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SUFFFE TEARVEERTO D E THEBET 5. CALQUENCE 13 1 1 7 VHICH S E BT 5 (194 21328 ) .
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CYP3A OFH3E HELE X 5 CALQUENCE D Eidku
ERE=S=]] § 7172 CYP3A FHEFH BEHZRET D 2 &,
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CONFIDENTIAL AND PROPRIETARY 7(20)



1.6 SENCI T 26 ARSI BE T 2 8k AstraZeneca
—LL T T ITNTF =T

x1 FEEDRIXEOHE
E4 KE

o (il [HEROHM EOER (52) ZH]
o [MERIANE [EELROHEM EoEE (53) ]
& RMEENEES [EEROHEMH EOER (54 ]
o LEMEKOLERE [EEROHEH EOER (5.5 ]
6.1 FRIRAABRAER
?Knit%ﬁifbmf“b\ TED T TITON D T2, & % HH _’Db\fﬁuuﬂwﬁ%ﬁfﬁﬁﬁ SIRIWEAZEEAT, MLOIEY) DA R
(CRIT DEIERIEBISR & EREIR T 5 2 LT TE R, £z, EERIRIC AIERIE B 2 SO 2 LT IR B 700,

&Uﬁ%k@&a_ﬁﬁﬁé? &i(mummmEmmg%ﬁuﬁﬁﬂ WG U iR B 1029 BT 5
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CLL #H 1B W Tl b mME TR b NZENER (7 L— R, JEER30%LL ) (3, &ifn, A EkEAE, s
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ZRHME L7z [ERREBR (14.2) 2]
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Lto CALQUENCE BMPRIERED BE 21T, WBEST TFFR CTE W BN F8 8 5115 £ T CALQUENCE % #9 12 FEf 4
WP h Lz, ARBR O GEE 1X, 65 L EoElnE . # L <1 18 LA | 65 A C Cumulative Illness Rating Score-

Geriatric [CIRS-G] AaT7 N6 XTI LT F =27 1U7 T 273 30~69 mL/min [Cockeroft-Gault F5HA] DEETHY |
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OHFREIZ 6 VA I NVT, AEXY AT ORELZ 6 VA 7 VLN EZF7-HE1X 84%. chlorambucil D 5-% 6 %A 7 /L UL |
ZAF - BEIL 70% T > 72, CALQUENCE+G BECTAE XY X~ 7 D 5% 6 A 7 VLI E% 771 BEIT ss%f%oto
CALQUENCE+G # & U8 CALQUENCE BUMBRIERE T, IRBRIE DRI 5D 30 H LINIZIHREEI T2 780972 \ZFE - 7= RBIE
HOFRELRIL, FH2%THY ., HbEHETRHEOONTDITERETH T, E%if YER DB, CALQUENCE+G #
T 39%., CALQUENCE HUHWRIERET 32% CTh o7z, b mME TR b EHERBERIZME CTh 72 (2.8%~7%) .
CALQUENCEAG B CH G- H ILIZFE > -RITEH O3 BT 11%,. CALQUENCE @@@ CESTRWERORBLEIL 1% Th -
72o CALQUENCE HUMBERE Tl #&5-FIEIZE > ZRITEH OFBLHIL 10%, CALQUENCE DI fEIZE > 7-RIEH O3 BLR
134%TH -7,

ELEVATE-TN i TiE o H - RIEH K R R A E R 2 2% 5 RO 6 ITRT,

# 5 CLL 8312 CALQUENCE 5 L7z & O EREWER (7 L— Raflblavn, B 15%LL ) (ELEVATE-TN &
BR)

sapr CALQUENCE + CALQUENCE FEXY X< +
BIl/E i * FERXY X<T BB IERE Chlorambucil
N=178 N=179 N=169
271 —F T —F>3 L7 L—F JL—F>3 L7 L—F JL—F>3

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

RYE

Rt 69 22¢ 65 14 46 13

ARGE Y @ 39 2.8 35 0 17 1.2

TROEREY b 24 8 18 4.5 7 1.8

PR R e 15 1.7 15 2.8 5 0.6

MK LY o _REEES
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B IR E
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FBEHSRE X U%E Ak E
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

CALQUENCE?® (acalabrutinib) capsules, for oral use
Initial U.S. Approval: 2017

--------------------------- RECENT MAJOR CHANGES - -
Indications and Usage (1.2) 11/2019
Dosage and Administration (2.2) 11/2019
--------------------------- INDICATIONS AND USAGE -

CALQUENCE is a kinase inhibitor indicated for the treatment of adult
patients with:
. Mantle cell lymphoma (MCL) who have received at least one prior

therapy. (1.1)
This indication is approved under accelerated approval based on overall

response rate. Continued approval for this indication may be contingent
upon verification and description of clinical benefit in confirmatory
trials. (1.1, 14.1)

. Chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma

(SLD). (1.2)

---------------------- DOSAGE AND ADMINISTRATION --------e-mmeeme -

. Recommended dose is 100 mg orally approximately every 12 hours;
swallow whole with water and with or without food. (2.1)

. Advise patients not to break, open, or chew capsules. (2.1)

. Manage toxicities using treatment interruption, dose reduction, or
discontinuation. (2.2)

. Avoid CALQUENCE in patients with severe hepatic impairment (2.2,
8.6)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--——--—-——-
Capsules: 100 mg. (3)

CONTRAINDICATIONS

None. (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----meememe o

. Serious and Opportunistic Infections: Monitor for signs and symptoms
of infection and treat promptly. (5.1)

. Hemorrhage: Monitor for bleeding and manage appropriately. (5.2)

. Cytopenias: Monitor complete blood counts regularly. (5.3)

. Second Primary Malignancies: Other malignancies have occurred,
including skin cancers and other solid tumors. Advise patients to use sun
protection. (5.4)

. Atrial Fibrillation and Flutter: Monitor for symptoms of arrhythmias and

manage. (5.5)

ADVERSE REACTIONS
Most common adverse reactions (incidence > 30%) were: anemia,
neutropenia, upper respiratory tract infection, thrombocytopenia, headache,
diarrhea, and musculoskeletal pain. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

. CYP3A Inhibitors: Avoid co-administration with strong CYP3A
inhibitors. Dose adjustments may be recommended. (2.3,7, 12.3)

. CYP3A Inducers: Avoid co-administration with strong CYP3A
inducers. Dose adjustments may be recommended. (2.3, 7, 12.3)

. Gastric Acid Reducing Agents: Avoid co-administration with proton

pump inhibitors (PPIs). Stagger dosing with H2-receptor antagonists and
antacids. (2.4,7, 12.3)

----------------------- USE IN SPECIFIC POPULATIONS ---——-----mmememe -
. Pregnancy: May cause fetal harm and dystocia (8.1)
. Lactation: Advise not to breastfeed. (8.2)

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

Revised: 11/2019
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Mantle Cell Lymphoma
CALQUENCE is indicated for the treatment of adult patients with mantle cell lymphoma (MCL) who

have received at least one prior therapy.

This indication is approved under accelerated approval based on overall response rate [see Clinical
Studies (14.1)]. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in confirmatory trials.

1.2 Chronic Lymphocytic Leukemia or Small Lymphocytic Lymphoma

CALQUENCE is indicated for the treatment of adult patients with chronic lymphocytic leukemia (CLL)
or small lymphocytic lymphoma (SLL).

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage
CALQUENCE as Monotherapy

For patients with MCL, CLL, or SLL, the recommended dose of CALQUENCE is 100 mg taken orally
approximately every 12 hours until disease progression or unacceptable toxicity.

CALQUENCE in Combination with Obinutuzumab

For patients with previously untreated CLL or SLL, the recommended dose of CALQUENCE is 100 mg
taken orally approximately every 12 hours until disease progression or unacceptable toxicity. Start
CALQUENCE at Cycle 1 (each cycle is 28 days). Start obinutuzumab at Cycle 2 for a total of 6 cycles
and refer to the obinutuzumab prescribing information for recommended dosing. Administer
CALQUENCE prior to obinutuzumab when given on the same day.

Advise patients to swallow capsule whole with water. Advise patients not to open, break or chew the
capsules. CALQUENCE may be taken with or without food. If a dose of CALQUENCE is missed by
more than 3 hours, it should be skipped and the next dose should be taken at its regularly scheduled time.
Extra capsules of CALQUENCE should not be taken to make up for a missed dose.

2.2 Recommended Dosage for Hepatic Impairment

Avoid administration of CALQUENCE in patients with severe hepatic impairment.

Dose modifications are not required for patients with mild or moderate hepatic impairment /see Use in
Specific Populations (8.6) and Clinical Pharmacology (12.3)].




2.3 Recommended Dosage for Drug Interactions

Dose Modifications for Use with CYP3A Inhibitors or Inducers

These are described in Table 1 [see Drug Interactions (7)].

Table 1: Recommended Dose Modifications for Use with CYP3A Inhibitors or Inducers

CYP3A

Co-administered Drug

Recommended CALQUENCE use

Inhibition

Strong CYP3A inhibitor

Avoid concomitant use.

If these inhibitors will be used short-term (such as
anti-infectives for up to seven days), interrupt
CALQUENCE.

Moderate CYP3A inhibitor

100 mg once daily.

Induction

Strong CYP3A inducer

Avoid concomitant use.

If these inducers cannot be avoided, increase
CALQUENCE dose to 200 mg approximately every 12
hours.

Concomitant Use with Gastric Acid Reducing Agents

Proton Pump Inhibitors: Avoid concomitant use [see Drug Interactions (7)].

H2-Receptor Antagonists: Take CALQUENCE 2 hours before taking a H2-receptor antagonist /see Drug
Interactions (7)].

Antacids: Separate dosing by at least 2 hours [see Drug Interactions (7)].

2.4 Dose Modifications for Adverse Reactions

Recommended dose modifications of CALQUENCE for Grade 3 or greater adverse reactions are
provided in Table 2.

Table 2: Recommended Dose Modifications for Adverse Reactions

hematologic toxicities,

Grade 3 thrombocytopenia
with bleeding,

Grade 4 thrombocytopenia

Adverse Dose Modification

Event Reaction (Starting dose = 100 mg approximately every
Occurrence 12 hours)

Grade 3 or greater non- Interrupt CALQUENCE.

First and Second | pageline level, CALQUENCE may be

Once toxicity has resolved to Grade 1 or

resumed at 100 mg approximately every 12
hours.




Adverse Dose Modification

Event Reaction (Starting dose = 100 mg approximately every
Occurrence 12 hours)
or Interrupt CALQUENCE.

Grade 4 neutropenia lasting Once toxicity has resolved to Grade 1 or

longer than 7 days Third baseline level, CALQUENCE may be
resumed at a reduced frequency of 100 mg
once daily.
Fourth Discontinue CALQUENCE.

Adverse reactions graded by the National Cancer Institute Common Terminology Criteria for Adverse
Events (NCI CTCAE).

Refer to the obinutuzumab prescribing information for management of obinutuzumab toxicities.

3 DOSAGE FORMS AND STRENGTHS

100 mg capsules.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Serious and Opportunistic Infections

Fatal and serious infections, including opportunistic infections, have occurred in patients with
hematologic malignancies treated with CALQUENCE.

Serious or Grade 3 or higher infections (bacterial, viral, or fungal) occurred in 19% of 1029 patients
exposed to CALQUENCE in clinical trials, most often due to respiratory tract infections (11% of all
patients, including pneumonia in 6%). These infections predominantly occurred in the absence of Grade 3
or 4 neutropenia, with neutropenic infection reported in 1.9% of all patients. Opportunistic infections in
recipients of CALQUENCE have included, but are not limited to, hepatitis B virus reactivation, fungal
pneumonia, Prneumocystis jiroveci pneumonia, Epstein-Barr virus reactivation, cytomegalovirus, and
progressive multifocal leukoencephalopathy (PML). Consider prophylaxis in patients who are at
increased risk for opportunistic infections. Monitor patients for signs and symptoms of infection and treat
promptly.

5.2 Hemorrhage

Fatal and serious hemorrhagic events have occurred in patients with hematologic malignancies treated
with CALQUENCE. Major hemorrhage (serious or Grade 3 or higher bleeding or any central nervous
system bleeding) occurred in 3.0% of patients, with fatal hemorrhage occurring in 0.1% of 1029 patients
exposed to CALQUENCE in clinical trials. Bleeding events of any grade, excluding bruising and
petechiae, occurred in 22% of patients.



Use of antithrombotic agents concomitantly with CALQUENCE may further increase the risk of
hemorrhage. In clinical trials, major hemorrhage occurred in 2.7% of patients taking CALQUENCE
without antithrombotic agents and 3.6% of patients taking CALQUENCE with antithrombotic agents.
Consider the risks and benefits of antithrombotic agents when co-administered with CALQUENCE.
Monitor patients for signs of bleeding.

Consider the benefit-risk of withholding CALQUENCE for 3-7 days pre- and post-surgery depending
upon the type of surgery and the risk of bleeding.

5.3 Cytopenias

Grade 3 or 4 cytopenias, including neutropenia (23%), anemia (8%), thrombocytopenia (7%), and
lymphopenia (7%), developed in patients with hematologic malignancies treated with CALQUENCE.
Grade 4 neutropenia developed in 12% of patients. Monitor complete blood counts regularly during
treatment. Interrupt treatment, reduce the dose, or discontinue treatment as warranted /see Dose
Modifications for Adverse Reactions (2.4)].

5.4 Second Primary Malignancies

Second primary malignancies, including skin cancers and other solid tumors, occurred in 12% of 1029
patients exposed to CALQUENCE in clinical trials. The most frequent second primary malignancy was
skin cancer, reported in 6% of patients. Monitor patients for skin cancers and advise protection from sun
exposure.

5.5 Atrial Fibrillation and Flutter

Grade 3 atrial fibrillation or flutter occurred in 1.1% of 1029 patients treated with CALQUENCE, with all
grades of atrial fibrillation or flutter reported in 4.1% of all patients. The risk may be increased in patients
with cardiac risk factors, hypertension, previous arrhythmias, and acute infection. Monitor for symptoms
of arrhythmia (e.g., palpitations, dizziness, syncope, dyspnea) and manage as appropriate.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are discussed in greater detail in other sections of
the labeling:

e Serious and Opportunistic Infections [see Warnings and Precautions (5.1)]
o Hemorrhage [see Warnings and Precautions (5.2)]

e Cytopenias [see Warnings and Precautions (5.3)]
e Second Primary Malignancies [see Warnings and Precautions (5.4)]

o  Atrial Fibrillation and Flutter [see Warnings and Precautions (5.5)]

6.1 Clinical Trials Experience

As 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 reflect exposure to CALQUENCE 100 mg approximately every
12 hours in 1029 patients with hematologic malignancies. Treatment includes CALQUENCE
monotherapy in 820 patients in 6 trials, and CALQUENCE with obinutuzumab in 209 patients in 2 trials.
Among these recipients of CALQUENCE, 88% were exposed for at least 6 months and 79% were
exposed for at least one year. In this pooled safety population, adverse reactions in > 30% of 1029
patients were anemia, neutropenia, upper respiratory tract infection, thrombocytopenia, headache,
diarrhea, and musculoskeletal pain.

Mantle Cell Lymphoma

The safety data described in this section reflect exposure to CALQUENCE (100 mg approximately every
12 hours) in 124 patients with previously treated MCL in Trial LY-004 /see Clinical Studies (14.1)]. The
median duration of treatment with CALQUENCE was 16.6 (range: 0.1 to 26.6) months. A total of 91
(73.4%) patients were treated with CALQUENCE for > 6 months and 74 (59.7%) patients were treated
for > 1 year.

The most common adverse reactions (> 20%) of any grade were anemia, thrombocytopenia, headache,
neutropenia, diarrhea, fatigue, myalgia, and bruising. Grade 1 severity for the non-hematologic, most
common events were as follows: headache (25%), diarrhea (16%), fatigue (20%), myalgia (15%), and
bruising (19%). The most common Grade > 3 non-hematological adverse reaction (reported in at least
2% of patients) was diarrhea.

Dose reductions and discontinuation due to any adverse reaction were reported in 1.6% and 6.5% of
patients, respectively.

Tables 3 and 4 present the frequency category of adverse reactions observed in patients with MCL treated
with CALQUENCE.

Table 3: Non-Hematologic Adverse Reactions in > 5% (All Grades) of Patients with MCL in Trial
LY-004

Body Sys ter.n * CALQUEN;IJEIIZ\ionotherapy
Adverse Reactions All Grades (%) | Grade >3 (%)

Nervous system disorders
Headache | 39 | 1.6
Gastrointestinal disorders
Diarrhea 31 3.2
Nausea 19 0.8
Abdominal pain 15 1.6
Constipation 15 -
Vomiting 13 1.6
General disorders
Fatigue | 28 | 0.8
Musculoskeletal and connective tissue disorders
Myalgia | 21 | 0.8
Skin and subcutaneous tissue disorders
Bruising® | 21 | -




Body Sys ter.n * CALQUEN§£112\30n0therapy
Adverse Reactions All Grades (%) Grade >3 (%)
Rash® 18 0.8
Vascular disorders
Hemorrhage* | 8 | 0.8
Respiratory, thoracic and mediastinal disorders
Epistaxis | 6 | -

*Per NCI CTCAE version 4.03.

2 Bruising: Includes all terms containing ‘bruise,” ‘contusion,” ‘petechiae,’ or ‘ecchymosis’
b Rash: Includes all terms containing ‘rash’

¢Hemorrhage: Includes all terms containing ‘hemorrhage’ or ‘hematoma’

Table 4: Hematologic Adverse Reactions Reported in >20% of Patients with MCL in Trial LY-004

Hematologic CALQUENCE Monotherapy
Adverse Reactions’ N=124
All Grades (%) Grade >3 (%)
Hemoglobin decreased 46 10
Platelets decreased 44 12
Neutrophils decreased 36 15

*Per NCI CTCAE version 4.03; based on laboratory measurements and adverse reactions.
Increases in creatinine 1.5 to 3 times the upper limit of normal occurred in 4.8% of patients.

Chronic Lymphocytic Leukemia

The safety data described below reflect exposure to CALQUENCE (100 mg approximately every 12
hours, with or without obinutuzumab) in 511 patients with CLL from two randomized controlled clinical
trials [see Clinical Studies (14.2)].

The most common adverse reactions (> 30%) of any grade in patients with CLL were anemia,
neutropenia, thrombocytopenia, headache, upper respiratory tract infection, and diarrhea.

ELEVATE-TN

The safety of CALQUENCE plus obinutuzumab (CALQUENCE+G), CALQUENCE monotherapy, and
obinutuzumab plus chlorambucil (GClb) was evaluated in a randomized, multicenter, open-label, actively
controlled trial in 526 patients with previously untreated CLL [see Clinical Studies (14.2)].

Patients randomized to the CALQUENCE+G arm were treated with CALQUENCE and obinutuzumab in
combination for six cycles, then with CALQUENCE as monotherapy until disease progression or
unacceptable toxicity. Patients initiated obinutuzumab on Day 1 of Cycle 2, continuing for a total of 6
cycles. Patient randomized to CALQUENCE monotherapy received CALQUENCE approximately every
12 hours until disease progression or unacceptable toxicity. The trial required age > 65 years of age or 18
to < 65 years of age with a total Cumulative Illness Rating Scale (CIRS) > 6 or creatinine clearance of 30
to 69 mL/min, hepatic transaminases < 3 times upper limit of normal (ULN) and total bilirubin < 1.5
times ULN, and allowed patients to receive antithrombotic agents other than warfarin or equivalent
vitamin K antagonists.



During randomized treatment, the median duration of exposure to CALQUENCE in the
CALQUENCE+G and CALQUENCE monotherapy arms was 27.7 months (range 0.3 to 40 months), with
95% and 92% and 89% and 86% of patients with at least 6 months and 12 months of exposure,
respectively. In the obinutuzumab and chlorambucil arm the median number of cycles was 6 with 84% of
patients receiving at least 6 cycles of obinutuzumab, 70% of patients received at least 6 cycles of
chlorambucil. Eighty-five percent of patients in the CALQUENCE+G arm received at least 6 cycles of
obinutuzumab.

In the CALQUENCE+G and CALQUENCE monotherapy arms, fatal adverse reactions that occurred in
the absence of disease progression and with onset within 30 days of the last study treatment were reported
in 2% for each treatment arm, most often from infection. Serious adverse reactions were reported in 39%
of patients in the CALQUENCE+G arm and 32% in the CALQUENCE monotherapy arm, most often due
to events of pneumonia (2.8% to 7%).

In the CALQUENCE+G arm, adverse reactions led to treatment discontinuation in 11% of patients and a
dose reduction of CALQUENCE in 7% of patients. In the CALQUENCE monotherapy arm, adverse
reactions led to discontinuation in 10% and dose reduction in 4% of patients.

Tables 5 and 6 presents adverse reactions and laboratory abnormalities identified in the ELEVATE-TN
trial.

