretion

The disposition of ONIVYDE has not been elucidated in humans. Following administration
of irinotecan HCI , 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 a period of 48 hours following
administration of irinotecan HCI in two patients, ranged from approximately 25%
(100 mg/m?) to 50% (300 mg/m?).

Specific Populations
Age, Gender, and Renal Impairment:

The population pharmacokinetic analysis suggests that age (28 to 87 years) had no
clinically meaningful effect on the exposure of irinotecan and SN-38.

The population pharmacokinetic analysis suggests that gender (196 males and 157 females)
had no clinically meaningful effect on the exposure of irinotecan and SN-38 after adjusting
for body surface area (BSA).

In a population pharmacokinetic analysis, mild-to-moderate renal impairment had no
effect on the exposure of total SN-38 after adjusting for BSA. The analysis included
68 patients with moderate (CLcr 30 - 59 mL/min) renal impairment, 147 patients with mild
(CLer 60 - 89 mL/min) renal impairment, and 135 patients with normal renal function
(CLcr > 90 mL/min). There was insufficient data in patients with severe renal impairment
(CLer < 30 mL/min) to assess its effect on pharmacokinetics.

Ethnicity: The population pharmacokinetic analysis suggests that Asians (East Asians,
N=150) have 56% lower total irinotecan average steady state concentration and 8% higher
total SN-38 average steady state concentration than Whites (N=182).

Hepatic Impairment: The pharmacokinetics of irinotecan liposome have not been studied
in patients with hepatic impairment. In a population pharmacokinetic analysis, patients
with baseline bilirubin concentrations of 1-2 mg/dL (N=19) had average steady state
concentrations for total SN-38 that were increased by 37% compared to patients with
baseline bilirubin concentrations of <1 mg/dL (N=329); however, there was no effect of
elevated ALT/AST concentrations on total SN-38 concentrations. No data are available in
patients with bilirubin >2 mg/dL.

Drug Interactions

In a population pharmacokinetic analysis, the pharmacokinetics of total irinotecan and total
SN-38 were not altered by the co-administration of fluorouracil/leucovorin.

Following administration of irinotecan HCI, dexamethasone, a moderate CYP3A4 inducer,
does not alter the pharmacokinetics of irinotecan.

In vitro studies indicate that irinotecan, SN-38 and another metabolite, aminopentane
carboxylic acid (APC), do not inhibit cytochrome P-450 isozymes.



12.5 Pharmacogenomics

Individuals who are homozygous for the UGT1A1*28 allele are at increased risk for
neutropenia from irinotecan HCI. In Study 1, patients homozygous for the UGT1A1*28
allele (N=7) initiated ONIVYDE at a reduced dose of 50 mg/m?in combination with 5-FU/LV.
The frequency of Grade 3 or 4 neutropenia in these patients [2 of 7 (28.6% )] was similar
to the frequency in patients not homozygous for the UGT1A1*28 allele who received a
starting dose of ONIVYDE of 70 mg/m?[30 of 110 (27.3%)].

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been performed to assess the potential of irinotecan liposome for carcino-
genicity, genotoxicity or impairment of fertility. Intravenous administration of irinotecan
hydrochloride to rats once weekly for 13 weeks followed by a 91-week recovery period
resulted in a significant linear trend between irinotecan HCI dosage and the incidence of
combined uterine horn endometrial stromal polyps and endometrial stromal sarcomas.
Irinotecan HCI was clastogenic both in vitro (chromosome aberrations in Chinese hamster
ovary cells) and in vivo (micronucleus test in mice). Neither irinotecan nor its active
metabolite, SN-38, was mutagenic in the in vitro Ames assay.

Dedicated fertility studies have not been performed with irinotecan liposome injection.
Atrophy of male and female reproductive organs was observed in dogs receiving irinotecan
liposome injection every 3 weeks at doses equal to or greater than 15 mg/kg, (approxi-
mately 3 times the clinical exposure of irinotecan following administration to ONIVYDE
dosed at 70 mg/m? ) for a total of 6 doses. No significant adverse effects on fertility
and general reproductive performance were observed after intravenous administration of
irinotecan HCl in doses of up to 6 mg/kg/day to rats; however, atrophy of male reproductive
organs was observed after multiple daily irinotecan HCI doses both in rodents at
20 mg/kg (approximately 0.007 times the clinical irinotecan exposure following ONIVYDE
administration at 70 mg/m2) and in dogs at 0.4 mg/kg (0.0007 times the clinical exposure
to irinotecan following administration of ONIVYDE).

14 CLINICAL STUDIES

The efficacy of ONIVYDE was evaluated in Study 1, a three-arm, randomized, open-
label trial in patients with metastatic pancreatic adenocarcinoma with documented disease
progression, after gemcitabine or gemcitabine-based therapy. Key eligibility criteria
included Karnofsky Performance Status (KPS) =70, serum bilirubin within institution limits
of normal, and albumin =3.0 g/dL. Patients were randomized to receive ONIVYDE plus
fluorouracil/leucovorin ~ (ONIVYDE/5-FU/LV), ONIVYDE, or fluorouracil/leucovorin
(5-FU/LV). Randomization was stratified by ethnicity (White vs. East Asian vs. other),
KPS (70-80 vs. 90-100), and baseline albumin level (= 4 g/dL vs. 3.0-3.9 g/dL). Patients
randomized to ONIVYDE/5-FU/LV received ONIVYDE 70 mg/m? as an intravenous
infusion over 90 minutes, followed by leucovorin 400 mg/m? intravenously over 30 minutes,
followed by fluorouracil 2400 mg/m? intravenously over 46 hours, every 2 weeks. The
ONIVYDE dose of 70 mg/m? is based on irinotecan free base (equivalent to 80 mg/m? of
irinotecan as the hydrochloride trihydrate). Patients randomized to ONIVYDE as a single
agent received ONIVYDE 100 mg/m? as an intravenous infusion over 90 minutes every
3 weeks. Patients randomized to 5-FU/LV received leucovorin 200 mg/m? intravenously
over 30 minutes, followed by fluorouracil 2000 mg/m? intravenously over 24 hours,
administered on Days 1, 8, 15 and 22 of a 6-week cycle. Patients homozygous for the
UGT1A1*28 allele initiated ONIVYDE at a reduced dose (50 mg/m? ONIVYDE, if given
with 5-FU/LV or 70 mg/m? ONIVYDE as a single agent). When ONIVYDE was withheld or
discontinued for adverse reactions, 5-FU was also withheld or discontinued. When the
dose of ONIVYDE was reduced for adverse reactions, the dose of 5-FU was reduced by
25%. Treatment continued until disease progression or unacceptable toxicity.

The major efficacy outcome measure was overall survival (0S) with two pair-wise
comparisons: ONIVYDE versus 5-FU/LV and ONIVYDE/5-FU/LV versus 5-FU/LV. Additional
efficacy outcome measures were progression-free survival (PFS) and objective response
rate (ORR). Tumor status assessments were conducted at baseline and every 6 weeks
thereafter. The trial was initiated as a two-arm study and amended after initiation to
include a third arm (ONIVYDE/5-FU/LV). The comparisons between the ONIVYDE/5-FU/LV
and the 5-FU/LV arms are limited to patients enrolled in the 5-FU/LV arm after this protocol
amendment.

Four hundred seventeen patients were randomized to: ONIVYDE/5-FU/LV (N=117),
ONIVYDE (N=151), or 5-FU/LV (N=149). Baseline demographics and tumor characteristics
for the 236 patients randomized to ONIVYDE/5-FU/LV or 5-FU/LV (N=119) after the
addition of the third arm to the study were a median age of 63 years (range 34-81 years)
and with 41% = 65 years of age; 58% were men; 63% were White, 30% were Asian, 3%
were Black or African American, and 5% were other. Mean baseline albumin level was 3.97
g/dL, and baseline KPS was 90-100 in 53% of patients. Disease characteristics included
liver metastasis (67%) and lung metastasis (31%). A total of 13% of patients received
gemcitabine in the neoadjuvant/adjuvant setting only, 55% of patients had 1 prior line of
therapy for metastatic disease, and 33% of patients had 2 or more prior lines of therapy for
metastatic disease. All patients received prior gemcitabine (alone or in combination with
another agent), 54% received prior gemcitabine in combination with another agent, and
13% received prior gemcitabine in combination with nab-paclitaxel.

Study 1 demonstrated a statistically significant improvement in overall survival for the
ONIVYDE/5-FU/LV arm over the 5-FU/LV arm as summarized in Table 5 and Figure 1.
There was no improvement in overall survival for the ONIVYDE arm over the 5-FU/LV arm
(hazard ratio=1.00, p-value=0.97 (two-sided log-rank test)).

Table 5: Efficacy Results from Study 1t

ONIVYDE/5-FU/LV 5-FU/LV
(N=117) (N=119)
Overall Survival
Number of Deaths, n (%) 77 (66) 86 (72)
Median Overall Survival (months) 6.1 4.2
(95% Cl) (4.8, 8.5) (3.3,5.3)
Hazard Ratio (95% Cl) 0.68 (0.50, 0.93)
p-value (log-rank test) 0.014
Progression-Free Survival
Death or Progression, n (%) 83 (71) 94 (79)
Median Progression-Free Survival 31 15
(months)
(95% CI) (2.7,4.2) (1.4,1.8)
Hazard Ratio (95% Cl) 0.55 (0.41, 0.75)
Objective Response Rate
(ritzg/zi)rmed Complete or Partial Response 9(7.7%) 1(0.8%)

T 5-FU/LV=5-fluorouracil/leucovorin; Cl=confidence interval

Figure 1: Overall Survival
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16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ONIVYDE is available in a single-dose vial containing 43 mg irinotecan free base at a
concentration of 4.3 mg/mL

NDC: 15054-0043-1

Storage and Handling

Store ONIVYDE at 2°C to 8°C (36°F to 46°F). Do NOT freeze. Protect from light.

ONIVYDE is a cytotoxic drug. Follow applicable special handling and disposal procedures.’




17 PATIENT COUNSELING INFORMATION
Advise patients of the following:

Severe Neutropenia

Advise patients of the risk of neutropenia leading to severe and life-threatening infections
and the need for monitoring of blood counts. Instruct patients to contact their healthcare
provider immediately if experiencing signs of infection, such as fever, chills, dizziness, or
shortness of breath [see Warnings and Precautions (5.1)].

Severe Diarrhea

Inform patients of the risk of severe diarrhea. Advise patients to contact their healthcare
provider if they experience persistent vomiting or diarrhea; black or bloody stools; or
symptoms of dehydration such as lightheadedness, dizziness, or faintness [see Warnings
and Precautions (5.2)].

Interstitial Lung Disease

Inform patients of the potential risk of ILD. Advise patients to contact their healthcare
provider as soon as possible for new onset cough or dyspnea [see Interstitial Lung Disease
(5.3)].

Hypersensitivity to irinotecan HCI or ONIVYDE

Advise patients of the potential risk of severe hypersensitivity and that ONIVYDE is
contraindicated in patients with a history of severe allergic reactions with irinotecan HCI
or ONIVYDE. Instruct patients to seek immediate medical attention for signs of severe
hypersensitivity reaction such as chest tightness; shortness of breath; wheezing; dizziness
or faintness; or swelling of the face, eyelids, or lips [see Contraindications (4) and
Warnings and Precautions (5.4)].

Females and males of reproductive potential

Embryo-fetal toxicity: Inform females of reproductive potential of the potential risk to a
fetus, to use effective contraception during treatment and for one month after the final
dose, and to inform their healthcare provider of a known or suspected pregnancy [see
Warnings and Precautions (5.5), Use in Specific Populations (8.1, 8.3)].

Contraception: Advise male patients with female partners of reproductive potential to use
condoms during treatment with ONIVYDE and for four months after the final dose [see
Females and Males of Reproductive Potential (8.3)].

Lactation

Advise women not to breastfeed during treatment with ONIVYDE and for one month after
the final dose [see Use in Special Populations (8.2)].

Manufactured for:
Ipsen Biopharmaceuticals, Inc. Basking Ridge, NJ 07920

ONIVYDE is a registered trademark of Ipsen Biopharm Ltd.

ONV-US-000771
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STELREEIZTRNXE (E2K) #5752 ¢

ONIVYDE % #:5- L7=BE D 0.8%\Z B2 i HERB/ MR ME 23 % E LTz,
ONIVYDE, 743 nuS ki ai) y20HAKRE LZEBED 3%ICEEXITE
2B TP ERBAERBSUIRIIED . 20% (2 BE XTI LM 2 E >3 1F FERRAER
FEBL LT, AFHERHME DY 1500/mm® Rl SUTEFHERBA MRBN H b 5 BE T
ONIVYDE DR &1 5 &, BEFIIEHMMCLREEZE=4) 7 +52 L

(2.2) (5.1),

ONIVYDE, 7/ Auv Iy vktuf aRl yEHRERE L-BED 13%ICEED TH
BRB LT, BAZEBREITIZIONIVYDE 25 L2 &, EEES L — R 2~4 D TH
DBE TIZONIVYDE DER%Z#EZ 52 &, BRETHNFEE LZHE1T, BEEEICHE
boT XTI NERETEHZ L, BRETHNAE UG, BEEECELLT, &S
TRWESRT7T e rezRE352E (22) (5.2),

—ZhEE IR R —

ONIVYDE %, 7 A ua v oA ktasf aRfl) e HHELE LT, YAV X E L _R—ZAD
AR AR (S U o SR P BB (5 D IR DT DI N D R ARA Y A T —BIHEH
ThoH, (1)

fEAHIBE : ONIVYDE | X MEE AR E B (k92 AR G- ComEin ey, (1)

—HERCHE—

® ONIVYDE DAV )T Hh AGBEEZSERLOREL LTHEA LRV &,
(2.1)

® ONIVYDE X2 #[ Z &£ 12 70 mg/m? % 90 /3 CHRfdEET 228, (22)




1.6 SENZI T DM ARSI 2 &kt
A= 31 R®ERERE 43mg

® UGTIAI*28 DREHELGEREZH/ T HEF TIL S0 mgm? 0 HHET 52 &, (2.2)
o [MIFE U L UMENEYEM LIRZE X 5 BE ~OHEREM &2y, (2.2)

@ /I FaRTFTuA FEOHINKFZ%Z ONIVYDE OF 5 30 SRiicES5+52 L, (2.2)

—HRROEE—

TS 43 mg/10 mL B[EH 1 7L (3)

ONIVYDE X34 U J 7 h VR T 5 EEOBBUE, (4. 5.4)



1.6 AMEIZE T DEHRREFICET &k
A= 31 R®ERERE 43mg

- EBERUHEHEOREE -

o [WEVMEMESE (ILD) AV )T 7 U iEfeE 235 UT- B CHEmi7e ILD 23 3EL L T
W5, ILD &2 SN/~ 8BE TIZONIVYDE O 54 d k452 &, (5.3)

® IFE MR - BE OB S Tl ONIVYDE ZfEAICF kT 52 L, (54, 4)

o RIRIEEM:  RIBFM AR T REMEN D B, HIRT D ATREMED B D ethickt L TR
~OEIEN Y A7 A L, Aokt AT X 592528, (5.5, 8.1,
8.3)

—EIfEA —

ONIVYDE Ot X< A -RBIWER 0% E) 1%, THI, IR EIE, M-,
Lo, BEEOE, ODNRE OB TH -7, &b I ADNTBRREMEY (/1L —F3X
L4, 10%LL 1) 13X, U 2 RERJEE K O ERIME Ch - 72, (6)

A L OBENREDLN D BIEANRE L=B A 1L, Ipsen Biopharmaceuticals, Inc. (EFEE
5 1-855-463-5127) XiX FDA (EFEH 5 1-800-FDA-1088) XX www.fda.gov/medwatch.Z 58
wTaz L,

— Y EER -

W 7172 CYP3A4 K84 - HR ARV 8 /)72 CYP3A4 B8 F O 28T 5 2 &, ONIVYDE
ORALE 2 B LL ERNICIEREREFEREICR 22 8, (7.1)

9@?} 72 CYP3A4 [HEFH] : Hk AR 58572 CYP3A4 XX UGTIAL FHEHI O 2 RS 5 =
o TBRIEBALAD 1ERILL ERTICIR )72 CYP3A4 BLERIZHIE+ 52 L, (7.2)

—RFEDEH~DERE—

B ALV e, (8.2)

BE~OFRRMT 17 EHSR
2017 £E 6 HEKGET

MIXE G2l Bk
B EEOF PERBUMER CVEED TH
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1.6 AENZET B EHRNEICEET 2 &k
=34 RS EHE 43mg

MXXE GEEK

B BEOFPEREER CVEE O TH

ONIVYDE ##:5 X 7= B3E D 0.8% 2By i) 72 i BRI HERUMAE DS R B L 7=,
ONIVYDE, 74 uvu vV ROu A aRl v 20RE LT-BED 3%ICEE X IIE
e T FRRBERBOUIRIMAED ., 20% (BB T4 % & >3 i P ERBAE S
FHLUTz, FHPERAEREO 1500/mm® K S IXEF FERBUMERBD & b 5 FEIE
ONIVYDE D5 %##E2 52 L, IBEFPIIEHMIChEREEZE=2 )7 T5HZ L [FHE
ROHE (2.2) WOICEBELER MEH LR (5.1) SF],

ONIVYDE, 7VvAu v v VEROuA aRy v EGFREE LZBRED 13%IZEED TH
NREBE L, BEAZEDOBEIZIXONIVYDE 25 L2 &, BEEES L —RK2~40DTF
FITIXONIVYDE 2#x 5 Z &, BREETH CIIEEEICEDLLTrRT I FeRET

5L, BRATHCRARTRWEAREEEICELLT T he v 2RET52 L

LAERHE (2.2) WNIZEEROEHLDOEER (5.2) S/H,

1 ZhEEX IR

ONIVYDE (%, 7 AT H B _X—ZADFNRFZICHE Ui E RSO0 7 v
Fa Ik a A aRy v OFEEREICHNS,

i FIHI PR © ONIVYDE (AR PRI B 1569~ 2 BiAI G- COWISITAevy [H KR
(14) =M

2 AEBERUHE
21 EEREANWERE

ONIVYDE Zfhoo AV 7 7 R 2 &8 T 5 EERLORBTCEA LRV &,

22 HIEHE
ONIVYDE (v A 2RV KT NvAu 7T VVORNIRGT 5 [fK#E (14) =
]

® ONIVYDE /&, 70 mg/m?> % 2 Z & 12 90 73 2 CHRifiiffiEd 5.

® UGTIA1*28 XL T DR E#AIKZ A %54 TliX, ONIVYDE 50 mg/m? ?® 90 43
SIEEREDN DB T 5, BEMESHER I NTGAIE. 2 %4 7 VB UL 70 mg/m? 12
WET 5,

® (it U/ e AMEA I IR Z 2 5 A ~OHESEH &L 22 LA (6.1) K TF
ik #EE (14) =M



1.6 AENZET B EHRNEICEET 2 &k
F= A RO ERE 43mg

i 5
ONIVYDE O #4530 3R a /v FaxTu A FEROHIMAZ &GS 52 &,
2.3 BWEAICH$ 2 AR

% 1 : ONIVYDE Q2=

= " 70 mg/m?[ZH#E EhTLY
i .| xmER Qggg§$ﬁ§2%% 70 UGT1A1"28 RE A
NCI CTCAE v4.0 o ) B ﬁséﬁ—?‘_é%%
FTL—FR3XiX4o ONIVYDE Z# 45 L 72\,
Bl
AlfER R TR I b b P u AT I RO EA TS,
FERIRFICIE (R AR CTARWER Y ) EEEICE D 59,
0.25~1mg 7 kv B 2 RN UL T#RE57 %,
7 L— R 1L FIZEfE#%. ONIVYDE # LA FOHE THET 5,
#[=] 50 mg/m? 43 mg/m?
PAEIRE 43 mg/m? 35 mg/m?
3[EH Wk ik
1B Bt 2 #lE] Wk ik
TF747% K I ik gils

T NCI CTCAE v 4.0=National Cancer Institute Common Toxicity Criteria for Adverse Events version 4.0

TNt nrvT e (5-FU) XidvA 2R > (LV) OHEER EFHENIRM CEESRT
5z &, WKRRER (14) &,

24 FAMROERE
ONIVYDE [l fdfEEIEEIENLTH D, FrBIR RO R OBEED TR NIiE D = &,
LS

® NATINNHLEET A ONIVYDE O/ &% T 5, ONIVYDE % 500 mL @ USP5%
7 R o BEA S W UL USP0.9%HEA LT R U o AR IR CTHIR L, FE20NII iz S
TIRFn4 5,

o FHIRITENT D L,

! OSHA Hazardous Drugs. OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html



1.6 AENCERT AR EIZRET 2B R
=34 RS EHE 43mg

® SER{RAF T CIEiAE 4 R LANIZ, Wk [2~8°C (36~46°F) | f&fF F Tl 24 IFf
FIINICA RIR 2 e 535 Z &, BEGRNCHIKRZREICRT I &,

® ffEL7anz L,
&5

® TR A 90 )T CHEEEET D, AV IA VT A NAZ—IIEA LN &, Kl
RITBEET 52 &,

3 ARRUEE

FEHA . BEIHANA TAH O, A~EGOARER2 ) R Y — L8R 10 mL 1214 U/
TH 43 mg B ETe,

=1

S/

ﬂ

ONIVYDE |%. ONIVYDE i34V /T eI %t U CEE BB SEDOEED H 5
BE TSR TH S,

5 BEROEREOER
5.1 EEOHFHERBAE

ONIVYDE (&, 8 X34 & & 3 i rh Bk iE K OB i 70 4 Hp BRI PERSUILSE % 5|
THZFTZENHSH, NAPOLI-1 #RBR TIE, By e U iE O EBLF 1L, ONIVYDE % # 5-
L7235 D 0.8% [ONIVYDE+7 /v A a3 v,/ aA 2Ry # (ONIVYDE/S-FU/LV)
117 5 1451, ONIVYDE HiAIRE 147 il 1 51]] Th o7z, BT % & 034 ek
WIREIE, -7 A u T aRl) DO (5-FULV) 85 LIZBET 2% 720
\ZxF L. ONIVYDE/5-FU/LV Z$¢ 5 L7=BE Tl 20% Th 7=, 7' L— K3 X4 DifFHEk
WS Gt p ER D PERRUMLSE 12 ONTIVYDE/S-FU/LV Z %5 L 7= B& TlE 3% ThH 0 | 5-
FU/LV 5 L2 BE CIIRB L o7,

ONIVYDE/5-FU/LV Z 5 L7283 Tlid, 7 L— R 3 T 4 OAF R ERBUE O R BRI
HANERE (73619 13461 (18%) | &bkl 7/7A$%[Bﬁﬁﬂsm(ﬁ%)11m#
STz, GFHERBUMETSEL I R ERBD M UMAE X, AR T 1%ICR L, 7T ABRET
1% 6% CHE ST [HRFERE (12.3) M)

B A 7001 HEMO8HBICRMKEEE=2) 2 7T5Z &, BRMEREN RSN
o B R LV BEICAT O 2 L, A ERIER S (ANC) 23 1500/mm3 AR S 134 H BRI 11 58



1.6 AENZET B EHRNEICEET 2 &k
=34 RS EHE 43mg

AL L7255 13X ONIVYDE O -2 Hlr325 Z &, ANC 28 1500mm? L k&7 o725
ONIVYDE Z#HBi4 5 2 &, 7 L — K 3~4 O ERBUIE X34 P ERED MER BT, Bl
%O A 7 )V TIXONIVYDE Z&d 5 2 & [HERDHE 2.2) ZH] ,

52 HEEOTH

ONIVYDE (%, EE IAEMEENT THEZSISEITZER1H D, HEAEEEICIX
ONIVYDE Z#:5- L7 2 &,

HEITAEME G T TR, BRI TR (LA 24 BRI TR R OVERA T
#i (bR iEt 24 REREIDINICHEEL, ftho oY AMAEEMESISZfE S Z &3 D) D 220X
=D BNPNORBE =Y o7 [2 U AFBIERIE (6.1) 2] . £ BEITRSE
R QMBS O 7 O FRIZ SIS 5 aREMEDS B 5,

NAPOLI-1 # R Tix, 7L — F3 XX 4 D FHIL, 5-FULV 2 H% 5 LI-BET4% Th-o 7
DIZx L, ONIVYDE/5-FU/LV Z#5- L7288 TIE 13%ICHBL LT, 7 L— R 3 XL 4 D
AR ORBBLEIX, 5-FU/LV 285 L2 BHF T3% Th-7=DIZx L, ONIVYDE/5-FU/LV
EERELTEERETIEI% TCh o, 7 b— R 3 T4 OFFEBFHIIL, 5-FU/LV Z2#5 L7
BE TR LR ->7=012% L, ONIVYDE/5-FU/LV % &5 L 7= B&E BT 2 BEHRIX
3% Tdh > 7=, NAPOLI-1 752 T ONIVYDE/5-FU/LV %45 L2 HBED 9 B, 34%0N BT
FNIK L m_T I FEeRE S, 26% 0 BT LY hevraz&kbg Lz, Z7L—F
2~4 O FHITIZONIVYDE DfEHAZPEX 5 Z &, #RA TR CITEEEICEbL T r T 3
NZBET 52 &, REMTRTIE, (R EESTIIZRWIRY) HEEICED ST 025~
Ilmg DT hr B EFIRN IR THRETL52 8, 7L— R 1O TRHOREERIE
ONIVYDE Z & U CHBT 5 2 & [HERHE 2.2) /],

53 FIEMEMZER

AV T H I EE O Em N R B EEMER LD) Z5|&E T2 Enb 5,
IR IR Ik Ny OV AN T 72 I 38 B U 72 AR T, TRl 2 (R BE L.
ONIVYDE Offif#¥ex %5 Z &, ILD & iEZWr S 372 B3 CTlX ONIVYDE Offi ] ik
AZ L,

54 HEEOBBKRSG

AV THUEBEY, 7T 74 7% -G EGOEEOBBSKS I &R ER
HbD, BEEOBRBSISOBED S 5 HBE TIE, ONIVYDE ZfEAMICHIET S Z &,

5.5 WRIREMNE

AV )T h R OB ERT — 2 TN ONIVYDE OFEf#FIZ L %5 L. ONIVYDE %
IR IC e 592 LIRIRICHEER B L 52 [N H D, AV ) T h R OITET v
kO B X OLRE K O G2V T, ONIVYDE OFEEHAETH S 70 mg/m? L VK

10



1.6 SMEICIT DR ICB 5 &k

F =34 R®EHFE 43mg

R % &= Ol Rt M QMR G T E DSBS S Te, SRR O ZMRIZITR IR A~D U 2 712DV THl
T 52 &, dIRT 2 ATEEMED & 5 ZoEICiX. ONIVYDE O# 5 i K O i 576 1 4 A
NI R AR A 425 K DR 5 2 & [HEDEL~DRLS 8.1, 8.3) \ M4k
HPE (12.1) /]

6 RIfEH
LIToRIWERIZ. A SCEOMOE TREMIZTA T 5,
® FEEDUFPEBE [BER N LOEE (5.1) NN E LS
® FHED N [BER O LOME (5.2) NP EESK]
o [HEMMIRE [BER N LOEE (5.3) 2]
o HEDMBEIL [BEERMEN LOME (5.4) 2]
6.1 FRIRFABR CTHIHL LIZEIER

B PR AR 2 kit T OIS % 7235, ONIVYDE O BHE SR T2 & L 7= B 565
L, OBEAO BB 5 R L BT 5 - L XTE P, EEROERS
BTH BN B R R RIS 5 b O TRV TR 5,

TREOZEMT — 213, EERILE, EBER b, IR, FERRERTH 5 NAPOLI-1 &
BRoO7 v N3V TRE L7c 7 A3 # B v ORERZ % T - RE B E 07— 4 Th
%o 70 bV THUE L7ZTRI &1, ONIVYDE 70 mg/m? % 21 27K U > 400 mg/m2 & N7
A 2L 2400 mg/m? % 46 BEEINT T 2 Z S ISR # S (ONIVYDE/S-FU/LV ;
N=117) . ONIVYDE 100 mg/m?> % 3 ¥ Z & |Z# 5 (N=147) XiIw A 2R Y > 200 mg/m? &
W7 L4877 F 20 2000 mg/m? % 24 BRI 20T C 1S 22 4 &S L, 720 o 28I
R3E (5-FU/LV ; N=134) OWTFhnTh2 [ERRER (14) 28] , iFE Ve iR
ik O FEHEFPHN, 707 2 U E 3 g/dL LL_E % OY Karnofsky Performance Status (KPS) 70 A
EAGBROBIRIENETIH > 72, ONIVYDE/5-FU/LV #E D% 5[ o> vh Je 1% 9 3 R
ONIVYDE H.AIRE 9 #[H. 5-FU/LV BRI 6 B TH -7,

P2

ONIVYDE CA L= EREWER (20%EL 1) X, TH#, % MI6E, lEr, i, &
BRIGE, DINRER O TH o7, EREEOREMET (10%LL L, Z7L— R 3L 4)
X, U BRIV E K O BRIV E Td> - 72, ONIVYDE O L2 EERBIEM Q%L1 )
(X, R MR, AF BRI PRI BT BRI PR L . D, B BRE, Wik,
PSEME S = > 7 Mgk, SPEBREE &K O IMOBAME Th - 72,

ONIVYDE/5-FU/LV % # 5 L7 BE& D 1% EIEHIZ L Y ONIVYIDE O # 5. % fE/A M) H
L7z, BE5HIEICE > EREWERIZ, THL MR & OWULE T > 72, ONIVYDE/S-

11



1.6 SMEICIT DR ICB 5 &k

F= A RO ERE 43mg

FU/LV Z#5. L7285 O 33%2FIEH D722 ONIVYDE #J & L=, HEESLEE LZE
RRBIVERNE, GFPERBE, TR, BOROENLTH -7, ONIVYDE/S-FULV % #5 L=
BHFD 62% TRIEHDT2®IZ, ONIVYDE O 5-% Hlr XAEW U7z, 5 H W SUFE I 5
ST ERBIWERIZ, G RERBAE, TR 57, TR O MEIRAME T - 7,

% 2 1%, NAPOLI-1 #B2 T ONIVYDE/5-FU/LV Z ¥ 5 U7~ 85 T 5-FU/LV 25 L= 8B4
Y HEWIEIER (L —F 1~4 TES%ULEDZE, 71— R 3~4 TH 2% L) Th
- T2 BIWEH OBEE K OVEAE FE & 7~k d,

% 2 : ONIVYDE/5-FU/LV BETEHE (JL—F1~4"TlX5%UEDE,. JL—F3RU4
TlX2%LUEDE) IZHRIBL-EIER

=L ONIVYDE/5-FU/LV 5-FU/LV
N=117 N=134
JL—FK1~4 | JL—FK3~4 | JL—FK1~4 | JL—FK3~4
(%) (%) (%) (%)
H IBhEE
TR 59 13 26 4
LRI g 30 3 15 0
FEFETY T 43 9 17 4
Mg - 52 11 26 3
VTN 51 8 34 4
%S 32 4 12 1
JRYIE K OVar A= e 38 17 15 10
BRI AE 4 3 2 1
ﬂ%%ﬁ@ﬁ%ﬁ/% 3 3 | 0
BRI R I S
GLZES 3 3 0 0
Eﬁiﬁgﬁﬁ?ﬁ?/vfﬁﬁﬁ 3 3 0 0
— % - 2EREES X OGO R
W7 /T NE 56 21 43 10
FEEN 23 2 11 1
(I PSEROVEE Ji=Es
RAREIR 44 4 32 2
{RE D 17 2 7 0
K 8 4 7 2
R ¥ KOV TRk b
it B 14 1 5 0

12



1.6 AENZET B EHRNEICEET 2 &k

F =34 R®EHFE 43mg

NCI CTCAE v4.0

T RN« ONIVYDE £ 5-%4 24 Wi LAINIC 3 BL
ORI - ONIVYDE #5:-%% 1 H#B#% 238
§
£

A%, 77 2MEARN%, OENIBETZRR. RIRORIEZ ST,

FEBPELT BRI E & e

= U AFBE/ : ONIVYDEX, &R K OV A RIS, e, MER 3 WAL
WAL, PRAR, MEBE, IR, TR OWGREUE/ & 2 U AEBE S 25 & 232 &2
&5, NAPOLI-1FABR ClX. ONIVYDE% 5 L7=8BED 5 H1261 (4.5%) THIEH FHILIS
DT L— R1IXF20 2 Y AFEMIEFEREN BT L., 2o 01R2B10—BF O 9 HLefllx 7T k
0 ERG S, 6B IBNE RSO 2 U AEBMEEEE D 7= DIZ T hr B ARG L

77

JES S : ONIVYDE X ZONIVYDE/5-FULV A # 5. LT-BE D3% T, B, =2, R

JAPHTA R SR 9 FEIE D & 72 2 TSN OGS s S 4Tz,

ONIVYDE/5-FU/LV B C 5-FU/LV B X 0 mHEE (5%LL ED7E) 1TRBL L mEEEY =

UTORIZER LTz,

% 3 : ONIVYDE/5-FU/LV B CE4EE

BGRUEDE) DREEBRE™

BREEEE ONIVYDE/5-FU/LV 5-FU/LV
N=117 N=134
JL—FK1~4 | JL—FK3~4 | YL—FK1~4 | FL—FK3~4

(%) (%) (%) (%)

MR

E=gil 97 6 86 5

U o SERAE 81 27 75 17

B H BRI SiE 52 20 6 2

MR i 41 2 33 0

JIT M

S— 7 s = 2

- 5 - (XL;;ingﬂ 31 6 37 !

