XK T LT AL GE
10 mg, 50mg, 100 mg
(B 5 &k

ARERPICEEH SN THERICHR DR KL ONEDOEEDZT v U 4 GRS
(CH 0 £, BRSO IER A ORI B HILS O E S B RIS R F]
MT 52 LiTHkEEA,

7 v 7 4 B REf




obbvie <xrs3542
1.5 REXSREOBMEUEROBE

15 ERXTERROFBEUVREOEE

< WABAROBIMOTH >

Btk Vo MEpimp (BUF ICLL) ) HBEFEE TR L LA IELETHY, AlFEE
O 30%%E HDH B, —FHF7 VT TIE, REUEML 0 HRABENMELS, ERTOHTEREA
B0 2,000 A& BEINTREY, BOTREROLRVERTHS,

ENIZBWTE, ZAFFEY, Y2afRRAT77IR, PLAVIASS, 77 VA7 L
W T BERIDS CLL KT 5160 L L THERENTE -, S, BCR REAITHIA TAF=
TREBEN, BECLoTHERRHZ2BREL 2o TWaEY, BRIV TIHERELT
ABBEAPMIMCLESBOERTWVWA, ZRLDEFICLZBBETE, TEFREFE2ATLIE
FHEBREVESDEBVWEETHRDOLNDN, TOBROERILET 2y, 41 FTAF =7
FRR2BRERE THDI—F, A7 F=7REHMMPIETHROONZAERITRRET
HLIEBPEIN TS, Lo T, BEFBFICH L TERNIMREE o BE, T
BARREFE2HETLRE, JRRECHEEG R0 VBELRYENTAET YAy FAF 1
AN == APERE LTHEET 2, BREOBRREC Lo CRBEMF T L TRV
Eb, BEPRomLE, FOHMOER, Eettomt, RMIZEIHRBOa s hr—Anl
FENLH LWMERFE 25T 2 IR OB AREER T3,

AR ST TR, WANOBEIRENC BCL-2 (B-cell lymphoma-2) #MAETAROATHS,
CLL Til BCL-2 OBFIFRBIAE W RE TH b, CLL MROAEFRL BOL2 IKEET S & &hT
WBH, AR T 7 AL BCL2 FEEMAETSIZLICLD CLL #llE%E 78 b — v A ZFHHT
B

HKE T, BEHIE I HRBRORBICE-S3E, 2016 4 4 A (chronic lymphocytic leukemia
(CLL) with 17p deletion, as detected by an FDA approved test, who have received at least one prior
therapy.] DOZIHE - W T FDA L U R#ARREEIE L, 0%, BAEIRRTY Y3y~ 7
PR 1 ARRERO A &S &, 2018 48 6 AIZ Ichronic lymphocytic leukemia (CLL) or small
lymphocytic lymphoma (SLL), with or without 17p deletion, who have received at least one prior therapy. |
DEHEE - PR THERELEG Lz, Fi, 5 I #IER (CLL14) 2 FEA2RBEGIE LT, 2019
3 HIZHRAF CLL X3 A48 LA VXY X7 L O AR E ST 5 RKBHE LTV,
2019 4 5 HIZ [For the treatment of adult patients with chronic lymphocytic leukemia (CLL) or small
lymphocytic lymphoma (SLL)] Z%h#E - 205 & L T Real-Time Oncology Review (RTOR) Pilot =7
vy 7 ADTTRBTRELE.

123, 201945 ABE, ~X b2 77 A, KERUVEU#E &1 68 »[ETCLL BHZx
THMBIEL LTHBIN TS,

EPUCBWTIE, BARAMBEAABRE S E Lo VI HERREZERE L., FARRICBNT,
AA N OB IIEEEMED CLL Xit SLL BFIEBVTH~U8 b7 T4 R 400 mg HHE AR
F7Z272 400mg & VY EI2TOHRFEED BIFRBEMRUFEEREEE T e 774
IWERER S, ERMERORNERPLOERABBFEBOTHEIERRD AL ENMD,
RNIS2ITRTHRIRT — 2 o s — VR AW TERREEIT & L L,

1




obbvie <xrs392
15 BREXGHEROEREUBROCREE

EE IR RAORBECHBORRCOWVTIE, TR 13 € 6 A 21 BIAITERERE 899 &
EERAHEETHERERD FHEXKROME B AOKEREICE L EKBPHB R~ &
BEOERERICOWT] OBEE 2 @ 5 (1) IKEREESTRERTWANR, Foho (YR
BRE 28 ) CHRHWTEIESE, £ 1 BB OTIRHAEBT S LB TCES, | LOR
A AL, HEAE (15 BRXEEROBBRUMREORE 208 2 8 (5) (FEEIZHE
T HEAEFM) RO L7, HE2 R (5) TOYUMAROIIIETE£#E 1.5-1 1577,

7o, KPR COMBRELE 152077,

FL5-1 L (5) BT AAEOSE 2 I CToInIEET

BAE (5) [CREIAERE % 2 BT ORI

BRI OEE, MRREORE, HRBRA | 251 MNREREORIL
A, HIREICE o iRk, BRSSEHE

FEIOF R CE 2 254 FEEOEFEEM
2.5.5 MO

FHIDFHERCEEMEITESFMIEICHE [ 256 ~R74y bE ) X7 BT R
35 REHK

FEER AR 2.4 FEERPRFAROMHE A
2.6 FEEIPRBER OB SR UIREER




obbvie <#%xrss542
15 BEREREOSRRURROSE

#+* 1.5-2. sﬁ%@ﬁ%ﬁ;

BF
Pl
L 1
HBoiEs = R EE '
& A 3
ﬁ :
H
Mid- | # } s
253 = fREE ot ER 5
MI13- & ; il
101 A o B Y
By
BhHE | MI3- # . # B
s | 363 = RERE A AR .
Mi13- # | BRIIIEEREONHL | B
364 E | BF 7B
Mls- | & " 5 = B
497 &= Rt e B A :




Qbbvie <Axrs342
15 BEXGREOSBREUVEROER

i
i}
A %
HEO e FOE4-}
HEOEE 4 & -
¥
#
M15- # " # |
065 = R RS 8
M15- | # . ) i §
19 = e R 4 |
M16- 7 ’ . % B
042 = R A M R A |
MI6- | % | .. i N
063 " SRR # |
M15- & | R ERE (PR | W
342 Z | HEE) #
fﬁ‘ Mi2- | B | BRSO CLL |
st | 175 i | BHFRUNHL BF #




obbvie <*%xrs342
1.5 BRXEIRROEBEUVHEORE

L
{i
;{;} 1%
HEmiEE WRE
g RBE B
=
£
£ 1b = )
Ak “gég ;; HE# CLL/SLL B ﬁ
]
30| -
i e | | mermesies |58
17p K& I HER
Mi13- | FF TiEEEtEO CLL B | i
s 982 i} FHIEEREOZ | 4
15 CLL B :
R Ml4- | &F | BEXITEEED CLL | #
032 it BmE 7+
3| N . B
iaat GO286 | #F | EEXILEEEED CLL | i §
& 67 £l B &




abbvie <xtv542
1.6 SHEIZBITSHEHKREFIZET 2EH

16 SNEICE T 2ERREEICET 8
1.6.1 SEICE TS ERKR

ARE M T AD 201955 B 31 BRAOAERICS T 3 FELAEEORRIC W TITE 1.6-
1DERBD, "R FIZAT68 pETERINTWE,




obbvie xXxrs354x2

1.6 #EICE TS EHPERE BT 588

# 1.6-1.

SNEORZBINR

3|

ARREER

United States

VENCLEXTA is a BCL-2 inhibitor indicated
for the treatment of patients with chronic
lymphocytic leukemia (CLL) with 17p deletion,
as detected by an FDA-approved test, who have
received at least one prior therapy.

20164 B

VENCLEXTA is indicated for the treatment of
patients with chronic lymphoeytic leukemia
(CLL) or small lymphocytic lymphoma (SLL),
with or without 17p deletion, who have received
at least one prior therapy.

20184 6 A

VENCLEXTA is a BCL-2 inhibitor indicated:
For the treatment of adult patients with chronic
lymphocytic  leukemia (CLL) or small
lymphocytic lymphoma (SLL).

201945 A

Canada

VENCLEXTA (venetoclax) is indicated as
monotherapy for the treatment of patients with
chronic lymphocytic leukemia (CLL) with 17p
deletion who have received at least one prior
therapy, or patients with CLL without 17p
deletion who have received at least one prior
therapy and for whom there are no other
available treatment options,

201649 A

VENCLEXTA in combination with rituximab is
indicated for the treatment of adult patients with
chronic [ymphocytic leukaemia (CLL) who have
received at least one prior therapy.

201849 R

European Union

Venclyxto monotherapy is indicated for the
treatment of chronic lymphocytic leukaemia
(CLL) in the presence of 17p deletion or TP53
mutation in adult patients who are unsuitable for
or have failed a B-cell receptor pathway
inhibitor.

Venclyxto monotherapy is indicated for the
treatment of CLL in the absence of 17p deletion
or TP33 mutation in adult patients who have
failed both chemoimmunotherapy and a B-cell
receptor pathway inhibitor,

2016512 A

Venclyxto In combination with rituximab is
indicated for the treatment of adult patienis with
chronic lymphocytic lenkaemia (CLL) who have
received at least one prior therapy.

2018 10 A

Australia

VENCLEXTA is indicated for the treatment of:

patients with relapsed or refractory chronic

20164 12 A
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rituximab is indicated for the treatment of adult
patients with chronic lymphocytic leukemia
(CL.L) who have received at least one prior
therapy.

[ B AE AEBHER
lymphocytic lenkaemia (CLL) with 17p
deletion, or patients with relapsed or refractory
CLL for whom there are no other suitable
treatment options,
VENCLEXTA (venetoclax) in combination with | 2018 4F 10 A
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

VENCLEXTA® (venctoclax tablets) for oral use
Initiai U.S. Approval: 2016

-------------------- RECENT MAJOR CHANGES -~nrmmrameacvsiouns
Indications and Usage, CLL (1.1} 05/2019
[ndications and Usage, AML (1.2) 1172018
Dosage and Administeation (2.1,2.2,2.3,2.4) 0372019
Warnings and Precautions, Neutropenia (5.2) 1172018
Warnings and Precautions, Infections (5.3) 05/2019

--------------------- INDICATIONS AND USAGE -----~-rrrenmccmacuan
VENCLEXTA is a BCL-2 inhibitor indicated:

For the treatment of adult patients with chronic lymphaocytic teukemia
(CLL) or smail lymphocytic lymphoma (SLL), (1.1)

In combination with azacitidine or decitabine or low-dose cytarabine for the
treatment of newly-diagnosed acute myeloid leukemia (AMLY} in adults
who are age 75 years or older, or who have comorbidities that preclude use
of intensive induction chemotherapy.

This indication is approved under accelerated approval based on response
rates. Continued approval for this indication may be contingent upen
verification and description of clinical benefit in confirmatory trials. (1.2}

----------------- DOSAGE AND ADMINISTRATION «ovs oo oo oo
+ See Full Prescribing Information for recommended VENCLEXTA starting
and ramp-up dosages. {2.1}

VENCLEXTA tablets should be taken orally once daily with a meal and
waler. Do not chew, crush, or break tablets. (2.1)

Perform prophylaxis for tumor kysis syndrome, (2.2

»

---------------- DOSAGE FORMS AND STRENGTHS -mrmereemeeaeee
Tablets: 10 mg, 5¢ mg, 100 mg (3)

---------------------- CONTRAINDICATIONS ---~-=n=srrnsasususen
Concomitant use with strong CYP3A inhibitors at initiation and dusing ramp-
up phase in patients with CLL/SLL is contraindicated. (2.4, 4, 7.1)

------------------ WARNINGS AND PRECAUTIONS «-vsscmmcmncmmnv
* Twmor Lysis Syndrome (TLSY. Anticipate TLS; assess risk in all patients.
Premedicate with anti-hyperuricemics and ensure adequate hydration.

Employ more intensive measures (intravenous hydration, frequent
monitoring, hospitalization) as overall risk increases. {2.2, 5.1)
Neutropenia: Monitor blood counts and for signs of infection; manage as
medically appropriate. (2.3, 5.2)

Infections: Monitor for signs and symgtoms of infection and treat promptly,
Withhold treatment for Grade 3 and higher infecgion until resolution. (5.3)
Immunization: Do not administer live attenuated vaccines prior to, during,
or afler VENCLEXTA treatment, (5.4)

Embryo-Fetal Toxicity: May cause embryo-fetal harm., Advise females of
reproductive potential of the potential risk to a fetus and 1o use effective
contracepifon during treatment. (5.5)

-

----------------------- ADVERSE REACTFIONS wavvsussmam
In CLL/SLL, the most common adverse reactions (220%6) for VENCLEXTA
when given in combination with obinutuzumab or rituximab or as
monaotherapy were neutropenia, thrombocytopenia, anemia, diarchea, nausea,
upper respiratory tract infection, cough, musculoskeletal pain, fatigue, and
edema{6.1).

In AML, the most common adverse reactions (>30%) in combination with
azacitidine or decitabine or low-dose cylarabine were nausea, diarrhea,
thrombacytopenia, constipation, neutropenia, {ebrile neutropenia, fatigue,
vorniting, peripheral edema, pyrexia, pneumonia, dyspnea, hemorrhage,
anemia, rash, abdominal pain, sepsis, back pain, myalgia, dizziness, cough,
oropharyngeal pain, and hypotension (6,2).