Table 5: Common Adverse Reactions (> 15% Any Grade) with CALQUENCE in Patients with
CLL (ELEVATE-TN)

CALQUENCE plus CALQUENCE Obinutuzumab plus
Body System Obinutuzumab Monotherapy Chlorambucil
/Adverse Reaction” N=178 N=179 N=169
All Grades| Grade >3 | All Grades| Grade >3 |All Grades Grade >3
(%) (%) (%) (%) (%) (%)

Infections

Infection’ 69 22% 65 14 46 13*

Upper respiratory tract 39 2.8 35 0 17 1.2

infection®

Lower respiratory tract 24 8 18 4.5 7 1.8

infection®

Urinary tract infection 15 1.7 15 2.8 5 0.6

Blood and lymphatic system disorders®

Neutropenia® 53 37 23 13 78 50

Anemia‘ 52 12 53 10 54 14

Thrombocytopenia® 51 12 32 3.4 61 16

Lymphocytosis’ 12 11 16 15 0.6 0.6

Nervous system disorders

Headache 40 1.1 39 1.1 12 0

Dizziness 20 0 12 0 7 0

Gastrointestinal disorders

Diarrhea 39 4.5 35 0.6 21 1.8

Nausea 20 0 22 0 31 0

Musculoskeletal and connective tissue disorders




CALQUENCE plus CALQUENCE Obinutuzumab plus
Body System Obinutuzumab Monotherapy Chlorambucil
Adverse Reaction” N=178 N=179 N=169
All Grades| Grade >3 | All Grades| Grade >3 |All Grades Grade >3
(%) (%) (%) (%) (%) (%)
Musculoskeletal pain® 37 2.2 32 1.1 16 2.4
Arthralgia 22 1.1 16 0.6 4.7 1.2

General disorders and administration site conditions

Fatigue" | 34 | 22 | 23 1.1 24 1.2
Skin and subcutaneous tissue disorders

Bruising' 31 0 21 0 5 0

Rashi 26 2.2 25 0.6 9 0.6
Vascular disorders

Hemorrhage* | 20 | 17 [ 20 1.7 6 | o0

*Per NCI CTCAE version 4.03

T Includes any adverse reactions involving infection or febrile neutropenia
¥ Includes 3 fatal cases in the CALQUENCE plus obinutuzumab arm, 3 fatal cases in the CALQUENCE

monotherapy arm and 1 fatal case in the obinutuzumab plus chlorambucil arm

§ Derived from adverse reaction and laboratory data

2 Upper respiratory tract infection, nasopharyngitis and sinusitis
b Includes pneumonia, lower respiratory tract infection, bronchitis, bronchiolitis, tracheitis, and lung infection

¢ Includes neutropenia, neutrophil count decreased, and related laboratory data

4 Includes anemia, red blood cell count decreased, and related laboratory data
¢ Includes thrombocytopenia, platelet count decreased, and related laboratory data
fIncludes lymphocytosis, lymphocyte count increased, and related laboratory data
¢Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal pain, musculoskeletal discomfort,

myalgia, neck pain, pain in extremity and spinal pain
" Includes asthenia, fatigue, and lethargy
i Includes bruise, contusion, and ecchymosis

i Includes rash, dermatitis, and other related terms

KIncludes hemorrhage, hematoma, hemoptysis, hematuria, menorrhagia, hemarthrosis, and epistaxis

Other clinically relevant adverse reactions (all grades incidence < 15%) in recipients of CALQUENCE
(CALQUENCE in combination with obinutuzumab and monotherapy) included:

e Neoplasms: second primary malignancy (10%), non-melanoma skin cancer (5%)

o Cardiac disorders: atrial fibrillation or flutter (3.6%), hypertension (5%)

e [nfection: herpesvirus infection (6%)



Table 6: Select Non-Hematologic Laboratory Abnormalities (= 15% Any Grade), New or
Worsening from Baseline in Patients Receiving CALQUENCE (ELEVATE-TN)

CALQUENCE plus CALQUENCE Obinutuzumab plus
Obinutuzumab Monotherapy Chlorambucil
Laboratory
Abnormality*’a N=178 N=179 N=169
All Grade >3 All Grade >3 All Grade >3
Grades (%) (%) Grades (%) (%) Grades (%) (%)
Uric acid increase 29 29 22 22 37 37
ALT increase 30 7 20 1.1 36 6
AST increase 38 5 17 0.6 60 8
Bilirubin increase 13 0.6 15 0.6 11 0.6

*Per NCI CTCAE version 4.03
* Excludes electrolytes

Increases in creatinine 1.5 to 3 times the upper limit of normal occurred in 3.9% and 2.8% of patients in
the CALQUENCE combination arm and monotherapy arm, respectively.

ASCEND

The safety of CALQUENCE in patients with relapsed or refractory CLL was evaluated in a randomized,
open-label study (ASCEND) [see Clinical Studies (14.2)]. The trial enrolled patients with relapsed or
refractory CLL after at least one prior therapy and required hepatic transaminases < 2 times upper limit of
normal (ULN), total bilirubin < 1.5 times ULN, and an estimated creatinine clearance > 30 mL/min. The
trial excluded patients having an absolute neutrophil count < 500/uL, platelet count < 30,000/puL,
prothrombin time or activated partial thromboplastin time > 2 times ULN, significant cardiovascular
disease, or a requirement for strong CYP3A inhibitors or inducers. Patients were allowed to receive
antithrombotic agents other than warfarin or equivalent vitamin K antagonist.

In ASCEND, 154 patients received CALQUENCE (100 mg approximately every 12 hours until disease
progression or unacceptable toxicity), 118 received idelalisib (150 mg approximately every 12 hours until
disease progression or unacceptable toxicity) with up to 8 infusions of a rituximab product, and 35
received up to 6 cycles of bendamustine and a rituximab product. The median age overall was 68 years
(range: 32-90); 67% were male; 92% were white; and 88% had an ECOG performance status of 0 or 1.

In the CALQUENCE arm, serious adverse reactions occurred in 29% of patients. Serious adverse
reactions in > 5% of patients who received CALQUENCE included lower respiratory tract infection (6%).
Fatal adverse reactions within 30 days of the last dose of CALQUENCE occurred in 2.6% of patients,
including from second primary malignancies and infection.

In recipients of CALQUENCE, permanent discontinuation due to an adverse reaction occurred in 10% of
patients, most frequently due to second primary malignancies followed by infection. Adverse reactions
led to dosage interruptions of CALQUENCE in 34% of patients, most often due to respiratory tract
infections followed by neutropenia, and dose reduction in 3.9% of patients.

Selected adverse reactions are described in Table 7 and non-hematologic laboratory abnormalities are
described in Table 8. These tables reflect exposure to CALQUENCE with median duration of 15.7



months with 94% of patients on treatment for greater than 6 months and 86% of patients on treatment for
greater than 12 months. The median duration of exposure to idelalisib was 11.5 months with 72% of
patients on treatment for greater than 6 months and 48% of patients on treatment for greater than 12

months. Eighty-three percent of patients completed 6 cycles of bendamustine and rituximab product.

Table 7: Common Adverse Reactions (> 15% Any Grade) with CALQUENCE in Patients with

CLL (ASCEND)
. o . Bendamustine plus
CALQUENCE Idelalisib plus Rituximab| _. "
N=154 ProductN=11§ | rituximab Product
Body System N=35§
Adverse Reaction” All Grade >3 All Grade >3 All Grade >3

Grades (%) (%) Grades (%) (%) Grades (%)| (%)
Infections
Infection’ 56 15¢ 65 28% 49 11
Upper respiratory tract 29 1.9 26 34 17 2.9
infection®
Lower respiratory tract 23 6 26 15 14 6
infection®

Blood and lymphatic system disorders®

Neutropenia® 48 23 79 53 80 40
Anemia® 47 15 45 8 57 17
Thrombocytopenia® 33 6 41 13 54 6
Lymphocytosis’ 26 19 23 18 2.9 2.9
Nervous system disorders
Headache | 22 | 06 | 6 | 0 0o [ o
Gastrointestinal disorders
Diarrheas |18 ] 1.3 | 499 | 25 4 | o0
Vascular disorders
Hemorrhage" | 16 | 13 | 5 | 1.7 6 | 29
General disorders
Fatigue' | 15 | 1.9 | 13 | 08 31 | 6
Musculoskeletal and connective tissue disorders
Musculoskeletal pain! 15 | 1.3 | 15 | 1.7 29 | 0

*Per NCI CTCAE version 4.03

TIncludes any adverse reactions involving infection or febrile neutropenia
¥ Includes 1 fatal case in the CALQUENCE monotherapy arm and 1 fatal case in the Idelalisib plus Rituximab arm

§ Derived from adverse reaction and laboratory data

®Upper respiratory tract infection, rhinitis and nasopharyngitis

b Includes pneumonia, lower respiratory tract infection, bronchitis, bronchiolitis, tracheitis, and lung infection.
¢ Includes neutropenia, neutrophil count decreased, and related laboratory data

d Includes anemia, red blood cell decreased, and related laboratory data

¢ Includes thrombocytopenia, platelet count decreased, and related laboratory data

fIncludes lymphocytosis, lymphocyte count increased and related laboratory data

€ Includes colitis, diarrhea, and enterocolitis

" Includes hemorrhage, hematoma, hemoptysis, hematuria, menorrhagia, hemarthrosis, and epistaxis

ncludes asthenia, fatigue, and lethargy




J Includes back pain, musculoskeletal chest pain, musculoskeletal pain, musculoskeletal discomfort, pain in

extremity, myalgia, spinal pain and bone pain

Other clinically relevant adverse reactions (all grades incidence < 15%) in recipients of CALQUENCE

included:

o Skin and subcutaneous disorders: bruising (10%), rash (9%)

e Neoplasms: second primary malignancy (12%), non-melanoma skin cancer (6%)

o Musculoskeletal and connective tissue disorders: arthralgia (8%)

o Cardiac disorders: atrial fibrillation or flutter (5%), hypertension (3.2%)

o [Infection: herpesvirus infection (4.5%)

Table 8: Select Non-Hematologic Laboratory Abnormalities (= 10% Any Grade), New or

Worsening from Baseline in Patients Receiving CALQUENCE (ASCEND)

Idelalisib plus Bendamustine plus
CALQUENCE Rituximab Product Rituximab Product
Laborato.ry . N=154 N=118 N=35
Abnormality All All All
Grade >3 Grade >3 Grade >3
Grades (%) Grades (%) Grades (%)
(%) (%) (%)
Uric acid increase 15 15 11 11 23 23
ALT increase 15 1.9 59 23 26 2.9
AST increase 13 0.6 48 13 31 2.9
Bilirubin increase 13 1.3 16 1.7 26 11

Per NCI CTCAE version 5

* Excludes electrolytes

Increases in creatinine to 1.5 to 3 times ULN occurred in 1.3% of patients who received CALQUENCE.

7 DRUG INTERACTIONS

Strong CYP3A Inhibitors

Clinical
Impact

Co-administration of CALQUENCE with a strong CYP3A inhibitor
(itraconazole) increased acalabrutinib plasma concentrations [see Clinical
Pharmacology (12.3)].

Increased acalabrutinib concentrations may result in increased toxicity.

Prevention or
Management

Avoid co-administration of strong CYP3A inhibitors with CALQUENCE.
Alternatively, if the inhibitor will be used short-term, interrupt
CALQUENCE [see Recommended Dosage for Drug Interactions (2.3)].

Moderate CYP3A Inhibitors




Clinical
Impact

e Co-administration of CALQUENCE with a moderate CYP3A inhibitor may
increase acalabrutinib plasma concentrations /see Clinical Pharmacology

(12.3)].

e Increased acalabrutinib concentrations may result in increased toxicity.

Prevention or

o  When CALQUENCE is co-administered with moderate CYP3A inhibitors,

(12.3)].

Management reduce acalabrutinib dose to 100 mg once daily.
Strong CYP3A Inducers
Clinical | o Co-administration of CALQUENCE with a strong CYP3A inducer (rifampin)
Impact decreased acalabrutinib plasma concentrations /see Clinical Pharmacology

e Decreased acalabrutinib concentrations may reduce CALQUENCE activity.

Prevention or
Management

e Avoid co-administration of strong CYP3A inducers with CALQUENCE.
e [fastrong CYP3A inducer cannot be avoided, increase the acalabrutinib dose to
200 mg approximately every 12 hours.

Gastric Acid Reducing Agents

Clinical
Impact

e Co-administration of CALQUENCE with a proton pump inhibitor, H2-receptor
antagonist, or antacid may decrease acalabrutinib plasma concentrations /see
Clinical Pharmacology (12.3)].

e Decreased acalabrutinib concentrations may reduce CALQUENCE activity.

e If treatment with a gastric acid reducing agent is required, consider using a H2-

receptor antagonist (e.g., ranitidine or famotidine) or an antacid (e.g., calcium

carbonate).

Prevention or
Management

Antacids

Separate dosing by at least 2 hours [see Recommended Dosage
for Drug Interactions (2.3)].

H2-receptor

Take CALQUENCE 2 hours before taking the H2-receptor
antagonist [see Recommended Dosage for Drug Interactions

antagonists
& 2.3)].
Avoid co-administration. Due to the long-lasting effect of proton
Proton pump R . o
e pump inhibitors, separation of doses may not eliminate the
inhibitors

interaction with CALQUENCE.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings in animals, CALQUENCE may cause fetal harm and dystocia when administered to a
pregnant woman. There are no available data in pregnant women to inform the drug-associated risk. In
animal reproduction studies, administration of acalabrutinib to animals during organogenesis resulted in

dystocia in rats and reduced fetal growth in rabbits at maternal exposures (AUC) 2 times exposures in
patients at the recommended dose of 100 mg approximately every 12 hours (see Data). Advise pregnant

women of the potential risk to a fetus.




The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

In a combined fertility and embryo-fetal development study in female rats, acalabrutinib was administered
orally at doses up to 200 mg/kg/day starting 14 days prior to mating through gestational day [GD] 17. No
effects on embryo-fetal development and survival were observed. The AUC at 200 mg/kg/day in pregnant
rats was approximately 9-times the AUC in patients at the recommended dose of 100 mg approximately
every 12 hours. The presence of acalabrutinib and its active metabolite were confirmed in fetal rat plasma.

In an embryo-fetal development study in rabbits, pregnant animals were administered acalabrutinib orally
at doses up to 200 mg/kg/day during the period of organogenesis (from GD 6-18). Administration of
acalabrutinib at doses > 100 mg/kg/day produced maternal toxicity and 100 mg/kg/day resulted in
decreased fetal body weights and delayed skeletal ossification. The AUC at 100 mg/kg/day in pregnant
rabbits was approximately 2-times the AUC in patients at 100 mg approximately every 12 hours.

In a pre- and postnatal development study in rats, acalabrutinib was administered orally to pregnant
animals during organogenesis, parturition and lactation, at doses of 50, 100, and 150 mg/kg/day. Dystocia
(prolonged or difficult labor) and mortality of offspring were observed at doses > 100 mg/kg/day. The
AUC at 100 mg/kg/day in pregnant rats was approximately 2-times the AUC in patients at 100 mg
approximately every 12 hours. Underdeveloped renal papilla was also observed in F1 generation
offspring at 150 mg/kg/day with an AUC approximately 5-times the AUC in patients at 100 mg
approximately every 12 hours.

8.2 Lactation
Risk Summary

No data are available regarding the presence of acalabrutinib or its active metabolite in human milk, its
effects on the breastfed child, or on milk production. Acalabrutinib and its active metabolite were present
in the milk of lactating rats. Due to the potential for adverse reactions in a breastfed child from
CALQUENCE, advise lactating women not to breastfeed while taking CALQUENCE and for at least 2
weeks after the final dose.

8.3 Females and Males of Reproductive Potential

Pregnancy

Pregnancy testing is recommended for females of reproductive potential prior to initiating
CALQUENCE therapy.

Contraception

Females



CALQUENCE may cause embryo-fetal harm and dystocia when administered to pregnant women /see
Use in Specific Populations (8.1)]. Advise female patients of reproductive potential to use effective
contraception during treatment with CALQUENCE and for at least 1 week following the last dose of

CALQUENCE. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this
drug, the patient should be informed of the potential hazard to a fetus.

8.4 Pediatric Use
The safety and efficacy of CALQUENCE in pediatric patients have not been established.

8.5 Geriatric Use

Of the 929 patients with CLL or MCL in clinical trials of CALQUENCE, 68% were 65 years of age or
older, and 24% were 75 years of age or older. Among patients 65 years of age or older, 59% had Grade 3
or higher adverse reactions and 39% had serious adverse reactions. Among patients younger than age 65,
45% had Grade 3 or higher adverse reactions and 25% had serious adverse reactions. No clinically
relevant differences in efficacy were observed between patients > 65 years and younger.

8.6 Hepatic Impairment

Avoid administration of CALQUENCE in patients with severe hepatic impairment. The safety of
CALQUENCE has not been evaluated in patients with moderate or severe hepatic impairment [see
Recommended Dosage for Hepatic Impairment (2.2) and Clinical Pharmacology (12.3)].

11 DESCRIPTION

CALQUENCE (acalabrutinib) is an inhibitor of Bruton tyrosine kinase (BTK). The molecular formula for
acalabrutinib is C26H23N70,, and the molecular weight is 465.51. The chemical name is 4-{8-amino-3-
[(25)-1-(but-2-ynoyl)pyrrolidin-2-yl]imidazo[ 1,5-a]pyrazin-1-yl) } -N-(pyridine-2-yl)benzamide.

The chemical structure of acalabrutinib is shown below:
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Acalabrutinib is a white to yellow powder with pH-dependent solubility. It is freely soluble in water at pH
values below 3 and practically insoluble at pH values above 6.

CALQUENCE capsules for oral administration contains 100 mg acalabrutinib and the following inactive
ingredients: silicified microcrystalline cellulose, partially pregelatinized starch, magnesium stearate, and
sodium starch glycolate. The capsule shell contains gelatin, titanium dioxide, yellow iron oxide, FD&C
Blue 2 and is imprinted with edible black ink.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Acalabrutinib is a small-molecule inhibitor of BTK. Acalabrutinib and its active metabolite, ACP-5862,
form a covalent bond with a cysteine residue in the BTK active site, leading to inhibition of BTK
enzymatic activity. BTK is a signaling molecule of the B cell antigen receptor (BCR) and cytokine
receptor pathways. In B cells, BTK signaling results in activation of pathways necessary for B-cell
proliferation, trafficking, chemotaxis, and adhesion. In nonclinical studies, acalabrutinib inhibited
BTK-mediated activation of downstream signaling proteins CD86 and CD69 and inhibited malignant B-
cell proliferation and tumor growth in mouse xenograft models.

12.2 Pharmacodynamics

In patients with B-cell malignancies dosed with 100 mg approximately every 12 hours, median steady
state BTK occupancy of > 95% in peripheral blood was maintained over 12 hours, resulting in
inactivation of BTK throughout the recommended dosing interval.

Cardiac Electrophysiology

The effect of acalabrutinib on the QTc¢ interval was evaluated in a randomized, double-blind,
double-dummy, placebo- and positive-controlled, 4-way crossover thorough QTc study in 48 healthy
adult subjects. Administration of a single dose of acalabrutinib that is the 4-fold maximum recommended
single dose did not prolong the QTc interval to any clinically relevant extent (i.e., > 10 ms).

12.3 Pharmacokinetics

Acalabrutinib exhibits dose-proportionality, and both acalabrutinib and its active metabolite, ACP-5862,
exposures increase with dose across a dose range of 75 to 250 mg (0.75 to 2.5 times the approved
recommended single dose) in patients with B-cell malignancies. At the recommended dose of 100 mg
twice daily, the geometric mean (% coefficient of variation [CV]) daily area under the plasma drug
concentration over time curve (AUCo4) and maximum plasma concentration (Cmax) for acalabrutinib were
1843 (38%) ngeh/mL and 563 (29%) ng/mL, respectively, and for ACP-5862 were 3947 (43%) ngeh/mL
and 451 (52%) ng/mL, respectively.

Absorption

The geometric mean absolute bioavailability of acalabrutinib was 25%. Median [min, max] time to peak
acalabrutinib plasma concentrations (Tmax) was 0.9 [0.5, 1.9] hours, and 1.6 [0.9, 2.7] hour for ACP-5862.



Effect of Food

In healthy subjects, administration of a single 75 mg dose of acalabrutinib (0.75 times the approved
recommended single dose) with a high-fat, high-calorie meal (approximately 918 calories, 59 grams
carbohydrate, 59 grams fat, and 39 grams protein) did not affect the mean AUC as compared to dosing
under fasted conditions. Resulting Cpax decreased by 73% and Tmax Was delayed 1-2 hours.

Distribution

Reversible binding to human plasma protein was 97.5% for acalabrutinib and 98.6% for ACP-5862. The
in vitro mean blood-to-plasma ratio was 0.8 for acalabrutinib and 0.7 for ACP-5862. The geometric mean
(% CV) steady-state volume of distribution (V) was approximately 101 (52%) L for acalabrutinib and 67
(32%) L for ACP-5862.

Elimination

The geometric mean (% CV) terminal elimination half-life (ti2) was 1 (59%) hour for acalabrutinib and
3.5 (24%) hours for ACP-5862. The geometric mean (%CV) apparent oral clearance (CL/F) was 71
(35%) L/hr for acalabrutinib and 13 (42%) L/hr for ACP-5862.

Metabolism

Acalabrutinib is predominantly metabolized by CYP3A enzymes, and to a minor extent, by glutathione
conjugation and amide hydrolysis, based on in vitro studies. ACP-5862 was identified as the major active
metabolite in plasma with a geometric mean exposure (AUC) that was approximately 2- to 3-fold higher
than the exposure of acalabrutinib. ACP-5862 is approximately 50% less potent than acalabrutinib with
regard to BTK inhibition.

Excretion

Following administration of a single 100 mg radiolabeled acalabrutinib dose in healthy subjects, 84% of
the dose was recovered in the feces and 12% of the dose was recovered in the urine, with less than 2% of
the dose excreted as unchanged acalabrutinib in urine and feces.

Specific Populations

Age, Race, and Body Weight

Age (32 to 90 years), sex, race (Caucasian, African American), and body weight (40 to 149 kg) did not
have clinically meaningful effects on the PK of acalabrutinib and its active metabolite, ACP-5862.

Renal Impairment

No clinically relevant PK difference was observed in patients with mild or moderate renal impairment
(eGFR > 30 mL/min/1.73m? as estimated by MDRD (modification of diet in renal disease equation)).
Acalabrutinib PK has not been evaluated in patients with severe renal impairment (eGFR

<29 mL/min/1.73m?, MDRD) or renal impairment requiring dialysis.

Hepatic Impairment



The AUC of acalabrutinib increased 1.9-fold in subjects with mild hepatic impairment (Child-Pugh class
A), 1.5-fold in subjects with moderate hepatic impairment (Child-Pugh class B) and 5.3-fold in subjects
with severe hepatic impairment (Child-Pugh class C) compared to subjects with normal liver function. No
clinically relevant PK difference in ACP-5862 was observed in subjects with severe hepatic impairment
(Child-Pugh Class C) compared to subjects with normal liver function. No clinically relevant PK
differences in acalabrutinib and ACP-5862 were observed in patients with mild or moderate hepatic
impairment (total bilirubin less and equal to upper limit of normal [ULN] and AST greater than ULN, or
total bilirubin greater than ULN and any AST) relative to patients with normal hepatic function (total
bilirubin and AST within ULN).

Drug Interaction Studies

Effect of CYP3A Inhibitors on Acalabrutinib

Co-administration with a strong CYP3A inhibitor (200 mg itraconazole once daily for 5 days) increased
the acalabrutinib Cmax by 3.9-fold and AUC by 5.1-fold in healthy subjects.

Physiologically based pharmacokinetic (PBPK) simulations with acalabrutinib and moderate CYP3A
inhibitors (erythromycin, fluconazole, diltiazem) showed that co-administration increased acalabrutinib
Cmax and AUC approximately 2- to 3-fold.

Effect of CYP3A Inducers on Acalabrutinib

Co-administration with a strong CYP3A inducer (600 mg rifampin once daily for 9 days) decreased
acalabrutinib Cmax by 68% and AUC by 77% in healthy subjects.

Gastric Acid Reducing Agents

Acalabrutinib solubility decreases with increasing pH. Co-administration with an antacid (1 g calcium
carbonate) decreased acalabrutinib AUC by 53% in healthy subjects. Co-administration with a proton
pump inhibitor (40 mg omeprazole for 5 days) decreased acalabrutinib AUC by 43%.