K77 2 v e 43 2 30 0

Rt

K~ 73U ALSE 35 0 21 0

A ) 7 e 32 2 19 2

KH v A fE 32 1 20 0

Y Vg E 29 4 18 1

13



16 SAENZ I T 5 AR
=34 R® A ERE 43mg

(2B Bk

(%)

(%)

(%)

BREERE ONIVYDE/5-FU/LV 5-FU/LV
N=117 N=134
JL—FK1~4 | JL—FK3~4 | JL—FK1~4 | JL—FK 3~4

(%)

&7~ U U ALAE

27

5

12

3

I
R ik

7 LT T =M

18

0

13

* NCICTCAE v4.0, lEED T L — RER LT,
FR=AT A AR DU EDR—=2 T A EOREMZ AT 5 EEOKICE S EE

7 EWIHEEIER
7.1 D72 CYP3A4 FHEA|

CYP3A4 FEEFHEMEHURBILD 7 = = b A > R OR ) 72 CYP3A4 #5542 0FH L TV 25k
AL OVNRBBRETIE, VRV =B Y ) Thy (Thbb, 4V )70 UV ERE) o
B#DA Y 2T 50 ATF OTEMERHY (SN-38) DIREBEITEEMICHDT 5, HkDR

V. A7 CYP3A4 YAl (] : V7 7oy, Jx= by, AARSEEL, V77
TF VT F T )N ER =)L BN e Vg — X s U—K) O Ik
7% Z &, ONIVYDE ie¥Biaa D 2 LA RN IFRER R ERIEITRR D 2 & [HRFERE

(12.3) 2]

7.2 587172 CYP3A4 XiX UGT1A1 BREH

CYP3A4 (X UGTIAl OIHEAITH L7 b2+ — Lz L TWHEETIE, IEV RV
— LAY )T h (Tibb, AV T h R ORE#/ROAY )T R OFDIE
PRI (SN-38) DBRFE M L7-, ONIVYDE & {tho> CYP3A4 [HEA] (B : 7 7V &
n<vA, AV FEN, A v TaF—), atFr, 277y R, RAVT 4 E
. U RFENL, XFENL, TTTLEN, R a3tV —) XL UGTIAL [LEHA]

B . TEYFEN, FAT Tl AU EN) OFIEA Y T H 2 X SN-38
DEHFEEZ NI T LN 5, HRDIRY | 58172 CYP3A4 XX UGT1AL fH5E
Kl 2 kET 5 Z &, ONIVYDE {&9%BRtG 0 1 LA ERTIC TR /)72 CYP3A4 PREA 2 Jr ik
T & [HRFER (12.3) 20T

8 BEOEHA~DEE

8.1 EiF
U 27 OEE

14



1.6 AENZET B EHRNEICEET 2 &k
F= A RO ERE 43mg

AV T R A T B R O T — # KUY ONIVYDE O1E RS 5 |
ONIVYDE Z g 53 % L R IBICHEREEL G X DN b5 [HARFER (12.1)
2], TR ORISR DR EER T — X138\, BERRF OEIET v KT 4
XAV T Hh R A RS L7-F . ONIVYDE OEKHA&ETH D 70 mg/m? X 0 EKH &
DAV T H Y OUEBECTHRIEEER METEENIRD b [F—x2MH] , diRF oLk
IR IR A~DEIERI 72 ) A7 IZHOWTHBT 5 2 &,

KETIL, —BREMOFERERBEE R OMED Y A7 1L, TR 2~4%, 15~20% & H#
EEh 5,

74

EDE/ES 7S

YR =AY T T2 DR OWR R A~ 58 % 514 U 7= Bh W FEBRIL 550 S 41T
WRW, AV ) T AVEBBE CIIER SN TN D, 4V )T hH 3%k 7 v holRE%
WA 5, WERKFOT v hERTHXICA Y )T H > 6 mgkg/day ZHiET 5 L, HIE
BT L, BRISEFENED Lz, 7y MBI 20 TIL, 2o, miE
W - TR (AUC) 12355 < & 70 mg/m? @ ONIVYDE % # 5. L 7 F83# DX
0.002 5D AV )T T DEFERETH -7, 7 v b~D 1.2 mgkg/day (AUC IZESL &
ONIVYDE DEERHEDH 0.0002 %) DAV /7 H ARMBEORGIZ XV | iR LU
FRIEN A DT, WATEIEICIR, AN, PIRE OVERS DRk~ 7o NS £ 7, SEK
B O E COMBOT v MTA U T h U 6 mg/kg/day G- L2 R, O
ERES) DR T K OMED R 135880 H ATz,

8.2 =YL
U 27 DB

tRERAHADURY =TI )T H . AV T2 XL SN-38 (Y T 1 DGk
RE) OBAT XTI E IR S L XA W E~DOFZBICET A FHRITR2 N, 41V /T
HNET v NCIRIIIRATT B [T

ONIVYDE 3R EIRICEERRWER ZE Z 9 /RetEn H 572, ONIVYDE IZ & 514
PR K O & 5% 1 ARNIRIL 28T 2 L o B h ok thiciEr+T 52 &,

74

THTRAERRA U /T 7 IR OFER 5 5 UNIC T v DI RICHE RES R S du, %
5% 4 Wy CMAERRE DK 65 IS S iz,

8.3 fIHREAHTHE
HELT:
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1.6 AENZET B EHRNEICEET 2 &k
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LEQ i

ONIVYDE Z iR O Elc e 542 LB IRICHER B LS| X TN H 5 [
EDEMA~DREG (8.1) M) o R D AREMEO & 2 21X, ONIVYDE (2 X B ia# +
KO G54 1 AMNII R 7R 2T K 2R d 52 &,

Bt

BARFMEO AREME N B D 72 IR B A[REM D B D it X— b —E AT 5 BEEREIC
IZ. ONIVYDE |Z L AR K ORKERGH% 4 » ARZ=2y F—2 &2l 2 L2715
Z & [FEEEAAEE (13.1) ZHET

84 /MR
INREEIZEB 1T 5 ONIVYDE D224 K OV 0P I3 ESE L TUuhZguy,
8.5 HEimE

NAPOLI-1 #&ABR 23T ONIVYDE % Bl 1% 5-FU KO A 2R Y > L BF#EEG L7238
F 264D D H . 49%D 65 L ET 13%2 75 UL ECho7-, &fkE LT, ElnE & BE
A L OMICE 2R O IMEDZER TR I N/ o Tz,

10 BERE

ONIVYDE D& 8 G2 x T 5 A3 7216 IE T E H A0 TV R0,

11 FERECR UMk

ONIVYDE (X hiRA Y A T —=BIHEATH DAV /T R =K 2 #E i Y R
Y= DEEIRE LTS LTIebDTh D, AV T I R =K D74 13,
(S)4,11-diethyl-3,4,12,14-tetrahydro-4-hydroxy-3,14-dioxo-1H-pyrano[3°,4°:6,7]-

indolizino[1,2b]quinolin-9-yl-[ 1,4 bipiperidine]-1’-carboxylate, monohydrochloride, trihydrate C
b5, 5L, CHasNsOgHCI-3H0, 43 F i, 677.19 g/mole Th 5, bFAEEITLL
TOEEY THL,

*HCl ®3H,0
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1.6 AENZET B EHRNEICEET 2 &k
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ONIVYDE (%, R D, B~ REIHRERED R Y — LIEEIK CTdH D, 10 mL O
BRI AL TAH, 43 mg/mL OIRETA U /7y 3 mgw&te, UVARY —ATEERN
110 nm OHEJBIEE S/ NMaTH Y . 7 IALIZILE L7-IRED A U /5 5 sucrose
octasulfate i & & Te /KM ZE AL TV D, /MalX, 1,2-0 AT 7 A Lsn-7' Y L r-3-78 AR
z2Y > (DSPC) 6.81 mg/mL, =L A7 12—/ 222 mg/mL KA hF KRR Y =F L7
U z—L (MW2000) - A7 T RANLKAT 7 FINLxH ) —L7 I (MPEG-2000-
DSPE) 0.12 mg/mL /bS5, £7-. ImL Y720, EEA L L T2 [4-Q2-E Rrfv
TFINEART DA V] H ALK U (HEPES) 4.05 mg/mL K QYL & L Tk
F R U A 842 mg/mL EE T,

12 R
121 1EARF

YR =AY )7 T RN, IRE i Ma (VARY—2) IZEASh TR
FRA VAT —PHERTH D, 1B RS Y AT —F L, DNAO—AK$EZUWr+ % Z L1
IR USRS D, 4V T H 2 ROZOIEMEGHY SN-38 13, T hARA VY 2T
—Y-DNA AR & AfWipgICHEA L COIB SNz —ARBEO RS 2 B0E L, SKHAI0RE R R
{FHINZ AR 8H DNA BEE L Ol Z ©7- 59, b MR ST T L~ 7 A B0
T VR =AY )T 0%, AV 7T H ERBED 5550 1IN T 258 CRHRE
JE DORESEN SN-38 IR B a H 726 L7z,

12.3 EYHEhRe

R (353 41]) (2 ONIVYDE % 50~155 mg/m? CHAM IO H#EE Lz & & ofiEf o
U T 712 K OF SN-38 I % i\ C REE M SR B REMRHT & F20E L 7=,

ONIVYDE % 70 mg/m? CHM UIHHE G L2 & DA U /7 5 > (X SN-38 D PK /%7
A=K R 4\ TRT,

R4: 4/ THURUSN-38DEHE (FERE) OEHN

= 1Y/ Fh SN-38
(mg/mz) Cmax AUCO-inf t1/2 CL Vd Cmax AUCO-inf t1/2
[pg/mL] | [h-pg/mL] [h] [L/h] [L] [ug/mL] | [h-ng/mL] [h]
(n=25) (n=23) | (n=23) | (n=23) | (n=23) | (n=25) (n=13) | (n=13)
70 37.2 1364 25.8 0.20 4.1 5.4 620 67.8
(8.8) (1048) (15.7) (0.17) (1.5) (3.4) (329) (44.5)
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Crnax @ Fc i MAFE PR

AUC.ins : HEFREFR] & T o M T AR EE - dh A T i fd
tn WA

CL: 7 U777 R&

Va : 53 0 5AE

50~155 mg/m> O HEFH CTiL, GEOEMIMESTA Y 2T 52D Cpax XN AUC 23
HEINU 72, — 5. SN-38 D Cpax [T G- EIZEEHI L THEIN L7228, AUC 3% 5- &0ttt &
TEl> Tz,

paKiiil

URY =AY )7 7 ARERIEDRER, TG L7cA Y /T 2D 95%IIFEERIMFTTY
Y=LK UTHEL, #HHZ0~1695 R ETA Y /7 Hhy (VARY —2BEI Y RY
— 2 EEDETELD) EVERY =LA Y )T DRI EDL RN ENRENT,
SRS CEWHE) 2% 4127577, ONYDYDE OIS o /=7 fEAHRIT. 0.44% A0 T -
77

S

ey

YR =AY )T T ORFUTFM L TR, AU 2T H 03, iEERFwTH 5
SN-38 ~DORHNBA G T 2 =27 T —8, NEEAHY TH L 77 v Ui s R SN-38G
~ORHNZBE-T 5 UGTIAL 2 3 Tetkx RBERIC LV R R 2210 5, 72, 4V 7
TH L CYPIAG I Ko TS E S EFRBIERFWICRF SN L, TDOHILDO 12T H
WZANARF LT AT T —BIZL - TSN3RIZRH SN D, UGTIAL Bin 2 M % &t REEM]
BRI Clx, KR 2B G L7z UGTIAI*28 REHEAKREET HHEE (N=14) KO
THEARER SRVEE (N=244) TO SN-38 DEFIREE TOFHRE X T NLEN
1.06 ng/mL & T* 0.95 ng/mL TH -7z,

P

ONIVYDE Ot MIBIF DI SN E oo TR, AV T 0 R 2 %5 LT-
EXDORPPEIRIZ, AU 2T B UM 11~20%, SN-38 2% 1%Ad, SN-38 7 /L7 1 Uik
BN 3% THoTz, BE2HNCA Y )T H U EBEEZRG Lzl 0%E 48Kl ToA
U )T ROZEORH (SN-38 KN SN-38 7 /L7 1 U EEHIAR) DR K OR B R HE
M3 25% (100 mg/m?) 75 50% (300 mg/m?) DOHIFHTH -7,

i iE D A S

Ehip, 1ERIR O ERERENZ -
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RHEM SR ENREMAT OFE R, Filis 28~87 %) 1XA U /T 4 > J O SN-38 DIRFE I
BICERDODH DB RIS RN ENRBRENT,

RHEM SR B REfEAT OFE S, MERI (B 196 Il L OVt 157 #l) 1%, K EifE (BSA) T
FHEL U7~ ONYVIDE 5% DA U /7 H > F (¥ SN-38 DIRFRICEERIINCEFZD H HHEE K
IFERNT ENRBI N,

RHEFTSE B RBAENT OFE R, B O P E OB RS X, BSA Tii# L 72 ONYVIDE
e 5.1% 0> SN-38 DIRFRICH B RKIF X720 2 EAIRB X Tz, ARMENTIZIX 68 51 0> Hh 25 FE R
FEREREE B (CLer 30~59 mL/min) | 147 Bl O FE R RERE = B (CLer 60~
89 mL/min) M O 135 | OBEHEREIEH & (CLer 90 mL/min BL_E) 2N& £ 7z, BEERIEHE
FEEEFH (CLer 30 mL/min &) (ZOWTIXHEDBNE~ DB LTI CTE 553727 —F M
TRio Tz,

NFEFE : FHEERERMENRE AT OFE S, 77 AN GE7 V7 A, N=150) 1A A (N=182) &
LAY T H v DEFIRETOFIIRE N 56%MK < . SN-38 D E F#IRAE TO R E N
8N ENIRIB I NT,

FFRERERETE © U AR Y — AL U 7 B o OFFSREREBE 23817 2 B AE R 1T FEhE S
TRV, REERTER BT DRGSR, R—ZXF A4 D UL E N 1~2 mg/dL O H
# (N=19) @ SN-38 DEFIRAETOFLREIL, X—RAT A OBV EREN 1 mg/dL
KD BE (N=329) LIb#Z L 37%HMM L7, La>L, ALT/AST#RE D 5% SN-38 R &
(B oT-, EUVE VIR 2 mg/dL O BE IR AHHATRER T — Z 13720,

WA AE R

FHEM BN REMEANT OFEF. A4 U /T 4 KON SN-38 DY@l T 7 v Ao Zo 0,/ 1
A ARy OFFERIZ L VB Lo T,

LD CYP3AG FHEAI TH DT H 49 A X Y VB, A U /70 R 5% 01 Y
VT H v DI B 2 o T,

Invitro iR OFER., A4V /T H 2, SN3S RO THHLT I ) XX VR
2 (APC) 1% CYP450 ZHE LW LR ENT,

125 7Zy—<akf I A

UGTIAI*28 SNLBAn T DR EHAG KRG T 2EIKIE. AV /7 0 UHEEREIZ X D4 Ek
WBFED Y A7 D3y, NAPOLI-1 i8R ClE, UGTIAI*28 XL in DR EEAEEREZHT S
B (N=7) I%, ONIVYDE % 50 mg/m? |28 L C 5-FULV L FH L TG 2B LT-, =
NODOBFEO T L— R 3 XL 4 Of PEREEOBEEE [7 619 2 61 (28.6%) 1 13,
ONIVYDE % 70 mg/m? D A& & Btk LTz UGTIAI*28 XSG fnf DR EHA KR EZ A L
BEICB T 28E [1106F 3061 (27.3%) ] LRETH T,
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13 FEERREM:
13.1 BARENE, BEEEROZBERICHT HE

URY =LA Y )T 5 QR AREM, BIEENE I IRREZ i HE 3 2 3Bk 1T FE M S T
WU, Ty NMIA Y 2T R AT 1 E, 13 EREE L. F 0% 91 EE o RIE )
MaERT TR, AV 7 T EREORG &L TE A ENERER Y — 7 RO N
MEAEOSHRERIIAERBBENZ R LT, AU 27 0 CEEBREIX. invitro (Fx A
== AN L AL — PRI & DT QR B AEER) KDY in vive (= U A/NEZER) OV
AUCEBWTH PR BFEFREEL R LT, AV 702 RO DOIEMHEAGEH SN-38 DUV T 1L
Y in vitro ® Ames RBRIZIB T, BRIFM 2RI 7o 72,

URY =AY T T AEFHITIX, ZEaEE TN 2 720 O BRITER ST
W, URY—2HA Y 7 I R % 15 mg/kg (ONIVYDE % 70 mg/m? T 5 L7284 0
AV T H L ORBEZEREOKN3E) UEOHRETIHI LA 6EERE LA X T, #
P OMENE ATl SR D ZRE N RBD DTz, AV 7 0 % 7 » MIEK 6 mg/kg/day &
E LR, ZREER O — R AFRRICERRBEREBIIGRO bRinole, Ll Fo
H¥EIZ 20 mg/kg (ONIVYDE % 70 mg/m? T G- L7256 DA U /7 71 - OEGIRIEEE & DK
0.007 i) . Mo RIZ 0.4 mg/kg (ONIVYDE Z4% 5 LT-8BA DA Y /T 71 > ORIz &
? 0.0007 {5) %, A KEEGE LA O 7 CHEMEAEFRER O ZEHE DGR BT,

14 FEERRBR

TR BZEUIT Dy B B _—R L UTiRFE%IC, REBOEITAFEE Sz imBiE
R B O 3 B I E AL IE B IRER CH 5 NAPOLI-1 352 C. ONIVYDE O A ZhPEMN
Rl S 7z, 70N EENEIL, Kamofsky Performance Status (KPS) 723 70 L b, G e U v
EMEA R FEEFRFA N L O T V7 2 3.0g/dL UL ETH o7z, A TX. ONIVYDE+ 7 LA
nvZv/aA arRlr (ONIVYDE/S-FULV) #. ONIVYDE HARE, ii7rdnvs
YA aRY v (5-FU/LV) BEICEERIZEID T bivre, BEAMIT, RIEME (BA
W7 VTN, ZDfh) | KPS (70~80, 90~100) K INR—RZF A DT N7 I E (4 g/dL
PLE, 3.0~3.9g/dL) THEHHME L=, ONIVYDE/5-FULV IZE|V T} S iE, 2@ &
{\Z ONIVYDE 70 mg/m? % 90 4377 F CHRIEFHE L. WV TrA 2R Y > 400 mg/m? % 30 537>
JTCEEEE L, 20K, 7oA u T 20 2400 mg/m? & 46 BRI AT TR ERE L7,
70 mg/m?® ONIVYDE &%, AV / 7h > (MRt = kFum s LT 80 mgm* DAV /7
A AAZHY) IZHESW TS, ONIVYDE B GZHI 0 £ H vz BF 1L, ONIVYDE
100 mg/m? % 3 3 Z & 12 90 43 73T CATEFHE L7z, 5S-FULVIZEID fFiF bz B ix, 2o
278 U 200 mg/m? & 30 437 THRIEFHE L, e\ T 7 A r 7T 20 2000 mg/m? & 24 IRF
AR EE L, 6 MOV A 71D Days 1, 8, 15 K22 1285 Lz, UGTIAI*28 ¢ 3iidin
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TOREREAREAT DAL, ONIVYDE Z{XH & (5-FULV &35 SN 585413 50
mg/m?, ONIVYDE A5 D845 1% 70 mg/m?) THAE L7z, & ﬁﬂ%@t |\Z ONIVYDE 7%
WSO T IR S8 AE, 5-FU b U Ik Sz, BITER O 72912 ONIVYDE % 8
B LA, S-FUIL 25%E L7, JaRIE. R OHEIT ﬁ@f%ﬁw@Mﬁﬁﬁ%ﬁ
I 5 F THkpE S L7,

FEADMAGE A 12, 24FHM (0S) @ ONIVYDE % 5-FU/LV & O ONIVYDE/5-
FU/LV %} 5-FU/LV @ 2 (f O T > 7z, RBIRAMERGSE A 13, HEEEAFHIE (PFS)
K OEBIZENFE (ORR) Thotz, EEHMIL, X—AT 4 U KOREDOE 6T LI 7o
7oo ZORBRIT, 2B E UCHMA S, BAAZIC 3BEH (ONIVYDE/S-FU/LV) % &8 %

HIIEIE &N 7=, ONIVYDE/S-FU/LV & & 5-FU/LV Bt & O el {RBRFEfEaHEED Z 0
YET#IT 5-FU/LV BEIC B SR SN B IR E STz,

4Nﬁ@$%ﬁOMVHEBHMN(NﬂU)\mmNMEmﬂﬂ)\Xﬁ&HWV
(N=149) | Dﬁf%htoﬁ%~®3ﬁa®Lmuh ONIVYDE/5-FU/LV X% 5-
qu1m1m) B AT BT 236 BIDBE DR—R T A UEED N ORI O
HE 5 e i\uT®LDf%oto$%®¢%@i@m(alm~mm)Tﬁmuiﬁ
N%THY ., 8%NBEWETH ST, 63%BEAN, 30%013 T 7 A, 3%NEAXIET 7Y %
TAUAN, S%BRZEDOMTHoT=, X—RATA OV T VT I U AEIE3.97 g/ldL, ~<—A
T4 KPS ITEHED 53% T 90~100 Th-oTo, FEEDOFEITIX, HiEE (67%) K UNHEERE
(31%) MEENTz, MR FIRIE MR FRIED B TT LA Z B Z b LT
BEITAF 13%TH Y . BEBMEEEORTRED | FEOBFILS5% TH Y . BBMEE O
TR 2L EOBEIL3B3% Thote, TRTOABEFIL, LRSS A2 % (HX
I OIEF &R LC) #&5 &, S4% ™Mo EOFH L T a2 e E RS S,
13%723 nab-/37 U X X)L EPHL T AV HZ U EEE LT,

NAPOLI-1 3B 1%, £S5 KO 1ICEH L- L 912, 5-FU/LV BEIC T ONIVYDE/5-
FU/LV BE CAGFMIMIC B W CHREHAIICA B dGE 0 R STz,

ONIVYDE #£Ti% 5-FU/LV #f & Lt _CTeAEFHM ok E I AN o T2 (N — Rt
=1.00, pfEi=0.97 (Hifllm 777 HE) )

% 5 : NAPOLI-1 HERD A NELE R

ONIVYDE/5-FU/LV 5-FU/LV
(N=117) (N=119)
2AFHM
. n (%) 77 (66) 86 (72)
AR E (F) 6.1 4.2
(95%CI) (4.8, 8.5) (3.3, 5.3)
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F =34 R®EHFE 43mg

n (%)

ONIVYDE/5-FU/LV 5-FU/LV
(N=117) (N=119)
A= R (95%CI) 0.68 (0.50, 0.93)
pfE (72777 BE) 0.014
I EAHIM
FELIIHIE, n (%) 83 (71) 94 (79)
SRS AAF AR el () 3.1 1.5
(95%CI) (2.7, 4.2) (1.4, 1.8)
AP — KL (95%CI) 0.55 (0.41, 0.75)
FBIRED=
FEARSUTER 3 N DR E 9 (7.7%) 1 (0.8%)

T 5-FU/LV=5-7 L Fr 5L,/ aA aRl v, CIEHEERE

Prabability of Surival
w
1

X1 24T

ONIVYDESS-FUSLY

18

."_|
# atrisk
OMIVYDE/S-FU/LY: 147 L] 51 20 -] V]
£-FUSLV: 115 bk 7 12 T 1
15 Z2ER

1. OSHA Hazardous Drugs. OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html

16 %/ REFEROEY H
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(ST

ONIVYDE (%, 43mg DAV J T H > % 43 mg/mL OIEE CEHELHEEBI AL 7 e LTk
mSihd,

NDC : 15054-0043-1

R K OS>

ONIVYDE (% 2~8°C (36~46°F) THRETHZ &, WALz &, #EXTHZ L,

ONIVYDE [HlfafEErEE I CTH D, w8 H I 2 KR Bk K OBEEEO FIE NIt H
Z &,

17 BE~OFHRM
BEICLTERATSZ &,
T DU ERIBUE

M O A2 G TG 2 5| S E TP ERBAIED Y 27 LR OET=2 1 TR
VETHDZ EaBFICTHATH L, BE BE OFW, B & oG08l
NIZEAIE, EHICEREBIGERE T2 L0 BE IR RT D 2 & [BEER O EDEE
(5.1) 2H]

T O T

BEVCEERTHOY) A7 2MbE5 2 &, Rt ORI TR, BEOME T MmE,
R, O FEV, Kb EOBAIER Z 88k L7255 I3 ERIEBICES 95 & 9 A I
W2 & [BEHEROEN LOEE (5.2) ZH]

B PR AR

ILD DALY A7 2 BE T DED Z &, BT R 72358139 CIcE
WHEBAICERE T 2 L O BB RT 228 [EIEIAR (5.3) ZH] o

AV T Hh ¥R X1 ONIVYDE (259 2 i UiE

HEOWRBUEDEERN Y A7 035D 2 L. KO'ONIVYDE (31 V /7 5 U HEEeHE %
ONIVYDE CTEED T LI X—FILOMFENH 5 BEICIIRETH D 2 & 2B ITHAT 5
Z b, MEREE., BYliu, WRIB. O FEV, KM, TEE. Rig. DEOEER EOEED

' OSHA Hazardous Drugs. OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html
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BB S DBV SN TIE BICEMORE 2% 105 L) BBFIHERTL2 8 (25 @)
WNITEEL R OMEH FooEE (5.4) 2

M O D TR RE

PRRE VR ENE « dEURT 5 ATREME D & 2 MEIZITIR R~ DIEIE ) 2 7 b, #5H & O
5% 1 ARIZA D RREER AR T2 LR L, IR UIIHIRO WA & 554513
MBI O D L OFRT D2 & [BERDEH EOMEE (5.5) | #HEDEM~DE
5 @81, 83) ],

BELE - M S— BT —MEIRT D ATREME D & 2 TR IZIE. ONIVYDE #-5-1 K& OMofé 4%
G an AMiZ=ay F—22flT2 X 0ET22 L [LHiEezm7 54 83) M)

23,

ONIVYDE #¢5-# O e 544 1 » ARNIRIL L7anW X 5 W BRE IR RT 52 & [4F
JEDEM~DRG (8.2) M)

Ipsen Biopharmaceuticals, Inc. Basking Ridge, NJ 07920

ONIVYDE [ Ipsen Biopharm Ltd. D FEIECTH 5,
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ANNEX1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

ONIVYDE pegylated liposomal 4.3 mg/ml concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One 10 ml vial of concentrate contains 43 mg irinotecan anhydrous free base (as irinotecan
sucrosofate salt in a pegylated liposomal formulation).

One ml of concentrate contains 4.3 mg irinotecan anhydrous free base (as irinotecan sucrosofate salt in
a pegylated liposomal formulation).

Excipient with known effect

One ml of concentrate contains 0.144 mmol (3.31 mg) sodium.
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion.
White to slightly yellow opaque isotonic liposomal dispersion.
The concentrate has a pH of 7.2 and an osmolality of 295 mOsm/kg.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of metastatic adenocarcinoma of the pancreas, in combination with 5-fluorouracil (5-FU)
and leucovorin (LV), in adult patients who have progressed following gemcitabine based therapy.

4.2 Posology and method of administration

ONIVYDE pegylated liposomal (irinotecan) must only be prescribed and administered to patients by
healthcare professionals experienced in the use of anti-cancer therapies.

ONIVYDE pegylated liposomal (irinotecan) is not equivalent to non-liposomal irinotecan
formulations and should not be interchanged.

Posology

ONIVYDE pegylated liposomal, leucovorin and 5-fluorouracil should be administered sequentially.
The recommended dose and regimen of ONIVYDE pegylated liposomal is 70 mg/m” intravenously
over 90 minutes, followed by LV 400 mg/m’ intravenously over 30 minutes, followed

by 5-FU 2,400 mg/m’ intravenously over 46 hours, administered every 2 weeks. ONIVYDE pegylated
liposomal should not be administered as a single agent.

A reduced starting dose of ONIVYDE pegylated liposomal (irinotecan) of 50 mg/m” should be
considered for patients known to be homozygous for the UGT1A1*28 allele (see sections 4.8 and 5.1).
A dose increase of ONIVYDE pegylated liposomal to 70 mg/m” should be considered if tolerated in
subsequent cycles.



Pre-medication

It is recommended that patients receive pre-medication with standard doses of dexamethasone (or an
equivalent corticosteroid) together with a 5-HT; antagonist (or other antiemetic) at least 30 minutes
prior to ONIVYDE pegylated liposomal infusion.

Dosage adjustments
All dose modifications should be based on the worst preceding toxicity. The LV dose does not require

adjustment. For Grade 1 and 2 toxicities there are no dose modifications recommended. Dose
adjustments, as summarised in Table 1 and Table 2, are recommended to manage
Grade 3 or 4 toxicities related to ONIVYDE pegylated liposomal.

For patients who start treatment with 50 mg/m” ONIVYDE pegylated liposomal and do not dose
escalate to 70 mg/m’, the recommended first dose reduction is to 43 mg/m”and the second dose
reduction is to 35 mg/m’. Patients who require further dose reduction should discontinue treatment.

Patients who are known to be homozygous for UGT1A1*28 and without drug related toxicities during

the first cycle of therapy (reduced dose of 50 mg/m?) may have the dose of ONIVYDE pegylated
liposomal increased to a total dose of 70 mg/m® in subsequent cycles based on individual patient

tolerance.

Table 1: Recommended dose modifications for ONIVYDE pegylated liposomal +5-FU/LYV for
Grade 3-4 toxicities for patients not homozygous for UGT1A1*28

Toxicity grade (value)
by NCI CTCAE v 4.0’

ONIVYDE pegylated liposomal /5-FU adjustment
(for patients not homozygous for UGT1A1*28)

Haematological toxicities

Neutropenia

A new cycle of therapy should not begin until the absolute neutrophil
count is > 1,500 cells/mm’

Grade 3 or

Grade 4 (< 1,000
cells/mm’) or
Neutropenic fever

Reduce ONIVYDE pegylated liposomal dose
to 50 mg/m’
Reduce 5-FU dose by 25% (1,800 mg/m?).

First occurrence

Reduce ONIVYDE pegylated liposomal dose
to 43 mg/m’

Reduce 5-FU dose by an additional 25%
(1,350 mg/m?).

Second occurrence

. Discontinue treatment
Third occurrence

Thrombocytopenia

Leukopenia

A new cycle of therapy should not begin until the platelet count is

> 100,000 platelets/mm’

Dose modifications for leukopenia and thrombocytopenia are based on
NCI CTCAE toxicity grading and are the same as recommended for
neutropenia above.

Non haematological toxicities

Diarrhoea A new cycle of therapy should not begin until diarrhoea resolves
to < Grade 1 (2-3 stools/day more than pre-treatment frequency).
Grade 2 A new cycle of therapy should not begin until diarrhoea resolves

to < Grade 1 (2-3 stools/day more than pre-treatment frequency).




Toxicity grade (value) ONIVYDE pegylated liposomal /5-FU adjustment
by NCI CTCAE v 4.0’ (for patients not homozygous for UGT1A1*28)
Grade 3 or 4 Reduce ONIVYDE pegylated liposomal dose
First occurrence to 50 mg/m’
Reduce 5-FU dose by 25% (1,800 mg/m?)
Reduce ONIVYDE pegylated liposomal dose
Second ren to 43 mg/m’
econd occurrence | peduce 5-FU dose by an additional 25%
(1,350 mg/m?)
Third occurrence Discontinue treatment
Nausea/vomiting A new cycle of therapy should not begin until nausea/vomiting resolves
to < Grade 1 or baseline
Grade 3 or 4 (despite Optimise antiemetic therapy

antiemetic therapy)

First occurrence

Reduce ONIVYDE pegylated liposomal dose
to 50 mg/m’

Second occurrence

Optimise antiemetic therapy
Reduce ONIVYDE pegylated liposomal dose
to 43 mg/m’

Third occurrence

Discontinue treatment

Hepatic, renal,

respiratory or
other’ toxicities

Grade 3 or 4

A new cycle of therapy should not begin until the adverse reaction

resolves to < Grade 1

Reduce ONIVYDE pegylated liposomal dose

First occurrence to 50 mg/m’
Reduce 5-FU dose by 25% (1,800 mg/m?)
Reduce ONIVYDE pegylated liposomal dose
to 43 mg/m’

Second occurrence

Reduce 5-FU dose by an
additional 25% (1,350 mg/m°)

Third occurrence

Discontinue treatment

Anaphylactic reaction

First occurrence

Discontinue treatment

T

2

NCI CTCAE v 4.0 = National Cancer Institute Common Terminology Criteria for Adverse
Events version 4.0
Excludes asthenia and anorexia; Asthenia and Grade 3 anorexia do not require dose adjustment.

Table 2: Recommended dose modifications for ONIVYDE pegylated liposomal +5-FU/LYV for
Grade 3-4 toxicities in patients homozygous for UGT1A1%28

Toxicity grade (value)
by NCI CTCAE v 4.0"

ONIVYDE pegylated liposomal /5-FU adjustment
(for patients homozygous for UGT1A1%28 without previous

increase’ to 70 mg/m?)

Adverse reactions’
Grade 3 or 4

A new cycle of therapy should not begin until adverse event resolves

to < Grade 1

Reduce ONIVYDE pegylated liposomal dose to
First occurrence 43 mg/m’

5-FU dose modification as in Table 1

Reduce ONIVYDE pegylated liposomal dose to
Second occurrence | 35 mg/m’

5-FU dose modification as in Table 1




Third occurrence Discontinue treatment

NCI CTCAE v 4.0 = National Cancer Institute Common Terminology Criteria for Adverse

Events version 4.0

Excludes asthenia and anorexia; asthenia and Grade 3 anorexia do not require dose adjustment.