To report SUSPECTED ADVERSE REACTIONS, contact AbbVie Inc.
at 1-800-633-9110 or FDA at 1-800-FDA-1088 or www. fila.gov/medwatch.

----------------------- DRUG INTERACTEONS «wavnmnmmmmmmmmmnees

* Strong or moderate CYP3 A inhibitors or P-gp inhibitors: Adjust dosage of
VENCLEXTA. (2.4,7.1)

* Strong or moderate CYP3A inducers: Avoid co-administration, {7.1)

+ P-gp subsirates: Take at least 6 hours before VENCLEXTA. (7.2)

----------------- USE IN SPECIFIC POPULATIONS --ovououmonan-
» Lactsion: Advise women not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide,

Revised: 5/2019
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

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

1.2 Acute Myeloid Leukemia

VENCLEXTA is indicated in combination with azacitidine, or decitabine, or low-dose
cytarabine for the treatment of newly-diagnosed acute myeloid leukemia (AML) in adults who
are age 73 years or older, or who have comorbidities that preclude use of intensive induction
chemotherapy.

This indication is approved under accelerated approval based on response rates [see Clinical
Studies (14.2)]. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in confirmatory trials.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

Assess patient-specific factors for level of risk of tumor lysis syndrome (TLS) and provide
prophylactic hydration and anti-hyperuricemics to patients prior to first dose of VENCLEXTA to
reduce risk of TLS [fsee Dosage and Administration (2.2} and Warnings and Precautions (5.1)].

Instruct patients to take VENCLEXTA tablets with a meal and water at approximately the same
time each day. VENCLEXTA tablets should be swallowed whole and not chewed, crushed, or
broken prior to swallowing.

Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma
VENCLEXTA dosing begins with a 5-week ramp-up.
VENCLEXTA 5-week Dose Ramp-Up Schedule

Administer the VENCLEXTA dose according to a weekly ramp-up schedule over 5 weeks to the
recommended daily dose of 400 mg as shown in Table 1. The 5-week ramp-up dosing schedule
is designed to gradually reduce tumor burden (debulk) and decrease the risk of TLS.

Table 1. Dosing Schedule for Ramp-Up Phase in Patients with CLL/SLL

VENCLEXTA
Daily Dose
Week | 20 mg
Week 2 50 mg




Week 3 100 mg
Week 4 200 mg
Week 5 and beyond 400 mg

The CLL/SLL Starting Pack provides the first 4 weeks of VENCLEXTA according to the ramp-
up schedule. The 400 mg dose is achieved using 100 mg tablets supplied in bottles [see How
Supplied/Storage and Handling (16)].

VENCLEXTA in Combination with Obinutuzumab

Start obinutuzumab administration at 100 mg on Cycle 1 Day 1, followed by 900 mg on Cycle |
Day 2. Administer 1000 mg on Days 8 and 15 of Cycle 1 and on Day | of each subsequent 28~
day cycle, for a total of 6 cycles. Refer to the obinutuzumab prescribing information for
recommended obinutuzumab dosing information.

On Cycle 1 Day 22, start VENCLEXTA according to the 5-week ramp-up schedule (see Table
1). After completing the ramp-up schedule on Cycle 2 Day 28, patients should continue
VENCLEXTA 400 mg once daily from Cycle 3 Day | until the last day of Cycle 12,

VENCLEXTA in Combination with Rituximab

Start rituximab administration after the patient has completed the 5-week dose ramp-up schedule
with VENCLEXTA (see Table 1) and has received the 400 mg dose of VENCLEXTA for 7
days. Administer rituximab on Day 1 of each 28-day cycle for 6 cycles, with rituximab dosed at
375 mg/m” intravenously for Cycle 1 and 500 mg/m> intravenously for Cycles 2-6.

Patients should continue VENCLEXTA 400 mg once daily for 24 months from Cycle 1 Day 1 of
rituximab.

VENCLEXTA as Monotherapy

The recommended dose of VENCLEXTA is 400 mg once daily after the patient has completed
the 5-week dose ramp-up schedule. VENCLEXTA should be taken orally once daily until
disease progression or unacceptable toxicity is observed.

Acute Myeloid Leukemia
The dose of VENCLEXTA depends upon the combination agent.

The VENCLEXTA dosing schedule (including ramp-up) is shown in Table 2. Initiate the
azacitidine or decitabine or low-dose cytarabine on Day 1.

Table 2. Dosing Schedule for Ramp-up Phase in Patients with AML

VENCLEXTA
Daily Dose
Day 1 100 mg
Day 2 200 mg
Day 3 400 mg
400 m 600 m
Days 4 and beyond when dosing in cmfbination with when dosing in con%bination with




| azacitidine or decitabine I low-dose cytarabine

Continue VENCLEXTA, in combination with azacitidine or decitabine or low-dose cytarabine,
until disease progression or unacceptable toxicity is observed.

2.2 Risk Assessment and Prophylaxis for Tumor Lysis Syndrome

Patients treated with VENCLEXTA may develop tumor lysis syndrome. Refer to the appropriate
section below for specific details on management. Assess patient-specific factors for level of risk
of tumor lysis syndrome (TLS) and provide prophylactic hydration and anti-hyperuricemics to
patients prior to first dose of VENCLEXTA to reduce risk of TLS.

Chronic Lymphocytic Leukemia/Small Lymphoeytic Lymphoma

VENCLEXTA can cause rapid reduction in tumor and thus poses a risk for TLS in the initial 5-
week ramp-up phase. Changes in blood chemistries consistent with TLS that require prompt
management can occur as early as 6 to 8 hours following the first dose of VENCLEXTA and at
each dose increase.

The risk of TLS is a continuum based on multiple factors, including tumor burden and
comorbidities. Reduced renal function (creatinine clearance [CLcr] <80 mL/min) further
increases the risk. Perform tumor burden assessments, including radiographic evaluation (e.g.,
CT scan), assess blood chemistry (potassium, uric acid, phosphorus, calcium, and creatinine) in
all patients and correct pre-existing abnormalities prior to initiation of treatment with
VENCLEXTA. The risk may decrease as tumor burden decreases [see Warnings and
Precautions (5.1) and Use in Specific Populations (8.6}].

Table 3 below describes the recommended TLS prophylaxis and monitoring during
VENCLEXTA treatment based on tumor burden determination from clinical trial data. Consider
all patient comorbidities before final determination of prophylaxis and monitoring schedule.

Table 3. Recommended TLS Prophylaxis Based on Tumor Burden in Patients with
CLL/SLL

Blood Chemistry

Tumor Burden Prophylaxis Monitorin gc,d

Setting and
Frequency of
Assessments

Anti-

Hydration” .
hyperuricemics

Low All LN <5 cm Oral Allopurinol®  |[Outpatient

AND (1.5-21) * For first dose of 20

ALC <25 x10°/L, mg and 50 mg; Pre-
dose, 6 to 8 hours,
24 hours

* For subsequent
ramp-up doses: Pre-
dose

Medium Any LN 5cmto Oral Allopurinol  |{Outpatient




<10 cm
OR
ALC >25 x10°/L

(1.5-2L)
and consider
additional
intravenous

* For first dose of 20
mg and 50 mg: Pre-
dose, 6 to 8 hours,
24 hours

= For subsequent
ramp-up doses: Pre-
dose

+ For first dose of 20
mg and 50 mg:
Consider
hospitalization for
patients with CLcr
<80ml/min; see
below for
monitoring in
hospital

High

Any LN >10 cm
OR

ALC >25 x10°/L
AND

any LN >5 cm

Oral (1.5-2L)
and intravenous
(150-200 mL/hr

as tolerated)

Allopurinol;
consider
rasburicase if
baseline uric acid is
elevated

In hospital
* For first dose of 20
mg and 50 mg: Pre-
dose, 4, 8, 12 and 24
hours
Outpatient
* For subsequent
ramp-up doses: Pre-
dose, 6 to 8 hours,

24 hours

ALC = absolute lymphocyte count; CLcr = creatinine clearance; LN =
Admlmster intravenous hydration for any patient who cannot tolerate oral hydration.

PStart allopurinol or xanthine oxidase inhibitor 2 to 3 days prior to initiation of VENCLEXTA.
‘Evaluate blood chemistries (potassium, uric acid, phosphorus, calcium, and creatinine); review
in real time.

‘For patients at risk of TLS, monitor blood chemistries at 6 to 8 hours and at 24 hours at each
subsequent ramp-up dose.

lymph node.

Acute Myeloid Leukemia

* All patients should have white blood cell count less than 25 x 10%/L prior to initiation of
VENCLEXTA. Cytoreduction prior to treatment may be required.

» Prior to first VENCLEXTA dose, provide all patients with prophylactic measures including
adequate hydration and anti-hyperuricemic agents and continue during ramp-up phase.

* Assess blood chemistry (potassium, uric acid, phosphorus, calcium, and creatinine) and
correct pre-existing abnormalities prior to initiation of treatment with VENCLEXTA.

* Monitor blood chemistries for TLS at pre-dose, 6 to 8 hours after each new dose during
ramp-up and 24 hours after reaching final dose.




* For patients with risk factors for TLS (e.g., circulating blasts, high burden of leukemia
involvement in bone marrow, elevated pretreatment lactate dehydrogenase (LDH) levels, or
reduced renal function) additional measures should be considered, including increased
laboratory monitoring and reducing VENCLEXTA starting dose.

2.3 Dose Modifications Based on Toxicities

Chronic Lymphocytic Leukemia/Small Lymphoeytic Lymphoma

Interrupt dosing or reduce dose for toxicities. See Table 4 and Table 5 for recommended dose
modifications for toxicities related to VENCLEXTA. For patients who have had a dosing
interruption greater than 1 week during the first 5 weeks of ramp-up phase or greater than 2
weeks after completing the ramp-up phase, reassess for risk of TLS to determine if reinitiation
with a reduced dose is necessary (e.g., all or some levels of the dose ramp-up schedule) [see
Dosage and Administration (2.1, 2.2)].

Table 4. Recommended VENCLEXTA Dose Modifications for Toxicities® in CLL/SLL

Event

|

Occurrence

|

Action

Tumor Lysis Syndrome

Blood chemistry
changes or symptoms
suggestive of TLS

Any

Withhold the next day’s dose. If resolved
within 24 to 48 hours of last dose, resume at the
same dose.

For any blood chemistry changes requiring
more than 48 hours to resolve, resume at a
reduced dose (see Table 5) [see Dosage and
Administration (2.2)].

For any events of clinical TLS,” resume at a
reduced dose following resolution (see Table 5)
[see Dosage and Administration (2.2)].

Non-Hematologic Toxicities

Grade 3 or 4 non-
hematologic toxicities

1¥ occurrence

Interrupt VENCLEXTA.

Once the toxicity has resclved to Grade [ or
baseline level, VENCLEXTA therapy may be
resumed at the same dose. No dose
modification is required.

2™ and subsequent
occurrences

Interrupt VENCLEXTA.

Follow dose reduction guidelines in Table 5
when resuming treatment with VENCLEXTA
after resolution. A larger dose reduction may
occur at the discretion of the physician.

Hematologic Toxicities

Grade 3 neutropenia
with infection or fever;
or Grade 4 hematologic
toxicities (except

1* occurrence

Interrupt VENCLEXTA.
To reduce the infection risks associated with
neutropenia, granulocyte-colony stimulating

factor (G-CSF) may be administered with




lymphopenia} [see
Warnings and
Precautions (5.2)]

VENCLEXTA if clinically indicated. Once the
toxicity has resolved to Grade 1 or baseline
level, VENCLEXTA therapy may be resumed
at the same dose.

2™ and subsequent Interrupt VENCLEXTA.

occurrences Consider using G-CSF as clinically indicated.
Follow dose reduction guidelines in Table 5
when resuming treatment with VENCLEXTA
after resolution. A larger dose reduction may

occur at the discretion of the physician.

Consider discontinuing VENCLEXTA for patients who require dose reductions to less than 100
mg for more than 2 weeks.

“Adverse reactions were graded using NCI CTCAE version 4.0.

®Clinical TLS was defined as laboratory TLS with clinical consequences such as acute renal
failure, cardiac arrhythmias, or sudden death and/or seizures [see Adverse Reactions (6.1)].

Table 5. Dose Reduction for Toxicity During VENCLEXTA Treatment in CLL/SLL

Dose at Interruption, mg Restart Dose, mg”
400 300
300 200
200 100
100 50
50 20
20 10
"During the ramp-up phase, continue the reduced dose for 1 week before
increasing the dose.

Acute Myeloid Leukemia

Monitor blood counts frequently through resolution of cytopenias. Management of some adverse
reactions [see Warnings and Precautions (5.2} and Adverse Reactions (6.2)] may require dose
interruptions or permanent discontinuation of VENCLEXTA. Table 6 shows the dose
modification guidelines for hematologic toxicities.

Table 6. Recommended Dose Modifications for Toxicities® in AML

infection; or Grade 4
thrombocytopenia [see
Warnings and
Precautions (3.2)]

Event I Occurrence Action
Hematologic Toxicities
Grade 4 neutropenia  |Occurrence prior to Transfuse blood products, administer
with or without fever orjachieving remission prophylactic and treatment anti-infectives

as clinically indicated,

In most instances, VENCLEXTA and
azacitidine, decitabine, or low-dose

cytarabine cycles should not be interrupted




due to cytopenias prior to achieving
remission.

