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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
VIZIMPRO safely and effectively. See full prescribing information for
VIZIMPRO.

VIZIMPRO® (dacomitinib) tablets, for oral use
Initial U.S. Approval: 2018

INDICATIONS AND USAGE
VIZIMPRO is a kinase inhibitor indicated for the first-line treatment of
patients with metastatic non-small cell lung cancer (NSCLC) with epidermal
growth factor receptor (EGFR) exon 19 deletion or exon 21 L858R
substitution mutations as detected by an FDA-approved test. (1)

Recommended Dosage: 45 mg orally once daily with or without food. (2.2)

---------------------------- DOSAGE FORMS AND STRENGTHS----------emeeemeeev
Tablets: 15 mg, 30 mg, and 45 mg. (3)

CONTRAINDICATIONS

None. (4)

—mmmmmmmmmmmemeee—---WARNINGS AND PRECAUTIONS---------mmmmmmmm e

. Interstitial Lung Disease (ILD): Permanently discontinue VIZIMPRO if
ILD is confirmed. (5.1)

. Diarrhea: Withhold and reduce the dose of VIZIMPRO based on the
severity. (2.3, 5.2)

. Dermatologic Adverse Reactions: Withhold and reduce the dose of
VIZIMPRO based on the severity. (2.3, 5.3)

. Embryo-Fetal Toxicity: VIZIMPRO can cause fetal harm. Advise
females of reproductive potential to use effective contraception. (5.4,
8.1,8.3)

ADVERSE REACTIONS
Most common adverse reactions are (incidence >20%) diarrhea, rash,
paronychia, stomatitis, decreased appetite, dry skin, decreased weight,
alopecia, cough, and pruritus. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer, Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

= Proton Pump Inhibitors (PPIs): Avoid use with VIZIMPRO; use
locally-acting antacids or H2-receptor antagonist; administer VIZIMPRO
at least 6 hours before or 10 hours after H2-receptor antagonist. (2.4, 7.1)

= CYP2D6 Substrates: Avoid concomitant use with VIZIMPRO where
minimal increases in concentration of the CYP2D6 substrate may lead to
serious or life-threatening toxicities (7.2)

USE IN SPECIFIC POPULATIONS--—----remmmemeeeeeem
= Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 9/2018
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

VIZIMPRO is indicated for the first-line treatment of patients with metastatic non-small cell lung cancer
(NSCLC) with epidermal growth factor receptor (EGFR) exon 19 deletion or exon 21 L858R substitution
mutations as detected by an FDA-approved test [see Dosage and Administration (2.1)].

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for the first-line treatment of metastatic NSCLC with VIZIMPRO based on the presence of an
EGFR exon 19 deletion or exon 21 L858R substitution mutation in tumor specimens. Information on
FDA-approved tests for the detection of EGFR mutations in NSCLC is available at:
http://www.fda.gov/CompanionDiagnostics.

2.2 Recommended Dosage

The recommended dosage of VIZIMPRO is 45 mg taken orally once daily, until disease progression or
unacceptable toxicity occurs. VIZIMPRO can be taken with or without food /see Dosage and Administration

(2.4) and Clinical Pharmacology (12.3)].

Take VIZIMPRO the same time each day. If the patient vomits or misses a dose, do not take an additional dose
or make up a missed dose but continue with the next scheduled dose.

23 Dosage Modifications for Adverse Reactions

Reduce the dose of VIZIMPRO for adverse reactions as described in Table 1. Dosage modifications for specific
adverse reactions are provided in Table 2.

Table 1. VIZIMPRO Recommended Dose Reductions for Adverse Reactions

Dose Level Dose (Once Daily)
First dose reduction 30 mg
Second dose reduction 15 mg




Table 2. VIZIMPRO Dosage Modifications for Adverse Reactions

Adverse Reaction |  Severity” Dosage Modification

Interstitial lung Any Grade e Permanently discontinue VIZIMPRO.

disease (ILD) /see

Warnings and

Precautions (5.1)]

Diarrhea [see Grade 2 e Withhold VIZIMPRO until recovery to less than or equal to Grade 1;

Warnings and then resume VIZIMPRO at the same dose level.

Precautions (5.2)] e For recurrent Grade 2 diarrhea, withhold until recovery to less than
or equal to Grade 1; then resume VIZIMPRO at a reduced dose.

Grade 3 or 4 e Withhold VIZIMPRO until recovery to less than or equal to Grade 1;

then resume VIZIMPRO at a reduced dose.

Dermatologic Grade 2 e Withhold VIZIMPRO for persistent dermatologic adverse reactions;

Adverse Reactions upon recovery to less than or equal to Grade 1, resume VIZIMPRO

[see Warnings and at the same dose level.

Precautions (5.3)] e For recurrent persistent Grade 2 dermatologic adverse reactions,
withhold until recovery to less than or equal to Grade 1; then resume
VIZIMPRO at a reduced dose.

Grade 3 or 4 e Withhold VIZIMPRO until recovery to less than or equal to Grade 1;

then resume VIZIMPRO at a reduced dose.

Other Grade3or4 | e Withhold VIZIMPRO until recovery to less than or equal to Grade 2;

then resume VIZIMPRO at a reduced dose.

*National Cancer Institute Common Terminology Criteria for Adverse Events Version 4.03.

2.4  Dosage Modifications for Acid-Reducing Agents

Avoid the concomitant use of proton pump inhibitors (PPIs) while taking VIZIMPRO. As an alternative to PPIs,
use locally-acting antacids or if using an histamine 2 (H2)-receptor antagonist, administer VIZIMPRO at least 6
hours before or 10 hours after taking an H2-receptor antagonist /see Drug Interactions (7.1) and Clinical

Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Tablets:

e 45 mg: blue film-coated, immediate release, round biconvex tablet, debossed with “Pfizer” on one side
and “DCB45” on the other side.

e 30 mg: blue film-coated, immediate release, round biconvex tablet, debossed with “Pfizer” on one side
and “DCB30” on the other side.

e 15 mg: blue film-coated, immediate release, round biconvex tablet, debossed with “Pfizer” on one side
and “DCB15” on the other side.




4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Interstitial Lung Disease (ILD)

Severe and fatal ILD/pneumonitis occurred in patients treated with VIZIMPRO and occurred in 0.5% of the
394 VIZIMPRO-treated patients; 0.3% of cases were fatal.

Monitor patients for pulmonary symptoms indicative of ILD/pneumonitis. Withhold VIZIMPRO and promptly
investigate for ILD in patients who present with worsening of respiratory symptoms which may be indicative of
ILD (e.g., dyspnea, cough, and fever). Permanently discontinue VIZIMPRO if ILD is confirmed /see Adverse
Reactions (6.1)].

5.2 Diarrhea

Severe and fatal diarrhea occurred in patients treated with VIZIMPRO. Diarrhea occurred in 86% of the
394 VIZIMPRO-treated patients; Grade 3 or 4 diarrhea was reported in 11% of patients and 0.3% of cases were
fatal.

Withhold VIZIMPRO for Grade 2 or greater diarrhea until recovery to less than or equal to Grade 1 severity,
then resume VIZIMPRO at the same or a reduced dose depending on the severity of diarrhea [see Dosage and
Administration (2.3) and Adverse Reactions (6.1)]. Promptly initiate anti-diarrheal treatment (loperamide or
diphenoxylate hydrochloride with atropine sulfate) for diarrhea.

5.3 Dermatologic Adverse Reactions

Rash and exfoliative skin reactions occurred in patients treated with VIZIMPRO. Rash occurred in 78% of the
394 VIZIMPRO-treated patients; Grade 3 or 4 rash was reported in 21% of patients. Exfoliative skin reactions
of any severity were reported in 7% of patients. Grade 3 or 4 exfoliative skin reactions were reported in 1.8% of
patients.

Withhold VIZIMPRO for persistent Grade 2 or any Grade 3 or 4 dermatologic adverse reaction until recovery
to less than or equal to Grade 1 severity, then resume VIZIMPRO at the same or a reduced dose depending on
the severity of the dermatologic adverse reaction [see Dosage and Administration (2.3) and Adverse Reactions
(6.1)]. The incidence and severity of rash and exfoliative skin reactions may increase with sun exposure. At the
time of initiation of VIZIMPRO, initiate use of moisturizers and appropriate measures to limit sun exposure.
Upon development of Grade 1 rash, initiate treatment with topical antibiotics and topical steroids. Initiate oral
antibiotics for Grade 2 or more severe dermatologic adverse reactions.

5.4 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, VIZIMPRO can cause fetal harm when
administered to a pregnant woman. In animal reproduction studies, oral administration of dacomitinib to
pregnant rats during the period of organogenesis resulted in an increased incidence of post-implantation loss
and reduced fetal body weight at doses resulting in exposures near the exposure at the 45 mg human dose. The
absence of EGFR signaling has been shown to result in embryolethality as well as post-natal death in animals.
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Advise pregnant women of the potential risk to the fetus. Advise females of reproductive potential to use
effective contraception during treatment with VIZIMPRO and for at least 17 days after the final dose [see Use
in Specific Populations (8.1 and 8.3)].

6 ADVERSE REACTIONS

The following adverse drug reactions are described elsewhere in the labeling:
e Interstitial Lung Disease [see Warnings and Precautions (5.1)]
e Diarrhea [see Warnings and Precautions (5.2)]
e Dermatologic Adverse Reactions [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

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

The data in the Warnings and Precautions section reflect exposure to VIZIMPRO in 394 patients with first-line
or previously treated NSCLC with EGFR exon 19 deletion or exon 21 L858R substitution mutations who
received VIZIMPRO at the recommended dose of 45 mg once daily in 4 randomized, active-controlled trials
[ARCHER 1050 (N=227), Study A7471009 (N=38), Study A7471011 (N=83), and Study A7471028 (N=16)]
and one single-arm trial [Study A7471017 (N=30)]. The median duration of exposure to VIZIMPRO was

10.8 months (range 0.07-68) [see Warnings and Precautions (5)].

The data described below reflect exposure to VIZIMPRO in 227 patients with EGFR mutation-positive,
metastatic NSCLC enrolled in a randomized, active-controlled trial (ARCHER 1050); 224 patients received
gefitinib 250 mg orally once daily in the active control arm [see Clinical Studies (14)]. Patients were excluded
if they had a history of ILD, interstitial pneumonitis, or brain metastases. The median duration of exposure to
VIZIMPRO was 15 months (range 0.07-37).

The most common (>20%) adverse reactions in patients treated with VIZIMPRO were diarrhea (87%),
rash (69%), paronychia (64%), stomatitis (45%), decreased appetite (31%), dry skin (30%), decreased weight
(26%), alopecia (23%), cough (21%), and pruritus (21%).

Serious adverse reactions occurred in 27% of patients treated with VIZIMPRO. The most common (>1%)
serious adverse reactions were diarrhea (2.2%) and interstitial lung disease (1.3%). Dose interruptions occurred
in 57% of patients treated with VIZIMPRO. The most frequent (>5%) adverse reactions leading to dose
interruptions were rash (23%), paronychia (13%), and diarrhea (10%). Dose reductions occurred in 66% of
patients treated with VIZIMPRO. The most frequent (>5%) adverse reactions leading to dose reductions were
rash (29%), paronychia (17%), and diarrhea (8%).

Adverse reactions leading to permanent discontinuation of VIZIMPRO occurred in 18% of patients. The most
common (>0.5%) adverse reactions leading to permanent discontinuation of VIZIMPRO were: rash (2.6%),
interstitial lung disease (1.8%), stomatitis (0.9%), and diarrhea (0.9%).

Tables 3 and 4 summarize the most common adverse reactions and laboratory abnormalities, respectively, in
ARCHER 1050. ARCHER 1050 was not designed to demonstrate a statistically significant difference in
adverse reaction rates for VIZIMPRO or for gefitinib for any adverse reaction or laboratory value listed in
Table 3 or 4.



Table 3. Adverse Reactions Occurring in >10% of Patients Receiving VIZIMPRO in ARCHER 1050*

Adverse Reaction VIZIMPRO Gefitinib
(N=227) (N=224)
All Grades® | Grades 3 and 4 All Grades | Grades 3 and 4

% % % %
Gastrointestinal
Diarrhea’ 87 8 56 0.9
Stomatitis® 45 4.4 19 0.4
Nausea 19 1.3 22 0.4
Constipation 13 0 14 0
Mouth ulceration 12 0 6 0
Skin and Subcutaneous Tissue
Rash’ 69 23 47 0.4
Paronychia® 64 8 21 1.3
Dry skin' 30 1.8 19 0.4
Alopecia 23 0.4 13 0
Pruritus® 21 0.9 15 1.3
Palmar-plantar erythrodysesthesia syndrome 15 0.9 3.1 0
Dermatitis 11 1.8 4 0.4
Metabolism and Nutrition
Decreased appetite 31 3.1 25 0.4
Decreased weight 26 2.2 17 0.4
Respiratory
Cough 21 0 19 0.4
Nasal mucosal disorder” 19 0 4.9 0
Dyspnea 13 2.2 13 1.8
Upper respiratory tract infection 12 1.3 13 0
Chest pain 10 0 14 0
Eye
Conjunctivitis | 19 | 0 | 4 | 0
Musculoskeletal
Pain in extremity 14 0 12 0
Musculoskeletal pain 12 0.9 13 0
General
Asthenia | 13 | 22 | 13 | 1.3
Psychiatric
Insomnia | 11 | 0.4 | 15 | 0

* National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) v4.03.

* Grades 1 through 5 are included in All Grades.

® One Grade 5 (fatal) event in the VIZIMPRO arm.
¢ Stomatitis includes mucosal inflammation and stomatitis.

4 Rash includes dermatitis acneiform, rash, and rash maculo-papular.
¢ Paronychia includes nail infection, nail toxicity, onychoclasis, onycholysis, onychomadesis, paronychia.

" Dry skin includes dry skin, xerosis.

€ Pruritus includes pruritus, pruritus generalized, rash pruritic.

" Nasal mucosal disorder includes epistaxis, nasal inflammation, nasal mucosal disorder, nasal mucosal ulcer, rhinitis.




Additional adverse reactions (All Grades) that were reported in <10% of patients who received VIZIMPRO in
ARCHER 1050 include:

General: fatigue 9%

Skin and subcutaneous tissue: skin fissures 9%, hypertrichosis 1.3%, skin exfoliation/exfoliative skin
reactions 3.5%

Gastrointestinal: vomiting 9%

Nervous system: dysgeusia 7%

Respiratory: interstitial lung disease 2.6%

Ocular: keratitis 1.8%

Metabolism and nutrition: dehydration 1.3%

Table 4. Laboratory Abnormalities Worsening from Baseline in >20% of Patients in ARCHER 1050*

VIZIMPRO Gefitinib
Change from Change from Change from Change from
Laboratory Test Baseline Baseline to Baseline Baseline to
Abnormality” All Grades Grade 3 or All Grades Grade 3 or
(%) Grade 4 (%) Grade 4
(%) (%)
Hematology
Anemia 44 0.9 26 2.7
Lymphopenia 42 6 35 2.7
Chemistry

Hypoalbuminemia 44 0 34 0
Increased ALT 40 1.4 63 13
Hyperglycemia 36 1.0 38 2.5
Increased AST 35 0.5 57 8
Hypocalcemia 33 1.4 28 2.0
Hypokalemia 29 7 18 2.0
Hyponatremia 26 2.9 20 1.5
Increased creatinine 24 0 16 0.5
Increased alkaline 22 0.5 21 2.0
phosphatase
Hypomagnesemia 22 0.5 9 0
Hyperbilirubinemia 16 0.5 22 0.5

ALT=alanine aminotransferase; AST=aspartate aminotransferase.

*NCI CTCAE v4.03, except for increased creatinine which only includes patients with creatinine increase based on
upper limit of normal definition.

# Based on the number of patients with available baseline and at least one on-treatment laboratory test.

7 DRUG INTERACTIONS
7.1 Effect of Other Drugs on VIZIMPRO

Concomitant use with a PPI decreases dacomitinib concentrations, which may reduce VIZIMPRO efficacy.
Avoid the concomitant use of PPIs with VIZIMPRO. As an alternative to PPIs, use locally-acting antacids or an
H2-receptor antagonist. Administer VIZIMPRO at least 6 hours before or 10 hours after taking an H2-receptor
antagonist [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)].



7.2 Effect of VIZIMPRO on CYP2D6 Substrates

Concomitant use of VIZIMPRO increases the concentration of drugs that are CYP2D6 substrates [see Clinical
Pharmacology (12.3)] which may increase the risk of toxicities of these drugs. Avoid concomitant use of
VIZIMPRO with CYP2D6 substrates where minimal increases in concentration of the CYP2D6 substrate may
lead to serious or life-threatening toxicities.

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action, VIZIMPRO can cause fetal harm when
administered to a pregnant woman /[see Clinical Pharmacology (12.1)]. There are no available data on
VIZIMPRO use in pregnant women. In animal reproduction studies, oral administration of dacomitinib to
pregnant rats during the period of organogenesis resulted in an increased incidence of post-implantation loss
and reduced fetal body weight at doses resulting in exposures near the exposure at the 45 mg human dose
(see Data). The absence of EGFR signaling has been shown to result in embryolethality as well as post-natal
death in animals (see Data). Advise pregnant women of the potential risk to a fetus /see Use in Special
Populations (8.3)].

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

Data
Animal Data

Daily oral administration of dacomitinib to pregnant rats during the period of organogenesis resulted in an
increased incidence of post-implantation loss, maternal toxicity, and reduced fetal body weight at 5 mg/kg/day
(approximately 1.2 times the exposure based on area under the curve [AUC] at the 45 mg human dose).

Disruption or depletion of EGFR in mouse models has shown EGFR is critically important in reproductive and
developmental processes including blastocyst implantation, placental development, and embryo-fetal/post-natal
survival and development. Reduction or elimination of embryo-fetal or maternal EGFR signaling in mice can
prevent implantation, and can cause embryo-fetal loss during various stages of gestation (through effects on
placental development), developmental anomalies, early death in surviving fetuses, and adverse developmental
outcomes in multiple organs in embryos/neonates.

8.2 Lactation

Risk Summary

There is no information regarding the presence of dacomitinib or its metabolites in human milk or their effects
on the breastfed infant or on milk production. Because of the potential for serious adverse reactions in breastfed
infants from VIZIMPRO, advise women not to breastfeed during treatment with VIZIMPRO and for at least

17 days after the last dose.



8.3  Females and Males of Reproductive Potential

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating VIZIMPRO [see Use in
Specific Populations (8.1)].

Contraception

VIZIMPRO can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations

(8.1)].
Females

Advise females of reproductive potential to use effective contraception during treatment with VIZIMPRO and
for at least 17 days after the final dose.

8.4 Pediatric Use
The safety and effectiveness of VIZIMPRO in pediatrics have not been established.
8.5 Geriatric Use

Of the total number of patients (N=394) in five clinical studies with EGFR mutation-positive NSCLC who
received VIZIMPRO at a dose of 45 mg orally once daily [ARCHER 1050 (N=227), Study A7471009 (N=38),
Study A7471011 (N=83), Study A7471028 (N=16), and Study A7471017 (N=30)] 40% were 65 years of age
and older.

Exploratory analyses across this population suggest a higher incidence of Grade 3 and 4 adverse reactions (67%
versus 56%, respectively), more frequent dose interruptions (53% versus 45%, respectively), and more frequent
discontinuations (24% versus 10%, respectively) for adverse reactions in patients 65 years or older as compared
to those younger than 65 years.

8.6 Renal Impairment

No dose adjustment is recommended for patients with mild or moderate renal impairment (creatinine clearance
[CLer] 30 to 89 mL/min estimated by Cockcroft-Gault). The recommended dose of VIZIMPRO has not been
established for patients with severe renal impairment (CLcr <30 mL/min) [see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dose adjustment is recommended in patients with mild (total bilirubin < upper limit of normal [ULN] with
AST > ULN or total bilirubin > 1 to 1.5 x ULN with any AST) or moderate (total bilirubin > 1.5 to 3 x ULN
and any AST) hepatic impairment. The recommended dose of VIZIMPRO has not been established for patients
with severe hepatic impairment (total bilirubin > 3 to 10 x ULN and any AST) /see Clinical Pharmacology

(12.3)].



11 DESCRIPTION

Dacomitinib is an oral kinase inhibitor with a molecular formula of C,4H,5sCIFNsO, - H,O and a molecular
weight of 487.95 Daltons. The chemical name is: (2E)-N-{4-[(3-Chloro-4-fluorophenyl)amino]-7-
methoxyquinazolin-6-yl}-4-(piperidin-1-yl)but-2-enamide monohydrate and its structural formula is:

F
. IX
O\IW HN cl
HN | SN © H,0

P

H,CO N

Dacomitinib is a white to pale yellow powder.

VIZIMPRO tablets contain 45, 30, or 15 mg of dacomitinib with the following inactive ingredients in the tablet
core; lactose monohydrate, microcrystalline cellulose, sodium starch glycolate, and magnesium stearate. The
film coating consists of Opadry II® Blue 85F30716 containing: Polyvinyl alcohol — partially hydrolyzed, Talc,
Titanium dioxide, Macrogol/PEG 3350, and FD&C Blue #2/Indigo Carmine Aluminum Lake.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Dacomitinib is an irreversible inhibitor of the kinase activity of the human EGFR family (EGFR/HER1, HER2,
and HER4) and certain EGFR activating mutations (exon 19 deletion or the exon 21 L858R substitution
mutation). In vitro dacomitinib also inhibited the activity of DDR1, EPHA6, LCK, DDR2, and MNKI at
clinically relevant concentrations.

Dacomitinib demonstrated dose-dependent inhibition of EGFR and HER2 autophosphorylation and tumor
growth in mice bearing subcutaneously implanted human tumor xenografts driven by HER family targets
including mutated EGFR. Dacomitinib also exhibited antitumor activity in orally-dosed mice bearing
intracranial human tumor xenografts driven by EGFR amplifications.

12.2 Pharmacodynamics

Cardiac Electrophysiology

The effect of dacomitinib on the QT interval corrected for heart rate (QTc) was evaluated using time-matched
electrocardiograms (ECGs) evaluating the change from baseline and corresponding pharmacokinetic data in
32 patients with advanced NSCLC. Dacomitinib had no large effect on QTc (i.e., >20 ms) at maximum
dacomitinib concentrations achieved with VIZIMPRO 45 mg orally once daily.

Exposure-Response Relationships

Higher exposures, across the range of exposures with the recommended dose of 45 mg daily, correlated with an
increased probability of Grade >3 adverse events, specifically dermatologic toxicities and diarrhea.
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12.3 PharmacoKkinetics

The maximum dacomitinib plasma concentration (Cy,ax) and AUC at steady state increased proportionally over
the dose range of VIZIMPRO 2 mg to 60 mg orally once daily (0.04 to 1.3 times the recommended dose) across
dacomitinib studies in patients with cancer. At a dose of 45 mg orally once daily, the geometric mean
[coefficient of variation (CV%)] Cpnax was 108 ng/mL (35%) and the AUCy.24n was 2213 ngeh/mL (35%) at
steady state in a dose-finding clinical study conducted in patients with solid tumors. Steady state was achieved
within 14 days following repeated dosing and the estimated geometric mean (CV%) accumulation ratio was 5.7
(28%) based on AUC.

Absorption

The mean absolute bioavailability of dacomitinib is 80% after oral administration. The median dacomitinib time
to reach maximum concentration (Tp,x) occurred at approximately 6.0 hours (range 2.0 to 24 hours) after a
single oral dose of VIZIMPRO 45 mg in patients with cancer.

Effect of Food

Administration of VIZIMPRO with a high-fat, high-calorie meal (approximately 800 to 1000 calories with
150, 250, and 500 to 600 calories from protein, carbohydrate and fat, respectively) had no clinically
meaningful effect on dacomitinib pharmacokinetics.

Distribution

The geometric mean (CV%) volume of distribution of dacomitinib (V) was 1889 L (18%). In vitro binding of
dacomitinib to human plasma proteins is approximately 98% and is independent of drug concentrations from
250 ng/mL to 1000 ng/mL.

Elimination

Following a single 45 mg oral dose of VIZIMPRO in patients with cancer, the mean (CV%) plasma half-life of
dacomitinib was 70 hours (21%), and the geometric mean (CV%) apparent plasma clearance of dacomitinib was
24.9 L/h (36%).

Metabolism

Hepatic metabolism is the main route of clearance of dacomitinib, with oxidation and glutathione conjugation as
the major pathways. Following oral administration of a single 45 mg dose of ['*C] dacomitinib, the most
abundant circulating metabolite was O-desmethyl dacomitinib, which had similar in vitro pharmacologic
activity as dacomitinib. The steady-state plasma trough concentration of O-desmethyl dacomitinib ranges from
7.4% to 19% of the parent. In vitro studies indicated that cytochrome P450 (CYP) 2D6 was the major isozyme
involved in the formation of O-desmethyl dacomitinib, while CYP3 A4 contributed to the formation of other
minor oxidative metabolites.

Excretion

Following a single oral 45 mg dose of ['*C] radiolabeled dacomitinib, 79% of the radioactivity was recovered in
feces (20% as dacomitinib) and 3% in urine (<1% as dacomitinib).
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Specific Populations

Patients with Renal Impairment

Based on population pharmacokinetic analyses, mild (60 mL/min < CLcr <90 mL/min; N=590) and moderate
(30 mL/min < CLcr <60 mL/min; N=218) renal impairment did not alter dacomitinib pharmacokinetics, relative
to the pharmacokinetics in patients with normal renal function (CLcr 290 mL/min; N=567). The
pharmacokinetics of dacomitinib has not been adequately characterized in patients with severe renal impairment
(CLer <30 mL/min) (N=4) or studied in patients requiring hemodialysis.