In case of a dose increase of ONIVYDE pegylated liposomal to 70 mg/m” if tolerated in
subsequent cycles, recommended dose modifications should follow Table 1.

Special populations

Hepatic impairment

No dedicated hepatic impairment study has been conducted with ONIVYDE pegylated liposomal. The
use of ONIVYDE pegylated liposomal should be avoided in patients with bilirubin > 2.0 mg/dl, or
aspartate aminotransferase (AST) and alanine aminotransferase (ALT) > 2.5 times upper limit of
normal (ULN) or > 5 times ULN if liver metastasis is present (see section 4.4).

Renal impairment

No dedicated renal impairment study has been conducted with ONIVYDE pegylated liposomal. No
dose adjustment is recommended in patients with mild to moderate renal impairment (see

sections 4.4 and 5.2). ONIVYDE pegylated liposomal is not recommended for use in patients with
severe renal impairment (CLcr < 30 ml/min).

Elderly
Forty-one percent (41%) of patients treated with ONIVYDE pegylated liposomal across the clinical
program were > 65 years. No dose adjustment is recommended.

Paediatric population

The safety and efficacy of ONIVYDE pegylated liposomal in children and adolescents aged < 18 years
have not yet been established. No data are available.

Method of administration

ONIVYDE pegylated liposomal is for intravenous use. The concentrate must be diluted prior to
administration and given as single intravenous infusion over 90 minutes. For more details see

section 6.6.

Precautions to be taken before handling or administering the medicinal product

ONIVYDE pegylated liposomal is a cytotoxic medicinal product. The use of gloves, goggles and
protective clothing when handling or administering ONIVYDE pegylated liposomal is recommended.
Pregnant staff should not handle ONIVYDE pegylated liposomal.

4.3 Contraindications

History of severe hypersensitivity to irinotecan or to any of the excipients listed in section 6.1.
Breast-feeding (see section 4.6).

4.4 Special warnings and precautions for use

General

ONIVYDE pegylated liposomal is a liposomal formulation of irinotecan with different
pharmacokinetic properties compared to non-liposomal irinotecan. The dose concentration and

strength are different in comparison to non-liposomal irinotecans.

ONIVYDE pegylated liposomal is not equivalent to other non-liposomal irinotecan formulations and
should not be interchanged.



In the limited number of patients with prior exposure to non-liposomal irinotecan, no benefit of
ONIVYDE pegylated liposomal has been demonstrated.

Myelosuppression/neutropenia

Complete blood cell count monitoring is recommended during ONIVYDE pegylated liposomal
treatment. Patients should be aware of the risk of neutropenia and the significance of fever. The
median time to nadir for > Grade 3 neutropenia is 23 (range 8-104) days post first dose of treatment
with ONIVYDE pegylated liposomal. Febrile neutropenia (body temperature > 38°C and neutrophil
count < 1,000 cells/mm?) should be urgently treated in the hospital with broad-spectrum intravenous
antibiotics. ONIVYDE pegylated liposomal should be withheld if neutropenic fever occurs or the
absolute neutrophil count drops below 1,500 cells/mm’. Sepsis with neutropenic fever and consequent
septic shock with fatal outcome has been observed in patients with metastatic pancreatic
adenocarcinoma treated with ONIVYDE pegylated liposomal.

In patients who experienced severe haematological events, a dose reduction or treatment
discontinuation is recommended (see section 4.2). Patients with severe bone marrow failure should not
be treated with ONIVYDE pegylated liposomal.

History of prior abdominal radiation increases the risk of severe neutropenia and febrile neutropenia
following ONIVYDE pegylated liposomal treatment. Close monitoring of blood counts is
recommended, and the use of myeloid growth factors should be considered for patients with a history
of abdominal radiation. Caution should be exercised in patients receiving concurrent administration of
ONIVYDE pegylated liposomal with irradiation.

Patients with deficient glucuronidation of bilirubin, such as those with Gilbert’s syndrome, may be at
greater risk of myelosuppression when receiving therapy with ONIVYDE pegylated liposomal.

Compared to Caucasian patients, Asian patients have an increased risk of severe and febrile
neutropenia following treatment with ONIVYDE pegylated liposomal +5-FU/LV (see
sections 4.8 and 5.2).

Immunosuppressive effects and vaccines

Administration of live or live-attenuated vaccines in patients immunocompromised by
chemotherapeutic medicinal products including ONIVYDE pegylated liposomal may result in serious
or fatal infections; therefore vaccination with a live vaccine should be avoided. Killed or inactivated
vaccines may be administered; however, the response to such vaccines may be diminished.

Interactions with strong CYP3A4 inducers

ONIVYDE pegylated liposomal should not be administered with strong CYP3A4-enzyme inducers
such as anticonvulsants (phenytoin, phenobarbital or carbamazepine), rifampin, rifabutin and St.
John’s wort unless there are no therapeutic alternatives. The appropriate starting dose for patients
taking these anticonvulsants or other strong inducers has not been defined. Consideration should be
given to substituting with non-enzyme inducing therapies at least 2 weeks prior to initiation of
ONIVYDE pegylated liposomal therapy (see section 4.5).

Interactions with strong CYP3 A4 inhibitors or strong UGT1A1 inhibitors

ONIVYDE pegylated liposomal should not be administered with strong CYP3A4-enzyme inhibitors
(e.g. grapeftuit juice, clarithromycin, indinavir, itraconazole, lopinavir, nefazodone, nelfinavir,
ritonavir, saquinavir, telaprevir, voriconazole). Strong CYP3A4 inhibitors should be discontinued at
least 1 week prior to starting ONIVYDE pegylated liposomal therapy.

ONIVYDE pegylated liposomal should not be administered with strong UGT 1A inhibitors

(e.g. atazanavir, gemfibrozil, indinavir) unless there are no therapeutic alternatives.

Diarrhoea



Diarrhoea can occur early (onset in < 24 hours after starting ONIVYDE pegylated liposomal) or late
(> 24 hours) (see section 4.8).

In patients experiencing early diarrhoea, therapeutic and prophylactic atropine should be considered
unless contraindicated. Patients should be made aware of the risk of delayed diarrhoea which can be
debilitating and, on rare occasions, life threatening since persistent loose or watery stools can result in
dehydration, electrolyte imbalance, colitis, gastrointestinal (GI) ulceration, infection or sepsis.

As soon as the first liquid stool occurs, the patient should start drinking large volumes of beverages
containing electrolytes. Patients should have loperamide (or equivalent) readily available to begin
treatment for late diarrhoea. Loperamide should be initiated at first occurrence of poorly formed or
loose stools or at the earliest onset of bowel movements more frequent than normal. Loperamide
should be given until patient is without diarrhoea for at least 12 hours.

If diarrhoea persists while patient is on loperamide for more than 24 hours, adding oral antibiotic
support (e.g. fluoroquinolone for 7 days) should be considered. Loperamide should not be used for
more than 48 consecutive hours due to risk of paralytic ileus. If diarrhoea persists for more

than 48 hours, stop loperamide, monitor and replace fluid electrolytes and continue antibiotic support
until resolution for accompanying symptoms.

ONIVYDE pegylated liposomal treatment should be delayed until diarrhoea resolves

to < Grade 1 (2-3 stools/day more than pre-treatment frequency). ONIVYDE pegylated liposomal
must not be administered to patients with bowel obstruction, and chronic inflammatory bowel disease,
until it is resolved.

Following Grade 3 or 4 diarrhoea, the subsequent dose of ONIVYDE pegylated liposomal should be
reduced, (see section 4.2).

Cholinergic reactions

Early onset diarrhoea may be accompanied by cholinergic symptoms such as rhinitis, increased
salivation, flushing, diaphoresis, bradycardia, miosis and hyperperistalsis. In case of cholinergic
symptoms atropine should be administered.

Acute infusion and related reactions

Infusion reactions primarily consisting of rash, urticaria, periorbital oedema or pruritus were reported
in patients receiving ONIVYDE pegylated liposomal treatment. New events (all grade 1 or grade 2)
occurred generally early during ONIVYDE pegylated liposomal treatment, with only 2 out

of 10 patients noted with events after the fifth dose. Hypersensitivity reactions, including acute
infusion reaction may occur. ONIVYDE pegylated liposomal should be discontinued in case of severe
hypersensitivitiy reactions.

Prior Whipple procedure

Patients with a history of a Whipple procedure have a higher risk of serious infections following
ONIVYDE pegylated liposomal in combination with 5-FU and leucovorin (see section 4.8). Patients
should be monitored for signs of infections.

Vascular disorders

Onivyde pegylated liposomal has been associated with thromboembolic events such as pulmonary
embolism, venous thrombosis and arterial thromboembolism. A thorough medical history should be
obtained in order to identify patients with multiple risk factors in addition to the underlying neoplasm.
Patients should be informed about the signs and symptoms of thromboembolism and advised to
contact their physician or nurse immediately if any such signs or symptoms should occur.

Pulmonary toxicity

Interstitial Lung Disease (ILD)-like events leading to fatalities have occurred in patients receiving
non-liposomal irinotecan. No cases of ILD-like events have been reported with ONIVYDE pegylated



liposomal therapy in clinical studies. Risk factors include pre-existing lung disease, use of
pneumotoxic medicinal products, colony stimulating factors or having previously received radiation
therapy. Patients with risk factors should be closely monitored for respiratory symptoms before and
during ONIVYDE pegylated liposomal therapy. A reticulo-nodular pattern on chest X-ray was
observed in a small percentage of patients enrolled in a clinical study with irinotecan. New or
progressive dyspnoea, cough, and fever should prompt interruption of ONIVYDE pegylated liposomal
treatment, pending diagnostic evaluation. ONIVYDE pegylated liposomal should be discontinued in
patients with a confirmed diagnosis of ILD.

Hepatic impairment

Patients with hyperbilirubinaemia had higher concentrations for total SN-38 (see section 5.2) and
therefore the risk of neutropenia is increased. Regular monitoring of complete blood counts should be
conducted in patients with total bilirubin of 1.0-2.0 mg/dl. Caution should be exercised in patients with
hepatic impairment (bilirubin > 2 times upper limit of normal [ULN]; transaminases > 5 times ULN).
Caution is required when ONIVYDE pegylated liposomal is given in combination with other
hepatotoxic medicinal products, especially in patients with pre-existing hepatic impairment.

Renal impairment

The use of ONIVYDE pegylated liposomal in patients with significant renal impairment has not been
established (see section 5.2).

Underweight patients (body mass index < 18.5 kg/m°)

In the clinical study evaluating ONIVYDE pegylated liposomal +5-FU/LV, 5 of 8 underweight
patients experienced a Grade 3 or 4 adverse reactions, mostly myelosuppression, while 7 of the

8 patients required dose modification such as dose delay, dose reduction or dose discontinuation.
Caution should be exercised when using ONIVYDE pegylated liposomal in patients with body mass
index < 18.5 kg/m”.

Excipients

Each ml of ONIVYDE pegylated liposomal contains 0.144 mmol (3.31 mg) sodium. This needs to be
taken into consideration by patients on a controlled sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction

Information about drug interactions with ONIVYDE pegylated liposomal is referenced from the
published scientific literature for nonliposomal irinotecan.

Interaction affecting the use of ONIVYDE pegylated liposomal

Strong CYP3A4 inducers

Patients receiving concomitant non-liposomal irinotecan and CYP3A4 enzyme-inducing
anticonvulsants phenytoin, phenobarbital or carbamazepine have substantially reduced exposure to
irinotecan (AUC reduction by 12% with St John’s wort, 57%-79% with phenytoin, phenobarbital, or
carbamazepine) and SN-38 (AUC reduction by 42% with St John’s wort, 36%-92% with phenytoin
phenobarbital, or carbamazepine). Therefore, co-administration of ONIVYDE pegylated liposomal
with inducers of CYP3A4 may reduce systemic exposure of ONIVYDE pegylated liposomal.

Strong CYP3A4 inhibitors and UGTIAI inhibitors

Patients receiving concomitant non-liposomal irinotecan and ketoconazole, a CYP3A4 and
UGT1AT1 inhibitor, have increased SN-38 exposure by 109%. Therefore, co-administration of
ONIVYDE pegylated liposomal with other inhibitors of CYP3A4 (e.g. grapefruit juice,
clarithromycin, indinavir, itraconazole, lopinavir, nefazodone, nelfinavir, ritonavir, saquinavir,
telaprevir, voriconazole) may increase systemic exposure of ONIVYDE pegylated liposomal. Based



on the drug interaction of non-liposomal irinotecan and ketoconazole, co-administration of ONIVYDE
pegylated liposomal with other inhibitors of UGT1AL1 (e.g. atazanavir, gemfibrozil, indinavir) may
also increase systemic exposure of ONIVYDE pegylated liposomal.

Co-administration of ONIVYDE pegylated liposomal +5-FU/LV does not alter the pharmacokinetics
of ONIVYDE pegylated liposomal based on the population pharmacokinetic analysis.

No interaction of ONIVYDE pegylated liposomal (irinotecan) with other medicinal products is
known.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential / contraception in males and females

Women of childbearing potential should use effective contraception during ONIVYDE pegylated
liposomal treatment and 1 month thereafter. Males should use condoms during ONIVYDE pegylated
liposomal treatment and 4 months thereafter.

Pregnancy

There are no adequate data on the use of ONIVYDE pegylated liposomal in pregnant women.
ONIVYDE pegylated liposomal can cause harm to the foetus when administered to the pregnant
woman, as the main ingredient irinotecan has been shown to be embryotoxic and teratogenic in
animals (see section 5.3). Therefore, based on results from animal studies and the mechanism of action
of irinotecan, ONIVYDE pegylated liposomal should not be used during pregnancy unless clearly
necessary. If ONIVYDE pegylated liposomal is used during pregnancy or if the patient becomes
pregnant while receiving therapy, the patient should be informed about the potential hazard to the
foetus.

Breast-feeding

It is unknown whether ONIVYDE pegylated liposomal or its metabolites are excreted into human
milk. Because of the potential for serious adverse reactions of ONIVYDE pegylated liposomal in
breast-feeding infants, ONIVYDE pegylated liposomal is contraindicated during breast-feeding (see
section 4.3). Patients should not breast-feed until one month after the last dose.

Fertility

There are no data on the impact of ONIVYDE pegylated liposomal on human fertility. Non-liposomal
irinotecan was shown to cause atrophy of male and female reproductive organs after multiple daily
irinotecan doses in animals (see section 5.3).

4.7 Effects on ability to drive and use machines

ONIVYDE pegylated liposomal has moderate influence on the ability to drive and use machines.
During treatment patients should observe caution when driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

The following adverse reactions, considered to be possibly or probably related to the administration of
ONIVYDE pegylated liposomal, were reported in 264 patients with metastatic adenocarcinoma of the

pancreas, 147 of whom received ONIVYDE pegylated liposomal monotherapy (100 mg/m?)

and 117 received ONIVYDE pegylated liposomal (70 mg/m®) in combination with 5-FU/LV.

The most common adverse reactions (incidence > 20%) of ONIVYDE pegylated liposomal +5-FU/LV
were: diarrhoea, nausea, vomiting, decreased appetite, neutropenia, fatigue, asthenia, anaemia,



stomatitis and pyrexia. The most common serious adverse reactions (> 2%) of ONIVYDE pegylated
liposomal therapy were diarrhoea, vomiting, febrile neutropenia, nausea, pyrexia, sepsis, dehydration,
septic shock, pneumonia, acute renal failure, and thrombocytopenia.

The rates of adverse reactions leading to permanent treatment discontinuation were 11% for the
ONIVYDE pegylated liposomal +5-FU/LV arm and 12% for the monotherapy arm.

The most frequently reported adverse reactions leading to discontinuation were infection and diarrhoea
for ONIVYDE pegylated liposomal +5-FU/LV arm, and vomiting and diarrhoea for the monotherapy
arm.

Tabulated list of adverse reactions

The adverse reactions that may occur during treatment with ONIVYDE pegylated liposomal are
summarised below and are presented by system organ class and frequency category (Table 3). Within
each system organ class and frequency category, adverse reactions are presented in order of decreasing
seriousness. Frequencies categories used for adverse reactions are: very common (> 1/10); common

(> 1/100 to < 1/10); uncommon (> 1/1,000 to < 1/100) and rare (> 1/10,000 to < 1/1,000)**.

Table 3: Adverse reactions reported with ONIVYDE pegylated liposomal therapy in the
NAPOLI-1 clinical study

MedDRA* system organ

Adverse reaction frequency**
class

Infections and infestations Common: Septic shock, Sepsis, Pneumonia, Febrile neutropenia,
Gastroenteritis, Oral candidiasis
Uncommon: Biliary sepsis

Blood and lymphatic Very common: Neutropenia, Leukopenia, Anaemia,
system disorders Thrombocytopenia

Common: Lymphopenia

Immune system disorders Uncommon: Hypersensitivity

Metabolism and nutrition Very common: Hypokalaemia, Hypomagnesaemia, Dehydration,
disorders Decreased appetite
Common: Hypoglycaemia, Hyponatraemia, Hypophosphataemia

Psychiatric disorders Common: Insomnia

Nervous system disorders Very common: Dizziness
Common: Cholinergic syndrome, Dysgeusia

Cardiac disorders Common: Hypotension

Vascular disorders Common: Pulmonary embolism, Embolism, Deep vein thrombosis
Uncommon: Thrombosis

Respiratory, thoracic and Common: Dyspnoea, Dysphonia
mediastinal disorders Uncommon: Hypoxia

Gastrointestinal disorders Very common: Diarrhoea, Vomiting, Nausea, Abdominal pain,
Stomatitis

Common: Colitis, Haemorrhoids

Uncommon: Oesophagitis, Proctitis

Hepatobiliary disorders Common: Hypoalbuminaemia
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%
MedDRA® system organ Adverse reaction frequency**

class
Skin and subcutaneous Very common: Alopecia
tissue disorders Uncommon: Rash maculo-papular, Nail discolouration

Renal and urinary disorders | Common: Acute renal failure

General disorders and Very common: Pyrexia, Peripheral oedema, Mucosal inflammation,
administration site Fatigue, Asthenia

conditions Common: Infusion related reaction, Oedema

Investigations Very common: Weight decrease

Common: Increased bilirubin, Increased alanine aminotransferase,
Increased aspartate aminotransferase, Increased international
normalised ratio

* MedDRA version 14.1
**  Rare occurrence cannot be estimated from the NAPOLI-1study due to the small sample size

Description of selected adverse reactions

The following adverse reactions were observed in the NAPOLI-1 clinical study:

Myelosuppression
Myelosuppression (neutropenia/leukopenia, thrombocytopenia and, anaemia) was more common in
the ONIVYDE pegylated liposomal +5-FU/LV arm compared to the 5-FU/LV control arm.

Neutropenia/leukopenia

Neutropenia/leukopenia was the most notable important haematological toxicity. Grade 3 or higher
neutropenia occurred more frequently in patients treated with ONIVYDE pegylated liposomal
+5-FU/LV (27.4%) compared to patients treated with 5-FU/LV (1.5%). Neutropenic fever/sepsis
appeared more frequently in the ONIVYDE pegylated liposomal +5-FU/LV combination arm

[in 4 patients (3.4%)] compared to 5-FU/LV control arm [in 1 patient (0.7%)].

Thrombocytopenia
Grade 3 or higher thrombocytopenia occurred in 2.6% of patients treated with ONIVYDE pegylated
liposomal +5-FU/LV and 0% in patients treated with 5-FU/LV.

Anaemia
Grade 3 or higher anaemia occurred in 10.3% of patients treated with ONIVYDE pegylated liposomal
+5-FU/LV and in 6.7% of patients treated with 5-FU/LV.

Acute renal failure

Renal impairment and acute renal failure have been identified, usually in patients who become volume
depleted from nausea/vomiting and/or diarrhoea. Acute renal failure was reported in 6 of 117 patients
(5.1%) in the ONIVYDE pegylated liposomal +5-FU/LV arm, 10 of 147 (6.8%) in the ONIVYDE
pegylated liposomal monotherapy arm and 6 of 134 patients (4.5%) in the 5-FU/LV arm.

Diarrhoea and related adverse reactions

Diarrhoea is a very common adverse reaction leading to colitis, ileus, gastroenteritis, fatigue,
dehydration, weight loss, renal toxicities, hyponatraemia, and hypokalaemia. Renal impairment and
acute renal failure have been identified, usually in patients who became volume depleted from severe
vomiting and/or diarrhoea. In the clinical study Grade 3 or Grade 4 diarrhoea occurred in 15 out

of 117 patients (12.8%) receiving ONIVYDE pegylated liposomal +5-FU/LV. For patients
experiencing late diarrhoea, the median time to late diarrhoea onset was 8 days from the previous dose
of ONIVYDE pegylated liposomal. Early onset diarrhoea, typically appearing < 24 hours after dose
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administration, can occur and is usually transient. Early onset diarrhoea may also be accompanied by
cholinergic symptoms that can include rhinitis, increased salivation, flushing, diaphoresis,
bradycardia, miosis and hyperperistalsis that can induce abdominal cramping. In the clinical study,
early diarrhoea onset occurred in 35 patients (29.9%) and cholinergic events occurred in 4 patients
(3.4%) receiving ONIVYDE pegylated liposomal +5-FU/LV.

Withhold ONIVYDE pegylated liposomal for Grade 2-4 diarrhoea and initiate treatment for diarrhoea.
Following recovery to Grade 1 diarrhoea, resume ONIVYDE pegylated liposomal at a reduced dose
(see section 4.2).

Infusion reaction

Acute infusion reactions were reported in 8 of 117 patients (6.8%) in the ONIVYDE pegylated
liposomal +5-FU/LV arm, 3 of 147 patients (2.0%) in the ONIVYDE pegylated liposomal
monotherapy arm, and 8 of 134 patients (6.0%) in the 5-FU/LV arm.

Other special populations

Elderly
Overall, no major clinical differences in safety or efficacy were reported between patients > 65 years

and patients < 65 years, although a higher frequency of discontinuation (14.8% vs 7.9%) was noted in
the former group treated with ONIVYDE pegylated liposomal +5-FU/LV in the NAPOLI-1 study and
in some cases the adverse reactions did not resolve. Grade 3 or higher and serious treatment emergent
adverse reactions were more frequent in patients < 65 years (84.1% and 50.8%) compared to

patients > 65 years (68.5 % and 44.4%). Conversely, patients > 75 years (n=12) experienced more
frequent serious adverse reactions, dose delay, dose reduction and discontinuation compared to
patients < 75 years (n=105) when treated with ONIVYDE pegylated liposomal +5-FU/LV in the
pancreatic adenocarcinoma study.

Asian population
Compared to Caucasians, Asian patients were observed with a lower incidence of diarrhoea

[14 (19.2%) out of 73 Caucasians had a > Grade 3 diarrhoea, and 1 out of 33 (3.3%) Asians had a

> Grade 3 diarrhoea], but a higher incidence and higher severity of neutropenia. In patients receiving
ONIVYDE pegylated liposomal +5-FU/LV, the incidence of > Grade 3 neutropenia was higher among
Asian patients [18 of 33 (55%)] compared to Caucasians patients [13 of 73 (18%)]. Neutropenic
fever/neutropenic sepsis was reported in 6% of Asian patients compared to 1% of Caucasians patients.
This is consistent with the population pharmacokinetic analysis that showed a lower exposure to
irinotecan and a higher exposure to its active metabolite SN-38 in Asians than in Caucasians.

Patients with hepatic impairment

In clinical studies of non-liposomal irinotecan administered on a weekly dosage schedule, patients
with modestly elevated baseline serum total bilirubin levels (1.0 to 2.0 mg/dl) had a significantly
greater likelihood of experiencing first cycle Grade 3 or Grade 4 neutropenia than those with bilirubin
levels that were less than 1.0 mg/dl.

Patients with prior Whipple procedure

In the clinical study evaluating ONIVYDE pegylated liposomal +5-FU/LV, patients with a prior
Whipple procedure had a higher risk of serious infections following treatment with ONIVYDE
pegylated liposomal +5-FU/LV [9 of 29 (30%)] compared to 11 of 88 (12.5%) patients with no prior
Whipple procedure.

Patients with UGTIAI allele

Individuals who are 7/7 homozygous for the UGT1A1*28 allele are at increased risk for neutropenia
from non-liposomal irinotecan. In the clinical study evaluating ONIVYDE pegylated liposomal
+5-FU/LV, the frequency of > Grade 3 neutropenia in these patients [2 of 7 (28.6%)] was similar to
the frequency in patients not homozygous for the UGT1A1%*28 allele who received a starting dose of
ONIVYDE pegylated liposomal of 70 mg/m*[30 of 110 (27.3%)] (see section 5.1).
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Underweight patients (body mass index < 18.5 kg/m’)

In the clinical study evaluating ONIVYDE pegylated liposomal +5-FU/LV, 5 of 8 underweight
patients experienced a grade 3 or 4 adverse reaction, mostly myelosuppression, while 7 of

the 8 patients required dose modification such as dose delay, dose reduction or dose discontinuation
(see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In clinical trials, ONIVYDE pegylated liposomal was administered at doses up to 210 mg/m’ to
patients with various cancers. The adverse reactions in these patients were similar to those reported
with the recommended dosage and regimen.

There have been reports of overdosage with non-liposomal irinotecan at doses up to approximately
twice the recommended therapeutic dose of irinotecan, which may be fatal. The most significant
adverse reactions reported were severe neutropenia and severe diarrrhoea.

There is no known antidote for overdose of ONIVYDE pegylated liposomal. Maximum supportive
care should be instituted to prevent dehydration due to diarrhoea and to treat any infectious
complications.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antineoplastic agents, other antineoplastic agents, ATC code: LO1XX19

Mechanism of action

The active substance in ONIVYDE pegylated liposomal is irinotecan (topoisomerase I inhibitor)
encapsulated in a lipid bilayer vesicle or liposome.

Irinotecan is a derivative of camptothecin. Camptothecins act as specific inhibitors of the enzyme
DNA topoisomerase 1. Irinotecan and its active metabolite SN-38 bind reversibly to the
topoisomerase [-DNA complex and induce single-strand DNA lesions which block the DNA
replication fork and are responsible for the cytotoxicity. Irinotecan is metabolized by carboxylesterase
to SN-38. SN-38 is approximately 1,000 times as potent as irinotecan as an inhibitor of topoisomerase
I purified from human and rodent tumour cell lines.

Pharmacodynamic effects

In animal models, ONIVYDE pegylated liposomal has been shown to extend plasma levels of
irinotecan and prolong the exposure to the active metabolite SN-38 at the site of the tumour.

Clinical efficacy and safety

The safety and efficacy of ONIVYDE pegylated liposomal were investigated in a multinational,
randomised, open label, controlled clinical trial (NAPOLI-1) that tested two treatment regimens for
patients with metastatic pancreatic adenocarcinoma who had documented disease progression after
gemcitabine or gemcitabine-containing therapy. The trial was designed to assess the clinical efficacy
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and safety of ONIVYDE pegylated liposomal monotherapy or ONIVYDE pegylated liposomal
+5-FU/LV compared to an active control arm of 5-FU/LV.

Patients randomised to ONIVYDE pegylated liposomal +5-FU/LV received ONIVYDE pegylated
liposomal at 70 mg/m” as an intravenous infusion over 90 minutes, followed by

LV 400 mg/m’ intravenously over 30 minutes, followed by 5-FU 2,400 mg/m” intravenously

over 46 hours, administered every 2 weeks. Patients homozygous for the UGT1A1*28 allele were
given a lower initial dose of ONIVYDE pegylated liposomal (see section 4.2). Patients randomised

to 5-FU/LV received leucovorin 200 mg/m’ intravenously over 30 minutes, followed

by 5-FU 2,000 mg/m2 intravenously over 24 hours, administered on Days 1, 8, 15 and 22 of a 6 week
cycle. Patients randomised to ONIVYDE pegylated liposomal monotherapy received 100 mg/m”as an
intravenous infusion over 90 minutes every 3 weeks.

Key eligibility criteria for patients with metastatic adenocarcinoma of the pancreas in the
NAPOLI-1 clinical study were Karnofsky Performance Status (KPS) > 70, normal bilirubin level,
transaminase levels < 2.5 times the ULN or < 5 times the ULN for patients with liver metastases and
albumin > 3.0 g/dL.

A total of 417 patients were randomised to the ONIVYDE pegylated liposomal +5-FU/LV
arm (N=117), ONIVYDE pegylated liposomal monotherapy arm (N=151) and 5-FU/LV arm (N=149).
Patient demographic and entry disease characteristics were well balanced between trial arms.

In the intent to treat (all randomised) population, the median age was 63 years

(range 31-87 years), 57 % were males, and 61% were Caucasian and 33% were Asian. Mean baseline
albumin level was 3.6 g/dl, and baseline KPS was 90-100 in 55% of patients. Disease characteristics
included 68% of patients with liver metastases and 31% with lung metastases; 12% of patients had no
prior lines of metastatic therapy, 56 % of patients had 1 prior line of metastatic therapy, 32% of
patients had 2 or more prior lines of metastatic therapy.

Patients received treatment until disease progression or unacceptable toxicity. The primary outcome
measure was Overall Survival (OS). Additional outcome measures included Progression Free Survival
(PFS) and Objective Response Rate (ORR). Results are shown in Table 4. Overall survival is
illustrated in Figure 1.

Table 4: Efficacy results from NAPOLI-1 clinical study

ONIVYDli g_ng%IJI/aIt‘e‘(/i liposomal Z—\IF=U 1/}‘9‘;
N=117)

Overall Survival'
Number of deaths, n (%) 75 (64) 80 (67)
Median OS (months) 6.1 4.2
(95% CI) (4.8, 8.9) (3.3,5.3)
Hazard Ratio (95% CI)’ 0.67 (0.49-0.92)
p-value® 0.0122
Progression-Free Survival"’
Death or progression, n (%) 83 (71) 92 (77)
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ON IVYD]ig-E:Fg%IJlg‘ie\(Ii liposomal ?&EU 1/{49\)}
N=117)

Median PFS (months) 3.1 1.5
(95% CI) (2.7,4.2) (1.4, 1.8)
Hazard Ratio (95% CI)’ 0.56 (0.41-0.75)
p-value® 0.0001
Objective Response Rate’
N 19 1
ORR (%) 16.2 0.8
95% CI of Rate’ 9.6,22.9 0.0,2.5
Rate Difference (95% CI)’ 15.4 (8.5, 22.3)
p-value® <0.0001

Median is the Kaplan-Meier estimate of the median survival time
Per RECIST guidelines, v 1.1.

Cox model analysis

Unstratified log-rank test

Based on Normal approximation

Fisher’s exact test

[ Y N O

Abbreviations: 5-FU/LV=5-fluorouracil/leucovorin; CI=confidence interval

Figure 1: Overall survival

ONIVYDE+5-FU/LY
------- 5-FU/LV

Time fram randomization (months)

ONWVYDEsS-FULY: 117 Lo 51 20 ] a

In the limited number of patients with prior exposure to non-liposomal irinotecan, no benefit of
ONIVYDE pegylated liposomal has been demonstrated.
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Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
ONIVYDE pegylated liposomal in all subsets of the paediatric population in treatment of
adenocarcinoma of the pancreas (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Liposome encapsulation of irinotecan extends circulation and limits distribution relative to those of the
non-liposomal irinotecan.

The plasma pharmacokinetics of total irinotecan and total SN-38 were evaluated in patients with
cancer who received ONIVYDE pegylated liposomal, as a single agent or as part of combination
chemotherapy, at doses between 50 and 155 mg/m”. The pharmacokinetic parameters of total
irinotecan and SN-38 analytes, following the administration of ONIVYDE pegylated liposomal
70 mg/m” are presented in Table 5.

Table 5: Summary of mean (+standard deviation) total irinotecan and total SN-38

Analyte PK parameters Unit ONIVYDE pegylated Non-liposomal
liposomal irinotecan
geomean (95% CI)* mean (SD)
70 mg/m* (n=353)" 125 mg/m* (n=99)°
Total AUC hxng/ml 919,228 10,529
irinotecan (845,653-999,204) (3,786)
Cnax ng/ml 28,353 1,492
(27,761-28,958) (452)
Clearance (CL) /h/m’ 0.087 13.0
(0.080-0.094) (5.6)
Volume (V) 1/m” 2.6 138
(2.6-2.7) (60.9)
112 effective h 20.8 6.07
(19.4-22.3) (1.19)
Total AUC hxng/ml 341 267
SN-38 (326-358) (115)
Cinax ng/ml 3.0 27.8
(2.9-3.1) (11.6)
112 effective h 40.9 11.7
(39.8-42.0) (4.29)

SD= standard deviation

AUC= area under the plasma concentration curve (extrapolated to infinity for ONIVYDE pegylated
liposomal and AUCy, for non-liposomal irinotecan)

Ciax= maximum plasma concentration

12 effective= €ffective half-lives

*Values are estimated from population PK analysis

®N=353 refers to all the subjects included in the population PK analysis

“Values are obtained from published data [Schaaf LJ et al. Clin Cancer Res. 2006 Jun 15;12:3782-91]

Distribution
Direct measurement of irinotecan shows that 95% of irinotecan remains liposome-encapsulated during
circulation. Non-liposomal irinotecan displays a large volume of distribution (138 1/m?). The volume

of distribution of ONIVYDE pegylated liposomal 70 mg/m* was 2.6 1/m”, which suggests that
ONIVYDE pegylated liposomal is largely confined to vascular fluid.
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The plasma protein binding of ONIVYDE pegylated liposomal is negligible (< 0.44% of total
irinotecan in ONIVYDE pegylated liposomal). The plasma protein binding of non-liposomal
irinotecan is moderate (30% to 68%), and SN-38 is highly bound to human plasma proteins
(approximately 95%).