First occurrence after
achieving remission and
lasting at least 7 days

Delay subsequent treatment cycle of
VENCLEXTA and azacitidine, decitabine,
or low-dose cytarabine and monitor blood
counts.

Administer granulocyte-colony stimulating
factor (G-CSF) if clinically indicated for
neutropenia. Once the toxicity has resolved
to Grade 1 or 2, resume VENCLEXTA
therapy at the same dose in combination
with azacitidine or decitabine or low-dose
cytarabine,

Subsequent occurrences in
cycles after achieving
remission and lasting 7 days
or longer

Delay subsequent treatment cycle of
VENCLEXTA and azacitidine, or
decitabine, or low-dose cytarabine and
monitor blood counts.

Administer G-CSF if clinically indicated
for neutropenia. Once the toxicity has
resolved to Grade 1 or 2, resume
VENCLEXTA therapy at the same dose
and the duration reduced by 7 days for

each subsequent cycle.

“Adverse reactions were graded using NCI CTCAE version 4.0,

2.4 Dosage Modifications for Concomitant Use with Strong or Moderate CYP3A Inhibitors

or P-gp Inhibitors

Table 7 describes VENCLEXTA contraindication or dosage modification based on concomitant
use with a strong or moderate CYP3A inhibitor or P-gp inhibitor [see Drug Interactions (7.1)] at
initiation, during, or after the ramp-up phase.

Resume the VENCLEXTA dosage that was used prior to concomitant use of a strong or
moderate CYP3A inhibitor or P-gp inhibitor 2 to 3 days after discontinuation of the inhibitor
[see Dosage and Administration (2.3) and Drug Interactions (7.1)].

Table 7. Management of Potential VENCLEXTA Interactions with CYP3A and P-gp

Inhibitors
Coadministered Initiation and Steady Daily Dose
drug Ramp-Up Phase (After Ramp-Up Phase)”

Posaconazole

CLL/SLL [|Contraindicated

AML Day I - 10 mg
Day2-20mg

Reduce VENCLEXTA dose to 70 mg.
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Day 3 —~ 50 mg
Day 4 —70 mg
CLL/SLL [Contraindicated
AML Day 1~ 10m
.Oth.e:: strong CYP3A Dai 2-20 mg Reduce VENCLEXTA dose to 100 mg.
inhibitor
Day3—-50mg
Day 4 — 100 mg
Moderate CYP3A
inhibitor Reduce the VENCLEXTA dose by at least 50%.
P-gp inhibitor
“In patients with CLL/SLL, consider alternative medications or reduce the VENCLEXTA dose
as described in Table 7.

2.5 Missed Dose

If the patient misses a dose of VENCLEXTA within 8 hours of the time it is usually taken, the
patient should take the missed dose as soon as possible and resume the normal daily dosing
schedule. If a patient misses a dose by more than 8 hours, the patient should not take the missed
dose and should resume the usual dosing schedule the next day.

[f the patient vomits following dosing, no additional dose should be taken that day. The next
prescribed dose should be taken at the usual time.

3 DOSAGE FORMS AND STRENGTHS

Table 8. VENCLEXTA Tablet Strength and Description

Tablet Strength Description of Tablet

Round, biconvex shaped, pale yellow film-coated

10 mg tablet debossed with “V* on one side and “10” on the
other side
Oblong, biconvex shaped, beige film-coated tablet

50 mg debossed with “V* on one side and “50” on the other
side
Oblong, biconvex shaped, pale yellow film-coated

100 mg tablet debossed with “V”” on one side and “100” on the
other side

4 CONTRAINDICATIONS

Concomitant use of VENCLEXTA with strong CYP3A inhibitors at initiation and during the
ramp-up phase is contraindicated in patients with CLL/SLL due to the potential for increased risk
of tumor lysis syndrome [see Dosage and Administration (2.4) and Drug Interactions (7.1)].



S WARNINGS AND PRECAUTIONS

5.1 Tumor Lysis Syndrome

Tumor lysis syndrome (TLS), including fatal events and renal failure requiring dialysis, has
occurred in patients with high tumor burden when treated with VENCLEXTA [see Adverse
Reactions (6.1, 6.2)].

In patients with CLL who followed the current (5 week) dose ramp-up and the TLS prophylaxis
and monitoring measures, the rate of TLS was 2% in the VENCLEXTA CLL monotherapy
studies. The rate of TLS remained consistent with VENCLEXTA in combination with
obinutuzumab or rituximab. With a 2 to 3 week dose ramp-up and higher starting dose in patients
with CLL/SLL, the TLS rate was 13% and included deaths and renal failure [see Adverse
Reactions (6.1)].

VENCLEXTA can cause rapid reduction in tumor and thus poses a risk for TLS at initiation and
during the ramp-up phase. Changes in blood chemistries consistent with TLS that require prompt
management can occur as early as 6 to 8 hours following the first dose of VENCLEXTA and at
cach dose increase.

The risk of TLS is a continuum based on multiple factors, including tumor burden and
comorbidities. Reduced renal function further increases the risk. Patients should be assessed for
risk and should receive appropriate prophylaxis for TLS, including hydration and anti-
hyperuricemics. Monitor blood chemistries and manage abnormalities promptly. Interrupt dosing
if needed. Employ more intensive measures (intravenous hydration, frequent monitoring,
hospitalization) as overall risk increases [see Dosage and Administration (2.2, 2.3) and Use in
Specific Populations (8.6)].

Concomitant use of VENCLEXTA with P-gp inhibitors or strong or moderate CYP3A inhibitors
increases venetoclax exposure, may increase the risk of TLS at initiation and during ramp-up
phase and requires VENCLEXTA dose adjustment [see Dosage and Administration (2.4) and
Drug Interactions (7.1)].

5.2 Neutropenia

In patients with CLL, Grade 3 or 4 neutropenia developed in 63% to 64% of patients and Grade
4 neutropenia developed in 31% to 33% of patients treated with VENCLEXTA in combination
and monotherapy studies (see Tables 10, 12, 14). Febrile neutropenia occurred in 4% to 6% of
patients treated with VENCLEXTA in combination and monotherapy studies [see Adverse
Reactions (6.1)].

In patients with AML, baseline neutrophil counts worsened in 97% to 100% of patients treated
with VENCLEXTA in combination with azacitidine or decitabine or low-dose cytarabine.
Neutropenia can recur with subsequent cycles of therapy.

Monitor complete blood counts throughout the treatment period. Interrupt dosing or reduce dose
for severe neutropenia. Consider supportive measures including antimicrobials for signs of
infection and use of growth factors (e.g., G-CSF) fsee Dosage and Administration (2.3)].



5.3 Infections

Fatal and serious infections such as pneumonia and sepsis have occurred in patients treated with
VENCLEXTA [see ddverse Reactions (6.1)]. Monitor patients closely for signs and symptoms
of infection and treat promptly. Withhold VENCLEXTA for Grade 3 and higher infection [see
Dosage and Administration (2.3)].

5.4 Immunization

Do not administer live attenuated vaccines prior to, during, or afier treatment with
VENCLEXTA until B-cell recovery occurs. The safety and efficacy of immunization with live
attenuated vaccines during or following VENCLEXTA therapy have not been studied. Advise
patients that vaccinations may be less effective.

5.5 Embryo-Fetal Toxicity

Based on its mechanism of action and findings in animals, VENCLEXTA may cause embryo-
fetal harm when administered to a pregnant woman. In an embryo-fetal study conducted in mice,
administration of venetoclax to pregnant animals at exposures equivalent to that observed in
patients at a dose of 400 mg daily resulted in post-implantation loss and decreased fetal weight.
There are no adequate and well-controlled studies in pregnant women using VENCLEXTA.
Advise females of reproductive potential to avoid pregnancy during treatment. If VENCLEXTA
is used during pregnancy or if the patient becomes pregnant while taking VENCLEXTA, the
patient should be apprised of the potential hazard to the fetus fsee Use in Specific Populations

E.1)].

6 ADVERSE REACTIONS

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

* Tumor Lysis Syndrome [see Warnings and Precautions (5.1)]

» Neutropenia [see Warnings and Precautions (5.2)]

» Infections [see Warnings and Precautions (5.3)]

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

6.1 Clinical Trial Experience with CLL/SLL
CLL14

The safety of VENCLEXTA in combination with obinutuzumab (VEN+G) versus obinutuzumab
in combination with chlorambucil (GClb) was evaluated in a randomized, open-label, actively
controlled trial in patients with previously untreated CLL.

Patients randomized to the VEN+G arm were treated with VENCLEXTA and obinutuzumab in
combination for six cycles, then with VENCLEXTA as monotherapy for an additional six cycles.
Patients initiated the first dose of the 5 week ramp-up for VENCLEXTA on Day 22 of Cycle 1
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and once completed, continued VENCLEXTA 400 mg once daily for a total of 12 cycles. Details
of the study treatment are described in Section 14 [see Clinical Studies (14.1)]. The trial required
a total Cumulative Illness Rating Scale (CIRS) >6 or CLcr <70 mL/min, hepatic transaminases
and total bilirubin <2 times upper limit of normal, and excluded patients with any individual
organ/system impairment score of 4 by CIRS except eye, ear, nose, and throat organ system.,

A total of 426 patients were treated (212 with VEN+G, 214 with GClb). The median duration of
exposure to VENCLEXTA was 10.5 months (range: 0 to 13.5 months). The median number of
cycles was 6 for obinutuzumab and 12 for chlorambucil.

In the VEN+G arm, fatal adverse reactions that occurred in the absence of disease progression
and with onset within 28 days of the last study treatment were reported in 2% (4/212) of patients,
most often from infection. Serious adverse reactions were reported in 49% of patients in the
VEN+G arm, most often due to febrile neutropenia and pneumonia (5% each).

In the VEN+G arm, adverse reactions led to treatment discontinuation in 16% of patients, dose
reduction in 21%, and dose interruption in 74%. In the VEN+G arm, neutropenia led to dose
interruption of VENCLEXTA in 41% of patients, reduction in 13%, and discontinuation in 2%.

Table 9 and Table 10 present adverse reactions and laboratory abnormalities identified in the
CLL 14 trial, respectively. The most common (>15%) adverse reactions observed with VEN+G
were neutropenia, diarrhea, fatigue, nausea, anemia, and upper respiratory tract infection.

Table 9: Common (=10%) Adverse Reactions in Patients Treated with VEN+G

VENCLEXTA + Obinutuzumab | Obinutuzumab + Chlorambucil
Adverse Reaction by (N =212) {N=214)
Body System All Grades Grade >3 All Grades Grade >3
0 o 0 b % %

Blood & lymphatic system disorders

Neutropenia® 60 56 62 52

Anemia® 17 3 20 7
Gastrointestinal disorders

Diarrhea 28 4 15 I

Nausea 19 0 22 1

Constipation 13 0 9 0

Vomiting 10 I 8 I
General disorders and administration site conditions

Fatigue® 21 2 23 1

Infections and Infestations

Upper respiratory

tract infection® 17 1 17 |

"Includes multiple adverse reaction terms.

Other clinically important adverse reactions (all Grades) reported in <10% of patients treated
with VEN+G are presented below:



Blood & Iymphatic system disorders: febrile neutropenia (6%)

Infection and infestations (all include multiple adverse reaction terms): pneumonia (9%),
urinary tract infection (6%), sepsis (4%)

Metabolism and nutrition disorder: tumor lysis syndrome (1%)

During treatment with single agent VENCLEXTA after completion of VEN+G combination
treatment, the most common all grade adverse reaction (>10% patients) reported was neutropenia
(26%). The most common grade >3 adverse reactions (>2% patients) were neutropenia (23%),
and anemia (2%).

Table 10: New or Worsening Clinically Important Laboratory Abnormalities Oc¢curring at
>10% in Patients Treated with VEN+G

VENCLEXTA + Obinutuzumab +
Obinutuzumab Chlerambucil
(N=212) (N=1214)

Laboratory All Grades | Grade3 or4 | Ali Grades | Grade 3 or 4
Abnormality” (%) (%) (%) (%)
Hematology
Leukopenia 90 46 89 41
Lymphopenia 87 57 87 51
Neutropenia 83 63 79 56
Thrombocytopenia 68 28 71 26
Anemia 53 15 46 11
Chemistry
Blood creatinine increased 80 6 74 2
Hypocalcemia 67 9 58 4
Hyperkalemia 41 4 35 3
Hyperuricemia 38 38 38 38

unknown.

“Includes laboratory abnormalities that were new or worsening, or with worsening from baseline

Grade 4 laboratory abnormalities developing in >2% of patients treated with VEN+G include
neutropenia (32%), leukopenia and lymphopenia (10%), thrombocytopenia (8%), hypocalcemia
(8%), hyperuricemia (7%), blood creatinine increased (3%), hypercalcemia (3%), and

hypokalemia (2%).
MURANO

The safety of VENCLEXTA in combination with rituximab (VEN+R) versus bendamustine in
combination with rituximab (B+R), was evaluated in an open-label randomized study, in patients
with CLL who had received at least one prior therapy.

Patients randomized to VEN+R completed the scheduled ramp-up (5 weeks) and received
VENCLEXTA 400 mg once daily in combination with rituximab for 6 cycles followed by single
agent VENCLEXTA for a total of 24 months after ramp-up. Patients randomized to B4R
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received 6 cycles (28 days per cycle) for a total of 6 months. Details of the study treatment are
described in Section 14 fsee Clinical Studies (14.1)].