Patients with Hepatic Impairment

In a dedicated hepatic impairment trial, following a single oral dose of 30 mg VIZIMPRO, dacomitinib
exposure (AUCi,r and Cpax) Was unchanged in subjects with mild hepatic impairment (Child-Pugh A; N=8) and
decreased by 15% and 20%, respectively in subjects with moderate hepatic impairment (Child-Pugh B; N=9)
when compared to subjects with normal hepatic function (N=8). Based on this trial, mild and moderate hepatic
impairment had no clinically important effects on pharmacokinetics of dacomitinib. In addition, based on a
population pharmacokinetic analysis of 1381 patients, in which 158 patients had mild hepatic impairment (total
bilirubin < ULN and AST > ULN, or total bilirubin > 1 to 1.5 x ULN with any AST) and 5 patients had
moderate hepatic impairment (total bilirubin > 1.5 to 3 x ULN and any AST), no effects on pharmacokinetics of
dacomitinib were observed. The effect of severe hepatic impairment (total bilirubin > 3 to 10 X ULN and any
AST) on dacomitinib pharmacokinetics is unknown [see Use in Specific Populations (8.7)].

Drug Interaction Studies

Clinical Studies

Effect of Acid-Reducing Agents on Dacomitinib

Coadministration of a single 45 mg dose of VIZIMPRO with multiple doses of rabeprazole (a proton pump
inhibitor) decreased dacomitinib Cy,x by 51% and AUCy.96n by 39% [see Dosage and Administration (2.4) and
Drug Interactions (7.1)].

Coadministration of VIZIMPRO with a local antacid (Maalox® Maximum Strength, 400 mg/5 mL) did not
cause clinically relevant changes dacomitinib concentrations [see Dosage and Administration (2.4) and Drug
Interactions (7.1)].

The effect of H2 receptor antagonists on dacomitinib pharmacokinetics has not been studied /see Dosage and
Administration (2.4) and Drug Interactions (7.1)].

Effect of Strong CYP2D6 Inhibitors on Dacomitinib

Coadministration of a single 45 mg dose of VIZIMPRO with multiple doses of paroxetine (a strong CYP2D6
inhibitor) in healthy subjects increased the total AUC,s of dacomitinib plus its active metabolite (O-desmethyl
dacomitinib) in plasma by approximately 6%, which is not considered clinically relevant.

Effect of Dacomitinib on CYP2D6 Substrates

Coadministration of a single 45 mg oral dose of VIZIMPRO increased dextromethorphan (a CYP2D6 substrate)
Chax by 9.7-fold and AUC, by 9.6-fold /see Drug Interactions (7.2)].
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In Vitro Studies

Effect of Dacomitinib and O-desmethyl Dacomitinib on CYP Enzymes: Dacomitinib and its metabolite
O-desmethyl dacomitinib do not inhibit CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, or CYP3A4/S.
Dacomitinib does not induce CYP1A2, CYP2B6, or CYP3A4.

Effect of Dacomitinib on Uridine 5’ diphospho-glucuronosyltransferase (UGT) Enzymes: Dacomitinib inhibits
UGT1AL1. Dacomitinib does not inhibit UGT1A4, UGT1A6, UGT1A9, UGT2B7, or UGT2BI15.

Effect of Dacomitinib on Transporter Systems: Dacomitinib is a substrate for the membrane transport protein
P-glycoprotein (P-gp) and Breast Cancer Resistance Protein (BCRP). Dacomitinib inhibits P-gp, BCRP, and
organic cation transporter (OCT)1. Dacomitinib does not inhibit organic anion transporters (OAT)1 and OAT3,
OCT?2, organic anion transporting polypeptide (OATP)1B1, and OATP1B3.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been performed with VIZIMPRO.

Dacomitinib was not mutagenic in a bacterial reverse mutation (Ames) assay or clastogenic in an in vitro human
lymphocyte chromosome aberration assay or clastogenic or aneugenic in an in vivo rat bone marrow
micronucleus assay.

Daily oral administration of dacomitinib at doses > 0.5 mg/kg/day to female rats (approximately 0.14 times the
exposure based on AUC at the 45 mg human dose) resulted in reversible epithelial atrophy in the cervix and
vagina. Oral administration of dacomitinib at 2 mg/kg/day to male rats (approximately 0.6 times the human
exposure based on AUC at the 45 mg clinical dose) resulted in reversible decreased secretion in the prostate
gland.

14. CLINICAL STUDIES

The efficacy of VIZIMPRO was demonstrated in a randomized, multicenter, multinational, open-label study
(ARCHER 1050; [NCTO01774721]). Patients were required to have unresectable, metastatic NSCLC with no
prior therapy for metastatic disease or recurrent disease with a minimum of 12 months disease-free after
completion of systemic therapy; an Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1;
EGFR exon 19 deletion or exon 21 L858R substitution mutations. EGFR mutation status was prospectively
determined by local laboratory or commercially available tests (e.g., therascreen” EGFR RGQ PCR and cobas™
EGFR Mutation Test).

Patients were randomized (1:1) to receive VIZIMPRO 45 mg orally once daily or gefitinib 250 mg orally once
daily until disease progression or unacceptable toxicity. Randomization was stratified by region (Japanese
versus mainland Chinese versus other East Asian versus non-East Asian), and EGFR mutation status (exon

19 deletions versus exon 21 L858R substitution mutation). The major efficacy outcome measure was
progression-free survival (PFS) as determined by blinded Independent Radiologic Central (IRC) review per
RECIST vl1.1. Additional efficacy outcome measures were overall response rate (ORR), duration of response
(DoR), and overall survival (OS).
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A total of 452 patients were randomized to receive VIZIMPRO (N=227) or gefitinib (N=225). The
demographic characteristics were 60% female; median age 62 years (range: 28 to 87), with 40% aged 65 years
and older; and 23% White, 77% Asian, and less than 1% Black. Prognostic and tumor characteristics were
ECOG performance status 0 (30%) or 1 (70%); 59% with exon 19 deletion and 41% with exon 21 L858R
substitution; Stage I1IB (8%) and Stage IV (92%); 64% were never smokers; and 1% received prior adjuvant or
neoadjuvant therapy.

ARCHER 1050 demonstrated a statistically significant improvement in PFS as determined by the IRC. Results
are summarized in Table 5 and Figures 1 and 2.

The hierarchical statistical testing order was PFS followed by ORR and then OS. No formal testing of OS was
conducted since the formal comparison of ORR was not statistically significant.

Table 5. Efficacy Results in ARCHER 1050

VIZIMPRO Gefitinib
N=227 N=225
Progression-Free Survival (per IRC)
Number of patients with event, n (%) 136 (59.9%) 179 (79.6%)
Median PFS in months (95% CI) 14.7 (11.1, 16.6) 9.2(9.1,11.0)
HR (95% CI)* 0.59 (0.47,0.74)
p-value® <0.0001
Overall Response Rate (per IRC)
Overall Response Rate % (95% CI) 75% (69, 80) | 72% (65, 77)
p-value® 0.39
Duration of Response in Responders (per IRC)
Median DoR in months (95% CI) 14.8 (12.0, 17.4) | 8.3(7.4,9.2)

Cl=confidence interval, DoR=duration of response; HR=hazard ratio; IRC=Independent Radiologic Central; N/n=total number;
PFS=progression-free survival.

a. From stratified Cox Regression.

b. Based on the stratified log-rank test.

c¢. Based on the stratified Cochran-Mantel-Haenszel test.
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Figure 1. Kaplan-Meier Curve for PFS per IRC Review in ARCHER 1050
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Figure 2. Kaplan-Meier Curve for OS in ARCHER 1050
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16 HOW SUPPLIED/STORAGE AND HANDLING

VIZIMPRO is supplied in strengths and package configurations as described in Table 6 below:

Table 6. VIZIMPRO Strengths and Package Configurations

VIZIMPRO Tablets

Tablet Strength

Package Configuration
5 5 (mg)

NDC Tablet Description

Blue film-coated, immediate release, round
15 0069-0197-30 biconvex tablet, debossed with ‘“Pfizer” on
one side and “DCB15” on the other side.

30-Count Bottle with a
child-resistant closure

Blue film-coated immediate release, round
30 0069-1198-30 biconvex tablet, debossed with “Pfizer” on
one side and “DCB30” on the other side.

30-Count Bottle with a
child-resistant closure

Blue film-coated immediate release, round
45 0069-2299-30 biconvex tablet, debossed with “Pfizer” on
one side and “DCB45” on the other side.

30-Count Bottle with a
child-resistant closure

Store at 20 °C to 25 °C (68 °F to 77 °F); excursions permitted between 15 °C to 30 °C (59 °F to 86 °F). [see
USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Interstitial Lung Disease (ILD)
e Advise patients of the risks of severe or fatal ILD, including pneumonitis. Advise patients to contact

their healthcare provider immediately to report new or worsening respiratory symptoms [see Warnings
and Precautions (5.1)].

Diarrhea
e Advise patients to contact their healthcare provider at the first signs of diarrhea. Advise patients that
intravenous hydration and/or anti-diarrheal medication (e.g., loperamide) may be required to manage
diarrhea [see Warnings and Precautions (5.2)].

Dermatologic Adverse Reactions
e Advise patients to initiate use of moisturizers and to minimize sun exposure with protective clothing and
use of sunscreen at the time of initiation of VIZIMPRO. Advise patients to contact their healthcare
provider immediately to report new or worsening rash, erythematous and exfoliative reactions /see
Warning and Precautions (5.3)].

Drug Interactions
e Advise patients to avoid use of PPIs while taking VIZIMPRO. Short-acting antacids or H2 receptor
antagonists may be used if needed. Advise patients to take VIZIMPRO at least 6 hours before or
10 hours after taking an H2-receptor antagonist [see Drug Interactions (7.1)].
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Embryo-Fetal Toxicity
e Advise females of reproductive potential that VIZIMPRO can result in fetal harm and to use effective
contraception during treatment with VIZIMPRO and for 17 days after the last dose of VIZIMPRO.
Advise females of reproductive potential to contact their healthcare provider with a known or suspected
pregnancy [see Use in Specific Populations (8.1 and 8.3)].

Lactation
e Advise women not to breastfeed during treatment with VIZIMPRO and for 17 days after the last dose of
VIZIMPRO [see Use in Specific Populations (8.2)].

This product’s label may have been updated. For full prescribing information, please visit
www.VIZIMPRO.com.

Distributed by

@ Pfizer Labs
Division of Pfizer Inc, NY, NY 10017

LAB-1237-1.0
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PATIENT INFORMATION
VIZIMPRO® (vih-ZIM-pro)
(dacomitinib)
tablets

What is VIZIMPRO?

VIZIMPRO is a prescription medicine used to treat non-small cell lung cancer (NSCLC) that has spread to other

parts of the body (metastatic):

e As your first treatment if your tumor has certain types of abnormal epidermal growth factor receptor (EGFR)
gene(s).

Your healthcare provider will perform a test to make sure that VIZIMPRO is right for you.

It is not known if VIZIMPRO is safe and effective in children.

Before taking VIZIMPRO, tell your healthcare provider about all your medical conditions, including if you:

e have frequent diarrhea.

e have a history of lung or breathing problems other than lung cancer.

e are pregnant, or plan to become pregnant. VIZIMPRO can harm your unborn baby.

Females who are able to become pregnant:

o Your healthcare provider should do a pregnancy test before you start treatment with VIZIMPRO.

o You should use effective birth control (contraception) during treatment and for at least 17 days after your
last dose of VIZIMPRO. Talk to your healthcare provider about birth control methods that may be right for
you during this time.

o Tell your healthcare provider right away if you become pregnant during your treatment with VIZIMPRO.

e are breastfeeding or plan to breastfeed. It is not known if VIZIMPRO passes into your breast milk. Do not
breastfeed during treatment and for at least 17 days after your last dose of VIZIMPRO. Talk to your healthcare
provider about the best way to feed your baby during this time.

Tell your healthcare provider about all of the medicines you take, including prescription and over-the-counter

medicines, vitamins, and herbal supplements. VIZIMPRO and other medicines or supplements may affect each

other causing side effects.

How should | take VIZIMPRO?

e Take VIZIMPRO exactly as your healthcare provider tells you.

o Take your dose at approximately the same time each day.

e Your healthcare provider may change your dose, temporarily stop, or permanently stop treatment with
VIZIMPRO if you have side effects.

o Take VIZIMPRO 1 time each day with or without food.

e If you take an antacid or H2 blocker medicine during treatment with VIZIMPRO, take your dose of VIZIMPRO
at least 6 hours before or 10 hours after taking the antacid or H2 blocker medicine. Do not change your
dose or stop taking VIZIMPRO unless your healthcare provider tells you.

e If you vomit or miss a dose of VIZIMPRO, do not take another dose or make up for the missed dose. Take
your next dose at your regular time.

What should | avoid during treatment with VIZIMPRO?

¢ Minimize exposure to sunlight. VIZIMPRO can cause skin reactions. See “What are the possible side
effects of VIZIMPRO?”
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What are the possible side effects of VIZIMPRO?

VIZIMPRO may cause serious side effects, including:

e Lung or breathing problems. VIZIMPRO may cause severe inflammation of the lung that may lead to death.
Symptoms may be similar to those symptoms from lung cancer. Tell your healthcare provider right away if you
have any new or worsening lung symptoms, including trouble breathing or shortness of breath, cough, or
fever.

e Diarrhea. Diarrhea is common during treatment with VIZIMPRO, and can be severe and lead to death.
Diarrhea can cause you to lose too much body fluid (dehydration). Your healthcare provider may tell you to
start drinking more fluids or start taking your anti-diarrheal medicines. Tell your healthcare provider right away,
if you have any loose stools or have stools more often than is normal for you.

e Skin reactions. Skin reactions are common with VIZIMPRO and can be severe. These skin reactions may
include: dry skin, redness, rash, acne, itching, and peeling or blistering of your skin. Use moisturizers every
day when taking VIZIMPRO. Use sunscreen and wear protective clothing that covers your skin, while exposed
to sunlight, while you are taking VIZIMPRO. Your healthcare provider may prescribe other medicines to help
skin reactions. Tell your healthcare provider right away about any worsening skin reactions.

The most common side effects of VIZIMPRO include:

e rash e dry skin
e diarrhea e decreased appetite
e mouth pain and sores e decreased weight
e nail inflammation e dry, red, itchy eyes
e common cold e hairloss

e itching

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should I store VIZIMPRO?
e Store VIZIMPRO at 20 °C to 25 °C (68 °F to 77 °F).
Keep VIZIMPRO and all medicines out of the reach of children.

General information about the safe and effective use of VIZIMPRO.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not
use VIZIMPRO for a condition for which it was not prescribed. Do not give VIZIMPRO to other people, even if they
have the same symptoms you have. It may harm them.

You can ask your pharmacist or healthcare provider for more information about VIZIMPRO that is written for health
professionals.

What are the ingredients in VIZIMPRO?

Active ingredient: dacomitinib

Inactive ingredients: lactose monohydrate, microcrystalline cellulose, sodium starch glycolate, and magnesium
stearate.

Film coating contains: Opadry I® Blue 85F30716 containing: Polyvinyl alcohol — partially hydrolyzed, Talc,
Titanium dioxide, Macrogol/PEG 3350, and FD&C Blue #2/Indigo Carmine Aluminum Lake.

Distributed by
@ Pfizer Labs
Division of Pfizer Inc, NY, NY 10017

LAB-1238-1.0

For more information, go to www.VIZIMPRO.com or call 1-800-438-1985.

This Patient Information has been approved by the U.S. Food and Drug Administration. Issued: September 2018
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M MENR E, MEEMRR £ 73N ORE 2 H 3 556, T OREFITRIN Lz, AEl~D
IERFEHI O R IX 15 » A (P : 0.07~37) Th otz

ARBNOF G252 T T2 BB U2 E2BWER 20%4) X, TH (87%) , % (69%) , I\
PHZE (64%) , HNK (45%) , BAEEEE (31%) , FEszE (30%) , RED (26%) , BiE
JE (23%) , &k (21%) BLXOZE S EE 21%) ThHhol,

EERBWERIIARIORG 252 - BE D 27% 3B Uiz, E2EERENER (1%l k) 13,
T (22%) BLOREMMER (13%) Thol-, KEIOPEG 252 1F 72 BE D 57%0AHK| Z 4k
LTz, IKREIZE ST EREIER %) 1%, %2 (23%) , AL (13%) BIOTH (10%)
Thole, KAOEE 22T T2 BED 66% N AHZE LT, BEIZE->72FERRIEH (5%it)
X, BZ (29%) , MPHE (17%) BLOTFH (8%) TH-o7=,

AFN OG- HIEICE S T-RWERIIERG 22 T-BE D 18%IZFB LT, AR5 FIEICE ST
E2EWERA (0.5%18) 1%, 2 (2.6%) , MEMEMZER (1.8%) , O (0.9%) 3 X OVTH (0.9%)
ThHoT-,

ARCHER 105075k CH 8L L 7= £ BIWEHF L O R A B 2 Z 102 41 Table 3 35 . (" Table 4
{275 %, ARCHER 1050 B2 (1%, Table 3 £ 7213 Table 4 (27~ L7=RIVER £ 72 X EF R R AE B H OV
FTHUZONTH, AFNEIXT 7 0 F =7 ORIVEA OFBUBEE ORGHA B 2277 L 9 IZFHH
STV,
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Table 3. ARCHER 1050 38 T VIZIMPRO D5 251} 7= BE D 10%LL LI RER L71-8

YER*
BIfEA VIZIMPRO F724F=7
(N=227) (N=224)
L7V —FK*| FLv—F3 | £7Vv—F*| ZUL—F3
(%) BLO (%) BT
v—F4 L—F4
(%) (%)
=]
T 87 8 56 0.9
HANZ© 45 4.4 19 0.4
CEATI 19 13 22 0.4
(XA 13 0 14 0
1 3 NI I AR 12 0 6 0
BB L O TRk
%95 9 69 23 47 0.4
T 2% © 64 8 21 1.3
B R pg © 30 1.8 19 0.4
I SiE 23 0.4 13 0
7 5 PESE 8 21 0.9 15 1.3
FAE - R AR AR IR 15 0.9 3.1 0
FERE %% 11 1.8 4 0.4
REBLURR
BARBOE 31 3.1 25 0.4
(R H 26 2.2 17 0.4
PR AR
% ik 21 0 19 0.4
SR 19 0 4.9 0
- AR 13 2.2 13 1.8
GBI 12 1.3 13 0
W 10 0 14 0
iR
T S 19 0 4 0
HEER
VU i 9 14 0 12 0
B kR 12 0.9 13 0
=
4 79 ‘ 13 | 22 ‘ 13 | 13
i
ARE ‘ 11 | 0.4 ‘ 15 | 0

REENLS AT O FHHRILERGER%E (NCICTCAE) v4.03

AT L — RIIT L — R 1~ BEENS,

PVIZIMPRO BE T/ L— 15 (JE1D) DOHESL 1R LT,
CAONKIZITLTRE END  MEORIE, OWNKE
CEBIIZLLTIREEND « SEHEER, %2, BREBIRKES

CNPARICIILA T E D - TUEYE, JNErE, TR, JHRIBEE, TR BGSEE, TPHZE
PRSI TG END - 0, HRE
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HalsF=7
1.6 AMENCE T B AR ICEE T 2 &R

Table 3. ARCHER 1050 38 T VIZIMPRO D5 251} 7= BE D 10%LL LI RER L71-8
YER *

BIfEA VIZIMPRO F724F=7
(N=227) (N=224)
L7V —FK*| FLv—F3 | £7Vv—F*| ZUL—F3
(%) BLO (%) BT
v—F4 v—F4
(%) (%)

S 2 IR T NG 5 1 2 O FEIE, RETET O IR, % Ve D
bR I I TS E N5 L, BO%RE, SIIENE, SNBSS, 8%

ARCHER 1050 388 CAFN OG- 252 1T - BE D 10%ARMICHRER LI-FOMoOBIER (&7 1 —
) ZLLTFITRd,

—f - BH LRI 9%
LI I OBE TR« FRG8EL 9%, ZEIE 1.3%, FRGHIL FIEEE 1 5 RIERIG 3.5%
A1 A 9%
PREER - R SRE 7%
PEgs - RV MEIG R AR 2.6%
IR = A% 1.8%
Al L OREE « K 1.3%
Table 4. ARCHER 1050 38R T 20%#8 D BEF IZRB L BREREMRE (R—XT71 UH

b DEAL) *
BRRREERE " VIZIMPRO B74F=7
ReRAFGA V| RERTGA | ReRFGAA V| R=RT [
NHEDE LT —FR3 "oDFElL LT —FK3
7Vv—F | ¥ v—| &7Vv—F | i sr—
(%) K 4 ~D%4L (%) K 4 ~D%4L
(%) (%)
MEZERRE
F=giil 44 0.9 26 2.7
U L SERIE 42 6 35 2.7
& AELERE
7 L7 X v IE 44 0 34 0
ALT 0 40 1.4 63 13
& 1B 36 1.0 38 2.5
AST #3/1 35 0.5 57 8
(B LS 7 AL 33 1.4 28 2.0
5 U o A dE 29 7 18 2.0
PFIZER CONFIDENTIAL
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HalsF=7

1.6 AMENCE T B AR ICEE T 2 &R
Table 4. ARCHER 1050 3BX T 20%B D BEF IZHER L -BEREMEREY (R—XF714UH
bDEAL) *
R EEAR ° VIZIMPRO B2 4F=7
ReRSGL Y | RERFGAL Y | R—RFL Y | R—RF [
NODEN BTV —F3 HoDER LS L—F3
27V —F [ ¥R v—| 27Vv—F | ¥R L—
(%) K 4 ~D%4L (%) K 4 ~D%4L
(%) (%)
IKF b U o A MAE 26 2.9 20 1.5
7 VT F =8N 24 0 16 0.5
TILH Y RART 7 X —P RN 22 0.5 21 2.0
(K~ 27 % 3w AMLSE 22 0.5 9 0
=YL E e 16 0.5 22 0.5

ALT : 79=0T 3 ) F I A7 2T—8, AST: TANRTGXUBT I ) NI AT 2T7—F

*NCI CTCAE v4.03 1253, =77 LSk & LT, 7 L7 F= o Hc oW TRl FRICESWwWTr L
TF = UM E R S N BB DR E ST,

PR AT A RSN B E IR A 1 RIS EERR R A S D o BE U RS L,

7. B EER
7.1. AR BB ORE

PPIZOfH LT & &, X¥aITF=TORENMETT DI L0 OARFIOHNENME T T2 mREMEN
b5, PPI L AKIOBAR G ZRET D Z L, PPLOMRERE LT, JHRTHERIEESR £ 7213 H2 /I,
PRI 2 2 &, RKANL, H2 ZREEGEEE G- 0 6 KL ERTE 7213 10 R 2L B2 Ic& 5
TH5Z & [k HE 24 3H) BILOERFERE (123 1H) 8] .