Biotransformation

Irinotecan released from liposome encapsulation follows a similar metabolic pathway reported with
non-liposomal irinotecan.

The metabolic conversion of irinotecan to the active metabolite SN-38 is mediated by carboxylesterase
enzymes. [n vitro studies indicate that irinotecan, SN-38 and another metabolite aminopentane
carboxylic acid (APC) do not inhibit cytochrome P-450 isozymes. SN-38 is subsequently conjugated
predominantly by the enzyme UDP-glucuronosyl transferase 1A1 (UGT1A1) to form a glucuronide
metabolite. UGT1A1 activity is reduced in individuals with genetic polymorphisms that lead to
reduced enzyme activity such as the UGT1A1%28 polymorphism. In the population pharmacokinetic
analysis in patients with ONIVYDE pegylated liposomal using the results of a subset with
UGT1A1*28 genotypic testing, in which the analysis adjusted for the lower dose administered to
patients homozygous for the UGT1A1*28 allele, patients homozygous (N=14) and non-homozygous
(N=244) for this allele had total SN-38 average steady-state concentrations of 1.06 and 0.95 ng/ml,
respectively.

Elimination

The disposition of ONIVYDE pegylated liposomal and non-liposomal irinotecan has not been fully
elucidated in humans.

The urinary excretion of non-liposomal irinotecan is 11% to 20%; SN-38 < 1%; and

SN-38 glucuronide is 3%. The cumulative biliary and urinary excretion of irinotecan and its
metabolites (SN-38 and SN-38 glucuronide) over a period of 48 hours following administration of
non-liposomal irinotecan in two patients ranged from approximately 25% (100 mg/m®) to 50%
(300 mg/m?).

Renal impairment

No dedicated pharmacokinetic study has been conducted in patients with renal impairment. In a
population pharmacokinetic analysis, mild-to-moderate renal impairment had no effect on the
exposure of total SN-38 after adjusting for BSA. The analysis included 68 patients with moderate
(CLcr 30-59 ml/min), 147 patients with mild (CLcr 60-89 ml/min) renal impairment, and 135 patients
with normal renal function (CLcr > 90 ml/min). There was insufficient data in patients with severe
renal impairment (CLcr < 30 ml/min) to assess its effect on pharmacokinetics (see

sections 4.2 and 4.4).

Hepatic impairment

No dedicated pharmacokinetic study has been conducted in patients with hepatic impairment. In a
population pharmacokinetic analysis, patients with baseline total bilirubin concentrations of 1-2 mg/dl
(n=19) had average steady state concentrations for total SN-38 that were increased

by 37% (0.98 [95%CI: 0.94-1.02] and 1.29 [95%CI: 1.11-1.5] ng/ml, respectively) compared to
patients with baseline bilirubin concentrations of < 1 mg/dl (n=329); however, there was no effect of
elevated ALT/AST concentrations on total SN-38 concentrations. No data are available in patients
with total bilirubin more than 2 times the ULN.

Other special populations

Age and gender

The population pharmacokinetic analysis in patients aged 28 to 87 years, of whom 11% were
>75 years suggests that age had no clinically meaningful effect on the exposure to irinotecan and
SN-38.
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The population pharmacokinetic analysis in 196 male and 157 female patients suggests that gender
had no clinically meaningful effect on the exposure to irinotecan and SN-38 after adjusting for body
surface area (BSA).

Ethnicity

The population pharmacokinetic analysis suggest that Asians have 56% lower total irinotecan average
steady state concentration (3.93 [95%CI: 3.68-4.2] and 1.74 [95%CI: 1.58-1.93] mg/l, respectively)
and 8% higher total SN-38 average steady state concentration (0.97 [95%CI: 0.92-1.03]

and 1.05 [95%CI: 0.98-1.11] ng/ml, respectively) than Caucasians.

Pharmacokinetic/pharmacodynamic relationship

In a pooled analysis from 353 patients, higher plasma SN-38 C,,,x was associated with increased
likelihood of experiencing neutropenia, and higher plasma total irinotecan C,,,, was associated with
increased likelihood of experiencing diarrhoea.

In the clinical trial demonstrating effectiveness of ONIVYDE pegylated liposomal, higher plasma
exposures of total irinotecan and SN-38 for patients in the ONIVYDE pegylated liposomal +5-FU/LV
treatment arm were associated with longer OS and PFS as well as with higher ORR (objective
response rate).

5.3 Preclinical safety data

In single and repeated dose toxicity studies in mice, rats and dogs, the target organs of toxicity were
the gastrointestinal tract and the hematologic system. The severity of effects was dose-related and
reversible. The no-observed-adverse-effect level (NOAEL) in rats and dogs following 90 min
intravenous infusion of ONIVYDE pegylated liposomal once every 3 weeks for 18 weeks was

155 mg/m’.

In safety pharmacology studies in dogs, ONIVYDE pegylated liposomal had no effect on
cardiovascular, hemodynamic, electrocardiographic, or respiratory parameters at doses up to 18 mg/kg
or 360 mg/m” . No findings indicative of CNS related toxicity were observed in the repeated dose
toxicity studies in rats.

Genotoxic and carcinogenic potential

No genotoxicity studies have been performed with ONIVYDE pegylated liposomal. Non-liposomal
irinotecan and SN-38 were genotoxic in vitro in the chromosomal aberration test on CHO-cells as well
as in the in vivo micronucleus test in mice. However, in other studies with irinotecan they have been
shown to be devoid of any mutagenic potential in the Ames test.

No carcinogenicity studies have been performed with ONIVYDE pegylated liposomal. For
non-liposomal irinotecan, in rats treated once a week during 13 weeks at the maximum dose

of 150 mg/m?, no treatment related tumours were reported 91 weeks after the end of treatment. Under
these conditions, there was a significant linear trend with dose for the incidence of combined uterine
horn endometrial stromal polyps and endometrial stromal sarcomas. Due to its mechanism of action,
irinotecan is considered a potential carcinogen.

Reproduction toxicity

No reproductive and developmental toxicity studies have been performed with ONIVYDE pegylated
liposomal.

Non-liposomal irinotecan was teratogenic in rats and rabbits at doses below the human therapeutic
dose. In rats, pups born from treated animals and having external abnormalities showed a decrease in
fertility. This was not seen in morphologically normal pups. In pregnant rats there was a decrease in
placental weight and in the offspring a decrease in foetal viability and increase in behavioural
abnormalities.
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Non-liposomal irinotecan caused atrophy of male reproductive organs both in rats and dogs after
multiple daily doses of 20 mg/kg and 0.4 mg/kg, respectively. These effects were reversible upon
cessation of treatment.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Liposome forming lipids

1,2-distearoyl-sn-glycero-3-phosphocholine (DSPC)

Cholesterol

N-(carbonyl-methoxypolyethylene glycol-2000)-1, 2-distearoly-sn-glycero-3-phosphoethanolamine
(MPEG-2000-DSPE)

Other excipients
Sucrose octasulphate

2- [ 4- (2-Hydroxyethyl)piperazin-1-yl] ethanesulfonic acid (HEPES buffer)
Sodium chloride
Water for injections

6.2 Incompatibilities

ONIVYDE pegylated liposomal must not be mixed with other medicinal products except those
mentioned in section 6.6.

6.3  Shelf life

Unopened vial
30 months.

After dilution

Chemical and physical stability for the diluted solution for infusion has been demonstrated at 15-25°C
for up to 6 hours or in the refrigerator (2°C-8°C) for no more than 24 hours.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions are the responsibility of the user.

6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C).

Do not freeze.

Keep the vial in the outer carton in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Type I glass vial with a grey chlorobutyl stopper and an aluminium seal with a flip-off cap,
containing 10 ml of concentrate.

Each pack contains one vial.

6.6  Special precautions for disposal and other handling

ONIVYDE pegylated liposomal is a cytotoxic medicinal product, and caution should be exercised in
handling it. The use of gloves, goggles and protective clothing when handling or administering

ONIVYDE pegylated liposomal is recommended. If the solution contacts the skin, the skin should be
washed immediately and thoroughly with soap and water. If the solution contacts mucous membranes,
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they should be flushed thoroughly with water. Pregnant staff should not handle ONIVYDE pegylated
liposomal considering the cytotoxic nature of the medicinal product.

Preparation of the solution and administration

ONIVYDE is supplied as a sterile liposomal dispersion at a concentration of 4.3 mg/ml and must be
diluted prior to administration. Dilute with 5% glucose solution for injection or sodium

chloride 9 mg/ml (0.9%) solution for injection to prepare a solution of the appropriate dose of
ONIVYDE pegylated liposomal diluted to a final volume of 500 ml. Mix the diluted solution by gentle
inversion. The diluted solution is clear to slightly white to slightly opalescent and free from visible
particles.

ONIVYDE pegylated liposomal should be administered before LV followed by 5-FU. ONIVYDE
pegylated liposomal must not be administered as a bolus injection or an undiluted solution.

Aseptic techniques must be followed during the preparation of the infusion. ONIVYDE pegylated
liposomal is for single use only.

Care should be taken to avoid extravasation, and the infusion site should be monitored for signs of
inflammation. Should extravasation occur, flushing the site with sodium chloride 9 mg/ml (0.9%)
solution for injection and/or sterile water and applications of ice are recommended.

For storage conditions after dilution of the medicinal product, see section 6.3.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex

France

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1130/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 October 2016

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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H#%TH 5,

FEERMEAF R BRIAE (R 38° C B O BRE 1000/ mm® LAF) 13 AR PTE 3 o B i
IRAIE G X D BEN CREIWCIRET 5 2 &, IR ERBD IR L 728546, STiFHEk
o2 1500/mm?® % Flal 3855413227k ) K Y — 4 ONIVYDE #thlid 3 2 &, #fhEk

6



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

TR T £ 5 BILE B O 36 ME 0 BOE R 7 BUMAGEE > 2 v 7 8= 7L ) K Y — 4
ONIVYDE Tih#E & - iSRS CHE I h w3,

HEOMEFNEEZ R L 285 ik, BEXIAEEOTIEA#ERI NS 4.21HS
M) . BEEOFRINFEIEE I~ 27{LY FY —24 ONIVYDE 25 LA WwZ &,

R R R D TRIEE X, =27 {t ) F YV — 2 ONIVYDE 5% o B O 4 h BRI iE
T ONFEBMEAF R ERIFAED U 2 7 RN & 2 %, RGN AREL O R EIE O H 5 B# Tl
MERBOMERE=2 ) v ffEEahn, £/, BN TOERL2HZET 2 2 L,

~ 7Y KV — 2 ONIVYDE % itk L 3T 2 58 FET 5 2 b,

Gilbert JEfERED X 9 e VA v v A 7 u VIBIAE R Ao BETIEZ, ~7L) &
Y — 2 ONIVYDE #51C X 0 BHEIHI o )V A 7 23 X D S A[getEDn & 5,

TYTANBEETIR, AABEEX Y =Y KV — 24 ONIVYDE+5-FU/LV i X % i
B HE D FEEEIFhERIBED V) 2 27 A3y (4.8 TH 5.2 THSE)

SEMIHINR RO 7 F v

~ 7Y K Y — 2 ONIVYDE O X 9 7 b EESE S IC X o THRIER R L n o 2 BEE ~
DET 7 F v IIHEHEY 7 F v OG5 IFEE 2 XIT B R EYYE % 5] F 2 2 Il EgEDS
BB, LIzhoT, BV FvoEBITETFEC L, BHY 2 F v XIERELT 2 F v idfk
LHREETH 225, 77 F vicxtd 3 RKICIKIRTT 3 2 nlREM A H 5,

)72 CYP3A4 #FEA] & o AHHAE

M DIBERIRE R R Y . PUEEH] (7=t 4 v, 72/ 30X =L NigHh "<
Xryv) ., V77vEey vy, V777 F Vv RV - Ya—v X7 — %D CYP3A4
BERFEAIZ O L 22 &, 206 OHUEERIX 3 fth o387 7 CYP3A4 FHEA| % % 5
D EH T, WY ARFIBHARRHRE STy, <2 K — 4 ONIVYDE #5455k 2
JARILA ERTICIERER AT E~ LB 2 a3 5 2 & 45 HSH) |

581772 CYP3A4 PHEHI S 135871 72 UGT1A1 FHEA] & o fHEAEH

717 CYP3A4 THER] (B2 1X75 v — 77—y P a—R, 77 ) R2a<fsv, 4V
YFEA AL TaF - wEFEL AT TRV AT 4FEL Y FFEL,
PERFE, TITLENL, FYaFry—n) LAV L, R FY — L4
ONIVYDE D #%5-5d%h 1 EE LA ERTICHE S 72 CYP3A4 [HER 2 hikd 5 2 &,

D BREEBINE A WE Y . 87 UGT1AL FHER (21, 7 E2¥FFer, L7 4
TaY N, A vYFen) BHHALRWT L,

o



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

BR (=274t Y &V — 2 ONIVYDE #5845 5> & 24 RefEILAN) SIZERA (24 RiRd
) O THIBnFEHT 2z LndH 2 (4.8HSR) |

BREM Mz L 285 T3, R ChRUNE. 7 F o v roiBEl R OCTHinks %
BRI, BECEIEFEIES 2RAMIMOY 27 &, MTiEd 525, WEEIZKE
fEDFHfIC X W K, BRERE, KBE, HUEES, BESUIMIMESE 2 v B
e BV[REED D B Z LI E B T L,

B, KRELRRBE L0 F CICKREOEMREIR2MAT 2 2 &, BFICIBRBET
MORBEFIIATE 2 X900 <T7 I F (IZA%EOHK) 25+ sL, nx
7 I FIEEA 5 B IR O i p] O FEIRRE, B 2 WIidlE X 0 b S R GIEE 2 5 5
NI QIS ZRT 2L, 7 I NIF12KEU ETR2AAL NG b T T
¥zt

27 I PO 24 KU EofkbGd b TR EHE S 2 561, BROPUER B, 7o
dw¥xsmy7HE) OBMEZEETLZL, MEEAL YV ADI R 7DD, v<F7 IF
13 48 iAol L TG L e\ 2 &y THID 48 LA EflkfE 7 2 513, =7 I %
ikl cEeE=2) v 7L, EEEZAG L. BEHEREERT 2 £ 4Rl oKk 2k 5
e,

~ 7Y K Y —2 ONIVYDE i X 2B THiZ 7L —F 1 (%5E7E gL 2~3 [[/H
OHHEEE OB UTIchEET 2 cRELAnwT &, =~Z7{LY Ky —2 ONIVYDE (%
GEFZE R OB RAETEGR BB E X, 2B mET 2 EcRELAnT &,

L —F3XiF40Ffiokiz, <7t KV —24 ONIVYDE o HEZHET 2 2 &
(4.2 EHZH)

=2 Y AEBTERIE

RAERTRNT, SR, MR W ORI, WKL, R, IR, Ml SR TEF o= ) v
EBIHIEMEREZ HE D 2 3D 5, = Y VIEBIBERIESREI L 255613, Thevveks
5L,

FEAICHE S BOG B OB G

~ 7Y FY — 2 ONIVYDE B2 % T\ 3 BE T, RIS, =e. IRERET
JEX 3% 9 FEHEDFEANCHES KIEHAHE TN T w5, FizhER (§_T7L—F 1 X3
2) F—Mic~7{t ) Ky —2 ONIVYDE 0% G R ICHKIA L, 10 Ak 2 AoBEDHICS
Y4 7 VHOBGRITH 72 ERPFIAL 72,

REEARICZ EU@BSISHRET 2 2 L2035 5, EHEOBBIGDSGE IS Zhiks
5:}:0



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

BERiDY 4 v Tk

v 4w TEOR TIRED H %5 HE X, <7t ) &Y — 24 ONIVYDE % 5-FU K Ufue 4 2R
Vv PR GT 3 L EELRBYYED ) 27 083EmL 5 (4.8 THSMR) |, BRfroMlrr =
2V ITTBHT L,

~274L Y KV — 2 ONIVYDE i X Y fifiZ&kehE, FlRIAAE f OBk IMR ZERRAE 72 & DI
MIEMIENRBI T 2 2 23D 5, FIKETH 2 B 720 <7 S BRI 2 iR IR L .
HBOERAF 26 2 BEZIEEST 2 2 &, B&ICMBEEREOBIRIR EREZIEA. %
D &9 IR IER BN 7255 1ZE D ICERTX I FFERNICOER T 2 XOME35C

JEVRY =AY ) FHh v EF RS SN BE T, B e BE KSR (LD) K
HRDPFEIL T3, KRBT~ ) KV — 2 ONIVYDE %#%5 & - BE T3 ILD
BREREIFE SN TR, VA 7RI, EREOBE, MimtkERRoffiH, av=
— R T XA AR ORIEIE DR B 5, )V AR E2ET 2 BETIE, 2L Ry —
2 ONIVYDE O BT K CRIE A OMERERERIC O W CHFEEES =2V v 735 2 &,
AV T ERGZERREICSI L 72 BE o B0 X i cfiki i 2o s h
Too WEUR RIS, MR SFEEADSHT 72 IS FRIR T L L - BB T, TR A AR L.
74tV # Y — 2 ONIVYDE 05 % hilis 2 2 &, ILD OBWAHEE L - BE Tk, <=7
LV Ay —2 ONIVYDE Zhik4 32 &,

B b

BE VAL VIEZ G 5 BE TR SN-38 IBELAEm X 5720 (5.2IHESR) | iFhBkid
PIED ) 27 BEE 5, e U e v 1.0~2.0 mg/dL @ H£¥F Cl3emEkE o e M€ =
2V v eEMT 5L, WEREREERY () re vyl bRo 2 F#E. 727
IF—EPEHEE LR 5 5H) ciiERETL L,

~_74 Y K Y — 2 ONIVYDE 23Mth o fFatEESR G & HEH S 256, FRICHERERE O
B RH 2 BECITET S 2L,

PR AE I

i

HALBHEREELAE T 3EBEICB T 371 &Y — 2 ONIVYDE OffiffIdHE7 &
Twiaw (5.2HER) |

RAEEE (TR [BMI] A% 18.5 kg/m? Aiii)




1.6 AENZET B EHRNEICEST 5 &R
F= A RO ERE 43mg

~ 74tV K — 2 ONIVYDE+5-FU/LV 7% §¥ffi L 7z ERR R < 13, KRS EE 8 i+ 5
Bl 7L —F 3 Xk 4 oFIFR (Fcahipi) 2FH 0. 8#lh 7 filid & 5., JlE,
FhhIbEoFHERgZ 4L Lz, <7t Y &Y — 24 ONIVYDE % BMI18.5 i D B3
G T 3 GARERETSA L,

Al

~27ft ) F Y —2 ONIVYDE 1 mL 24729 0.144 mmol (3.31mg) ®F F Vv L&&HT
2, TPV LGIREZEBINT 2 BECRERT 2LENDH 5,

45 HWOERRKEOHEEERRUZOHOEEER

~274LY KV — 24 ONIVYDE OEEYMAIFERICBS 2 EHIFIEY XY — 284V 7 77
VEFI O NERE I SR L Tw 5,

~ Mty E Y — 24 ONIVYDE Offif ic #2234 2 HAEAEH

7 7 CYP3A4 5875

JEVERY =LA Y ) FH vEFIE CYP3AL BEEFHEMFRER 7 2= 4 v, 72/
SNAERZ=ARBF AN Y EZHALEZERETIE, A1)/ 7H v oRHEROHD
(AUCE Vb Va—vXT—=FT12%, 7z=bAf Vv, T2/ NV EX=LXIEH
N2 XY VT 57~79%I8) U SN-38 DIEF RO (AUCHE Y b+ Ya—vX -
7—1+T42%, 7z=FA VY, 72/ NV ERX =L NI AN AN2EE VT 36~92%D)
DREMNCRD Uiz, Lizddo T, ~27{L) KV — 2 ONIVYDE & CYP3A4 38| ffH
. =274tV &Y — 2 ONIVYDE 02 BIgFHE %MD &2 2 nlEEME2 5 5,

#4717 CYP3A4 [HZA K OF UGTIAI JHZH]

JEVRY =24 Y ) FH 8HE L CYP3A4 KUY UGTIAL ofHERITH B 7 FaF Y —
NERER L8 Cld, SN-38 DBEFEE S 109%N L 72, L7zd3oT, =7y Ky — A4
ONIVYDE & flho CYP3A4 PHEA] (Fl2 X, v —F 70—V Y a—RA, 77 ) RAu~4
SV AVIYFEAL, A TaFY—A, aFERL, 2T TV RV, AT 4FERL, Y
FFEAL FFRFEAL, TITLEL, R aFry—n) OfffIE. 7Y FY — L4
ONIVYDE o2& HIgFZEZ MM ¢ 2 il rsd 2, JFVRY =284 ) ) 575 v8IFIL 7
FaF Y-V OEYMHAEFERICHEK SR, <~/ KV — 2L ONIVYDE & filioo UGT1A1 [H3E
Hl (flziX, 72FFea, For7zs70dL, 4 vyFen) offiiz<s7{y) £y —~4
ONIVYDE 02 HIgFHE A ¥ & ¥ 2 n[§EE0 5 2,

~ 7tV K — 24 ONIVYDE+5-FU/LV OHffIZ, RHEFISEYIEBNEMRNT OFE R O ~=
AtV KV — 2 ONIVYDE D #YEhEe # 2 0 X & 72\,
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1.6 AENZET B EHRNEICEST 5 &R
F= A RO ERE 43mg

=7tV KV —24L ONIVYDE (4 V7 FH V) Liho3EF e oME/ERIZHA S T
Uy

46 ZRRE~AOEE, FEDRURIBOFEA
RS 2 Rtk D & 2 otk B R Otk 0 % T

RS 2 A[REED B 2 iz~ 27k V) K Y — 4 ONIVYDE # 5. R O 584 T7#% 1 » H
MhEY) 2t #1175 2 &0 BEIZ<271b ) Y — 2 ONIVYDE %5 M UEE5& TH 4 #
Al v F—2%2Hnw3 L,

i

~ 7Y & — 2 ONIVYDE O 4fhgcoffiIcBI3 28] 7 — X 137w, EE RSy

THEAY 7 THhYBECE S CTIREEE R MEGTEEZRL Tw 5 2L b, H~D
~ 7Y KV — 24 ONIVYDE £ 5.1 X W iglicE 2 JIF I rlaettE»» 2 G3HZW) . L
Tetio T, BRI A Y 7 7 h v oEfIEF 6. O 2 e B R WRY . =271l
Y 7R Y — 2 ONIVYDE [Z#iRbp oL Eic&k G Lixsnws &, ~71fLY + Y — 24 ONIVYDE %
IERFICEER L 7256, XIZBEP G HICHIRL 285613, BEICRRE~0BEN Y 22
COWTHILESLZ L,

~ 7ML ) KV — 24 ONIVYDE X iz Z ofR#a e b oFithic o a ng 228 9 213K
BHCHh 3, BAFOARICEB T 2~ K Y — 2 ONIVYDE o FHE 75 BIfE R o Al g o
728, =74V K —2 ONIVYDE AT 32 cdh 2 43HESR) . BFiIRkEkS
17 HBETCRA LAV L,
T2k

~7{L ) KV — 2 ONIVYDE D t + O E~DEICHE T 5 7 — 237, JE)FY
— LAY T v HAICEEICE T 5 1 HEER O 8545 1 MEEE SRR D FEiE 03780 &
nctwz (53HEEMR)

47 EERRUBHEBREREHA~ODEE
<74 Y K Y — 2 ONIVYDE [3388E ) OBWIRIE I EE o E 2 5.2 9 5, 5 Hho
B I LE R IR S OISR ERF ICFE BB CTH B,

48 EFLLBLVMER

11



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

LA D EHY

~ 74t ) K Y — 2 ONIVYDE 0% 5 CBET 2 nREHEDH 2 Xz b2 o (BT 5 ¢ F
Z b3 LU O EIVER 25 IR B 264 Bl CHiG S iz, 2D 9 b 147 fl~ 71k
YK Y — 2 ONIVYDE §5#5. (100 mg/m?) %21, 117 flo3~<7{L Y KV — L
ONIVYDE (70 mg/m?) & 5-FU/LV D85 %5\ 7=,

~ 7Y K — 24 ONIVYDE + 5-FU/LV %5 T b L A5 2 BWER (FEIE 20%LL
) . L OO, EH, BARGE. IR ERIEAME. 7. EEJE. B, O R KR OF
BTH o7z,

~ 7MY Ky — 24 ONIVYDE THA LNz d — R EEZREER 2% E) X, T
L WEH FEEVAAT TR BRIEE, LG, FEA BUMAE, Bk, BUMGEME:Y = v 7, R, &
A2 M VIR AME T H - 72,

BH5oEANTIEEZ S 720 LIZEWEHDEIG X, =271V &Y — 2 ONIVYDE + 5-
FU/LV BEC 11%. ~<27{t Y Y — 2 ONIVYDE HAFFEC 12%TH - 72,

BTG5 IEDJRK & 7x o 72 b B ICHE S - BITER IR, <2tk Y K Y — 24 ONIVYDE +
5-FU/LV BFECIZRRE K N FHi. ~~ 2LV F Y — 4 ONIVYDE HFRECIZNEM: & Vi ¢
HoTz.

BIVEH O —&

~ 7Y K Y — 2 ONIVYDE o592 2 v 5 2 8IEfA 2 L P ISR L, gaE iRy
BT LACHHENCR L7 (R 3) o anBER B OCSEE NG <X, BIfER X EEEIE
IR L7z, BHEIRRD X ICERL 72, O CEHE (21/10) . &K (= 1/100~<
1/10) . {EAEEE (= 1/1,000~< 1/100) . ¥4 (= 1/10,000~< 1/1,000) ,

% 3 : NAPOLI-1 BREREERIZ B (T 5 R F 1L 1) RV —L ONIVYDE 5 CTHE S -8I/EA

MedDRA'ZE 7l X548 BIfERRSERE"
JRYYIEFS & OV AL HUE EHVE EE Y = v 7 BUE, gk, JEEMEAR T ER
WRE, Bldk, RED VS
AEAE/E - JESE PR LE

MigFs LY o RIS PR TEAE IR ERIDE, FIERIDE, B, 1)
HRI A iE
EHEE - Y o ERBE

S R (EAEVE  IBEUE

12



1.6 AENZET B EHRNEICEET 2 &k

F= 34 R®EMHFE 43mg

MedDRA'ZRE Bl K548

BIfERSERE"

R L OUREEE 15D TESE ART Y U LME, K~ 732U AMSE, B
K, RARDIGE
EAE ARMAE, KT Y v AME, KD > BRME
TR AR - ANIRIE
PR IR E 15D TEME - FFEED F
EHE - 2 ) AFEIVIEGREE, R R
Caliipe EHE ARIE
1 A P ESE - HIEARAE, FEARIE, TRED SR AR

1S/ - i eSE

EHE PR IR R R
EHE - IRERFEE

B bE FB T - TR L, ED, IR, DR
EIE : KRIGok. Rt
LEHVE - RSB, B

JFRETE R EBEE ART VT X E

B2 3 £ OB Tk EE

B TEBE - BBAE
EHVE - BEIR B IREE . TNVAE G

B L ORI E

EIE AR AR A

— - EHEER L OGO

FESD CEARIE - SEEN, RIEMEVZIE, RRROJUE, Ko7,

NS JIE
EBRE  TENTHED KOG, IR
e A A FESD CEARE - IR ERD

EAE UV E LN, T =0T ) N T UAT 2T
— BRI, TARTX BT I TR T =T — B
TN, [EBEEEE LS N

* MedDRA version 14.1

#%  NAPOLI-1 3 BRIFIEFE D 7en e, LS TEh ) ORWERZH#HET S Z LIxTX 7220,

1 o F

NAPOLI-1 FfREAEE Clx. LT OEIWERA A LTz,

HHEIT]

~ 7Y K — L ONIVYDE+5-FU/LV ¢l 5-FU/LV BE & beilig L. BEEHIH o & HI4HE

FEDRE Do T2

AP BRI A IR AE

G BRIEVE S A IERIEAE (X, IO FEH TN EEEAMRHEETH 72, 7L —F 3
FolFhEkimAEIZ. <27tV KV — 24 ONIVYDE+5-FU/LV £ (27.4%) < 5-FU/LV £f

(1.5%) X @SS TEBIL 72, AP BRI PER BN IMIE 1, = 2L Y R Y — 4

13




1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

ONIVYDE+5-FU/LV # (4 f§l. 3.4%) < 5-FU/LV# (1{l. 0.7%) X b S5EEICHKFL
7~

MDD AE

7L —F 3 L Lo MR EIR. =271V Y — 2 ONIVYDE+5-FU/LV B 2.6%I %
L. 5-FU/LVEETIZ 0% TH o 7=,

Al

7L —F 3 Eo&EIMiE. ~74tY &Y — 2 ONIVYDE+5-FU/LV ¢ 10.3%. 5-
FU/LV BT 6.7%ICFHBLL 7=,
MBS

L/ MEH R O X TIHINIC L ) KE oKy %Ko - BEC, BHREREXR AT A2
DHERINT VB, AWBEAREIT~<(LY KV — 24 ONIVYDE+5-FU/LV #C 117 it 6
il (5.1%) . ~Z{bV K —2 ONIVYDE H#l#E < 147 5+ 10 5l (6.8%) . 5-FU/LV #
T 134 il 6 Bl (4.5%) Wi < iz,

FHIR DB 5 S dITEH

THIE. KIB%. A v o, BB, 5. Bk, FEBAD, BHEE. K- Y v LMmiE
KMEA Y v LFE~D 7228 2 18 TSR IC BT 2 8FH ©H 2, BikReRRE Lo atk
A4, EEITEEOEN O,/ ETRICX )V KEDKSY ko -BETHDLNS,
FERERERCld, 7L — F 3 X34 o THilZ~71L ) KV — 2 ONIVYDE+5-FU/LV #< 117
Bl 15 i (12.8%) ICHBL 7z, BRI THAFKHALZBFCB T 7L FY —24
ONIVYDE #4576 THiFH £ coME o Rz 8 HTH o7, BRBTHIIKG#% 24
REfILANICERE Z b | @E IE—8EtETHh 5,

FRZERITRIE, SR, MR WO, WAL, T, IR, Ml I E 2 S 72 5 F
WEE DU 7 & D 2 Y VEBIPERERTE R E 5 56035 5, BRREER T, FRITHIL~
74tV K — 2 ONIVYDE+5-FU/LV B 35 5] (29.9%) cFH L. =2V YAEEIEER T
441 (3.4%) ITHIL 72,

L — R 2~4 D TFHFiClz<Mb Y Y — 2 ONIVYDE # ki L. FHRIOEBEL RS 3
Z&, THIRZL—F 1 £CHEELZK. ~2{LY £V — 24 ONIVYDE % & L TR
22 & (421EZ) |

A S KL

14



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

~ 7Y K — 2 ONIVYDE+5-FU/LV BEClE 117 Bl 8 6] (6.8%) . ~ 7L Y Ky —
2 ONIVYDE HAIEE I 147 Hidh 3 6] (2.0%) . 5-FU/LV #<iZ 134 i+ 8 i (6.0%)
TRMEOFEARIEHHE & N,

Z DAth DR E D

AR

NAPOLI-1 3B&Clx, ~271{L VY # Y — 2 ONIVYDE+5-FU/LV #£®D 65 mLl E o #¥F cix
65 A D HFH & R TG IR0 SEE 2 E < (14.8%, 7.9%) . BIfER2NEHE L 72 WiE
BlHFFEFE L7225, fhe LT, 65 bl Lo & 65 ki B ofic et X i3 azhE
ICBWTHRKABKRNZRIHRE SN Ar o7, 7L —F 3 U LORER KRBT OEER
BITEF o FBIH1E, 65 LA I (68.5%., 44.4%) & gL T, 65 A (84.1%. 50.8%)
TV EHETH -7, #ic, BEEEIRHAEEDO <7t ) KV — 2 ONIVYDE+5-FU/LV
5 TIZ 75 LT (n=105) &BEL T, 75 @ (n=12) CEHEZREIFEH. S5EH. &
B OG0 SEEEAE D o T2,

7T NEEMH

FALHEL, 797 AEED TR ORI > 72 [FHATIZ 73 Fld 14 4
(19.2%) . 77 AN 3360 141 (3.3%) 12— F 3L LD FRIAFEE L] 25,
HRERIMIE O FEBUBEEE L OV EE S 1 A o 72, = 27YE Y K Y — 24 ONIVYDE+5-FU/LV %
B INBFE TR, v —F 3 U EoFREREAE DB X, 7Y 7 A [33 i+ 18
B (55%) 1 AEA [73 614 1341 (18%) ] X b b &b o7, BRI MEFEEL I Bk
WOEBMEZAABETI%TH 720 L, 7TV T7 ABETII 6% THES Lz, &
Nid, 7V TABANEHIEL, 4V 7 FHh v OREGEEME . WEHECHY SN-38 D IRz
B & ) BHEEREEYERE MR ORI & —BF B,

N PRENE 2 A

B1ROBER 7Y 2 —ATIEYVRY =284 ) ) 55 vEIF| 25 L - R
R—=2 74 oIk ) ve ViR b2 IcEWEE (1.0~2.0mg/dL) 28134 7 LH
7L —F 3 Xt 4 DAFHRERIRAE 2 RIS 28081, R—2 74 volfiiffe ) rve VE
23 1.0 mg/dL @ 3 & i L CTHEICE D 2 72,

Dt TAEDREITIED B S EE

~ 7Y R — 2 ONIVYDE+5-FU/LV % &F4ifi L 7= BEFRERER Tld. 7 4 v 7V EDONEST
DR WEBECIE~<7{t) KV — L4 ONIVYDE+5-FU/LV ¥ 5.4 o S 70 &k ge 23 88 il 11

15



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

#l (125%) THo7-DIIH L., [fTHEDD 2 BETIZY X7 23E 0> 72 [29 filh 9 4
(30%) ] .