At the time of analysis, the median duration of exposure was 22 months in the VEN+R arm
compared with 6 months in the B+R arm.

In the VEN+R arm, fatal adverse reactions that occurred in the absence of disease progression
and within 30 days of the last VENCLEXTA treatment and/or 90 days of last rituximab were

reported in 2% (4/194) of patients. Serious adverse reactions were reported in 46% of patients in

the VEN+R arm, with most frequent (>5%) being pneumonia (9%).

In the VEN+R arm, adverse reactions led to treatment discontinuation in 16% of patients, dose
reduction in 15%, and dose interruption in 71%. In the B+R arm, adverse reactions led to
treatment discontinuation in 10% of patients, dose reduction in 15%, and dose interruption in
40%. In the VEN+R arm, neutropenia led to dose interruption of VENCLEXTA in 46% of
patients and discontinuation in 3%, and thrombocytopenia led to discontinuation in 3% of
patients.

Table 11 and Table 12 present adverse reactions and laboratory abnormalities, respectively,
identified in the MURANO trial. The MURANO trial was not designed to demonstrate a
statistically significant difference in adverse reaction rates for VEN+R as compared with B+R,
for any specific adverse reaction or laboratory abnormality.

Table 11. Common (=10%} Adverse Reactions Reported with >5% Higher All-Grade or
>2% Higher Grade >3 Incidence in Patients Treated with VEN+R Compared with B+R

VENCLEXTA -+ Rituximab
Followed by Single Agent
VENCLEXTA Bendamustine 4+ Rituximab
(N =194) (N =188)

Adverse Reaction by All Grades Grade >3 All Grades Grade >3
Body System (%) (%) (%) (%)
Blood & lymphatic system disorders

Neutropenia® | 65 | 62 | 50 | 44
Gastrointestinal disorders

Diarrhea | 40 | 3 | 17 l i
Infections & infestations

Upper respirator;

tr:cpt infecl’ziona ’ 39 2 23 2

Lowefr respiragory 18 2 10 2

tract infection

Musculoskeletal and connective tissue disorders

Musculoskeletal pain® 19 1 13 0
Metabolism and nutrition disorders

Tumor lysis 3 3 : |

syndrome




|ainc]udes multiple adverse reaction terms.

Other adverse reactions (all Grades) reported in >10% of patients in the VEN+R arm in
MURANO, and other important adverse reactions are presented below:

Blood & lymphatic system disorders: anemia (16%), thrombocytopenia (15%), febrile
neufropenia (4%)

Gastrointestinal disorders: nausea (21%), constipation (14%), abdominal pain (13%),
mucositis (10%), vomiting (8%)

Respiratory disorders: cough (22%)

General disorders and administration site conditions: fatigue (22%), pyrexia (15%)
Skin disorders: rash (13%)

Nervous system and psychiatric disorders: headache (11%), insomnia (11%)
Infections & infestations: pneumonia (10%), sepsis (1%)

During treatment with single agent VENCLEXTA afier completion of VEN+R combination
treatment, the most commeon all grade adverse reactions (>10% patients) reported were upper
respiratory tract infection (21%), diarrhea (19%), neutropenia (16%), and lower respiratory tract
infections (11%).The most common grade 3 or 4 adverse reaction (>2% patients) were
neutropenia (12%) and anemia (3%).

Laboratory Abnormalities

Table 12 describes common treatment-emergent laboratory abnormalities identified in the
MURANO trial.

Table 12. Common (=10%) New or Worsening Laboratory Abnormalities Occurring at
25% (Any Grade) or >22% (Grade 3 or 4) Higher Incidence with VEN+R Compared with
B+R

VENCLEXTA + Rituximab Bendamustine + Rituximab
N=194 =188

Laboratory All Grades® | Grade3or4 | All Grades' | Grade3or4
Abnormality (%o) (%) (%) (%)
Hematology
Leukopenia 89 46 81 35
Lymphopenia 87 56 79 55
Neutropenia 86 64 84 59
Chemistry
Hypocalcemia 62 5 51 2
Hypophosphatemia 57 14 35 4
AST/SGOT increased 46 2 31 3
Hyperuricemia 36 36 33 33
Alkaline phosphatase 35 1 20 1




increased

Hyperbilirubinemia 33 4 26 3
Hyponatremia 30 6 20 3
Hypokalemia 29 6 18 3
Hyperkalemia 24 3 19 2
Hypernatremia 24 | 13 0
Hypoglycemia 16 2 7 0

‘Includes laboratory abnormalities that were new or worsening, or with worsening from baseline
unknown.

New Grade 4 laboratory abnormalities reported in >2% of patients treated with VEN+R included
neutropenia (31%), lymphopenia (16%), leukopenia (6%), thrombocytopenia (6%),
hyperuricemia (4%), hypocalcemia (2%), hypoglycemia (2%), and hypermagnesemia (2%).

Monotherapy Studies (M13-982, M14-032. and M12-175)

The safety of single agent VENCLEXTA at the 400 mg recommended daily dose following a
dose ramp-up schedule is based on pooled data from three single-arm trials (M13-982, M14-032,
and M12-175). In the pooled dataset, consisting of 352 patients with previously treated CLL or
SLL, the median age was 66 years (range: 28 to 85 years), 93% were white, and 68% were male.
The median number of prior therapies was 3 (range: 0 to 15). The median duration of treatment
with VENCLEXTA at the time of data analysis was 14.5 months (range: 0 to 50 months). Fifty-
two percent of patients received VENCLEXTA for more than 60 weeks,

Fatal adverse reactions that occurred in the absence of disease progression and within 30 days of
venetoclax treatment were reported in 2% of patients in the VENCLEXTA monotherapy studies,
most commonly (2 patients) from septic shock. Serious adverse reactions were reported in 52%
of patients, with the most frequent (>5%) being pneumonia (9%), febrile neutropenia (5%), and
sepsis (5%).

Adverse reactions led to treatment discontinuation in 9% of patients, dose reduction in 13%, and
dose interruption in 36%. The most frequent adverse reactions leading to drug discontinuation
were thrombocytopenia and autoimmune hemolytic anemia. The most frequent adverse reaction
(=5%) leading to dose reductions or interruptions was neutropenia (8%).

Adverse reactions identified in these trials of single-agent VENCLEXTA are presented in Table
13.

Table 13. Adverse Reactions Reported in >10% (Any Grade) or >5% (Grade >3) of
Patients with Previously Treated CLL/SLL (VENCLEXTA Monotherapy)

Any Grade | Grade >3
(%) (Vo)
Body System Adverse Reaction N=352 N=352
Blood and lvmnhat: Neutropenia® 50 45
iood and lymp hatic system Anemia® 33 13
disorders —
Thrombocytopenia 29 20
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Lymphopenia® 11 7
Febrile neutropenia 6 6
Diarrhea 43 3
Nausea 42 1
. - ﬂ
Gastrointestinal disorders Abdo‘n.lmal par 18 3
Vomiting 16 1
Constipation 16 <l
Mucositis® 13 <l
G { disord i Fatigue® 32 4
cneral fisordels anc Edema® 22 2
administration site conditions -
Pyrexia 18 <1
Upper respiratory tract
. . a 36 1
infection
Infections and infestations Pneumonia® 14 8
Lower respiratory tract
. . g h 2
infection
Musculoskeletal and Musculoskeletal pain® 29 2
connective tissue disorders Arthralgia 12 <l
. Headach 18 <]
Nervous system disorders D?;zii(;s:“ ”
Respiratory, thoracic, and Cough® 22 0
mediastinal disorders Dyspnea® 13 |
Skin and subcutaneous tissue disorders Rash® 18 <1
Adverse Reactions graded using NCI Common Terminology Criteria for Adverse Events version
4.0,
"Includes multiple adverse reaction terms.

Laboratory Abnormalities

Table 14 describes common laboratory abnormalities reported throughout treatment that were
new or worsening from baseline. The most common (>5%) Grade 4 laboratory abnormalities
observed with VENCLEXTA monotherapy were hematologic laboratory abnormalities,
including neutropenia (33%), leukopenia (11%), thrombocytopenia (15%), and lymphopenia
(9%).

Table 14. New or Worsening Laboratory Abnormalities with VENCLEXTA Monotherapy
(>40% Any Grade or >10% Grade 3 or 4)

All Grades® Grade 3 or4
(%o) (o)
Laboratory Abnormality N=352 N=352
Hematology
Leukopenia 89 | 42
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Neutropenia 87 63
Lymphopenia 74 40
Anemia 71 26
Thrombocytopenia 64 31
Chemistry
Hypocalcemia 87 12
Hyperglycemia 67 7
Hyperkalemia 59 5
AST increased 53 3
Hypoalbuminemia 49 2
Hypophosphatemia 45 11
Hyponatremia 40 9

“Includes laboratory abnormalities that were new or worsenin , OF worsening from baseline
g
unknown.

Important Adverse Reactions

Tumor Lysis Syndrome
Tumor lysis syndrome is an important identified risk when initiating VENCLEXTA.
CLLI4

The incidence of TLS was 1% (3/212) in patients treated with VEN+G [see Warnings and
Precautions (3.1)]. All three events of TLS resolved and did not lead to withdrawal from the
study. Obinutuzumab administration was delayed in two cases in response to the TLS events.

MURANQ

In the open-label randomized phase 3 study, the incidence of TLS was 3% (6/194) in patients
treated with VEN+R. After 77/389 patients were enrolled in the study, the protocol was amended
to incorporate the current TLS prophylaxis and monitoring measures described in sections 2.1
and 2.2 [see Dosage and Administration (2.1, 2.2)]. All events of TLS occurred during the
VENCLEXTA ramp-up period and were resolved within two days. All six patients completed
the ramp-up and reached the recommended daily dose of 400 mg of VENCLEXTA. No clinical
TLS was observed in patients who followed the current S-week ramp-up schedule and TLS
prophylaxis and monitoring measures described in sections 2.1 and 2.2 fsee Dosage and
Administration (2.1, 2.2)]. Rates of laboratory abnormalities relevant to TLS for patients treated
with VEN+R are presented in Table 12.

Monotherapy Studies (M13-982 and M14-032)

In 168 patients with CLL treated according to recommendations described in sections 2.1 and
2.2, the rate of TLS was 2% [see Dosage and Administration (2.1, 2.2)]. All events either met
laboratory TLS criteria (laboratory abnormalities that met >2 of the following within 24 hours of
each other: potassium >6 mmol/L, uric acid >476 umol/L, calcium <1.75 mmol/L, or phosphorus
>1.5 mmol/L); or were reported as TLS events. The events occurred in patients who had a lymph
node(s) =5 cm and/or ALC >25 x 10°/L. All events resolved within 5 days. No TLS with clinical
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consequences such as acute renal failure, cardiac arrhythmias or sudden death and/or seizures
was observed in these patients. All patients had CLer >50 mL/min. Laboratory abnormalities
relevant to TLS were hyperkalemia (17% all Grades, 1% Grade >3), hyperphosphatemia (14%
all Grades, 2% Grade >3), hypocalcemia (16% all Grades, 2% Grade >3), and hyperuricemia
(10% all Grades, <1% Grade >3).

In the initial Phase 1 dose-finding trials, which had shorter (2-3 week) ramp-up phase and higher
starting doses, the incidence of TLS was 13% (10/77; 5 laboratory TLS, 5 clinical TLS),
including 2 fatal events and 3 events of acute renal failure, 1 requiring dialysis. After this
experience, TLS risk assessment, dosing regimen, TLS prophylaxis and monitoring measures
were revised [see Dosage and Administration (2.1, 2.2)].

6.2 Clinical Trial Experience with AML

The safety of VENCLEXTA (400 mg daily dose) in combination with azacitidine (n=67) or
decitabine (n= 13) and VENCLEXTA (600 mg daily dose) in combination with low-dose
cytarabine (n= 61) is based on two non-randomized trials of patients with newly-diagnosed AML
[see Clinical Studies (14.3)]. The median duration of exposure for patients taking VENCLEXTA
in combination with azacitidine and decitabine was 6.5 months (range: 0.1 to 31.9 months) and
8.4 months (range: 0.5 to 22.3 months), respectively. The median duration of exposure for
patients taking VENCLEXTA in combination with low dose cytarabine was 3.9 months (range:
0.2 to 29.2 months),

VENCLEXTA in Combination with Azacitidine or Decitabine
Azacitidine

The most common adverse reactions (>30%) of any grade were nausea, diarrhea, constipation,
neutropenia, thrombocytopenia, hemorrhage, peripheral edema, vomiting, fatigue, febrile
neutropenia, rash, and anemia,

Serious adverse reactions were reported in 75% of patients. The most frequent serious adverse
reactions (5%) were febrile neutropenia, pneumonia (excluding fungal), sepsis (excluding
fungal), respiratory failure, and multiple organ dysfunction syndrome.

The incidence of fatal adverse drug reactions was 1.5% within 30 days of starting treatment. No
reaction had an incidence of >2%.

Discontinuations due to adverse reactions occurred in 21% of patients. The most frequent
adverse reactions leading to drug discontinuation (>2%) were febrile neutropenia and pneumonia
(excluding fungal).

Dosage interruptions due to adverse reactions occurred in 61% of patients. The most frequent
adverse reactions leading to dose interruption (>5%) were neutropenia, febrile neutropenia, and
pneumonia (excluding fungal).