7.2. CYP2D6 BB IZx§ 3 FF| DB

CYP2D6 DHE & 72 2 FHANL, AFN & OBFRHFE G LV IREN LR U (BRI (12.3 1H) 2H],

DD L DIFNOTFEDO U A7 BHEINTHBZ03H 5, IBEODLT e ERNEERFE
PEFE I EM AT EHIEIC O R N D AREMED N B D CYP2D6 DI DK &, AFN O OF ke

HT kb,

8. BRI ERA~DEE
8.1. kLG
U 27 DOEHK)

BB ORI L O OIERIBEF D, AF 2w 454 5 LR RIS B 2 M F T " REMEDS
Téﬂfwé[%fﬁﬁ(UJ@)ﬁ%] AFN DG ~DEEIZET 27 —Z13HF o T2
o WEIRT v b AW AR A EERBR CREIERMIC Y a I F =T 2R OkE LIz e 25,
t%m®%ng%5ﬁ&H&f®%$5T%%%Vﬁ%®%ﬁﬁf®iﬁ%iU%EE%@ﬁW
W b (F—#2MH) . EGFR ¥ 7 F/VRERK IR SN2 h6, B8k 2IET
%i@ﬁé%%tﬁo@ﬁé_&ﬂ%%ﬁ;éﬂfwé(7*??%)0%%L =R 1 o e !
BAER Y 27 IZOWTHAYT D 2 & [FHIRER~DREG 8.3 1H) S
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1.6 AMENCE T B AR ICEE T 2 &R

KEH O— R CTERIR IR SN IFIRICB W THEE SN A B R KRR B X ONREED
Y RAZIE, FNEN 2%~4%F LN 15%~20%TH 5,

74

B 7—4

WERMOIRES v M aIF=7% 1 B 1REAFELGELIZEZA, SmgkgH [E h~D
45 mg $G-RF O M PR HHR T RS (AUC) (2RO SBRERRILITH 1.2 5] THRBIERKDFE
B O EF, REEtts JOUR R IRE O AGE w%mno

EGFR ORI FE/ZIFTWD LIz~ AT I k0, IMEIER, BEREELROLOII - BBIEH
R OETFR T ORA - liE 2 & T4 - BABRIZEB VT EGFR 2R CTEBE /2 &E 2 £7- L
TWAHZEMNHLNIEINTWD, T ADJE - %Eitil@%@ﬂﬂRVﬁf”&éﬁ%%
P F 72 W5 &, BRI B, BEREFT~OREEIN Lz S & I ERITIRERET

IR - BEIRAETSR0, AR BLH éf%ﬁ@%%%t%%%thb,%/ﬁé%@%ﬁ“@%@/%
BB A 37 53 REMENH 5,

8.2. ¥

U 27 DEE

HAaIF=TERITFORFYOE FHITFF~DOBITICOWNWT, £-FN 0N RAREILIRE -
WEFLH BEAEIZ T TR OV TS, HHRITHE LTV, ARFI~DIRFEIZ L 0 M3l iR
W CEEZBEIERNRBLT 5 H @ﬁ%étw,K%®&5¢k;@%%&%ﬁ&&<&%nﬁ
IR LWL 9o BEERETHZ L,

83. £WREDH B B
IR A

PEBR FTREZ2 S PEIS R LT, AR OG- 2 BT DN IEIRO A WA MRS 5 2 & [4FF5I22EH
~DOKREG (8.1 H) ZH]

ERT
AN 2SI/ B 53 D L RIBICR B E KT RENEDN & 5 [FFHIREH~DRS (8.1 TH) 2],
LAt

FEAR I REZR ML LT, AAI O G-Hhds KOk 5% D7 < &b 17 H BNTA 27tk
EFERTHEOWETL L,

8.4. /NR
INRTORA| DL MR L OHEZIEIIMENL STV,
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1.6 AMENCE T B AR ICEE T 2 &R

8.5. EinE

EGFR % %44 % NSCLC H#IZAK| 45 mg & 1 B 1 [\F% 035 U7 fA# 5 5 35 [ ARCHER
1050 3B (N =227), A7471009 ik (N =38) , A7471011 ikBk (N=83) , A7471028 ik (N=16)
BELOVAT471017 B (N=30) | DOFF 394 5D 5 5, 40%H 65 Ll ETH -7,

Z OBREEMICEBIT AEBRIENT D, 65 Ll EOBE Tl 65 okl DEE L LT, /'L—
K3 FEF7V— K4 ORWEHORIBEE B (FIEN 67%%F 56%) , BITERIC L AIKED
B ([7] 53%%) 45%) B L O IEDHEE (A 24%%F 10%) W2 ERRIB STV D,

8.6. BiEERE R

RS & 72 X AR B O BHEBEREZE  (Cockeroft-Gault ZUZ L W HEE I NA I LT F =0 7 VT T A

[CLer] 73 30~89 mL/min) %A % EE CIXIHEORENIIHELE STV, B OB HKEER
% (CLer 73 30 mL/min #ii) %49 5 BEFEICOW T, AFIOHELEH BIIMESL ST [
WRFERE (12.3 1H) M

8.7. FFRsRERE &

BRE (e UL e s BN ER (ULN) LA F2>2 AST 28 ULN % kA%, 723 e ) re s
A ULN O | f5#8~1.5f%TH Y, AST DEIZMO2RW] 3RS E (ReV/Le 2 ULN O
15 fEB~3ETH Y, AST DEIZRTDZRY) DOATEEREREE 443 % B T3 EOFE 1T HELE
SNTWeLy, BHE BEVULE VA ULN O3 FEBE~10FTH Y, AST OfEIXRbDL ) OfF
BEREREE 2 AT 2 BT OV TIE, AFIOHELEH RIS S TWewy [BRIER (123 1H) &
]

o
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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HalF=7
1.7 [FIFE[EIZh AL — B3R

1. FIERZR—ER
AFRBLOAFIORERZDLE LT, BV a, LB, Sy, AN 7BLO0F S
U Y O #H % Table 1 3 X U Table 2 12777,
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HalF=7

1.7 [FIFE[EIZh AL — B3R
Tablel. FERDH—ER (EVr7a, FALEABIOA VoY)
— W4 | X a T =T K Tl u F = TG T4 F=T
B % &| Y7 u%ElSmg Z L 8 CEE25mg A L Y OE250
vV r 7 u %E45mg 4 b 3®FE100mg
& & T7raP—HEHt rhA SRR T A N7 ¥ A REA
AWEH A |— 20074510 19H 200247 H 5 H
HEAFEAR | — TR A R TR A R
FHRHMEAEA R UIBRARBZR T3 - EEATME T, 23 AALBHEENETT | 2002427 H SH ~201087H48 (W T)
A L 7= FE N it
2007410 19 H ~20154£10 18 H  (84EFH]) FREMEARFEAB  20114E12H21H
BB UIBRA R e i (X vk 3BE25mg, Z /v | FRSRARE SR« [2hEE - 20 THIME - HE] 13K
£ /35E100mg) AR LIEL
20114E7H 1 H~20154F10 A 18 H (BRI
EGFREAG 12 BBME O UIBRARE /e B8 « AT
PET, DAALZRIERIGE O I/ NI -
2013466 14H ~20154E10 1 18 (FEA SR
BOHI Xy | B, AR JE 38 BISE, RN
EYEE - EMSEONTEICE VAT S 2 | EERTD HE—EMSONMGFEICLVERTHZ &
F) EE-EMSOMFEICLVERTS S
e
{b % #% 1& X chy LG O o N
0° N\W e g f“\i:\ m
C‘“\/\)‘\N =N " ko ) T ,.;:-:':'L‘L i ) Y NH
H HN\©:CI 1 - C MQ/
F Cl
BT - & & |15 15EH 15
BV afElSmg : & 3 EE25mg 77 4 F=7250 mg
a3 F=TKFY 15.576 mg T F =7 27.32 mg
(Fa3xgF=7%L1LTI5mg) (maF=7%&1LT25mg)
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HalF=7
1.7 [RIFE[RI2hdn— B 3%

Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y 4 FR

HaIF=7 K

TnF = THERE

TN F=T

v 7 afE4Smg
X aIF=T /KM 46.729 mg
(Fa1g=7%L1LT45mg)

2 L 3 E100mg
TbvF = TR 109.29 mg
(e F=7& L T100 mg)

R

EGFRE&R 12 B O FITARE
Rl iy

[ESEERE AN

O YIRARREZRER - ETIET, BALERIE
REATH% B U 72 JR/ N e

O EGFREG ARG OUIBRARE 22 75 - it
TTHEC, DAALFIRIEARIGIR O I/ Nl e fiti
)

O 1Bl IR EE 72 e

EGFRI&AG 125 BB L D IR AR UL B IS IR/ N

e i

Zhe - Iz
REH# 9~ 5 fi
o ®x B

—

. EGFREETERMREZEHET 5 Z &, EGFR
B TEREREOERICIT, +oekieg
T 2IREE IR EMR BV C, AR S
T ARSI & FAVY, EGFRE 525 RS
RENTZEEICEET L,

2. THEERAURE) OHONFZRML, KROF
VR OV % 43 ISR L7 T, i
BEOBREITHIZ L,

3. RAIOWIZAEFIEIC BT 28R O

AT LT RN,

1. FE/INH I it B OVPES L kb3 2 i Al Bh b
R L UCARIZ A LI-5A oA
SOV EMEITRESL LT e,

2. EGFREZ T RGO YIBRARE 72 F%8 - i
ATHET, D3 AALFEREARTGIR O I/l it
FEOLEITIY, BREBRICHA AN S
BEOBGTEROBEE IOV, [
K] OEONEZRIL, AFIOHL
PR OV & I BR L7 BT, IS
BEOBREITHIZ L,

3. B YIRRARE e R L 20 L CARHI & 3
L%EiciX,  [ERAGE] OBHONE %R
ML, EPNERRERICHEZE AN ST BE
EERSOARHN O IR O E M2 43I
R U7- b OIS BE ORIR A HEICITH 2
L,

1. EGFREETARMEZEMST 52 &, EGFR
BIEFEBRTRHBIOWRNEZED T, Kilz
BT oB8E, AARMESESO ThE2HR T
A RIFA 2] FEORKOERESBEIITS Z
L,

2. AAIDOWEAHBIIE BT AR 4
PEIIHEST L CU R0,

3. THRERAURE) OBHONEEHRML, AKEIOF
P By V2 A A A3 ERAR U 72 b Ol R
FOBREITH Z &

Mk - 0 &

WE, RAEFLaIF=7L LTIA1E45 mg

ZRROEREGT 5, 2k, BEOREBICLVIEE

- N O35
W, EAICIZTLeF=7L LTI50 mg

—

WE, RN 7 4 F=7 & LC250mgZ1H1
|, #AFKLET 5,
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HalF=7

1.7 [FIFE[F]2hdh —Ba3k

Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y 4 FR

HaIF=7 K

TnF = THERE

TN F=T

BT D,

ZRFO IRFH LTI %2R R LRI 1
HIEROEET 5, ok, BEORIEICL
VRS D,

2. 1RO RE 22 e OB A
FhUEEEDOIFRICENT, W, Ak
A= rnF=7L LTI100 mgkRHD
TRFFEI DA BRSO3 B2 LRI 1 A 1Rl
A#59 2%, 728, BEORREIZ XLV B
=75,

ik - HEI
BEE 3 5 H
o ®x B

—

O FUEMEREA] & OGFRIC oW T, ARk
K OVZEVEIIMENL LTV R0,

2. BWERRH b b -HAEICE, TS
EELT, AF2KRE, BEXEIPTIETSZ
k o

AR D el B B

i B b 5=

WG 45 mg/H
1 BCRE 30 mg/H
2 B 15 mg/H

BIFERNCE 2K, JESUT P IEIEHED B %

FIVEH FREY AL

MEMEMZE | 4 Grade EhHERIT 2,
# (ILD)

TR Grade 2 D5 | Grade 1 LA FIZ[RI{E

AN
=)

THETIREL,
Bk, R—MHEXZ
1 e L Tl

1. BWEHORIUIZL Y HEZER T HHAIC
I, 50mgd OET DI L,

2. mlElE, mha ) —0RBICEKFZRS L
%G, AUCHHEINT 5 L ORENH 5.
BHOKBLRT D - OREO IR MR,
DR £ COM ORI 2 Z &

3. IE/NHIRRRE U, Mo BUEEERA & o
PERIZDWT, FRMER ORI L
TUNZRUN,

4. HEYIRARE R T, AAlE L H
LS D BRI & OO CER L
T A ORI E AL g R & U CER
L7256 OB E K V2 M T LTV
AN

5. 1B YIBRARE e R 20k L CARHI & 3
%Y, (BRG] oBEoNE %+
INNCEMBE LI ETITO 2k,

6. TBEHEEIBRARE e B 1o U CARKI & A3

HARNGEBE B W TERRIENZ W2 & 3R

ENTVDLOT, BRERENEE L,
IREANER ) OTHZM])

( TEH
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1.7 [RIFE[RI2hdn— B 3%

Table 1. RERL—ER (FPr7u, ZAEABIUA VYY)

— R B4 BR | Z A TF =T K

TnF = THERE

TN F=T

ZHHATE %,

Grade 3 X%
4 DA

Grade 1 UL FIC[EI11E
95 F TIRIEL,
6%, 1 BpsE L
TEhHEZHATE

%

Grade 1 DL FIZFEIE

DAL, BEE A kg & U2 [EN IR ER
KB (J020302/J021097:888) o EUE% B
7 LT, RE, WEXIIPIEEEBET D

&
N o

w2 x5 & LI [E RSB ERIR BRI BT 5
IRHEIR L e (—Pe )

Page 5

R Et Grade 2 D} -
G5, #L | & THECHEL, @\ || HEMIETFEE
ﬁf&@i‘”ﬁﬁ: @?&, E*ﬁﬁ%ﬂm E|J f—ﬁ Grad { %%( a) LL:—FE: EJ
D R | e L ce ||| T S e i
DIELR) *HHTE 5, REoD
Grade3 X1 | Grade | L PICER | || pypeeht | Grade | BebhodE | RO
408n | THECTHEL, H o -
%, 1 BB L PRI XM | RBFEELL A
TG ZHATX VA =HAITIE, PR Lp)
D, SN '
EReist o Grade 3 X% | Grade2 LLFiZ[alE BB IZPARSE, WSz
FIVEM 4 DA T5HFETIRIEL, [ FO%RCTHE | ol
Bk, 1 BepEiiam L P e
CHEE AR X BaED Az,
5. 1 Y1) 7 R [Al—H &
7£) GradelINCI-CTCAE ver.4.03/Z%#E L 5, EEML, E | THREHE
FENTRVE B
PR &
I U 7=
Bl E
ik
b2l 2 20 LA EAE | [F—H &
T ISR e THH,
1% Grade 1.4 =7E L,
Tl s F EiREH
THRIE i
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1.7 [RIFE[R %)

R

Table1. FERPG—ER (Y Fu, FVENBITCAS Ly )
— W4 FR| X3 I F =T KA TvuF = TR TITA4F=T
50 mglZ
BELT
FBA Y
=8
3 Grade ILLF | 50 mgT
2722 %ET | HH
REE
T 2 Z DIERN [F—M&
BARTEe | THB,
WA =L,
Grade 1LAT | FiREH
IZmiEd % Wrc
FOIREE 50 mglZ
BELT
TR Af
=8
3 Grade ILLF | 50 mgT
22 2%ET | HH
REE
#®Z (& |2 Z DFER D [F— M=
IS DERTER TR,
£R) WA =721,
Grade 1LL T FIEEH
IZmiEd % e
EQLES 50 mgiZ
P LT
B AT
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1.7 [RIFE[RI2hdn— B 3%

Table 1. RERL—ER (FPr7u, ZAEABIUA VYY)

— B4 | X aITF =T KW TnF = THERE T4 F=T

3 Grade ILL | 50 mgT
2% ET | HH
IREE, 7272
L, EREN
fikfoe £ 55 w]
HE & HIT L
ft A B
—HETE
H.7r8E,
ASTXiZx | 3 Grade 2LLF | 50 mgT
ALT 2B ET | HH
REE
LRELSL | 2 AWML AL | 50 mgT
DI e LT=5A PR
i XGrade 124
TicRoE
IR, 7272
L, EREN
fikfoe £ 55 v]
HE & HIT L
ft a B
—HETE
H.7r8E,

3 Grade 1LLN | 50 mgT
2% ET | HH
IREE, 7272
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HalF=7

1.7 [FIFE[F]2hdh —Ba3k

Tablel. FERZDHE—ER (EV7n, ZLESNBIOA LyY)
— A R X aIF =T K xnF =T R T 4F=T
L, FREN
ke e 57
He &l L
=5 E R
—HE&T#
H-HlHg,
£ToIHk | 4 5o Ik —
Mg aEME
b)
i wEE
RIEN TRFEFLHEY B 5 FBRED
A=
Grade 401k | Grade 2LA FIZ | RI—HE&TH
M 70D FETIREE | B
Grade{ZCTCAE v3.0(Z & v ZFff
AR ER O EIIITHR,
50 mg CHBA L7 ICHUE S V- RITER BN
RELEEAICE, #52PIET 5,
a) WITNOHE 3L ok L7z (k3
THIE LRWESIE, #5215,
b) FEEIESER & 72 D ATREMEA 20\ & TR
EDHIWT LB A 2L,
% L AFNE, BERICTOMS TE DEBRERIC (1. AFIE, BERFRICFOISHRTE HER |1 ABNC L 518EZHBTIChizy, BEC

BT, BAALFEFREC 072 mk - R %
FoERiOH & T, IRIEEZSRLT, M
B &I SN DIERNZOW T OHEET 5
Zb, £z, WBEBIMAICHSLE, BEITE

BICHT, S AL 53 720l -
BBREFOERO L LT, R CEEBH
LC, 3850 & MBS LB IERIIE S0 COR
BT L. HISEE ORI 1> T

KHNDE N - 2otk BOhSEoREH
HIHELR, FE/ N ftEE OTEREE, B &
RDIEBIN S B Z LT OV THICHMA
L, A&/l ToZL,
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HalF=7

1.7 [FIFE[F]2hdh —Ba3k

Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y 4 FR

HaIF=7 K

TnF = THERE

TN F=T

DFIZARFN OAFNE R OfaBrit (FriZ A
PEAGZR B ORI P OEEFH, 5
CIZE S ERNH D Z L FITET H1EHR)
ZrolicHil L, Mgzl TrbokbEd52
&

2. AFOBEIZ L FEMFREDS H bbh,

FHEIZE S TEFINRE SN TWDHDT, F)
HIER (P RS, gk, FEVE) OMRK
OVEA 72 iR e i 0 E e, Blgix +
AT H T &, BEBRD G AT
Hadik L, @myle@Eatito 2k, i,
TR AR UL Z NI HET 2O T
T, VR MERE B O S /R BIME I S I B
THEEEMATI e, [ THE - AR
WCBES A EorwE) , NMERER#LS)
[EE AN ERE] , [EXAREHR ©
HE ]

I, ARHI R ORI ORM CEE SR L
THYCERT D2 &, 2, RRAM%IC
Sesrh, B LT DOFERECAH DA
R OERME (i, RVEMEIGZR BB o W HE
W, IRAROEEFEE, EEICE - 2fER
BdDHZ LT AR, IR
I, eI D IR FRIESIC SWTHHMSEA L,
FEEHTOrLRETH L,

2. RENOEGAZ L0 MEEMERR S b b
L2 EDHDOT, HIHER (B8, M
WL RIS, K, FEEVE) ORERR & OWEEIX
RO EE, BEL ST 2L,
BERED NG GIT R E A2 PLL
OB EZITY 2 &, E£72, ENEER
Bk T, MEMEMZERICEVIETIC
ESTREFINSH D Z b, IEEIHIIA
BE XL ZICHET 2B T ¢, MEMM
WREOEEZFEERRBUCET 28545
+oicAro 2 & (MEERS) , TEER
EARNEE), TEXZEIER] OHESHR)

3. BEEAIR L LKA E A2 LD
OF AEIE O E NG R RERIZ 81T 2 V- PE
PROIBIE (8.5%) , FrEll AR
(BFITRE) (R 2 B MHEME B ORE
F(6.2%) 1%, MWAMHEIHARER (3.5%) <,
SN & %6t 52 & L 72 ASHI Hme 1 o
ENERRER (53%) KO ZRIGELED

2.

AFIOPGAZ L0 AR, [FEERMEN
HHbNDLZERHDLDOT, WEXRHRES %
1797 P2 51247V, BRENEDLh
ARG EPIE L, WYRAEEIT D
Zé&,

Fio, SRS MBS AR D5
I RAE L, BRI & T2 & BB %
Wiz, Die &b RGBT 4R I AR
FIEENICHET 2 EBO T T, FBIEMMR%
OEERBIERRFICET 28852 +021T
22 ¢,

FEFEMERTARMERE, [EMENGZE, U ANGE, H
SHRRIZE, SEFIPERIZ DA ORT, AFIFE G+
CHEEL U 7o iRy, TEME R I D
FRIFICIB VT, FECIC DM 5 BE A ERA
FTThD, 207D, KHNZ LALLM
T 2ICHT2 0, FRRMEMAHEE, BN,
CANMHE, HO#RIGE, SRR D& fFo
FEEZTERL, ZNOOAMEEET HRE
AT 2 ACIICEET D Z 8, (T
ERG OHESMR)
LVERRETE, MR MRS X D BOER R
T2 8D EITETIRIED BEIZ 3 0vb 5P ]
HEENTVWDNR, FlcadRieoE W EBEF
L, TORBIER O CEN L7 T Lm0
bbb, RROEHITEE L CXBEOREL1E
EICBIRET 20, +0EET L2 8, (T
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Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

X aIF=T7 K

T)vnF = THERE

FI4F=T

e R (2fFEE)  (43%) &

ERTEWZ EEND, BEICERT 5

AliE,  [ERRARE] OO ENEEARER

BT ORGREEZSRLT, KRHOFR

PER OMERRIE 2 0B L 72 BT, #5

DRGZEBEITET 5L & HIZ, LITD

RbEETHZ L (TERAREEM, [

K] OHESR)

1) KA1 G-BIAARTIC, MWESCTRE &K ORIZ
ZHENE L, MEMEREROE P OIBEE
JERIpNZ & &R LI BT, 507
BEEEIHBT 52 &,

2) ARAFNBEGBRAAR I, M CTHA K& OV 5T
XHREZ TN ENEMIC IR L, M
DORFFHROFRE+SBET D2
L,

BRG] OHEEBMH)

AENL, B CEEIEIC ek E b oE
BIMERT 5 L &b, HEICELTIIRA
BRI E T A ERBETITO Z &)
( MEERY) , TEEREAMERE] KO
[ERARIER] OHEZHR)

£ B | AFN ORI LIRBUEDOMAEIE DO & 5 8H | AR ORI LIBBIEDBEERE O &H 25 B8 | AFI O3 LBBUE OBERE D & 5 &
A EOER (1. HEERES ROBEIFEREICESTSZ |1 HERS ROBHEICITEEICKREGT S 2|1 HERLS ROBECIEEELESL52 L)

&)
AV MR 8D & % A UL T DREEED
b % BE [MEMEMREIEEL, ETIcE

()

HEBEMEN DD, (TS, Tk - &
WCBET DM b, THEERIAR
HE, TERZEER] 0EZR) ]

Q) EEDFHERERE D H 5 B (LI

LTy, [EEiRe] OEBMH]

&)

(1) Fe/hmfafips s <, MEEMRS (WE
PERige, Jilge, HRRIEMilE, SElL
Jifige, FERAAERE, SERFIRESEREGRE, i
=i, NabRESE) OBFEIZ OBALRED
b5 B, MERIYESEDH 5 BETZ D
WEAEIE D & 2 8 [RVE PR S L,
FECIZED AIREMEDR B D ( THEERIEAN

(1)

2)

BVENTRETE, RRRVERTARMERE, REERZE,
CAMEE, BURBRIGZE, SERIPEMIZ £k 2
N ORBOMIEED S 5 BE B2
DEEE L IO & 7R DIEFI SRR ST
%, ]
EHREOEWEE [ REOE(LE &b
AR, B Mg OISR K OB
FERERATERH D, ]
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1.7 [RIFE[R b

Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

X aIF=T7 K

T)vnF = THERE

FI4F=T

FEEl, TEXZEWEH] 0ESR) , ]

(2) FFEREREE O b 5 B [AFHERE R E 23 1
THZERDHDH( TERREIEN oEs
BR) o ARAFIOMmApREN FH 5 AREMED
H5, ]

) HILEEE, BEREOHDBEEIIZTD
BRI O H 5 BE [HILEZELYR S Db
52 EN® L (TERZEIWER OESR), ]

€)

FFHgRERE = O & 5 BE [AFIE S I rgkee
BEBEO EARHZLRTWS ( TRHER] ©
HEW) . £72, AFOMPRED LHNH
bid EoRENDHS ( [HEpEE OES
) . ]

2. EEREARNER

(1) FVEMEREER S LoD Z ERHLDT,
PIER (EE0AL, FRIRIAEE, ik, FEEEE)
DT e ONTE ) 72 30 ) o A 5 45 0D S it
%, BEE ST 2k, £, BEIDR
U CHERIMAESE YT (PaO,) , BhRMARSEAL
E (Sp0,) , MK BENRMERSE /7 ER 2
(A-aDO,) , FiHEHAES) (DLey) DM
BiroZ b, [ MG, THIE- AREICH
WL bodg) , MEEEE), [H
KicRIWER] 0ES ]

(2) ALT, AST, vV v %0 T2 ik
MEEEND HLND Z ERHDHDT, AFIH
5 BARARET M O 5 i 3 i 0 I AP REAR A
T, BEORELZ HOICBETEZ L,
[ TEXZRRIEN oESHR]

2. EEREARNER

() AR EHETDICHT-> T, AFIORIE
RICONWTREICHZICHAT L2 &,

Q) AFOEHIZL Y, REMEMESR, 3892,
T, ARRZEAL, ARSI ORIERN S
bbb DD, T DRELITE
ROMEENEDLONIZGA T, HONICE
AT oL O BEEEET L
L,

(3) AFIDOFEIZ L v MEMRERDLH b b
22ERHLOT, PIHEER (B, W
WL IR, ik, REEOFRE) 28l
2L, WHXMRELZITH>Z &, £z, &
PR U T CTR A, BhIRMEESE
(Pa0,) , BRIMLEEHEEIFIE (SpOy , i

AR ENRINEESR 7 F 7 (A-aDO,) , ik
HHES) (DLeo) oW xEiTo 2L ([HE

K7FEWER] OIEEMR)
4) AFNOF 542 X W ALT (GPT) , AST (GOT),

)

B SRR
DMENTREE, VRN 2 % o B 2R EIE A A3
HZHZERNbY, Bt i-Lsz
ENRHDLDOT, KElOREIZHT->TIX, B
PRAESR (PRIRRRE, W R OVEVEOH ) %
FCBIEL, EMMICIETXRIRE 21T
Z &, E£2, BEDE U TCECTRE, Bk
MEEFESYE (PaO,) , MfifaEIAR AR 43T
7% (A-aDO,) , ffifLHEE /) (DLco) 72 & D
A ZITV, DPEIHREE, VRN %03 5
PNEHEAIIE, EBICABNC X DiEEE F
IEL, AT a4 RIEEOMYRLEZIT D
Z &,

AN B GET HITHT->TE, AFOREMEM
WIZOWTERFICHSICHIT L &I, B
RIS (RBIAL, WRRREE, %Rk OFEE O
HIE) 2HSICBEL, RO LS
AT, BONICERBEEZZ T2 X910
BELRESTLZ L,
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Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

X aIF=T7 K

T)vnF = THERE

FI4F=T

UV O EREE M S EE R HERER
ERHLONDZENRHDHDT, BEOR
RELT G U ORI G- Hr i 80012 e
HEFEMTDZENLEE LV ( TEKZRF
EF) OIESR) |

G) BEETIE, FavFertoftiicky,
B BEHI S O BIER S S CRBLT BT
W, FEFIXEHNICEREREZITY, #
WO DG E T Y 7 L E 1T D
N

(3) AST (GOT) , ALT (GPT) “&D/FHEREMA
BEOLEARS LN ZERHDHDT, KK
FeGfx1~25 Hic1El, &5 VI3EE OIREE
WG U OIS ERE 2 i+ 5 Z E R E L
W, E7z, BEOHEREREEESNA G
TG EIIIR GO IEEEBETHZ L,
THIR O EORWERN ® bbh=gHa1c
i, BEOREBIOEN U TRERS 5 O IdsER
Bafid 7o SO EEZITO Z L,
HEFRIE 70 &2 LMK E BRIRIE A Rt 3 2 IR HE
TUE, ARFIOI PR LIER2E5 3
LBENRDHD, ( THAEEM) KO TH%
BB 2 L FE AN L) DTS R)
EERIRRERIZ B W TRIPENRE SN TWDH D
T, ARHFEG-H O EZ I HBEOERS G
A 1 5 B A B E T A BRCIXEE T 5 L 9
BETLZ L,

FERRAR BRI BN TAANC X 2 QTIER D #f
BEMEANRIR SN TVWAZ D, HEIZST
TLEMRELFEET L, ( [Zofho
HEl OB

4)

&)

(6)

9

3. MAMEM

AENICYP2D6DRAFEIEH 2~ [ [3EEhhE)
DIEENE]

R

PRHEE (BFHICEET 22 &8)

A4 % BRARER - HEE | H8 - fapRIA 1
Jiik
CYP2D6E | Th o o3Al | RElD

3. MHEAEA
AFNE, FFF k7 10— AP450 (FI12CYP3A4,
CYPIA2) IZX -~ TRE &N D ( [FEpEE
DOIRBOESR) . £, invirodkBRIZE
WTCTUDP-Z Vv ) )V R T U ART 2T —
€ (UGT) 1AIOMENTED bii-izd, H

3. FRAEEM
in vitrosBRIZ W T, R RHER T
7 B —AP450 (CYP3A4) TR#@END Z &N
RBEINTWDDT, KEEHEDIEIEIZEE L K
ETHER L ORI D56, R L TERET
5 Z &, CYP3A4IGMEABLE T 5 3AI & O fFH
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1.7 [RIFE[R %)
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Table 1.