UGTIAI W 7B &8 7 648

UGT1A1*28 X 7E 10 7/7 m2HAEREHE T2 EBE VR Y -84 ) ) FH vl
ANC X B AP R ERIAMED R Y 2 7 3@, =7k Y K Y — 2 ONIVYDE+5-FU/LV % ¥
fli L 2 FGRERCld, choDEFED 7L — ¥ 3 LU EofFBRisME D FBHERE 13 7 filh 2
% (28.6%) T, &7%U¥V—AONNHE%7MWM¥®%%%%T?5Lt
UGT1A1*28 A\ T O S EHEEKRER LR EEORKIER [110 Fi4 30 6 (27.3%) ]
LFARRETH -7 G1HESBH)

AREARE (WnE155 18.5 kg/n i)

~ 7tV &Y — 2 ONIVYDE+5-FU/LV % 2¥fli L 7= BRpREER < 12, (KAREEH 8 il 5
WIR 7L —F 3 X34 0RIWERZFKB L., 3L A EREHIGEITH o7, 8HIh 7 HlAHEE
JEHH. RE. 5P IEFEoRERA A LT L L QA4THSIR)

RIVEH D &E - DR

B3 G O BLEIRTE KRR ICEWEH O W ARG T 52 2 L ZEETH S, ik, EHE
m®)x7-«%74vh»7/x@ﬂﬁ@&%§ﬁ7%k&5 B EH T, 8V I
HHMEINTVAREDORE S AT LEZNLTHOWBEIEHOSEW2IMET 2 L3k b
NTW3,

49. BEERS

FERAER Tl KR4 o B Ic~ 27t KV — 4 ONIVYDE %% K 210 mg/m? D H &
TG L7z, 2RO 0BFICET ZEWFRIIHERAERER LY A v Tl hTtwns bl
FfETH o 7=,

AV THhYOMBENEON 2 FEOMBETIE) Ry -84 Y 7 7 vElFlZ@ERE L
MEDRD Y B R LR D B, WG I N D BERAEIERIE, EE O HER
TWAER VEED FHITH - 72,

~ 74 Y K Y — 2 ONIVYDE D& &SR0 AL S Ty, FHNIC X 3Kk
BHE. BYSEZ AL =5681%. BECENT52 &,

5. RHEPHNRHE
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1.6 AENZET B EHRNEICEST 5 &R
F= A RO ERE 43mg

51 EHhFHEH
HOhEE © PUBEMEIESSE, Z oo HiEMEEE S ATC =2 — F : L01XX19

TEHIR R

~ 7Y K Y — 2 ONIVYDE o F%hA . IBE o1 ENME (VFRY —24) i AX
N4V 2 5hay IBFEL Y A5 —FHER) b 5,

AVI)TFHhHVIIAY T T VvOEEKRTHE, Hhy TP TFoVIFITRIDNA FEA VXA
7 —EiEHERRMICEEST S, 4V /) T7hH Y ROZEOEEREY) SN-38 12 TH F R A v £
J — ¥ -DNA H&KRICAIcH S L. DNAEE 7 + — 72 HE L <tz b 72 5
T A8 DNA EHE#EK T3, SN-38 (X, b F RO - hEEESMiatkbko 18 » R4
VAT—XEAV 7T HY XD L) 1,000 FES7ICHES 3,

I 2E R %h B

e TFricsn, 7Y KV — L4 ONIVYDE i2ifi#gEd 4 U 7 54 v R 280 X

. HEEN SN-38 i IR 2 L = & 2 7=,

BRRHIA S E e O & et

T Ly REVYXIET Ly 2 ERTRERICHEE L 72 RO B e o B3 2 MR 2
DOEGEL YA v RFERL 72, EIESEE, BOEAL. JEER. Holo iR RS
(NAPOLI-1) T2tV &Y — 2 ONIVYDE D&M R VA2 BEE L 72, 381,
5-FU/LV O EHARME L i L <, ~27{t Y &Y — 2 ONIVYDE HFI iz~ ) £ —
2 ONIVYDE+5-FU/LV OERIRIIE Bk O &tk %2 3l 3 2 & 5 8%GEHL 72,

~ 7Y K Y — 2 ONIVYDE+5-FU/LV #icE 0 fH i s =81z, 2L ic~=2(kY
K — 2 ONIVYDE % 70 mg/m?C 90 432>\ T st L. Hiv>T LV 400 mg/ m? % 30
9y TEIRNR S L, %0, 5-FU 2,400mg/m? % 46 Wil 2 \F CTHEIRKR S L 7=,
UGTI1A1*28 X B {n DR EEEHREZ AT 2 BE L. KHE O ~7MLY KV — 4
ONIVYDE 0% 5. %Bth L7z (27> av 425WR) , 5-FU/LV FHCE Y A1 b -8
X, 64 27D Dayl, 8, 15 ktr 2212, v 4 2RV v 200mg/m? % 30 595 Tk
kA5 L 7-1%. 5-FU 2,000 mg/m? % 24 W] 2 1 TEMIRNIZ G- L 72 =~ 27MLY Y — 4
ONIVYDE HHFIEICE Y fH1F &z 8k, 3E T &1 90 4221 T 100 mg/m? % ERIR A%
517,

NAPOLI-1 iB5RIC BT 2 BnfS M i iR o 32 708N FLHE |3 | Karnofsky Performance
Status (KPS) 70 AL, vV v U/ HIER, b7 VAT I F—EEPEEE RO 2.5 5L
TR 2 A4 2 BE CIREHEHE ERO 5 5L F2o7 v 7 2 VfEAt 3.0 g/dL L ET
% D 7}: o

17



1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

HEF AT o BFENR =Y FY — 24 ONIVYDE+5-FU/LV # (N=117) . ~71LV &
v — 2 ONIVYDE ¥#|# (N=151) U 5-FU/LV # (N=149) ic#|v ffiF s>nr-, BHF
D NIRRT F RV E M VB R FF O R B O FFEIT, G HERICRERCTH - 72,

ITT (&ffERf) E£HCix, Fhvoh it 63 % (31~87m) <. BMES57%. HA
61%., 7T AN33%TH o7z R—ZATAVOFEET AT I /HIZ3.6g/dL THYH, ~—
27 A4 v D KPS 1Z 55% D HEFH T 90~100 TH > 7z, HEOFHTIX, FFisE 25 BF 2
68%. MHIZfSZtE S BEMR 1% E 7z, 120D B ITIEBIEOBIEED 7% <. 56% D H
H3 1 HEOBIREYEM L TH ., 32%DHRF 1 2 ML EoEBREE FEM L Tv
720

BRI AT 5 2 R C BV AIFR A RBIT 5 £ TR 2RO 7, LR
A RN (0S) T > 7o, FIKFPITE H ITIEMEA TR (PFS) & &BINZED
% (ORR) Thot, MRERLICHT, REFRER 1IRT,

= 4 : NAPOLI-1 EHERD AR IEHER

R RY—L 5-FU/LV
ONIVYDE+5-FU/LV (N=119)
(N=117)
24FR (08S) !
FETE. n (%) 75 (64) 80 (67)
OS FfE () 6.1 4.2
(95% CI) (4.8,8.9) (3.3,5.3)
A= R (95% CI) 3 0.67 (0.49-0.92)
p fiE ¢ 0.0122
EREATYM (PFS) 12
FECUTHEIT, n (%) 83 (71) 92 (77)
PFS HdefE (H) 3.1 1.5
(95% CI) (2.7,4.2) (1.4,1.8)
AP — K (95% CT) 3 0.56 (0.41-0.75)
p fE ¢ 0.0001
ZBIIELER (ORR) 2
N 19 1
ORR (%) 16.2 0.8
ORR @ 95% CI° 9.6,22.9 0.0,2.5
ORR Dkt (95% CI) ° 15.4 (8.5,22.3)
p fiE ¢ <0.0001
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1.6 AENZET B EHRNEICEET 2 &k
F =34 R®EMHFE 43mg

AR AR AT P 9B 0D Kaplan-Meier #EE B
RECIST WA K74 vl

Cox &7 /VFRHT

R m 7T T RRE

IEHLEEUT S <

Fisher 1EfEfife R

AN B W N =

W3E © 5-FU/LV=5-7 VA4 a7 Z v/t A aiR Y v CI=EHE X

X 1: 2£FHH

ONIVYDE+5-FU/LV

------- 5-FU/LV

2 06
K
- |
&
= 05
e
g
R |
034
1 4
T T
Time from randomization (months)
W ot risk
ONIVYDEsS-FULY: 117 97 51 20 8 [}
S-FU/LY 119 [1:] 4 1u '3 1

FIVRY —LBAY T hyRAOEGED D 5 EHOBIIMoNTEH Y, ~ /(LY R
— 24 ONIVYDE ©@~_A% 7 4 v MMI/RE Nimd - 7z,

NREH

RN 3 S 1. R e o /N BRI~ 7 ) K Y — 4 ONIVYDE %% 5-L 723
Bk R AR T 282 bR L7 ONE~ofFHIC O W T 4.2 THSH) |

5.2 EYEIRBFEARE
PR

VARV =LA Y 7 FH vz, FEYRY —2BIA ) T 7 v B & ol L CEBRIfL © o
IR 2 <L MDA BVER TH 2,
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1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

JEEHE I~ 7ML KV — 24 ONIVYDE % 50~155 mg/m? CHI X K S Lz 20
A0 7 771 v RO SN-38 0 HY)BRE % Sl L 7=, <24k Y &Y — 2 ONIVYDE % 70
mg/m2 TG L7 EDA Y )T H Y R SN-38 DIEWBRE T A — X 2K 5I1TRT,

KE5:41)/ THURY SN-38 DFEHE (HRERE)

SRR ERY PK/A\SA—4 BfL RGIEYRY—L FEYRY—LEAY
ONIVYDE J THhUBEH
A iE Ft9fE (SD)
(95%Cl) @ 125 mg/m? (n=99) ¢
70 mg/m? (n=353)

AV I)THY AUC h X ng/mL 919,228 10,529
(845,653-999,204) (3,786)
Conax ng/mL 28,353 1,492
(27,761-28,958) (452)
Clearance (CL) 1/h/m? 0.087 13.0
(0.080-0.094) (5.6)
Volume (V) 1/m? 2.6 138
(2.6-2.7) (60.9)
t12 effective h 20.8 6.07
(19.4-22.3) (1.19)
SN-38 AUC hxng/mL 341 267
(326-358) (115)
Crnax ng/mL 3.0 27.8
(2.9-3.1) (11.6)
1172 effective h 40.9 11.7
(39.8-42.0) (4.29)

SD=HE {72

AUC=IfAE i FE - AR Pk (S bV R Y — 2 ONIVYDE 1& AUCo.ine, £V R Y — 280 Y 5 7 85
I% AUCo-24)

Comax=15¢ 150 IS P B

t1/2 effective=52 20 T80

a REEE[H LM B REMRAT 20> & OHEE H

b N=353 |ZRHEF M B REATNT 125 £ 2 Dl

c INFEINTZT =2 0555178 [Schaaf L] et al. Clin Cancer Res. 2006 Jun 15;12:3782-91]

il

AV T VIEEIEORKE, HE5EN=A4Y ) TH D I5%IFEERINFTY KXY — 4
B LCHEHEL, EVERY =24 Y ) 57 Hh BB o ARG KRE W (138 L/m?) , —
J. <7ty &Y — 2 ONIVYDE % 70 mg/m? T 5 L 72 & & D mAEME I 2.6 L/m? T,
DB FEICMEFICRON S Z & BRBI Nz,

o
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1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

~ ML) R Y — 24 ONIVYDE oIl 2 v X 7K IR S bThTh s (7Y Ry —
2 ONIVYDE D Ifi#E & v < 7 §EE30T 0.44%FK)

JFEVEY =MLY ) FhvEFIOMmER v 7 ESRITPREE (30~68%) . SN-38
Db MM v ZEEERITE Y (B 95%) .

VRY =26l ENAA) )T hvid, EVRY =284 Y 7 55 v 8HF & FEEED
BRI ITHE D o

A4V 7 F7Hh v OiEWRHEY SN-38 ~oR#HICIZ, ILFFL AT 7 -5 L T
%, Invitrog{BECld, 4V /7 74 v, SN-38 KM@ TH 27 I /) v 2R
Vg (APC) 235 + 7 u— 24 P-450 ZfHEL n\nw 2 AR &7z, SN-38 (X, Fic UDP 2
oo v EEES IS 1A1 (UGT1AL) X oCo/ A2 n v giaaik e 7t 3, UGTIAL i&HE
X, UGTIAI*28% %7z ¥ DTG N % b 72 b T#8ImF4 M2 H 3 2 ik ciid 3
%, UGTIAI*28I T4 M % & U REFEEY BT Of5 R, BHEZ&E I
UGTIAI*28 I n o s EHAREH T 2 8E (N=14) RUTEESEEH LR WE
# (N=244) T SN-38 DEHFIRME TOVFEREITZ N Z N 1.06 ng/mL ST 0.95 ng/mL
TH o7,

it

~ 7Y KV —24 ONIVYDE R UFEY Ry — 284 Y ) Fha vEFloe FickslT 31EN
FRE X2 IIEH X T\,

FEVRY =AY ) T hVvEFERG L&A 7 7Hh v oRpElE 11~
20%. SN-38 1% 1%, SN-38 7' v 27 v VBRI 3% TH - 7=, BH 2HIIIEY RV
— LAYV ) THhvERG L ED, BE5% BKEETDOA ) ) TH VY RUEZORHY
(SN-38 Jt T SN-38 7' v 7 v v A ER) o SRR L OPRH BRI X, %) 25%

(100 mg/m?) #*& 50% (300 mg/m?) Td -7z,

ERRERREE

BAERE 2 G 3 2 BEEZ R L LY 2RI £ L oy, RHERSEY S
REFANT ORGSR, WL D> & TP O BHERERE T 12, BSA Si*%1% > ONYVIDE % #% 5 L7z &

% . SN38 DMRFEICHE L G 2 720> o oo ARMNTICIE. 68 il v %% B B B RE IR R A
(CLer 30~59 mL/min) . 147 Fl O EEEHERER S £ (CLer 60~89 mL/min) | 135 {4l
DEEEIEH BE (Cler 90 mL/min) 23& N7z, EEEEAERESRE (Cler <30
mL/min) ICDW Tk, FEVBEE~OE LT 27200107k T — 2B o7z (4.2
EHR W44 TESIR)
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1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

IR RERE & A

IFHERERE 20 3 2 BB R R & L 72 3B e AR X R L < inv, REEEEIEEYS)
BT OMER., X=X 74 voRe Ve vViBER 1~2mg/dL o E#H (N=19) © SN-38
DEFHRECTOVEREL, R—R 74 vofe ) e ViRES 1 mg/dL Ko BE&
(N=329) (ML 37%8mL 7z, (22, 0.98 [95%CI : 0.94-1.02] K T*1.29
[95%CI : 1.11-1.5] ng/mL) , L# L. ALT/AST fi® F5F1c X % SN-38 #EE~ D% 1%
BoNshotz, ULND 25U LoRe Y vy vilsE2H 3 2 BEICE T MR T
— 237\,

fth DA 72 FE

Fhip R MR

28 1% & 87 ik D BH I BT B RHEM SRy B REMNT D FEE (11%28 75 kLA L) | 4Elin T
AV 777 SN-38 DIRFZICERRINICER DO B D82 RITS W ERBI N
770

196 ] D B Je O 157 il o 2ot R 1 3513 2 REEERISEY) B REFRNT DA B, (AR IS

(BSA) CHiIEL7-HEx2&53 2L, WAlZA Y 2 75 v %1 SN-38 DR ICH KR IC
EHEODIEERMITI W ERRBI N,

NFE

RHERIEEY BT OREHR., AANSHIRL, 7Y TATIEA Y 7 74 v OEFIRETOF
VBRE DS 56% MK < (2 F i, 3.93 [95%CI : 3.68-4.2] &1~ 1.74 [95%CI : 1.58-1.93]
mg/L) . SN-38 D EHIRAE T DI H 8% A o 7= (FNF 4. 0.97 [95%CI : 0.92-
1.03] K O* 1.05 [95%CI : 0.98-1.11] ng/mL) ,

HYBE:H) ) DR

B 353 Fl O A TENT OFE R, MAEF SN-38 D Coae 2355 W 1F L HEHRERIAME O R T 53
EE 0, IMFEFAY )T H YD Con BEWIE E FHIDFIE R E 25 72,

~ 7tV KV — 2 ONIVYDE O %% BGE L 72K clx, 7Ly KV —24
ONIVYDE+5-FU/LV %58 ic BT 2 BEDA Y /7 577 v R SN-38 DIEFBE S E NI L,
OS XU PFS 13 <. ORR (EBIEK) 1Em» o 7.

53 JFEBREKZLET—4
~v A, 7v b R4 XOEE R ORERSEERBEICE LT, oM E IXHELE
MOMIRRTH o 72, BEIELIZHAERGF» ORI TH o7z, <7LY KV — L4
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1.6 AENZET B EHRNEICEST 5 &R
F= 34 R®EMHFE 43mg

ONIVYDE % 3 Z & ic 18] 18 [E]. 90 /rflA 1 T#E L 724558, 7 v P RUOA X D flEE
P& (NOAEL) 1% 155 mg/m?*TH - 7=,

A R OREEFEIEEERCIX, ~*271LY K Y — 2 ONIVYDE I 18 mg/kg X 1% 360
mg/m? ¥ COMET, LIMER, MITH¥E, ODEMKR MR SRS T A — X ICEE TS
B0z, 7 v b RIEHRSFHERE T CNS Bh#H o BT L IRBIE I a7,

R R O 28 AR

~74LY K Y — 2 ONIVYDE OEmEEABRIIEf S hTwirwe, JE)FY — 284 Y
771 v BRI KR O SN-38 1 in vivo = 7 A/N&aib# K& O CHO #ific % F v 72 in vitro Gy taffk
A CEEEE R I N, L, A ) 7 T A v ERCAtoRERTIZ, Ames 5#
ICEWTERFER W EAREINT WD,

~7Y KV — 2 ONIVYDE O 28 A JEHABR IZEmB I LTy, JFYV KRy —284 Y
J 75 vEIEICIE, Ty MITERK 150 mg/m? &5 1 1] 13RS L 23 ER T, &5 T
91 M IC B TR IC B L 2 BT I RE S Nadh oz, THODEET T, +5
AFEANBEREER Y — 7 RO = NIEEE A E O BRI I B 10 B PR 235529
bNze AV 7TV, ZDIERABF > O BAREMERD L EEZLND,

Al

~ 74 Y KV — 2L ONIVYDE o EhEFEmtEaiti s n iy, FFVFRY — o0
AV 7AhVvEFICIE, 7y PRy FC, BREHAHE X VEHE cESFEERA LN
2o v bTIE, BEEWI»OETNL, NEEEEZET R CZREEDK T 2R L 72,
TEREAIICIER R REM) CII IR T Iz A o Nm o7z, HIRT v F TR ERE D
DR b, O REWNCR RAEFEE O T K OITENRE OB E O b L7,

JFEVEY =AY ) FAHvEFNL, Ty P ROEAL X~DZENZEN 1 H 20 mg/kg

0.4 mg/kg DG ClEEIEGR O RMmE LI R Lz, 2o ORI BG Ik X b Al
HTH o7,

6. R
6.1 Fny
VR Y — LR E

1,2-Y 2778 A -sn-7'Y ku-3-k2+Fal v (DSPC)

L A7 H—)L
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1.6 AENZET B EHRNEICEST 5 &R
F= A RO ERE 43mg

N-(ArHK=n-A b FLHRKYZFL V7Y a—n2000)-1,2-YZFF7 a4 A-sn-7 ) -
3-FAFT X/ =17 v (MPEG-2000-DSPE)

Z Dfth o I

Sucrose octasulphate
2-[4-(2-e Fue X zFn) IV v-1-A V]| X v 2K viilE (HEPES #E#K)
Nl VRV

HEHT K

6.2 EEER
~ 7Y AR — 2 ONIVYDE 1 6.6 THIC/R I N AN DEHEF EBEAELENWT &,

6.3 FHZhM
KEAEANA T

30 » H

i %

B D IS R DA/ - PIERZEME (X, 15~25° C T 6 IR, Wi (2~8° C) T
24 [l £ THAR I LT 5,

AR o, BEITED IS 2 L5855 5, ELICHEHL RwEHEIE, HH
HORMETHHIR O RE R L MRE R 2 EHT 5 2 &,

64 REICEHIIEIE
R (2~8 C) .

WL awnC &,
XD, I AN-EFIHRET L,

i REE DIRE I 6.3 THSH,

6.5 RFE-8%
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1.6 AENZET B EHRNEICEST 5 &R
F= A RO ERE 43mg

BEEM1I0mL 2563224 F1IHITZAANATL KEDOZua 7FABRKET7 Y v 7 F
T7Xv v I ETAIZT LY —AEHNE)

1aLic 1 AT A2 &,

6.6 BEERUZOMOEMFELOIE

~ ML) K Y — 24 ONIVYDE (ZMifafEEREEREMSTH 2720, BHRWICEET 22 L,
~ 74t Y K Y — 2 ONIVYDE Ok L G O FRICIZFE, = — 7V R OB#EIR % &
TR EF L, HRPEFICHE L ZBERES ICHBR UK TLLPEWRTC L,
SRR ATE L 7285 A 1, AKTE BT 2 &, HiRFP o R % v 713, Z oMk
MazEEL, <7{L) FY —24 ONIVYDE #H Y b2 &,

BGWDFH R OG-

ONIVYDE % 4.3 mg/mL OWE V F Y — 2@ #iK e Lt ah 2 20, B5RHICHR
TEMERD L, EYIRHAED <L) KV — 24 ONIVYDE % F4H 5% 7 F v i 133
SR AT PV 7 4 9mg/mL (0.9%) #CTHAIR L TSR 500 mL ISR T2, @ -5< D
KL S B CHIRBRZIRAT 2. fRIEOT2IcHG2rObTAICAAGBERY, HHT
Y VAR Rl E QAR

~ 74t Y Ky — 2 ONIVYDE i3 LV KO 5-FU ofijicbG 35628, ~7{LY RV —2L4
ONIVYDE (37— 7 A EXIFFERO L G L w2 &,

BEROFB P MEICEIEST 2 2 &, <74V RV — 2 ONIVYDE (3 8 [alffi 12 [R
50

B G 31 5 REEOMBER T =2 ) v 7 L, SEEAMESNCIRAA L X 5 HET 5 <
Lo MEIMRHAE C > 785 001%, ESHLF Y ¥ 2 9 mg/mL (0.9%) H+HEKT
ML Z O L . BT T L AEE L,

AN DAL DIRE ST 6.3 THE,

A P Rt SR O A B T S D BRI e > TRERET 5 2 &

7. ARFEREENGE

Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex
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1.6 AENZET B EHRNEICEST 5 &R
F= A RO ERE 43mg

France

8. REAREES
EU/1/16/1130/001

9. AR AEEHA
wE#&EH 2016 410 H 14 H

10. AXE®ETH
AREZESICBE 3 2 FEME AR IIBINESRE ST O Y = 79 4 b (http://www.ema.europa.eu)
TAFHRETH 5,
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A=\ 1 FOREFRE 43mg

F1E (22— 1)
HEEFTHERRUVARMXEIZET 51FH

1.7 REEI&R—ER

HAREILD « T3t



1.7 [FIFEREIZ S — 5
F=31 RUAFEHE 43mg

AH, WNCAFORFER M & LT, 5-FUTE (Zaduao T o), 74 VR O
R (LARK Y F— My aokfdy) ULk, SRENSHFRIK) . 777 9 oo iiE
B OX2 0 2%80), ZAen"®E (miaTF=T7\RE) ., ¥V 2P —ACEEH (Favie
UYRRRYE) RO 7 RO (4 ) T h YRR K F) OZIEE - DRE A 1.7-11C
T, £, TROOHRMLEETST D,



1.7 [RIFE[RZh b — T

F =3 RS EE 43mg

® 1.7-1 RERMSE—E

Rot4 | A =31 FOEGHEFR | 5-FU % 250mg TAYRY YNGR | T 7TV NEE | 2 '3 25mg Ve AV VO | 1 7 ORI RRHE
1# 43mg 5-FU 7 1000mg HrE A 25mg 1 100mg KL NEE 100mg | 200mg 40mg
M 100mg lg 100mg
—fH) AV )T hUERE | A r T T LARBYF— R | 72Xt TovaF =TI | S AV RS | T IR
A HEoKF) T LKA TR
St | AREAT bR (R Y RSt | 7 e A RS | ISR TS | AR 1 AARA—=T4V ) — |BRA&fvr 27 v bR
et i Rt 3w
Zhie - MDAIALFREHIC | TR0 BRMNIED |1 LERY F— FUE, B, B | OUIBRAREZR AR | FE/ MR ftie . I AN e AN
750 . B U IR OIER | IS ASE R O FE AR ke 7day sy |BaE B HEATYET, Ak [, BRIERE, RS L | R, e S,
AHE 2R IS B, TR, RN - | Vs REZR I PRIERATRICH | BOE. FINREESUT | IREYE, HE (FIR
. L. S (TR %L%:?F/J\%Hﬂﬂ’ﬂ% ﬁ%%%%u;i W IALE Kﬁ‘éXliﬁ%ﬁ)\/ﬁfﬁ
W FESE. FE | gamm) po e %&&mﬁ%bt% %-E%ﬁ(fmﬁ
Aot SRSUE R - BT OEGFR i 7c 5 | B, FIRESUIMES | HESUAFSE) . T
=77 L, TREDIE R %457 An Bt DY) ERARE 22 PEOEM Y R (TR H‘!? =ik
IZoWTE, MOH | 5o i P9 - MEATHET, 7). AR,
BRI SUIHS | g m o s IS AALS BRI PEY 2SI (GFa >
BREGITHZ et | Ly SR DI/ ;;é;ggkggﬂ
VETh D, - A T TR IR RE 7R ATEETDIRDS, R
e, fog, m | D TR T Y O TR IR ARE AR
e IR A
SRS e
LR BRI | W - IEE,
BitopErE A L | PR TR
DY R ?ﬁ?fgﬁﬁ
I 'S ]
N JEEI55 200 S 0D 1 i
OFHFRIE
ARG - . N
. IR RE 22
IR SGE | — 2019 4 7 kil 2019 4F 6 AKET 20194 9 f diT 2019 4E 10 A8ET | 2019 4F 6 F daT 2019 4 12 ] daT
SGETAEH




A =/\1 FOREFHE 43mg

FT1E (E2a—I1L1)
FEEFTHERREVARMXEIZET 51FH

1.8 HAIXE ()

BHTDORMLEEZSIRT 5 2 &,

BAREILD « T3t




1.8 IASE (%)
=3 RURIEEE 43mg

1 BEXE ()
ITICIRTCE () 27587



1.8 IRfICE (R)
F =34 R®EHFE 43mg

H AR ERS b oy B 7 I

2020 £F 3 A1ERL (B 1 R
87424

JEIR \ RELESH —
VAV, (= S 47 FhUEBIEKIY )Ry — LK RBEH

-, Se R SRR

1—1\4 I~ [ iﬁﬁ& 43mg Eﬁ%l}'ﬁﬁ"ﬁ

Onivyde® 1.V. Infusion T 2015 7F 10 A
iy 5 2~8CTHhAF (WS ZRET D Z L)
AR - 36 % H
) EE-EMEONSEICLVERT S L
= 1) aA L AT r—)L 22.2mg

1.1 kDA )/ THh UEEIRKMYPEFNORE L LTE
HzE/RELEWIE [8.158E],

1.2 REDBREIZHI-->TIE, BERKICHARIETELE
BIERICE VT, PALEREICHI TS - BRE
FOEMOS & T, AEEINEY & HIBT S DEHIC
DNTHAHRRT D &, Fhz. BAERIKRICKILL.
BEXFZOREICAEMERVERIEEZ+2EBL.
REZRTHhORET D&,

1.3 #EICRLTIE, BHlEH. EEOTAFOEELE
ERAMECHIEMNHY., LTICHMMEREBELE
52 ENHHDT, HEEICEHKRE (MARKRE. I
RIRE. BRERES) ZI50L. BEOREZT
DITBESAHE [8.2, 1111, 11.1.2 881,

N (BNVR=-A FFTRY
TF L7 Y a—/1-2000) -
1,2-CAT7TT7uaAb-sn-7 VU | 1.2mg
tH-3-HRAKRZH ) — LT
NSRS

4~ @k FEFT =T -1-

CRS UL sy AR | 0O
Sucrose octasulfate 9mg
IR

pH R

2. B (ROBEICEEELLGEWVWI L)
2.1 AFN DA UMBUE OREEIRE D & 2 B
2.2 B HERREIIHI O b % BH

RERE AR A AN L CHERMES 2 0P L, B
&R ENnb D,

2.3 BYYEZ AR L TV D HEE
BYENHEEL, BAfL R LR b 5,

2.4 HEOTHOH D EH

TS L TBIK, BB, ERA R EC

L., &ML enZtnid s,

e R, PHIED B 5 B

5% 2 b O PR A B, EIEZREEMAEBLL, By
ML d b s,

2.6 FEVELVE MR BT AR O FRag
FERHHE L, Bt b 2L 03b 5,
LT ZEOMK, WKkOH 5 EH
HEREWERNRBLL, BAHNE 20 2R b D,
.8 HIHDO® 5 HBE
HEREWERARBLL, BhNE 2020 b D,
2.9 7 XY ELRERE & 85 o BE [10.1 2]

Do
ol

Do

Do

3. fARK - IR
3.1 #8RK
W i
HEASy 50mg
(147 AV 7T T RS KR AV ) THh

JLH) L LC 43mg)
Nl 1,2-YAF 7 A L-sn-2 Y 68. 1
UAARLTN | wo-3-kzkay e

3.2 REIDHERK

AANE A B~ A O RBY TERR Y R Y — LRI
Thb, pHRORBEIIFRD LB THD.
pH 6.8~7.6

RBEH #9 1 R RICRT 2 H)

4. e - MR

IR AALTFHRIE R T HHE L 72 1R BB A RE 72 e

5 ZhEE - MRICEET HEE
5. 1 BRARFRBRICHLZ AN ST BE Ol AiaRE,

UGTIAL PR TF- 2>, (17, BEIRAGEE) omED
WAL ARFN O OV a2 o3 ICHRfiR L
7o BT BEINEE OBINAIT) 2 &,

H) AU T OIEMERH (SN-38) & E 7o,

5.2 AFND—UIBFRIT BT D AIE R O ML LT

AN

5.3 ARFIOWHAMBFIE IS T 2B AR O 2 EITMESr L
TR,

6. A% - A&

TINFAa T VNG RVREY F— hEDOHIZENT,
W R ACIEA Y 2T L LT LA Tomg/m® (32
% 90 43T C 2 MR CRIEFHET 2, ek, BHEOR
RIS LV EERET 5,

1. FiE- AECHEYT IR
7.1 KAz B G Uiz 56 OA MR O 23S LT

[AYZ4AN

7.2 UGTIAI#6 35 L < % UGTIAI*28 D REHLIR AT 5 H

F. XL UCTIAIE J N UGTIAI#28 D~T Bk
LHEETIE, AV /T HE LTI A 50mg/m? & BRAA &
LT B, B, BEEPRDLNEEAITIE, AV /T
J1 & LT LR Tomg/m* [T T 52 LN T& 5 [9.1.2
2,

7.3 AAFEIC X0 GIERS I L2 5& 120, Tito i

EHBEIC, KRR OT7 AT T L OE%E R EET
AL [8.2, 11.1.1, 11. 1.2 &MR],



1.8 IRfICE (R)
F =34 R®EHFE 43mg

BREATRESH
PGP R ICTHERR L MR il IR~ RIE 5 & T
52504 %,

Gt TR
iR % 1, 500/mm® LA |
i/ 100, 000/mm® 24 |-
il Grade 1 XII~_—RAFA
Z DA D EIERTE? Grade 1 X|I_—AF A

1) Grade | CTCAE version 4.0 |[ZHEL 5,
H2) MJEK O Grade 3 ORARIHGEA R,
BREBRROREEE

BRI O G5 LL T O WFR A OREIZR% YS9 5 BIVEH A%
BUBAIE, %475 28I, LT ORI IEICHE > T
35 (MEEMNORLGE] 22381+ 52L),

BIVEH Frpgtn R ETE)
LR ERIE | Grade 3 LA EX | ARBIK O ZvAm T T 0
TR EVELFRER | &2 | BT S
WD IE
5 ifn Bk
1M/ | Grade 3 LA E
T3
LR | Grade 3 LIRS | ARHIZ 1 BEPERET 5
ZDOEY | Grade 3 LA ARG N7 VA a T
% 1 BRI
1) Grade | CTCAE version 4.0 [ZHEL 5,
E2) VARV F— MIEELRNIEREELL,
VE3)  EEIARHIEEEIC b b b TRE LIS,
W4 EEJPE R OEABGR A R <,
BEROBREE
Sl TN A n
AV I)TFHELT) A%
BH i F 70mg/m? 50mg/m? 2, 400mg/m*
1 BB 50mg/m” 43mg/m’ 1, 800mg/m’
2 B 43mg/m’ 35mg/m? 1, 350mg/m*
3 BB Tk ik ik