In Vitro Studies
Metabolic Pathways

Acalabrutinib is a weak inhibitor of CYP3A4/5, CYP2C8 and CYP2C9, but does not inhibit CYP1A2,
CYP2B6, CYP2C19, CYP2D6, UGT1A1, and UGT2B7. ACP-5862 is a weak inhibitor of CYP2CS,
CYP2C9 and CYP2C19, but does not inhibit CYP1A2, CYP2B6, CYP2D6, CYP3A4/5, UGT1Al, and
UGT2B7.

Acalabrutinib is a weak inducer of CYP1A2, CYP2B6 and CYP3A4; ACP-5862 weakly induces
CYP3A4.

Based on in vitro data and PBPK modeling, no interaction with CYP substrates is expected at clinically
relevant concentrations.



Drug Transporter Systems

Acalabrutinib and its active metabolite, ACP-5862, are substrates of P-glycoprotein (P-gp) and breast
cancer resistance protein (BCRP). Acalabrutinib is not a substrate of renal uptake transporters OAT1,
OATS3, and OCT?2, or hepatic transporters OATP1B1, and OATP1B3. ACP-5862 is not a substrate of
OATPIB1 or OATP1B3.

Acalabrutinib and ACP-5862 do not inhibit P-gp, OAT1, OAT3, OCT2, OATP1B1, OATP1B3, and
MATE2-K at clinically relevant concentrations.

Acalabrutinib may increase exposure to co-administered BCRP substrates (e.g., methotrexate) by
inhibition of intestinal BCRP. ACP-5862 does not inhibit BCRP at clinically relevant concentrations.
Acalabrutinib does not inhibit MATE1, while ACP-5862 may increase exposure to co-administered
MATE] substrates (e.g., metformin) by inhibition of MATE].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with acalabrutinib.

Acalabrutinib was not mutagenic in an in vitro bacterial reverse mutation (AMES) assay or clastogenic in
an in vitro human lymphocyte chromosomal aberration assay or in an in vivo rat bone marrow
micronucleus assay.

In a fertility study in rats, there were no effects of acalabrutinib on fertility in male rats at exposures
11-times, or in female rats at exposures 9-times the AUC observed in patients at the recommended dose
of 100 mg twice daily.

14 CLINICAL STUDIES

14.1 Mantle Cell Lymphoma

The efficacy of CALQUENCE was based upon Trial LY-004 titled “An Open-label, Phase 2 Study of
ACP-196 in Subjects with Mantle Cell Lymphoma” (NCT02213926). Trial LY-004 enrolled a total of
124 patients with MCL who had received at least one prior therapy.

The median age was 68 (range 42 to 90) years, 80% were male, and 74% were Caucasian. At baseline,
93% of patients had an ECOG performance status of 0 or 1. The median time since diagnosis was

46.3 months and the median number of prior treatments was 2 (range 1 to 5), including 18% with prior
stem cell transplant. Patients who received prior treatment with BTK inhibitors were excluded. The most
common prior regimens were CHOP-based (52%) and ARA-C (34%). At baseline, 37% of patients had at
least one tumor with a longest diameter > 5 cm, 73% had extra nodal involvement including 51% with
bone marrow involvement. The simplified MIPI score (which includes age, ECOG score, and baseline
lactate dehydrogenase and white cell count) was intermediate in 44% and high in 17% of patients.



CALQUENCE was administered orally at 100 mg approximately every 12 hours until disease progression
or unacceptable toxicity. The median dose intensity was 98.5%. The major efficacy outcome of Trial LY-
004 was overall response rate and the median follow-up was 15.2 months.

Table 9: Efficacy Results in Patients with MCL in Trial LY-004

Investigator Assessed Ind?pendent Review
N=124 Committee (IRC) Assessed
N=124

Overall Response Rate (ORR)"

ORR (%) [95% CI] 81[73, 87] 80 [72, 87]

Complete Response (%) [95% CI] 40 [31, 49] 40 [31, 49]

Partial Response (%) [95% CI] 41 [32, 50] 40 [32, 50]
Duration of Response (DoR)

Median DoR in months [range] | NE [1+ to 20+] | NE [0+ to 20+]

“Per 2014 Lugano Classification.
CI= Confidence Interval; NE=Not Estimable; + indicates censored observations.

The median time to best response was 1.9 months.

Lymphocytosis

Upon initiation of CALQUENCE, a temporary increase in lymphocyte counts (defined as absolute
lymphocyte count (ALC) increased > 50% from baseline and a post baseline assessment > 5 x 10%) in
31.5% of patients in Trial LY-004. The median time to onset of lymphocytosis was 1.1 weeks and the
median duration of lymphocytosis was 6.7 weeks.

14.2 Chronic Lymphocytic Leukemia

The efficacy of CALQUENCE in patients with CLL was demonstrated in two randomized, controlled
trials. The indication for CALQUENCE includes patients with SLL because it is the same disease.

ELEVATE-TN

The efficacy of CALQUENCE was evaluated in the ELEVATE-TN trial, a randomized, multicenter,
open-label, actively controlled, 3 arm trial of CALQUENCE in combination with obinutuzumab,
CALQUENCE monotherapy, and obinutuzumab in combination with chlorambucil in 535 patients with
previously untreated chronic lymphocytic leukemia (NCT02475681). Patients 65 years of age or older or
between 18 and 65 years of age with a total Cumulative Illness Rating Scale (CIRS) > 6 or creatinine
clearance of 30 to 69 mL/min were enrolled. The trial also required hepatic transaminases <3 times upper
limit of normal (ULN) and total bilirubin <1.5 times ULN, and excluded patients with Richter’s
transformation.

Patients were randomized in a 1:1:1 ratio into 3 arms to receive:

o CALQUENCE plus obinutuzumab (CALQUENCE+G): CALQUENCE 100 mg was administered
approximately every 12 hours starting on Cycle 1 Day 1 until disease progression or unacceptable
toxicity. Obinutuzumab was administered starting on Cycle 2 Day 1 for a maximum of 6 treatment
cycles. Obinutuzumab 1000 mg was administered on Days 1 and 2 (100 mg on Day 1 and 900 mg on



Day 2), 8 and 15 of Cycle 2 followed by 1000 mg on Day 1 of Cycles 3 up to 7. Each cycle was 28
days.

e CALQUENCE monotherapy: CALQUENCE 100 mg was administered approximately every 12 hours
until disease progression or unacceptable toxicity.

e  Obinutuzumab plus chlorambucil (GCIb): Obinutuzumab and chlorambucil were administered for a
maximum of 6 treatment cycles. Obinutuzumab 1000 mg was administered intravenously on Days 1
and 2 (100 mg on Day 1 and 900 mg on Day 2), 8 and 15 of Cycle 1 followed by 1000 mg on Day 1
of Cycles 2 to 6. Chlorambucil 0.5 mg/kg was administered orally on Days 1 and 15 of Cycles 1 to 6.
Each cycle was 28 days.

Randomization was stratified by 17p deletion mutation status, ECOG performance status (0 or 1 versus
2), and geographic region. A total of 535 patients were randomized, 179 to CALQUENCE+G, 179 to
CALQUENCE monotherapy, and 177 to GCIb. The overall median age was 70 years (range: 41 to 91
years), 47% had Rai stage I1I or IV disease, 14% had 17p deletion or TP53 mutation, 63% of patients had
an unmutated IGVH, and 18% had 11q deletion. Baseline demographic and disease characteristics were
similar between treatment arms.

Efficacy was based on progression-free survival (PFS) as assessed by an Independent Review Committee
(IRC). The median duration of follow-up was 28.3 months (range: 0.0 to 40.8 months). Efficacy results
are presented in Table 10. The Kaplan-Meier curves for PFS are shown in Figure 1.

Table 10. Efficacy Results per IRC in Patients with CLL -- ITT population (ELEVATE-TN)

CALQUENCE CALQUENCE Obinutuzumab
plus Monotherapy plus
Obinutuzumab Chlorambucil
N=179 N=179 N=177
Progression-Free Survival *

Number of events (%) 14 (8) 26 (15) 93 (53)
PD, n (%) 9 (5) 20 (11) 82 (46)
Death events, n (%) 5() 6 (3) 11 (6)

Median (95% CI), months ° NE NE (34, NE) 22.6 (20, 28)

HRe® (95% CI) 0.10 (0.06, 0.17) 0.20 (0.13, 0.30) -

p-value ¢ < 0.0001 < 0.0001 -

Overall Response Rate* (CR + CRi + nPR + PR)

ORR, n (%) 168 (94) 153 (86) 139 (79)

(95% CI) (89,97) (80, 90) (72, 84)

p-value © < 0.0001 0.0763 -

CR, n (%) 23 (13) 1(1) 8 (5)

CRi, n (%) 1(1) 0 0

nPR, n (%) 1(1) 2(1) 3(2)

PR, n (%) 143 (80) 150 (84) 128 (72)

ITT=intent-to-treat; Cl=confidence interval, HR=hazard ratio; NE=not estimable; CR=complete response;
CRi=complete response with incomplete blood count recovery; nPR=nodular partial response; PR=partial

response.

2Per 2008 International Workshop on CLL (IWCLL) criteria.

b Kaplan-Meier estimate.




¢Based on a stratified Cox-Proportional-Hazards model. Both hazard ratios are compared with the obinutuzumab
and chlorambucil arm.

4 Based on a stratified log-rank test, with an alpha level of 0.012 derived from alpha spending function by the
O’Brien-Fleming method.

¢ Based on a stratified Cochran—Mantel-Haenszel test, for the comparison with the obinutuzumab and
chlorambucil arm.

Figure 1: Kaplan-Meier Curve of IRC-Assessed PFS in Patients with CLL in ELEVATE-TN
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With a median follow-up of 28.3 months, median overall survival was not reached in any arm, with fewer
than 10% of patients experiencing an event.

ASCEND

The efficacy of CALQUENCE in patients with relapsed or refractory CLL was based upon a multicenter,
randomized, open-label trial (ASCEND; NCT02970318). The trial enrolled 310 patients with relapsed or
refractory CLL after at least 1 prior systemic therapy. The trial excluded patients with transformed
disease, prolymphocytic leukemia, or previous treatment with venetoclax, a Bruton tyrosine kinase
inhibitor, or a phosphoinositide-3 kinase inhibitor.

Patients were randomized in a 1:1 ratio to receive either:

e CALQUENCE 100 mg approximately every 12 hours until disease progression or unacceptable
toxicity, or

e Investigator’s choice:



o Idelalisib plus a rituximab product (IR): Idelalisib 150 mg orally approximately every 12 hours

until disease progression or unacceptable toxicity, in combination with 8 infusions of a rituximab
product (375 mg/m? intravenously on Day 1 of Cycle 1, followed by 500 mg/m? every 2 weeks
for 4 doses and then every 4 weeks for 3 doses), with a 28-day cycle length.

o Bendamustine plus a rituximab product (BR): Bendamustine 70 mg/m? intravenously (Day 1 and

2 of each 28-day cycle), in combination with a rituximab product (375 mg/m? intravenously on
Day 1 of Cycle 1, then 500 mg/m®on Day 1 of subsequent cycles), for up to 6 cycles.

Randomization was stratified by 17p deletion mutation status, ECOG performance status (0 or 1 versus
2), and number of prior therapies (1 to 3 versus > 4). Of 310 patients total, 155 were assigned to
CALQUENCE monotherapy, 119 to IR, and 36 to BR. The median age overall was 67 years (range: 32 to
90 years), 42% had Rai stage III or IV disease, 28% had 17p deletion or TP53 mutation, 78% of patients
had an unmutated IGVH, and 27% had a 11q deletion. The CALQUENCE arm had a median of 1 prior
therapy (range 1-8), with 47% having at least 2 prior therapies. The investigator’s choice arm had a
median of 2 prior therapies (range 1-10), with 57% having at least 2 prior therapies.

In the CALQUENCE arm, the median treatment duration was 15.7 months, with 94% of patients treated
for at least 6 months and 86% of patients treated for at least 1 year. In the investigator’s choice arm, the
median treatment duration was 8.4 months, with 59% of patients treated for at least 6 months and 37%

treated for at least 1 year.

Efficacy was based on PFS as assessed by an IRC, with a median follow-up of 16.1 months (range 0.03 to
22.4 months). Efficacy results are presented in Table 11. The Kaplan-Meier curve for PFS is shown in

Figure 2. There was no statistically significant difference in overall response rates between the two

treatment arms.

Table 11: Efficacy Results per IRC in Patients with Relapsed or Refractory CLL — ITT Population

(ASCEND)
CALQUENCE Investigator’s Choice of
Monotherapy Idelalisib + Rituximab
Product or Bendamustine +
N=155 Rituximab Product
N=155
Progression-Free Survival *
Number of events, n (%) 27 (17) 68 (44)
Disease progression, n 19 59
Death, n 8 9
Median (95% CI), months ° NE (NE, NE) 16.5 (14.0, 17.1)
HR (95% CI)¢© 0.31(0.20, 0.49)
P-value ¢ < 0.0001
Overall Response Rate (CR + CRi + nPR + PR) **¢
ORR, n (%) ° 126 (81) 117 (75)
(95% CI) (74, 87) (68, 82)
CR, n (%) 0 2 (1)
CRi, n (%) 0 0




CALQUENCE

Investigator’s Choice of

Monotherapy Idelalisib + Rituximab
Product or Bendamustine +
N=155 Rituximab Product
N=155
nPR, n (%) 0 0
PR, n (%) 126 (81) 115 (74)

ITT=intent-to-treat; Cl=confidence interval, HR=hazard ratio; NE=not estimable; CR=complete response;
CRi=complete response with incomplete blood count recovery; nPR=nodular partial response; PR=partial

response
®Per 2008 IWCLL criteria.
b Kaplan-Meier estimate

°Based on a stratified Cox-Proportional-Hazards model
4 Based on a stratified Log-rank test. The pre-specified type I error rate (o) for this interim analysis is 0.012
derived from a Lan-DeMets alpha spending function with O’Brien-Fleming boundary

¢ Through a hierarchical testing procedure, the difference in ORR was not statistically significant, based on a
Cochran-Mantel Haenzel test with adjustment for randomization stratification factors.

Figure 2: Kaplan-Meier Curve of IRC-Assessed PFS in Patients with CLL in ASCEND
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With a median follow up of 16.1 months, median overall survival was not reached in either arm, with

fewer than 11% of patients experiencing an event.




16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

Pack Size Contents NDC Number

Bottle containing 60 capsules

60-count bottle 100 mg, hard gelatin capsules with yellow body and 0310-0512-60
blue cap, marked in black ink with ‘ACA 100 mg’

Storage

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

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

Serious and Opportunistic Infections
Inform patients of the possibility of serious infection and to report signs or symptoms suggestive of

infection [see Warnings and Precautions (5.1)].

Hemorrhage
Inform patients to report signs or symptoms of bleeding. Inform patients that CALQUENCE may need to

be interrupted for major surgeries [see Warnings and Precautions (5.2)].

Cytopenias
Inform patients that they will need periodic blood tests to check blood counts during treatment with

CALQUENCE [see Warnings and Precautions (5.3)].

Second Primary Malignancies

Inform patients that other malignancies have been reported in patients who have been treated with
CALQUENCE, including skin cancer and other solid tumors. Advise patients to use sun protection /see
Warnings and Precautions (5.4)].

Atrial Fibrillation and Flutter
Counsel patients to report any signs of palpitations, dizziness, fainting, chest discomfort, and shortness of
breath [see Warnings and Precautions (5.5)].

Pregnancy Complication
CALQUENCE may cause fetal harm and dystocia. Advise women to avoid becoming pregnant during

treatment and for at least 1 week after the last dose of CALQUENCE [see Use in Specific Populations
(8.3)].

Lactation
Advise females not to breastfeed during treatment with CALQUENCE and for at least 2 weeks after the

final dose [see Use in Specific Populations (8.2)].




Dosing Instructions

Instruct patients to take CALQUENCE orally twice daily, about 12 hours apart. CALQUENCE may be
taken with or without food. Advise patients that CALQUENCE capsules should be swallowed whole with
a glass of water, without being opened, broken, or chewed [see Dosage and Administration (2.1)].

Missed Dose

Advise patients that if they miss a dose of CALQUENCE, they may still take it up to 3 hours after the
time they would normally take it. If more than 3 hours have elapsed, they should be instructed to skip that
dose and take their next dose of CALQUENCE at the usual time. Warn patients they should not take extra
capsules to make up for the dose that they missed [see Dosage and Administration (2.1)].

Drug Interactions
Advise patients to inform their healthcare providers of all concomitant medications, including
over-the-counter medications, vitamins and herbal products [see Drug Interactions (7)].

Distributed by:
AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

CALQUENCE is a registered trademark of the AstraZeneca group of companies. ©AstraZeneca 2019



PATIENT INFORMATION
CALQUENCE® (KAL-kwens)
(acalabrutinib)
Capsules

What is CALQUENCE?

CALQUENCE is a prescription medicine used to treat adults with:

e Mantle cell ymphoma (MCL) who have received at least one prior treatment for their cancer.
e  Chronic lymphocytic leukemia (CLL) or small lymphocytic lymphoma (SLL).

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

Before taking CALQUENCE, tell your healthcare provider about all of your medical conditions,

including if you:

¢ have had recent surgery or plan to have surgery. Your healthcare provider may stop CALQUENCE

for any planned medical, surgical, or dental procedure.

have bleeding problems.

have or had heart rhythm problems.

have an infection.

have or had liver problems, including hepatitis B virus (HBV) infection.

are pregnant or plan to become pregnant. CALQUENCE may harm your unborn baby and

problems during childbirth (dystocia).

o If you are able to become pregnant, your healthcare provider may do a pregnancy test before
you start treatment with CALQUENCE

o Females who are able to become pregnant should use effective birth control (contraception)
during treatment with CALQUENCE and for at least 1 week after the last dose of
CALQUENCE.

e are breastfeeding or plan to breastfeed. It is not known if CALQUENCE passes into your breast
milk. Do not breastfeed during treatment with CALQUENCE and for at least 2 weeks after your final
dose of CALQUENCE.

Tell your healthcare provider about all the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. Taking CALQUENCE with certain other
medications may affect how CALQUENCE works and can cause side effects. Especially tell your
healthcare provider if you take a blood thinner medicine.

How should | take CALQUENCE?

o Take CALQUENCE exactly as your healthcare provider tells you to take it.

¢ Do not change your dose or stop taking CALQUENCE unless your healthcare provider tells you to.

e Your healthcare provider may tell you to decrease your dose, temporarily stop, or completely stop
taking CALQUENCE if you develop certain side effects.

e Take CALQUENCE 2 times a day (about 12 hours apart).

o Take CALQUENCE with or without food.

¢ Swallow CALQUENCE capsules whole with a glass of water. Do not open, break, or chew
capsules.

¢ If you need to take an antacid medicine, take it either 2 hours before or 2 hours after you take
CALQUENCE.

e If you need to take certain other medicines called acid reducers (H-2 receptor blockers), take
CALQUENCE 2 hours before the acid reducer medicine.

e If you miss a dose of CALQUENCE, take it as soon as you remember. If it is more than 3 hours
past your usual dosing time, skip the missed dose and take your next dose of CALQUENCE at your
regularly scheduled time. Do not take an extra dose to make up for a missed dose.




What are the possible side effects of CALQUENCE?

CALQUENCE may cause serious side effects, including:

e Serious infections can happen during treatment with CALQUENCE and may lead to death. Your
healthcare provider may prescribe certain medicines if you have an increased risk of getting
infections. Tell your healthcare provider right away if you have any signs or symptoms of an
infection, including fever, chills, or flu-like symptoms.

o Bleeding problems (hemorrhage) can happen during treatment with CALQUENCE and can be
serious and may lead to death. Your risk of bleeding may increase if you are also taking a blood
thinner medicine. Tell your healthcare provider if you have any signs or symptoms of bleeding,
including:

o  blood in your stools or black stools dizziness
(looks like tar) weakness
o  pink or brown urine confusion

o  unexpected bleeding, or bleeding
that is severe or you cannot control

o  vomit blood or vomit that looks like
coffee grounds

o  cough up blood or blood clots

o Decrease in blood cell counts. Decreased blood counts (white blood cells, platelets, and red
blood cells) are common with CALQUENCE, but can also be severe. Your healthcare provider
should do blood tests to check your blood counts regularly during treatment with CALQUENCE.

e Second primary cancers. New cancers have happened in people during treatment with
CALQUENCE, including cancers of the skin or other organs. Your healthcare provider will check
you for skin cancers during treatment with CALQUENCE. Use sun protection when you are outside
in sunlight.

e Heart rhythm problems (atrial fibrillation and atrial flutter) have happened in people treated
with CALQUENCE. Tell your healthcare provider if you have any of the following signs or

changes in your speech
headache that lasts a long time
bruising or red or purple skin marks

O O O O O O

symptoms:
o fast orirregular heartbeat o chest discomfort
o dizziness o shortness of breath

o feeling faint
The most common side effects of CALQUENCE include:
e headache e upper respiratory tract infection
e diarrhea e bruising
e muscle and joint pain

These are not all of the possible side effects of CALQUENCE.

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

How should | store CALQUENCE?
e Store CALQUENCE at room temperature between 68°F to 77°F (20°C to 25°C).
Keep CALQUENCE and all medicines out of the reach of children.

General information about the safe and effective use of CALQUENCE.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information
leaflet. Do not use CALQUENCE for a condition for which it was not prescribed. Do not give
CALQUENCE to other people, even if they have the same symptoms you have. It may harm them. You
can ask your healthcare provider or pharmacist for more information about CALQUENCE that is written
for health professionals.




What are the ingredients in CALQUENCE?
Active ingredient: acalabrutinib

Inactive ingredients: silicified microcrystalline cellulose, pregelatinized starch, magnesium stearate,
and sodium starch glycolate.

Capsule shell contains: gelatin, titanium dioxide, yellow iron oxide, FD&C Blue 2, and black ink.
Distributed by: AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850

CALQUENCE is a registered trademark of the AstraZeneca group of companies. ©AstraZeneca XXXX
For more information, go to www.CALQUENCE.com or call 1-800-236-9933.

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: 11/2019
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WIEE - EMSEON LI X W ERT L2 E

Bl A TWVFZTHTEIL

LLIIILEN 77:21140mg

AR | 22800AMX00387000
WL 52 B 20164£5

r- -3

g

1.
FHENZ, BEAFCTHRICHIETEAEEBFICHWV
T. EMBEMEEOBEICH L TH2 506 - 1258
EEOEMDS ET. AFOH/REF B EHBH IO S
EFICOVWTDABET B E, £/, BERRKICE
A5, BEXLIZOREICEIERVBRIEE 258
BL. AE#B8THOHBETHI L.