RERZH—REE (

vorsa, ZAeABLUA VYY)

— i 1Y A4 FR

X aIF=T7 K

TLnF = TR

T4 F=T

Ta PALTRIEA | CYP2D6 A KB CEICUGTIANC L B 7 vy m g | 2k, AFIOMRBHLE i, Ao
T | s || FOEZ 28 L MRS | 65 LAY 5 AR5, £, CYPIALH
L%VF Kﬁﬁﬁﬁ@ Tﬁ@%%é H5 ([ZofoEs] OHEBH) . BAIE OGFIC Z 0, REFIORFHAMEHE S Fuif
SEA | et | B IS || B BRI B 2 ) P AU Y% AIREMED B 5,
phel g ﬁ@%ﬁﬁ%%{ B EFT L0 A4 BRIRAER - H | H8F - falRix —7, REiZin vitroBRIZI VN TCYP2D6 % FH
i*?j f%iﬁg# RAERD D [EWRTS T ETLHZENTBINTNDHDT, CYP2D6IC
;;i T CYP3A4MLE | &7 b3y — | CYP3A4ME L0 ARG S 4L 2 A D FEA D i R B A N &
PAENTHE #l WV ERKEDE | HE DU HLHRERDH D (FKHL A T rr— LD
(A 7 rhad B¥ae, & | 1o, A& AT, A 7 ve—LOAUCIE T4 T35%H
i L FIOAUC (| R & ML) .
fl ’EZ% A hFaF | RfE) 286%, | huiEFE || FHER (BFRICEE T2 L)
koL Vb Cuax (FPAE) | 2SI 2 AT SHI4 ERORIEIR - H | B - fERRIK
77 77 An B69% EFHL | BN D B, i 51k +
f;f reE TR seE || Y | CYPIAdTEAl | AAOMmEbE | AHOREI
B RIETH | EMETL, A | 8 NpH % T AR~ Tx= A, FEMETL, | 3E
#l AOFIHED | HIFLT0, K Ay IAABE Y, | ERIEIET | CYP3A4A B
TabhrRy | BT BT | AloRI ST o i
SER (5 | inbaoc, | FL, AFOML Arore Vo77revy, | 2BTLDNL | HLTHDZ
RT T — )b :n;mﬁﬁ ¢%§ﬁﬁf v SNV — g | B, AFIEY | D, K
) éggfgg ng”wM) T 4 F Hw), TrrErvy | RSk
5 &, S A YFF ZOFH LIZ L | CYP3A4FHH
U e Uy &, KHIO & P
FxF e (St.John’sWort, | AUCZSELM T, AHAIDOR
L5 Ty b Va—r | FEEOR HASTTHE L
TL—77 ReTU—h) EH | 17%2B L | FIREMET
=YY 2 — A 7 T 5 AIREMEDS
2 3 H5,
CYP3A4i5#H V7y o CYP3A4F#E CYP3A4BHLEH AR OMPE | A ORBHZ
PFIZER CONFIDENTIAL
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1.7 [RIFE[R %)

R

Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

HaF =T K xnF =T R T 4F=T
pall L ARHE | FEE O T —VRBE | ESHIL, |
V7rre | TS L, kY, AAI EA (b ZaF | RIEH OB | CYP3A4AH
v AFlDAUC DR TCHE V=V BEROERE | L Tn5bi
Z7xz=} (houfE) 2% | LidErp s ~/mIA KR | ERAEINTS |, Aok
2 69%E T L7z, | METT5H PAEYE (=) R | BELARD 9 72CYP3A4
TR~ B RN H D, av A VUE) | D KAlEA | BEAIE LD
v UbhFen, £ | bTaty— | §FHT, KA
Tx /)N U EVERERE NEGH L. | OREEE
B4 — S A Za ) L&, REO | SiumHEE
AT UL Yy, DVFTEL | AUCHKIB0% | MEEINT5 w]
A R, XT8N LT=, HEMED B B,
(St.John’s IV R S5
Wort, & TL—TT )=
fheva—v Va—A
Ko T—1]) 7a bRV TH | EUWEREEE | AR O
AR = WIEDFFE T | ASpHICIKTF
& FRATZ = LT Ltk THZEMN
gy 7n 7 | HE7r 7 | CYPIA2ZR O e v, KElom | 5, HHNpHA
=l A mi b | CYP3A4ZTL Hy-2 AR LA HIREEDME T | FRERIC L5
AEEOAT | ETH5EHIL FoFUUER | TABENAR | LIeRBETIC
5L, KElo | OPFHICE b b2, WAl | BT, K
AUC (BT | b, KA ZHWTH DU AME T
B 7339%, | #AEHE S 6~THREICH | L, TEHIK
Conax GBI | iSRS ZVHEWNpH | BT okEh
i) 2317% E5- | N3 % wreE ZSLLLETHE | b D,
L7, M5, FlLizEZ
Ia Ry | ARATTY— | R EN A, KHO
PFIZER CONFIDENTIAL
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1.7 [RIFE[R %)

B

Tablel. FERZDHE—ER (EV7n, ZLENBIOA LyY)
— WA | X aIF=T K xnF =T R T 4F=T
7B N EXENEDE | pHO EFIZ X AUCHHKIS0%
FATT MT2aL, K | v, REOE Wb Uiz,
V=L HIDOAUC (%% | MREMETL ILT 7w INR EF-R0MH | B IR,
% fEEIfE) A5 | WM R 238 &b
A6%IE T Lic, | DAlfetEnsd 7o & OWENR
%o bbb, KH&
H2ERER | 9=FY ¢ | §NpHO LH o7y
Z:ll ARZEGHAT | gLy, KA R 2%
F=FTVr | DL, KA | OBMENK AT, EW
% AUC (BT | T LB AME iz ek
B 2333% | T 5 AlRedE SIS T
EF L7, ndH5b, XUZINRODE
PUikEin 3 INR¥AIIRCE | #F R =X —E1TS
U7y W5 HH 25 3 & Z&,
U LbhhizEo
% WERD D,
AL UL
77 U rEjf
Mg
X, EHRIC
MREEE AR
ENZA=T =%
B IR S
INRF)ZAT 9
&,
ZoNa (BUE) | BUEIZ LD AR | BUEIC LS
ADOAUC (G | CYP1A2D#H
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Tablel. FERZDHE—ER (EV7n, ZLENBIOA LyY)
— WA | X aIF=T K xnF =T R T 4F=T
) A64% | Eizky, K
R L7, FDAHHTT
HE U i A
ERMMETT5
AIREMEAS B
%o
4. EIEA 4. EIEA 4. EIEA

{LZRPRIEIE D 72 EGFRI& {5128 RGO B R

REEZRHELT - B O IR/ MR e B %t 4 &

U723 B S E 2L E B L R IR 2
T, AEIREG S n=22761 (BARANBE406] %
i) #2206 (96.9%) IZEIERANRD b7z,
FAREWERIL, THI19341 (85.0%) , JNFAZE140
Bl (61.7%) , AANZK (MENEERK, 774
PEIEEEEE) 13561 (59.5%) , SIBRRRREA11141
(48.9%) , &5 « BEIKEIBIREDS « FIBEME RS
220 (36.1%) ZEThotz,  EFEKE)

(1) ERAEIVER

1) FIEMEREE (2.2%)
MMM SR (FEEMmE, MlEg) 28656
PN ERHDHOT, BEOREE I
BEL, BEIRDSNEHEITITAF O
HadikL, A7 aA REFESOEY) L E
1ok, [ S, THIE- HEICHE
WY OMH EorE) , MEEkS), [E
S BRI ] OHESH]

EGFRIBET-25 SLBG 1 D FE /Nl i frti s D [
WS IAEBE ARG (— R b5 (10341) ,
E N EHHERRAER (1561) , EPNFE TRk
R ORI (USRI %
*tg L UT-EWNEIFERRRER (10841) (2
B TARKI BRI % 52 1 72 22 MRt
Lp1226451 4, 22661 (100.0%) ZEIVEMAA
RO LI, FREWERIL, RZ22141
(97.8%) , THIIT3BI (76.5%) , FIEHLIE
16161 (71.2%) , FRFERE14341 (63.3%) %%
Tholz,  GEPNERNERE— R FFRED
RIS SIENVEGHENISY

FE/NHRRATRE (CIRIELIRE) Zxtg e L
T RFEME AR E (2FERE) k0T,
L AT R G A519,909451 H17,83 5451
(79.1%) ([ZEWERZFED bz, FREIE
L, BRI D3956,06001 (61.2%) ,
THI2,12061 (21.4%) % Th o7, HEMEM
PEHRITA2901 (4.3%) ICRDHDBN, TDIHH
TN T TIERNE 15361 (1.5%) Th o7z,

BERIFRAS A Ly H 882507 10 A0 T ¢ T
DIZBWT, AR ERH R GUERI3,32251 11,867
Bl (56.2%) WZRIWERAARED S, EREIERI,
#9256801 (17.1%) , HFESREEE 36961 (11.1%) ,
THI36THI (11.1%) , 2PEMRESE - B2
19341 (5.8%) HThov-, DfEhiikEE - B
193610 5 B, T5EIMNFLE L, LEVEFFMh
BIEBI$K3,32201 HF D FE L FRIT2.3%, VLA
= WVRPE 2 FEERAE B AR 19361 O BT 1
389% Th o7z, (200448 A W)
[ PN BB TIURR S5 R 98 14 BRI 3RBR (V-15-32) 2o
T, AR T GHE 51244051 123341 (95.5%)
WCRITERAZSRD S, E2RBWERIL, 2158641
(64.8%) , TG (46.3%) , FefGwits4s
(34.4%) HTholz, 72, 2MEMEE - ME
MEMIZIZ1361 (5.3%) T, FD 95 BLITHEIE3M
ThoTl,
HA 1461 & Ete 7 27 [E B R 45 TR e At
B (IPASS) BT, LML SIEF607
BIH538%1 (88.6%) IZRIER S v, F72E|
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HEDOTH (8.4%)
HEOTHNHLONDZ ENXDH D, FTz,
BEEOTRIC > THASERZ S 72 L, Atk
BARRICE S TIEF B HE SN TNHDT,
BEOREZ HHICBIEL, HEE (X7
I NE) oL, MREOHYLEZIT
L bl RAIOIREE, BRI G- Pk %
EETLZE, [ Uk HECEET L4
A EorE) omESE]

EEORERE (31.7%)
JERRRE R (13.7%) , JNBHE (7.5%) %5
BHLONDZ ERBHDHDT, BEOKRES
B L, BENIRO LN HEAITIEIR
K, WEREOWMULAEEZITO Z &, v,
VBN U CRER =235 X 9 BFI
BEF2Z&, [ Uk AEICBEET L4
A EorE) omEs]

JTHSREREE (28.6%)

ALT, AST, BV EL%D FHALE D i
BEERDSDONLZERHLDT, BED
WRREZ T ICBIEZ L, REDPRED ONSHE
Wi, ARAIOWRE, BETRGTIEZ5E
T2 L, [ THEEARARANER OESH]

(2) = DD EIVEH

LUFD &5 I ERDB & & b B A1,
BUZG U Tl EZ1T S 2 L,

N
Vi

7ok, MEMMEBFEBUEGICI T 58T
B OEIG1E35.7% (153/429%1) TH -7z,
(2013452 H 4 5715)
R & b5 & U7 ENSS TR ER AR SRBRI $
WTAHKIE F L Z et O EESS
VT 72 R kG 10661, 1054
(99.1%) IZRIWEMIAGE® Sz, EegIfE
AT, SEEEBZORBZ95] (93.4%)
A ERNE 8561 (80.2%) , I/, &
BRAESTIH (72.6%) , ~FZ 15l
7661 (71.7%) , ~~ b2 U > M, &
KB A T30 (68.9%) LEThoTz, (R
ZhHE - ZhIIBINIAGREE)
IR 2 KPR & LT R E R I BGETE (&
FRE) ITBWT, ZEEMEMRENT oS 51 843451
1, 70461 (83.5%) IZEITERIDTRD Hiviz,
FREWERIL, SIERRRIBE ORE 5336
(63.2%) , THI1476] (17.4%) , BECKRIE
12761 (15.1%) T o7z, BEENE S
125201 (6.2%) IZF8H B, D 5 BT
WCE S TERNT2H] (02%) Thotz, 2ok,
WVELPE R BRI BUE B 31T B AE - fHl o%l
Al33.8% (2/5260]) ThHot=, (201448 H
SEFHRF)

(1) EARZREIVER ™

1) MEMERZRE GENRREES4%, B
6.4%) - MEVEMIRE (REMEmZE, il

YERIZ, 292 - SIE39401 (64.9%) , THiI2544

(41.8%)
ks, AR -
ZD O BLIETHNIIFITH -T2,

, PBEJEHIER1430] (23.6%) % Th -7,
MM A IE86 (1.3%) T,
(GhEE - R D

— 2L W KRR
(1) EXRAEIEM

1))

2)

3)

4)

PRI, MEMME (1~10%AK0) &
PRGBS, FVEMEAR S Sbhd Z &M d
0T, WEXHRESZITH 72 CBlss 1|
ATV, BENEO OB, &S
ZHIEL, #URAEEITI L,
HEOTH (1%  BEEOTHND D
NDZZERBDLDT, ZOXIRIERDD S
DNTBEEITIE, EITHEE) R & & 1T
Z &,

AR (1%Am)  « TH, MEA, &P ST Ak
PRIZED AR D HONDZERNHDD
T, ZOXSRIERNH B b,
BRI R LB EZITO 2 &, B, K
WL W BARBICESTEF L HE SN TN D
ZEnD, MBS U CEMECEEERA
ETHZ &,

FREEPE R S SERIARSE  (Toxic Epidermal
Necrolysis : TEN)  (1%A5) , 5 EREARE
7R (Stevens-JohnsonJEMERE)  (1%A0E)
SIGHEE (1%A00) « P atER A R ARE,
FEEHEEIRAE GERE, SZIALEEN S bbb 2
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i | nmz ol ee, o |— ) RbHbNEIERHY, FEICES RRALE AT H 2 &,

" A (S - FIEBI G HE SN TWS, RESRD LN |5) % (%K) | FFHAERSE (10%F) |
ok | npe | s TG a IR OR 552 RIEL, AT rA TIE (1%R%) , A2 (%K) X,
H75550.59%) . | L |3, i RIEFEOBY) 2 EZITH 2 &, AST (GOT) , ALT (GPT) , LDH, y-GTP,
. P 2) % (/NGO 1%, BERSEIER | ALP, B UL EL O BS54 5 fFHAerE
T U W), FFRA GRIRILRE0.1%A0, |  HESHLDNDLZERHY, FREICE-
S [ TR RY) | IFFRSREREE R/ NN PRI HE S TWE DT, AFEEFE

ot . | i 1.5%, J#HE4.7%) : ALT (GPT) , AST (GOT), 1~2% A1, &5 WITHEE ORI T T
— EUNE YO LRSS WS THERE | IR 2 BT D 72 LB E AT
5 ERB LA ERHY, BT, AR | W, BEEOIFEIERAIEEENRD b5
" I X BB E o RG] b W ST D BiTiE, HGEPIET S A S A E 1T
o P — DT, BEE ST, BRESRD LR 5k, (TEEAKANES OHEBMH)

o s s | AT AR OB G2 P IET 572 Y, |6) MR (%K) , PRI (1%

o ﬁﬁ’% YR IE AT S &, MR, HmPEBERADS S &b s = LR 5

i e }’Wﬁ 3) BEOTH GE/NHIMEL%, BE DT, BENRDONTHAICE, &EE5E2F

ot o 0.6%) : FHIBDHDNDZEBHHOT, | 1T 2Y, WYURLERZITH = L,

- o BERIEIC L 0 LS (<5 3 15 0 |7) AMIEE (%)  AMIEESH S bRS

= e T F, WS OEOAMEETTS L i, | ERbBOT, AL, 0,

R RAOME UK E S5 2 L, b, | W7 37— Pl LSRR DA
ggﬁw EED TR, Bl W, SRRIRICED | A E APk L, WORNEETS = L.
. JRATEIRZ X 72 L, BARICESTREMDL |8) MBI (1%AKRF) , MBS 1%k
e WESNTVWSZ EnD, KEGUTE| W) , MEEHD %k : MEEEL

R | AR HHL R, | — R B 21T 5 2 &, WICE RS, WIEEHLA S Sbhs 2 &2

(16.7%) | ¥l BR | HRAR 4) AMEEARA GV 1%A, Mo HHDOT, BEEFHIT, BESRDD
DRIE 02%) : AMBALEOEELBRERS | NBAE, R ETXH, CTSON
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— WA | X aIF=T K T)vuF =T R FI4F=T
(IR BHLLNDZ ENHDLDT, BEE 45 HRRELITO, AR OREE TS 57 L,
ne) g AT, RESRD SN EACIARO | EERLERT 2 L,
fEge, 1A BHERIET D72, BORLEEZIT 2 |(2) FOMOBEIEA
P b 10%LL E | 1~10% | 1%
e | — T 5) EEOKERE  BEOKRERE [JHEHK ERG
- RS BSOS GEIMIKIEGS%, W || 2x 2 )5
e s % nf | ae 4.1%) , JNPAZEONOREE  GE/Nbia W,
qES | % B #50.8%, MERE0.9%) , FfgHzMR - FOE AR Bk
SR | B GE/NmBuTRE0.3%, FER0.2%) , MFEE || & ¥, * | NOREE | JE, K
(O, B GE/NIIGRE0.2%, BEmMEERH) | 3 PENE, T H I,
) FERFERE GE/NRATE0. 1%, BEFE0.1%) %) R e i i
A VA BHOEDLNDZENRH DD T, KK ZWE, M R RE %
&, 8 WRES 270, MOBRWLEEIT) Z L, F faz X
TR, 7o, EEOREMERBZIC, KBEE, K DR
. HILSTE 55 D RS % & OF L 7B 1) & 1 S R
S TWHDT, BELE 5 T, BERE || ppeEd MRS,
o D OENIGEIITEE R LB AT Z &, RiG 25,
% e 7k, BEISCTREREZZTHED 14,
) BEICHRETLZ L, AR
6) FZJERMEARSEMRE (Stevens-JohnsonfiE i) B AT,
R | — — AR | — P ‘ ‘
s (#F/J\n’:ﬂiﬂ’ﬂﬂmﬁg.l%iﬁﬁﬁ, e AR AR )
R SR SERARAE  (Toxic Epidermal b 5e i IR, U | PR
s | — Wi, | B — Necrolysis : TEN)  (BHEEARB) , ZIHLEE o, Rk |
RRU HHE, W, G/ MERUIGRE. 1%, WER0.2%) : Bz R
wa el PAgGIE, | AR FERE MRS, o 3R AR R, e
i VLG L SIALHE S O TR 72 ARINE « FIBPEO R | R
i, #h BN D HND 2 L RBHOT, BEE W i
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— WA | X aIF=T K T nF =T BT 4 F=T
e FANTATV, BEDBRD DNHAITITA ik
o |- PR PR FOBRE & RIS 522 Y, HWE20EET || Pk PR RE S
oy sk | B o= & & (AST
b T 7) WEE AL GRS 0.1% A, e (GOT)
- TR - 0.2%) , THLEIRE GE/NlAafiEE0.4%, A,
T JHEFE0.7%) , AL H i R/ INHIE 9 0.3 %, ALT
R BERRL.S%) « LB AL, WL, T (GPT)
b | LEHILA S S DN 2 ERDDDT, B )
. BE ST, BESERD SRS || e A7
— I, TSR, REEXHR, CTEONLTE /it JiE, =R
o ATV, AFOR G AT 572 L, ) »
fys—— REHITH 2 &, Z it St
" 8) FAMZETL G/ NAFLITEO. 1%, Wi INR |5
Py E— FERB) , M GRG0 1% D
- W, WER0.1%) : AINZEL, AR S LR AV
= HbND T ENRHEOT, IS REN FF=y
R — WPORIAL | B B SN A AR ORGE R R S LR, E
1 W, v, |, T ek, EYRLEEIT D&, EUR, %
RO WL, | LoV FE2) FE/INIAE |- 35 2 1 X EGFREHE T #h
el PG | Xtk ZESIGPEI O BN S IRARRIR SR (—UAL v BIC % 2% b bR 5 aIciE, B bIciR
* RIE, | AR, L), ERNEHEERRR, ENEE | BamE a5 e CEE A LER TS - L,
RBE) . | BH PR OEN IR (UL | j0) SR AT h %, BFHEREEIC M
R, R, % W), HeEMHRETEE (L) (C S ABAL DD,
il P UIRPREME) ICEES S RM LTz, BEHEICE | 13) thoowpiik (CEICREHER) (R LT
% T DB, ENEIREERRER, BEER | w2880 55,
i PR (EFIRE) ICESSRBUI. |g4) v 75 Vo L ORI 206 ORERA
BE, | — — DU A A WA OBERRBE UL AR R EICTHE SN HHbIL L ORENH S, ( TFAEMEM)
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— W4 | X a I F =T KT TaF =T ERRE T4 F=T
175 K I TZEIWERIC W TR & Lz, DI )
UL (2) DD EIEM™ RHEITRERIRE [ Ly Y EE2507 1 A~y
b WD &5 IREER NS B ONIEACE, |74 7HE Db L, A, AHETR
s | S | 0o JERITIE OO, ARIESE O U AL E 2 | D B V7R - T FIERTC DU TR Y%A 12 Rl
b 2o, |5 fro=c. L

[FEPRR p OB AR BIE3%)
o 5%0L BT | 1%8 5% 1% A
- S FS(
RO | — — A - -
K| SRS | R R HI
R e - . A
- 0% 37 SIBE, BE,
= A
(62.0%) , B2 RETE5,
P
. R R T Haf,
=, WK
’ Rtz e S
I
" (9.3%) , JI 7, K&
i B %D wa,
R | — — A Dl e
KU Ak 8.7%) , 5
Gl ML EIE
s | — FIRGE | — *
= IR g R, 4
Rtk | &l |E&EAm K~ 2 = fgs, HRAR
ek | (250%) |, &7 | R %, WER/JE
o AT v | A FEORE,
MRE, E |5, i R,
YL |y IO
5As, BRAR,
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— W4 | X a T =T KA v F = TR BT 4F=T
WA, A% | m—n B,
Jot |, i, s&
AE, | 5 e
Wik, 7 JFF ik )% Al-P 5.,
A= v k5, | LDH LA,
FRR | % | ok |l | SR ALT v-GTP LS
OB | 6L7%) , |GHBE B |mE |56 R (GFT) k.
M | SHERIN | %) L % M |KoRE o AST
& % @s9%) , |RsE BB, |E (Gom) £
FepiZ W, X9, [WEME (M, % s
(10.6%) . |Neibe |wom s ||| F# IVTF
R | Wk, =¥ b,
(29.5%) , | HHL, BUN.E5,
75 FERE (4 | BT LR, IRIE
b, W) | M E SR
(19.8%) . | B, e M 2. LR 3
Fe35 - HOIR - | R &, AR
AREIS 4L | B i i, A
BEVERZISS |95, AU, Ry, AF
(6.1%) , |%®iE HERIBD,
Tz QR U BRI
Pl N D, IR
St HE, INR -
(14.5%) L=
It ik | T o, WE| R, JEE,
(20.3%) 2 (22.6%) , M, AEL | B, oW
1% W,
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HaF =T K xnF =T R T 4F=T
EapRAR | EED Mz v (9.5%) , & g, %
is (10.6%) TF= BRI TI7—%
s, (7.0%) o,
HRL R R
KRR 523 S,
B, i # WY IR, 1%
LA i, W,
F R A 1 e SR
R¥FF— Kt R | AIYE, B
B, R Ji, RENME
i H R H WEV, K
s, i =2 —
17 v h o NF—,
U AR 2 Bk
Ty A — Zz0 BYYE (B2 | B R
BHIN ity FEREG, M| W, R
FEUFRE Y, ERRIERE I AHRBRIC S <, B, ER | b, T
PR $Y0 NT IR
%), B2 | 4, CRPL
S, FEE H, vENE
957 JlINEENEE =S
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5, M
FH, BE
s, M
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— WA | X aIF=T K xnF =T R T 4F=T
| | | st
H3) BEISUT, KERE=2T5L5 8
FHaffETsz L,
H4) IROEENH LbNIHEITIE, BEHIC
IRBIHRR A 21TV, BEEIRLE 21T S 2
L,
B (a2 e s e offHEER)
(B EEARIIE)
5%LL E X 1%Lk %A
FEE A 5%A i
B | SUERREGE | TRIERERE, | ALBE
&) EXOL 23 FEFE SRk
(66.6%) , | &, BfEHIBL
NGB )
NDkEE
(11.8%) ,
B S W B
JE R
(11.1%) ,
FREEIE
(8.6%) , i
£ (6.0%) ,
B E
AEX, R
e
R | SRk A,
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HaF =T K xnF =T R T 4F=T
ARz 45,
AR, %
i, AR
/JEED
L
A& | ALT (GPT) | y- GTPLEH,
7 09.5%), | AlPLESH, v
AST (GOT) | Ve b
EH (85%) | &, LDHLEH
K ik MR, JRHE
HigE, 7 v
TIF=rFk
H, BUN L&
JilIRT(3 LIIRANY 735 % U 2 RER M 1Bk
(18.1%) , | 7, Mfu/esE | #8n
Frm sk |, BBk
(17.7%) , | &, GFERER
H 1fn. b
(17.3%) ,
A ER
(16.6%)
Mk | BERER mH7 < HEHORE
e (21.5%) , | Z—E8m, | W, 0W
TR HIg%, M | ok, &
(21.0%) , B, I
H e %, H
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520 Shitimn, ek | A
Kb | BRERE N T
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H A
= AN
F—, 9
O, BH
bl
D | T R R KL-634
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FE(82%), | BAWA, M | =L
77 | FEELS, 7% | Tr—
NV 2 fE, (A | A,
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JYE (B
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5. EmE~ORE.
— R E R I AEESENME T LD 2k
NEVDOT, BELTHRETLZ L,