8. EELEANIE

8.1 AANIA YV /T J AFEE KT % V) R Y — BMZE AL
T-BAITHD Z Lo h . REIOANE, 2k, FTKipE)
RESIIRER DAY T i SRR AR R & R B,
KENERERDA D )T R K A o L L
THEALRWZ &, £72, KRZEROAY )T H 46
Bt AR F A & Rgk O YL - R TG LRnZ &
[1.1&M]],

8.2 HHiFgAEMH, HEO THSOEERANEAN S S bh
L2 LMH2OT, HENCERBRA (MR, e
W, BHERERAS) 217572 L. BEOWRELZ 5
B0 b, 5% 2 IR RN R iR A
EATHME, MO CHEBEEBET LI L, £z,
NEHMICDZ2 ERIERNRLS & bbb, BEBIET 5 2
ENBDHOT, HIXEEREICITHIZ L [1.3, 7.3,
.11, 11, 1.2 B8],

8.3 MEMMZRA S Hohd 2L BHHDT, AAIOERYS
WZdbT- o Tk, FIMHER (FPURREE, ik, FEE) o

TR, B OVEBIR) 72 [ S i i s o0 S, BlsR %+
2479 2 & [11.1.9 BIR],
9. HENDERZTATHEEICHT HEE
9.1 AHHE - MEERZED0HIEE
9.1.1 L0 VBB EREDES
Gilbert JEMERED X 572 /v o UEERE B OBRFIC
BT, RAORHBSEIET 5 Z &1 X0 Biikssem
HilsE O EE R BIEMNIELT 2 /fetEn @ izo, +55
HEETHZ L,
9.1.2 UGTIAI*6E L L [ZUGTIAI*28D BB ARET T HEE.
RALUGTIAI*6R U UGTIAI*28D ~T OESREET 548
&
AFNDIEMERHY (SN-38) @ 17 FEHESE Td 5 UDP-
TV a ERESEESE 1A1 (UGTIAL) 12X 5 SN-38 1t
WAL D Lk, EERRIER RRCAFhER
W) BIEBT SRR E WD, FOEET D2
L o[7.2, 17.1.3 BR],
9.2 BEHRERERE
BREENBEALOFEIERNBS BT 28200 H 5,
I VT F =27 )T T A 30mL/min A 0> HE O B
RERE B TR AR RBR Tl SN T 5,
9.3 FFREREE 2 E
JFEEN B OREH R BT 2B8EZ001H 5,
MIER E U L A E R PR FIRE A8 x 2 B35, AST
B K% OY ALT fEASFEHEGIPH IR 2.5 54 2 5 (s
BN d 556 T RERPA FIRED 5 (5282 %) BEIX
B CIEBRAF ST D,
9.4 4GBREEHFT HE
9. 4.1 MEMUCxIT A BEZETHZ L& [15.2.1 B,
9. 4.2 MEIRFIREZR MR 11T, ARG R O HA& T 1
SEWIEITE ) 28T 21T O Lo ET 2L [9.5%
e,
9.4.3 /N— M —NUTIRT B AR E O & B BRI ITIL, A
FallPe - R OV 544 T 4% — o IR V30 O 7 AT 217
K OofRET5 2 [16.2.2 2],
9.5 1Fi%
Wb SRR LTV 5 "TREME O & 5 M IZ G Lo
WPENERREZ ElE 5 SRS DA OB ST 5
b, AV T A UEBEARRIM OB FER (T 8-
FX) CHEFEHEERIRE S TS [9.4.2 2],
9.6 ZELIR
BRHLBRWZERLEE LW, AV )7 H SRR O
WHERR (7 v b)) TAHBITRRE STV D,
9.7 INR%E
N E U B RBRIT FEM L T ey,

10. #EEH
ALY I THAL, BCAINREFINTZAT T —PIZL Yk
PEAGHM (SN-38) (T2 S 25703, CYP3A4 1T XY — i d
FEND, AV 2T H o OIEERHY (SN-38) 1%, i
JFo UDP-7 v 7 o U giEf R 1AL (UGTIAL) 2Lk b Zv
7o AR (SN-386) &72% [16.4 2],

10.1 $fRAZE WRALGWLIE)

- FERPRAER - . :
pSiEA - BT - felfiA T
T AW EVEREE | REERERE], THI% O |UCTIALLEEH 0 & %

(LA 75y [2. o BIEHDHERT 5 52| 7 & ¥ ) e LRI &
BR] s, ORI E Y AV T
B> ORBAERIET D
ZEREZBND,




1.8

s cE (%)

F= A RS ERE 43mg

10.2 BERAEE (BHARICEET S L)

. HiRAER - . A
A A BT+ fEBRIE T
0 FUENERERAL . | FrRGHERE PR, 1% 00| OF 11T X 0 A lE

SRR

RIER AT 5 6%
NRbH 5, BEOREE
B LN D WET D
M B BT R & S
ERE

DR SN D,

A P A7 st )
AXH A k= AL
YKF), N7 m=0
LB, nrm=1
LB

ARAH A s A o0 1
BT HEZ0RH
5.

AV T I K
T O B K5 TR
MEHESRIE I 23R Hh
TW5,

CYP3APH A
S RTarS =, s
FYRa~vALT Y
F eV

T =TT N—=I

— A

B BERERESH], TS O
RBITER RS DB %
Nhd %, BH OREE
B Lo TS
M B BT R & S
T5.

cvatﬂﬂi*TéE; 'S
Hl&E L OB

CYP3A4IZ L % M mm
[HE SN D=, BLR
XNV AT T —EI
X B SN-38D AR F D
SYHEIN L., SN-380D ifi
BREN 5 5 mRett
BdH o,

11
11.

.4 FFHEEE
.5 Infusion reaction (4.9%)

ffﬁua“é’ b s,

PRI < AKIPe 1% 24 WERHI LKL %ﬁ#%
ﬁ@@@ﬁﬂ%(msm X % RIS
KbDEBZBN, FiliT 220D D,

im$
[T HS

3 RREE (10.4%)

R (1. 8%)
BB D,
FEE (11.0%. #E GEETH)

Hifige (0.6%) FDORYYENH B DILD

TFhT7 4 Z7xv— BB, HHE, BREUEE X ST
infusion reaction N HHLONDHZ ENnb 5,

CYP3AFS A
HNARTEBEY, 7=
I ES = VT
7BV

tAITAEFY Y

7 (St. John’ s Wort :

Ly beVa—r R —

b AR

TERBRWES T 2
W8 % o AH G- W T
TR b & OpF
MERET D2 LR E
Ly,

CYPSA’%%QTZ}E?L%
Fl% L oI
CYP3A4IZ K % M35 mw
RESND T2 VAR
XN RXT T —PIT
Y B SN-38D Ak 3 E D
438 L, SN-380> it
BEEEAME T 5 A Re
N 5b,

VI T 2= kI
[izei
LT 7 =7k
)

HBERERENH], TS O
BIER R D 6%
NhH 5, BEOREE
B L2206 WS 2
3B b 2 A
+5,

UGTIALPHFER 0 & %
FERLEEA & OB &
V. AV 2T KEN]
SN-38 D (fiL R FE S -
T HARENENR D D,

FRNTF =T VLR
HoKFn)

B BERSRERIH, TR O
“"H’HH?ﬁ)fmfa’ﬁTan%
NRbH 5, BFOREE
B LD RS D
23U B G % S =
+5.

WA, 735
=7 N IOVEBHK TN
L OBFHIZ L W, SN-38
DI AFREN LR+ 5
AREE B D,

1. BIfER

&mﬁﬁmﬁk%bhg:&ﬁkéwf B %+ oAT
W, BESARO LNSAICIE, 5 E IR 572 Ly
@m%%ﬁah

1.1 EXBEIER

11.1.1 BREREaEHNS|
T BRI (44. 8%) | A BRI (35. 0%) | #if (17. 8%) .
/A (9. 2%) . FEEMELTHERIVDE (2. 5%) . M
BIERAE (0. 6%) . PLILEREME (0.6%) Zd3d Hbitd
ZENHD (1.3, 7.3, 8.2 ],
11.1.2 T4 (49.7%)
BEEO FROFHRIZ LY | Bk, ERERE LR 3 v
7(ﬁFTA)*%%L¢ &m%@ PRI EE e (I
B - A BRI 2 o T2 AT ﬁém&@ﬂ%t
HZ kﬁ‘i)é@f Eﬂ%é"’ \—TTI/‘ |‘T': TR B
k%ﬁmm\UA7\hﬁﬂP“@wﬁﬁ®&5ﬁm
WY RMEEZITY Z L, e B, RENC L 2 EED THI L
LCUTD 2 DOFEREZ TS [1.3, 7.3,
8.2 &1,
< BRI KRB G B B VIR G E RIS ERT 5, =
VB L B2 O, RETOLLILAELHINS
<IE—PETH Y | B AR HET 7 O 5 512 K

11.1.6 migERE (1. 2%)
11.1.7 B3 (1.2%) . BREAZE (0.6%). JHLEHM FEEARHA)
11.1.8 FEEMHDENER GEEFRH)
11.1.9 MEMRMERE GEEFRRA) [8.35M]
11.1.10 SHEEE (1.8%)
L1 DEREE - FuliE EETH)
11112 DEMEASME EETER)
11.2 Zoth&IER
. R/ P 76 B
e 50%L4 5~50% A 5% A
DR R, DX QT IR
i LUK [EEEETIEIR
i
AR ARAE . AR
H Al WERE, FINZE. | OPERR, R
. R T, H A ER R
HBOMER . ISR
IR R, At
. Bz, BRNGTE,
iR
il - b MESE, FEE AL RRY IR,
EBLOES Syl
EithatiN 2
R Lok BHGRGE, K Y|k, K~ 7Ry
sk /FNI¥d LIffE, KT RY
LIAE, R, K
7 v —/ Ve, kY
UREMSE, & RY
U AUE, K %
7 1fAE
R & AP, BAMR . A
[O) =gy ki TR, KT, A
E= BT
TR R b BT SLH FEIED F U, R
M= T
@% VSEA N
JEGE, BTHR
R Rz, 5, AR
JiEt
Bk L OURE IR
2=
RRUEN TN Lx-o< 0, kA
¥ L UMbk M EFEREE. S
& Jiil}
FERE$ L O Jii B KR aFRE, T
AL R B RIERRE IR
BIEMERE, 2R
e INORE - 2T
JE. ALEE, YeRiBi
M
L B ETH., BIRE. =
JiNE SN 9 1E=S




1.8 IASE (%)
A =34 RUsHEHE 43mg

[zt | |y C-RAHEER I

14, BRALDZEE

141 ZFIRHNBFOTE

14 1.1 ARANTRAFREIEZ AT D720, B 09 BHTIE T4,
=NV R OB#EREERTHZENEFE L, i
MDREREICAT S LB A ITE b icam & Ok ¢ & < vk
WIS Z & SRR AR AT S L7235 613, Wik T &<
TV 2 &,

14. 1. 2 BEERCSA TV BAK| O TR 2B L, 500mLD
ABEHEIR TN T R U BRI TR L, Faenic
s S CRMNT %,

14. 1.3 AANT, IBMGBESCICHEET S 2 L, Rhed 2 TR
HFTH5A13, B L2 BT, RIETHRET DHAICIE
GIFFILIN, 2~8C (Wi &2 &) CTRIFET 5
BATIF2ARE DANIC B 5375 2 L E7o, Rl IR
BEHET HZ &,

14.2 ZRREHOEE
FRIRNEE G- L. BB ORIEDOMGEE=4 Y
7L, EENIMAEIMIRN RN K D ICEEICEET 5 2
& A ME MmN TS AR, AP HR-ORE K
TR L, BEZ K THodT 28,

15. ZDHDEE

15.2 JEBRERERERICE D (15K

15.2.1 A X & AW R H G MERBRIC IV T MEREATE R
DEMERRD BN TND [9.4. 1],

15.2.2 AV 77 B RS AL, (ZFLER AL & H
7o YR R B K O~ ¥ A5 B 2 O 7oz
BRICE W T, BRmIES S ST [9.4. 381,

16. EWENEE

16.1 meiRE

16.1.1 BEEKS
YA IR I U7 AR AW R B 5

WCLVARKRY F— RO T7 LAy T30 DT T,

AKH| T0mg/m’ & SiFHE L& DAY )T Hh (VR
Y — D OGER D) Jo T SN-38 0D e i FE HE RS
KIS, EEE T A — X AR 1 L O 2 IR T
1)

30000 —

FElAE)  (ne/ml)
,

=
T

20000—f
4

(1

e
BE

10000 —¢

Tk

0 T T T 1 T T ] T T T
0 50 100 150 200 250 300 350 400
=/ (h)

(B)

FHmMBAPRE (RESE) (ng/ml)

I [ |
[ 50 100 150 200 250 300 350 400

B5fs (h)

B1 FLVHEVARRICEELEZBRABEEREEEHRIC
LARERYF—bRUEITLAOITVIILEDHATT, &
F Tomg/m? & RiEEFELI-EEDIY / THY (A RY
SN-38 (B) MR (THELIRERE)

K1 FLVAEVARRICEELEZEAANBERSEICEAA
Tomg/m* /G5 L= Z2DA )/ THhoDENERE/NRS
(=4 [FHE BERE)]

bR Cuax AUCo-in¢ tie CL Vq

(mg/m*) [pg/mL] [ng-h/mL] [h] [L/h] L]

70 30. 1 986 23.8 0.36 5.0
(n=6) 9.5) (1030) (16.8) | (0.54) | (2.8)

Cuax + SR MUBFEPRIE . AUCo- + MERIRASF ] 3 T 0D 7% o JEE — ] i
THEA e HIREEI, CL: 2 V7 T AL Vo S0 BRE

K2 FLVAEVARRICEELZBRABREREICAH
T0mg/m? %% 5 Lf=& D SN-38 DEMENRE/RS A —4
[(FHfE (BERZ)]

e Crax AUCq-ins tie

(mg/m?) [ng/mL] [ng-h/mL] [h]
70 5.9 466 79.1

(n=6) (2.2) (203) (65.0)

Cur + SR MBI AUCo- + MERIRASFH] 3 T 0D i 47 v JEE — W f] i

PR, tye @ IR

16.3 2%
[E T B AR FIRN IS LT & & &5 169. 5 I
itk ECoOMBERAY ) T HAKTH YR — LA
VT OEIEIE86%LL ETH Y | R 2 ZELITRR
oo GEANT =) 2, KAlomwEs 3z
FEARIT 0. 4% AR T o 7= (in vitro) ¥,

16. 4 X35
AFNORHH BT ARBIIFES L TZev, AV T h
EHNRF LN T RT T =PI L o THEEEY TH
% SN-38 12, Z D UGTIAL IZ L - T SN-38 /n b /Lo 1
VIERA TS D SN-38G IRl s D O, Em, AU
T 7 VL CYP3AM T Ko TR LI s hvizd & |
EBICHNRF LT AT T —BIZ K- T SN-38 12t
59 [10. 2],

16.5 HEttt
AAIOPENEC B9 2 3BRILEM LT, B @SSRS
8 BN [MCI-1E3k A U /7 AR R K FAY 125mg/m? %
HEFARN G Lo & &, #5168 KON 192 Ffij#% % C©
[ G RE DR 32 B TN 64% 03 N EAUR B OV P 2 HE
A7z, IRHICHEE S 7o RZEALIR B OY SN-38 1344 5
BOR) 22 L 0.43%, FEHIHRME S o REE KD
SN-38 [ 5 EDKI 32 K8 2% TH -7 UEAT —
&) 7,



1.8 IRfICE (R)
F =34 R®EHFE 43mg

17. BRERBIAE
171 AHERVREMEICET 58
17.1.1 BN THHER

T L2 e e m T LR E R T HE U T R &
AT DMEREBE g e L, KF (1Y ) THhe

L LTT70mg/m?) # LT dmvs

KRR Y

F— b OPFHEESE (KRFI+5-FU/ [-LV) & 5-FU/I-LVD
HIME R OVZe bk % el 5 55 TR R PR A8k 4 520 L

= £3)

o BEFMEHEE & SIS R EIER B2 O

il & 2 Mg mEAAF I (PFS) OfE% (20174574
A7 —47y h47) FRIRVE2D LB Tho

7=

L) FEBR T ST L REN S WA & FleRl S
#17-. Karnofsky Performance Status 70LL oD HE

BRG L Shiz

1E2) UCTIAI*645 U < \XUGCTIAI*28D 7R E 3ok 2 4
D ULUCTIAI*6R ONUGTIAI*28D~T 1 A 1K
EHTHEETIEAY /7L LTo0mg/m* THAME X

nic,

1:3) AHN+5-FU/ FLVEECIE, 1A 7 V&2 [ & L
T, F1IABICOARA (LU /T Hhr &L T0ng/n’)
2905 T THRNEE S, @ L AR 7R U F— 200mg/m*
%2R TEIRN G-, @7 v A ry 7o

2, 400mg/m* & 46 R[] 2> THERIRIN B - L7, 5-FU/Z-LV

BETIE, 1A 7 &2l e LT,

WIAEHICOLAR

100mg/m? E9) BAAMPE 5. & 5-FU/LV DA 0 K 0224k
ZILd 5 3 BEbuik, IR RER 2 F20E L 72 % 9,
TFEFHHIEH & Sz (0S) oRES (2014 4F
2HIMA BT =2y bA7) ZRAKVKHIDLEEBY
TV, 5-FU/LV BEC K U CTAHI+5-FU/LV BEILH A
MICHE 7 0S DIER 2/~ Uiz, —J7, 5-FU/LV BElZ%f
T B ARFIHAMBEDOFFH R E 72 0S DIERITFRD 6
niemoi=,

H4) UCTIAI*2SHEEL R AR T HBETIIA Y /7
J v & L Ch0mg/m* TRAtA STz,

1E5) UCTIAI*2SHEAER R E AT HBETIIAY /7
J & LCT0mg/m* CRAtA S iz,

1:6) AHKI+5-FU/LVEETIEL, 1A 27 V&2 & L
T, HBLABICOARA (41U 277 L L T70 mg/m?)
2904y T CTHRNEE -, @7 Y F— h400mg/m* (L
ARV F— 5200 mg/mHZHY) %305 ) THIIRN P
B @7AFdu w5 N2 400mg/mt A 4605 23T Tk
MR- U, ARFIBABECIE, 194 2 L% &
LT, BIBBIWCAA] (1Y T & LT100mg/m?)
29053 M THIRINEE G- L7z, 5-FU/LVEETIE, 19+
7 VEGEME LT, H1, 8, 15&U22A HIZOKRY
F— F200mg/m*% 305 M CERIRNTR 5, @7 A4 m
7 2 JL2, 000mg/m? % 245 2T TEARN & G- L 7=,

4 05 (KH+5-FU/LVEE R US-FU/LVEE, R¥IBMBR

AR Y F— F200mg/mt A 2 2T TEIRINIR 5. @71
a7 L2, 400mg/m’ & AGIFE 2> THIRIN RS- L
720

3 I AR EE B R DI & HPFS

U5-FU/LVEE)
AR STULY | i | s-ruLy
FU/LY U9 51 | (10 )
(117 1) i)
- 6.1 1.2 1.9 1.2
rqui/‘;;ﬂféﬁ) (.76, | (.29, | (4.23, (3. 58,
- " 8.87) 5.32) 5.62) 1.86)
NP— R 0. 67 0.99
(95%{Z X ) (0.49, 0.92) (0.77, 1.28)
b " 0.0122 0.9416

a BHHE IR L LT IR RICox LB Y — RET L

b FEREHITM 2 27T o 7 e

AL 5-FU/ I-LV
STU/TLY (39 )
(40 fil)
1.7 1.6
kg (A) ’ )
e (1.48, 3.61) (1.41,
(95%{FHE X [H]) 1. 64)
NP— R 0.79
(95%{=HE X [H]) (0.47, 1.32)
p i’ 0. 376

a BeGRERANSIAEL & LTI RICoxH
b FERBIMHE 2 27 F > o ME

HRFEEE

HANFU/ LY
SR/ Y

Ll Y — RET L

0 2

At risk#g i o)
AH+5-FU/I-LV 40 17 10
5-FU/J-LV 39 6 1

2 WIL P RYER B RO

RIVERFBUEE (RFI45-FU/ I-LVEE) 1%,

6 2
3 2 0

=

Z& % PFS

100% (46/46

Lo e
T
0.8 N
2 ",
?_ 0.6 H\w_
i - .,
0.4 e
0.2 = ey ‘ [ & o
oy L“‘_j
0.0 ~ srny
0 3 6 9 12 15 18
At risk# sk O9)
AHI5-FU/LV 117 97 51 20 8 0 0
5-FU/LV 119 68 34 11 6 1 0
3 0S (AH+5-FU/LV BE R U 5-FU/LV 8%)

BIVE RS BUE R (ARHI+5-FU/LVEE) 1391, 5% (107/1174)
Tholz, WRE L TEREWER (20%2L E) 1T
47. 0% (55/11741) . 0045, 3% (53/11741) | MEM-42. 7%
(50/117f) | #5730.8% (36/117(3) . EAKIIR27. 4%
(32/117%1) B O ERIE2L. 4% (25/1171) TH

e} f:u

i) CThHolo, ERRIERIXEDTS. 3% (36/46f1) , 4
FRERBR63. 0% (29/46f1) . AAKIEEER & OV Bk H

17.1.3 XFIDERKFRRICE TS UGTIAT EIzFEELEMER

REE

L 734560. 9% (28/46451]) M ONC TH#I56. 5% (26/46%1) T

ol
17.1.2 BN EMERER

[E N5 TTAERRBR (331501388R) K OVMESH o5 TILFE 3 Bk

(NAPOLI-13ER) 123N T UGTIA LS S T2 A /3 5
i S A7=, AFIHE-FU/ -LV (CUELY) BRIZE T D G6raded
P DR R B O FRIOIEHRITRED LB T

TRV H L EET RIS LR RiRE A
BT DM EBEE 2 g e LT, A4 (4 )T
L LT 70mg/m* EY) L 5-FU R Y F— b OOFHH#
G (KHF +6-FU/LV), K& (LU /T &L T

bHot- [9.1.2881],



1.8 IASE (%)
A =34 RUsHEHE 43mg

RS UGTIATEIGFZE LRIERRERE

UGTIAI*6 X%
» Grade3 LA L | Grade3 LA LoD
CEREEEE ks i
DOFHH
331501 UGTIAI#6 X
BV UGTIA1#28 D& 3/43 44 8/43 14
(=S 2 A (7. 0%) (18. 6%)
7R B
UGTIAI#6 #5 L <
% UGTIA1%28 O
REHEAR T 1/3 il 0/3
UGTIAI#6 Fr Y (33. 3%) (0%)
UGTIAI*28 D+~
TG REs
ERAYE
NAPOLI-1 UGTIAI#28 D7 ) )
- - 15/110 i 14/110 i
v EHEGEREAL (13. 6%) (12.7%)
AN S
LOTIALZS D7 2/7 1/7 Bl
AT (28.6%) (14.3%)
5B

18. EEhEEHR

18.1 EAA#E 10
AV I)THATTRERA VAT —PEEEL, DNA &
RAMET S 2 &I &0 M e R 2 B84 5 &
EZoND, KENE, AV )T Hh o EHALEZYRY —
LAITH D, ARPERIERAEICL Vv s/n 77—
WCHDIAEND & AV T I Bt S b,
Jet ZizA U 7 A RESHEAR I B W TS LG
YTl 5 SN-38 [T X du, ISR ER 2 R &
EZEzbhb,

*ﬁﬂi%ﬂaﬁﬁ 11,12,13)

AFNL, b BIERE H SkAIERE (PANC-1, MIA PaCa—2, BxPC-
34E) % KT RAE U 7 RN R IR/ AR A R s R
v U A RO NP B H IR & B TR L
e EIESE R B~ 7 RS ZR T, ISR S e &
~ LT,

19. B ICET HELFEHEHR
—M8& AV T H U REE KT
(Irinotecan Hydrochloride Hydrate)

24 :
(45) -4, 11-Diethyl-4-hydroxy-3, 14-dioxo—
3,4, 12, 14-tetrahydro—1/4#
pyrano[3’ ,4” :6,7]indolizino[1, 2-A]quinolin-9—
v1[1,4" —bipiperidine]-1" —carboxylate
monohydrochloride trihydrate

SFK ¢ CusllgNi05-HC1-3H,0

SFR :677.18
Ba=
C2Hs o
\ N o N
< N {JNE( m -HC1-8H20
N7 SN0
HO "CaHs

M R MEO~RHCORERIEOR R TS D,

B A ¥ 7 — LV IKICRORETIC L, =& 7 — VTR
FIZ <, Prmaa AL ETE b oAk TR
Fiz< < | B = FL, hbmy | N X U EAF

PATIF L A EET R0,
B A 250~263C

20. BV EDEE
HRE L7222 & AMRBIEZITEE L TIRET D 2 &,

21, EBEH
BERGL Y A7 FEEHm A R E D b WONCERT D Z &,

22. A%
10mL 1347V

23. FEXH
1) R ENEE TTAHERREABR  (331501548k)
2)  HRPNEERE MRS T ARERIRERER  (PEP02015KER)
3)  AENERL : WAL T FEERIREER  (PEP02035AER)
4) AR RHEREES BT R (2018)
5)  #EWNEE} : Human plasma protein binding to
nanoliposomal irinotecan
6) Mathijssen RHJ, et al. Clin cancer Res.
2001;7(8) :2182-94
7) Slatter JG, et al. Drug Metab. Dispos.
2000528 (4) :423-33
8) LB E : RHEFSEMEhREMENT A F (2015)
9)  FRPVEEE : YESM S IR RRIARTRER  (NAPOLIT-13A5R)
10) Kawato Y, et al. Cancer Res. 1991;51(16):4187-91
11) PN © Antitumor activity against ectopic
patient—derived pancreatic cancer xenograft models
in CB. 17 SCID mice
HENE R - Antitumor activity against ectopic cell
line—derived pancreatic cancer xenograft models in
NOD-SCID mice
Kalra AV, et al. Cancer Res. 2014;74(23):7003-13

12)

13)

24, XERERERUVBULEDLE L

[EE SR I RRdk AN BHZ & £ LT TRt Jhhk <
720,

AARENLT ¢ oSt

BEWaEbEED

T113-0033 HULAR SO KA 1-28-34 AJRMK £ /L

TEL 0120-841-002 FAX 03-5842-7116

26. SLEIRFGEREE
REEET

BAtILIs IR et

SRELRLEL1-28-34 ZMMKEIL
TRIEE

HASHTIILEFH

HREEERRT-10-30



1.8 WfcE (%)
F=31 ROAFEHE 43mg

2

2.

2.

MEE - R, BiE - AERUVEALOIEORLVIZE DRERML
1 %eE - R (FB) . g - DRICEET HEE (B) RUZTDORERRL

1.1 ZhEe - IR ()

3 AALSFIRIE R T U7 iR i B BN e 72 A

2.

1.2 2hEe - R (R) DERERM

AF| (BAX2398) DOZIEE « 2 (%) 1%, 7 Ly X BRI ITHEN I S L2 iR NG

FEEARBEL LIEUTO 2 SO RRE IS E LT,

(1) MM-398-07-03-01 (NAPOLI-1) k5%

NAPOLI-1 BRI ER, WAEA, WIS MAERRBRTHY . YA X B EBN—2
& LR R ICHEN A D BB EREET 2 X5, 7vte v Z L (5-FU) kDR
A aRY > (LV) OFHEER L el L7 ARHKl L 5-FU KOV LV OO & GRHCIS T 5 A0 &
ORI ERRGET D7Dl F i s iz (Feds, ARBRBAAAIRICITAR HILE 5 & 5-FU/LV Of %
HAWET 5 28R Th o722, 0%, HERIERE L L TARANS-FU/LV BENBINES NT2),

NAPOLI-1 #R O F 2 E B 1T A HE (0S) & L. AEE% HigdRat L 72 intent-to
treat (ITT) MEMTEERAIZ, AFI+5-FU/LV B 117 il % O 5-FU/LV Bf 119 5] (R&+5-FU/LV f
BHREOBINEIZ 5-FU/LV BRCHANT-BE) & LT,

OS DO HYLfEIE, AAI+5-FULLV FET 6.1 # H [95%(EH# XM (CD : 4.76~8.87], 5-FU/LV H¥
TiX42 # A (95%Cl: 3.29~532) Th it FIABRENHO B (p=0.012), T2
AP — KT 0.67 (95% CI : 0.49~0.92) Th -7,

RIIRRHImIE B 2 it U7t S, MG EARAIM (PFS « Y — R 0.56, p=0.0001), A%
IR (TTF @ 2~ — KE 0.60, p=0.0002) . [EZA A DIRRNFHE DT DF A R
A > 1.1 R (RECIST v1.1) (2D fEERBAZEDFHE  (ffEE ORR : p=0.0097) K UKRMEER
BIZhE CRMEE ORR : p<0.0001) IFONT CA19-9 [ED SIS (p=0.0006) (22T, 5-
FU/LV BEIZ A TARAIHS-FU/LY BEREN TR Y . FEFHMEHEE Th D 0S OfEREZ R LT
W,

NAPOLI-1 BEBROFER LV . KK & 5-FULV O 2 Z L DR GIIF L 2 Bk H1E
PRIR I U TS B R R ICA I Th 5 Z LR sz,

(2) 331501 #kBR

331501 ARERITIEE M. EIEAL, ENE KRR CH Y | I T S 4172 NAPOLI-1
AR CHWZARFIHS-FULY PG L D R I N AIMER L BN, S LA e 0%
N— 2 L UTZHNA R SRS I L2 s 203 5 AR NEE TOARFI+5-FU/-LV




18 R SGE (%)
=34 RO ERE 43mg

DFREEIZB T BRI RSN D0 E 9 ME | 5-FU/ILLV PER#E G & g U CTREET 5 729
W2 SEhE S Tz,

331501 AR O FHFHME E X PFS & L., ARMEZ Hhlat U7 ITT fRtr R (03— 2)
%, ARHI+5-FU/-LV # 40 B, 5-FU/I-LV B£39 i1 & L7,

PFS O HgLfEIL, MSZHICHEZR B2 ORI Tk, AFI+S-FU/A-LV BT 1.7 » A (95%CI :
1.48~3.61), 5-FU/-LV BET 1.6 # H (95%CI : 1.41~1.64) Th o7z, WRERICHFFA

AT (p=0.376) . T D% — REIE 0.79 (95% CL: 0.468~1.324) Toh o723,

mmmNMaﬂﬁfi {RAJIZAAI+5-FU/I-LV #£ T PFS 2MEE T DR b/, 1RERE
BEATOFHETIE, AFI+5-FU/-LV BT 2.7 # A (95% CI : 1.51~5.03), 5-FU/I-LV BTl 1.5
HH (95%CL: 1.41~1.64) THY, T 2% — R 0.60 (95% CI : 0.366~0.975) &,
ARFHI+5-FU/I-LV BT PFS DMERE T 2EANED Bz (p=0.039), 7238, ZOFERIX
NAPOLI-1 #8r T U 72 inBRE 2 AT ORI F-5 < PFS O REDORE R [AHI+5-FU/LV
BE:31 w AL SSFULVEE: 1.5 5 A, ~PF—FE0.56 (95% CI: 0.41~0.75)] L[REETH -
77

331501 MEROFER LD | AU U IREGRICHEE L-BBIEIEEEZ AT 5 A ARANBEIC
BT, ARAFHS-FUL-LV JFABGIC X DRI 7 4 v MBI TE D L E 2 b,

AENARD 25 2 DOEKRBR TIZZ LAV X B U 2 GTRTRRINEREREL L CRESNT
W Z EMG, BHITT AT H BT K DIERRICAK OG- 23Tz, NAPOLI-1 iR Tl
7ok Y IV URIERITH D 5-FU IZ L DIREZ I AIL DAL AA+S5-FU/LV B 50 #i &% Y
5-FU/LV &£ 52 B2 BT, OS I IAAKI+5-FU/LV #£T 6.44 % A, 5-FULV #£T3.22 » A [p=
0.0102, N~H— K 0.520 (95%CI : 0.314~0.856) ] & ARHKI+5-FULV FECHEICIERE L CTU e,
KRB 2B £ 2. WS NCCN H A R T A 2B\ TCIE, R TR A2 kiR
WELT, FAVHE L R—2ADIEREOHHBE ORI DT, 7o) I VU RR—ADIR
WROHLHBE (V)T HATLDIEBRBER2NGAEDOR) 123t LTH, AHlE G el HE
"IN TS (NCCON ver3 2019),

—H T, ThH 2 DORFKRAER ClIEREEE O R S Vom0 @PUEE L L TRIES AT
7212 U ARE R AT T R 1372 o 72 b D D UIBRRRE R FTHETIER 13, 1508 % B2 5
ERREES 2L U DBIG N Em (FE2ET A R4 2 2019 ) , ERAOBESTA K74 1
BT, UIBRAHEZR R A TIEN FRE LTk~ D IRIAIE & s RiR R s i 13 D I HR X
F—Thsd WELIETA T4 2019, NCCNver.32019) , X T. YIBARRERATEITIEEIC
RDEFYE R, £, BRI HIZIHW T, RFTEI TR 10 2 IR W AR A MR s e 1
T HENELARRELSERLRN 2T 2, RFEITIEEEE I LT, ARANTHERE S
ndEEZ,