2. BRE(RDBEEICEIHBELEVI L)

2.1 REORAR USBUEOBEAER O & 5 85

2.2 wEED Lo EREREDH 2 HE[9.3.1. 16.6.1
2]

234 7 baF =, £ TFAFV =), ¥ F)AQY
1y a5 hoEE[10.1, 16.7.1. 16.7.7&K]

2.4 WHIESUEIER L T W B I RetE 0 & 2 i[9, 55 1 ]

3. HR - MR

3.1 %

W5e 44 A LT NVE S S 7+ )V140mg

o (17 7))
N as
EERI%) 4 7 F =7140mg

(NEY) #mtla—2ZA, Z7OAH )V A0 —
AF NI L, TIYNERF M) AL AT

AN I
R T AT A
(B TR VHRR) BfbF5 o, 5>
3.2 READHER

- FE | ABAEHO0S S TRy

K&

SHE 'm“

£ :21.7mm EAE:7.6mm FEE  426mg

ikl — K |ibr 140mg

4. WEER IR
Olgl > /xtaimis (Y > NEkED 2 NEZED)
OBEXZEEMD~T > MVilikaY > /N8

5. MEERIIHHRICEEET 2=

(8D >R (Y 2B D NEE B D))
RGEONGYE) > 7 MPEF G V) > /XER1E ) >3 % &
&) Oia. 17 BRI OHONEEZHHA L. AR OF
R O o0\ B L 72 BT AFI LSO HED
FRUZDOWTHHEEITHET L BICRTOBERNEIT) 2 Lo

6. AERUHAE

(B a2 NERED D NEEED))
FHL BAICIEA TIVF =T L T420me % 1 H 1AL
#5535, B, BEOREICL) EEBET 5,
(BRETHEEMO~Y > MUY > /NE)

WE. RAIEA 7TV F =7 E L T560meg % 1 H 1R
535, B, BEOREIZL)EEBRET 5,

7. BERUVHEEICEEY 3FE
7.1 Grade 3 LI LOBEIWEHASEH L 2854121, Grade 1
UTNICEEST 2 EF TR ZRET L2 L, BT L25E
12iE, LTFORLE2SEI10E 3T s 2 L,
#£)CTCAE (Common Terminology Criteria for Adverse
Events)version 4.012# L %,

AERHOBR

] " 5% ORI G-&

SR 1B 1) > 2 SPEE I ~ v MV o3 E
11a] 1H1[\1420mg 1H1[1560mg
2[m] 1H1[H280mg 1H1[A420mg
3] 1H1[\140mg 1H1[\280mg
4[n] e Gk

7.2 RF L oPEMEELEH & OfFHIZOWT, AR
DL ENEITTEL L T,

7.3 RY)aF = v EBRT AEAICIE . ARHF o E
P ERSTAEBENDSH LD, A TVFoTELT
140mg# 1H 1ERE %545 2 & [10.2, 16.7.22]

8. EELEARIEE

8.1 AFNFx G- (2 HVRH AL (20 ) KRB R IMA S ST
WA ZEDS, RKEFG R ICFERREERN TR ET
L BENR L CTEARB OG-z EET 52 &,

8.2 filigs, Wl e % o0 B 7 EYE R H A1 IR Ge A3 38 31 3L
WFEALT A2 DD D, BRI A VA, #F, kg
BENFIEMALT 2 BENDDH LD T, ARG 2%
STHFETANA, FBEOBREOFM2ERT L L,
ARFN % 5B Y) 70 U % ATV ARG R E O
FH I eSS A2 k. [9.1.1, 11.1.35H8]

8.3 A, WP ERIAME, /R AMESSE O B 7 1 B
HHRHSHLNLEIEDRHLHDT, KEFEGIHEL TEE
W MR 2179 2 & [9.1.2, 11.1.55H]

8.4 TE L ARINRAFB TENT LI ENDHLDT, &
FIFEG 2B L ikl ng s O e (- 5 TR R
HE)HFTH) 2 & [9.1.3. 11.1.62H]

8.5 JEE RGN D S bNL I ENHHDT, MiFT
BIRE RS OBHREME 21T 7 & BBEOREZ +
BT L 2 b [11.1.758]

8.6 T4, ALT. AST. YUYV 5o FH %089 ik
REEENRHLDLNDLZ ENHLDOT, AFFEGIZE LT
FEM ISR 2179 2 &0 [11.1.102M]

8.7 WIEMENEEDSDH SHLNDL I ENDHLDOT, B,
I PR B I, BEBE DRI Bl 5 2
Lo [11.1.11M1]

BENERZHFIIREICHT IR

1 BHHE - EEEEDH 2 8F

1.1 BRYEZ RHL TV 2 BE
FRABIFEIC LD, BRAEPE ST 2 BN DH 5,
[8.2, 11.1.3%H]
9.1.2 ERLGEHIREETOH 2 8E

MERGA 2 B S LEEL S LSBT DH S, [8.3,
11.1.550#]
9.1.3 REIRDH 3 BERI T DEFEDH 5 BH
CEMEIEDORERYH 5 DND LD H Do [8.4,
11.1.620#]

9.
9.
9.




9.2 BREEERE

9.2.1 EENBREEEDH 58E
EEOBEEREEDD L EBET R E L2 HRHAERILE
LTV Zav,

9.3 FFReEEERE

9.3.1 hZHEEL FOFEEEEEE
T LenwZ b, M RENIELL LA T2, [2.2,
16.6.1=H]

9.3.2 BEDOHKEEEERS
WEEEZRETLHE LI, BHEOREL L EE|IZBI%E
L. HEHEROFHIZTHEET L2 Lo MHREN L
A3 5, [16.6.1%]

9.4 AJEREEF T 5&
IR RE 22 2RV LTl RFNP G o R OB 54 T #—
EHNTEY) 22 B2 179 L RETH 2 &, [9.580]

9.5 1T1@
TR AR L TV B T REE O & 2 I35 L v
o BIWMEBTIHRBIEIEH (7 v MRy HF), KO
feFFENE(T v b BIILEROFIE. 79 ¥ lWEaEo
WE)DHRE EN TS, [2.4, 9.4%MH]

9.6 RILF
G LOFRER ORI EOR M EZZEE L., Lo
e Ik 2 ET T A2 s B MIBUTAFITTHAD
BATIIAHITH %,

9.7 IR%EH
INREE R R R & L A R ARER LN L TV e,

9.8 =EE
HEIMER SR IC B W T, 65 L LB E T, Grade 3P LU
FoOFERS, Mg, REEEG. OREME. HImEkEEm
SESF D IEHEMF D o 720
{#)CTCAE (Common Terminology Criteria for Adverse

Events) version 4.012# L %,

10. #E(EA

AFNIFEIZCYP3AIZ L ) (R S5,
10.1 AR BALEVI L)

FH 25

WRPRAEIR - 58 51

W - fabrHr

rrharv—iv (&
14 IR EE5E)
A NZaFv—)
A4 M) V=)
VeIV S e G
7V A, 7T
UISZEN
[2.3.16.7.1.
16.7.7518]

ARF O ML E 2
gL BIVE 7885
ENDBLNDD
Z)O

YP3AMEMEH
NN -2k {v
HHE SN B,

NS 0EF O

10.2 GrREE BHRICEE TS &)

405 FRIRERR - F5E T | B - febsaiE+
CYP3AMEFEMEH | AFOIMAHED | 2 b 0 #HH o
Tl D HA F L. EfEM 25 | CYP3ARHSE/EH
**** Cogpy | SNMABTRANLL 12X, KHIOR

L oT oy, | o, cYpsamE | whmEE B,
U N FELER YER D 7 W EEFI~ D
) fothe 18T %
e | ke RUEBTA
N ] N = L
) ML LT L -
S wruy | bl BEOREZS
e L, A
SRl S OB i
v ERC R
_TITVEN
R TSV —

[7.3. 16.7.2z1]
JIVaF =)

I)AuRA TV
[16.7.3&H]
a7 uaxd
TIVFTE L
[16.7.7&H1]
NFINI)
TIAyuar

TTLES Uk

DT, EHIL 2w &
IEETHI L,

RN BRRAEIR - $518 J7E | W - fabsik+
TL—T 7= | RKEOMBEED | £ FIZCYP3A
A B A L. BIEH R | HEEHEZF T 5
[16.7.5%H] ENDLBENDLDDL | WONEEFNTW

z)o

CYP3AFHEMEM
AT 5 HEH)
NN LY
V77 ¥

ARF O 1ML e A
T L ARG
BBENDDH DD
T, CYP3ARFELE

IS DEHF D
CYP3AFHEEH
&Y KAIOMR
AAMAE S AL D 6

Tr= b A H D722 WEEFI~ DA

[16.7.4. 16.7.7 | B2 EET 5 2 &,

]
A F3od b | RFOMAGEEIL | EH P IZCYP3A
V7 (St. John' s| M L. ®hRIWMITT | FEEHEHT S
Wort, > b - |2 BZFNNH L0 WGV EETNTWY
Va—rAX =T, BRLEVEY |5,

N A& HEETAZ L,
PrigEE A Wi B Zn2d | o) A7 %1
P/ MR 5o RS L BEILN

H5bo
11. EMERA

RORMEFDD 5 DIS = &4 % OT, WEE I
fiv, RIFEATO &N E IR S & LT 5% Ol
DRIERFT) Z Lo

1.1 EXREMEA
11.1.1 Hi

M I (0.2%)  THALE L (0. 29%) S0 B EE 7 1A
PNLTERHY, B FE SRS SN TN D,
11.1.2 BMEREE CHEAH)
SHE N ML, PEIR. NZEEATT. BRSO HIMERE
BHHbNEIEND L,

11.1.3 BPfE

Jifi 9% (8.8%)  BIMAE (2. 2%) S D 72 BEALED B H bt
LI ENHL, o, BRFFRY A VA, fiE, IREE
EQFIGEALDH HbNL T DB L, [8.2. 9.1.1%HK]

11.1.4 EITHSEMRERIE (PML) GHERH)

KI5 e OF 548 T 3 B O IRBE 2+ 1Bl g+
5Tl ERkREE RRAIBEE, MREEK (R B, DUJR R
W), EEREESOFEIRY D S5 bNEEICIE. MRIZ X
LGB O E AT L e b, S %d
2575 oMY REYIT) 2 &,

11.1.5 E5EH
HZ1f(10.6%) « IFHERIEAME (14.0%) /N A 2
(10.6%) HEOEELEHINFILDH S b DL DD b,
[8.3. 9.1.2&M]

11.1.6 TEI
DB (2.8%)  LEAHIEN(0.6%) « L PEAEENR (BEEE
NN ZEDOBEELANERE D S5 bNDLZ EDHDH, (8.4,
9.1.3%/8]

11.1.7 EERREREE(0.2%)
BN L NAIE, EHIcHkEEdIR L., #Y)
hLE (AERR A, ERBRIIAE R A O 5-55) 2179
Ll BT, FERAEIE T A F THEDIRRER 0 2Bl
T52 L, B, EELREEPIEEFERIESEICH S
IS ENH D, [8.52H]

11.1.8 @\BUE (0.2%)

TF747F v —FE0HEELBEIENSH SbILL I LN
H5bo

11.1.9 BIEILIEIRAEIREE (Stevens-JohnsonfEMEEE) (HfE
ANH)

11.1.10 AL, RS g RH)

JFA4s, ALT. AST. UV LY v &0 F5H %085 IFHhe
BEEDRDH SbNE DD L. [8.65H]

1111 BEEMMERR HEAH)

BENRO SN HEIE, WEXHR, WECTS oM
FERMT A L, MEMEMERESSEDLN S I0I3HRS
ol L, BIERERVE CHIORSSEO Y 7 0LE %
1192 &, [8.781]



1.2 ZOMOEHER

. 109% ki .
10%2L L 5000 |- 5%AdM | HEA
IR E
R B O i;ﬂiﬁ
25 dUE %ﬁgﬂ
YR N
RS 5
B, R bR | R E.
K OFERIAS WO | EEE A
O E GRS fE., >
(R OR INTEL OB
) —TxE i S
i) SEERE
I i Bk b4
mE .
MR ON) A &
N FBEE miE . %
P G
BRI A
AR
e R R I
fl ok 5. Bk
B {29 N
v 2 JILSE
SFR F 8o
HE o
TN F—
#EAL R
) MR
Rz ) 21N
HIET
i B 9%
I i L
LRl &N ] NN
2B OHERR N 52
s e K]
T . E I ON K. | HIERE,
EEIH%I‘F&EE ‘C‘ I]IEE HJJ: N ﬁ HE 'Fﬁ N E
RS ) £ 5
ey
F&95 . P EIREIN | 0 EERE. | RIS
TS AL
R NI}
ERNE
W E iR A . k]
O B L i B A
e W
e Ak | 5 KA 1
B2 T 0% &, )
G0 SiE . R B
IR T I AR

W RORE D H b b EIE, B ICIRAHRE LT
% EDBEYIBIEELT) T Lo

14. BALOEE

14.1 EBFZMFEFOZE
PTPEEDEKIPTPY — ML) L TR % &
BT A L, PTPY — FOREMIZ LY, FEWELMAED
DAEERE AR A L. FIZI3EILE B2 L CHERRE 55
OEELGIHEX IR T LI LD S,

15. ZDMOEE
15.1 BRERERICE D 158

A7V F =T OMAEED EFI R, BInESROFRH
TP 7 HAEHEDSERD ST & DHEDND 5,

16. EYEIEE

16.1 MeiEE

16.1.1 BEHRERURERS
T3S S MG VE BB M 5 12 A 7V F = 7' 140mg Y ~
560mg % Hilal A3 SEREHE S Lz e &, mER A4 70 F = 7
BEEHRIC X 5F, B~ 205 (f i) |2 2 L,
4~9HF] CFI9ME) O LR CHE Lz, m¥Eh A 7vF =7

D Cmas X CAUCIH BRI Z B 25K 28, HEOH I tE - T
U720 BAERECHE G2 & 2 BRI 6K TH - 720 ¥
BRERXIHEAERABHEREMEERE IS TIVF o J2BEARIS
RERORS U - & OEYEIE/NT X — 2 [FHiE (EERE) ]

WaEn = Crnax tmax @ AUCast t1z
PEH (mg) | M| (ng/mL) (h) (ng * h/mL) (h)
140 3 42.53 2.02 203.64 3.90
+ 23.74 | (1.98, 3.95) + 128.60 + 1.67
280 3 68.47 1.82 339.21 5.64
1B E + 14.09 | (1.00, 1.97) + 72.42 + 1.50
420 9 87.33 1.97 381.73 6.99”
) £ 62.15 | (1.00, 3.98) + 265.26 + 3.34
560 5 94.57 1.48 419.09 7.35.
£ 65.43 | (0.98, 3.92) + 238.74 5.33¢
420 3 77.50 2.00 383.17 4.60”
SHH + 58.11 (0.95, 3.97) + 189.61 + 1.86
560 6 105.47 2.00 638.96 6.39.
+ 68.60 | (0.97, 4.00) + 476.16 4.239
ST = BEAR . a) - P UL (BEPH) . b)  n=6. c) : HBIME (n=2)
160
S 140 4 —O— 420mg Day 1
g ---O--- 420mg Day 8
fcf 120 4 —— 560mg Day 1
%E 100 4 ---@-- 560mg Day 8
N
Il 80
h
.
NG
.
g4 420 4
2 |
€ 20 4 8
0 4

S iIG))

BREXIHAMRABMRMEERE IS TILFZT420mgis
560mg#% B[O (Day 1) (& R1E (Day 8) FO%k5 L /- & 2 DIMiE
tha TILF Z T REHE (FHEHEERFE)

16.2 TRIR

16.2.1 XBINA A TXAFED T 1 RUBEDOTE
TEFERL AL A 7V F = 7560mg % AT 2 OSETRT 305 L2 Rk 4%
5. L. BOSOEHZI125C-4 7V F = 7 (100ug) % iR N %
L7k EOMHIINA T TRAFEY F 4 IEFREN, 2.9%
(909%CT : 2.1~3.9%) } U7.6% (90%CI : 6.4~9.0%) TdH > 727
fEHER A A 7V F = 7420mg % #E LTS L 72 & & DCnax K
AUCusd. FRI30% . BH305 I BB G Lz & &b
7 LI 213 2 L2 R 30~ 40% ) ORI60% AR T L 727
RIS T HE BRI L )~ /X /N ) > 2SERIE ) o oSl B
1A 7T =7 420mg % #1455 L 72 & & D Cumax L NAUCo-20nld
EF D305 DL AT AL 2MER DL 211085 (modified fasting$%
) L7z & & & L CHEARET 12132 2 k40% fe U960~
T0%I AT L7z o (WAEINT—%)

16.3 2%
A 7NVF=TOe MIUFEHKEZIL7.3%TH D) . Bt s
RS Gn vitron 50~1000ng/mL) THERA—E Th - 729 . fitHE
WNIZEC- A 7 F =7 (100ug) # BRI 5 L 72 & & 052 FIRzE
2B DA A RNE683LY | FREE U EEG MR ) » o S I
SN OSERYEY VSRR E I A 7OV F = 7420mg % HL AR RS-

L7 & EDAPTOGAER (Vdz/F)I1Z10837L T » 72V o (it
EANT—%)
16.4 U

A TNFZTIEFIZCYP3AL/SIZ L VR E N5 (n vitro)P 7
FaREYwTHrT e Fayt— ki, 7V hrFoy oRlx
F—¥ BT LTA 7T =7 D1/ 150 HERE % R=TY
e FaYF - VRO EEIREICBIABRERIL. A TVFT
LREETH -2 .

16.5 Bttt
TR AN IZHC- 1 7 )V F = 7'1480kBa % & & 4 7 )V F = 7140mg™"
ZHAREOH G L7z & & BREDR90% A7 168 R LA L2 (A1)
. FEPTIE80%. R TIZIOBU T TH o720 A TVFZTD
FERIE, #EPTL%, RPICIRERD SN p o729 o AL
BC-A 7VF =7 (100ug) = FHIRNES- Lz oLy )75~
A (CL) I, #ifiy K OVART300 12 BV TENZN62 K ON76L/h T
o722 o BHERAICA T VF = 7560meE RS- L2 2D
ANTOEE 7)) T T v A(CL/F)id, #MER &R0 1B
TENENIST2 N UGTSL/hTdh 722 o BEIATF—%)

16.6 HENEEEH T 2EHE

16.6.1 FFikpepEs
BRJE O BT HAERE 5 (Child-Pugh/738A) BE6HI. HEEE o fTFHEAE
[ % (Child-Pugh % #8B) % 1061 f OV E JE o fiF ik i % (Child-
Pugh%#8C) HEHIZ A 7V F = 7140mg™ % H [l #5135 L 72
& & DO AUCs D AT I 12 1E 7 Sk Bl & el L <27,



8. 2L V9. 8o 7ze F 7z, IEAE G b AFHEREm £ DOAREIC
IBCTHhEPIHEMmL., EFEIA 7V F =T DAUCITENZ
4.1, 9. 8K I3 A L#EEINLY . WEAT—%)
(2.2, 9.3.1, 9.3.2&MH]

16.7 EYHEEER

16.7.1 b3+ vJy—iv
RN (1861 ICCYP3ADMEER A BT A7 FaF /=L (&
A EPIRSETE) 400mg (4~9H HI2#5) & 4 7V F = 7120mg
e 040mg™ (FNn2N1H B K OTH HI2#S) 2 05 G &
B L7zl &, 4 70V F =7 DCmax X FAUCIEZ N2 K29 OF
24N L 7210 o (WHEIAT—%) [2.3. 10.1ZR]

16.7.2 Kyarv—J
B MEIE S B (2661) IZCYPSADHEEH A HF T 5K1) a4+
—200mg 1H2[ & A 7 VF = 7140mg 1H 1A % ff FF% 5 L
7zl & A TNF =7 DCua e FAUCIEZNZIRI6. TR O . 7
wimLz? o GHEIAT—%) [7.3. 10.220H)]

16.7.3 TUZROYA >
Bl LRSS EE (2561) ICCYPSADMEEH A A3 5 1) 20~
43 »500mg 1H3[M & £ 7V F = 7140mg 1H 1A % ff FH$% 5
L7zl &, A 7V F =T DCrac . FAUCIEZ N ENH3. 42 13,0
L7722 o GHEAT—%) [10.250]

16.7.4 Y772 EY >
HEHER N (1861) IZCYP3ADFEER #5550 77 v EL v
600mg (4~13H HI2#5) & 4 7V F =7560mg(1H H K11 H
HIcHG) # fEHRS R Lzt &, 4 7V F = 7T DCrna L O
AUCIZZ N2/ M L/ 10 F IS L7z o (SHEA 7 —
%) [10.22:8]

16.7.5 JL—=77I—YTY 21—
TR (861) ICCYP3ADEEH A BT 5L —T T )V—r T2
— AL A TNF =7 140mg™ & GG e ) L2 &, 1
TNF =T DCrax e FAUCIEZF NZNAI3. 6K U2, LB L 722 &
FHEAT—%) [10.22]

16.7.6 A X7 ZJ—Jb
TEHERA 206 1270 h Ry TIHEHTH S 4 27— ) 40mg
(B~7HHIZHG) & 4 7V F = 7560mg(1H B K O7TH HIZ#k5) %
BER PG () U722 &, 4 70T =7 D Coaxl THI38% 12 A L
7275, AUCICSEE L ZLIZRO SN h o721 o BHEATF—%)

16.7.7 EBFWEYHEETIVICEE Y IaL—Yar
A4 7NV F=7140mg™ L CYPSAMERTZ2HT A4 FFa+V —
Wy 29 AavA Y Y ROV VT T Y L &GS (i )
L7z, A 7VF=7OAUCIEZENZI., #915. 11K 4. 415
WS 5 2 & A EN7z. A 7 VF = 7560mg & CYP3AFHEANE
HEBRTHIVEFF IV RETVATYA ¥ 2 2 KGO
B L723a. 4 7V F 27 OAUCIEZRZN, 1. 7RTL.5
RN % 2 & A5iEE SNize A 7IVF = 7560mg & CYP3AFE
EHAEBE T HIUNTEE Y RL7 7 E L 2 &S GEG
) L2gE, 4 7V FZTOAUCIEZEREN, #1/6/%11/3
AT B EDEE SNz, P [2.3, 10.1. 10.22H]

D ARF DA S 2k - &I, [420mg X 13560mg % 1 0 1E#E1#% 54

21 CHas,
TE2) —BRA IS A TV F = T RIS L. 2 OmkARE o

17. BERPRRCHE

171 BHROREMICET 25k

B 2 NERIMRS () > NERME Y D NEEEED))

17.1.1 BHEEPRRBR A 15 (55 I 4858 : PCYC-1112-CAER)
1LY A YL EORRGHRE A A3 2 5 3 HEEEE ) » 3k
HIE/ /N 8Bk 8RB ERNRE L, AT 7V AR T
xR L L CARF420mex 1H 1M, &FHD3055 LA AT L 20 [ DL
#1285 (modified fasting$%5-) L7z ARMEOBHEIZLDT O &
BY)THotzo B, BgBICHAANS N2 BB ONFITE
PEY 2P B AS185 6. /N1 Y RERPEY) o JE B E D10
BICH ol 19
ARFN DG S 7219561 177161 (90 8%) (ZEIER S7BO H i /ze 3
ZEIWERIE. THIT061(35.9%) « H03561(17.9%) « Wi ERiRAE
3161(15.9%) . BAFiRE28051 (14.4%) . J6952411(12.3%) % Tdh - 720