5. mEEES~OKE

— RIS T, AESENMET LTS 2
EMZNDOT, BEOREBEZBE LN HHE
5352 &,

5. mEEESOKE

AAND B FRABRAAE 25, 65m A L & 65 T
A AR BE K OVEIE 8 BRI DN # OFRELC
AL TR, L, —RICEiE T
AFBRENMET LTS 2 ENRENDT, BED
REZBE LR OEEICRS T2 L,
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X aIF=T7 K

T)vnF = THERE
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6. R, pEfE, RIEE~O®RE

(V) W O EIZ BT 2 MR LT
VDT, i XX EEYR LTV B RTREE DO B
DIMEIZIE, IRIFE OB SN E R
L EHE SN DB BICORBEETL L, R
LEB/TERETLHAE, AAEGICE DA
BADY 27 (IZoWTHREICHIHAT S
Z &, E, HRVEEA MR L TIE, AR
Fe G- R O A i G- 1% — e IR, @807
BEEZAT O K OHET L2 &, (BB
(7w b)) TlE, BYAREKROMEMEAETRZR~
DEENED LTS, ] [ [Zofonr
Bl OEBH]

Q) TP oIE, BLERIESED 2L,
[(AAlOE MALHFR~OBITIIARHTH
%, ]

6. R, pEfE, RIEE~O®RE

(1) Wb SUTHTHR L T 2 FTREMED & D st ANIT
1%, RELoOFRENEEmIEE LR D &H
WS AL AEIDHREETHZ L, Rlek
BPEET 25681, AFBEICX B
~DY AT, ARIRF WO fERREIZ OV TR
FHICHoHAT D2 &, T2, HRET LA
HEED B 2 NI 2 85 2 &,
Uiz 3810 BRI 22, BB
T, WE (VX)) BBOER AR
WD (¥, v b)) B@EINT
Wb, £, BBEF (F v ) ITBITT5
ZERHESR TS, ]

Q) BRI ET H5E101E, BALE LS
o5&, [(BATOREIZET 222
ITHESL S VTR, Eo, B ER (7
N CTHHHICBITT 2 Z&nmEanT
W5, ]

6. dE, pER, WIWE~O®L

(1) R SUTIEIR L T B ATREME O & D AT
WX, BELEORRENERM:Z L2 &
SINDILAICORELGTHZ L, RLEH[T
BT 5561, AARGIZLD ) A7
WCREIC BT 2 &, TR R O%
LRI RT B ARBRIT RV, B ER T
REEORD (THX) , EFHERKOM
B (Z v M) FOHAEROBRHEE (7 1)
BRDO LTS, ]

AP O NITRET 52 L3R, b
BPRET BRI A TS5 =
Lo [BMWER (v b)) THLHP~BITT
DT ERRBDHLENTND, ]

AFN B G- Ot NTITIER 28T 2 K 5
THZ L,

2)

€)

7. INRE~DEHE
RHARER, #HAER, LR, SRR
KB ZAMEIIRENL L TRy (R ER A3 70
l/\) o

7. INRE~DERE
RHAERER, HrElR, LR, ShiRUI/hRIC
*3 D L EVEIIMEN. LTV R,

7. INRE~DEE
RHARER, #HAeR, LT, ST/
T ARAEMEITHEST LT (EFHRBRR 72 0)

8. WmERY

B ER R EE O FE, %95, ALT (GPT) ,
AST (GOT) @D ERFENREBTDHZLNH D,
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PR U CH R LB EZITH 2 &,
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R LIEEE, BROESEEDHPRD LU
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(2) 7> bEHWZ6» A KERGHERBRICEK
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FESHE M OO LR OFEHEIFRO BT
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(3) & MR Y BRI B YR B R
BRIZBWT, Qe it et a r L
D, AR A T DI R SRS AR BRI B W
T, BRFHIIRS ehotz, £, Foth
HA AW D/MERBRICIB W T, BRRIRE R
(AUCKIECpa) PIITOREDHREETT v b
INEBFEIETRO Do 729,
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(ECOG Performance Status : 2-4) , [/EM:
JE B OE D SUIBERE,  HREYE O A 0F X
VEBETE, MRUES XM RAZEME R B D&
OF ST BEAE S TRV A8 B - D fE
R & LTt Sz, (2013452 A 45t
)

EWN TN U7 s &t % & U7 Reeff A
BARTAE (&RIFRE) (B2 2L EMIT
DFER, MERBOEOI IR E, FERD
R R g B3 YR I iR B B - B O 1
BEIR1- & LTRSSz, (2014458 A 45t
IKF)

(2) MM I\ T, EGFRE 51 RO A 1 % R
DI FENE U 7oA FREARTBIR O T IR
AHRR A B A xR L LT 2o OB ER
KRN ER S, 77 FTFEE2EDRE

9. ZFOfMOEE

(1) WS THENE S N T ALFFIEIE D 72 WO HEFT I/
FBE At B A & LI22 0 O RRBRIC
BWT, ARl LAy EoftHIZEY,
FIE DU BRI D O F8 B AT P BRI 23 B
n, BEREBEAFIEINE, 72, BRICE
WY, AFlEE LA oM TEE
PRAFRERID, BRI 2 )
HEINTND,

ENCHEHME L7 FrIFAA T Ly 382507 1
AT T 4 TR NTB T D LI BT DRk
R, BUERES, 25REOEWERE, KFIE
HREOMBMWEIGR OADE, (L RIERER R A
PERfiRE S, FREMEMIZR ORBIN T & L Cls
INTW5D, o, 2HRECEVNEE, B
HERTFHRABRRTF @FEL) & LTRES
LTV 5D,

EWNCEE L7z TR/ NliaitiE Rk 5
7T 4 F =T RO T ORI

- VB MR OFExE U R 7 R OMERIE T %

2)

~

3)
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Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

X aIF=T7 K

T)vnF = THERE

FI4F=T

HERE (FAV A VAT TIFY, K
ORI VXX HIVRTTF) LR
F oo [FIREOF I CERAR 22 AR R &
ol OMEND B,

(3) MEAMZ I\ T, NSAIDs & O F HE I B B HY
MAFHR L& ORERD D,

@ & MNFIz7ey—AaKk0t NEETHBLZ
HOUGTIALZ W =RBRICB W TE U L
ErDINVT v A OERED b
TWBZ EDD, GilbertfEBERSD 7 N
0 A B UTUGTIAIE R ENME T
LTCWSEETIE, MU e REN
FRI B BTN B, T, WRBERET
FIZUGTIANC K B 7 V7 a VA %%
oA T KR O3 &
OABEAVEHOTTREMN S 5,

(5) A X & W= ER R &5 FEERBRIC B W
T, BHEDS0 mg/kg/ B BETAMD Bg (7%
JiE, VR, TEBE, L) @O LN TVD,

(6) 7 v N XIEA X% T KRR N Gk
REUCBWCHEE (BEOEME R ORIE
F v b, BEREOWE : 4 X) , g (iF
ARLEESE . T > b)), Wk (THI: £ X)),
e (R FLEEESE R ONRMAE SRR ¢ T > b
KO X) ROYNE (FifE : 7 v b) ~D
EENHREIN TS,

“4)

®)

(6)

Baft oo ak— Nr—2Aar ba—
NART 4] (V-15-33) NZBWT, AHID
SNERREE - BV RE DAL
T ARV AL, IBEEROBFEE RO
D EFREE LAy X GR¥EA ~ X) ©3.23
(95%(EHEX R : 1.94-5.40) ToH-7=,
ENCTEHE U721 3U32 1 2 A v DALERRER
BWIREHT 5, TS TUBHI/IVED X
VAT RS FEE O R/ NIRRT S FRE & ek BT A
Q50mg/ A E) & FEZFE/L (60 mg/m?
Peh) OELFM % i 2 SEIITE RS ST
BERERA (V-15-32) 2ick\W\WT, 24&FH
MoFRiEE, Ly PRETILS A, FE
2 X ARETI40 HTHY (NTF— KRk
1.12, 95.24%(5#H XM : 0.89-1.40) , &4fF
BT D2ARHFID R & o4 53k
LI RENR o7,
WS CFERE ENT21~21 D A v DAL FIRIERE
D & B 3 X THETT IR/ N e e FR S & )b 5
& LT EEA (LT T & Rt R T S WS 1A
G RRBR (ISEL) THBW\C, JEEHE/
ZhRCILMEH FINCH BEEZD RO H AL,
SR BE K (HR=0.89, p=0.09, HFRAHES5.6%
Avs5.1% A) , By EETE (HR=0.84, p=0.09,
HgLE6.3 s Hvs 541 A) THEFEHFOLER
IR B BEZITGED bR o Tz,
FERGIR O — R SKERBR I B\ T, ARIEILE
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Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

X aIF=T7 K

T)vnF = THERE

FI4F=T

(7

®)

B A CQTHIMRDIER 4~ 3 AIREME D & 5

ZEMLUTOLTRBENTND, 4 X7
I v e O T RSB (in vitro
) ATBNT, ARIETR R AR B R
M &R S48 72, £7-hERG (b BN
BY T EF xRN DaY T =y M a—
R 28In ) 2RI MEFMR L
= in vitros W BRIZEB N T, ARSI TR AR
PEF Y U KA R ERERZRE L, O
DS EZ RET DRV GO, &
BIZA XOT LA MY —FEBRTILLERITIE
A FHNCH B R ITRO bl o 7o

25, ERBIZ QTCHIFE D 5 5-HifE & ¢ 51420
OB ZRE L7ofE R, S mg/kght 58 D64l
1, 50 mg/kgd G-HED 6B H2611210% % #
2 %5 QT MEDIER DSFRD HALTz,

A X & T ARG BB O D E IR A
TiX, BEEMEDH HPREINFEDLE R K OTE D
BET v v 7 PNEER O DEBICERD B
72

Z v M ROA X & AT &S 23R T
i3, BEBRROBREHMIKFETDHLELD
NAABICRIT 2 8% CBEWL, RERD
AR LR OFEME) BRHhrbnl, Thbond
5, ABRBIIA XITBWTOLED HiLE
HOO, EHFRBE TR W THIER I
B Ligsotz, F7z, 7 MAEAIEET
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Table 1.

FRERDR—ER (EVr7u, FVEABIOA VLyY)

— i 1Y A4 FR

X aIF=T7 K

TLnF = TR

T4 F=T

JNZHEWT, AEIEHEEBIEIE 2 H 00,
BIEIEE Z 522G T 20 &V ) LT o
HLH DY, EBEHEEE CIXANG AT %84
B E CICERBm L-0lcx L, K¥EHs
fE (40K V80 mg/kg/H) Tik, ANEHER%108
F T IT 136 TEHE L7223, ANERS 1484
IRERLARE 1T, VAT IRE B OV SRR H#flc 6
WC, AR ER OBRGEAICHREI PR AR
EIIRO LN hoT, ]

9) T v FROA XZ AT RERGFEERR T
X, R OBERRSE) , B (B PLEEIESE
&) ROUNE GEEHIRASE) (2B DA
DRD N, ZNHOFTRIE, AKIFEDEGFR
Frord—BHEERCER LR E
Ezbhb,

(10) 2B AFERBRIZB T, 7 hoOEAR
(10 mg/kg/ B ) % 5-8ECHE 72 A ARAE (i
HE) LIBRIEY o8BI EALE () oR4
HWNRRO b, £z, ~UvAOEHE
(90 mg/kg/ B, 125 mg/kg/ B %223 H 7 &8
i) RERE (M) CTHERMFMaBEDS AR
HINAFRD BTz,

TERK « SGTHE
A

201810 HfERR (S 1hR)

201547 AkRT (B 12hR)

20154E1 A kR (BF24hR)

(] =)
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Table2. FERZG—EER (A M) T7BEICFTY »Y)
— B M 4 | TTrF=T~lA UEEE FUANF =T A VERE
i 7 £ | VA Y 7 %E20mg 570w V ®hE40mg
UA Y 7%8E30mg & 7Y v P5E80mg
A kU 7 ®5E40mg
UA Y 7 ®8E50mg
e Zan % | BARR=Y v H—A NN DS 7 A F I ¥R A ASH
AW 4 A H|201441H17H 201643 H28H
BHEAEF A H|— —
B MM FE A A
BoOH X B, L EERY BISE, 7RI,
) EE-EAIEOLFEIC LV HEHT L & FE-EMSEOLFECLVERTSZ &
ft % #H & KX 5 o
Q/ II:.I.'.‘:__\ “H
on :-.D\ o~ ,N%] _CO;H - - E_' (I:.NH! o
H c’l kuxuxk/lLfN '2[002” _ HU“ ’“# tLI'IA . Myl S015H
HN /\|JiCI H4C N_L/T"“"'I."" W MF‘ e
o /= Mo
-
#l & B|UA MY 7EE20mg 18EH
77y F=T A UEEE29.56mg (77 7 F=T7 L L T20mg) | ¥ 7V v Y EE40mg
A MY 7 EE30mg F T ANF =T 40 mg
TI7r7F =T~ A VEE4434mg (77 7 F =7 L LC30mg) | (AU ALF =T AL EEEEE L T47.7 mg)
A Y 7 §E40mg 27U Y BE80mg
Ty F2Tw A VEEESY. 2mg (77 7y F =T L L T40mg) | AT AT =780 mg
UA Y 7 §E50mg (AT ANF =T A VEEH L L T95.4 mg)
TI7rF=Tw A VBT Omg (77 7 F =7 L LT50mg)
2 AE % B | EGFREAS 728 S5 ME 0O T AN RE SUL B I /Nl e s EGFRIBART-75 FLIGE 00 FAR A 58 SIF P38 FE /il e il
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Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T X VERE
NEE - RICBEE T | (1) EGFRE I T EBMREL £+ 5 = &, EGFREBE ARG | 1. EGFREBLTEBRBREL LT 5T &, EGFREETERBED Ll

LM EOEE

DWNFEEED T, REZHLGT DEL, AARMEESO T
SRR A K74 V] BOERHOWEREBEITIZ L,

2) AHN OB LAIREICI T D H MR O eI REsST L
Ty,

(3) MAALERIEREICONW T, THEREGE ] OTEONREZ#H L,
KRN DA IPE R O 22+ (B U Tz b Clps s %
WEITH 2 &,

Wi, ek 2 A 2 IR ERE IR MR I BV T, AR SN
ARSI & V), EGFREGFERDPHER Sh - BEICHEET
5z &, Fi, MOEGFRF u L v F—PHERIC LD aEESY
BL, HHETHMEE STV 5 HEHE TiE, EGFR T790MZ H7)3 fif
WENEECHRGFTHZ L,

2. [EGEERAEE] OHEONEZBA L, AFOGMER VLML T3
HFE L7 BT, MSEEOBINEITY 2 &,

3. AR OWHMEEIEIZ T 2 H IR VL2 RVEITMESL L TR,

ik

i)

WH, RAIIZT 7 7 F =7 L LTLA 1E40 mgZ Z2JERFC R 0%
535,

7ok, BEOWREIZL Y EEHEET 52, 1H1ES0 mgE THET
x5,

W, AIIA S ALF =7 L LT80mgxk 1 AR N 5-4 5, 723,
BEOREIZL W EERET S,

Mk - HEICEET
LM Lo EE

(D) BIERZREB LG, Bk, BEESFISCT, BFok
HEERL, KK BEUIFIETDLZ L,

[ THERZEIER) OEZE]
AWER® 7 L— KD

7 L— R

7' b— 2 GERASFRER™ 3%

PRHE N OV S e
[Fl — e 51 2 it
FERZS 7 L— RILLFICHHET %

—_

L D HEMERESH & OGN T, BRI O MRS LT
QAN
2. BWERA A LNTZEATE, ER, EREEHEIISUT, UTFToLELE
BLT, AFIEKRE, BEIPRIET22 L, AR Z2BETIHAIC
X, 40mgZz IH1FEIEEGT5Z &,

AR ORI, JHEK O IEEHED B %

BERTERVER) By RIS B, EEHITRIERTO HITEA R AL
L— R3LLk 582510 mgliiiE L i IR A - AHlDEHZ IS 2,
B4 IHfilg%
1£1) 7 L — RIINCI-CTCAE 3.0hR(Z & 5, QTRIMRIE 500 msec&Z #42 5QTe | 481 msecoRiili XL IT~N—RZ F A

2) 48R &8 2 5 FRIIXT A % 8 % 2 R ek
13) 1818120 mghe 5 CRABFENRD SR WIEEIE, BE5 ik
BEEETDHI L,

H4) —HBEE L2kIL, WEZ{ThRVnI &,

ERRBD NS WZME T2 £ TAKI RS
5, 481 msecAi X IE~N— A T
A A LTtk ARAERE

L, G52/ %, 3N
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Table2. FRERMH—EEX (VAP T7BITFTY) vY)
— & B & W TTrF=T~bA R FUANF =T A VERE
(2) 1H1[H140 mg TIWMILL EEE- L, T, FEREE, DNRED ZEE LR WA IAH O3 5
Z Ao 7 L— R2U EORIERARD bR WIGEIE1 A 1E EPIET L L,
50 mgllHiE L TH LU, HERAEIROIER, | AFOREEZFIET 5,
(3) BIERICAKNEZ B G LT25E, ConX CAUCHME T 9% & i Jefse 2 £ 5 QTIHIHRAE
N5, BEOXELRT D= OREOIREHEFI & A% IR =3
ETOMOIRMITHEET S Z &, Z O OEIE Grade3LA - Grade2 LA FIZ g3 % £ TAH|
[ TEydEhre] OB RIS 2, Grade2ld FIC[HEIE
(4) L OFTEMEEEA & OHERIC W T, FRME R O3S L7k, ST U TAKIOR
LTy, BEBEL, H552WET 5. 3
M LANIZ Grade2 DL FIZ[AIHE L
TRV EIIARKI OG- % kg
HZ L,
GradelXCTCAE (Common Terminology Criteria for Adverse Events) ver.4.0
WZHS<,
ik

I

(1) AANL, BRRHCHDICRG CE DEBEERICBW T, BAk
FREIC ek - B A FFOERMIO b & T, IR EES
LT, #) L SN DESICOWTOREETHZ L, F
7o, REBRIAICIENL D, B XUEZ OFHEICAR OGN MK O
falRrE (BRic, BVEPEIRE BowBER, RAToREdmE,
WL E SRR H D Z L EICET 2EH) 245
L, AEZETHLERETEZ L,

() RFNIOFEZ L0 BEMEREEN D Db, FECICE - R
DEINTNDHDOT, IR (R REE, Ik, FEEE)
DS K OVE I 72 B g i A o0 S 5, B8R & +93124T 9
L, BEPEROONEEAICITEEG 2 RIE L, EERNLEE
1792 &, £, IBEMINIABE UL ZENICHET 5 HBDO T T,
MR RS O EE 2 RIER BRI T 2Bl % +40121T

1.

AHNT, BERRHI 0TI T E D ERMER ISRV T, MNAALERRE
W37 - BB A FOEMO L & T, MY XELZRLT, #Y)
A STLDIEFNZ DWW T ORIET 5 2 L, £z, RERMAIZIESL
b, BEIZ OFEARIOAINER OFERIE (Fric, FEPEmRR
BOIPER, BRATOEEEE, ECICESTIEFINRH D 2 E5FIT
B oiE®) , Ml oiaiiESE e Hoat L, FEZETH,
ofGIH L,

AFIDF G X0 MEMEMREEDS & & D, FETIE > TER R E
SINTWDHDOT, HEHMPITHIZY, PR (PR EE, o%uk,
FERNTE) OMERE KL OVE IR 72 i g AL O S5, BlE & +012AT
STk, BENEDONHEIITREEPILL, EWURAEETT
Tl E e, FRCBBEIEI ARSI Z DICHET SO T T, WE
PRI B O EELRAERREBUCH T 28R4 +0iciT 5 2 &, (TH
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Table2. FERZG—EER (A M) T7BEICFTY »Y)
— & B 4 B TIrT=T~lA VB IV ANTF =T A VER
T &, % - HElcBEd 20 EorEg) , MERERE) , TEERIEARR
[ MEERS ), [TEERERNER) , [EREEHWER] © HE, [EXZREM] 0EZM]R)
] 3. RGBT, WEHCTHRELK ORMZ2E L, MEMEREED
BOFRUIBEEREN N2 L 2SR LT BT, %50 n & 2 EE I M
THZE, (MEERES] OHBR)
5 = | ARFN ORIk UIBBOE OBEERE D & 5 B 1. ARAIORSCx LIRBUE OBEERE O H % BF
2. MHEXIIIHR L CW A RREMEO B A iF N ( T4, PER, RS
~OEE ] OHSMR)
i H Lo F Bl EERS ROBEFIIEERICKEG T2 L) 1. HERS ROBFIIEEIZEEGT D L)

(1) FVEMEMRB OB 5 BE I OBEEROH 5 BE
(VMR B | RIS E L ARt b 5,  ( THE
REARMEE) , [EXZREWER omEZ2R) ]

(2) EEOITHERERE O & 5 BA

(LRI L TR, ( TEEREARNEE) , TEKX
REWER , [EpEhE) omEsR) ]

3) EEOBHREREDH b BHE

(AFIOMPREN RS 28R H 5, ( HEYEIRE] ©

HZM) ]

R

@) DARRIERD S 5 BE IZ OFFEREO H 5 BHE

UERDNE(L T 2BENRH D,
KRIWER ] OESH) ]

(5) FEEFRHFENME T LT\ 5 B
UERNE(L T HEBEZNRH D,
KRWER] OHESR) ]

(TEEREANER), [E

(TEZEREANER), [E

(1) BV B D & 5 BE TF DD & 5 8B [RVE MR B
WL, STICED RN H D, ] ( THE - AREICBEEd 264 M
FoEE), THEERLEREE] KO TEKXARREIERH] OHEZR)

Q) HEDIERERED H 2 BE [T RENR ERT28ZN1AH 5, ]

(3) QTHIFIER DB X EZ DD & 5 B [QTHMRER A =
rRZEANRHD, 1 (THE - AEICHEES A EoEE) , THE
BARRANAE] KO TERZEER OESR)

2. EERLARNEE

() FEMEMRERRH DML ZENHDHDT, YIHER (FRE
S, K, FEEATE) OHERE K OV E IR 72 o 0 e A 0D FE e

2. WEAEAMIEE
(1) BVEPERGIE A8 8 B D = & B2 0T, IS, (PR, 1%
M, ERAE) DRERK OVE M RN EIR R O E S, WA 14
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Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T X VERE

BEE1m)cATo 28, £, BB U CEIRIMEESRE D E
(Pa0,) , BIRIMEEFEEAFIE (SpO,) , MifESIBIARMEE SR 53 T
7% (A-aDO,) , FifLikaE)) (DL.,) HOMEZITH Z &,

(2) ALT (GPT) , AST (GOT) , B U LY LA %/ 5 Tk
HEEENRS b d 2 L RH 5 OT, AEIFSBRMGET R OAA
BT EMIC TSR A ATV, BEOWREE +0IcBl%
5 &,

Q) DAREDOEELRLDEENRD LMD Z ERHDHDT, KA
EBREAANCITBE O DR A R T2 2 &, £z, KAlRET
TROER OFEBUR, « BEEEFIE U THE A OHERA (b=
a—%) TV, BEORE (CERNROLETZET) &+
BT L L,

IZATH 2 &, MBS UTC, BIRIMEESE ST (Pa0,) , BRI EEEAY
FNEE (SpO,) , Ml BRI AR /7 I8 7 (AaDO,) , AliHLHAE /) (DLco)
OB EITO 2L, £, BEICH LT, PHERS S b
HIE, O EREEEE 2T L0 RETs 2L, ((THIEE -
MEICHET 280 Eojrg) , MEERS) KO TERZENEN]
DIES M)