UbZBEEzDE, T2k b)) RO TEEBME) ICRET 508172 < i b7k
BB OVRFTE TR 2 G BT, 22 I3 AALFRE] RO TSR S o RN EY) &
Bz b, £ TUIBRAHERSE ] AR TA & mEEEAI M EIN D E W) AR A E 2 D



1.8 WfcE (%)
F=31 ROAFEHE 43mg

&L IR AL (BT U - MR RN RE 7ol ) 208, AFNAR D 206E - 2hR & LGy
EEZT,

PLEZBSE 2. R EEMAEZMNSEL L 2 SOBKRRB CRGRER I RIN-Z L, W
N B OERLGE 2B E 2. BiEE L. ABIOEE - 2hHE (R) & [ ALPRERICE L
B UIFRANE el ) ERE L,

213  %EE - HRICEET HEE ()

5.1 ERRERBRICHAAN DN BE O, AiEREE. UGTIAl BIR 12RO T,
7. EEREAE ] OHONFEZRM L, KA OF IR L2 E + o0 lc 8 g L BT,
W EE DORIREITH 2 &,
) AV T OEMERBM (SN-38) L/ R,

5.2 AAIO—RIGRIZIB T DGR LRI L THORYY,

5.3 AHN O AMFIEIC BT 2 BN OVZ BMITHENL L TV,

214 e - DRICEHET HIE (R) ORERM

50 AV T CHREEKF R (LUT, AU 2 7 0 A OB SCEICESEHREL
7

52 RIGROWEREBFE 255 & LT ARHN O A RWE R O M2 Bk U7 BRI L340 L T u
RN EIPBERE LT,

53 eI TR MBIIRIE & U COARANR G 2 3R 2 %1372 < . NAPOLI-1 iR
KR 331501 BRI A AL BT BFE X, American Joint Committee on Cancer @ TNM A7 — 7
D CEBIEE MR SN TR Y . UIBREERI TiX e o7z, 20O X 9 IZBEEIT k3 2 ARF Ol
KRBT T EXR DIEFNICER b TWD 72D, IFRMBIREE & L COARFOREITHERE S 2w
TEMD, HHMERFHERE LT,

22 RAE-RAE (B) . B - ARICEET I () RUZDOHRERN

221 H&E-RE (B

INFe T U KOV RAY F— ORI\, @R, RAZIEA ) T E LTI
7] 70mg/m? (RFHEFE) % 90 Zy2i) T 2 BRI CARMERET 5, 72i. BEOREIZI Y #
HIHET 5,




18 R SGE (%)
=34 RO ERE 43mg

222 RiE-RE (B) ORERMN

AFNORE - HE (B) 13, 7FAV X B IRFERICHEE LB ERE e R e LCEmR L
PIFD 2 SOlERZRERIC TéPKiﬁﬁﬁ&Uﬁ£$®#% HAOXHE LT,

(1) NAPOLI-1 5k

NAPOLI-1 RER Tl #EHME THHEERRER (PEP0203 3Bk) CHEIEHEEE 23 ICRE LTz
5-FU/LV (fH F COARFI DR KIE (MTD) (2HS5& . AFMH5-FU/LV BEIZB T DAF O 1[4
b &% 710 mgm? & L7z, Ziuh PEP0203 GER OB I -5 & | NAPOLI-1 #BR ClTA
NME S V2 e % e R 3 2 720 D 2 e GO L - HEZLUTO LBV ERE LT,

o RHAI+5-FU/LV Bf

AF 70 mg/m? & 90 43[R T CHRMEHE L. ¥KIZ LV 400 mg/m? % 30 47 [W 237 T RliffiE
L. #t\ T 5-FU 2400 mg/m? % 46 FEM 2T CREGAREE Lz, g 2 @l 2 & cqT
-7z,

e 5-FU/LV R

6 A 1Y A7 vELT4lElichz, # 1\ (VA 2700 Dayl, 8, 15K
22). LV 200 mg/m? % 30 43 Wﬂffﬁﬁﬁﬁb ¢V T 5-FU 2000 mg/m? % 24 FE A
THEH AR EE L, D% 2 B OREHIR 2 5% 7=,

AIH212(1) ©EFY | MFEGHOANEZ M LR, FERHMREE THh D 0S L UE
WEAMTE H T % PFS. TTF, ORR &N CA 19-9 fEDSIZ BT, AFH+5-FU/LV LI 5-
FU/LV BEIZ AR CREGHEIINCH BB N RO bt

e fé&%ﬁﬂ%ﬁﬁ_ VB AFAI+5-FUILV BE 117 il D224k 2 fifdT U7k 5. ®IE
HHBEE1L91.5% (107117 ) Th-o7o, FREWEHIZ. TH 47.0% (55117 #1) . .l
45.3% (53/117 1) . WEM: 42.7% (50/117 f51) . 9%57 30.8% (36/117 i), RAKIBHE 27.4%
(32/117 f5) B O HERIVE 21.4% (25/117 f5l) C, BEMET R 77 A MIA V) /T Hh
B KA A X Y 5-FU O 1 7 7 A L EFEELL Tz,

Nmmu4ﬁ%®#%ib ThUHE U N— AL LT R % T 2 b LT 58 M
B R IRV T, 2T L ICR G T DAAI L 5-FULV OG- LY A %, EHEATRER L
é@7D7T4W%ﬁ¢é_kﬂméhto

(2) 331501 #kER

331501 38k Tlid. NAPOLI-1 &R THWW 2 AHI+S5-FULV 512 LV g S 7= PK. A
Bhit B OV MRS H AR NBE THIRRRIS R SN D DMRAET D 72D AFI+5-FU/-LV BEDOAA] 1

[Pl 584 70 mg/m? & RRE LTz,

331501 5Bk Clix, [ENOERIEREEZE L7 LT, OFHT 2% 3EA1%2 NAPOLI-1 #A5: CHW

72 5-FU/LV PER#H-235 S-FU/LLV F RGBT L, AoMER L2t % iRt 5729

D2 BHEFORE - HEZUTOLEBVHRE L,



1.8 WfcE (%)
F=31 ROAFEHE 43mg

o KHI+5-FU/-LV #¥
A 70 mg/m? % 90 43 I 2NT THRUEEE L. RIZ LV 200 mg/m? % 2 ] 0 C i s
L. VT 5-FU 2400 mg/m?2 % 46 FEM 2 CREGEARERHE L7Z, 2z 2@ 2 L icqT
>77,

e 5-FU/-LV Ef

I-LV 200 mg/m? Z 2 WFfE 2T TRIEERE L. iV T 5-FU 2400 mg/m? % 46 WFfH 2T TFHF
BomllEE Lz, 2hE 2B M it T,

ARIE212Q2) DERY ., W& GHEOANEZ BT LR, FEFHMBEEE C©H D PFS 128
WT, 5-FU/LV BEIZ A~ TAFIH5-FU/-LV BET PFS MER 5 Z L aVR ST,

F 7o, REVERANT G REMIC I D ARH+5-FU/IL-LV Bf 46 5 D22 2VE 2 BT U7k 5. BIE
FZEBLEIE1L 100% (46/46 i) Th oz, EAREWERIL, Bl 78.3% (36/46 ) . if HEREOH
D 63.0% (29/46 f31]) . RARIBOR M OV MLERERAD 5345 60.9% (28/46 f51]) I TONZ T 56.5%
(26/46 ) THT=,

331501 MBRDOAER LY . FLAvH B U ER—R L LIRRREBICEEIHER LBtk
W2+ 2 AARNEHICIBNT 2 I LTk ET HAHAIL 5-FUL-LV OO G 1o A v
X, BEARRARZERMIET 07 s A NERT DI ENRENT,

E 5T, BHEM PK ST ORE R 5, 5-FU/LLV B F CTAH] 70 mg/m? 2 %5 L= & DH
ANBEIZEBIT S PK 727 7 A )LiX, NAPOLI-1 iRBR L FERL L= A s L1z, L-oT, &
FI+5-FU/I-LV DFR B G-O PK, BRIMER VLT 1 7 7 4 WiE, T s NAPOLI-1 iR &
g CholztEZ BN,

b X dic, FERBREEMEL RS L LT 2 SDORKRERERCRIFORBER R RS-
ZEDL, HEHEIIAFORE - HE () % (74 au I b KOV ARKRY F— kD
IZBWTC, . RAIZIZA ) 2T 8 LT 1 IE 70mg/m? ((RFREFE) % 90 232 i) T 2 #H
kR CREFET 5, 7ok, BEOREBICLVEERET 5. EFE L,

223 F% - AECEET SHEE ()

7.1 AH A BB E U256 OA MR O VTR L TRy,

72 UGTIAI*6 # L < 1% UGTIAI*28 DAREHESIKZAT HHBE . XL UGTIAI*6 J X
UGTIAI*28 D~T 0K EGTH5BETIE, 4V /7L LT 1[0 50mg/m? % Btk
MELT D, k., AEMPRDOLNDLAEITIE, AU /T H L LT 1 [E 70mg/m? 2
HMETDHIENTE D,

73 AFEEIZLVEWERANEI LIGAI12E, TRROEEEZSBIC, AFILOT7vAry
TUNDBEEEEBETDH L,

RE AR Y
Bl e HICHERR L, SiaSRtt 2 /e IR RIE T 5 & TR EZIEH T 5,
MR FREgED

5



1.8 IICE (R)
A =34 R 43mg

IR ER SR 1,500/mm? 24

FEENE L ER R E A HERE 1,500/mm3 LA >
JEYYENDEE L TNWD Z &

[IMIN7% ' 100,000/mm? L. |-

BNl Grade 1| X [{IX_X—AF A

Z DO FEIERE? Grade 1 |Z_—RF A

1) Grade |X CTCAE version 4.0 [Z#EL 5,

1 2) 4E J79E Jo U8 Grade 3 O BEAKEE 2 R <,

BREBRBOBEEE

AR O GZ LT OWT N ORREIZE YT 2EWERAN BB L2 GA 1%, #4352 81,
LR OWETIEC > TlET 5 (HEROR &) 22382752 L),

RIEH] PR WY
A HR RIS Grade 3 LA SUIHEN | AAI R T v Am 7T 2L
PELT TP BRI E Z | B ET D
A I BR e
1IN R Grade 3 VL E
T
ML MR Grade 3 L) |3 AF A 1 BERET D
Z DAY Grade 3 UL I AR BT VA a5 n

Z 1 BPEEET S

7£ 1) Grade % CTCAE version 4.0 (ZH# U %,

HE2) VARV T — MIBELZNWI ENRLEE LY,
VE3) w7l A L b b TREL LA,
T 4) I)E L OBABHR 2 BR <

BEFOKREE
(49/;fikbf) JART T
B4 & 70mg/m? 50mg/m? 2,400mg/m?
1 BRI E 50mg/m? 43mg/m? 1,800mg/m?
2 B 43mg/m? 35mg/m? 1,350mg/m?
KPEE ik ik ik

224 & - AECEET HEE () OFREIRM

7.1 NAPOLI-1 iRBR O F . AFIEMEE (18] 100 mg/m?2, 3 # 2 & #H5) TiE. 5-FU/LV BElC
NTHFFIICHEBICEN - GIMEIEA DT, E7o. RHFIHS-FU/LV B AR TREMEDME)
ST LITESEHRE L,
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=34 RO ERE 43mg

7.2 331501 AR M (" NAPOLI-1 iRBR DFRBR JT1E2 55 L L, CCDS. KEVRAF SCE K OWRIN RS

WEILCESERE LT, AV T 0 OIEMEREY TH D SN-38 X, UDP-7/ /L7 o Rl

# 1A1 (UGTIAL)
HIRIZRT LTA Y T ol
UGTIAI*28 %f~7.

WL s a s S b, SN-38 1T, FUEE R A AT 5 —. ER
HEEEEDOH 232 R~ T HIKO 1 DL 7ro T D,
B OFREHEAEREAT 2 BE R OMERE U L e E ERJRGE

1D BTV

5B [Gilbert (PL_—)v) JEMEREOBE] TlI, EEREDOA Y /70 o 8RE2&% 5 L=

A, wED U A7 BN 5 ARE
7.3 331501 5Bk & OV NAPOLI-1 #ABR DFER kI FE S & 3%
MG ATRESeE ). TR G- R OREREE ] KO NEERFOR 55 )
M GT e b B BLATRE &R L 72,

23 HEALDEE (F) RUZTORERN

MERH D EDOWENH S (Pfizer, 2014),
E LT, M2 lBROFE R, 4%
\Z kv AFH+5-FU/ML-LV §f

FERLEDIE (F)

RERHL

1. 2% CCDS. KERAT L

1.1 BEEDA Y 7 THUEREKIYRFIORE & LTAFIERS Ll | FROEINREE
k. ICHESEBRE L,

12 XEOFREICH->TIE. BEFICHARIETELIERERICES L FROBMNIELS
T. DALEREEXICTAGHE - BREFOEMD D & T, REEN 5%:\ﬁ£@%ﬁ%
B EHF SN BEFIZOVTOAERT B L, T, ARBBIC | 72700 LEAE
%3t BEXFIZORKICEMERVEREZT2HAL. REZ | HEHWL, REL
BTHLEETEHIL, Y

13REICEL T, BEEH., EEOTHFOEELGRERANEC S
ERBHY . LEIHBHERBELEDT ENHAHNDT., HEICERRK
BRE (ERE. FHEERE. BHERES) Z1750L. FFHOK
BE+oIBHETLH L,

CCDS, KEWAT L
I OBRIN A S0E
IS ERE LT,

2. B2 (ROBHIZIFHRE LRI L)
2.1 ARHNO R LilBEUE OBEERE O & 5 Bar

AV T e
IR Fni AN OUSHF 3L
= KKl CCDS,
K ERAS SCE K OWBR
IHNERA SRS &
BRIE LTz,

2.2 BREFEREMHIO & 5 BAE
HRERE BRI 2N U CRIERYYESF 2R L. B L2 Z L an

A
Fo%a)

o

2.3 EYYEE AOFL TV B
JRGGENHEE L, B R 2035 5,

,n

24 BHEOTFHOH HHBEHE
TR U TRk, B R
ZENRb B,

HWEBRASEK L, BMEn s

A4V T T R
JRFni A DU 3L
WCESEREL

77




1.8 WfcE (%)
F=31 ROAFEHE 43mg

FERALDIEE ()

RERHL

2.5 BERE, BEAZEOH D HBE
E NS OPEIE B, EELRWEANBEL, s isztn
»H 5,

2.6 FHVEVER 2 B RRAEE 0 F
ERPHE L, BRI RDZENRbD,

2.7 Z&ONEK, FKOH HEE
BEZBERANBILL, BMOERZERH 5,

2.8 EHODOH DHEE
EERBERANEELL, BmM LR 8305,

29 T HVFENRERE &2 B o BRE

. EEQEARMIE
8.1 AHNIA Y /T H AGREKFI 2 ) R Y — LZEALTZRFTH D
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3 SEXM

National Comprehensive Cancer Network (NCCN) Clinical Practice Guidelines in Oncology, Pancreatic

Adenocarcinoma Version 3. 2019

WEREZIR AT A BT A 2 2019 4EhR

Pfizer. (2014). Camptosar US Prescribing Information. Retrieved from
http://www.accessdata.fda.gov/drugsatfda docs/label/2014/020571s0481bl.pdf
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3.2.P4.1 3.2.P.4.1.5 Specifications - Sucrose Octasulfate Potassium Salt - - - - - FA
3.2.P4.1 3.2.P.4.1.6 Specifications - Hydrochloric Acid - - - - - B
3.2.P4.1 3.2.P.4.1.7 Specifications - Sodium Chloride - - - - - FEAT
3.2.P4.1 3.2.P.4.1.8 Specifications - Sodium Hydroxide - - - - - FHAh
3.2.P4.1 3.2.P.4.1.9 Specifications - Water for Injection - - - - - A
3.2.p42 3.2.P4.2.1 Analytical Procedures - Cholesterol - - - - - FHAh
3.2.P42 3.2.P.4.2.2 Analytical Procedures - DSPC - - - - - A
3.2.P42 3.2.P.4.2.3 Analytical Procedures - HEPES - - - - - FHAh
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32.P42 | 3.2.P4.2.4 Analytical Procedures - MPEG-2000-DSPE Sodium Salt - - - - - B
32 P40 g,aZI.tP.4.2.5 Analytical Procedures - Sucrose Octasulfate Potassium ) ) ) ) ) i
3.2.P42 3.2.P.4.2.6 Analytical Procedures - Hydrochloric Acid - - - - - G2
3.2.P42 3.2.P.4.2.7 Analytical Procedures - Sodium Chloride - - - - - R
32.P42 | 3.2.P4.2.8 Analytical Procedures - Sodium Hydroxide - - - - - G2
3.2.P42 3.2.P.4.2.9 Analytical Procedures - Water for Injection - - - - - S
3.2.P43 | 3.2.P4.3.1 Validation of Analytical Procedures - Cholesterol - - - - - Bl
3.2.P43 3.2.P.4.3.2 Validation of Analytical Procedures - DSPC - - - - - i
3.2.P43 3.2.P.4.3.3 Validation of Analytical Procedures - HEPES - - - - - R
32P43 3.2.1_’.4.3.4 Validation of Analytical Procedures - MPEG-2000-DSPE ) ) ) ) ) S
Sodium Salt
32P43 3.2.P.4_.3.5 Validation of Analytical Procedures - Sucrose Octasulfate ) ) ) ) ) S
Potassium Salt
3.2.P43 | 3.2.P4.3.6 Validation of Analytical Procedures - Hydrochloric Acid - - - - - FA
3.2.P43 3.2.P.4.3.7 Validation of Analytical Procedures - Sodium Chloride - - - - - FHAM
3.2.P43 3.2.P.4.3.8 Validation of Analytical Procedures - Sodium Hydroxide - - - - - FEAT
3.2.P43 3.2.P.4.3.9 Validation of Analytical Procedures - Water for Injection - - - - - B
3.2.P4.4 3.2.P.4.4.1 Justification of Specifications - Cholesterol - - - - - FEAT
32.P44 | 3.2.P4.4.2 Justification of Specifications - DSPC - - - - - FA
3.2.P44 3.2.P.4.4.3 Justification of Specifications - HEPES - - - - - FHAM
32 P44 3.2.I".4.4.4 Justification of Specifications - MPEG-2000-DSPE ) ) _ _ ) S
Sodium Salt
32 P44 3.2.P.4'.4A5 Justification of Specifications - Sucrose Octasulfate . . . ) ) S
Potassium Salt
3.2.p44 3.2.P.4.4.6 Justification of Specifications - Hydrochloric Acid - - - - - FHAh
3.2.P4.4 3.2.P.4.4.7 Justification of Specifications - Sodium Chloride - - - - - A
3.2.P4.4 | 3.2.P.4.4.8 Justification of Specifications - Sodium Hydroxide - - - - - A




112 RAER—&E
F =34 ROEEETE 43mg

ATEH - e e e 1m o " ST/

RO 54 R0 %% REBRENN | RAREST | WS | SRR | L0

3.2.P4.4 3.2.P.4.4.9 Justification of Specifications - Water for Injection - - - - - R

3.2.P45 3.2.P4.5 Excipients of Animal/Human Origin - - - - - G2

3.2.P4.6 3.2.P.4.6 Novel Excipients - - - - - A

3.2.P5 AN OEH (=31 FORJHFE 43mg, TEHFA)

3.2.P5.1 3.2.P.5.1 Specification(s) - - - - - A

3.2.P52 3.2.P.5.2 Analytical Procedures - - - - - R

3.2.P53 3.2.P.5.3.1 Validation of Analytical Procedures [Introduction] - - - - - A

3.2.P53 3.2.P.5.3.2 Validation of Analytical Procedures [Visual Appearance] - - - - - R

32P53 3.2.P.5.3.3 Validation of Analytical Procedures [Irinotecan Identity ) ) ) i i =
by UV]

32753 32.P534 _Vahdatlon of Analytical Procedures [Irinotecan ) ) ) i i =
Concentration]

32753 3.2.P535 Vahdatlon of Analytical Procedures [Percent ) ) ) i i =
Encapsulated Irinotecan]

32P53 3.2.P.5.3.6 Validation of Analytical Procedures [ Total Phospholipid ) ) ) i i =47

e Concentration for Determination of Drug to Phospholipid Ratio] 8

32753 3.2.P._5.3.7 Validation of Analytical Procedures [Lipid Purity and ) ) ) i i =47
Identity]

32753 3.2.P.5_ 38 Validation of Analytical Procedures [Irinotecan ) ) ) i i =47
Impurities]

3.2.P53 3.2.P.5.3.9 Validation of Analytical Procedures [Bacterial Endotoxin] - - - - - ST

3.2.P53 3.2.P.5.3.10 Validation of Analytical Procedures [Sterility] - - - - - FHAM

32P53 3.2.P.5.3.11 Validation of Analytical Procedures [Extractable . ) ) ) ) =47
Volume]

3.2.P53 3.2.P.5.3.12 Validation of Analytical Procedures [In Vitro Release] - - - - - AL

3.2.P53 3.2.P.5.3.13 Validation of Analytical Procedures [Osmolality] - - - - - S
3.2.P.5.3.14 Validation of Analytical Procedures [Particle Size and 20

3.2.P.5.3 Particle Size Distribution] B B B ) - wHil

32P53 3.2.P.5.3.15 Validation of Analytical Procedures [Particulate Matter ) ) ) i i 4

in Injections]
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3.2.P53 3.2.P.5.3.16 Validation of Analytical Procedures [pH] - - - - - R
32P53 %ﬁéﬁfyﬁnzn\ghdaﬁon of Analytical Procedures [Residual ) ) ) ) ) i
32P53 i/{itfesr %elsis] Validation of Analytical Procedures [Foreign Insoluble ) ) ) ) ) i
32.P53 3.2.P.5.3.19 Validation of Analytical Procedures [Residual Solvents] - - - - - A
32P53 (3 HZPI;SC;] .20 Validation of Analytical Procedures [Irinotecan Identity ) ) ) ) ) S
32P53 ]3)§le5] .3.21 Validation of Analytical Procedures [MPEG-2000- ) ) ) ) ) S
3.2.P54 | 3.2.P.5.4 Batch Analyses - - - - - M
3.2.P5.5 3.2.P.5.5 Characterization of Impurities - - - - - i
3.2.P5.6 3.2.P.5.6 Justification of Specifications - - - - - S
3.2.P6 FEAE AL K OMEHEM S (= 31 FOLMEE 43mg, HEHAD

3.2.P.6 3.2.P.6 Reference Standards or Materials ‘ - ‘ - ‘ - ‘ - - i
3.2.p7 B R ONAE R (A= A NORHEHE 43mg, A

3.2.P7 3.2.P.7 Container Closure System ‘ - ‘ - ‘ - ‘ - - FA
3.2.P8 LM (A =31 RORURHE 43mg, TESH)

3.2.P8.1 3.2.P.8.1 Stability Summary - - - - - FEAT
32 P82 éﬁgﬁfrfeons:-Approval Stability Protocol and Stability ) ) ) ) ) Sl
3.2.p8.3 3.2.P.8.3 Stability Data - - - - - At
32.A sl

3.2.A.1 SRR R O CF =31 FeOmfiEE 43mg, NG . O )

3.2.A.1 3.2.A.1 Facilities and Equipment ‘ - ‘ - ‘ - ‘ - - FAMm
3.2.A2 A SAESEGME B DR AT (4 =3 RO 43mg, 47, INIEIEIGEEEEE . O

32.A2 3.2.A.2 Adventitious Agents Safety Evaluation ‘ - ‘ - ‘ - ’ - - A
32.A3 S)lIp
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3.2.A3 3.2.A.3.1 Novel Excipients - Cholesterol - - - - - B
3.2.A3 3.2.A.3.2 Novel Excipients - DSPC - - - - - A
3.2.A3 3.2.A.3.3 Novel Excipients - MPEG-2000-DSPE Sodium Salt - - - - - R
32.A3 3.2.A.3.4 Novel Excipients - HEPES - - - - - G2
3.2.A3 3.2.A.3.5 Novel Excipients - Sucrose Octasulfate Potassium Salt - - - - - A
32R B Hi D R E R
32R 3.2.R Regional Information - - - - - B
33 S5 3R
. Biochimica et
331 Lectin-Mediated Agglutination of Liposomes Containing Hfﬁ?ﬁlgﬁdl‘gnf(ie ) ) i Biophysica BE
o Glycophorin Effects of Acryl Chain Length M.N ,J(;nés yie, Acta, 689 =
o (1982) 80-88
Marcel B. Bally,
Rajiv Nayar, Dana Biochimica et
332 Liposomes With Entrapped Doxorubicin Exhibit Extended Blood Masin, Michael J. ) ) i Biophysica Bz
T Residence Times Hope, Picter R. Acta, 1023 =
Cullis, Lawrence D. (1990) 133-139
Mayer
Prolongation of the Circulation Time of Doxorubicin Encapsulated Alberto A. Gabizon, Pharmaceutical
L - o Yechezkel Research,
333 in Liposomes Containing A Polyethylene Glycol-Derivatized . - - - HE
.. L. L Barenholz, Meir Vol. 10, No. 5,
Phospholipid: Pharmacokinetic Studies in Rodents and Dogs .
Bialer 1993
. . o . John V. Chobanian, Biochemistry,
334 E)t?rrla(rzltl;ril lse];wreleirz Ulilillamrellaangg Yolk Lecithin Vesicles and Alan R, Tall, Peter 1. ) ) ) Vol. 18, No. 1, B
uma gh Lensity Lipoprote Brecher 1979
Jan D Tok Biochimica et
Transfer and Exchange of Phospholipid Between Small Unilamellar an L'amen, Joxe Biophysica
335 . . S . Regts, Gerrit - - - %%
Liposomes and Rat Plasma High Density Lipoproteins Scherphof Acta, 665
P (1981) 538-545
Stability of Small Unilamellar Liposomes in Serum and Clearance Judith Senior \}01 1fe3%m;1:)cezsi
3.3.6 from the Circulation: The Effect of the Phospholipid and Cholesterol Co - - - R Ay 5%
Gregory Gregoriadis pp. 2123-2136,
Components. 1982
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CRC Ceritical
Reviews in
. . L . . Therapeutic
337 Fate And Behavior of Liposomes in vivo: A Review of Controlling Judith H. Senior ) ) _ Drug Carrier BE
Factors
Systems,
Volume 3,
Issue 2, 1987
Biochimica et
338 Permeability Properties Of Phospholipid Membranes: Effect of D. Papahadjopoulos, ) ) ) Biophysica B
o Cholesterol and Temperature S. NIR, S. OHKI Acta, 266 =
(1971) 561-583
.. . . . John W. Holland, Biochemistry
339 Eloﬁgsilzlen? gl};f_(});zl_Llp;i‘ Cr()mnjiﬁgalteisii’iromote Bilayer Formation Picter R. Cullis, ) ) ) 1996, 35, 2610- BE
s ofRo ayer-to g Lp1ds Thomas D. Madden 2617
Poly(Ethylene Glycol)-Lipid Conjugates Regulate the Calcium- Ci(t)lllm ;IYJ ingilé?;dl’{ Biochemistry
3.3.10 Induced Fusion of Liposomes Composed of y Bul, ) - - - 1996, 35, 2618- P =
Phosphatidylethanolamine and Phosphatidylserine Cullis, Thomas D. 2624
P Y P Y Madden
Poly(Ethylene Glycol)-Lipid Conjugates Inhibit Phospholipase C- Gorka Basanez, Felix FEBS Letters
3.3.11 Induced Lipid Hydrolysis, Liposome Aggregation And Fusion M. Goni, Alicia - - - 411 (1997)281- | &%
Through Independent Mechanisms Alonso 286
. . Biochimica et
Transmembrane Ammonium Sulfate Gradients in Liposomes %Lﬁ?ai?ﬁ;inﬁ(a Biophysica
3.3.12 Produce Efficient and Stable Entrapment of Amphipathic Weak i ) - - - Acta, P =
Bar, Yechezkel
Bases Barenholz 1151 (1993)
201-215
Danilo D. Lasic Chemical
3.3.13 The "Stealth" Liposome: A Prototypical Biomaterial . : ’ - - - Reviews, 1995, %%
David Needham
Vol. 95, No. 8
Barbara L.-S. Mui, Blé)gg}slcal
Osmotic Properties of Large Unilamellar Vesicles Prepared By Pieter R. Cullis, Evan Y,
3.3.14 . - - - Volume 64, HE
Extrusion A. Evans, Thomas D.
Madden February 1993,
443-453
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Journal of
A. Laouini, C. Jaafar- Colloid Science
3315 Preparation, Characterization And Applications of Liposomes: State | Maalej, I. Limayem- and Bk
- of The Art Blouza, S. Sfar, C. ) ) ) Biotechnology, =
Charcosset, H. Fessi Vol. 1, 147-168,
2012
UPLC And LC-MS Studies on Degradation Behavior of Irinotecan Journal of
Hydrochloride and Development of A Validated Stability-Indicating Navneet Kumar, Chromatoeranhi
3.3.16 Ultra-Performance Liquid Chromatographic Method For Dhanaraj Sangeetha, - - - ¢ Science g2 011) ) P =
Determination of Irinotecan Hydrochloride and Its Impurities in Sunil P. Reddy o ’
. 00:1-10
Pharmaceutical Dosage Forms
Pauli J. Ojala, Martin
Hermansson, Martti
Tolvanen, Kirsi
Identification of Alpha-1 Acid Glycoprotein As A Lysophospholipid Polvinen, Tia Biochemistry
3.3.17 Binding Protein: A Complementary Role to Albumin in the Hirvonen, Ulla - - - 2006, 45, 5%E
Scavenging of Lysophosphatidylcholine Impola, Matti 14021-14031
Jauhiainen, Pentti
Somerharju, Jaakko
Parkkinen
Biochimica et
Effects of Constituent Fatty Acids on The Binding of W. Mflck Barlow, Biophysica
3.3.18 . . ) William E. - - - 2%
Lysophosphatidylcholines By Serum Albumin Klonfenstein Acta, 620
p (1980) 18-23
3319 The Effect of Lysophosphatidylcholine on Coronary and Renal A. Wolf, T. Saito, R. ) ) ) LIPIDS, Vol. 26, Bz
e Circulation in the Rabbit Dudek, R.J. Bing No. 3 (1991) =
Determination and Safety Evaluation of Residual Triethylamine and I —_— .
3.3.20 Sucrose Octasulfate in PEP02 Drug Products I . [ ] ) YRR 2%
Daryl C. Drummond, Journal of
o L - Charles O. Noble, pharmaceutical
3321 Pharmacokinetics and in vivo Drug Release Rates in Liposomal Mark E. Hayes, John ) ) i sciences, DOI B

Nanocarrier Development

W. Park, Dmitri B.
Kirpotin

10.1002/jps,
2008
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Daryl C. Drummond,
Olivier Meyer, Pharmacological
Optimizing Liposomes for Delivery of Chemotherapeutic Agents to Keelung Hong, . &
3.3.22 . g e - - - reviews, Vol. 51, | &%
Solid Tumors Dmitri B. Kirpotin,
. No. 4, 1999
Demetrios
Papahadjopoulos
Biophysical
3323 Cholesterol Interacts with All of The Lipid in Bilayer Membranes, | Michael A. Singer, ) ) i Journal, Volume BE
- Implications for Models Leonard Finegold 57, January, =
1990, 153-156
Biochimica et
. . T.M. Allen, L.G. Biophysica N
3.3.24 Serum-induced leakage of liposome contents Cleland - - - Acta, 597 S
(1980) 418-426
United States
3.3.25 Compound-loaded liposomes and methods for their preparation Dmitri Kirpotin - - - Patent, 2000, BE

No. 6,110,491
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4.2 AR
42.1 SEPREABR
4.2.1.1 W% AT Rk
. . ——
The uptake of fluorescently-tagged low-peg liposomes in 20004 BA ~ s . =
42.11L1 select in vitro cell cultures (mm-398-nc-n-ph-017) I 20004 B A I Unitcd States B4 FRPIEER A
The release of drug payload from macrophage cell lines 20WE 18 ~ | ] ] ‘ )
42.1.1.2 after uptake of mm-398 in select in vitro cell cultures I >om: WA [ SN HPE R R
(mm-398-nc-n-ph-025) Il United States
Conversion of free irinotecan to sn-38 in whole tumor 204 A~ I ; T =
42113 | <o lysates (mm-398-nc-n-ph-026) ] 20M4: B A . AN &R AT
42114 In vitro efficacy of sn-38 in pancreatic cell lines (mm- I 204 B~ = Wish R 4l
B 398-nc-n-ph-028) ] 200+l Il United States ) )
Antitumor acti\{ity of pepOZ/mm-%% against orthotopic o A RS [ ‘ o )
42.1.1.5 bxpc3 pancreatic cancer in scid mice (efficacy) (mm-398- I oM WA ] HiEsh FNE R 2]
nc-n-ph-016) | United States
I
Antitumor Activity Of Mm-398 (Nal-Iri) Against The 0l 1~ | I
4.2.1.1.6 | Orthotopic Ocip51 Pancreatic Cancer In Nod-Scid Mice I oM WA [ ] TN LB M
(Efficacy) (Mm-398-N¢-N-Ph-023al) L .
Il United States
I
Antitumor Activity Of Mm-398 Against A Ectopic 5 .
42.1.1.7 Patient-Derived Pancreatic Cancer Xenograft Model In I 200=ﬁ;l.ﬂ A = HES HNEE FEAM
Cb.17 Scid Mice (Efficacy) (Mm-398-Nc-N-Ph-024al) L —
Il United States