100 ety — ATVF=T
= ;
90
80
70
% 60 4
§ 50
40 4 k't
30 A L
*,
_ e duh
e A7y RE H
10 4 NE-RR g 0.215 o,
(95%CI) (0.146-0.317) e eeeeen
0 pfE <.0001 H
0 3 6 9 12 5GA)
B
ATWF=T: 195 183 16 38 7
ATPVLYT 196 161 83 15 1 0

NE : Not Estimable

4mIE T A 77 HARS (PFS) MKaplan-Meierhifg

17.1.2 ERNERRABRNIE (55 1 1858k  PCI-32765-JPN-1015K5R)
PSSR ABMIB S B E 2 R & L. RA & RO
LG L7e 209 bAAF420mgz 1H1EFS- L&y >k
/AN oSERVE Y oSTEEE (86]) Tlx. TBIAS v b A T
TRANIDOFEG % fkfe L T\ /2. RBxhE1362.5% (5/861) TdH - 72
(95%CI : 24.5~91.5%) . V
KRFN D G- S 7861451 (100%) \[ZBIERA AR 7z, E2E]
PEMIE, B BRI A EAR] (50.0%) « & 1Mm4Hl (50.0%) . 5895361
(37.5%) .+ 1N%361(37.5%) % Tdh > 72
) B BB EE SIS A M OB S 256 T L7k A,

17.1.3 BHMERPREABR AN 45 (85 M 4B5KB% : PCYC-1115-CAER)
FRIGEROEBYE) ¥ VIR /N 2 oSERYE ) > 8 JE B E T % )
%k L. chlorambucil™ % %} B8 & L TA#420mg% 1 H 1S L
2o AMMEOBGEIILTOLEBY) THotze BB, BEABRICH
FBAINS N BB ONTUZIELEY > 7Sk I B 5 AS12361, /)
) YSEREEY 2 SHERED13FITH - 7217
KRFN e G- S 7213561411461 (84 . 4%) (ZBITER SRR H 72,
FEARBERIE, THI44%1(32.6%) . HEL1861(13.3%) 3 FEkiE
AEL661(11.9%)  F8951461(10.4%) % Td - 726
FDINT T ) VEET AT IV, Y7 UERAT 7 I RAFROY) v ¥

~ 7 GRIGT-HIRZ) OO S OMIG L 7 53, 217 b mkiK
KhHSBVEE,
H2) AT, ARREN TV,

100 4 — ATWF=T
fffff Chlorambucil
% |
80 - \
41«
70 Ttee
60 “h
2 H 141
2 50 A -"l
- 1 +H
40 --
o] He -1
Chiorambucil A FLF=7
20 1 PREGR) 189 NE
=R 0.161
104 (95%Ch (0.091-0.283)
P <0001
0 3 6 H 12 15 18 21 2 27 A
Lk
AFWF=F: 136 133 130 126 122 %8 66 21 2 0
Chlorambucil : 133 121 %5 85 7% 49 34 10 0 0

NE : Not Estimable
IS EA 7 HAIRE (PFS) MKaplan-Meierfhfg

17.1.4 EREERAERSE (55 1 485858 : 54179060LEU100155%)
RIGFONRIE Y >/ SHEEME//NY) > 23BkE ) > LA™ 20 5
&L, RA420megx TH LA L 720 EahE1375.0% (6/861) TH
572(95% CI : 34.9~96.8%), ¥
RHNDHE G S 72861 4B (100%) I[ZBEIEHASFED B 7z, F 72 E)
PEFNE. MM EGE A 661 (75.0%) « 1) > 7 SERE 8 4451 (50.0%)
Jii4£311 (37.5%) « I P ERELE A2 (25.0%) « & IM261 (25.0%) |
TRI260(25.0%) . BAEIRE261(25.0%) % CTdh - 72,

H)TNE T VEET AT MRS OBIGE 2 5 kW EE,

(BRELHEMO~ > VR >/ E)

17.1.5 iBoHERERSNBRRK 5 (55 M #EEKBR : PCI-32765-MCL30015%5%)
1LY XU EORGEEREL AT 5 HE TGN~ ~ bV
J ) voSEEEENGE L, FAYTY AABEREE LTA
#I560mgx 1 H1m$ 5 Lz EEFHITEE & & N7 5=
BEHEI L A EMEAGFH o mIEIL, KK TI14.67 H
(95%CI : 10.4~NE), 743101 L AHT6.2% A (95%CI : 4.2
~7.9)CTH 1) KA CHIAICHE B R IERENTRD Sz (0N
— F10.43(95%CI : 0.32~0.58). p<0.0001 (J& Blllog-rankiise) .
20154F4AH2AF =% A1y b+ 7)9
ARHENDIHFE G- E N 72139B 11561 (82.7%) ICRIMEH 27880 5 11
72o ERBEIMERIE. TFHI2761(19.4%) . #572261 (15.8%) . i
AN AAE2001 (14.4%) « G H BRI AELSH] (12.9%) . £ 11541
(10.8%) . F&351440(10.1%) . MEeAE14460(10.19%) & TH > 726
E)ARFETIE, Foava) aRid~<y bVHIEY >8R 5 G TR

ENTVR,

17.1.6 EIRERFREERRE (55 I HH5{5% : PCI-32765-MCL2002:5%)
1LI AP ESL D 2 Y T ORHGHRE 243 5 F58 U3 G
< MVAIILY) oSEEE R E L. AFIS60mgx 1H 1S L
720 ZERNERIE8T7 5% (14/1661) Td - 72 (90%CI : 65.6~97.7%)% .
AFN D G- S 72166141541 (93.8%) IZEINEH SRR H /e, 3
ZEIERE . THISBI(31.3%) . IN%401(25.0%) . £ 14l
(25.0%) « I/IMRIRAHESH (18.8%) . FLRKKAE3HI (18.8%) . 895
31 (18.8%) . 57311 (18.8%) % Tdh - 726

18. EERhEIE

18.1 1fEHMEF
T b yRFO Y v EF— B (BTK) &, BHAGEIES O 38hE, #
BESE I G 2 BMIE 2 746 (BCR) . R OB 8, #2454
5T 27504 Y ZREOTHICHEST DYV F VST T
BHbo A TNF =71k, BTKOWGWEMIZH DY AT 1 Vi
(Cys—481) L #tA#EA L. BTKO ¥+ —Eifith % HE L 72,



18.2 HESB®HE
In vitroRERIZBWT, A 7NF=71F, B ¥k E s
(CLL) B HROCLLME R ' e b~ > bVl Y >~/ <iE (MCL)
FSRAN R (Mino. Jeko-1%5) o ¥dhiei % ] L 7220 2 o F 72,
CLLH#F % o CLLMNA I U812 v s MCL Hi SR Ak (Mino f 08
Jeko-1) Dk e a5 & FHE L 7222
In vivoRBRIZ BT, 4 7VF=7IE, ¥~ ACLLHETCL1-
1924 % JERE PRI L 72 EAEME A S AR 4 (SCID) v 7 A2 B W
T, FAYIMH O TCL1-192f o35l % #7220 o F 72, Mino
AR % SR LS B RE L 72SCID~ ™7 A 12 B\ T, Mino#lifa %%
WA s,

19. B2 ICEAT 3 IEE2HMAE

— {4 0 A4 7 v F =7 (Ibrutinib)

124 - 1- {(3R) -3-[4-Amino-3- (4-phenoxyphenyl) -17-pyrazolo
[3,4-d]pyrimidin-1-yl]piperidin-1-ylf prop-2-en-1-one

53 F3X 1 CasHauN6O2

43+ 440.50

R o

== S

1 149~158T

SEAREL 0 3.97(Log P, 1-F 2 ¥/ — v /pHT#E1E i)

BIRYE - DAFIVANKRF Y FIZBETR T, AF 7 = VITRRE
TR, TERS FYIMZRRETIC L, KiZiFE A
EET v,

20. BURWLEDEE
INBDFDJRP R VE A IRET L L,

21. A&

211 ESEG ) A 7 EHETW A K ED L @YIIFERT LI &,

(BEXIZEAMOEBMY >/ MamRE () 2 /NERED D NEES

). BREIEBEDOY S MUY > NEE)

21.2 ENTORBIEG RO TRONTWD Z & h s, BERTE
B, —EBOEBNRDL T — ¥ PEBEIND T TORIZ, EER
R FIHEHEREREZ EGT A2 L 12X ) RFEHESE O
FERAITET 2 L b1, AHOREW R OENEICHET 57
— & FFEMNPE L. RAIOBIEFERICLEREEY#E L L,

22. A%
147 7V [14% 74V (PTP) x 1]

23. EEXWk

D HNEER A 7V F =70 ENEIHRER(PCI-32765-
JPN-101) (20164£3H 28 H#&FE, CTD2.7.6.2)

2) HHNEE A TVFZTONALFTRNATEY 714 LA
HOEBEOME (PCI-32765CLL1011) (2016431 28 H K.,
CTD2.7.6.9)

) HHNER AT VF 2 TORFEOBEDO R (PCI-
32765CLL1001) (20164E3H28H#&F2, CTD2.7.6.7)

4) HWNER A4 T F = T O ETb /TR RE (PCYC-1102-
CA) (20164E3/128H7&:2, CTD2.7.6.3)

5) MR A TV F = T O M E PR A OBGET (12-083-Hu-
X-PB) (20164E3H28H %72, CTD2.7.2.1.1.3)

6) HNEER - v NCYPRERZRZMWAA 7LVF =T O
H#oME (12-013-Hu-X-MT) (201643 H 28 H & 2.,
CTD2.6.4.5.1.3)

7) AWEHR e MFI 20V — AR UCYPHREER 2 v
724 7T = 7 O OMET (12-014-Hu-X-MT) (20164E3 1
28H %32, CTD2.6.4.5.1.3)

8) HEEL A TV F = TR O HFEEEOBET (13-047-Hu-
X-ENZ) (20164:3H28 H &7, CTD2.6.2.2.3)

9 HNER A TNVFZTDOYANT ¥ ADOKF (PCI-
32765CLL1004) (20164E3 /28 H&:2, CTD2.7.6.6)

10) AR IR ERBE BT 24 TV F =T 0
WERE D AT (PCI-32765CLL1006) (20164E3 H 28 H A&7,
CTD2.7.6.10)

11) #PEE A TN F =7 b ary — L OEYH I/ OB
#F (PCI-32765CLL1002) (20164£3H28H #4378, CTD2.7.6.5)

12) HWEE A TNV F =T ER)aF =V RFTY) 20< A
v OIEYHE AR O (PCI-32765LYM1003)

13) #WER A TN F =T ) 77 Y EY L DY OM
#F (PCI-32765CLL1010) (20164:3H 28 H #&z%. CTD2.7.6.8)

14) HWEE A TNVNF =TT AT T — VOEYHESEH D
High (PCI-32765CLL1005) (201847 H2H #&:2, CTD2.7.6.3)

15) FEERE AR BT T VI L D4 TVF = T 0
WA EAEH OB (20164E3 H 28 H A&GE, CTD2.7.2.2)

16) Byrd JC, et al.: N Engl J Med. 2014; 371: 213-223

N 3l

17) V&R - A4 7V T = 7 Oy T RER (PCYC-1115-CA)
(201847 H2H #&52. CTD2.7.6.1)

R HNER 47 VF = 7o ENSE MR R
(54179060LEU1001) (20184E7H2H A&FE. CTD2.7.6.2)

19) HPEHR A 7V F = 7 O YL T AR (PCI-32765-
MCL3001) (20164¢12H2H #&3%, CTD2.7.6.3)

20) HPVER A TV F =T OEMNE THRBE(PCI-32765-
MCL2002) (20164£12H2H %72, CTD2.7.6.1)

21) Ponader S, et al.: Blood. 2012; 119: 1182-1189

22) APV D v b v ROV ) o SIE R R AR L0 2 A
TNF =7 OVER (2016412 A 2H &G, CTD2.6.2.2.1.4)

23) de Rooij MFM, et al.: Blood. 2012; 119: 2590-2594

24) FEPVEEL D e by ROV S R AR 0 BAT R A
XY AETFNVIIHTHA TNVF =T OVEH (20164E12H 2 H %
. CTD2.6.2.2.2.2)

24, XEEERERVBEIVEDELE
Yooy —<Hst vrwra-prrsy—
T101-0065  HUGTHRT-X H X PG A H13-5-2
71 —=¥A4¥) 0120-183-275
FAX 0120-275-831
ZATEER] 9:00~17:40 (4 - H - MH KOS B <)

26. RERTFREF

26.1 BHEERSET
Yot 7y — kAR
T101-0065 S 5CHRT-FU H X P i H 3-5-2

BUEARES T ~
Yoty 7 7—vhRSH janssen )'
T101-0065 REE T HXFMHE3-5-2

EGlES ) @pharmacyclics:
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1.8 WfHE (%) AstraZeneca
—WL T T ITNNTF =T

1.8.1 PMEER TR () RUZDRERH
1.8.1.1 BEEXRIEHMR (F)
IRESUIBIR () AT O &30 RE LI,

4. HEEX (TR
BREXXIFHEAMEOEM®) v tamE UM vkt DEEZED)

1.8.1.2 IR

PR T ERAME S ) RIS (R/R CLL) BEICBWCT A T 7 F =7 & [Ehli)N 3
RT21E% (Idelalisib+ VY ¥ ~7 [IR] IRVHELAF L + JYF~7 [BR] OWT
) wbid HEER b, ShsxdtE, FEER. 2 BE. WSS I AHEUER Td D ACE-CL-309 3t
B (LLF. 309 :BR) 1ICRBWT, 7T 7 F =7 HMEERE (AR 13, FEMEEA TH 5
MSIFHTZ S (IRC) #HMIC X 2 MR EEA I (PFS) 123\ T, IR/BR & & bl U CHERH
INZH EPORICEROH HUEEZ R L, AT I T Y A 71X 69%80 LTz (A~ —
NI 0031 [95% CI : 0.20~0.49] | p<0.0001) , F7=. IRC #Hfiic L 2720 (DOR)  (~
H— R 0033 [95% CI: 0.19~0.59] ) K ONEERFH Y EAFHIZ & 5 DOR (N — Rk 0.20
[95% CI: 0.10~0.42] ) OWTHIZBWTH, ABEFCIXIR/BR B L L L CTHRMICER DO H

HUWENREINTEBY, THITNF =T ORI T 4 v PR EBITRENT,

T/ ETH B HIRMEIESE O B AR ANRABEE G LE LT 7 7NV F =7 D% liRikFRES
FRENE 1HHRER Td 5 D8220C00001 R (LLF, 01 #llR) 18T, R/R CLL/NY 7 Bk
Uy SfE (SLL) aA— kO — bk 1+23= R 2128 57— > 47 (DCO) 1 (F—#
sy hA7 20 =L ] R) #EETOR%ER (ORR) 1366.7% (6/9 i, 80% CI: 40.1%~
87.1%) T, VUl ERHEINA LS 7Z8%) (PRL) Z & T ORR X 100% (9/9 5], 80% CI: 77.4%~
100.0%) T -o7=, AERD DCOI Ff5TD ORR (66.7%) 1%, 309 i XBRD A £ K& OV IR/BR #ED
ORR (81.3%, 75.5%) L VK<, 80% CI D FBR (40.1%) 1LHFANIRE LIZBERENED 50%%
TlE>72, DCOL KTl U o NEREEINA 1 5 #0288 (PRL) JEFIA 3 BIfF(EL, 7/ b
BFrrvrd)h—8 (BTK) BHEANIEGHBOEME &I D SBEREN D L, =50
WETDHZERRESNTNAZEND, ZULDEFIZBWTIXESER (PR) ZERT 57
D D+-43 I BIE I DN 22 02 o T ATREME DN B 2 5415 (Ahn et al 2018, Barrientos et al 2018, Byrd et
al 2016) . F7-. BTK [HEANL. Bt U o Bk Z s X =308, 20U o8RBT A
2B OTIE/RWNZ & PRL BF D PFS [35784275%) (CR) /PR B35 @ PFS & [RIFEE XX H3
(R 2R 2 LA STV (Woyachetal 2014) , & 512, Stilgenbauer (% 2015 @
ASH @ Education program (235 T, PRL ZFRMEDHEIEHEICIN 2 2 LB 2R L T D

(Stilgenbauer et al 2015) , 723%, R/RCLL/SLL Zd— h®D/3— k 1+/3—} 2 (28T % DCO2

(F—xnv 47020 & A B) #ATOORR 13889 (8/9 i, 80%Cl: 63.2%~
98.8%) T, PRL %71 ¢p ORR (X 100% (9/9 f) (80%CIL: 77.4%~100.0%) Th o7z, ARiBRIZ
BT 5 ORR 1% 88.9%. PRL Z&Tr ORR IL 100% TdH V) . AFIOHHZEHNAH B OBREIZE
FDH D PFS DILEDFED HAL7- 309 ikBRD A BEN O HREED ORR (81.3%, 75.5%) M TFPRL
Z 1 ORR (88.4%. 77.4%) XV H@EmWIZ EA2FET 5L, HAANRRCLL/SLL FBFIZEHBWT
b, AROEMERHER SN E 25, LLEX Y, BAARRCLLSLL ¥ ® ORR 134+ E A
R/R CLL @ ORR & [FlERTH 5 & famfd I 72,
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1.8 WfHE (%) AstraZeneca
—WL T T ITNNTF =T

A MEREERBR O WT NN TT AT 7 NF =7 HMEES 1 BILL BT - k5 G iREE)
B B A== LTIWREEET) DO DT 77 NTF =7 HMEEOE aEEBE IS
£ (LLF. Mono HemMalig 2£[H1) (1040 f3) 128\ T, 7H 77 LF =7 100mg1 H 2 [A]#
HIFFFA R LT a7 7 A Va R LT, o, 01 BRICBWTLZ e EORSITR D b1
T, BRANBEIZB T D7 57 70T =7 OE4MIT Mono HemMalig ££ [ D2 &MET — 4% L [A]
BRChole, LIehR->T, BARNBEICBITDLEMEDO Y A7 7a 7 7 A )VFSE N &Lk
ThodEBZEZBLND,

PLEXY, RIRCLLSLL BEICBITAT T INF =T L HBFRR_RET vk« URT T
07 7 ANADBRINIZZ E0D, REUIRNE () 2 THIEUTEETEOENMEY oS A M
UNY ek Rl ETe) | ERE LT, SLL X, REMFEE~ORIEA 720 CLL &
F—OMOER L ERINTEBY,, HRREERS (WHO) & CLL & SLL & [F] UFRER & A7
L. CLL/SLL & LTHHELTWAZ 005, SLL bAREXIIZNE () I2gHnbH & L Lz,

1.8.2 RZERVAE () RUEZDHRERN

1821 RZERUVAE (V)
RO () A ONC AR O BT B 2 R EBA F 0 & 45 0 3E LT,
6. AERUME

WE, RN T AT I70F =7 L C1RE100mg Z 1 B2 ERAOKEGT 5, ki, BF
OARREIZ X 0 HIET 5.

7. BARUHEICEET IR

7.1 MOFEEMEESE S & ODFRIZ DWW T, ARWMER O MEITREL L TVhZen,

7.2 Grade 3™ LA EOREWER B L7 5E101E, UF 0@ Y AR oA EAHRET5 2 &, JF
MR FRIRITER (Grade 3 L &) | BERZe M 20 5 (/M E  (Grade 3) i/ MRS
JE (Grade4) . U7 ALLEFHET 4P ERIBADE (Grade 4) 23FEBL L7258 13, Grade 1
XFINR=A T A ZEHET 2 TAAZ —FANCREET 5 2 L, BT 258103, UTo
HZZZZTREEXTITIET L2 8. (83, 1114 BE]

1) CTCAE (Common Terminology Criteria for Adverse Events) version 4.0 [Z¥# U %,

HEHRE O B %

FEELRIEL (118 1% O FEBHRE B 5 5
1-2 [=] 1[5 100mg % 1 H 2 [A]
3 =] 1[5 100mg %z 1 H 1 [A]
4 [A] BehH Ik

7.3 58\ CYP3A #FHEA| & OO IR 5 Z &, RUE2 ST OFHT 256121, AFl o
ENMETT2BZRARD L0, THT77N0F=7L 1L T1E200mg D 1 H 2 E~DOHE
EERTHZ L, [102, 16.7.3 &)
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1.8 WfHE (%) AstraZeneca
—LL T T INTF =T

1822 RERUVAE (B) OFRERL

R/R CLL/SLL BF kT 27 7 7 NF =7 OHeSEHE - AR, 118 100mg 2 1 H 2 [B§ 0
B5TH 5,

HERE 1 B S 72 JEE IR K ONEIR T — # Xy r — VIS &5l & T b, BTK 1 B
AR RIE (BCR) ¥ 7 FIARERIGICA A K2+ —ETH Y | MIEOBEHE L OVEF O EE
AN 7 & LT B MRS Ok 2 (e 3%  (Hendriks et al 2014) , KO HFIMEEGD
i, IRERED ORI BTK 2 ET 5 Z ENKELE IR TV 5D,

I DRI EED & | IFITERDOFHRAY/: BIK FHER G b, 1 A OREREICH T 2
RRIEE D R b/hE < AR RAF R ML - HEZRE LT,

ZOREFR, UITZARME UC, #ESEHE - HE4A 100mg 1 A 2 BREAO&EEL & LT,
EhE

. T T T NTF =T R ONE OIEMHEAH ACP-5862 (%, MAET O IR IXE N AS
BTK (2% L CIAREET A2 LI0 k- T, B3 ) piER 2 84 5,

. CLL 8% (ACE-CL-001 i) MU'~ bvfifin U o> 8 (MCL) 8% (ACE-CL-001
#5% ® Pharmacodynamic Report & (8 ACE-LY-004 5% Pharmacodynamic Report) (233
WT, 100 mg 1 A 2 [AHR5-TIRE 584 TRfeAY 7R BTK FREG B AL, 03172
ERFEED /N E Do T,

BRI

. THZTNF=7100mgl H 2 [01% &5 L= RIEF CLL 8% (ACE-CL-007 #BR) %
)L LCIRER— A2 FE R LT 2 A, THhH T 7 NF =7 it ACP-5862 D
TERIIRREDOURTE B & PFS, fix R W SUTIEEEHE /N h S o0 I AR BAME L3R B i 7s
Drolz (BRRICBIT 2SR 2.5.3 TS M)

. B M B A T T 7 F =7 100~400 mg/ H 25 L7 8 B F&T — 4 %
HOTIREE LW ER L7 2 A, 777 VF =7 X% ACP-5862 DIEH
RREDIRTR & & 2O MICERIICER O H 2 BHMEITRD bz s o7 (BRICE
T HAEEREN 2.5.3 THS )