Dosage reductions due to adverse reactions occurred in 12% of patients. The most frequent
adverse reaction leading to dose reduction (>5%) was neutropenia.

Decitabine



The most common adverse reactions (>30%) of any grade were febrile neutropenia, constipation,

fatigue, thrombocytopenia, abdominal pain, dizziness, hemorrhage, nausea, pneumonia
(excluding fungal), sepsis (excluding fungal), cough, diarrhea, neutropenia, back pain,
hypotension, myalgia, oropharyngeal pain, peripheral edema, pyrexia, and rash,

Serious adverse reactions were reported in 85% of patients. The most frequent serious adverse
reactions (=5%) were febrile neutropenia, sepsis (excluding fungal), pneumonia (excluding
fungal), diarrhea, fatigue, cellulitis, and localized infection.

One (8%) fatal adverse drug reaction of bacteremia occurred within 30 days of starting

treatment.

Discontinuations due to adverse reactions occurred in 38% of patients. The most frequent
adverse reaction leading to drug discontinuation (>5%) was pneumonia (excluding fungal).

Dosage interruptions due to adverse reactions occurred in 62% of patients. The most frequent
adverse reactions leading to dose interruption (>5%) were febrile neutropenia, neutropenia, and
pneumonia {excluding fungal).

Dosage reductions due to adverse reactions occurred in 15% of patients. The most frequent
adverse reaction leading to dose reduction (>5%) was neutropenia.

Adverse reactions reported in patients with newly-diagnosed AML using VENCLEXTA in
combination with azacitidine or decitabine are presented in Table 15.

Table 15. Adverse Reactions Reported in >30% (Any Grade) or >5% (Grade >3) of
Patients with AML Treated with VENCLEXTA in Combination with Azacitidine or

Decitabine
VENCLEXTA in VENCLEXTA in
Combinatien with Combination with
) Azacitidine Decitabine
Body System Adverse Reaction Any Grade | Grade >3 | Any Grade | Grade >3
(%) (o) (o) (%)
N =67 N=67 N=13 N=13
Thrombocytopenia® 49 45 54 54
Eﬂ‘;‘;ﬁ;‘:ﬁ ystem  [Neutropeni’ 49 49 38 38
disorders Febrile neutropenia 36 36 69 69
Anemia® 30 30 15 15
Nausea 58 1 46 0
. _ Diarrhea 54 3 38 8
G.astromtestmal Constipation 49 3 62 0
disorders —
Vomiting” 40 0 23 0
Abdominal pain® 22 4 46 0
General disorders  |Peripheral edema® 46 1 31 0
and Fatigue® 36 7 62 15
administration sit¢  [Pyrexia 21 3 k3 0
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conditions Cachexia 0 0 8 8
Multiple organ
dysfunction 6 0 0 0
syndrome
Pneumonia
(excluding fungal)® 21 25 46 31
Sepsis
. . 13 13 46 46
Infections and (excluding fungal)®
infestations ?erafy tract 16 6 23 0
infection
Cellulitis 6 0 15 8
Localized infection 0 0 8 8
Musculoskeletal Back pain 15 0 31 0
and connective .
tissue disorders Myalgia 1o 0 31 0
Nervous system Dizziness" 28 | 46 0
disorders
Skin and
subcutaneous Rash® 33 ! 31 0
tissue disorders
Respiratory’ Cougha 25 0 38 0
thoracic and Hypoxia 18 6 15 0
mediastinal Oropharyngeal
disorders pain 9 0 31 0
Vaseul Hemorrhage® 46 7 46 0
ascular —a
disorders H ypotensr?n 21 6 31 0
Hypertension 12 7 i5 8

Adverse Reactions graded using NCI Common Terminology Criteria for Adverse Events version
4.0.
“Includes multiple adverse reaction terms.

Laboratory Abnormalities

Table 16 describes common laboratory abnormalities reported throughout treatment that were
new or worsening from baseline,

Table 16. New or Worsening Laboratory Abnormalities with VENCLEXTA Reported in
>40% (Any Grade) or 210% (Grade 3 or 4) of Patients with AML Treated with
VENCLEXTA in Combination with Azacitidine or Decitabine

VENCLEXTA in VENCLEXTA in
Combination with Azacitidine Combination with Decitabine

Laboratory

Abnormality Any Grade® | Grade3or4" | Any Grade® | Grade3 or4"

(%) (%) (%) (%)
N =67 N =67 N=13 N=13




Hematology
Neutropenia 100 100 100 100
Leukopenia 100 98 100 100
Thrombocytopenia 91 78 83 33
Lymphopenia 38 73 100 92
Anemia 57 57 69 69
Chemistry
Hyperglycemia 75 12 69 0
Hypocalcemia 58 7 85 0
Hypoalbuminemia 52 4 38 8
Hypokalemia 49 7 46 0
Hyponatremia 49 4 38 0
Hypophosphatemia 46 I5 23 8
Hyperbilirubinemia 45 9 46 15
Hypomagnesemia 21 0 54 8
“Includes laboratory abnormalities that were new or worsening, or worsening from baseline
unknown.

VENCLEXTA in Combination with Low-Dose Cytarabine

The most common adverse reactions (=30%) of any grade were nausea, thrombocytopenia,
hemorrhage, febrile neutropenia, neutropenia, diarrhea, fatigue, constipation, and dyspnea.

Serious adverse reactions were reported in 95% of patients. The most frequent serious adverse
reactions (>5%) were febrile neutropenia, sepsis (excluding fungal), hemorrhage, pneumonia
{(excluding fungal), and device-related infection,

The incidence of fatal adverse drug reactions was 4,9% within 30 days of starting treatment with
no reaction having an incidence of >2%.

Discontinuations due to adverse reactions occurred in 33% of patients. The most frequent
adverse reactions leading to drug discontinuation (>2%) were hemorrhage and sepsis (excluding
fungal).

Dosage interruptions due to adverse reactions occurred in 52% of patients. The most frequent
adverse reactions leading to dose interruption (>5%) were thrombocytopenia, neutropenia, and
febrile neutropenia.

Dosage reductions due to adverse reactions occurred in 8% of patients. The most frequent
adverse reaction leading to dose reduction (>2%) was thrombocytopenia.

Adverse reactions reported in patients with newly-diagnosed AML receiving VENCLEXTA in
combination with low-dose cytarabine are presented in Table 17.

Table 17. Adverse Reactions Reported in >30% (Any Grade) or >5% (Grade >3) of
Patients with AML Treated with VENCLEXTA in Combination with Low-Dose
Cytarabine
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Any Grade | Grade =3
Body System Adverse Reaction (%) {%0)
N =61 N=61
Thrombocytopenia® 59 59
Blood and lymphatic system Neutropenia® 46 46
disorders Febrile neutropenia 46 44
Anemia® 26 26
Nausea 64 2
Gastrointestinal disorders Diarrhea 44 3
Constipation 33 0
General disorders and .
administration site conditions Fatigue’ a4 10
Sepsis® 20 18
Infections and infestations Pneumonia 18 16
Device related infection 13 11
Urinary tract infection 8 7
l':.ieiabolic and nutritional Decreased appetite® 28 7
isorders
Respiratory disorders Dyspnea® 31 3
Hemorrhage® 49 15
Vascular disorders Hypotension® 21 7
Hypertension 15 8

Adverse Reactions graded using NCI Common Terminology Criteria for Adverse Events version

4.0.

“Includes multiple adverse reaction terms.

Laboratory Abnormalities

Table 18 describes common laboratory abnormalities reported throughout treatment that were

new or worsening from baseline,

Table 18. New or Worsening Laboratory Abnormalities with VENCLEXTA Reported in
>40% (Any Grade) or 210% (Grade 3 or 4) of Patients with AML Treated with
VENCLEXTA in Combination with Low-Dose Cytarabine

All Grades® Grade3 or 4’
Laboratory Abnormality (%) (%)
N=61 N =61
Hematology

Thrombocytopenia 100 96
Neutropenia 96 96
Leukopenia 96 96
Lymphopenia 93 66
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Anemia 61 59

Chemistry
Hyperglycemia 85 8
Hypocalcemia 79 16
Hyponatremia 62 11
Hyperbilirubinemia 57 3
Hypoalbuminemia 59 5
Hypokalemia 56 20
Hypophosphatemia 51 21
Hypomagnesemia 46 0
Blood creatinine increased 46 3
Blood bicarbonate decreased 41 0

“Includes laboratory abnormalities that were new or worsening, or worsening from baseline
unknown.

Tumor Lysis Syndrome

Tumor lysis syndrome is an important risk when initiating treatment in patients with AML. The

incidence of TLS was 3% (2/61) with VENCLEXTA in combination with low-dose cytarabine
with implementation of dose ramp-up schedule in addition to standard prophylaxis and
monitoring measures. All events were laboratory TLS, and all patients were able to reach the
target dose.

7 DRUG INTERACTIONS

7.1 Effects of Other Drugs on VENCLEXTA
Strong or Moderate CYP3A Inhibitors or P-op Inhibitors

Concomitant use with a strong or moderate CYP3A inhibitor or a P-gp inhibitor increases
venetoclax Cy,y and AUC ¢ fsee Clinical Pharmacology (12.3}], which may increase
VENCLEXTA toxicities, including the risk of TLS [see Warnings and Precautions (5)].

Concomitant use with a strong CYP3A inhibitor at initiation and during the ramp-up phase in
patients with CLL/SLL is contraindicated [see Contraindications (4)].

In patients with CLL/SLL taking a steady daily dosage (after ramp-up phase), consider
alternative medications or adjust VENCLEXTA dosage and closely monitor for signs of
VENCLEXTA toxicities [see Dosage and Administration (2.3, 2.4)].

In patients with AML, adjust VENCLEXTA dosage and closely monitor for signs of
VENCLEXTA toxicities [see Dosage and Administration (2.3, 2.4)].

Resume the VENCLEXTA dosage that was used prior to concomitant use with a strong or
moderate CYP3A inhibitor or a P-gp inhibitor 2 to 3 days after discontinuation of the inhibitor
[see Dosage and Administration (2.3, 2.4}].
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Avoid grapefruit products, Seville oranges, and starfruit during treatment with VENCLEXTA, as
they contain inhibitors of CYP3A.

Strong or Moderate CYP3A Inducers

Concomitant use with a strong CYP3A inducer decreases venetoclax Cpay and AUCiy¢ fsee
Clinical Pharmacology (12,3}], which may decrease VENCLEXTA efficacy. Avoid concomitant
use of VENCLEXTA with strong CYP3A inducers or moderate CYP3A inducers.

7.2 Effect of VENCLEXTA on Other Drugs
Warfarin

Concomitant use of VENCLEXTA increases warfarin Cyay and AUCqyr fsee Clinical
Pharmacology (12.3)], which may increase the risk of bleeding. Closely monitor international
normalized ratio (INR) in patients using warfarin concomitantly with VENCLEXTA,

P-gp Substrates

Concomitant use of VENCLEXTA increases Cpay and AUC iy of P-gp substrates [see Clinical
Pharmacology (12.3)], which may increase toxicities of these substrates. Avoid concomitant use
of VENCLEXTA with a P-gp substrate. If a concomitant use is unavoidable, separate dosing of
the P-gp substrate at least 6 hours before VENCLEXTA.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on VENCLEXTA use in pregnant women to inform a drug-
associated risk of major birth defects and miscarriage. Based on toxicity observed in mice,
VENCLEXTA may cause fetal harm when administered to pregnant women. In mice, venetoclax
was fetotoxic at exposures 1.2 times the human clinical exposure based on AUC at a human dose
of 400 mg daily. If VENCLEXTA is used during pregnancy or if the patient becomes pregnant
while taking VENCLEXTA, the patient should be apprised 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. The background risk in the U.S. general population of major birth defects is
2% to 4% and of miscarriage is 15% to 20% of clinically recognized pregnancies.

Data
Animal data

In embryo-fetal development studies, venetoclax was administered to pregnant mice and rabbits
during the period of organogenesis. In mice, venetoclax was associated with increased post-
implantation loss and decreased fetal body weight at 150 mg/kg/day (maternal exposures
approximately 1.2 times the human AUC exposure at a dose of 400 mg daily). No teratogenicity
was observed in either the mouse or the rabbit.
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8.2 Lactation

Risk Summary

There are no data on the presence of VENCLEXTA in human milk, the effects of VENCLEXTA
on the breastfed chiid, or the effects of VENCLEXTA on milk production. Venetoclax was
present in the milk when administered to lactating rats (see Data).

Because many drugs are excreted in human milk and because the potential for serious adverse
reactions in a breastfed child from VENCLEXTA is unknown, advise nursing women to
discontinue breastfeeding during treatment with VENCLEXTA.

Data
Animal Data

Venetoclax was administered (single dose; 150 mg/kg oral) to lactating rats § to 10 days
parturition. Venetoclax in milk was 1.6 times lower than in plasma. Parent drug (venetoclax)
represented the majority of the total drug-related material in milk, with trace levels of three
metabolites.

8.3 Females and Males of Reproductive Potential

VENCLEXTA may cause fetal harm [see Warnings and Precautions (5.5) and Use in Specific
Populations (8.1)].

Pregnancy Testing

Conduct pregnancy testing in females of reproductive potential before initiation
of VENCLEXTA [see Use in Specific Populations (8.1)].