[y
w
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Antitumor activity of MM-398 against ectopic patient- 20M<H A~ ﬂesUmted ‘ )
4.2.1.1.8 | derived pancreatic cancer xenograft models in CB.17 I oMM A _ iZ4S FEPNE R A
SCID mice (Efficacy) (MM-398-NC-N-Ph-027) I EE—
United States
Antitumor activity of MM-398 against ectopic cell line- I 2004 WA~ [ ] ‘ )
42.1.1.9 derived pancreatic cancer xenograft models in NOD- ] 20 M A ] HEsh tENEE S
SCID mice (Efficacy) (MM-398-NC-N-Ph-018A1) | Il United States
2004« A~ I . _— N
4.2.1.1.10 | Pharmacology data report (PEP02-NC-N-Ph-005) I Som4ER A I fiZas FENER ]
Bl Taiwan
0= A~ I . . o
4.2.1.1.11 | Pharmacology data report (PEP02-NC-N-Ph-006) I Som4ER A I ot FPE R 2
Bl Taiwan
204 1A~ I . . o
4.2.1.1.12 | Pharmacology data report (PEP02-NC-N-Ph-007) I oMl A [ ] st FEE R BE
Il Taiwan
2045 A~ I . .
4.2.1.1.13 | Pharmacology data report (PEP02-NC-N-Ph-008) I S0mE B A [ ] st LR %%
Il Taiwan
0EED i~ | J » . .
4.2.1.1.14 | Pharmacology data report (PEP02-NC-N-Ph-011) I Som4ER I iz FEPTE R 2%
Il Taiwan
20MER A~ I . e .
4.2.1.1.15 | Pharmacology data report (PEP02-NC-N-Ph-012) I oM B I ot FEPTE R 2%
Il Taiwan
Longitudinal tumor hypoxia imaging with ['*F][FAZA-
PET to assess treatment activity of MM-398 when dosed 204 H 1~ | I
4.2.1.1.16 | with equivalent tumor AUCsn-3s active drug exposure I 24N B FAMm
compared to free irinotecan (Efficacy) (MM-398-NC-N- L 20M+H /] I Canada
Ph-022)
Preclinical activity of nanoliposomal irinotecan is ] .
4.2.1.1.17 overned by tumor deposition and intratumor prodrug R I Wish Cance.r Res 2014, sz
g L : 74:7003-13
conversion. Il United States ’
14
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42.12 EIR/EOE SR
: AR L - - : : : :
42.13 2 AEVESEEEBR
. . I
A cardiovascular and respiratory safety pharmacology 20M4E0 A~ . . . =3
42131 assessment in telemetered beagle dogs (20036143) I 2040 A ﬂ United | 5% B H
42.14 B VAL S e S R (DR A
- HMERR L - - . - - .
42.15 Z DA FEFRFAER
: MR L : : : : i i
422 S RERAER
4221 SINTER O 7= a VG E
Validation of a high performance liquid chromatography 201 A~ ] i ] )
422.1.1 | method with ultraviolet detection for the determination of | | EE_—EG— S0m4 I A I United | 4} FEPNE R Bl
MM-398 concentration in dose formulations (20045567) States
CPT-11: HPLC analytical method validation for the assay 20MER A~ I
42212 | of CPT-11 in dosing formulations (Lipo-CPT 11 I A PR Bl
formulated in 5% dextrose [D5W]) (4299) 20MER)] | I Canada
LC/MS/MS lidation of iri d SN-38i 2041 A
assay validation of irinotecan an -38 In ~ I i R =y
42213 | 1 Dlasma (128-0401) I oMM e s+ PR R
United States
20M4F0 A
LC/MS/MS assay validation of irinotecan and SN-38 in ~ [ ] s Lo -
42214 | (0 blasma (128.0402) I oMM e s+ PR R
United States
4222 W
Plasma concentration in the SD rats after a single 20 W A~ ]
42221 intravenous administration of PEP02 (Pilot study) I 2omE R A [ ] st FENE R %
(PEP02-NC-N-PK-001) Taiwan
15
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Il United States

RTEM e s ot i e 4 = " - ST/
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Lipo-CPT 11: A single intravenous infusion 200 g A~
42222 | pharmacokinetics study in Sprague-Dawley rats (PEP02- | NN I A & B FEAM
NC-G-PK-003) 200 @ A I Canada
Plasma concentration in the beagle dogs after a single 200 g A~ ]
42223 intravenous administration of PEP02 (Pilot study) [ ] ) qzl A ] 4N RPN R %%
(PEP02-NC-N-PK-004) o N Taiwan
Plasma PEP02 (Liposome encapsulated irinotecan) 200 g A~ ]
42224 | concentration in the beagle dogs after single intravenous I 2omm R ] I st FEE R 5%
administration of PEP02 (PEP02-NC-N-PK-006) o i Taiwan
- 423.1.6 R - - - - - -
- 42322 R - - - - - -
- 42323 %R - - - - - -
- 42324 R - - - - - -
- 42325 2R - - - - - -
4223 G3A
To measure the tissue and tumor distribution in the
xenograft tumor model of human HT-29 colon tumor cells 200 g A~ ]
4223.1 in SCID mice [580100] after single intravenous bolus I ) EI A B - Teiwan TN B M
administration of PEP02 and irinotecan hydrochloride L R Ltd., Taiwan
(PEP02-NC-N-PK-005)
Tissue distribution in the SD rats after a single 200 g A~ ]
42232 | intravenous administration of PEP02 (Pilot study) I ) EI A ] s PR 5%
(PEP02-NC-N-PK-002) o Taiwan
Disposition of *C-CPT-11 in male Long-Evans rats
following a single 90-minute intravenous dose of 200 Fg A~ .
42233 | liposome encapsulated ('*C-PEP02) and non- I 5 £|5I A I BN LR FEAT
encapsulated formulation ("*C-CPT-11) (PEP02-NC-N- . B I
United States
PK-007)
Intratumoral distribution of MM-398 (nal-IRI) assessed
by 1rr}munoﬂuorescence .of DllSTlabeleld liposomes in 20 F 1~ ] ‘ . .
42234 cell line-derived and patient-derived xenograft tumor I 20w A ] I S HNE R ER i
models for colorectal and pancreatic cancer indications L o
16
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42235

Distribution of fluorescently-tagged liposomes in tumor
cell populations of a xenograft tumor model of human
HT-29 colon cancer in NOD-SCID mice without and with
pretreatment of animals with an anti-CSF-1 antibody
(Pharmacology) (MM-398-NC-N-Ph-019)

204 0~
204 A

Il United States

&R

REAI

4223.6

Distribution of fluorescently-tagged liposomes in tumor
cell populations of a syngeneic tumor model of murine
LLC lung cancer in C57B16 mice without and with
pretreatment of animals with an anti-CSF-1 antibody
(Pharmacology) (MM-398-NC-N-Ph-020)

204 0~
204 WA

Il United States

B

FEA

42237

Distribution of fluorescently-tagged liposomes in tumor
cell populations of a syngeneic tumor model of murine
MC-38 colon carcinoma cells in C57B1/J6 mice without
and with pretreatment of animals with an anti-CSF-1
antibody (Pharmacology) (MM-398-NC-N-Ph-021)

204 0H~
204 WA

Il United States

PR

AR

4224

R

gk L

4225

P

42251

Mass balance and excretion of radioactivity in Sprague-
Dawley rats following an intravenous infusion dose of
lipospme encapsulated [“Clirinotecan (PEP02-NC-N-
PK-008)

205 B H~
204 1A

B R

FE

4226

SWENREFAVIEY M EAER GERRR)

R L

4227

Z DAL O FE B RE R

R L

423

FEMERRBR

4231
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423.1.1

Acute intravenous infusion toxicity study in mice
(PEP02-NC-G-Tx-003)

204 A~
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Acute intravenous infusion toxicity pilot study in male 200 W~ ]
423.1.2 | rats: PEP02 injection (batch/lot No.: LITA02 & LIIA03) I oM B ] A &R 5%
and irinotecan hydrochloride (PEP02-NC-N-Tx-004) Taiwan
A determination of the acute toxicity of PEP02 (LIPO-
CPT 11) after single administration by intravenous 204 BA ~ ] o s =3
42313 infusion (followed by a 14-day recovery /observation I 2004 1A I C:nada HESH HEPVEDE aal
period) to Sprague Dawley rats (PEP02-NC-G-Tx-002)
Determination of the maximum tolerated dose of CPT-11 200 15 ~ I
423.1.4 | post-intravenous infusion in beagle dogs (PEP02-NC-N- I st FEE R 5%
Tx-001) 204 W7 | I Canada
Lipo-CPT 11: A determination of the maximum tolerated 200 15 ~ I
423.1.5 | dose (MTD) following administration to beagle dogs by I st FEE R R
intravenous infusion (PEP02-NC-G-Tx-005) 2005 1) | I Conada
PEP02: An acute (single dose) intravenous infusion 200 A~ [ | e - -
42.3.1L6 | oxicity study in beagle dogs (PEP02-NC-G-Tx-007) I 20N/ | N Canada | " FEPIREEY FHl
4232 SR G- R
A 4-week toxicity and toxicokinetics study (with a 2-
week recovery/observation period) of PEP02 2001~ | I o - o
423.2.1 administered by intravenous infusion to Sprague-Dawley I 200 A I C:anada L AR AHl
rats (PEP02-NC-G-Tx-006)
A 4-week study of the toxicokinetics of PEP02 20MER A~ I
42322 administered by intravenous infusion to Sprague-Dawley [ st LR FA
rats (PEP02-NC-G-Tx-006TK) 204015 | I Canada
PEPO02: A 6-cycle (3 weeks per cycle) infusion toxicity 200 17~ |
42323 study in Sprague Dawley rats followed by a 6-week I SomE B Canada st LR FEAT
recovery period (PEP02-NC-G-Tx-010) L
PEP02: A 4-week intravenous infusion toxicity study in 2040 A~ | I e - -
42324 | peagle dogs (PEP02-NC-G-Tx-009) I 20M‘Eg A | N Conada | " HPIROR RHIE
PEPO02: A 6-cycle (3 weeks per cycle) infusion toxicity 200 W~ | EE—
42325 | study in beagle dogs followed by a 6-week recovery I Som4ER A Canada AN FEPNE R FHAh
period (PEP02-NC-G-Tx-011)
4233 B inwEaR
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4234 3 A SRR
: R L - : - - : :
4235 A G A w AR
- B L - - - - - -
4236 SR BTN RBR
- 42321 BR - - - - - -
- 42323 &M - - - - - -
- 42324 BR - - - - - -
- 42325 2R - - - - - -
4237 Z OO FFEERATR
42377 | Z OO
In vitro evaluation of the influence of PEP02 on human 20ME 1~ | S
: . _ Y = B
4.2.3.7.7.1 | whole blood hemolysis and plasma flocculation (PEP02 . oM B B Conoda st FEE R AT
NC-G-Tx-008)
43 L BN
In vitro antitumor activity of TAS-103, a novel quinoline . ; Jpn. J. Cancer %
4.3.1 derivative that targets topoisomerases I and II. Aoyagi Y, et al. ) . S Res1999; 90:578-87 | = =
Species difference of esterase expression and hydrolase ; J Pharm Sci 2012; %
432 activity in plasma. Bahar FG, et al. - . 7 101(10):3979-88 ]
Campto 20mg/ml concentrate for solution for infusion,
433 Summary of Product Characteristics, Last Updated on Pfizer - - S - P =
eMC 09-Feb-2016
Camptosar® (Irinotecan) Injection, intravenous infusion, 5 .
4.3.4 Prescribing Information, Revised 4/2016 Pfizer ) . S ) 2%
Carboxylesterase 2 as a determinant of response to J I\zlgtll SC'e;r:)c;(rggnst
43.5 irinotecan and neoadjuvant FOLFIRINOX therapy in Capello M, et al. - - S . A B
. . doi:10.1093/jnci/djv1
pancreatic ductal adenocarcinoma. 32
® .
436 ggizfate (sucralfate), U.S. Package Insert, rev March Aptalis II’Illlélrma us, ) ) YAl ) Bk
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Severe generalized weakness, paralysis, and aphasia .
437 following administration of irinotecan and oxaliplatin Chandar M, et al. - - 24N Case Rgepl %rfﬁl 2015; 5%
during FOLFIRINOX chemotherapy. ’
Hypoxia predicts aggressive growth and spontaneous Cancer Res 2011
438 metastasis formation from orthotopically grown primary Chang Q, et al. - - sk 71:3110-20 ’ 5%
xenografts of human pancreatic cancer. ’ )
Determination and safety evaluation of residual o s s
4.3.9 triethylamine and sucrose octasulfate in PEP02 - ) ) 7 FEPIEDRE (2000) 245
4310 Dynamms o.f the immune reaction to pancreatic cancer Clark CE, et al. ) ) YA Cancer Res 2007; 67 Bk
from inception to invasion. (19):9518-27
4311 MRI of Tumor-Associated Macrophages with Clinically Daldrup-Link HE, et ) ) YA Clin Cancer Res 2011; Bk
" Applicable Iron Oxide Nanoparticles. al. 17 (17):5695-704 =
Comparison of activation of CPT-11 by rabbit and human e Clin. Cancer Res s
4312 carboxylesterases for use in enzyme/prodrug therapy. Danks MK, et al. ) ) S 1999; 5:917-24 5%
A phase I clinical and pharmacokinetic study of
capecitabine (Xeloda®) and irinotecan combination i ) 5 Brit J Cancer 2005; 92 5
4.3.13 therapy (XELIRI) in patients with metastatic Delord JP, et al. S (5):820-6 55
gastrointestinal tumours.
Optimizing liposomes for delivery of chemotherapeutic 5 Pharmacol Rev 1999; N
4.3.14 agents to solid tumors. Drummond DC, et al. ) . HES 51 (4):691-743 5%
4315 Deyelopment pf a hlghly active ngpollposomal irinotecan Drummond DC, et al. i ) Ak Cancer Res 2006; 66 Bz
using a novel intraliposomal stabilization strategy. (6):3271-7
Pharmacokinetics and in vivo drug release rates in ; J Pharm Sci 2008;
_ _ v El 7;/;3
4.3.16 liposomal nanocarrier development. Drummond DC, et al. 7 97:4696-740 =
4317 Irinotecan hydrochloride and Neurotoxicity - from FDA eHealthMe i ) Ak i Bz
reports.
European Chemicals Agency (ECHA)'s public database
with information on registered substances: HEPES (4-(2- Furopean Chemicals
43.18 hydroxyethyl)piperazin-1-ylethanesulphonic acid; CAS P Agenc - - S - B
RN 7365-45-9) REACH Joint Submission- last geney
modified 26 Apr 2017
FDA Guidance for Industry: Estimating the Maximum
4.3.19 Safe Starting Dose in Initial Clinical Trials for FDA - - HEs+ - 5%

Therapeutics in Adult Healthy Volunteers, 2005
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FDA Inactive Ingredient Search for Approved Drug

4.3.20 Products FDA - - iz - 5%
_DSPC_HEPES

J Clin Gastroenterol
4321 Sucralfate: A review of drug tolerance and safety. Fisher RS - - sk 1981; 3 (Suppl. 5%
2):181-4

Prolonged circulation time and enhanced accumulation in Cancer Res 1994:

4322 malignant exudates of doxorubicin encapsulated in Gabizon A, et al. - - st . ’ 5%

. 54:987-92

polyethylene-glycol coated liposomes.

43.23 Sucralfate-alternative therapy for peptic-ulcer disease. Garnett WR - - HEs- Clin. 1P 231;?1 41 982; BE
CPT-11 converting carboxylesterase and topoisomerase | . ; Br J Cancer 1999; 5

4324 activities in tumour and normal colon and liver tissues. Guichard S, et al. ) ) S 80(3/4):364-70 ]
Irinotecan-induced central nervous system toxicity. ; Acta Oncol 2008; 5

4.325 Report on two cases and review of the literature. Hamberg P, et al. ) ) S 47:974-8 ]
Efficacy of treatment of colon, lung and breast human . )

43.26 carcinoma xenografts with: doxorubicin, cisplatin, Hardman WE, et al. - - s+ Antlcla ;1‘czezr 6%?; 41 999; BE
irinotecan or topotecan. '
Impact of tumor HER2/ERBB2 expression level on
HER2-targeted liposomal doxorubicin-mediated drug . 5 Mol Cancer Ther N

4327 delivery: Multiple low-affinity interactions lead to a Hendriks BS, et al. i ) st 2013; 12:1816-28 ]
threshold effect.
Multiscale kinetic modeling of liposomal doxorubicin CPT Pharmacometrics

4.3.28 delivery quantifies the role of tumor and drug-specific Hendriks BS, et al. - - S Syst Pharmacol 2012; | &%
parameters in local delivery to tumors. l:el5
Tissue distribution of ['*C]sucrose octasulfate following . 5 Pharm Res 2002; .

4.3.29 oral administration to rats. Hiebert LM, et al. - - S 19(6): 838-44 2%
Inhibition of acetylcholinesterase by the anticancer 5 Chem Biol Interact .

4.3.30 prodrug CPT-11. Hyatt JL, et al. - - H91 200s: 157-158:047-52 | B
The anti-tumor effect of Apo2L/TRAIL on patient .

4.3.31 pancreatic adenocarcinomas grown as xenografts in SCID Hylander BL, et al. - - S+ ! Transl;\;;d 2005; &
mice. '

4332 Comprehensive pharmacogenetic analysis of irinotecan Innocenti F, et al. ) ) YAl J Clin Oncol 2009; Bk

neutropenia and pharmacokinetics.

27(16):2604-14
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Institutional Animal
Institutional Animal Care and Use
4333 Institutional Animal Care and Use Committee Guidebook ns é;réoaﬂf d UI;:na ) ) YA Committee Bk
e 2nd Edition 2002. C.2.c, Table A (Page 107). Committee (IACUC) Guidebook 2nd =
Edition 2002. C.2.c,
Table A (Page 107)
CPT-11 in human colon-cancer cell lines and xenografts: 3 Int J Cancer 1997; .
4334 characterization of cellular sensitivity determinants. Jansen WJ, et al. ) ) S 70:335-40 E]
Antibody targeting of long-circulating lipidic .
4335 nanoparticles does not increase tumor localization but Kirpotin DB, et al. - - SN Cancer Bes 2006; S
. . L 66(13):6732-40
does increase internalization in animal models.
A multinational phase 2 study of nanoliposomal )
4336 irinotecan sucrosofate (PEP02, MM-398) for patients Ko AH, et al. - - SN BrJ Car.lcer 2013; 5
. - . . 109:920-5
with gemcitabine-refractory metastatic pancreatic cancer.
Preclinical evaluation of CPT-11 and its active metabolite ; Semin Oncol 1996;
_ _ 3 > 2/3
4337 SN.38. Lavelle F, et al. HEPE15301) Suppl 3:11-20 #
4.3.38 Toxicity of light-exposed Hepes media. Lepe-Zuniga JL, et al. - - TN I Immul}ol Methods 2%
1987; 103:145
Experimental and computational approaches to estimate .
4339 solubility and permeability in drug discovery and Lipinski CA, et al. - - WSk Advl 59‘;1?23"313 SReV %%
development settings. >
Tumor-selective delivery of macromolecular drugs via the 5 Bioconjug Chem .
4.3.40 EPR effect: background and future prospects. Maeda H ) . S 2010; 21:797-802 2%
Clinical pharmacokinetics and metabolism of irinotecan .. ; Clin Cancer Res 2001;
. _ N ) 5/5%
4.3.41 (CPT11), Mathijssen RHJ, et al. T4 72182-94 5
FOLFIRINOX-induced reversible dysarthria: A case ; Oncol Lett 2015; 10:
. _ N ) 5/5%
4342 report and review of previous cases. Matsuoka A, et al. S 2662-4 5%
Drug Intell Clin
4.3.43 Sucralfate, Investigational Drug Information. McGraw BF, et al. - - HES- Pharm 1981; 15:578- | &%
80
. . . . Cancer Chemother
4344 Activation anq antltgmor activity of CPT-11 in plasma Morton CL, et al. ) ) sk Pharmacol 2005: BE
esterase-deficient mice.
56:629-36
4345 Drug targeting to monocytes and macrophages using Needham LA, et al. ) . sk J Pharmacol Exp Ther Bz

esterase-sensitive chemical motifs.

2011; 339:132-42
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Onivyde 5 mg/ml concentrate for solution for infusion,
4.3.46 Summary of Product Characteristics. Last Updated on Baxalta UK Limited - - sk - 5%
eMC 30 Nov 2016
. .. . . Cancer Chemother
4347 Determinants of the cytotoxicity of irinotecan in two Pavillard V, et al. i ) Ak Pharmacol 2002; B
human colorectal tumor cell lines. 49:329.35
43.48 Cellular parameters p.re.dlctlve of the c!m}cal response of Pavillard V, et al. ) ) YA Anticancer Res 2004; Bk
colorectal cancers to irinotecan. A preliminary study. 24:579-85
4.3.49 Topoisomerase I inhibitors: camptothecins and beyond. Pommier Y - - wish | Nat RZ\./’/%gr_lsc 82 2006; | mae
Identification and properties of a major plasma metabolite .
4.3.50 of irinotecan (CPT-11) isolated from the plasma of Rivory LP, et al. - - HEsh Calgze‘géiggs_;z%, S
patients. ’
A randomized phase II study of PEP02 (MM-398),
irinotecan or docetaxel as a second-line therapy in ; Ann Oncol 2013; S
4351 patients with locally advanced or metastatic gastric or Roy AC, etal. ) ) S 24:1567-73 ]
gastro-oesophageal junction adenocarcinoma.
Interactions of liposomes and lipid-based carrier systems .
4.3.52 with blood proteins: Relation to clearance behaviour in Semple SC, et al. - - st Ad‘; ;)glglg;;f;li\l/;? v 2%
vivo. T
Intact Doxil is taken up intracellularly and released 7 Control Release
4.3.53 doxorubicin sequesters in the lysosome: Evaluated by in Seynhaeve ALB, et al. - - st 2013: 172:330-40 e
vitro/in vivo live cell imaging. ’ :
In vitro experiments showing enhanced release of I\II\; ?11:)(;:3:;(1111;:11(1)16:
4.3.54 doxorubicin from Doxil® in the presence of ammonia Silverman L, et al. - - AN . gy, H#E
. . Biology and Medicine
may explain drug release at tumor site. 2013 11:1841-50
Pharmacokinetics, metabolism, and excretion of Drue Metab Disos
4.3.55 irinotecan (CPT-11) following L.V. infusion of ['“C]CPT- Slatter JG, et al. - - 24N g. . P 2E
. . 2000; 28(4):423-33
11 in cancer patients.
Effects of in-vivo administration of taurine and HEPES on ; J Pharm Pharmacol
- - 3 &
4.3.56 the inflammatory response in rats. Stapleton PP, et al. 7 1994; 46:745-50 %
Sucralfate: Pharmacokinetics, metabolism and selective Arzneimittelforschun
4.3.57 binding to experimental gastric and duodenal ulcers in Steiner K, et al. - - g4t gl z=

animals.

1982; 32(1)5:512-8
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4.3.58 Sucralfate FDA Prescribing Information. rev. March 2017 | Actavis Pharma, Inc. - - i - 5%
. . ; Mol Cancer Ther
- - b %=
4.3.59 Tumor models for efficacy determination. Teicher BA 794 2006; 5:2435-43 5
Next generation topoisomerase I inhibitors: Rationale and . 3 Biochem Pharmacol %
4360 biomarker strategies. Teicher BA ] - W 008, 7526011 | 20
Pilot ascending dose tolerance study of parenterally Cancer Biother
4.3.61 administered 4-(2 hydroxyethyl)-1-piperazine ethane Theodore TR, et al. - - SN Radiopharm 1997a; B
sulfonic acid (TVZ-7) in dogs. 12(5):345-9
Preliminary evaluation of a fixed dose of zwitterionic Cancer Biother
4.3.62 . nary S Theodore TR, et al. - - 5 Radiopharm 1997b; 5%
piperazine (TVZ-7) in clinical cancer. )
12(5):351-3
TOBI® Podhaler ™, FDA PHARMACOLOGY y
) . - ; - P
4.3.63 REVIEW(S) FDA A 5
4364 Cllr}lcalTrlals. gov. Bevacizumab and Irinotecan to Treat us Natlon‘all Library i ) Ak i BE
Brain Tumors. Medicine
4365 Catabolism and elimination of cholesterol in germfree Wostmann BS, et al. i ) Ak J Llpld.. Res 1966; BE
rats. 7:77-82
Clinical pharmacokinetics of irinotecan and its . 5 J Clin Oncol 2002; N
4.3.66 metabolites: A population analysis. XieR, etal. ) ) 7 20(15):3293-301 ]
Human carboxylesterase 2 is commonly expressed in . )
4.3.67 tumor tissue and is correlated with activation of Xu G, et al. - - S Clin Cgrl;gg 5]?;:? 2002; %%
irinotecan. ’
4368 Stufhes of the efficacy and pharmacology of irinotecan Zamboni WC, et al. ) ) A Clin Car'lcer Res 1998; B
against human colon tumor xenograft models. 4:743-53
Analysis of the cytotoxic effects of light-exposed . ) ) ; In Vitro Cell Dev Biol %
4.3.69 HEPES-containing culture medium. Zigler IS Jr, et al. S 1985; 21(5):282-7 55
. =fhe— . =
4370 | AfemmE. U RE PRAAL : i " : B

WARR I )
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4.3.71 . . . . M 58 - - ! s %
S LTI L 5 150 TAD AN A ST 4 — s BN T m |
N =
2014
Available from: URL:
) http://www.pmda.go.j
437 T AEY — ACEREREA S0mg WA SCE. 2015 1 | R B AR AR ) i EH p/PmdaSearch/iyakuD -
- RAEET (B9 ot etail/ResultDataSetPD | =
F/400093 6173400D2
023 1 13
Available from: URL:
< Pa— v = http://www.info.pmda.
VLS Yol S0 6 it P P
4373 7’(;?0’ h = IR O0%IRHS S 2015 4 REGT 1yt syt vt ; - EN | go.jp/downfiles/ph/PD | %%
“ F/450045 2329008C1
097 1 _06.pdf
Available from: URL:
< . 5 http://www.info.pmda.
LA L S SN I 10%RAT S0 & \ P p
43.74 ? (17:/9 ﬁﬁ)/ P 1095035 201 2 10 T e rhA SRR 1 - - EN | go.jp/downfiles/ph/PD | &%
Al F/450045_2329008S1
105 1 _03.pdf
Available from: URL:
P - § . http://www.info.pmda.
® 3 e WA N L p p
4375 ;3 B?z?T %(W lfrf ;;az 40mg/100mg A1 3CE. 2015 4 3 H%itxﬁ:;; VAR ) i A | go.jp/downfilesiphPD | %%
Al S F/800015 4240404A1
040 1 _10.pdf
Available from: URL:
SIS i ; o (s N N http://www.info.pmda.
NEIZICS A e, oz + — % p
4376 H]ﬁ)ﬂ? 2L 20mg TRAFSCHEE. 2017 4E 2 HGT (6 | v %Z;l_ ~ K ) i A | gojp/downfilesiph/PD | %%
R F/800155_4235402A1
025 1 07.pdf
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53.1.2 bt BA 3B OVEYFROREYE (BE) SBRHE &
- LB L | i | i i i i - -
53.13 In Vitro-In Vivo O BEE % gt U 72 3RS &
: R L | - | - - : : - -
53.1.4 LR S OB S o BTV E AR R s 3
Validation and Partial Validation of a Method for
. 6 204 W~ I ; - -
53.14.1 the Determination of 5-Fluorouracil in Human I s+ HNEE A gl
Plasma by LC-MS/MS 2004 1] I UsA
Validation of a Method for the Quantitation of
; . 204 WH~ I . - -
5.3.1.4.2 SN-38 in Potassium Oxalate/NaF Human Plasma I Ik HNEE A gl
by LC-MS/MS 204 WA I USA
Validation of a Method for the Quantitation of
: X 204 WH~ I . - -
53.14.3 SN-38G in Potassium Oxalate/NaF Human I NN B R A A il
Plasma by LC-MS/MS 200 WA I USA
Validation of a Method for the Quantitation of
: . : - 20 WA~ I ; . -
5.3.1.44 Total Irinotecan in Potassium Oxalate/Sodium I A &R REATG il
Fluoride Human Plasma by LC-MS/MS 200 WA I USA
Method Validation of an LC-MS/MS Method for
Simultaneous
) . ~ | I . - -
53.14.5 Determination of Irinotecan and SN-38 ] 220- ﬁ;. HH N i an A NG AEAM il
Concentrations | EiS | W
(200-100000 ng/mL) in Human Plasma
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Lc/Ms/Ms Assay Validation Of Cpt-11 And Sn- 20040 A~ I N - =
3-3.14.6 38 In Human Plasma I 20~ A R Taiwan i PR ¥ -
Lc/Ms/Ms Assay Validation Of Liposome 2041 A
. ~ — : - -
53.1.4.7 Encapsulated Cpt-11 (Pep02) Concentration In I ; (iZ4N FHNE R AT %
Human Plasma 20M+M A B Toiwan
Method Validation of an LC-MS/MS Method for il
Simultaneous Determination of Irinotecan and 200 H~ ] 5 s = i
53.148 | G\ 38 Concentrations (1-500 ng/mL) in Human | M | ) om/-) 7 | OSSN Tovon | PR aF il
Plasma
Validation of a Method for the Determination of
2 ~ N . -
5.3.1.4.9 SN-38G in Potassium Oxalate/NaF Human I g()..ﬁﬁl lﬂﬂ ﬁn sk fENER AT pil3
Plasma by LC-MS/MS
Partial Validation of a Method for the .
5.3.1.4.10 | Determination of SN-38 in Potassium I Zgo-ﬁ;l lﬂﬂ ﬁ N AN N FEA pil3
Oxalate/NaF Human Plasma by LC-MS/MS
Validation of a Method for the Separation of
Liposome Encapsulated CPT-11 (PEP02) From ] ; ke - -
331411 Free CPT-11 in Potassium Oxalate/NaF Human I 200 1A I Taiwan S FEPER P i
Plasma by Cartridge
5.3.2 b M AR A F O 72 SR B RE B o0 BB RS
53.2.1 MHEER A A B &
Human Plasma Protein Binding to | ] )
5.3.2.1.1 Nanoliposomal Irinotecan (NalIRI; MM-398, I 204 B [ ] s+ TR Ea(i] i3
PEP02) I USA
5322 JIFARE M O A LA Ak e o 2
: RSB L | i i i i i i i
5323 oo v S AR 2 U 7o BB
: LR L | i i : : : : :
533 BRI BN RE (PK) Rt =
53.3.1 TEFEESRE (28 1) 5 PK R OISR B s &
: R L | - - : : : - -
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5332 BHEITBT D PK R ORI AR VER B &
A Multi-Center, Open-Label Phase I Dose-
Escalation Study of PEP02 Using a Once-Every- 204 WH ~ . 5 [ =3 -
3:33.2.1 Three-Week Dosing Schedule in Advanced Solid L 20lE 1A Taiwan A FEPIBORL Gl
Tumor Patients
A Multi-Center, Open -Label Phase I Dose-
Escalation Study Of Pep02 In Combination With 2006 -3 A~ . ; _— . -
3:332.2 5-Fluorouracil (5-Fu) And Leucovorin (Lv) In I 2008 4 8 H Taiwan g PR ¥l
Advanced Solid Tumors
5333 PNIRIPEZER & fa L 72 PK GRBR A
: PR L | : - : : : - -
5334 SRR 2 i Et L 72 PK SR
- LR L | i i : : : - -
5335 R 2 b— 3> PK BRI #
Population Pharmacokinetics and Exposure- . 5 T = e
33351 Response Analysis of MM-398 L 2004 1] TN\ LZ0 PR ¥ il
Population Pk And Exposure-Response Analyses
Of Efficacy And Safety To Support Dosing Of
53352 Onivyde (Irinotecan Liposome Injection) In I 204 1A I s+ FENE FEA i
Japanese Patients With Metastatic Pancreatic
Cancer
534 HER¥ET) % (PD) #BRs &
53.4.1 TR AR 21T 5 PD RRBR X O PK/PD B &
- BB L | - - : : : - -
5342 BHEITIB T % PD R M U PKIPD GB35
: AR L | : : : : : - -
53.5 BIWMER OV Bt &
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NAPOLI-1: A Randomized, Open Label Phase 3
Study of MM-398, With or Without 5-
Fluorouracil and Leucovorin, Versus 5- I 20124 1 H~ Multicenter in 15 S _— -
3-33.1.1 Fluorouracil and Leucovorin in Patients With I 204 1A countries g FEPIERE s g
Metastatic Pancreatic Cancer Who Have Failed
Prior Gemcitabine-Based Therapy
I 201241 A~ Multicenter in 15 y e = s
53.5.12 | MM-398-07-03-01 CSR Addendum E— oM M countrics s HENE R A
Phase I Randomized Study of BAX2398 in
Combination with 5-Fluorouracil and Calcium 2016 4E3 A~ )
535.1.3 Levofolinate in Japanese Patients with Metastatic I oM 1A Japan - HNE B A fiis
Pancreatic Cancer, Which Progressed or
Recurred After Prior Gemcitabine-Based Therapy
5.3.5.1.4 331501-post-hoc-efficacy-analyses-2018may17 ] - - AN N FEA pil3
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