(2) QTRHIRIEE N H S d Z ENH D DT, ARHEGBIMAET R O S
PILEHCOERBER CEMERE WV UL, TRV T L,
AN T LE) BT, BEOREEZTSICBET S L, £, &
BN U CEMEMEEZITY> 2, (L - AECEEST MM
DR, MEHEZL) KO TEXZ2EWER] 0ESHR)

3) /B, IR ERED, BifmERED, Bl obns 2 ERbD
DT, AFNEGBIART L OG- e B iERg (RS
FHMER Y Hi45) 21TV, BEOREEZ+SICBETL L, (TEK
7ZEIWER) OESHR)

(4) ALT (GPT) , AST (GOT) , BV LE D b5 %5 FHherE
BHHOINDZ LD DHDT, REIESBAGET KOS P ERIRIC
JFHRERE 21T\, BEOREZ +CBET 2 &, ( [ERZFH
ER) OmESHR)

3. fHEMEA
AENIP-FEE R (P-gp) OIETHD, F72, inviroBRIZEH
W, AANZILEMEE A (BCRP) OB THHZ L, RUK
F OACH~D BT AHIER P-450 D B 513K\ 2 & 3R &
niz,

[ SmEhRe) omEER]
(PEAEE] PEFRCEETHZ8)
FEF 40 55 RRIRAELR - HlE 515

B - fERIAF

3. fAAEAMEH
AFNEFEIZCYPIAIZ L D Rt E D, F72, AHllIBreast Cancer
Resistance Protein (BCRP) M UPHEEHE (P-gp) #FHET 5 Z &R
INTN35,

PFHEE FRICERT D2 &)
KRN % BEEACHECR - B 71

CYP3AFSH A AN O i P AME T
Tx=hkA, ) L, ZIRBEHT 2%

K - fabRIA
e LA DCYPIAGHE
TEFIC L0, AFIONRGE
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Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T X VERE

P-HEE FI A
U rFENL, 4T
=, RFR

%

AHI20 mgD 5 111E
MR P-HE 2 1 DR
EHTHDHY MY
NERELLEED
ARHN D AUC L Y
Cnaxl $48% 5 U39% |
HUiY, —J, A
40mgs V M ELE
FIREORH L7z & &,
AUCo 2t OCrax® |
FEENEN19%K
V4%, AHIH5-6IF[H]
%2V M e R bt
&G Lz &i2ix
TNEN11%K V5%
ThHot?,
ARHIN O i H I EE S F
F U, BIFEH OFEBL
JE B OVERLE E 703 vy
dBENBHDHZ L
2D, P-FEZR AP EA
LT AR, A
Fe G & [FRE SUIAR
FGHICEEGT 5
&,

AFNLP-FEE A DI
HTH Y, AHIRAFT
\ZP-HER AL E A 2
Bh54 5L, OFAIC K
V) AHN O i EE A
ERTDHZENH D,

Ty BTy, JIN
~¥Yrr, vA3vA
F¥YU YT (St John’s
Wort) %

N30T, CYP3A

FEAE O 72 0 FE A~

OREEZEET DL,
([FEBine] DHEM)

PATCHE L, i P EE AN
T DR H D,

P-gpDEE L 72 5 HH|

SR B

AFANOP-gpAEAEITIZ

T2X T 2F P,

L5 U, BHEH ORI,

£V, e FREA O i

Vakyy, FEH b

i Us Y (AP ey (WIRY.0)

FEDEINS % ATREPEDS

TV T XV T— ],

50T, BEORES L

H5,

TYVARL

<BELT, AHEHOIE

B HERET L2 L,

([EpBRE] DHZM)

BCRPODIEE & 72 248K | AAFedA o M PiRER | AAKIOBCRPIAFIEMIC
BANABZF o, HT | ERL, GUEAORELA | X0, ERLEH o iR
VANT YUV | MBI ABEAND | ESHINT D FTREMEN

HDT, BEOREEZ L | D,

<EELT, RWEH D%

BUCH R ERETH &,
([FmByhe] DESMH)

QTHIRER A =+ 2 | QTHIER 2T 2 | RAIKOZH b DA
ERHIONTWDIEA | BELARD D, TV b QTR & 4
=, Tahfr RS¥oaBEnr®H 5
TR, FAvF R 728, BRI X v EH R
vy, 77 2xnvA Wi BTN H D,

D

P-FEER H ik 5 -

Voyzreyy,

140 mgflR FA AT P-
PEER 3 OFEH|TH

AENXP-FEE L DKL
BTho, fHHICEY
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Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T A VR

NNR=VBEy, A
ERvE N AV

(St. John’s Wort)
s

HUT VR
BHLEE, KflO
AUCooo S UCrinl, %
NZN34% K U22%

AR D 1 R BE ME
TT2ZLends,

EFLEY,

AHI D i P 7SR
T L, RAIOH A
BT HIBENNH
%,

4. RIVEH

(L FIRIERIGIR O EGFRIB 51 R 249 2 I/ Nl it 5
Bt & UTc ERRE RS NHHER RSB ICIB\WNT, PR
52220651 (HARNSMIN % Gte) H122861 (99.6%) (ZEITER 3 FE®
B, EREIEMIL, THI218%1 (95.2%) , F8Z14141 (61.6%) ,
JNBAZ 13061 (56.8%) 5 Th o7z, KGRI

(b REREIR I O FE /MU T B 2 k4 & L= ENETITHE
FRARERBR D BB IR BV T, il 262451 oh 2451
(100.0%) IZEIER RO B, EREBIEMIL, THi624

(100.0%) , F&Z5201 (83.9%) , JNBHZ42%1 (67.7%) , AW
24001 (64.5%) HThH-oT-, KW

(1) ERRREIEH

1) MEMEMESR (3.1%) : FEMRESR (MEMME, TR,

Wilgde, SVEMERESEEMRRE, T LAY —ERERSE) NH D
PNDZERHY, HEICESTEALHRE SN TNDDT,
B2 52T, BEPED OB A IS PIEL,
AT aA RBFREOMEYRNEEITH 2 L,

2) HEDOFH (273%) : BEO FRNRH LD Z ENH D,

4. FITEH

EGFRF 1 o v & F —VEHEIRIC L 2 IREE i EUHEIT L /ZEGFR
T790MZE 5 D YIRS RE 20 AT - P8 DI/ INARATIR S & b 52 &
U 7= EBEIE RSB TIAE G (AURA3EER) 128\ T, ZeMEalixt e
#1279 (AR N4 % Ee) 2360 (84.6%) ([ZEIEMN D b,
ERRWERAE, BE - SEEH] (31.2%) , FHIs6H] (30.8%) , JI
OREE NHE%EETe) 6361 (22.6%) , FIGHE - 8555361 (19.0%)
HThot, £, ARAEMTIZ4BH39651 (95.1%) I(ZEIVEH 58
Do, ERAWEAE, NoORE (RFEKEET) 206] (48.8%) , T
4B (34.1%) , F85 - SIESE1401 (34.1%) , FIE MM EIF] (7.3%)
EThote, (20165E9H £ TOHEED)

ALZERIEIE 0O 22 W NEGFRIB AR 125 B RGO BIBR A BE 22 HE4T - FE R DI/
AR A AR A et B & U 7 ERR IR BB AR (FLAURARER) 1235
WG, AR GHEFI27961 (HARA6561% Fde) H125361 (90.7%)
WEIERRRD b, ERENWERIZ, 5 - SES15261 (54.5%)
THRI13861 (49.5%) , MG - BIZ%0361 (33.3%) , NOEEE (R
P & Ete) 9145 (32.6%) &ETholz, £z, ARAEMNTIL6FIF
641 (98.5%) ICENWEARRED b, ERFEWEMIZ, P - SIE%45

PFIZER CONFIDENTIAL

Page 39




HalF=7

1.7 [FIFE[F]2hdh —Ba3k

Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T X VERE

Tz, EEO TR TRAKEREZEZL, BRI
BoTIEF B IME SN TVWEDT, BEDRIEL /10 BE
L, HER (273 R%) ofh, MRS oy ez,
S & E BT, BAIOKE - WEXIRGHIEEZEETL L,

% (69.2%) , THiI3741 (56.9%) , NDREE (JNFHK % &) 3561 (53.8%) ,
RAEPENEERSHE] (12.3%) ZEThotz, Gk - RO — L H AR
)

BIVEH OHEEIZ oW Y, ERRILRIFUEARE (AURA3GRER & O

3) EEOKERE (227%) : BEEORE, JBERHLDRLD FLAURAFER) CAKISOmgD 5 %452 1) 72 55861 O Pf-& sl ic D =

ZERBDHDT, BEETSITY, BEPBOONIZEAIZ| L,
IEAREK - B OB RAEEIT 2L, B, BEISGUT|() ERAREIEM
KER 22275 L) BEEET L2 &, 1) RIEMMEER (3.6%) : FEMEMmES (Mm%, WMigkE) 23

4) A% BHEAWT ) | IFHERERSE (6.3%) : ALT (GPT) , SONDZENHDHOT, BEEHHITATY, BRENBED NS
AST (GOT) , B VULE LD LR EES FFHERER S Hb WG EFIEL, AT A RERSOHRAEEZITY 2 L,
NHZERDHY, PFAREIZKVIETICESTER GG INT|2) QTHRIER (6.1%) : QTIHIREERHLLNDE I ENRHDHDT, A
WHDT, BEEHIITY, BREDSRD ONIGEIEARA | FOWRELZHOICEEL, BRENED ONIEEITE, RAIOKIE,
DRI < BESUTREG R IR Y, BYIRLELEZITY 2 &, WESITHIEEOMY R LEZITO Z &,

5) DFEE (0.8%) : EEEHBETAS bbb, LDASEOEE|[3) MM (9.5%) , FHEREDY (12%) , HmERED (10.0%)
RUEERSHLDONDZ LNHDDOT, BELHMTITY, B Al (5.2%) : /ML, iFhEkEd, BimkEd, fimsd oo
WOFRO LNIEAIIEIR G2 I 57 L, WY 0EZ1T NHZERHDHOT, BEORELZHSICBIZEL, BRENPHEOLNT
5T &, WATIE, AFIORE, BEXIIPIEEOBEYRNELZITH 2 &,

6) NS I RIAE (Toxic Epidermal Necrolysis : TEN) , fZ |4) JFHAERESE (8.4%) : ALT (GPT) , AST (GOT) , BV E %D
JEREREARIE ERE (Stevens-Johnson JEMERE) , LA (BHER EREMED FSRERERH D PNE 2 EBH LD T, BREORELZ
B ) o SR R, R R IEIRE R, S IEAL B L, BENRD LNIGAITE, RRIONRE, HETH Ik
B O EE R AEN: - HIPEO R ERENR S Db d Z LD HEOMELEEITH Z &
0T, BEE ATV, BREBSEO ONEAICITEEE | (2) T omoRITER
Hikd 57l MURAREERIT Z &, 10%2L 1 10%A:7 1% 1% S A

7) THALETESS, TR M GBEEERITE ) W ETESE, ik Bk
BHILR D HbND ZENHDHDT, BEEAET5IATV, B || 5 - SES | BB, TE- | REEE £ | BEEE B
RO LNTHEITIE, NS, EHXE, CTHONLERMRA (42.8%) , SRR | BIE, TE, | MR, LN
ZITV, ARG ERIET 578, MURLEEITY I &, LRG| A SIERE RGN, | G, RS

PFIZER CONFIDENTIAL

Page 40




HalF=7
1.7 [RIFE[RI2hdn— B 3%

Table 2.

FERGE—ER (VA I 7B8ICF 7Y v )

e B 4

Ty F=Tw A R FYVANTF =T A OVERIE
8) ANt HERB™ )  AMMARH LN Z N5 B BE, REH | EEG, BUE |, AR
DT, BEETHIATY, B, iE7 I 7 —EBEO L% (26.2%) , Wi, zERRZ | RRHE, BTER | BE, BE, Z4E,
HEPFRO LG AT RS A RIE L, EOURAEEITH Z NOBEE (I ZERE, i | REESRE,
Lo P& & &) ik, Jekkil | 27 YA
(2) £ OMOEIEH (27.6%) , WEROE, B | MEREEE
10%LA - 1%L | 1%l Z 5 FEIE i A AR
USRI 10%ATifs (13.4%) iE, MeHigt
FE RO T WIS - B | NOEE, F Iz, el HAL#R THI_(40.1%) | MEnk, Ak AR%, & HEDS A,
ek i WEBPER DY e BECHSR | MERER, AL , ANE K, EFRL IR, NEENE mEZSINTN
FLBEME R 5 WAIEGRE, | B, #%RMMA (22.6%) , PIEZER |, MR | 4, DEEAR
(88.3%) , J\ | BawHIWL, B | R , M, AL | R, EAE | DU, RE
FA%k (742%) , | B, SEHEK RE TR R, WE | W, BHIBK,
B SRz &, OO - H ThEdE, OpE | MRS, B
(383%) , & | ¥, WA WHEEE, sth | BhE, ALP)E
i’ (19.5%) , b, AR, & PR, 5 H
Z O FEIE HFILEREE, K 1 U o rSERE T AR 5y
(10.9%) JE R, DIE [ =N
JEEE, WE T AT LB
iE, ZBIE MR, Wi
B R O A R, K A D
ol B R T, Wi, B g, R
I, AR, P I PN e
vz—J Ly &, 1 Bk
JEMERE, B O kE I, JfigfEZE
& ik LR S, A B SRR, 1R
HRS SR PR USE Y GER, RSN | TRER, ARRYMERK SE —a—naoN | B RAED
16.4%) J#k H=a—nmX F—, KM | F, oiEk
PFIZER CONFIDENTIAL

Page 41




HalF=7
1.7 [RIFE[RI2hdn— B 3%

Table2. FRERBH—BE (VLI T7BEIGFZY vY)

— B B & W TTrF=T~LA R T ANF =T A VR

F—

== — &, R
RpE ST FEMEg (14.8% | FAlEdE, HRHZ il TR RIEE, v RF—, K| E, iR
) e, IRKE, A JEH I, A RO FHIEE, OF
M, BREgE % b A, BRMER vy, Bl
, BEEELAE Mge, IRJE, AR FU, HERK
igbisd, T i
KRS, ManRZs ARMRZE, M | SEBEVENE, 9
M, B %K, AN, | B, BREE
B Ok s Hg RS, R | Y, KE, IR
& vk, =W, | WY, IRo
TR AHRAE Lz, Wik BT, 8| BYR
H I T (98.4%) Tk, AL, AU, O NbEE, Re
, AR ( NUEE, DN | JBIER, &E 2 HEIE
T1.1%) , Bl | By, BHE, MEE | K, EHAR L R, K| R PERTZE,
(28.9%) , 1 | B, EREED TN N TR, M | Bk, SR
B9 (26.6%) @, N, Tk | DR B, Yo, UAVRA | BESE, WHIEH
, WEM: (203% | NE, ILPERE | Bk, K T ESGE R i, AT
) ¥, o %, NLF9JE e, JlizERE %5, NEMEEZ
fiE, Rl %, fE SiE, AT | B, MEREENE,
ERER S UL BN =Y U, & KERRIE, M
Rk % W, #mo%k Mg, Fr1EvE
R M O BHRIE ( AR, &Y T | KT FY DA JiE, WHIRZ, I R 4,
P 46.9%) LNLSE, EREE | S, Mk, | Leo<b
e TRPERI, %
e RIS FlEE
s T R A FE Lol K BiE, mE=
Jd Javy
PFIZER CONFIDENTIAL

Page 42




HalF=7
1.7 [RIFE[RI2hdn— B 3%

Table 2.

FERGE—ER (VA I 7B8ICF 7Y v )

e B 4

Page 43

Ty F=Tw A R FYVANTF =T A OVERIE
A pEE i I {RImE, 12T 5 Mk VT F= SR, RE %, Pk
D, IARIE HEN R, B PRIASE, i
RRk s, Mozhke | S FEFEE, & 8P, SR REREE BR, RS
OMHERR P (23.4%) , & | W, Le-o< , N SRR SiE
DORIE (14.1%) | 0, OREMHZER | , ek el P9, Ty | FEA HEAE, 0
PRk IE, ARIEPER %, BHIAT
B K OVPR B B BHgReRED | AR, R¥ BER IR, 1. JifE, MR JiE, 1FTY
& i B R i B b s, fh | RS, B | AEETE
JRYLIE J OVAF FERESE, el A LAY, P, VOISR | R, AR | RO, 2
A HhE %, BURK, HREE, SR FE A B, i
BRYE (RO, | &, BUfUiE Jeé
PR¥S, &, WA JEYE HEEYe, sk
5H, [EX, H, %A
H, JN), 2 %
JRYME (B2, I IV AOES SRR A K, i
) Tl MAE, KAV | B, ARV
MR BBk E, | SRR Z MR L 7 A LE e, m= b
PRI E PRVDAS: &/ 720 RFE—)L
SiE, A ek Jilikie
SiE, AFEEEREEIN Fil el 9 OhE, S
i, A KAE, 2R,
—f% - REBEE | Y (25.0%) , | KE, B AL, SR
YSE6E; SR A FENE D S NE , TRHE, R HIE, BT A PR St IT IR RS
DIREE (20.3%) PEVRIE, L5 JiE, JRAE FSE, i
HEME, ORI JE
= WAIR AR PN
PFIZER CONFIDENTIAL




HalF=7
1.7 [RIFE[RI2hdn— B 3%

Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T A VR

BRI s RERD ( 7 vy 72T —PH
25.8%) , JHFHE | = 8N, RE | N, hrR=r
REMR A S By, RAEE | THON, T
(AST (GOT) | MmEKBEME, CK | LB U AR
, ALT (GPT) (CPK) k&, | 774—%H
RS (11.7% | mh ey Jm, CK (CPK)
) e, | -MBEH, E
FLERII K SRR B T e ifiois
S, R
SN, i
NT R R
BE, hELD P45, A LBE
AL & OF

FE NIRRT B A b G & T A BRI IS B W C AR ABF IR

D OLNTIEBEICE ST L,

1ES5) HESMER RIS TG SZRIER & 5 WIREN B R HE T

H 57 AN

F6) MBS U CHEREZZ2T 5 L) BEIEET S L,

ED RICEEN D Db HAICIE, EHICIERNREZITO 22
CEUI B AT L,

ik
Z i R, iy v Y S
ALPHEIN T UMmE, R | fiE, 7R

Y IRV = —-FHIN,
MfE, K+~ | =2
U v AIfUSE, T —)LHg
mHz7 vr hili
F LR AR
F—EHE
hn

1 : AURA3ZEER & 5 VW IFFLAURARBR LIS TR i H 5 % 5 R
LT,

5. ERE ~ORE

— R ERE TIHAEBENE T LTS Z ENRZVDT, BF
ORREZBIE LN HEREICRGTAZ L, [ THEYERE] 0
2]

5. ERE ~ORE
— RIS E I I AEFBENME T L TWA 2 R, BEARL D
nNRTVoT, BEOREZBE LN SEEICRG T L,

6. Ehm, ek, RHLESE~0ES
(1) B35 SUTIRIRE LW B ATREPE D B A ANI2IiE, 1R oA R
Nakttz A5 LW SN A HEEICoRFETEZ L, F

6. b, pEhw, RILIWE~0HG
(1) FIFSUTFIR L T D RMEEME O B D etk 5 Lianwz &, $£77,
RN FTRE 7 2o MRSkt LTI, ARHI G-H R O 544 T #% — e I 1

PFIZER CONFIDENTIAL

Page 44




HalF=7
1.7 [RIFE[RI2hdn— B 3%

Table2. FERME—EER (A VI T7BITFTY »Y)
— B B & W TTrF=T~LA R T ANF =T X VERE
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m(Z> ), REEEORD, B/NR, WikoBd, KENR
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THAHF~BITT D EBBWOLNTND (Tv ), ]
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) R — RS O GEIC L VT H 2 L
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Hrub:,%\ DO EELEWERFBLCET 2818 %+ 7ok, BAOREBIZE Y EERET S,
752 &, [ THE H&EICEET 668 oy |
ME@EEE) | TEELEARNER) | TEXZFENE o[- ARICEET 6 A LDEE]
M) OEZH] VL O FUBMEIEEE A & ORI OV T BRI R ORISR
L LTy,
EZ.W HRH bbn-Ha1id, LTFoRUEEZEZEE L T, 1|2
[(RB koB#zgsLEVIE) ] : 1%!5 i e o
AFN DRIt UIBIHIE OBEFEIE D & 2 B ! ' ’
§ ESlYs 2
(48R - 1£4R] ; LR b
1. 45t | A 5| 45 me/ T
lﬁmﬂP%% i 1 B P ik £ 30 mg/H
W B Y7 gELS mg Y7 a5 mg i 2B 15 mg/
ZaIF=7Kn ZaIF=T K i
IR | pn o o | rae e BRI B, Bk 2
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ﬁé*z:il}\uer\ KT e SR b EY B E RV MEMIZE R | 4Grade BHEZRIT 5,
I SAT R ST A . ZL s BT | (LD)
B =y L4000, HE2ET VI =T Ll !
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2. 4R ! . [Al— RSB
FRFEA: mm%}lg r(urunnll) Tl ipl=— K i E BesBcRR: L O -2 1
HEDT (VL BT& 5%,
Yy 7 ubEls mg HEE £6.4 mm, DCBI15 a—F 4 T !
JEE £93.1mm i Grade 3 X 13404 | Grade 1LAFIZ[EIHE T
*é [ =) SEE 7
v 7 1§45 mg B #99.0 mm, DCB45 2~?jj}ﬁbf; E DETHREL, A
JEE #94.5 mm ; . 1BpEcR LT
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i JeJE e (38 | Grade 2004585 Grade 1LL FiZ[alE 4
[%hEE - hER) NN X730 HETHREL, EIH
EGFREAR 25 FLGE 0O FAT AR E UL -3 FE/ Nl A s SHIEEZ FE S K . [Fl—FHESUT1 B
L sk BeWE L CIR 5 A |
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1. MEHE (ROBECINECEET S L)
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(2) EEDOATHERERE D b 2 B (LML LT, T3
YEhhe) OS]
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AU, PRURIRIEE, R, REENVEE) ORI M OVE R 72 B 5
BESOEMmS, BEE2 5T 28, Fo, LEITET
TERMEESE S (PaO,) . BIRIMEESRAFIE (SpO,) | A
Ja KB R MR R4 7 (A-aDO,) . FidEEAES) (DLeo) %%

OfpEEITI 2k, [ MEE] . THIE - HEICEES 56
MEowg) | MaE&EkSE) | TEXZEIEN] OESMR]

(2) ALT, AST, B UL E D LR IFKGERE D & b bh

35« BRR B IRES - RLBEMERBER2HI (36.1%) FThH -7,
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LZDT, BEOREL 5B L. RESRO ONZEHA
AR OS2 HIE L, AT aA NIRREOHEY) L ULE %
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TRAIERZ 72 L, SEBREICE S TEM b HE ST
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) O G MRS OO R AEEITO &L bIT, AREIOK
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LCHEaIF=THNT 7 4 F=TRICH DHEMTRD e o T,
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HalF=7
1.8 IRfI30E (R)
1.8.2 #he - (%) , HiE-HE () KkOZ OB ERIL

OS DEAEHT TO Fl p 1 0.025 2 FlEl 7228, 7 — hF—Y U 7Bk ZEEOFEE
1ToT-HEH, 0S LV b FALOFHIEE TH 5 IRC DHEIZE-SL ORR DME THEENRED 5
NIz l=Z M n, OS DREICHT Z LIXTEX o7z,

1017 #BR =2 78— b A O EGFR &{n12 B4 D NSCLC B34 (45 7)) TlL, PFS O F 9B X 18.2 #
H (95%CI : 12.8~238 » H) , OS OHFHfEiZ 423 5 H (95%CI : 29.0~46.6 » H) T -7,

PLEXY, BARANEZET EGFR &n28 BB D R T £ 72 1258 NSCLC BE D—kiE
T, ¥aIF =TI EREEE & R U CERRAIIZE RO & 5 PFS 8 L TN 0S DN
RO BT,

1.2.2. ZRIGREAREIZ 81T 5 F 5

TR LABEIZ BT DHEIEIZOW TR, [LFHIERIERE 29 5 NSCLC BE Z x5 & L7= 1009 3k
B, 1028 #lBIs LUV 1011 38R D EGFR & {s 12 BG4 D NSCLC 5 DO o AT Ok S
SRR E T,

1009 7%k D EGFR #1n - Z RO EMIZBNT, ¥aIF=7Fz e F=7J1Y ¢ PFS
ZWEL (N — R 0.670, 95%CI : 0.367~1.222) , PFS OHFRfEIZF 2 I F=TH 14.6 %
A (95%CI : 7.4~348 » H) , =/uaF =796 » A (95%CI : 7.3~16.6 » H) TH-o7=, =
U5 1T EGFR &fn A RGO SEMIZH T 5 B ARNEFTHRIKOFERTHY, PFS O/~
W— KERIE 0.589 (95%CI : 0.171~2.029) , PFS OH AL Z =2 2 F =T RETITRE (95%CI :
1.9 5 A~HEEARRE) , AT =T8TIE74 5 H (95%CI: 2.8 % H~HEELRHE) ThH-o7-,
1028 3B LTV 1011 FERD EGFR #in TAEREZ AT H 0 EMICBW T, ¥aIF=7 3%t
WERE (1028 3R : =/l F =7, 1011 &BR : 7T BAR) LV PFS 2ckE L2 (1028 kR Tl
W — KEE:0.414, 95%C1:0.156~1.099, 1011 75k TiE % — FEk:0.536, 95%CI: 0.372~0.770) ,

1009 3R D EGFR E1n A& REGIEDOEFEMICEWT, ¥aiF=7FzrreF=7K10 % 0S
ZEL (N— R 1 0.765, 95%CI : 0.430~1.360) , OS DHRAEIIF 2 I F=THE269 %