. BHEM SR BNREMAT OFE R i, MR, AE, RESUI AT, &BE UIFEED
RS RERE S B X O FHEEERE . X ECOG PS 1285 < &R T L E 72
W ENRRENTEZI NS, THTINF =T ITEEABRLZHAT A ENRRY L E L
HivD (FRRICEET 2 EFERHE 2.5.3 THE )

BRERT—%

. R/RCLL BFE Z xR & L7oigsh e MAHRBR T, 7 7 7 0F =7 100mg1 A 2 [El#5-
(2R 0 EUEIRIR & U CREH RIS A BN RIRIICEFR DO & 5 PFS DIEE MR
S, TOHFMENHER I NT- (FERICEE T 2R 2.5.4.2.2 THS )

. R/R CLL B3 K OURTEE CLL 23 (Mono Pivotals £ [333 5] ) Z%t& & L7-OFEf#
MrHZB W T, HEMREOFRAMEIE 99.3% T, BEICEST-HEFLROREE (3.9%) &

CEGHIEICE - AEFLORIR (9.9%) 1HEN-TZZ N, THTTIAF=F
DERFEFBRIFTHD L EZBND,

CONFIDENTIAL AND PROPRIETARY 6(14)



1.8 WfHE (%) AstraZeneca
—LL T T INTF =T

. BEbLEHEETRDODON-AEERIIE S L—RTHOY, BIL T AT TV F =T s
FIEIZEA LD TIX Do T2,

HELEHYE - HECHDLT A7 70F =7 100mg1 H 2 [Aj%X, R/R CLL/SLL BF|ZBW\T+47a
FRARTEMEZ R L, 2> ORWEH ORBE L OCEIEE K WEFI DIZEA ElholzZ b, X
X7 4w b VAT T 7 A NVEFRIFTHDZ EIRENTZ, A - %iiﬁﬁk%%ﬁ

%T%?ﬁiﬁﬁﬁf%ot;kumx 01 #ABR L OFBRICEHB T, %R, HKipEhne

VR ORI KR E R ERITFRO SN -o72Z Evh, HAAND R/R CLL/SLL B3 |Z kmf
%ﬁ%&ﬁuﬁ%-m%ﬁ%ﬁénéo

BER A AARBR 2B W T, T AT T NAF =7 D AUCoyid, UV 77 BT (R CYP3A #
%m)&mﬁmmi@\iﬁﬁﬁkw@LTQB%W%%)mﬁ?btomzf\myK%fw
NI AT\, V7 7 VT AT I7AF=7 (100mg 1 B 2 [BIKERYS) L0 L
THTITNF =T R ONEERHY TH 5 ACP-5862 DIRFEE~DORBEL FHILI=L Z A, @éﬁ
7D AUC (4318, BTK{EHR PNEAMEETHIELZT 7 7 VF =7 KT ACP-5862 ™
AUC OfEFN) 132 0.516F (50%) MK T2 & FHlShic, 202 &b, 58 CYP3A FFEH &
OOFRITAEEZR IR D #ET, LT 2GS T T 285411, 7H T 705 =7 L L1 [8200mg D
1 B2 EBG~OMEZZETLILENDHD EE2 D, o, BWEARBEERHNCIE, AFIBG Ok
el B L, ER K OVESE B Uil e kSN L ETH D L E XD,

UEXv, iEEROHE () %2 lEE., RAKET7T 7 70F=7L 1LT1E100mg %= 1 H
2[R AE T 5, ek, BEORBICIVEEMNT 5, | ERELL,

k. HE - AEIE. ARBEEOBRICBWNT LEE, AT I 7rF=7L LTI
100mg % 1 A 2 OG5, ok, BEOREBICIVEERET S, | &kol,

1823 HRERUVRAEICEET HFE () DHRERM
R ORI 28 (R (1821 HEH) ORERMEIUTOLEBY Th5,

7.1 AF AL OGUEIERESA & OFH LI BRO A D IE M OV A PRI R RC IS L TR0
. JEIEREH OB HBEGE LT,

7.2 BWERZRBEFZ, AAEREGOMGIZE L, JER M OEIEE IR U@y 722 s e N neEch
HIZEMD, IW%% FRER OIRIK « HEHRTER L OVCCDS IZES3EHTE LT,

73 ERERIEMAEBRICBWT, T T 7L F =7 O AUCO-t)IE, V77 (R
CYP3A #HEA]) L OfFHIcX Y, HMEG L LT 023 1% (23%) 2K FL7z, &
72, PBPK TF WMENT 4T\, V77 B & T H 77 0F =7 (100mg 1 B 2 [A<1E
Bh) LOFHLIESEOT 7 7V F =7 R OVEHARGEY) CTh 5 ACP-5862 DIREE &~
WREZ TR L&A, IEERSO AUC (4378, BTIKIEHELOEAMEGETHIELT
T 1T T NTF =7 KT ACP-5862 @ AUC OfaFn) £ 0.5 1% (50%) K325 & FHlsh
oo TOT LMD, 58UV CYP3A F5EAI & OOFHIZATRE/R IRV EET 2 Z &, e &5 7
BT 2EACIE, 7HT77AF=7L LT 1A 200mg D 1 H 2 [EHFG~OH&EZ%E
HZENPHEREIND -0, CCDS IZHEDEFHE LT,

e, HIELOHEICEHET I ERL. ARBEAEDOBEICBW T TORH & 2o,
7. BERUVHEEICEAET 5FE
7.1 M OHEMEEER] & OOFRIZ OV T, AR & ORI REST L TV 7R,
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7.2 MigEtE (EARZARHMAZLES Grade 3 ™ O/ MRIBAE, Grade 4 ™ DI/ MRIBAME, X7
HLL FEGEd 5 Grade ™ OAFHRERIBAMNE) . YT Grade 3 ™ UL EOIEIMIKEEIEDS T L= 54
%, Grade 1 ™ I _N—AT A NCEET D TARZKIET L L, £/, UTORL%%
EWCHERES T2 L, [83, 11.1.3 3]

7E) Grade |Z NCI-CTCAE v4.0 IZYEL %,
HEFRE OB %

F B E4K (115 1% O FF BRF I 5

1 X% 2m 18] 100mg % 1 H 2 [A]
3] 18] 100mg % 1 B 1 [A]
4 [a] G-k

1.8.3 FERAELEDIE () RUZDHRERL

EELEDEE () B ERBL
1, B ARANOE I L, i B
AANE. BRARHT ST X B BRI I T, e JIE R N O e B R e A S e &
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11 L& DD 5 B IR
ARDIGHA BREORLE “ BRI 5 T
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BLLTHE ﬁébf_o
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8.1 HIfLRd b D Z L R3d 0 | SEHILE > TREH 81@%&mm@%ﬁ%%%¢é
MA3E U5 ATREMEA B 5 2 L2 h, ARG PICFHFCRE | 720, CCDS ZZHITRE
BIFH 2 EhEd 2 BE IR L CUIARA D& S5 Hil 2 % E4 5 2o
Z&o DL 2] 8.2 T /R YR O FEB E 7 13

8.2 JEYLE (7 A~YLF )L RAJELED H R REYYE 2 G Te) DI b TP - B4 572
B L <I3E b, XUE B WK T A VA DFIEMELD B 5 W, CCDS ZZ&FITFRE L
b ZENbDDT, KRGS > TR YA L 2% | T,

DY DA WA TR 5 = Lo AFH SR 72 AL 51T . —_— .

AU R R RIS e 5= | g TR FIL
Lo [9.1.2, 11.1.2 ] BRI O SRR - TR (LS
HRIH R HODOND ZLRHLDT, AFREIEELT | ko9, CCDS #5E 0%
ILEMICIEREEAITY> 2 &, (7.2, 11.1.3 ] ELT,

8.4 BMIEANEIRDPFB LIS 52 L DBH DO T, KA | g 4 L@, LFEE S Fs
(ZBR L TIIEMIRS DA RER A (- LB A ) o ARIERRD B - AL
#1792 &, [9.11, 11.1.4 2]
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I2&ED B BIFR A NVADORIEMEAR D G b Z &R H
%, [82, 11.12 &)

9.3. FFHalEERE
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9.4 KIEREEHT HFE
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9.6 ZFLiF
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[16.7.5 2] VAP Sk (WY ST ¥ 2Tk A
O, AREFL LY | OBEHENMET
Va—RLzE | L, AAlomH
THIEIGRETSZ | BENMETT S
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T AAYVE )V ASE (BEEEREA) ZEOEELR
JRYYENH LI DI EnH D, -, BEFRETA L AD
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F i ER e iE
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AMEEIRERERE (0.6%) SFOEEZREMMEIERND
bbb Z ENnd D,
11.1.6 [EZERRIREIERE (0.6%)
RO LN EA T, AFlofkbs eIk L, #b)7e
L (EFLRMR. EIRBBIERER OB ES) 2179 &
L BT, JERNEIET S TREDORELY BT 5
L, [85 ]
11.1.7 MEMMEE GEEARH)
FLENRO SN HE I, B X B WE CT ZEomAE
BRI L&, FEMEMEENEDNSGEIIT#& S %
ik L., B EE RV A ORGSO Y) 7 LE 21T 5

L, [8.6 ]
1.2 ZDHOEIER
10%LL | | 10%K5 5% AT
5%LL 1
fR R B b FEMED F U
MR, ISR & OVE S Im
[t
H N = T L, {ER, M8
Y, Mg
F I e OV T #AL R 5 W5
e R R OV Bl e keI, BIEm
e
—f - EBREE RO W S
BRI ORTE

14, BRALDIE
141 ERZFEDTE
PTP A13E DAL PTP > — R 6 H 0 H L CTIRAT 5 &
IfREGSHZ L, PTP v — hOBEMKIC L VW . BHOELAER
DIEIEREA~FIA L, EITIXEL A B 2 L THEMRR %
DEERGIHEZIRT A ERH D,

Rk 8 4F 3 A 27 BT B EGE SRS
240 5 TPTP OFEMHE IOV
T 2%, PTP Al #FA|
BT 5 — B EEH L L
TRE LT,

15. ZDHDIEE

15.1 EREREFRIC & D < fF#R

BRIRFBRIZ IV T SRR . BLERIar, R Lk
Fefi S D IR MRS N A LT L OWERH D,

AFH| & OBEMEIXIAME TR
HLOO, BRI 558
RIUNZ DD TERIEAL AT 5 &
ENHDHEEZ, REL,
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Ahn et al 2018
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ibrutinib in CLL: 5-year follow-up of a phase 2 study. Blood. 2018 May 24;131(21):2357-2366.
Barrientos et al 2018
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Byrd et al 2016
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B O EZ

2T B L

CAL-1.0
20204E10 AR (55 1K) FUEE RS A HAEEER T EES
(FNV b VBIFay Yy FF—YHEHER) 874291
FTHSTNF=T
BIVT A
B BRERE ®
CA LQ U E N C E capsules 100 mg ARES -
HHIX Sy : RE BR7E B -
1. s 8. EEREANER

AH S BE2FC+TICHLTE ZERERICH VT EEE
BHESOBECH L THaRiE - BREFOEMDOD &
T B DERSHEEHBENBEFICOVNTDOHZST S
T & F e GBERIBICKRIL S . BER S ZOREKICHIIERT
etz +aHAL . ARERJTIr 55T T L,

2. B2 (ROBECFIFBS LBV &)

ARAND B0 URBUEDBHERED & % BE

3. #HRY - R
3.1 #mk
WR7E# KA v AH T I 100mg
BRI 1A e THSTLF=T 100mg
ME -
rABUEEEE VO -2 BAT LT 7 —kFV T
— ‘/‘\\\7‘-‘*‘/7“‘/7")Z—JLM%FUWA‘Z?T') CEET
THRTI A
h7TEN
Yo7 v OBk EE25 BILF Y
3.2 RFIDMHIR
HR7E4 KV v AH T I 100mg
2 i W 7 LA
k] HTRI D Fry THIECRT « &R
e < F
51 13D
15Hn7ENL
- %% #919.4mm
R #96.9mm
HeE #316mg
FAa—R ACA 100mg

4. SHEEX I3 3R
BRENFHEEMHOBMY /RS (MY >V INERED U INERE
=20)

6. BERURZ
EERACETHT T F =7 LTIEI100mg#% 1 H2EEO
BE5T 5. 28 BEORBICKVEERET 5.

7. BENUHEICEEYT 5FE

7.1 fhOHEREE A & O HIC O W T VAR RO e IR
LTWwiz,

7.2 mMEHEE(ERZHIMZ S Grade 3%) o I /IME B EE
Grade 4% o Ifii/MRIBAME. X137 H L L9 % Grade 4% 0
TP RERIBAME)  idGrade 3D EOFEMBHEESHEBIL /25
Hi&.Grade 1B XIN—RF 1 VICEET % & THRAIZHKSET
2L FUTNOHZESEICHEREI 52 &,(8.3.11.1.3
2]

7#) GradeldNCI-CTCAE v4.0IC# L %,

HEREDEZR
FEIR O [l % OEEHEER 58
1i2M 1[E100mg#% 1 H2[
3E 1E100mg#1H1[E
4[a] BEHIk

8.1 HIiAH5bNBZENH D ANBRHLEIZE-> TREHRIA
ECHAHEESH 2 L6 KRB SHICFEMPRBHFH %
ET 2BEICH L TREAROBRESHE2EET 52 & [11.1.1
2]

8.2 IRYYRE (7 AL F IV AFEZE D B RIRYYE 2 & 1) DFEHE L
<IFEAL.NIZBEIFR YA L ADOBEERILASSbhbZ &d
H2DOT KR EITHEN > THRT ANV AFEOBRLROE &% 1
R B L ARFIE S HN ) 2 B 2 1TV ARH 5 SRR E
OFRBFIEICHAERT ST E.[9.1.2.11.1.28H]

8.3 BEHMHEINH5bNBIENDHBDT AHHTRSICEL TIEE
HRICIMBERE 21T 2 &.[7.2.11.1.38]

8.4 BEELSABRFRANIENT S EVFHBDT AHKSIC
B LTI ERICOERERE (H ZFROBERBES) 2175 2
E.09.1.1.11.1.48H]

8.5 EEHIEERBN S SDNAEZ LN HAHDO T . MEHBMEE
BERUBHEREZITOGE BEORELZ HHICBET S L,
[11.1.63H8]

8.6 MEMMEENHH6DLNHZENHLDT HRAHRSICELT
V& BR PRAER (PR PRI K FE ) O RERR. MR XA AR O e
& BE2+H3ITO 2 EL[11.1.7818]

9. BENERZEIHEEICHTH IR

9.1 GIHE - BIIEEEDH 2 EE

9.1.1 EEDOVRE (T bO—ILARBEF 2 (FAEIRIEDAEEIR. S5 >
MELDFRLDEBRERE) 25T 5EE
KEOHREIC K ORBIRP S5 DNBZ DD 5.[8.4.11.1.48
H]

9.1.2 BRIFFR DA LA F v U 7 DEE R FEFEREEE (HBsHiRIE
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AHN O 5 BIRE SR L CHBERESR IR A VAT —H—
DE=H Y VT 2T 7% EBEFRT A L ADOEEEL O #E
PIEROFEFITIERT 5 L AHOBEIC L OBERIFR Y AL
ADEEELB D S5 bNEZENDH 5.(8.2.11.1.28]]

9.3 [FigEEEEEE

9.3.1 EEDIFHEEEE SRS (Child-PughZ$8CR I EVILEY
HE#E FBRO3EL L)
ARG RV BE 2T 5 2 L 2B TRET HBAICIT EBE
OREE L VEFICBHEZE L . AEBROKAICHFERT S L.
AROMAPREDS LR U BHERAMES boDNE2BENIH 5,
[16.6.15H8]

9.4 &GEREEE T 5E
TEAR AT HE 22 20 I U TR AR S5/ R O 548 T 1 —E HIE
VL) 2B 2 TS K HEET 5 2 &, [9.58]

9.5 i@
R SUIEIR L T WA AR O H A IR E L nWZ &Y
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BEOBBITHYT B TREGREORD P H SN E 7z AFE
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T HHE THRKEOERSPHEIHRE SN TS, [9.45F]
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10. tHE{FA

AFNEFEICCYP3AIC K D RBES N B, % 72 AR OB I pHO
ERICEKDETT 5. [16.45E]
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N E- RN
BE L BIEAORRICT
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gl [3] AEOMBEDIEBET 5B | INo6DHEANCK S
REEA L™ I ZNBH 570 AT | BEHpHO LRI K
Kb 72 n | BEE EESHEBE28E | 0 RR OEREN
KBILTLI=w A | UEBITEETZZ L, [ER LU AFOIMAF
= BEMSETT 50H
[16.7.2508] N B2,
Ho 2 BAEHA] ARENOMEPRETT 2B
T7EFIV FNH B0 HHT S
SoFY BEE L AH % 28RS
VAFYUE 5952 E,
FLrYYVa—R AEOBRSBWIT T A8 | ALY Va—RIC

[16.7.55H]

ZNH BB 70 KA % F

O ARAH OV R

Ly Ya—AEHICE | PET LU AR oM
5952383 s2 s, |HBESETT S
HEEDS D5,
HEEE A HlOBEAD B 5, HiLo Y 27 % 5
HLIf/ MR SHELIBZINFH
2o
11. 8ER

ROBWERAPHoDNE I ENHBDTBEEZTTIITV.BE
RO ONIBEICIREG2PIET 22 CET R LEZITD 2

&
11.1 EXZEIER
11.1.1 Hin

SHERPAIMAE (SHEENEA) | B 05 i CSREEANBA) R Of (BRE AR B
FOEELHMNAH5DNEZENH 5. [8.15]]

11.1.2 BRRfE

iz (4.9%) 7 AN F IV ZAE BHEARH) SO EE L BYED H
5bNBIENDHB. L7 BEFRT AL AOBEERILAD S b
N5ZENH5,[8.2.9.1.2881]

11.1.3 SHEHNH

HIMM(6.7%) IFFRERBAE (17.2%) « H MEREAME (17.2%) | I/
HRAME (7.4%) FOBHIMNF N H5DN2 I ENDH5.[7.2.8.3
Z ]

_2_

14. BALOZEER

14.1 RRIR(SEDER
PTPREDIEANIPTPY — 5B H L TRAT 5 & 5 5%
9% EPTPY — M ORRFUC K O EEWBLAE A REREARIA
ULEIZEFZ B L THBARFOEE 2 IHEEHET 2
BB,

15. ZDfthDFER

15.1 EREREERICE DL 1B
BRREUBR 12 8\ T B A TR e B2 R M M R P B BB
ZREENREESRE L EOREN D S,

16. FWERE

16.1 MHRE

16.1.1 EERURERS
EATHIBM At S B E 6T A 100mg z #Z 5 L. 2~7H
B DOREER  AHI1E100mg % | H2EREROHREG L&D T
1T TNF =T ROEEAHY TH 5 ACP-58620 MAEH IR HE
BRUENHEINT A —FBUTDOEBY TH > 7z 72 RERK
BEHEIHBIZB I B. 7HI T VF=TICxd 5ACP-58620
Cmax % AUC (0-120n DM FED G N EN0.56 KT
1.64TH > 71,

<B@EE5%> <1H?2[EkERSE (E8HRA)>

—e—TEFTAE=T ——rEFeE=T

e ACPS362

P gty
A gl

HEATHIBM R M S B ICAAI100mg 2 BRI N 5 R U 1 H2
E8HMREROBES Liz L EDMBEFRT NI TNF =T RS
ACP-5862iR BEHER (BT P9 1E + R 22 . 661)

B s



HEITHABM A IS 5 1 C A K] 100mg 2 B O 5 K '] H2[EH8
HEREREOREG LI Z2DT HS5TIVF =T KRFACP-58620 %K
MEREIRT A — & R F390E [YoR I ERE] | 641)

— — Crnax tmax® | AUC(0-12nn | AUC(0-00) Ti/2°
(ng/mL) (hr) | (ng - hr/mL) |(ng * hr/mL) (h)
_ 0.74
FHhITNF| 601.9 890.7 1109
N (0.52 9.4+12.5
=7 (173.8) ~102) (95.4) (55.1)
BEH 5% -
0.97
316.5 1092 1557
ACP-5862 260.1) (0.90 (123.8) ©60.4) 10.2%8.0
’ ~4.00) ’ ’
. 0.62
THhITILF| 1,120 1208 1211
5 (0.47 1.8+0.7
1H2E =7 (29.7) ~1.00) (25.3) (25.3)
A5 4% .
0.94
(558HH) 629.7 1987 2099
ACP-5862 (0.75 3.2+0.4
(26.9) ~1.08) (7.7) (6.6)

a @ HPoRE (FEF)

b : BT P E IR EFRZE

16.2 ORI

16.2.1 $ERHNA A TFRASEVUF «

TR R (SH) ICAAI100mg % BEHE 4R 5 L 72 & & DFERIN
AFTRAFTEY T 11325.3% TH -7 (HEAT—%).

16.2.2 REDHE
fREERERE (12001) 1 AHI75mg®) % BERE O E L & % 2208
R 510 g 2R BRSBTS T H T TINF =7 DCmax
T OAUC (0-00) DE/DN_FEMAFHEO HiZ . 2N Zh0.31 R T
0.93TH->IHNBEAT—%),

16.3 91
ThITNF=TRUACP-5862DIMTEHZBARIIZNZEFN
97.5% K UV'98.6% TH > 1ce T HT TIF =T K TFACP-58620
m /MR RERIEZENZN0.79%T0.66TH - 722 (in
vitro #Ef) o

16.4 {X&

THITVF=TOEREERIEICYPIATH 5 (in vitro #
BR) 4 B ERE (6/1)12[14C)]-7 /15 7V F = 7100mg % B[]
BOBE L& & BE1200 /% TOMEEFICFEICACP-
5862 A & M7z (MAE RIS 3 2 8 &1334.7%) 2 (44
EAT—%).

16.5 HEttt
R (661) 12[14Cl-7 /15 7V F =7 100mg % B [al#E C#%
57 & & #5168 % £ TORSRED Rh R OE kiR
XZNEFN12.0%KXTV83.5%TdH - 7-. %5 168KEH% £ TOR
ZALARORFHEMRIZ1%RTETH 0 EFPEHRIZ1.2%TH -
72HEAT—%).