Contraception

Advise females of reproductive potential to use effective contraception during treatment with
VENCLEXTA and for at least 30 days after the last dose fsee Use in Specific Populations (8.1)].

Infertility

Based on findings in animals, male fertility may be compromised by treatment with
VENCLEXTA fsee Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

Safety and effectiveness have not been established in pediatric patients.

In a juvenile toxicology study, mice were administered venetoclax at 10, 30, or 100 mg/kg/day
by oral gavage from 7 to 60 days of age. Clinical signs of toxicity included decreased activity,
dehydration, skin pallor, and hunched posture at >30 mg/kg/day. In addition, mortality and body
weight effects occurred at 100 mg/kg/day. Other venetoclax-related effects were reversible
decreases in lymphocytes at >10 mg/kg/day; a dose of 10 mg/kg/day is approximately 0.06 times
the clinical dose of 400 mg on a mg/m~ basis for a 20 kg child.

8.5 Geriatric Use
Chranic Lymphocytic Leukemia/Small Lvmphoeytic Lymphoma




Of the 352 patients with previously treated CLL/SLL evaluated for safety from 3 open-label
trials of VENCLEXTA monotherapy, 57% (201/352) were >65 vears of age and 18% (62/352)
were >75 years of age.

No clinically meaningful differences in safety and effectiveness were observed between older
and younger patients in the combination and monotherapy studies.

Acute Myeloid Leukemia

Of the 67 patients treated with VENCLEXTA in combination with azacitidine in the clinical
trial, 96% were >65 years of age and 50% were > 75 years of age. Of the 13 patients treated with
VENCLEXTA in combination with decitabine in the clinical trial, 100% were >65 years of age
and 26% were > 75 years of age. Of the 61 patients treated with VENCLEXTA in combination
with low-dose cytarabine, 97% were =65 years of age and 66% were >75 vyears of age.

The efficacy and safety data presented in the Adverse Reactions and Clinical Studies sections
were obtained from these patients [see Adverse Reactions (6.2) and Clinical Studies (14.2)].
There are insufficient patient numbers to show differences in safety and effectiveness between
geriatric and younger patients.

8.6 Renal Impairment

Due to the increased risk of TLS, patients with reduced renal function (CLcr <80 mL/min,
calculated by Cockcroft-Gault formula) require more intensive prophylaxis and monitoring to
reduce the risk of TLS when initiating treatment with VENCLEXTA [see Dosage and
Administration (2.2, 2.3) and Warnings and Precautions (3.1)].

No dose adjustment is recommended for patients with mild or moderate renal impairment (CLer
> 30 mL/min [see Clinical Pharmacology (12.3)]. A recommended dose has not been
determined for patients with severe renal impairment (CLcr < 30 mL/min) or patients on dialysis.

10 OVERDOSAGE

There is no specific antidote for VENCLEXTA. For patients who experience overdose, closely
monitor and provide appropriate supportive treatment; during ramp-up phase interrupt
VENCLEXTA and monitor carefully for signs and symptoms of TLS along with other toxicities
[see Dosage and Administration (2.2, 2.3)]. Based on venetoclax large volume of distribution
and extensive protein binding, dialysis is unlikely to result in significant removal of venetoclax.

11 DESCRIPTION

Venetoclax is a selective inhibitor of BCL-2 protein. It is a light yellow to dark yellow solid with
the empirical formula C45Hs0CIN;O7S and a molecular weight of 868.44. Venetoclax has very
low agueous solubility. Venetoclax is described chemically as 4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-I-en-1-yljmethyl} piperazin-1-yl)-N-({3-nitro-4-[(tetrahydro-2 H-pyran-4-
ylmethyl)amino]phenyl} sulfonyl)-2-(1 A-pyrrolo[2,3-b]pyridin-5-yloxy)benzamide) and has the
following chemical structure:
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VENCLEXTA tablets for oral administration are supplied as pale yellow or beige tablets that
contain 10, 50, or 100 mg venetoclax as the active ingredient. Each tablet also contains the
following inactive ingredients: copovidone, colloidal silicon dioxide, polysorbate 80, sodium
stearyl fumarate, and calcium phosphate dibasic. In addition, the 10 mg and 100 mg coated
tablets include the following: iron oxide yellow, polyvinyl alcohol, polyethylene glycol, tale, and
titanium dioxide. The 50 mg coated tablets also include the following: iron oxide yellow, iron
oxide red, iron oxide black, polyvinyl alcohol, talc, polyethylene glycol and titanium dioxide.
Each tablet is debossed with “V” on one side and “10”, “50” or “100” corresponding to the tablet
strength on the other side.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Venetoclax is a selective and orally bioavailable small-molecule inhibitor of BCL-2, an anti-
apoptotic protein. Overexpression of BCL-2 has been demonstrated in CLL and AML cells
where it mediates tumor cell survival and has been associated with resistance to
chemotherapeutics. Venetoclax helps restore the process of apoptosis by binding directly to the
BCL-2 protein, displacing pro-apoptotic proteins like BIM, triggering mitochondrial outer
membrane permeabilization and the activation of caspases. In nonclinical studies, venetoclax has
demonstrated cytotoxic activity in tumor cells that overexpress BCL-2.

12.2 Pharmacodynamics

Based on the exposure response analyses for efficacy, a relationship between drug exposure and
a greater likelihood of response was observed in clinical studies in patients with CLL/SLL, and
in patients with AML. Based on the exposure response analyses for safety, a relationship



between drug exposure and a greater likelihood of some safety events was observed in clinical
studies in patients with AML. No exposure-safety relationship was observed in patients with
CLL/SLL at doses up to 1200 mg given as monotherapy and up to 600 mg given in combination
with rituximab.

Cardiac Electrophysiology

The effect of multiple doses of VENCLEXTA up to 1200 mg once daily (2 times the maximum
approved recommended dosage) on the QTc interval was evaluated in an open-label, single-arm
study in 176 patients with previously treated hematologic malignancies. VENCLEXTA had no
large effect on QTc interval (i.e., > 20 ms) and there was no relationship between venetoclax
exposure and change in QTc interval.

12.3 Pharmacokinetics

Venetoclax mean (+ standard deviation) steady state Cpay was 2.1 £ 1.1 meg/mL and AUCo4
was32.8 + 16.9 megeh/mL following administration of 400 mg once daily with a low-fat meal.
Venetoclax steady state AUC increased proportionally over the dose range of 150 to 800 mg
(0.25 to 1.33 times the maximum approved recommended dosage). The pharmacokinetics of
venetoclax does not change over time.

Absorption

Maximum plasma concentration of venetoclax was reached 5 to 8 hours following multiple oral
administration under fed conditions.

Effect of Food

Administration with a low-fat meal (approximately 512 kilocalories, 25% fat calories, 60%
carbohydrate calories, and 15% protein calories) increased venetoclax exposure by
approximately 3.4-fold and administration with a high-fat meal (approximately 753 kilocalories,
55% fat calories, 28% carbohydrate calories, and 17% protein calories) increased venetoclax
exposure by 5.1~ to 5.3-fold compared with fasting conditions.

Distribution

Venetoclax is highly bound to human plasma protein with unbound fraction in plasma <0.01
across a concentration range of 1-30 micromolar (0.87-26 meg/mL). The mean blood-to-plasma
ratio was 0.57. The apparent volume of distribution (Vd/F) of venetoclax ranged from 256-321
L in patients.

Elimination
The terminal elimination half-life of venetoclax was approximately 26 hours,
Metabolism

Venetoclax is predominantly metabolized by CYP3A in vitro. The major metabolite identified in
plasma, M27, has an inhibitory activity against BCL-2 that is at least 38-fold lower than
venetoclax in vitro and its AUC represented 80% of the parent AUC,

Excretion

(78]
[¥%)



After single oral dose of radiolabeled ['"C]-venetoclax 200 mg to healthy subjects, > 99.9% of
the dose was recovered in feces (20.8% as unchanged) and < 0.1% in urine within 9 days.

Specific Populations

No clinically significant differences in the pharmacokinetics of venetoclax were observed based
on age (19 to 90 years), sex, race (White, Black, Asians, and Others), weight, mild to moderate
renal impairment (CLer 30 to 89 mL/min, calculated by Cockeroft-Gault), or mild to moderate
hepatic impairment (normal total bilirubin and aspartate transaminase (AST) > upper limit of
normal (ULN) or total bilirubin [ to 3 times ULN). The effect of severe renal impairment (CLcr
< 30 mL/min), dialysis, or severe hepatic impairment (total bilirubin > 3 times ULN) on
venetoclax pharmacokinetics is unknown.

Drug Interactions Studies

Clinical Studies

No clinically significant differences in venetoclax pharmacokinetics were observed when co-
administered with azacitidine, azithromycin, cytarabine, decitabine, gastric acid reducing agents,
obinutuzumab, or rituximab.

Ketoconazole

Concomitant use of ketoconazole (a strong CYP3A, P-gp and BCRP inhibitor) 400 mg once
daily for 7 days increased venetoclax Cyayx by 130% and AUC;,r by 540% [see Drug Interactions

(7.1)].

Ritonavir

Concomitant use of ritonavir (a strong CYP3A, P-gp and OATP1BI1/B3 inhibitor) 50 mg once
daily for 14 days increased venetoclax Cyay by 140% and AUC by 690% [see Drug Interactions

(7.1)].

Posaconazole

Concomitant use of posaconazole (a strong CYP3A and P-gp inhibitor) 300 mg with venetoclax
50 mg and 100 mg for 7 days resulted in 61% and 86% higher venetoclax Cay, respectively,
compared with venetoclax 400 mg administered alone. The venetoclax AUCa4 was 90% and
144% higher, respectively.

Rifampin

Concomitant use of a single dose of rifampin (an OATPIB1/1B3 and P-gp inhibitor) 600 mg
increased venetoclax Crgx by 106% and AUCiqr by 78%. Concomitant use of multiple doses of
rifampin (as a strong CYP3A inducer) 600 mg once daily for 13 days decreased venetoclax Cinax
by 42% and AUC;;r by 71% [see Drug Interactions (7.1)].

Warfarin

Concomitant use of a single 400 mg dose of venetoclax with 5 mg warfarin resulted in 18% to
28% increase in Ciay and AUC,, of R-warfarin and S-warfarin [see Drug Interactions (7.2}].

Digoxin



Concomitant use of a single dose of venetoclax 100 mg with digoxin (a P-gp substrate) 0.5 mg
increased digoxin Cpay by 35% and AUCinr by 9% [see Drug Interactions (7.2)].

In Vitro Studies

Venetoclax is not an inhibitor or inducer of CYP1A2, CYP2B6, CYP2C19, CYP2D6 or
CYP3A4. Venetoclax is a weak inhibitor of CYP2C8, CYP2C9, and UGTIAL.

Venetoclax is not an inhibitor of UGT 1 A4, UGTI1A6, UGTI1A9, or UGT2R7.
Venetoclax is an inhibitor and substrate of P-gp and BCRP and weak inhibitor of OATPIBI.

Venetoclax is not an inhibitor of OATPIB3, OCTI, OCT2, OATI, OAT3, MATE], or
MATE2K.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted with venetoclax.

Venetoclax was not mutagenic in an in vifro bacterial mutagenicity (Ames) assay, did not induce
numerical or structural aberrations in an /n vitro chromosome aberration assay using human
peripheral blood lymphocytes, and was not clastogenic in an in vivo mouse bone marrow
micronucleus assay at doses up to 835 mg/kg. The M27 metabolite was negative for genotoxic
activity in in vitro Ames and chromosome aberration assays.

Fertility and early embryonic development studies were conducted in male and fermale mice.
These studies evaluate mating, fertilization, and embryonic development through implantation.
There were no effects of venetoclax on estrous cycles, mating, fertility, corpora lutea, uterine
implants or live embryos per litter at dosages up to 600 mg/kg/day. However, a risk to human
male fertility exists based on testicular toxicity (germ cell loss) observed in dogs at exposures as
low as 0.5 times the human AUC exposure at a dose of 400 mg.

13.2 Animal Toxicology and/or Pharmacology

In dogs, venetoclax caused single-cell necrosis in various tissues, including the galibladder,
exocrine pancreas, and stomach with no evidence of disruption of tissue integrity or organ
dysfunction; these findings were minimal to mild in magnitude. Following a 4-week dosing
period and subsequent 4-week recovery period, minimal single-cell necrosis was still present in
some tissues and reversibility has not been assessed following longer periods of dosing or
recovery.

In addition, after approximately 3 months of daily dosing in dogs, venetoclax caused progressive
white discoloration of the hair coat, due to loss of melanin pigment.
14 CLINICAL STUDIES

14.1 Chronic Lymphocytic Leukemia/Small Lymphocytic Lymphoma

Combination Therapy




CLLI4

CLL14 (BO25323) was a randomized (1:1), multicenter, open label, actively controlled, phase 3
trial (NCT02242942) that evaluated the efficacy and safety of VENCLEXTA in combination
with obinutuzumab (VEN+G) versus obinutuzumab in combination with chlorambucil (GClb)
for patients with previously untreated CLL with coexisting medical conditions (total Cumulative
[liness Rating Scale [CIRS] score > 6 or CLer < 70 mL/min). The trial required hepatic
transaminases and total bilirubin <2 times upper limit of normal and excluded patients with
Richter’s transformation or any individual organ/system impairment score of 4 by CIRS except
eye, ear, nose, and throat organ system.