H (95%CI:21.6 # A~HEERRE) , =/ F=T7F232 5 H (95%CI: 16.0~31.8 » H) ThH-
720 ZAUH 1L EGFR Bin T-ERBGMEOH SEMICEK T 5 HANER THRBOFERTHY, OS

DAY — REIE 0.907 (95%CI : 0.199~4.136) , OS DHFRAFEH = X F =T RETITRE (95%CI :
5.6 H A~HEERGE) , A F=TFET31.8 # A (95%CI: 4.5 » A ~HEEAHE) Th-o7z, 1028
#BRD EGFR B FARA2ATHHWOEHICE N TY, FaiF=7dzluF=75L0 % 0S
iE L (ONP— FE @ 0.600, 95%CI : 0.243~1.482) . 1011 #ABR EGFR &{n 2 EGMED
ERYEERITIE, 77 B ARBEL L CH a I F=THETO 0S DR ITFRD Eﬂ’bfiiﬂo 7= (O
P— FE 0978, 95%CI : 0.675~1.417, Ffil p 6=0.453) , ZD—K& L THIBKIZ L 58
MR I LT,

PLEXY, SN OFERTIEH D DD, HAANEZETe EGFR B15 T2 B0 BTl T
M F 72 1M NSCLC B O —IRIGRLIEICBW T, ¥ aIF =7 G105 0 EERIE & R
LT PFS BLNOS OUWEN D LT,
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HalF=7
1.8 IRfI30E (R)
1.8.2 #he - (%) , HiE-HE () KkOZ OB ERIL

1.2.3. &4

M2.55 TZFc# D £ BV, EGFR &in AR %2H 7 2 RPTETMH E 72 135 NSCLC B35 % xf
GL LI aIF=745mgQD BHTROOLNIEHERRIL, ¥ aITF =7 OREE I3
WX DL CEHAIRETH 0, BRI BAF R ARENRD iz,

2. k- AR () RUZORERIL
21 % - AR B

X aF=T7ORKME (MTD) 1%, 1001 58, 1003 58I LUV 1005 KBRS RICHEK S X,
45mg QD IZIRE L7z, NSCLC IZXT HHEEL L TOX aIF =7 45mg QD OiEtIMEIL, A
e L O M2 Rt L7255 2 MHakBR (1002 #8BR, 1017 3B, 1028 #lBrds L0 1042 iER)
BLOE 3 MHER (1000 3B, 1011 RBRE LV 1050 #BR) CTHER Sz, 20D ORBRERE
WZESE, KEIOME - AR () 2ROLDITHRE LT,

W, RACIFEF 2 I F =7 L LTCIHIE4S mga R N#&E54 5, pk, BEOREICL Y E
HIHET 5,

22. s - AR (B ORERAL
M2.7.3.4 TH%Z S,
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HalF=7
1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

LERAEOER (R) RERIL

M EOEE (5 1%, A9 4 A 25 B3R 606 5 R A FEH & im0 [0 =360
R SCE OFEHEGEIZ DWW T, [F BRI E 607 FIEAE 3K o Rl sn [ H ESE S O H
DO FFCHEFEICOWTHIHER L, AHIOEPWAMNEIRRBRASRE, 7 7 A P —thopeEPET —
43— K (CCDS : Company Core Data Sheet) , >KEGAT I L ONERRIZIEO A GEE B E

R E LTz,

fEH EoEE (%)

A EIRAL

(&%)

1. AENL, BEEHZ %S TE D EREX BV T, DAk
ERREIC T IR A - BB AR OEMO L & T, A SrEE
SRR L CL Y & SN DIEFIZ DN T OARZEETHZ L,
FTo IBEBRIZIENL D BE XX OFHEIZARF OF %
ROt CRRl VB R B O PIER, IRATR OEEE
H, ECICESTIEBINH D Z LEITET2EHR) 201
ML, AEEZETCHhLEETDHZ L,

2. RENIOFEGAIZ X0 BEHEMEER S Db, FHEICESTIE
BINHE SATNDOT, FIHPER (PR EEE, ok, FE
) O K OVE I 7o i mi A O FEhasE, Bl 2 5y
A7) 2 &, BENROLNIHAICITEEEZPIE L, #Y)
RAVEZATH Z &, Fio, WREPIENIABE XX ZIUCHET S
BELOT T, BEMMZE RSO EERBWERFRBUCET 58
Brxtoiaro e, [ THE - ARICBEET A6 H Lok
B, MEERE) . TEEAREARMEE) . [EKZEWE
1 OEZBH]

L JAAs A 2 T4 2 BR oD 4
B 7R R A 24T > 72,

2. MEMMRIZOWTIL, [FfE
[F&hiE T H 2 STV 5 EIEA
ThY, RAIOERRBRIZ N
THEEINTNWDZ ENnbHR
E LT,

[#E RoBFZFIZITEBELRN- L) ]
AHFN DB xF LIBBUEOREFRED & 5 B

AFND B3 |2 BUE O BEEEE A3
bH%E, AREIBEIC LV
JENFEBLT 25 AIREPER B T2
RE LT,

[ZheE- DRI BE S 2 EH EoERE]

1. EGFR B T ERMBEL L+ 5 = &, EGFR&n 1R
BEOEMITIE, o070 A A 2 HBE UM ARk
WC, AR I Nk 2 V. EGFR &5 -2 R e
REanr-BEIEKSTHZ L,

2. TGRSR OEOWNEZRE L, AEIOFINE K 222
o BRE LT BT, BISEEOEREITO L,

3. REN O ABIFEIZ 35 1T DA b e OV A I ST LT
QAN

AHN % 579 DY) 70 B
PRI T A7 DICHRTE LT,

[HE-AECEET 2 EorER]

1. OHUEMERESA & OOFIZ OV T, AR & OV 2Tk
A PNQAYAIAN

2. BERZ S bbb =5HA812id, LT OREEZFE L T, A4

1. o HTEMEEER & OO
il BRI 22T, BRE LT,
2. BIERZEIRC, FERB LW
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HalF=7
1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

EH LR ()

AEARPL

RS JESUIT IR S 2 L,

AT Dk B
TR 58
WG R 45 mg/H
1 B e 30 mg/H
2 B P 15 mg/H

AIEANC R4 DOREE, I3 IR D B2

RIEM TR L
MR B R R 4Grade BHEEHIET 5,
(ILD)
TR Grade 2D & Grade LA FIZEETHET

REEL, HE#Z, FA—HEX
TE1BR PR LT % B
TE 5,

Grade 1A FIZEIEST 2 £ T
REEL, BIER, 1BREE
LCHEEEZHRHTE 5,
Grade 1A FIZEIET 2 £ T
REEL, HE#, F—HEX
TE BRI LT % B
TE 5,

Grade 1A NIZEIET 2 £ T
IREEL, BIER, 1BREE
LCHEEEZHRHTE 5,
Grade 2L FICEIET 5 £ C
IRIEL, IR, 1B A
LCHEEHRTE S,

1) Grade iZ NCI-CTCAE ver.4.03 |2 L %,

Grade 334D A

R gt (2. | Grade 2084
HLBE R OV 2
£E 5 Bz & DSE

N

Grade 334D A

LREPAOREIE | Grade 334054

H

FE 28 7= @ o) Za st s
VETHDHZ EnD, KFDRE
IRFBR COIRBRIEME 5T 851 FL
WInl HEEEZEERITAR
TA V] BBBIHE L,

1. BEHE KROBHICIEBIRETSZ L)
(1) MEMEMERDOH L BE XIZOEREOH 585 [ME

PERTR IS L, JECICE S AR B, (545
PR - PRI BT B 6 LR | TEBAEAR

EE . TEXQRIEM) OEZMR) ]
(2) HEOHHERERS O H 5 EF [LEVEIIHESL L Ty,
HEYEIRE | DES M

(1) BEERRBRIZ I\ TRIVE M
Y L OWIIRA 23580 6
N TNWATZDERTE LT,

Q) BEEOHHEEREDH SR
FHTI, toREERNED
TR WT=DFRE LT,

2. EERELNER

(1) MEMREERHSDLND ZLBRHLDT, MIHER (&
i, PR INE, K, JEENGE) ODRERE K OVE I 22 g
BRIRAEFEOEMTE, BIEET0ICIT) 28, Fio, L%
(206 CCEMRILEESR 0 (PaO,) . BRI AR 35 A Fin
(Sp0y) . Ml sQEARILIR SR /7 E# L (A-aDO,) | JiifiEHL

FERBRICB W TERD BTV
ZEIEH ORI RO 7= DO
ES SRR ONT RIS AR
ARE LT,

HES] (DLco) ZHDOMEEITHY> Z &, [ &G | [THiE -
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HalF=7
1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

EH LR ()

AEARPL

AEICEET 68 EorE] . MEERS) . TEKZR

BITEH) DIHZMH]

2

ALT. AST. B UL E V2D FH %25 FFHEREREER B &

PINDZENHDDOT, ARFIBEE BRG] R OB 5-F 1L EH
BN RBERME 21TV BB OREEZ BT 5 2 L,
[ TEKRZRENER] omEEK]

3. tHHEER

AFNT CYP2D6 DIHEEM %77,

DFREER (PFRCEERTHZL)

[ THRYEhEE

DIEZ]

TR (FRTTV—
JVEE)

WAL RRAER - HE A e - fEBRIN T

CYP2D63E I oFEAOMF | AKlDCYP2D6 fHE
FahA T2 WEN AL BER | FEHICEY. Znbo
K, BBV R, OFGFEE K OVEHAE | FAORH A LE S
ZBRRHLD O3 FENBEIMT D3E4 | fv, 2 b OIEF O

(T TTF NHBHOT, BEOWK | PIREN LEH T 27
U UE) AT BEEBET | BERDH D,
BIEWIEE (X T | BT &,

ae—E) | (7

FA b X ML

77 )
e
HHpHICHE L K | KAIOIMFRENME | 2 b OFKANEN
E e T L. ABIOFEHNMED | pH 25T 5720, K
Ta bR | WETABEARD | HOWINETF L, A

HDT, T DOIA
L O ATRE 2R IR

Al D 1 5 BE SR T
THRREMED D D,

DT DT &,

AAHN O TR, FEFE A
VER Z 34 U 72 FERG IR 3R BR B &
O PR SE PR BR Dk 5 4 FR 3%
E LT,

4. BIVEA

(B PRIERE D 7oy EGFR 816172 BB O UIBR NGB 72 1T - 15
O INHIRE I B 2 xR & LTI B M IR A L [E B 3L R 2
MAHFRERIZ IV T, AFID G- S 7z 227 6] (HANEE 40
Bl &aTe) H 220 61 (96.9%) ([CRIERNRD bz, L2
TERNE, #1193 6511 (85.0%) . JINPAZ 140 1 (61.7%) . AN
K (DPERNTEBEA., 7 7 2 MEEE%) 13561 (59.5%) . &
BREZIE S 111 651 (48.9%) . F&9Z - BUIR BIREES - ALBEMERL
2% 82 5l (36.1%) FETh-olz, KK

(1) EX2BIER

1) FMIEEmRR (2.2%)
M MR (MR, MlEd) R bbb sd Z &b
HDOT, BEOREEZ+ZITBIE L, EFEPROONIGE
WZIEAFN OB G2 F 1k L, A7 a4 RIBREOE U2 ALE %

1o &, [ S THEE - EICEHES 26 H Lol
B MEERS) | THEELRLKRER] OHEZM]

2) BEDTH (8.4%)

[EI B AL 25 T AEEBR (1050 3K
) TR LILVTEARK] & BHED
bOAEFGLRNEHE LTHE
AL, RaE L7,

(1) E\ERZRIEH

FERRBRICB W TR BT
L ERBRBIERIC OV THEE M
ATV, o 7eligts L O
Y72 VE 2R T 7= O E LTz,
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1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

EH EoEE () AEARPL

BEOTHNOLONDZ ENDDH, £7-. BEEDO THIZ
o THIAKIEIR 2 & 72 L, BMEBAREICE - TER b i S
NTNDHDOT, BEOREZ HSICBIZE L, ILEE (27
2 NE) OoF 5 FREOBEYEZITO &L biT, ARH
OREE, R TSP IEE2EETL2 2L, [ THIE - AR
BT A EoE] OEBE]

3) EEORBESR (31.7%)
JIERREZE % (13.7%) . TRBEK (7.5%) ERdHHDLILDH Z
EVRDHDHOT, BEOREZHSITBIE L, REDPEO LN
TS AR, MEZEOMU LB EZITH 2 &, B, &
TS U CHRER 2T 5L ) BFICHRETHZ L [TH
% - HEICEET M EOER] 0ESH]

4) FrE8REREE (28.6%)
ALT, AST, BV VB ED EAZM4 ) ITREEREE N H L D
N5 ENnHDHOT, BEOKREEZHSICBIE L, BENR
D HATZHAITIE, ARFNONRIE, WEX T GH k2B ET
HZl, [ THEREARWEE] OEBMH]

Q) ZOROBWER (2) ZofogIfEH
PIT DX 5 RFERD & b HAITIE, LTS U Tz BB TR DT SREIE
WiEZ1TH Z &, AIZOWTIEEME 21T 9 729
10%BLE  10%kil%stt 1%k s | |BE L7 .
MBEE | DRI | DRk, AN, | . B | — 1050 FHBRICH\N T, 2 FEILLSE
WA, T | R, T | 8T, BLL T RIFRIR & BECRIN S Real L
7 AR | Bk, WETREE, | WILRR, R 7z, 728, CCDS IRl T
59.5%) . ML |UGHE, . T | i [AEE: = IO RCETE LA
(12.8%) . F|%. 6. ¥k FIIVE T % B BRI 20 L
i (85%) 7
i - A | — SORE, W, B |, JoE | —
B O T, TEEL, i,
fir ok tE HIED Jodie, I
CRHSMEIEIE, IR
W)
B o T, MR, O |, S | —
(16.7%) DRIE (IR |
fase, @I
B R 0% | — Wb, B |, IR | —
A H g, DfARUEg, | ek Tk
VOB (AT,
RS | oA
X el BT,
W%, Wi OF
A SN
%)
R | — — i s —
RO | — N N
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1.8 IfF3CE ()

1.83 i L&

() MOZ OBERM

] LR ()

AEARPL

il AL REEE . ThE AR, | 7R M
Mgk Ry > | — i, HmERRD | ek | —
RRREE S, GF P ERIVOAE, | N, AFEEEREL

U L oSERBD . i | #n, U o8

A, A fER | i

Fergin, iR S

Hm
kg — e I AR i —
MR g, MOER | — WEOR R EE, ek, | BEPER, TV | —
T Ot e BRI BRI | L

E (RAE B |

7%, WEEHI

%, S TR,
1.
BE, PRk |— — DU fi B 155 —
OV A DFHE
MR RIEE | — FEED E O, B | DO | —
A, BREELE . B | BR. ARERR
KR
B OYREEE | — — FIRMEBERIN | —
= W SRR
EL RIS
P
R KL O | — — LA A % —
PR
T AR — RSE —
R KON | RAER REAME, K7 [k~ 3%y v |—
= (25.1%) VT VME, R | AME, @
H VU AME, K| 72—/
HNT T AMSE, |0,
Wik, 74 =—
FEKROE T | % JNOFEEGHIBE, B | R e ZIEALBE,
fkid e (61.7%) . & | %) | BJEEN., | %, BHEIE, | TURDRE
SEARE 9% B, MRIRMERE |PREMEES | (i,
(48.9%) | Bz | k. KEIRE. B RIEL)
JE %% (10.6%) | | FEFEME. B2RE HIML.
B R KERA. RER
(29.5%) . % | %, AIBE, ZBIE
I EEIE (B2
P, IR
(19.8%) . &
% - BUIR 5
RE2% - FLBE
PR B
(36.1%) . F
B R ERRR
TV AR A E AR
B (14.5%) .
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1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

] LR ()

AEARPL

Jih i
(20.3%)
BRI AR AT RE A ez v7rF=r|— —
(10.6%) AN, 1 A FLER A
KRN, 1
o LT F ok
R ¥ — N,
i R EREE N, if
R YR A
7 7 X —EHM

FEESHILIT, [EBRILRS ARRERICES <

5. mEpE ~ORE
U A TIRAERESRENME T LTV 2 ERL DT, IE
BLTEETDZ L,

RS CIE— IR A ER R RE S
KFLTWAZ Eng, i
M7 EREE LT, k944 A
25 HAFERIEH 607 SR A HK
B S EHRE L,

6. iLiR, R, BRILEE~OKE

(1) IR O GIZRET 2L EMEITHEN. L TV 72 WO T, il
SR L CW A RTREME O & 2 e EIcix, 1B EOF M
EfEtEZ B D EHE SN A GAICORBETHZ L,
RUE G TR T 2HAIEL. AAIRGICL DR E~DY A
TIZOWTHEFIZ it T 52 &, 70, MIRTRER L
PEITRE LT, ARA G- R Ok e 5% — e I,
Ukt 2479 L ofeg+s2 L, [EWEER (v 1)
TIE, MR VRE N OMEME AR SRR ~ DA D BTk
%, 1 [ 1Z2ooEE] oESE]

Q) BHFOLMITIT, I EFIESEDH T &,
HHHF~OBITIIARHTH D, ]

[(AAHDOE k

FERRIR Bl 2 JE I RROE LT,

7. NR&E~OEE
R ARER, Frall, 2R, SRS NRIZH 3 5 24X
ST L TRV (EFRRBR A 720N

Rk 9 4 4 H 25 BAFEEIEH 607
HIEAER R REEICE S X
BIE LTz, 70k, /NREE %G
& LT B PREBR 1T 50 L TV 7
AN

8. W ELtoBE

IRHNZZATHE : PTP ALEED AL PTP > — M HH Y L THRA
THEOEETSHZ L, [PTP o — FOEMIZE Y, BWELA
BN EIEREIEARI AN U, IR AR - U CHERRIRR 24 D&
ERAOIHELZBRT L Z L MESN TS, ]

AARREEMREASOR =R LA
POEHFIELE LT, ERNDOH—
L7=shic S E Lz, OF
% 8 4E 3 H 27 BAT B HGESE
240 R LUK 84 H 18 H
-7 A HE TS 304 5)

9. ZOMOEE

(1) BFsAmEtEsBRiciB VT, IR T » MIAH 5 mg/kg/H
(FRhgEE & (AUC) O 2.51%) #Eh L& &, RIED
HEJDPRD LTV D,

()7 v b ERHW =B RER O
BICHASEEHE LT,
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1.8 IRAFCE (R)
1.8.3fH EDFE () KOZE OB EIRL

EH EoEE () AEARPL

Q) 7 hEHWE 6 5 ANERGHERBRICBWNT, M7 v ()7 v b EHW =B REROR
MIAHK 0.5 mgkgy B (FRARREFERE (AUC) D03 15) DL RICESEFHRE LT,
ARG L& FEERROMED LR OERHENRRD b
T\,

(3) b FARREIL Y Bk A B B PR R RBIC N T, Y |OEREERBROMRICE ST
Rk BRI Z R L7228, HITH % 1\ B R gesk s B | RUE LT,
HERCIBN T, BREMIRS R o7, T2, FolikEs
WD/ IZIB W T, BRIEE R (AUCIEChax) ORI
0D MEE T v MIMEBRIEIZRD bheio Tz,
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1.9 —RPAFRCLR D E

1. JAN

a3 F =T KT TR 26 1 H 9 BT SERFEI 0109 1 SICL VU TO X HICEHmS
iz,

— AR
(AAA) FaiF=7/Kny

(¥ 4) Dacomitinib Hydrate

2. INN
Za I F=7KFPIL r-INN & L C WHO Drug Information, Vol. 25, No.1, 2011 (List 65), P.55 (21X
flsh s,

— W4 FR : dacomitinib

It % 4
(2E)-N-{4-[(3-chloro-4-fluorophenyl)amino]-7-methoxyquinazolin-6-yl} -4-(piperidin-1-yl)
but-2-enamide
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1.10 F3E-BIEEZLE D

REFEEEHOE L O

b4 - B4 (ZE)-N-{4-[(3—Chloro-4—ﬂuorophenyl)amino]—7-methoxyquipazolin—6—yl}—4—(piperidin—
1-yl)but-2-enamide monohydrate (—fx4 : % =2 I F =7 /KF)
[ 3CEN CHy

N

M

HN cl
: :F

L HQO

o

S
N\/QJ\N
H

Zhie - 2 |EGFR BAR1 2 EIG1VE O FIN A58 L FIE I/l e it
Mk - HE |[@%, RACEZaIF=7L LTI HIRB4Smg 2RO%5T 5, ks, BE
OIRAEIZ L 0 B EHRET 5,
BISREDRRE | —
A KDY BR : FaIF=7 Kk

=
SrE

ALY -

fH . BT 1Smg [1EERXY 2 IF =7k 15576 mg (¥FaIF=7
ELT15mg) &FH]
BV ufEdsmg [1 R X aIF =7k 46729 mg (FaIF=7
ELT45mg) &FH]

it IR o A
B i PERI B 5 WIS O i oF B
A N B 2000 mg/kg
A X s ey >200 mg/kg/ H *
*200 mg/kg/ B : EIERBMENBE LW &G &
AR 5-5 1%
Beh & T o
BrE | &5 0H (mgke/H) | (ke H) ERFTR
Ty b | 1HAK | 7% 0.5 0.5 mg/kg/ A LLE « RJE3HR - RIE
(&) 0,035,520 5mg/kg/ A LA L FETS, BASLARTE, #Kk{H,
(20mg/}<g/ RERE, BiE, RIEORE, | KE, |
Ho' : wliR AR, 1AFRERE, 1 WERE, 14T
7 RICES Bk, AR, 1 MR, | R
kL mEsE, | ~~r2 Vv b, |~ESD
7 vy, 1 RRARMEREL, 1 SEER MRSy
20 mg/kg/H i, 1ALT, TAST, 1y-GTP, |7
¢ w6 NTIv, LI on, 1 ra7)y,
Hicgel 2 LA/GH, TBUN, 1 Z7L7F=,
kL, w LFRUwA, | Za—n, | g >,
Br1s Hic TR NAG/Z V7 F=2 b, 1Rty
10 mg/kg/H GTP/Z L7 F =k, TR E N
FTREL JI7 VT F =, T RBZ L a—2)
TEGE JLTF=2i, 1 RH MGST/Z VT
PAL7Z. ) F=bk, RILE+ (AMmER, ARk,
LRRE) T RME, TEEE, |
MRER, FEFEW (AE, A, AR,
HEDOILIR, T S, 1) , BLuAA,
FEIESIE, EREER, VoS (M
Wk, B, BRRSEEY LosE, BARY L%
) oV oRERMED
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1.10 73K RIS D
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0,0.2, 05,2
(2 mg/kg/
Ho @ iklk

89 HIZ#

H&zdikL

7

2 mg/kg/H

% B 130
HIZ#H 5%

kL7, )

0.5

0.2 mg/kg/H LA b MR, REDIZZ4 -
Jifz, ko, 1AST, TALT, TR
ke R |7 VT F =k
0.5mgkeg/ALLE : | BEE, KREOHR
i, BEOFEM - BIEMk, RKEZOZEHE,
KRR ZENE, ERFERE G5, &, A
I, FESES, M), TEREMa s nE (T
B AR Y ) - U L oRERIBTERE,
BRI ERFE R O (g - KERE 5 §6)
2 mg/kg/ H : YRFEIRTE, ARERGE, | (K,
| ek, | ~Esvry, | ~<b
7 U b, T ARIMERSARNE, T HERIR ML
kg, 1 moRER, T A ek, 1A
BRd, 1OHEREL, T REGERLERE, 1
T4 7Y Ty, 1 AERERER, T AR
%, 1BUN, l#zx> X7, | T7n
TV, LAGE, 1 rueT Uy, |
Jpa—A, | albAFre—/, | ALP,
LAy on, | FhIos, 1707
F=r, THEREY L, 1 R, TR
H Ry, JRIGERMER, | R
kAR, g oAl - Ak, 18
TEIMPERSE, REIE, REHE, K&
B, RS 250, B eLUaEse, BIRM
BOENE - LR, BEk - BEER L
FeZgie (Hia, mifd) , AR W
WY, MEOBERRBIL - s (+ 45
15 - [E115)

A X

1% A
(&)

AL
0,03,1,3

0.3

0.3 mg/kg/ A LA E : #kfE, DIESkERE - 4%
JED IR,

1 mg/kg/ B UL E KB, 74 Lk
AN R D AMD Y, I, 45
b R i,

3mgkg/H : EAR, IRIW, EROEME, it
R, BRI, BE - B oEEL, 0
BT ek, THEE, 1747
Iy, LTATy, 1 ouT Y,
KSR, BANOEROEME, HlROE
AR

95 AR
(&)

I
0,0.03, 0.1,
1

0.1

0.03 mg/kg/ B LA b« #RME, AKB(E, RJE
FAR, RITE, FIBE

0.1 mg/kg/ B UL E - BIAZRERIE, BiE,
I B MR g oD 22 R pk

1 mg/kg/H : FERRD IR - JEAR, K,
3R, IR, NEWRIRE, &
N OVIE, ARTEEY, A A e
T4, LTATIy, LAGH, 174
TV v, TRIBER, A EROIE
HAb, AIREOIEE, THIROZEM, Tk
BEDO S A - 18
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EIEH [EIBS LR 55 TIT AR (A7471050 505k)
BIVER O3 BMERE - 220/227 5] (96.9%)

BIWEF o fEsE T % T
T 193 85.0%
AN (O ERIEETE .
W, 7o) 29:3%
EIVIN 29 12.8%
AL RS 38 16.7%
PR RERR A S

[ALT (GPT) L5, 55 24.2%
AST (GOT) kH-%]
BB E 57 25.1%
JINGEES 140 61.7%
SIERRRZ G 2% 111 48.9%
S R RINITRZ $INS .
75 - AUBENERSS i 36.1%
B Jig i p 67 29.5%
Wi BAE 46 20.3%