16.6 HEDERERITZEE

16.6.1 FFikaEES
AHIS0mgh) & BERROHRS L7z & & IFESEEER & (6~8f1) 1
*t9 B B AT BE R E % (Child-Pugh2y38A. 6/1) .t s T f he
e E# (Child-Pugh%¥EB. 66) & O EE I #REREE# (Child-
Pugh#EC.861) D7 515 7N F = 7D AUC -y DR/ Fe ]
EHEOHIE.FNFN1.90.1.48 % U5.28TH - 725 (SLEIA
F—4%).[9.3.1%8]

16.7 EYREER

16.7.1 AXTFSY—=)L
ERWERE Q460 1IcF X 5V = (Fa bRy THEH)
40mg#1H1E.SHE®S L. %558 BICAH 100mg % ffFH#
B U7 & & ARIBIBBESRICNT 54 X 75V — LR SR
DT 515 T IWNF =T DCmaxk CAUC (0-0 D /N T s 1] 4448
ORI ZFNZFN0.21KV0.43TH >0 HNEANT—%).[10.2
28]

16.7.2 REEHIL D L
TREERE (2401) IAHI100mg % R E: 71 )L > 7 L (FIERA) 1g &
PERRG U7 & & AR BB R0 2 REE AL S ™7 LB

BEROTH T TIVF =7 DCmax &k WAUC (0-t D E/N T 5% 7
SEHEOkIZ.FNZFN0.25K V047 TH - 12D(NEAT—%),
[10.2208]

16.7.3 U770V Y
RFEHERE (2460)1I2) 77 > Y Y (BWCYP3AFEEA)
600mgz 1 H1[E. 9HHE# 5 L. #%59H B IAAEI100mg % ff
B U7 & ARFBMESRICNT 2 7 7 VY U RIEFHR
BT 1T T IVF =T DCrnax &k FAUC (0-00) D E/N T 3810 F
HMEOHIZ.ZNhZFN0.32KTV0.21TH 70 (HEAT—%),
[10.2208]

16.7.4 4 b5 2FV—Ib
BEERERE (176 I 53+ Y — L (EBWCYP3AREEH)
200mg% 1 H1E.6 HE#%E L. 56 H HIZAHFIS0mg) 2 4t
B L7z & & RHIBEMBRERICNT 51 M T aF Y — LR
SREDT 1T TNTF =T DCrmax K T AUC(0-00) D I/ N Z ST T
HMEOHIZ.FNEFN3.90K V497 TH 7V HEANT—%),
[10.2208]

16.75FL2YIa1—-2R
TR ERE (1261) ICAAIIO0mg %2 4 L > ¥ Y a— A LA
BELUEE AR ZKEFIBRERIIHTHEIAL YV -
EHIBREBDOT 515 TNF =T DCmaxK FAUC (0-00) DERE/N
FRMFEOIE. FNZFN0.44%TV0.62TH - 7210 (4L E A
T—%).[10.2508]

16.7.6 £IEFHNEYEIEETIVICLD VY= ab—Yy3ay
ARF1OOmgHEMBFERICNT S 75 2av A > (N
CYP3ARHEH]) .7 LI+ V=L ILFTELRVOTY AuvA
U (HREEOCYPIAMER) AR GROEFREBICB TS T
715 TNF =T DAUC0-24n DR FEIEED L IE. F N ZF13.34,
2.44.2.28 K U2.76 LHERE S N7z AHI100mg B IH % GHF I g
BHUNTEE Y (BOCYP3AFELRA]) KOLT 7 €L > (HiE
EOCYPIAFHEA) fIHKSROEHREBICBI A7 HI TLF
ZTDAUC (0-24n) DHEMEEO T & H120.39 & HEE SN
7210, [10.22 8]

16.7.7 ZDfth

(1) EREwERE (2400)I1CY 7 7 > ¥ (P-gp R U'BCRPIEEH)
600mg#% 1 H1E\9HE#E L. %51 HHEIZAA100mg = fFH#%
5 U7 & & AFIBME SRS 2 Y 7 7 Y U AIEIGEH R
580775 T VF =T DCrax &k AU C (0-00) D F/ N Z e %] F
BMEOHIZ.FNEFN1.23KTL1.29TH > 728 (HEAT—%).

(2) fEEREHERE (126]) ICARFILI00mg%: 7L —F7 ) —Y Y2 —R
ERIROBE LIz & AR ZKEFRITHRERIINT S 7L —
TIN=Y V2= RAEHIEEHROT T TIVF =T DCnaxk
CAUC (0-0) DE/N_FHEMFIGMEO T 2 21 0.65K%1F0.84
THo7HEAT—5),

(3) AHENEMHEETTILICE VLY I2aL—YarvitBn
T AFN00mg B SRR 5 7L ARFH 2 2 (5LCYP3A
FHEH) FAKRSHEOEFEREBICBIEZTHNTITLF=TD
AUC 0-24n) DM EHEEDOHIZ1.37 & #HEE S 1D,

(4) 7HhoTVF=TIZCYP3AKRUBCRPZHE L7z, % /2. ACP-
586213P-gp X U'BCRPOEE TH D .MATE1ZHE L7213 (in
vitro %) o

) AR ORKR SN -FABERCHRIE [1E100mg% 1 H 2[R O#

595%]Th5,

17. BRPRARAE

17.1 B3IERTREMICET 255

17.1.1 78515511118545% (ASCENDERER) 14
ERSUIERE OB ) M E IR EE 31062 MR AH
[100mg# 1 H2[E#%5 L7 & & OB R R 2 B5EY
BEATASEIR L 7= k228 (1delalisib®) + 1) W F 3 = 7H#2) [[R] X
BARYFLRAF >+ )Y F < TEI[BR]) & kT % IEERE
VERALEETIIHER % FEhE L 7.
FEFEE T H 2V FHER B SHE I & 5 HEEAEER O

_3_



FR IR AT DG SR A A BE (X VA BRI M AT O BN L AL B ER &
KB LT REHEMICER R ER /R L7z OV — FH0.31.95%
{EHEXE0.20~0.49.p<0.0001) . eI A7 HE O R fE 1 A
A CRELE BB TI6.5MATH -7 (20191 AISHT—
THY MET)o
1) idelalisibld ARF TREE TH 5,
2)28HM % 141 7 )L & L.idelalisib 1[E150mg# 1 H2[%HZ
EAXEFECERVEEIFrRO NI ETRE VY F I T
71&.375mg/m2% ¥4 7 )1 ODaylic#5 L7-#%.500mg/
m2% 238412 41], Z D% 4EE 230, AEH8EH 5.
H3)28HM%Z 19 A 7V E LRV T LRF 70mg/m2E&H A 7
LDODayl RUDay2ic R K6V A 7 W5 VYT < T
375mg/m2%&DaylIc#5 L 72#.500mg/m?% ¥4 7 )L27»
534 7 V6DDayl it 5,

100

AR
fegARE

80 4

60 4

40 o

() HHHFemE

20 A

5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
TRIEBILDSDHAR (A)

A JoTrT2]3Ta]s5]6]7 |8|9|10|11|12|13|1A|15|16|17|18|19|20|21|22|23|
IR | 165 |15 153|149 | 147146145 143|143 |139] 139[ 137|118 116] 73 | 61 | 60 | 25 |21 [ 21| 1
LA | 155 |150] 150|146 [ 144[142]136]130] 120] 112[ 105|101| 82 | 77 | 56 |44 |39 | 18 [10] 8 | O

fEE AT A 72 HARY D K aplan-Meier B (ASCEND#B)

ARHIBET 154110151 (65.6%) ICBIERAARD &6 h iz 72 E
Ve IFP BRI REL4.9% (23/15441) (B 14.3%(22/154
B1) TH19.1% (14/154451)  #:457.1% (11/154651) . &1f15.8% (9/
154%1) 5 575.8% (9/1544) | /MR AES.8% (9/154%1) T
HoT,

17.1.2 EAEEI4E:18% (D8220C000015458) 15
BHRIIEREOBME ) > MER IR R OVNY 2 BRI >V E
BEOH 25U AHI1E100mg % 1 H2[EH 5 L 7= Y5 ERiH 4 E
FIRE 12 & 5 220313 88.9% [B0%E MK R : 63.2~98.8%] (8/
) TH o7z,

KA E &S N7 9FIth8f (88.9%) ICEIERAERD 5 h iz E ik
BRI BBE4H51 (44.4%)  ELIL T R ERIADRE | SEIR . R 20 7 3
S —EHEMKROY /$—EHEME2H1(22.2%) TH > 7z,

18. ESHEIE

18.1 {ERERF
T VEIFO Y —E(BTK)IE BHIAICFIE T 2Bl
RBRERORRY T FNVEEDRTFTHB0. 7HITTNVF =TI
BTKE#EE L BTKOF > —YiEHZ2HET 52 L1020 B
B O EZMH T 5 EEZ 65N TWBIY,

18.2 HlEEZIR
FHITNF= T 8% AR (CLL) B ERCLLM
fazRBERPOBE LA vy —aAf F 2B Ky HORER
B9 2IEEMERE R, BEEARGAERET T AICB VT E
BRI EIER 2 R L7210,

19. B CEET DIBLXEMAR
e
7 #5 7VF =7 (Acalabrutinib) (JAN)
{E%%
4-{8-Amino-3-[(25)-1-(but-2-ynoyl) pyrrolidin-2-yllimidazo
[1,5-a ]pyrazin-1-yl}- N -(pyridin-2-yl)benzamide
2FH
C26H23N702
aFE
465.51

HE~BEOMRTH DV RAFILAIAFY RIZBEITFRT X
7 )= IZRRBIFICL LT F ) =)L (99.5) 1D THEITFIZL
S KICIFEAEBIF W,

{E2EER
o) =
NH2 . |
N— N N
H
L
N
o };N
/ NS
H,C
22. 8%
147 7R [7H TN (PTP) X 2]
23. EEHR
DAANER : BEKR O RERSROFNEE (XXXXEXXAXX
H#%&g8.CTD2.7.6.2.2.2.3)
2)Podoll T, et al. : Drug Metab Dispos. 2019;47(2):145-
154.
NHHNER  BEFOXE (XXXXEXXAXXH&AR.
CTD2.7.1.3.2)

DENER  FRBEBER(XXXXEXXAXXHERE.
CTD2.7.2.3.1.3.2)

S)HtNER - RSO ZE (XXXXEXXAXXH&AR,
CTD2.7.2.3.2.5)

6)HNER : A XTS5V = ILDOE
CTD2.7.6.2.6.2.1)

TVHHNER RIS 7 L ORE (XXXXEXXAXXHEGE.
CTD2.7.6.2.6.2.1)

QYHHNER : V77 YT VDR
CTD2.7.6.2.6.2.1)

NHNEER : £ b T 2F V- ILOFE(XXXXEXXAXXH&
#8.CTD2.7.6.2.3.2.1)

IO)HHNER : ALY Y Va2 -0
#.CTD2.7.6.2.7.2.1)

IDHANER  ERZENENFHEET LICLEYIaL—Ta Y
(XXXXEXXAXXH#%EE.CTD2.7.2.3.3.7.4)

I2)HNER : L =TT N—Y Va1 —-ADE
XXH#%&FR.CTD2.7.6.2.7.2.1)
13)#NEHR} : In vitro HE/EHRE (XXXXEXXAXXHAER.
CTD2.6.4.7)

14)Ghia P, et al. J Clin Oncol. 2020;38(25):2849-61.

ISHHHNER : 7Hh T VF2ToRBANEIHERBR
(D8220C00001) (XXXEXXHXXH&FR.CTD2.7.6.X)

16)Hendriks RW, et al. Nat Rev Cancer. 2014;14(4):219-
232.

17)Herman SE, et al. Clin Cancer Res. 2017;23(11):2831-
2841.

24. XERERERUEVEDEE
TAMTERAMAEH AT ANVA VT a A= arkry—
T530-0011 RERFHERKEEIT3ELS
TEL 0120-189-115
https://www.astrazeneca.co.jp
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1.9 —RMARICLR D S0H AstraZeneca
— L T HTITNTF =T

F1E HEEFTRERRVRMAXEICET 51ER
— L TR TITNTF =T
fiEe I

1.9 —RMBIFITHROIXE
NIV v R®h TR

KEBHIFLH S NG RITR DHERNTT A b T B D HRASHITRE L E 3, Bt FERTOK
R S KERONB ZMICHTRT 2 Z L3N TVET,
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1.9 —RMARICLR D S0H AstraZeneca
—WL T T ITNNTF =T

1.91 JAN
(ARL) - THITINF=T
(¥  44) : Acalabrutinib

1.9.2 INN

acalabrutinib

1.9.3 LF 4

(AARA4)

HET R HRYHTH2A /AME R Y 2 2A N SEY LS AU T PUAATGNEY 2L 2A Ny AT S
.

& 4)

4-{8-Amino-3-[(2S)-1-(but-2-ynoyl)pyrrolidin-2-yl]Jimidazo[ 1,5-a]pyrazin-1-yl}-N-(pyridin-2-
yl)benzamide

CONFIDENTIAL AND PROPRIETARY 2(2)



WAL 0509 5 4 &
TR 298 5 B 9 H

HHERREFEEEER ) & B

i

EASBEER - A REES AR
(5 B E )

EELO—RPATIZOWVT

BERIZOWTiL, TEELDO—REAFROEHRANMIZOWT (FaL 184 3 A 31 B
BHEE 0331001 FEAFHEEESRBREN IFZLVBIFE-TNBELEIAT
HDHMB, SR, WHAEICB T IEES—FEIEFR (LLT TJAN) &1 9,) {220 T,
FlW RO EBYEDZOT, #THD £, EETEREXCHNF LA LIHEE
BFE =0,

(BH)

AXREERL —KRELEHT —F~<—2 : URL http'//jpdb.nihs.go.jp/jan/Default.aspx
(BHEDERD 55, JAN UAOEFOERIT, BT —FX—ADFERTHIET
HIELLTHET,)



BH
(B 2) INN icludt Ehi-mE ORVPBEIZRT 5 EEGS—ENELH
(% 18 4F 3 A 31 BERFEHEE 0331001 FEAFBEERS LAEETHERERDICRTHZE2)

HexEE  28-1-B§
JAN (BA%L) : AV Iy
JAN (38 #4) : Spiramycin

AESea Il ! R=

AETTA LI . R= AK/CHs

AT A3 1 CasHuNO
AY T = A L1 CysHsNa2Os
AT <A M CagHsN2O 5

(AT 1)

(3R,48,55,6R,8R,9R, |0E,12E,15R)-5-[2,6-VF A% 2/ 3-C- A F /v-q-L-ribo-~~F Y £ T/ 2 )V-(1-4)3,6-VF 4
FUILVAFAT I PD-INAET ) UNAHR])92346-T b7 FFX VAP AF AT L/ BD-
erpthro-~F Y 25 ) I NFFI)6-HRA I VAT 3-8 Fa¥id- A hF 8- A F~FFH-10,12-
Y asA ) R

(3RAS,55,6R,8R,9R, 10F,12E,15R)-5-[2,6-Dideoxy-3-C-methyl-u-L-#ibo-
hexopyranosyl-(1—4)-3,6-dideoxy-3-dimethylamino-f-D-glucopyranosyloxy]-
9-(2,3,4,6-tetradeoxy-4-dimethylamino-B-D-erypthro-hexopyranosyloxy)-6-formylmethyl-
3-hydroxy-4-methoxy-8-methylhexadeca-10,12-dien-15-olide



(REF<A 1)
(3RAS,585,6R,8R,9R,10E,12E,15R)-3-7 & b F3/.5(2,6- 2 F 7 % ¥.3-C- A F)b-qeLoribo-~% Y & F ) T v-
(1-4)-3,6-PF A ¥V 3-TAFNT I ) PD-FN2ET ) VNFH902346-T hTFTAFLA-TRATF
AT R ) -BD-erythro-~F Y T ) S VFH N6V I VA F LA FFEBRAFNANTTT H-10,12-F
T-15-A Y F

(3RA4S,55,6R,8R.9R,10F,12E,15R)-3-Acetoxy-5-[2,6-dideoxy-3-C-methyl-a-L-ribo-
hexopyranosyl-(1—4)-3,6-dideoxy-3-dimethylamino-B-D-glucopyranosyloxy]-
9-(2,3,4,6-tetradeoxy-4-dimethylamino-B-D-erypthro-hexopyranosyloxy)-6-formylmethyl-
4-methoxy-8-methylhexadeca-10,12-dien-15-olide

(R T~ )
(3R,48,58,6R.8R,9R,10E,12E,15R)-5-[2,6-FF A% /-3-C- A F/l-g-Lribo-~F ¥ F J 2 (1—4)3,6-TF 2
F3-TDAFNT I ) PD-FNAET ) AT EV0(2346-T bIFTTFAR LA DAFAT I/ -B-b-
erythro-~¥ YV BT ) I NFFINGHNINAFLL4 A FF 8 AFNI.T a2l ) A NdF~FtT
#71-10,12-¥ T -15-4 ) F '

(3R,45,5S,6R,8R,9R 10E,12F,15R)-5-[2,6-Dideoxy-3-C-methyl-a-L-ribo-
hexopyranosyl-(1-—4)-3,6-dideoxy-3-dimethylamino-B-D-glucopyranosyloxy]-
9-(2,3,4,6-tetradeoxy-4-dimethylamino-B-p-erpthro-hexopyranosyloxy)-6-formylmethyi-
4-methoxy-8-methyl-3-propanoyloxyhexadeca-10,12-dien-| 5-olide



BEES 28-4-B3
JAN (BAA) @ & A v =7 HRREKFY
JAN (& 44) : Momelotinib Hydrochloride Hydrate

N/'\
H

H
/@/NTN\ « 2HC) = H.0
N
(\N —

8}
CaH22NgO;+2HCI«H,0

CN

N-(ZT ) AFM4-2{4(ENTRY Vb T =Y J 18D I PV bed ApRU AT IR HRBE K
i

N-(Cyanomethyl)-4-{2-[4-(morpholin-4-yl)anilino]pyrimidin-4-yl} benzamide dihydrochloride monohydrate



BHES  28-4-B5
JAN (B&4L) 7=V r77 ) EHERE
JAN (ZE 4&) . Difelikefalin Acetate

HzC
>*CH3
{ H o« Q
'\ H H
N
HziN H 7 N .
/ s X -
5 o H COLH H;C—CO,H
NH,
NH2
C3cHssN7OgxCaH4 Oz

4-F X /-1 (D-7 =2 =AT T 2ep-T7 = =T T 2D A 2DV AR V4G VR o BE
[igemy

4-Amino- | {D-phenylalanyl-D-phenylalanyl-D-leucyl-D-lysyl)piperidine-4-carboxylic acid acetate



BFHES 28-4-B6
JAN (B&4) : A7 <F =T HREKnYy
JAN (& 4) : Capmatinib Hydrochloride Hydrate

N/CHS '
N e 2HCl » Ho0

C33H | 7FNgO=2HCI=H,0

2-FNF UN-AFNA-{7-[(F 7 V2 6-A MAFNA]A L H[1,2-6][1,2,4] b ) 7 P 2-4 v}
Ry X7 IR CIRRBE—KH

2-Fluoro-N-methyl-4-{7-[(quinolin-6-yl)methyl}imidazo[1,2-5][ 1,2 4]triazin-2-yl } benzamide
dihydrochloride monohydrate



HegEE  28-4-B7
JAN (BAX%L)  F7p5FaX&Zv b
JAN (3 #4) : Daprodustat
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N-[(1,3-Dicyclohexylhexahydro-2,4,6-trioxopyrimidin-5-yl)carbonyl]glycine
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(5 P)-1-(2-Hydroxyethyl)-N-[4-(methanesulfonyl)phenyl]-4-methyl-5-[2-(triftuoromethyl)phenyl]-1 H-
pyrrole-3-carboxarnide
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Methyl {{28)-1-[(25,58)-2-(9-{2-[(285,45)-1-{(2R)-2-[(methoxycarbonyl)amino]-2-phenylacetyl } -
4-(methoxymethyl)pyrrolidin-2-yl[-1 A~imidazol-4-y1}-1,11-dihydro[2]benzopyrano[4',3":6,7]naphtho( 1 ,Z—d]imidazol—
2-y1)-5-methylpytrolidin-1-yl]-3-methyl-1-oxobutan-2-yl } carbamate
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(35, 11aR)-N-[(2,4-Diflucrophenyl)methyl]-6-hydroxy-3-methyl-5,7-dioxo-
2,3,5,7,11,1 ta-hexahydrooxazolo[3,2-a]pyrido[1,2-d]pyrazine-8-carboxamide
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Monosodium (3.5, 11aR)-8-{[(2,4-difluorophenyDmethyllcarbamoyl}-8-methyl-
5,7-dioxo-2,3,5,7,11, | i a-hexahydrooxazolo[3,2-a]pyrido[1,2-d]pyrazin-6-olate
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Necitumumab is a recombinant human IgG1 monoclonal antibody against human epidermal growth factor receptor.
Necitumumab is produced in mouse myeloma (NS0) cells. Necitumumab is a glycoprotein (molecular weight: ca.

148,000) composed of 2 H-chains (yl-chains) consisting of 451 amino acid residues each and 2 L-chains (k-chains)

consisting of 214 amino acid residues each.



28RS  28-5-BS
JAN (H&%) ( ThSIVF=T
JAN (Z& 4£) : Acalabrutinib

&

o. H \/—N
// “
e
CasHa3N70,

4-{8-7 X/ 3J(28)- 1T E2-A S A MY P02 VA 2 H V(1,50 ETF P-4 FN(E Y DD
AN XTI

4-{8-Amino-3-[(28)-1-(but-2-ynoyl)pyrrolidin-2-yl]imidazo[1,5-a]pyrazin- t -yl } -N-(pyridin-2-yI}benzamide

¥ JAN DAL OIEE#IZ, 2E L LTEBLELE,



WHO Drug Information Vol. 30, No. 1, 2016 Recommended INN: List 75

International Nonproprietary Names
for Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names: List 75

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of
Recommended International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health
Org., 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4
(EB115/2005/REC/1)], the following names are selected as Recommended International Nonproprietary
Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does
not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-113) and Recommended (1-74) International Nonproprietary Names can be found in
Cumulative List No. 16, 2015 (available in CD-ROM only).