All patients received obinutuzumab at 1000 mg on Day 1 (the first dose could be split as 100 mg
and 900 mg on Days 1 and 2), and on Days 8 and 15 of Cycle 1, and on Day 1 of each
subsequent cycle, for a total of 6 cycles. Patients in the VEN+G arm began the 5-week
VENCLEXTA ramp-up schedule [see Dosage and Administration (2.1, 2.2)] on Day 22 of Cycle
1, and received VENCLEXTA 400 mg once daily from Cycle 3 Day | until the last day of Cycle
12. Patients randomized to the GClb arm received 0.5 mg/kg oral chlorambucil on Day | and
Day 15 of Cycles 1 to 12. Each cycle was 28 days.

A total of 432 patients were randomized, 216 to each study arm. Baseline demographic and
disease characteristics were similar between the study arms. The median age was 72 years
(range: 41 to 89 years), 89% were white, 67% were male; 36% and 43% were Binet stage B and
C, respectively, and 88% had ECOG performance status <2. The median CIRS score was 8.0
(range: 0 to 28) and 58% of patients had CLecr <70 mL/min. A 17p deletion was detected in 8%
of patients, 7P53 mutations in 7%, 11q deletion in 19%, and unmutated JgVH in 57%.

The major efficacy outcome was progression-free survival (PFS) as assessed by an Independent
Review Committee (IRC). The median duration of follow-up for PFS was 28 months (range: 0.1
to 36 months).

Efficacy results for CLL14 are shown in Table 19. The Kaplan-Meier curve for PFS is shown in
Figure 1.

Table 19;: Efficacy Results in CLL14

VENCLEXTA + Obinutuzumab +
Endpoint Obinutuzumab Chlorambucil
(N =216) (N =216)
Progression-free survival®
Number of events, n (%) 29 (13) 79 (37)
Disease progression 14 (6) 71(33)
Death 15(7) 1G]
Median, months Not Reached Not Reached
HR (95% CI)° 0.33 (0.22, 0.51)
p-value® < 0.0001
Response rate’, n (%)
ORR* 183 (85) | 154 (71)




95% CI (79, 89) (65, 77)
CR 100 (46) 47 (22)
CR+CR{ 107 (50) 50 (23)
PR 76 (35) 104 (48)

Cl = confidence interval; HR = hazard ratio; CR = complete remission; CRi = complete
remission with incomplete marrow recovery; PR = partial remission; ORR = overall response
rate (CR + CRi + PR),

“From randomization until earliest event of disease progression or death due to any cause. IRC-
assessed; Kaplan-Meier estimate.

"HR estimate is based on Cox-proportional hazards model stratified by Binet Stage and
geographic region; p-value based on log rank test stratified by the same factors.

“‘Per 2008 International Workshop for Chronic Lymphocytic Leukemia (IWCLL) guidelines.
’p-values based on Cochran-Mantel-Haenszel test; p=0.0007 for ORR; p <0.0001 for CR+CRI.

Figure 1: Kaplan-Meier Curve of IRC-Assessed Progression-free Survival in CLL14

s [ ——

Srnmpunnas. oo S

T v v
fopt % Wi oy P R R BTy Wi
Tyme g T

At the time of analysis, median overall survival (OS) had not been reached, with fewer than 10%
of patients experiencing an event. The median duration of follow-up for OS was 28 months.

Minimal residual disease (MRD) was evaluated using allele-specific oligonucleotide polymerase
chain reaction (ASO-PCR). The definition of negative status was less than one CLL cell per 10*
leukocytes. Rates of MRD negativity 3 months after the completion of treatment regardless of
response and in patients who achieved CR are shown in Table 20. At this assessment, 134
patients in the VEN+G arm who were MRD negative in peripheral blood had matched bone
matrow specimens; of these, 122 patients (91%) were MRD negative in both peripheral blood
and bone marrow.

Table 20: Minimal Residual Disease Negativity Rates Three Months After the Completion
of Treatment in CLL14

VENCLEXTA + Obinutuzumab +
Obinutuzumab Chlorambucil
MRD negativity rate (ITT population)
N | 216 216




Bone marrow, n (%) 123 (57) 37T(17
95% CI (50, 64) (12, 23)
p-value® <0.0001

Peripheral blood, n (%) 163 (76) 76 (35)
95% CI (69, 81) (29, 42)

p-value® <0.0001

MRD negativity rate in patients with CR

N 100 47

Bone marrow, n (%) 69 (69) 21 (45)
95% CI (59, 78) (30, 60)
p-value® 0.0048

Peripheral blood, n (%) 87 (87) 29 (62)
95% CI (79, 93) (46, 75)
p-value® 0.0005

C1 = confidence interval; CR = complete remission.

“p-value based on Chi-square test

Twelve months after the completion of treatment, MRD negativity rates in peripheral blood were
58% (126/216) in patients treated with VEN+G and 9% (20/216) in patients treated with GClb.

MURANO

MURANO was a randomized (1:1), multicenter, open label study (NCT02005471) that evaluated
the efficacy and safety of VENCLEXTA in combination with rituximab (VEN+R) versus
bendamustine in combination with rituximab (B+R) in patients with CLL who had received at
least one line of prior therapy. Patients in the VEN+R arm completed the 5-week ramp-up
schedule [see Dosage and Administration (2.1, 2.2)] and received VENCLEXTA 400 mg once
daily for 24 months from Cycle | Day | of rituximab in the absence of disease progression or
unacceptable toxicity. Rituximab was initiated intravenously after the S-week dose ramp-up at
375 mg/m® on Day 1 of Cycle 1 and 500 mg/m” on Day | of Cycles 2-6. Each cycle was 28 days.
Patients randomized to B+R received bendamustine at 70 mg/m2 on Days 1 and 2 for 6 cycles
(28-day cycle) and rituximab at the above described dose and schedule.

A total of 389 patients were randomized: 194 to the VEN+R arm and 195 to the B+R arm.
Baseline demographic and disease characteristics were similar between the VEN+R and B+R
arms. The median age was 65 years (range: 22-85 years), 97% were white, 74% were male, and
99% had ECOG performance status <2. Median prior lines of therapy was 1 (range: 1-5); 59%
had received | prior therapy, 26% had received 2 prior therapies, and 16% had received 3 or
more prior therapies. Prior therapies included alkylating agents (94%), anti-CD20 antibodies
(77%), B-cell receptor pathway inhibitors (2%), and prior purine analogs (81%, including
fludarabine/cyclophosphamide/rituximab in 55%). A 17p deletion was detected in 24% of
patients, 7P53 mutations in 25%, 11q deletion in 32%, and unmutated /gV'H in 63%.

Efficacy was based on progression-free survival (PFS) as assessed by an Independent Review
Committee (IRC). The median follow-up for PFS was 23.4 months (range: 0 to 37.4+ months).



Efficacy results for MURANO are shown in Table 21. The Kaplan-Meier curve for PFS is shown

in Figure 2.

Table 21. IRC-Assessed Efficacy Results in MURANO

Endpoint VENCLEXTA + Rituximab | Bendamustine + Rituximab
(N=194) (N=195)

Progression-free survival”
Number of events, n (%) 35(18) 106 (54)

Disease progression, n 26 91

Death events, n 9 15

Median, months (95% CI) Not Reached 18.1(15.8,22.3)
HR (95% CI)" 0.19 (0.13,0.28)
p-value® <0.0001

Response rate’, n (%)

ORR 179 (92) 141 (72)
95% CI (88, 96) (65, 78)
CR+CR] 16 (8) 7 (4)
nPR 3(2) (D)
PR 160 (82) 133 (68)

CI = confidence interval; HR = hazard ratio; CR = complete remission; CRi = complete
remission with incomplete marrow recovery; nPR = nodular partial remission; PR = partial

remission; ORR = overall response rate (CR + CRi + nPR -+ PR),

‘Kaplan-Meier estimate.

PHR estimate is based on Cox-proportional hazards model stratified by 17p deletion, risk status,
and geographic region; p-value based on log-rank test stratified by the same factors.
“Per 2008 International Workshop for Chronic Lymphocytic Leukemia (IWCLL) guidelines.

Figure 2. Kaplan-Meier Curve of IRC-Assessed Progression-free Survival in MURANO
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At the time of analysis, median overall survival had not been reached in either arm after a
median follow-up of 22.9 months.

At 3 months after the last dose of rituximab, the MRD negativity rate in peripheral blood in
patients who achieved PR or better was 53% (103/194) in the VEN+R arm and 12% (23/195) in
the B+R arm. The MRD-negative CR/CRi rate at this timepoint was 3% (6/194) in the VEN+R
arm and 2% (3/193) in the B+R arm.

Monotherapy

The efficacy of VENCLEXTA monotherapy in previously-treated CLL or SLL is based on three
single-arm studies.

Study M13-982

The efficacy of VENCLEXTA was established in study M13-982 (NCT01889186), an open-
label, single-arm, multicenter clinical trial of 106 patients with CLL with 17p deletion who had
received at least one prior therapy. In the study, 17p deletion was confirmed in peripheral blood
specimens from patients using Vysis CLL FISH Probe Kit, which is FDA approved for selection
of patients for VENCLEXTA treatment. Patients received VENCLEXTA via a weekly ramp-up
schedule starting at 20 mg and ramping to 50 mg, 100 mg, 200 mg and finally 400 mg once
daily. Patients continued to receive 400 mg of VENCLEXTA orally once daily until disease
progression or unacceptable toxicity.

Efficacy was based on overall response rate {ORR) as assessed by an Independent Review
Committee (IRC).

Table 22 summarizes the baseline demographic and disease characteristics of the study
population.
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Table 22. Baseline Patient Characteristics in Study M13-982

Characteristic N=106

Age, years; median (range) 67 (37-83)
White; % 97
Male; % 65
ECOQG performance status; %

0 40

1 52

2 8
Tumor burden; %

Absolute lymphocyte count >25 x 10°/L 50
One or more nodes 25 cm 53
Number of prior therapies; median (range) 2,5 (1-10)
Time since diagnosis, years; median (range)” 6.6 (0.1-32.1)

"N=105.

The median time on treatment at the time of evaluation was 12.1 months (range: 0 to 21.5
months). Efficacy results are shown in Table 23.

Table 23. Efficacy Results per IRC for Patients with Previously Treated CLL with 17p
Deletion in Study M13-982

. VENCLEXTA
Endpoint N=106
ORR, n (%)" 85 (80)
(95% CI) (71, 87)
CR -+ CRi, n (%) 8(8)
CR, n (%) 6 (6)
CRi, n (%) 2(2)
nPR, n (%) 3(3)
PR, n (%) 74 (70)
CI = confidence interval; CR = complete remission; CRi = complete remission
with incomplete marrow recovery; IRC = independent review committee; nPR =
nodular partial remission; ORR = overall response rate (CR + CRi+ nPR + PR);
PR = partial remission,
“Per 2008 IWCLL guidelines.

The median time to first response was 0.8 months (range: 0.1 to 8.1 months).

Based on a later data cutoff date and investigator-assessed efficacy, the duration of response
(DOR) ranged from 2.9 to 32.8+ months. The median DOR has not been reached with median
follow-up of 22 months.

MRD was evaluated in peripheral blood and bone marrow for patients who achieved CR or CRi,
following treatment with VENCLEXTA. Three percent (3/106) achieved MRD negativity in the
peripheral blood and bone marrow (less than one CLL cell per 10* leukocytes).
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Study M12-175

Study M12-175 (NCT01328626) was a multicenter, open-label trial that enrolled previously
treated patients with CLL or SLL, including those with 17p deletion. Efficacy was evaluated in
67 patients {59 with CLL, 8 with SLL) who had received a 400 mg daily dose of VENCLEXTA.
Patients continued this dose until disease progression or unacceptable toxicity. The median
duration of treatment at the time of evaluation was 22.1 months (range: 0.5 to 50.1 months).

The median age was 66 years (range: 42 to 84 years), 78% were male and 87% were white. The
median number of prior treatments was 3 (range: 1 to 11). At baseline, 67% of patients had one
or more nodes 25 cm, 30% of patients had ALC 225 x 10%/L, 33% had documented unmutated

IgVH, and 21% had documented 17p deletion.

Efficacy in CLL was evaluated according to 2008 IWCLL guidelines. As assessed by an IRC,
the ORR was 71% (95% CI. 58%, 82%), CR + CRi rate was 7%, and PR rate was 64%.

Based on investigator assessments, the ORR in patients with CLL was 80% (14% CR+ CRi, 66%
PR + nPR). With an estimated median follow-up of 25.2 months, the DOR ranged from 2.3+ to
48.6+ months. Of the 47 responders, 83% had a DOR of at least 12 months.

For the 8 patients with SLL, the investigator-assessed ORR was 100%.
Study M14-032

Study M14-032 (NCT02141282) was an open-label, multicenter, study that evaluated the
efficacy of VENCLEXTA in patients with CLL who had been previously treated with and
progressed on or after ibrutinib or idelalisib. Patients received a daily dose of 400 mg of
VENCLEXTA following the ramp-up schedule. Patients continued to receive VENCLEXTA
400 mg once daily until disease progression or unacceptable toxicity. At the time of analysis, the
median duration of treatment was [4.3 months (range: 0.1 to 31.4 months).