A ) AN Y
;;%ﬁ(iﬁﬁ,m 45 19.8%
FoE - R IR AR 0
g 33 14.5%
F & 5% 24 10.6%
R E W 24 10.6%
A
Eagan 7 7 AP —fXatt
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328 JFEK
3.2.8 [~ [Fass=7kim 5% [Prizertt: [20044¢8 73~k [Pfizer USA/UK/Ircland [si [#tyveet At [
3.2 HIAI
32P [ [¥=sF=7 kit WAl [Pfizertt [2005%Fs A~k [Pfizer USA/UK/Germany [stE [sLyiesr [P |2
32.A ZoOffh
3.2A — [Fax7=7kmm <o [Pfizertt [ [Pfizer USA/UK [+ [#Eyveet 2P [
3.2.R HHHOERYEE
3.2.R — AR = = = = = — —
33 2E
. J Ph: Bi d Anal
331 - Use of a quality-by-design approach to justify removal of the HPLC weight [Skrdla PJ, Wang T, - - S 200;";&5;};;).7:: »E -
o % assay from routine API stability testing protocols. Antonucci V, et al. 6 ’ ) -
The Application of Sci d Risk-Based Concepts o Drug Subst Colgan ST, Watson TJ I Pharm Innov
332 _ he Application of Science- and Risk-Based Concepts to Drug Substance olgan ST, Watson TJ, | - S 2012;7(3-4)(Dec):205-| 5% "
Stability Strategies. Whipple RD, et al. 13
2nd ed. London,
Applications of the Bernoulli equation t hannel flows. In: Hydrauli England: Elscvier
333 n pplications of the Benoulli equation to open channel flows. In: Hydraulics - - S Butterworth- P "
of open channel flow: an introduction. . .
Heinemann; 2004: p.
21-49
Calculation of itted dail lue for the solvent 2 Parris P, Duncan JN Regul Toxicol
334 - a[Tulz: llonhodé lzenm ed daily exposure value for the solvent 2- F:am; 8 dlxma[“ ] 5 n n S Pharmacol P -
methyltetrahydrofuran. cetwood A, et al. 2017:87(ul):54-63.
7th ed. London:
335 — Magnesium stearate. In: Handbook of Pharmaceutical Excipients. Rowe RCf Sheskey P, 1 — ShE Pharmaceutical Press; (2% "
Cook WG, et al.
2012: p. 457-62.
7th ed. London:
3.3.6 — Sodium starch glycolate. In: Handbook of Pharmaceutical Excipients. Rowe RCf Sheskey P, 1 — ShE Pharmaceutical Press; (2% "
Cook WG, et al.
2012: p. 757-60.
337 = A two one-sided parametric tolerance interval test for control of delivered  |Novick S, Christopher D, = = S AAPS PharmSciTech »E -
- dose uniformity. Part 1--characterization of FDA proposed test. Dey M, et al. 2009;10(3):820-8. -
- L . . Colgan ST, Timpano RJ, - J Pharm Innov 5 -
3.3.8 Opportunities for Lean Stability Strategies. Roberts M, et al. SHE 2014;9(4):259-271. 55
S Regulatory
. Wat KC, Col; N
3.3.9 — A science based approach to setting expiry dating for solid drug products. STa erman KC, Colgan — — ShIE Rapporteur BE i3
: 2008:5(7):9-14.
X Acta Crystallogr, Sect
. lek PTA, F: L. . 9
3.3.10 — Knowledge-based model of hydrogen-bonding propensity in organic crystals. aaofherwelf vflglsanel ;l B — ShE B: Struct Sci BE b3
H 2007;63(Oct ):768-82.
. . . Kluwer Academic
3.3.11 _ lnlemauoval tables for crystallography, volume C: mathematical, physical A.J. C. Wilson - - S Publishers; 1992: p. |5 1
and chemical tables.
500
. . . Kluwer Academic
3.3.12 _ lnlemauoval tables for crystallography, volume C: mathematical, physical A.J. C. Wilson - - S Publishers; 1992: p. |5 1
and chemical tables. 219
[ % AR
PHARMACOLOGY SUMMARY FOR PF-00299804 IN NONCLINICAL - e - S s
4.2.1.1.1 PF-00299804-Pharm-001 CANCER MODELS IN VITRO AND IN VIVO James G. Christensen 20 Pfizer, [z ShiE EPITERE #F Al
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Dacomitinib (PF-00299804) Biochemical Potency Evaluation Toward . S o Ve . .
42112 PF-00299804-’063846 EGFR and Expanded Human Kinome Selectivity Analysis Brion W. Murray ZMH Pfizer, K[ #HE HATEE FFif
CHARACTERIZATION OF DACOMITINIB ACTIVITY ON GROWTH  |Nathan V. Lee .- .
h K[ 8 vkl = 4
4.2.1.13 pr-00299304 [ 134505 0 1A it Ty OF CANCER CRLL LINES ST et 2iln Pfizer, K[ SHE TR AP 1
4.2.1.2 BN SEE
4.2.1.2.1 100014035 Final Report for Compound PF-00299804-00 tested in Study 100014035 ‘_ 2 ‘- 7% ShiE PR #F Al =
4.2.1.2.2 100013996 Final Report for Compound PF-05199265-00 tested in Study 100013996 ‘_ 2 ‘- 7% ShiE KR ST "
4.2.1.3 i Sty
EFFECT OF PF-00299804 ON hERG CURRENT STABLY EXPRESSED .
4.2.13.1 273008 IN HEK.293 CELLS Jun Zhou 2~ il Pfizer, [ S EPITERE 5% 1
Effect of PF-05199265 on Cloned hERG Potassium Channels Expressed _ -~ I .
~ = P A
4.2.1.3.2 2o in Human Embryonie K dney Cals 2~ il ShiE EPITERE il
. EFFECTS OF PF-299,804 ON CARDIAC ACTION POTENTIALS . . - i
42133 pr2998041C/001 JJ] RECORDED FROM DOG ISOLATED PURKINJE FIBRES I pirgo |1 Lightbown 2~ Pfizer, 312 S HNEE At
SAFETY PHARMACOLOGY PULMONARY ASSESSMENT OF PF-
4.2.1.3.4 273007 00299804 IN MALE SPRAGUE-DAWLEY RATS BY WHOLE BODY |Martin J. Sanders 2~ 2l |prizer, k= S PR Al =
PLETHYSMOGRAPHY
SAFETY PHARMACOLOGY - NEUROFUNCTIONAL ASSESSMENT | . . .
) N I : vkl . 4
42,135 273006 OF PF-00299804 TN SPRAGUR-DAWLEY RATS Richard H. Alper 2~ 2l |prizer, ki ShiE PR Bl
CARDIOVASCULAR ASSESSMENT OF PF-00299804 IN ) 2 i~ il - .
4.2.1.3.6 W2730-04 INSTRUMENTED BEAGLE DOGS Peter D. Harris ZI:IH Pfizer, [z ShiEl REPITORE A
4214
[zl I I [ [
4.2.2 ARG
4.2.2.1 Stk
42211 pm2df00299804-001 Method Validation for PF00299804 in Rat Plasma using LC/MS/MS Elizabeth A. Grocber |20 Piizer, [ ShiE AEPIPRE #F il
Partial Validation of LC/MS/MS Assay for PF-299804 in Li Heparin Rat Christopher Huntington S P [y -
4.2.2.1.2 pm2dff299804-009 P Bttt Groster b Gl Pfizer, [z ShE PR Bl
Partial Validation for PF-00299804 in Li Heparin Rat Plasma using . . . ] P [y -
4.2.2.1.3 DM2(I00299804-(143 LOMS/MS Jessica-lyn Gremminger 2(.fq:lﬂ Pfizer, K[E ShE TR FFifl
METHOD VALIDATION FOR PF-00299804 IN RAT PLASMA USING T—n o o
42214 6750-294 LOMSMS ] 2~ KE |4 RN At
42015 6750-294_Addendum | Method Validation for PF-00299804 in Rat Plasma Using LC/MS/MS ] I EEE B - |- LR #F i
Validation of a Method for the Determination of PF-00299804 and PF- _ _ N e =g -
~ = P A
4.2.2.1.6 8236731 05199265 in Rat Plasma by HPLC with MS/MS Detection ZMH ZMH s HAER il
METHOD VALIDATION FOR PF-00299804 N RABBIT PLASMA T—n o o
y ~ %] =] R3S 2 W
42217 6348-524 USING LOMSMS ] 2~ KE |4 RN i
42218 6348-524_Addendum | Method Validation for PF-00299804 in Rabbit Plasma Using LOMSMS || NN 2 . E S 2P i "
4.2.2.1.9 pm2df00299804-002 Method Validation for PF00299804 in Dog Plasma using LC/MS/MS Elizabeth A. Grocber 201 ~2 il Pfizer, [z S #F i =
Partial Validation of LC/MS/MS Assay for PF-299804 in Li Heparin Dog  |Christopher Huntington - S P [y -
4.2.2.1.10 pm2dff299804-010 Pl Eliontth Grosber 2~ Pfizer, K2 S HNEE At
METHOD VALIDATION FOR PF-00299804 IN DOG PLASMA USING T—n s o
422,111 6750-295 LOMSMS ] 2~ KE |4 RN At
422.1.12 6750-295_Addendum 1 Method Validation for PF-00299804 in Dog Plasma Using LoMsvs | | | | I = B I (5 TR #F i "
ASSAY CHARACTERIZATION FOR PF-00299804 USING HPLC WITH
422.1.13 pm2ol00299804-011 MS/MS DETECTION IN DOG PLASMA AND CROSS Jennifer Winton 2iln Pfizer, [z ShiE REPITORE Al B

CHARACTERIZATION IN RAT AND MONKEY PLASMA
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4.2.2.1.14 pm2dff00299804-023 ?ﬁi"’n‘gﬁlﬁfﬁ?ﬁgzﬁ"é 959‘2‘;(?‘{!])207;0'0 1: Single-Dose/7-Day Oral Rangeq gy et Grocber 2~ il Pfizer, [z ShiE PR #F Al e
422115 pm2cff00299804-024 gl‘:;‘::ys‘::":‘ily[ze:;‘;“og"z;sg‘;gm.['éf 0-02: 2-Week Oral Dose Range- ;. eqh Groeber 2~ il Pfizer, [z ShiE PR #F Al e
4.2.2.1.16 pm2df00299804-014 Analysis of Samples from TK Study [J2730-11 E}:::;‘;z‘:z:’:g::gm" 2~ Pfizer, [z ShiE PR #F Al =
4.2.2.1.17 pm2dff00299804-025 E;:;;Zyslii‘;lyiefslf;‘fog"zrgsgg“(fgml])i?‘o‘?: 7-Day Oral Dose Range- |y, et Grober 2~ Pfizer, [z ShiE PR #F Al =
422118 pm2fo0209804-013 Analysis of Samples from TK Study [Jf2730-05 E}:::;‘g‘:z:}:g::gm" 2~ R Pfizer, K[ S TR #P i b
4.2.2.1.19 pm2dfff299804-020 Analysis of Samples from TK Study [J2730-04 E}:;‘:;‘g‘:z:}:g::gm" 2~ Pfizer, [z ShiE PR #F Al =
4.2.2.1.20 pm2c00299804-042 f/l“";:i]l{:ﬁcfssxzyg :}‘:Sg‘ziyg%fm% In Vivo Bone Marrow ;?:;feg "G(rj;:l’;’r‘“i“ger 2~ il Pfizer, [z ShiE PR #F Al e
e S —— T L e
. L o — wa |
Do oo esoie ol -l — [ R |
4.2.2.2 WAL
4.2.2.2.1 f\i?gf;:ig:“mwom PERMEABILITY AND TRANSPORT EVALUATION OF PF-00299804  |Cho-Ming Loi b5 G I Pfizer, K[H ShE fadales sy AP Ei3
4.2.2.22 DM2'00299804-(130 Permeability Assessment of PF-00299804 Using Caco-2 Cell Monolayers ~ Huifen F. Wang ZMH Pfizer, K[E SE R Al "
42223 pm2df00299804-012 PF-00299804 Pharmacokinetics in Sprague Dawley Rats Following Oral 1 ie 5 wang 2 Pfizer, K[ ShE *ENTERH Al i3

Administration at 25 mg/kg

Single Dose Pharmacokinetics, Dose Proportionality, and Oral Hubbel A
4.2.2.2.4 764-04427 Bioavailability of PF-00299804 Following Intravenous or Oral Pt 2 Pfizer, [ ShiE PR #F Al e
Administration of PF-00299804-00 to Male Sprague-Dawley Rats :

PF-00299804 Plasma Concentrations in Beagle Dogs Following Oral Huifen F. Wang " P S o
§ 2 Pfiz g B2
4.2:22:5 DMZ'()OZ%SM 031 Administration in Capsule versus Suspension Formulations J. Wentland MH izer, KE S HARR P
PF-00299804 Pharmacokinetics in Beagle Dogs Following Oral Huifen F. Wang " P S o
§ 2 Pfiz g B2
422.2.6 pm2fo0209804-015 Adminisation at 29 meke ) Wontdond di- izer, K S AT #R A

Single Dose Pharmacokinetics and Oral Bioavailability of PF-00299804-00 Hubbel A
4.2.2.2.7 764-04419 in Male Beagle Dogs Following Intravenous and Oral Administration of PF- ZhuT. | 2(.@:.):! Pfizer, K[E ShE LR Al "
00299804-00 !

PF-00299804 Pharmacokinetics in Cynomolgus Monkeys Following Oral Huifen F. Wang . -~ [y e
- 2 Pfiz g 7
42228 pm2dff00299804-016 Adminisration a 20 mgks ) Woniand di- izer, H[E S TR Ga
Single Dose Pharmacokinetics and Oral Bioavailability of PF-00299804-00 Hubbel A
4.2.2.2.9 764-04420 in Male Cynomolgus Monkeys Following Intravenous and Oral ZhaT : 2(.fq:lﬂ Pfizer, K[E ShE R Al "

Administration of PF-00299804-00

PHARMACOKINETICS OF PF-00299804 AND ITS METABOLITE PF-
4.2.2.2.10 pF-00299804 [ 140632 |05199265 IN MALE RATS FOLLOWING ORAL ADMINISTRATION OF [Sylvia V. Vekich 2iln Pfizer, /5] Shil REPITORE Al =
PF-00299804 FOR 3 DAYS

or TOXICOKINETICS OF PF-00299804 AND ITS METABOLITE PF-
N - 2 Pfizer, % PEE Al 3
422211 002990504 [ 095344 03199265 IN RABBITS FOLLOWING ORAL ADMINISTRATION OF PF-|Heathe Hatch di- izer, Iz ShiE EPITERE il

00299804 FOR 3 DAYS (sTUDY [Jfo042)
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PE TOXICOKINETICS OF PF-00299804 AND ITS METABOLITE PF-
4.2.2.2.12 N 05199265 IN DOGS FOLLOWING ORAL ADMINISTRATION OF PE-  |Sylvia V. Vekich ZMH Pfizer, K[E SE R Al "
ooz990s0+ [ 141511 {00,000 ror 3 DAYS stupy [foos)
4223 axi
PF-00299804: IN VITRO ASSESSMENT OF HEPATIC UPTAKE IN . B .
X e vk B 1
4223.1 pr-00200304 [ 202835 ([ HEmATOCY T SUSPENSIONS Samantha Sevidal 2il-n Pfizer, K[ SHE TR AP
IN VITRO OATP1B1- AND OATP1B3-MEDIATED UPTAKE OF PF- . B -
¥ e Vi B 1
42232 pr-00209804 [ 024655 (500004 Sumathy Mathialagan |2 Pfizer, K[ SHE PR AP
4.2.233 DM2'299804-027 Binding of PF-00299804 to Human, Mouse, Rat and Dog Plasma Proteins ~ [Huifen F. Wang 2(.@:.):! Pfizer, K[ SHE FTEEE FEA i3
In Vitro Protein Binding of PF-00299804-00 to Plasma Proteins of Mouse, ~|Hubbel A. " e ey .
4.2.2.3.4 764-04410 Rat, Do, Monkey. and Human ey 2iln Pfizer, [ ShiE PR #F Al
PROTEIN BINDING OF PF-05199265 IN RAT, DOG, AND HUMAN . P n
y s 8 e vk ap 1
42235 pr-0519926s [ 175733 |5 onin Michelle A. Sands i Pfizer, K[ SHE PR AP
PROTEIN BINDING OF PF-00299804 AND PF-05199265 IN RABBIT B N
X * vk B 1
42236 pr-00200304 [ 102125 |0 Tracey L. Boyden 2iln Pfizer, K[ SHE TR AP
IN VITRO BINDING OF PF-00299804 IN HUMAN ALBUMIN AND . . o "
) w o ap 1
42237 pr-00209304 [ 143956 ([0 AN w1 ACID GLYCOPROTRIN Michacl A. Zientek 2iln Pfizer, K[ SHE TR AP
Red Blood Cell (RBC) Distribution of PF-00299804-00 in Mouse, Rat, Dog, [Hubbel A. e Ve . .
42238 764-04409 Monkey, and Human Whole Blood e b5 G I Pfizer, [ ShiE PR #F Al
- Lo . Huifen F. Wang
42239 DM2l00299804-026 PE»OOZ‘)QXO% Plasma and |‘3|.aln C‘oncenlratmns in FVB/n Wild-Type J. Wentland 2 7, 2(.@:.)1 s Pizer, H[E S PR SEAf i
Mice Following Oral Administration ) 2 il
J.W.A. Findlay
) o . ) !\{h.chael J. Potchoiba 5 5, N . L
4.2.2.3.10 DM2'00299804-033 Tissue Distribution of [ “CJPF-00299804 in Long-Evans Male Rats Clinton M. Schroeder > i Pfizer, K[E ShE R FFAifl "
Brian D. Bush
4224 R
. . Chandra Prakash 2 il
- R labelled Mass Bal: Metabolic Profiles of ’
422.4.1 RMZle(:ZQ%M 039 adiolabe Ze;) azs ;_ancef’"d ¢ ab]“ e Frofies o Tim F. Ryder 2 7, Pfizer, [El S KPR B2 i
mendmen [ "C]PF-00299,804-03 in Sprague-Dawley Rats Deepak Dalvie 2 il
METABOLITE PROFILING OF DOG PLASMA OBTAINED FROM A 9-
4.2.2.4.2 pE-00299804 [l 183819 [MONTH ORAL TOXICITY AND TOXICOKINETIC STUDY OF PF- |Evan B. Smith 2 Pfizer, [ ShiE EPITERE #F Al e
00299804
Characterization of PF-00299804 (PD 0348256) Metabolism and Prediction
4.2.2.43 764-04474 of In Vivo Clearance After Incubation With Rat, Dog, Monkey, or Human ~ |Bauman J. 2(.f¢lﬂ Pfizer, K[E ShE LR Al "
Hepatocytes
X . . e _
42244 /[zMZ'»00299804 038 Ragholabelled Mass Balance and Metabolic Profiles of [ “C]PF-00299,804 Tim F. Ryder 2(.f¢lﬂ Pfizer, [ ShE KPR Al 1
mendment 03 in Beagle Dogs
METABOLISM OF ["“C]PF-00299804 IN HUMANS FOLLOWING
42245 pF-00299804 | 183530 | ADMINISTRATION OF A SINGLE ORAL DOSE (45 MG) TO Evan B. Smith il Pfizer, K[ S TR #F i "
HEALTHY MALE VOLUNTEERS
Identification of /n Vitro Metabolites of PF-00299,804 in Liver Microsomes P -
N g | * vk B 1
4.2.2.4.6 pm2dff00299804-035 from Human, Rat. Do and Monkey Chandra Prakash 2 Pfizer, [z ShiE EPITERE #F Al
42247 DM2'00299804-036 Identification of /n Vitro Metabolites of PF-00299,804 in Rat and Chandra Prakash 2(.f¢lﬂ Pizer, K [El S SRR T4 1

Human Hepatocytes
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IN VITRO RECOMBINANT CYTOCHROME P450 REACTION
42248 pF-00299804 [l 175542/ PHENOTYPING FOR PF-00299804 AND ITS O-DESMETHYL Michacl A. Zientck b5 G I Pfizer, K2 S HNEE G £
METABOLITE PF-05199265 (M18)
PF-00299804: DETERMINATION OF P450-MEDIATED KINETIC ) . '
] L el - vkl . 4
42249 pr-00200804 [ 193914 |7 s RS BASED ON M8 FORMATION Caroline A. Lee 2il-n Pfizer, K[ SHE TR P
4.2.2.4.10 pF-00299804 [l 094057 |IN ViTRO METABOLISM OF PF-00209804-03 IN rCYP3A4 Tim F. Ryder b5 G I Pfizer, k2] S HNEE G £
4.2.2.5 Heift
| (422415504224 20 FK)
4.2.2.6 Y BIEAHI Y AR GEERR)
EFFECT OF PF-00299804 ON HUMAN DRUG METABOLIZING . i
] i s : v 5 e
4.2.2.6.1 pr-00299304 [ 10233 (4 s 1N VITRO, - AMENDED AymanF. ElKattan | 2fffR Pfizer, [z Shil REPITORE A
IN VITRO EVALUATION OF PF-05199265 AS AN INHIBITOR OF
42262 0 CYTOCHROME P450 (CYP) ENZYMES IN HUMAN LIVER ] 2l - ESH S AT Sl "
MICROSOMES
IN VITRO EVALUATION OF PF-00299804 AS AN INHIBITOR OF
4.2.2.6.3 pF-00299804 [ 085741 |UDP-GLUCURONOSYLTRANSFERASE (UGT) ENZYME ACTIVITIES  |Jonathan Novak 2iln Pfizer, /5] ShiE REPITORE Al B
IN HUMAN LIVER MICROSOMES
op IN VITRO INVESTIGATION OF THE POTENTIAL FOR PF-00299804
4.2.2.6.4 N (DACOMITINIB) TO INDUCE CYTOCHROME P450 (CYP3A4, Kelly J. Nulick 2MH Pfizer, K[E ShE R FFifi e
029950+ [ 050224 e ipopcann CYPIA2) IN CULTURED HUMAN HEPATOCYTES
In vitro Interaction Studies of PF-00299804-00 with human renal OCT2, _ o S e
4.2:2.6.5 -8392 OATI and OAT3 uptake Transporters ZMH N — S IR A
IN VITRO INHIBITION OF P-GLYCOPROTEIN TRANSPORT OF ) . '
) e - vkl . 4
4.2.2.6.6 PF. 00299804-]62953 DIGOXIN IN CACO-2 CELLS Eric L. Reyner ZMH Pfizer, K[E ShIE TR FFifl
THE I N VITRO STUDY OF BCRP (ABCG2) INHIBITION BY PF- I - - "
42.2.67 . 00299804-00 IN MDCKII-BCRP CELLS S L g A= o R i
In Vitro hOATP1B1, hOATP1B3, and hOCT] inhibition study of PF- L . P [y s
42268 pr-00299804 [ 155623500504 Renato J. Scialis 2l Pfizer, K[ SHE TR P
IN VITRO EVALUATION OF PF-00299804 AS AN INHIBITOR OF ) . '
) e - vkl = 4
42269 pr-00209304 [ 103352 | 5, 1 TR ANSPORTER Sumathy Mathialagan |2 Pfizer, K[ SHE TR P
In vitro Studies of Selected Test Articles with the Human BSEP _ Ve . .
4.2.2.6.10 -8393 (ABCBI1/sPgp) Transporter in the Vesicular Transport Inhibition Assay ZMH NI — s HPTRDR P
4.22.7 Z DO A FEGABR
AN L |
4.2.3 R
4.2.3.1 TSI
SINGLE-DOSE ORAL RANGE-FINDING STUDY OF PF-00299804 IN .
4.2.3.1.1 ‘.—2730 01 DOGS Sherry L. Ralston 2(.fq:lﬂ Pfizer, K[E ShE TR 55
SEAE B - AR
200 2-WEEK ORAL DOSE RANGE-FINDING STUDY OF PF-00299804 IN. ¢ /oo Al Pizer, 1 e —— a5 -
RATS
7-DAY ORAL DOSE RANGE-FINDING STUDY OF PF-00299804 IN |Sherry L. Ralston 2 . % - N
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4.2.3.7.6.10 20l4QA-GN- » AN IMPURITY 9 (5-CHLORO-2-FLUOROANALINE) OF  [Joel I. Ackerman ZI:IH‘ Pfizer, K[H SHE FEPTEE % "
PARENT COMPOUND PF-00299804
BIOLUMINESCENCE AMES ASSAY OF K AN IMPURITY ) 2 B _—
’ ; ser, K[E] & ) % 1
4.2.3.7.6.11 .GR354 OF PF-00299804 Jennifer R. Cheung Znﬂ Pfizer, K[E ShE TR 5
EVALUATION OF THE MUTAGENIC ACTIVITY OF N
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GENETIC TOXICOLOGY-BIOLUMINESCENCE AMES ASSAY OF ) 2 B e
: rer, KE & ) % 1
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Locally Advanced or Metastatic Non-Small Cell Lung Cancer (NSCLC)
Dose- and Exposure-Response Analysis of the Safety of Dacomitinib (PF-
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P‘;\:[iAlZ-EQDD-A747f-DP4»678» Advanced Or Metastatic Non-Small Cell Lung Cancer (NSCLC) in Pfizer, Inc. — — ShIE ;%;?;’;fii Al i3
addendum Patients With Epidermal Growth Factor Receptor (EGFR) o
Activating Mutations: Phases 2 and 3 Data
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