Dénominations communes internationales des Substances
pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES: Liste 75

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du
choix de Dénominations communes internationales recommandées pour les Substances pharmaceutiques
[Actes off. Org. mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9);
résolution EB115.R4 (EB115/2005/REC/1)] les dénominations ci-dessous sont choisies par I'Organisation
mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera dautres listes de Dénominations communes internationales proposées (1-113) et
recommandées (1-74) dans la Liste récapitulative No. 16, 2015 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales para las Sustancias
Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS: Lista 75

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de Denominaciones
Comunes Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud,
1955, 60, 3 (Resolucion EB15.R7); 1969, 173, 10 (Resolucién EB43.R9); Résolution EB115.R4
(EB115/2005/REC/1) EB115.R4 (EB115/2005/REC/1)], se comunica por el presente anuncio que las
denominaciones que a continuacion se expresan han sido seleccionadas como Denominaciones
Comunes Internacionales Recomendadas. La inclusion de una denominacion en las listas de las
Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-113) y Recomendadas (1-74) se
encuentran reunidas en Cumulative List No. 16, 2015 (disponible s6lo en CD-ROM).
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Recommended INN: List 75

WHO Drug Information Vol. 30, No. 1, 2016

Latin, English, French, Spanish:

Recommended INN

DCI| Recommandée

DCI| Recomendada

Chemical name or description; Molecular formula;
Graphic formula

Nom chimique ou description; Formule brute; Formule
développée

Nombre quimico o descripcion; Féormula molecular;
Formula desarrollada

acalabrutinibum
acalabrutinib

acalabrutinib

acalabrutinib

afasevikumabum #
afasevikumab

afasévikumab

4-{8-amino-3-[(2S)-1-(but-2-ynoyl)pyrrolidin-
2-yllimidazo[1,5-a]pyrazin-1-yl}-N-(pyridin-
2-yl)benzamide

4-{8-amino-3-[(2S)-1-(but-2-ynoyl)pyrrolidin-
2-yllimidazo[1,5-a]pyrazin-1-yl}-N-(pyridin-
2-yl)benzamide

4-{8-amino-3-[(2S)-1-(but-2-inoil)pirrolidin-
2-illimidazo[1,5-a]pirazin-1-il}-N-(piridin-
2-il)benzamida

C26H23N702
0 =
NH2 N |
N— N N
H
LS
N
0 y ¥N

immunoglobulin G1-kappa, anti-[Homo sapiens IL17A
(interleukin 17A, IL-17A) and Homo sapiens IL17F
(interleukin 17F, IL-17F)], Homo sapiens monoclonal
antibody;

gamma1 heavy chain (1-453) [Homo sapiens VH (IGHV3-
9*01 (96.00%) -(IGHD)-IGHJ2*01) [8.8.16] (1-123) -
IGHG1*03, G1m3 (CH1 (124-221), hinge (222-236), CH2
(237-346), CH3 (347-451), CHS (452-453)) (124-453)],
(226-215")-disulfide with kappa light chain (1'-215") [Homo
sapiens V-KAPPA (IGKV3-11*01 (98.90%) -IGKJ4*01)
[6.3.10] (1'-108") -IGKC*01, Km3 (109'-215")]; dimer (232-
232":235-235")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens IL17A
(interleukine 17A, IL-17A) et Homo sapiens IL17F
(interleukine 17F, IL-17F)], Homo sapiens anticorps
monoclonal;
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AstraZeneca
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(pyridin-2-yl)benzamide
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4211 S HERFF1TEHHER

42111 Acerta Biochemical Profiling of Acalabrutinib in Comparison
Pharma to Ibrutinib, Ibrutinib Metabolite M37, and Spebrutinib i) S HREF ST i3
on Potency for BTK and Kinase Selectivity
4211.2 Acerta Biochemical Profiling of Acalabrutinib in Comparison
Pharma to its Metabolite M27 on Potency for BTK and Kinase mak HRAEHE i i
Selectivity
42113 Acerta Cellular Profiling of Acalabrutinib, Ibrutinib, and
Pharma Spebrutinib: Effects on B-cell, T-cell, and EGFR AN HREH =i o=
signaling pathways
42114 Acerta The Effects of Acalabrutinib and Metabolite M27 on . [ -
Pharma BTK Occupancy and BCR Activation in Human B cells B HNER G "
42115 AstraZeneca |Comparative Evaluation of Acalabrutinib vs Ibrutinib on
Proliferation of Primary Hu and Mu CD8+ Cytotoxic T ot HREE Euii 3
Cells and NK-ADCC Activity In Vitro
421.1.6 . BTK Inhibitor In Vitro Immune Assays st st ER 5= -
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42117 Acerta In Vivo Activities of BTK Inhibitors Acalabrutinib,
Pharma Ibrutinib, Spebrutinib, and ONO-4059 on B-cell 22%I" Eah HREH ST
Receptor Activation in Mice i
42118 Acerta Return of Function of B-cell Receptor Signaling after 20 i
Pharma Sing!e_Dose Oral Administration of Aca_labrutinib, 20“ i) S HREF i i
Ibrutinib, CC-292, and ONO-4059 in Mice i
4.21.1.9 Acerta The Novel Bruton's Tyrosine Kinase Inhibitor, ACP-
Pharma 196, Inhibits Proliferation of Human Chronic i . . -
Lymphocytic Leukemia Cells In Vivo in the NSG 22(())I‘ B HNFEH &¥ i "
Xenograft Mouse Model
421110 [AstraZeneca [In Vivo Efficacy of Ibrutinib and Acalabrutinib in 20 i
Human Diffuse Large B Cell Lymphoma and Mantle 2M ot HREE Fuii
Cell Lymphoma Subcutaneous Mouse Tumor Models i
421111 |Acerta In vitro and In vivo Activity of ACP-196 and lbrutinib on| 20| - . T =5
Pharma Platelet Function and Thr):ambus Formation 20“ =5 HNAEH =} G
421.1.12 Effects of ACP-196 Dosed PO, QD for 9 Days in Semi 20 !
Established Lipoidal Amine (LA)-Induced Adjuvant 2(“ EH HRER ER i 3
421113 |Acerta Bruton tyrosine kinase (BTK) occupancy by 20 i
Pharma acalgprutinib ina lrat model of adjuvant-induced 20I'I i) S HREF i i3
arthritis (Bolder BioPATH Study RAIA-LA-ACP-1) |
4.2.1.1.14 |Acerta Pharmacodynamic and Pharmacokinetic Evaluation of 20 i
Pharma ACP-196 in Spontaneous Canine B cell Lymphoma 20“ EH HRER ER i 3
4.2.1.2 IR ZEIBEAER
4.21.21 In Vitro Pharmacology: Binding Assays
Study of 05245 RVDH 0596B and 05245 JGS 1803E wah HREH SE i
421.2.2 - SPRI High-Throughput Profile Study of 05245 RVDH . S
0596B a?1d 05242 J%S 1803E ’ =5 HNAEH 5% "
42123 ' In Vitro Pharmacology Study of Two Compounds 250 2t =T p
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421.2.4 In Vitro Pharmacology Study of ACP-196 and ACP- 20 - N P =0
5862 20“ 2N HREH =i "
4.2.1.3 TR EEEHER
42131 The Effect of ACP-196 on the hERG Tail Current in 20 i
Stably Transfected HEK-293 Cells 20“ 24N HREH B i &=
42132 Effect of ACP-196 and AMG-319 on hERG Tail 20 i
gulrlrents Recorded from Stably Transfected CHO 20" s AN HREHR E2 i Fiiid
ells
42133 Effects of Respiration by Means of Head Out 20 i
Plethysmography in Male Sprague Dawley Rats after a 20“ i TAN HRER E i
Single Oral Dose i
42134 Modified Irwin Test with ACP-196 in Male Sprague 20 - . [ =5
Dawley Rats After a Single Oral Dose 20“ =5 HNEH =F{f "
421.3.5 Single dose cardiovascular telemetry study after oral 20 i
administration of Org 300196-0 in male Beagle dogs 20"‘ p)N HRER 5% =
(non-GLP) |
42136 Cardiovascular Assessment following Oral Gavage 20
Administration to Conscious, Radiotelemetry- zol'i wat HREE ST 1
Instrumented Male Beagle Dogs |
4.21.3.7 A Single Dose Oral Combination Cardiovascular Study| 20| - . o
h of ACP-196 and ACP-319 in the Beagle Dog 20“ st HhiR | % ”
4.21.4 ENFHEYHEEERFER
B8
4.2.2 EYEREHER
4221 PEEERVNYT—a U iREE
42211 Validation of a LC-MS/MS Procedure for the 20 i
Quantification of ACP-196 in Supernatant of Heparin 20". EH HRER B i
Rat Blood '
42212 Validation of a LC-MS/MS Procedure for the 20 i
Quantification of ACP-196 in Supernatant of Heparin 20". i) S HREF il 2
Dog Blood |
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42213 FULL VALIDATION OF AN LC-MS/MS ASSAY FOR
h ACP-196 IN MOUSE PLASMA WITH SODIUM 22%“ ot HRER ST Eiid

FLUORIDE/POTASSIUM OXLATE i

42214 . FULL VALIDATION OF AN LC-MS/MS ASSAY FOR
ACP-196 IN RAT PLASMA WITH SODIUM gL AN HREH 2] i3
FLUORIDE/POTASSIUM OXALATE

42215 FULL VALIDATION OF AN LC-MS/MS ASSAY FOR . P =m
ACP-196 IN RABBIT PLASMA WITH K2EDTA s HNAEH =¥ "

42216 Full Validation of an LC-MS/MS Assay for ACP-196 in N [ .
Dog Plasma with K2EDTA o HNEH =F "

4.2.2.2 IRIR

4.2.2.2.1 . Collection of Samples for Determination of the
Pharmacokinetics of ACP-196 Following Intravenous i) S HREF il 2
or Oral Administration to CD-1 Mice

42222 Absolute oral bioavailability of ACP-196-0-D in female N O~ .
BalbC mice 2N HREH e i "

42223 Collection of Samples for Determination of the
Pharmacokinetics of ACP-196 Following Intravenous i TAN HRERH ST Fiiid
or Oral Administration to Sprague-Dawley Rats

42224 . Collection of Samples for Determination of the
Pharmacokinetics of ACP-196 Following Intravenous i) S HREF il i
or Oral Administration to Beagle Dogs

42225 Collection of Samples for Determination of the

h Pharmacokinetics of ACP-196 Following Intravenous . o -

or Oral Administration to Sprague Cynomolgus moh HAEH Gl G
Monkeys

4.22.3 %

42231 In vitro assessment of ACP-196 protein binding in
mouse, rat, dog, monkey, and human plasma EXA HREF i i3
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42232 In vitro assessment of ACP-196 protein binding in
mouse, rat, dog, monkey, human plasma, human
serum albumin, and a-1 acid glycoprotein; and blood 20“' Eafzy] B i i
cell partitioning of ACP-196 in mouse, rat, dog, 20/
monkey and human blood
42233 In vitro assessment of ACP-5862 protein binding in 20
mouse, rat, dog, and human plasma 2(“_ ERN HRER B i
42234 In vitro assessment of ACP-5862 blood cell 20
partitioning in mouse, rat, dog, and human blood 2(“' EMRA HREH B i =
42235 In Vitro Stability and Protein Binding of ACP-196 20
(Acalabrutinib) in Human Plasma 20“- 2N HREH S pis
42236 - ['*C] Org 300196 Quantitative Whole-Body SOl
Autoradiography Distribution Study in the Rat after zol'i 2N HREH 5% i
Single Oral Dosing '
42237 . PHARMACOKINETIC ANALYSIS OF
ACALABRUTINIB AND METABOLITE ACP-5862 IN 20 .B- R . =5
PILOT PRE- AND POSTNATAL DEVELOPMENTAL ZOIl 5t HREH =F{
TOXICITY STUDY 2219-109
4.2.2.4 13
42241 14 i i ' - .
- [ C]Qrg 300196 In V|tr9 apd Ex Vlvg Mgtabohte 20 T ] sz .
Profiling and Characterisation Investigations 20
42242 In Vitro Metabolite Biosynthesis, Isolation, and 20
Identification by NMR zol'i p) HREH B i
42243 In Vitro Cytochrome P450 Reaction Phenotyping of
ACP-196 in Human Liver Microsomes and 20I-i sE ot wEs | SE =
Recombinant Human CYP Enzymes 20
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42244 CYP Reaction Phenotyping of the Metabolism of ACP- 20
196 to ACP-5862 2(“' p2AN HREH B =
42245 In Vitro Cytochrome P450 Reaction Phenotyping of 20
ACP-5862 in Human Liver Microsomes and 20“- i) HREH B2l 3
Recombinant Human CYP i
42246 In Vitro Glutathione Transferase (GST) Reaction 20
Phenotyping of ACP-196 in Human Liver Cytosol and 20“- 2N HRAEH B i
Recombinant GST Enzymes i
42247 ACP-196 (Acalabrutinib) Metabolite Profiling and 20
Identification in Rat, Dog, and Human Plasma 20“- N HREH LI it
42248 Metabolite Profiling and Identification in Rats and Dogs 20
in Support of Covance Study Nos. 8338525 and 20“' Eoh HREH ST i
8338526 i
42249 dentification of Metabolites of ['“CJACP-196 oL
(Acalabrutinib) in Selected Human Plasma, Urine, and 20“ 2 HREH ST &=
Feces Samples i
4.2.2.5 Hittt
42251 Pharmacokinetics, Distribution, Metabolism, and 20
Excretion of ['**CJACP-196 Following Oral 20Ii AN HRNEH Eo i i3
Administration to Rats '
42252 Absorption, Metabolism, and Excretion of ['*C]JACP- 2ol ) . i
196 Following Oral Administration to Dogs 20':‘ piE)N HRER ST "
4.2.2.6 EYBREMIEYIEE R GERRK)
42261 In Vitro Evaluation of ACP-196 as an Inhibitor of 20 . ; -
& SR = E:nd
Aldehyde Oxidase (AO) in Human Liver Cytosol or S9 o HREH =¥ i
4226.2 In Vitro Evaluation of ACP-196 as an Inhibitor of
Human P-gp, BCRP, OATP1B1, OATP1B3, OAT1, g HREHR ELAii i
OAT3, OCT2 and a Substrate of P-gp Transporters
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42263 F In Vitro Evaluation of ACP-196 as an Inhibitor of T ]
C)_/tochrome P450 (CYP) Enzymes in Human Liver 20"‘ N HREH Ui Fiii
Microsomes |
42264 F In Vitro Evaluation of ACP-196 as an Inducer of —r
Cytochrome P450 Expression in Cultured Human 20". T AN HtREH B i it
Hepatocytes |
42265 F In Vitro Evaluation of ACP-196 as a Substrate of 20
Human BCRP, OATP1B1, OATP1B3, OAT1, OAT3, 20Ii FETIN 2t R e
and OCT2 Transporters .
4.2.2.6.6 In Vitro Evaluation of ACP-5862 as an Inhibitor of
F Cytochrome P450 (CYP) Enzymes in Human Liver ZSM' ot HNEY | E i
Microsomes i
4226.7 In Vitro Evaluation of ACP-5862 as an Inducer of 20 i
Cytochrome P450 Expression in Cultured Human 2(“ wah HREE =i i
Hepatocytes i
42268 F Assessment of UGTIAI and UGT2B7 inhibition
potential of ACP-196
(AZ13829269) and metabolite ACP-5862 20“- 551 swiEE | E -
(AZ14028259) in human liver 20m.
microsomes
4.2.2.6.9 In Vitro Evaluation of ACP-5862 as an Inhibitor and a
F Substrate of Human ABC and SLC Transporters 22%I" i) S HREF i i3
4.2.2.6.10 In vitro evaluation of ACP-196 and ACP-5862 as 20 i
inhibitors of MATE1 and MATE2-K transporters 20“ E R HREH i 1
4.2.2.7 Z DD EYENREHER
EELAS
4.2.3 SRR
4.2.3.1 BE%5HE SRR
42311 ACP-196: An Acute Intravenous Toxicity Study in Rats | 20, - N o =5
h 20“ i AN HAER i 3
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4.2.3.2 REHRSEMHER
4.2.3.21 28-Day Oral Dose Range-Finding Toxicity Study with 20 - R o = -
ACP-196 in Mice 20, il AR 2%
42322 A 14-Day Exploratory Drug Safety Study with Org A~BB- R 225 w1 . .
300196-0 in Male Sprague Dawley Rats 20 =5 HNEH &%
42323 7-Day Pilot Toxicity Study with acp-196 by Daily Oral 20 R P .
Gavage in Male and Female Beagle Dogs 20 =5 HNEH &%
42324 COLLECTION OF SAMPLES FOR DETERMINATION
OF THE PHARMACOKINETICS AND 200 - N [
PHARMACODYNAMICS OF ACP-196 FOLLOWING 2(“ moh HHENR | BF i
ORAL ADMINISTRATION TO MALE BEAGLE DOGS
42325 28-Day Oral Dose Range-Finding Toxicity Study with 20
ACP-196 in CBYB6F1-TG(HRAS)2JIC (WILD TYPE) 20"- prE AN HREH Ui it
Mice with a 28-Day i
42326 28-Day Oral Gavage Toxicity Study with ACP-196
Followed by a 4-Week Recovery Period in Male and 2N HREHR ELAii
Female Sprague Dawley Rats
42327 ACP-196: A 28-Day Oral Toxicity Study in Wistar Han . - - .
Rats with a 28-Day Recovery Period moh HAEH =¥
423238 ACP-196: A 91-Day Oral Toxicity Study in Rats with a . - - -
28 Day Recovery Period moh HAEH =¥
42329 A 26-WEEK ORAL TOXICITY STUDY IN RATS WITH -
N SR =i g
A 4-WEEK RECOVERY PERIOD o HAEH =¥
4.2.3.2.10 28-Day Oral Gavage Toxicity Study with ACP-196 in
Male and Female Beagle Dogs Followed By a 4-Week AN HREH SE Fiii
Recovery Period
423211 ACP-196: A 91-Day Oral Capsule Toxicity Study in R P =z .
Dogs with a 28-Day Recovery Period woh HREH =i
423212 ACP-196: A 39-WEEK ORAL CAPSULE TOXICITY
STUDY IN DOGS WITH A 4-WEEK RECOVERY pirD AN HRAEH ELATii i
PERIOD
4.2.3.3 BinE AR
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4.2.3.3.1 In Vitro 5\5&
4.2.3.3.1.1 Evaluation of the Mutagenic Activity of ACP-196 in the 20 i
Salmonella Typhimurium Reverse Mutation Assay and 20“ i) S HREF SE
the Escherichia Coli Reverse Mutation Assay )
4.2.3.31.2 . Evaluation of the Ability of ACP-196 to Induce 20 i
Chromosome Aberrations in Cultured Peripheral 20". AN HRER EXi] 3
Human Lymphocytes (with Repeat Experiment) |
4.2.3.3.2 In Vivo &
4.2.3.3.2.1 _ In Vivo Micronucleus Assay in Rats 20 - N [ =0
20“ o wREH | EHE "
4.2.3.4 BNARERER
4.2.3.4.1 RENARERER
B
4.2.3.4.2 B IFH N AR EHER
LS
4.2.3.4.3 £ DFER
LS
4.235 £ERAFMHR
4.2.3.5.1 ZRRBERVERFECTOMEAMFEEICRE T HHER
4.2.3.5.1.1 ACP-196: A Combination Study of Fertility and Embryo 20 i
Fetal Developmental Toxicity in Rats with a 2” i) S HREF i i
Toxicokinetic Evaluation
4.2.3.5.2 FF-fIRFEEICEI DR
4.2.3.5.2.1 ACP-196: A Pilot Prenatal Developmental Toxicity 20 - . S
Study in Rats 20“ =5 HNEH % "
423522 ACP-196: A Pilot Prenatal Developmental Toxicity
Study in New Zealand White Rabbits with a 2088.8- . .
Toxicokinetic Evaluation and a Non-Pregnant Rabbit 20Il woh HREH 5% G
Phase
423523 . ACP-196: A Study for Effects on Embryo Fetal 20 i
Development in Rabbits with a Toxicokinetic 2M i) S HREF i 3
Evaluationacp-196 )
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4.2.353 HAERRUHAEROREWDRICBEOHEEICEE I D8R
4.2.3.5.3.1 ACP-196: A Pilot Pre- And Postnatal Developmental 20 - N 202 s
Toxicity Study In Rats 20“ il HPEH &3 "
4.2.3.5.3.2 ACP-196: A Study of Toxic Effects on Pre and Post 20
Natal Development, Including Maternal Function in 20“- g HREH Ui it
Rats )
4.2.354 FERZAVHER
LS
4.2.3.6 BEATRIAIEHER
LS
4.2.3.7 T DEER
4.2.3.7.1 fnR R
B8
4.2.3.7.2 REHEHHER
B8
42373 EURBOERFICET HHER
B8
4.2.3.7.4 {RFHEHBR
B8
4.2.3.7.5 KEYDEMHER
B8
4.2.3.7.6 T DHEHEHER
423761 | [Bacterial Reverse Mutation Assay 551 e | R -
423.7.6.2 _ Bacterial Reverse Mutation Assay T ] =T {f -
4.23.76.3 _ Bacterial Reverse Mutation Assay in 6-Well Plates o1 N E = .
423764 _ Bacterial Reverse Mutation Assay 550 sRE s ST
4.23.7.6.5 _ Bacterial Reverse Mutation Assay T HEY = -
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4.23.76.6 _ In Vitro Mammalian Chromosomal Aberration Assay in| 20§ st ht 2t Py T4 .
Human Peripheral Blood Lymphocytes (HPBL) 20 ! .
423.7.6.7 ACP-196: LOT : A 14-Day Oral Toxicity 20 - R o =5 .
h Study in Wistar Han Rat 20 ll 5t HREH =F{
4.23.7.7 XD DFHER
423.7.7.1 Evaluation of the mutagenic activity of acp-196 in the
salmonella typhimurium reverse mutation assay under wat HREE SE 3
the influence of uv-irradiation
4.23.7.7.2 |Acerta Preliminary In Vitro Evaluation of ACP-196 R o = -
Pharma Phototoxicity Potential in 3T3 Cells woh HREH %
423773 _ In Vitro Assessment of Photo Toxicity Using the R o =
Murine Balb/c 3T5 Cell Line o HNEH =F
423.7.7.4 ACP-196: in Vitro Hemolysis Assay in Human Whole R P . .
Blood w | HWER | 3% | &
423.7.7.5 ACP-196: A 28-Day Oral Toxicity Study in Rats with a R o = -
28-Day Recovery Period woh HREH %
423.7.7.6 ACP-196: A 28-Day Oral Toxicity Study in Wistar Han R . .
Rats w | HWEE | 3% | #
423.7.7.7 ACP-196: A 91-Day Oral Toxicity Study in Rats with a R o . .
28-Day Recovery Period woh HAEH %
423.7.7.8 ACP-196: A 91-Day Oral Toxicity study in Wistar Han R o . .
Rats with a 28-Day Recovery Period woh HAEH %
423.7.7.9 ACP-196: An Intravenous Toxicity Study in Dogs 250 2t 5%
423.7.7.10 28-DAY ORAL COMBINATION TOXICITY STUDY OF
ACP-196 AND ACP-319 IN DOGS WITH A 28-DAY 2N HREHR B&
RECOVERY PERIOD
4.2.3.7.7.11 ACP-196 and lbrutinib: A 14 and 28 Day Oral Gavage . - = .
h Toxicity Study in Rats o HNEH %
4.3 ZEXHE
Advani RH, Buggy JJ, Sharman JP, Smith SM, Boyd TE, Grant B, et al. Bruton tyrosine kinase inhibitor ibrutinib (PCI-32765) has significant
activity in patients with relapsed/refractory B-cell malignancies. J Clin Oncol. 2013 Jan 1;31(1):88-94.
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