Ofthe 127 patients treated (91 with prior ibrutinib, 36 with prior idelalisib), the median age was
66 years (range: 28 to 85 years), 70% were male and 92% were white. The median number of
prior treatments was 4 (range: 1 to 15). At baseline, 41% of patients had one or more nodes >5
cm, 31% had an absolute lymphocyte count >25 x 10°/L, 57% had documented unmutated IgVH,
and 39% had documented 17p deletion.

Efficacy was based on 2008 IWCLL guidelines. Based on IRC assessment, the ORR was 70%
(95% CI: 61%, 78%), with a CR + CRi rate of 1%, and PR rate of 69%.

Based on investigator assessment, the ORR was 65% (95% CI: 56%, 74%). The median DOR
per investigator has not been reached with an estimated median follow-up of 14.6 months.

14.2 Acute Myelcid Leukemia

VENCLEXTA was studied in two open-label non-randomized trials in patients with newly-
diagnosed AML who were >75 years of age, or had comorbidities that precluded the use of
intensive induction chemotherapy based on at least one of the following criteria: baseline Eastern
Cooperative Oncology Group (ECOG) performance status of 2-3, severe cardiac or pulmonary
comorbidity, moderate hepatic impairment, or CLer <45 mL/min or other comorbidity. Efficacy
was established based on the rate of complete remission (CR) and the duration of CR.
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Study M14-358

VENCLEXTA was studied in a non-randomized, open-label clinical trial (NCT02203773) of
VENCLEXTA in combination with azacitidine (N=84) or decitabine (N=31) in patients with
newly-diagnosed AML. Of those patients, 67 who received azacitidine combination and 13 who
received decitabine combination were age 75 or older or had comorbidities that precluded the use
of intensive induction chemotherapy.

Patients received VENCLEXTA via a daily ramp-up to a final 400 mg once daily dose [see
Dosage and Administration (2.1)]. During the ramp-up, patients received TLS prophylaxis and
were hospitalized for monitoring. Azacitidine at 75 mg/m® was administered either intravenously
or subcutanecusly on Days 1-7 of each 28-day cycle beginning on Cycle | Day 1. Decitabine at
20 mg/m® was administered intravenously on Days 1-5 of each 28-day cycle beginning on Cycle
| Day . Patients continued to receive treatment cycles until disease progression or unacceptable
toxicity. Azacitidine dose reduction was implemented in the clinical trial for management of
hematologic toxicity, see azacitidine full prescribing information. Dose reductions for decitabine
were not implemented in the clinical trial.

Table 24 summarizes the baseline demographic and disease characteristics of the study
population,

Table 24, Baseline Patient Characteristics for Patients with AML Treated with
VENCLEXTA in Combination with Azacitidine or Decitabine

VENCLEXTA VENCLEXTA
Characteristic in Combination in Combination
with Azacitidine with Decitabine
N =67 N=13
Age, years; median (range) 76 (61-90) 75 (68-86)
Race
White; % 87 77
Black or African American; % 4.5 0
Asian; % 1.5 0
Native Hawaiian or Pacific Islander; % [.5 i5
American Indian/Alaskan Native; % 0 7.7
Unreported/Other; % 6.0 0
Male; % 60 38
ECOG performance status; %
0-1 64 92
2 33 8
3 3 0
Disease history; %
De Novo AML. 73 85
Secondary AML 27 15

Mutation analyses detected”; %

TP33 21 ) 31




IDHI or IDH?2 27 0

FLT-3 16 23

NPMI 19 5
Cytogenetic risk detected™; %

[ntermediate 64 38

Poor 34 62
Baseline comorbidities®, %

Severe cardiac disease 4.5 7.7

Severe pulmonary disease 1.5 0

Moderate hepatic impairment 9 0

Creatinine clearance <45 mL/min 13 7.7

“Includes 6 patients with insufficient sample for analysis in the azacitidine group and 4 in the
decitabine group.

PAs defined by the National Comprehensive Cancer Network (NCCN) risk categorization v2014.
‘No mitosis in | patient in azacitidine group (excluded favorable risk by Fluorescence in situ
Hybridization [FISH] analysis).

“Patients may have had more than one comorbidity.

The efficacy results are shown in Table 25.

Table 25. Efficacy Results for Patients with Newly-Diagnosed AMUL Treated with
VENCLEXTA in Combination with Azacitidine or Decitabine

VENCLEXTA in VENCLEXTA in
Efficacy Outcomes Combination with Combination with
Azacitidine Decitabine
N=67 N=13
CR, n (%) 25 (37) 7 (54)
(95% CI) (26, 50) (25, 81)
CRh, n (%) 16 (24) 1(7.7)
(95% CI) (14, 36) (0.2, 36)

Cl = confidence interval; NR = not reached.
CR (complete remission) was defined as absolute neutrophil count >1,000/microliter, platelets
>100,000/microliter, red blood cell transfusion independence, and bone marrow with <5% blasts.
Absence of circulating blasts and blasts with Auer rods; absence of extramedullary disease.

CRh (complete remission with partial hematological recovery) was defined as <5% of blasts in
the bone marrow, no evidence of disease, and partial recovery of peripheral blood counts
(platelets >50,000/microliter and ANC >500/microliter).

The median follow-up was 7.9 months (range: 0.4 to 36 months) for VENCLEXTA in
combination with azacitidine. At the time of analysis, for patients who achieved a CR, the

median observed time in remission was 5.5 months (range: 0.4 to 30 months). The observed time
in remission is the time from the start of CR to the time of data cut-off date or relapse from CR.

The median follow-up was 11 months (range: 0.7 to 21 months) for VENCLEXTA in
combination with decitabine. At the time of analysis, for patienis who achieved a CR, the median
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observed time in remission was 4.7 months (range: 1.0 to 18 months). The observed time in
remission is the time from the start of CR to the time of data cut-off date or relapse from CR.

Median time to first CR or CRh for patients treated with VENCLEXTA in combination with
azacitidine was 1.0 month (range: 0.7 to 8.9 months).

Median time to first CR or CRh for patients treated with VENCLEXTA in combination with
decitabine was 1.9 months (range: 0.8 to 4.2 months).

Of patients treated with VENCLEXTA in combination with azacitidine, 7.5% (5/67)
subsequently received stem cell transplant.

The study enrolled 35 additional patients (age range: 65 to 74 years) who did not have known
comorbidities that preclude the use of intensive induction chemotherapy and were treated with
VENCLEXTA in combination with azacitidine (N=17) or decitabine (N=18).

For the 17 patients treated with VENCLEXTA in combination with azacitidine, the CR rate was
35% (95% CI: 14%, 62%). The CRh rate was 41% (95% CI: 18%, 67%). Seven (41%) patients
subsequently received stem cell transplant.

For the 18 patients treated with VENCLEXTA in combination with decitabine, the CR rate was
56% (95% CI: 31%, 79%). The CRh rate was 22% (95% CI: 6.4%, 48%). Three (17%) patients

subsequently received stem cell transplant.
Study M14-387

VENCLEXTA was studied in a non-randomized, open-label clinical trial (NCT02287233) of
VENCLEXTA in combination with low dose cytarabine (N=82) in patients with newly-
diagnosed AML, including patients with previous exposure to a hypomethylating agent for an
antecedent hematologic disorder. Of those patients, 61 were age 75 or older or had comorbidities
that precluded the use of intensive induction chemotherapy based on at least one of the criterion:
baseline Eastern Cooperative Oncology Group (ECOG) performance status of 2-3, severe cardiac
or pulmonary comorbidity, moderate hepatic impairment, or CLcr 230 to <45 mL/min or other
comorbidity.

Patients initiated VENCLEXTA via daily ramp-up to a final 600 mg once daily dose [see
Dosage and Administration (2.1)]. During the ramp-up, patients received TLS prophylaxis and
were hospitalized for monitoring. Cytarabine at a dose of 20 mg/m* was administered
subcutaneously once daily on Days 1-10 of each 28-day cycle beginning on Cycle 1 Day 1.
Patients continued to receive treatment cycles until disease progression or unacceptable toxicity.
Dose reduction for low-dose cytarabine was not implemented in the clinical trial.

Table 26 summarizes the baseline demographic and disease characteristics of the study
population.

Table 26. Baseline Patient Characteristics for Patients with AML Treated with
VENCLEXTA in Combination with Low-Dose Cytarabine
VENCLEXTA in Combination

Characteristic with Low-Dose Cytarabine
N=61
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Age, years; median (range)

76 (63-50)

Race

White; % 92

Black or African American; % 1.6

Asian; % 1.6

Unreported; % 4.9
Male; % 74
ECOG performance status; %

0-1 66

2 33

3 1.6
Disease history, %

De novo AML 54

Secondary AML 46
Mutation analyses detected®; %

TP33 8

IDHI or IDH2 23

FLT-3 21

NPMI 9.8
Cytogenetic risk detected”; %

Intermediate 59

Poor 34

No mitoses 6.6
Baseline comorbidities®, %

Severe cardiac disease 9.8

Moderate hepatic impairment 4.9

Creatinine clearance >30 or <45 mL/min 33

“Includes 7 patients with insufficient sample for analysis.

‘Patients may have had more than one comorbidity.

PAs defined by the National Comprehensive Cancer Network (NCCN) risk categorization v2014

Efficacy results are shown in Table 27.

Table 27. Efficacy Results for Patients with Newly-Diagnosed AML Treated with
VENCLEXTA in Combination with Low-Dose Cytarabine

Efficacy Qutcomes

YENCLEXTA in Combination
with Low-Dose

Cytarabine
N=61
CR, n (%) 13 (21)
(95% CI) (12, 34)
CRh, n (%) 1321
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(95% CI) (12, 34)

CI = confidence interval; NR = not reached.

CR (complete remission) was defined as absolute neutrophil count >1,000/microliter, platelets
>100,000/microliter, red blood cell transfusion independence, and bone marrow with <5% blasts.
Absence of circulating blasts and blasts with Auer rods; absence of extramedullary disease.

CRh (complete remission with partial hematological recovery) was defined as <5% of blasts in
the bone marrow, no evidence of disease, and partial recovery of peripheral blood counts
(platelets >50,000/microliter and ANC >500/microliter).

The median follow-up was 6.5 months (range: 0.3 to 34 months). At the time of analysis, for
patients who achieved a CR, the median observed time in remission was 6.0 months (range: 0.03
ta 25 months). The observed time in remission is the time from the start of CR to the time of data
cut-off date or relapse from CR.

Median time to first CR or CRh for patients treated with VENCLEXTA in combination with
low-dose cytarabine was 1.0 month (range: 0.8 to 9.4 months).

The study enrolled 21 additional patients (age range: 67 to 74 years) who did not have known
comorbidities that preclude the use of intensive induction chemotherapy and were treated with
VENCLEXTA in combination with low-dose cytarabine. The CR rate was 33% (95% CI:15%,
57%). The CRh rate was 24% (95% CI: 8.2%, 47%). One patient (4.8%) subsequently received
stem cell transplant.

16 HOW SUPPLIED/STORAGE AND HANDLING
VENCLEXTA is dispensed as follows:

National Drug Code

Packaging Presentation Number of Tablets (NDC)

Each pack contains four weekly wallet
blister packs:
s Week 1 (14 x 10 mg tablets)

CLL/SLL Starting Pack « Week 2 (7 x 50 mg tablets) 0074-0579-28
« Week 3 (7 x 100 mg tablets)
+ Week 4 (14 x 100 mg tablets)
Wallet containing 10 mg tablets | 14 x 10 mg tablets 0074-0561-14
Wallet containing 50 mg tablets | 7 x 50 mg tablets 0074-0566-07
Unit dose blister containing 10 2 X 10 mg tablets 0074-0561-11
mg tablets
Unit dose blister containing 50 I x 50 mg tablet 0074-0566-1 1
mg tablet
Unit dose blister containing 100 1 x 100 mg tablet 0074-0576-11
mg tablet
Bottle containing 100 mg tablets | 120 x 100 mg tablets 0074-0576-22
Bottle containing 100 mg tablets | 180 x 100 mg tablets 0074-0576-34
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VENCLEXTA 10 mg film-coated tablets are round, biconvex shaped, pale yellow debossed with
“V” on one side and “10” on the other side.

VENCLEXTA 50 mg film-coated tablets are oblong, biconvex shaped, beige debossed with “V*
on one side and “50” on the other side.

VENCLEXTA 100 mg film-coated tablets are oblong, biconvex shaped, pale yellow debossed
with “V” on one side and “100” on the other side.

Store at or below 86°F (30°C).

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).
* Tumor Lysis Syndrome
Adyvise patients of the potential risk of TLS, particularly at treatment initiation and during
ramp-up phase, and to immediately report any signs and symptoms associated with this event
(fever, chills, nausea, vomiting, confusion, shortness of breath, seizure, irregular heartbeat,
dark or cloudy urine, unusual tiredness, muscle pain, and/or joint discomfort) to their health
care provider (HCP) for evaluation fsee Warnings and Precautions (3.1)].

Advise patients to be adequately hydrated every day when taking VENCLEXTA to reduce
the risk of TLS. The recommended volume is 6 to 8 glasses (approximately 56 ounces total)
of water each day. Patients should drink water starting 2 days before and on the day of the
first dose, and every time the dose is increased [see Dosage and Administration (2.2)].

Advise patients of the importance of keeping scheduled appointments for blood work or
other laboratory tests [see Dosage and Administration (2.2}].

Advise patients that it may be necessary to take VENCLEXTA in the hospital or medical
office setting to allow monitoring for TLS.

* Neutropenia
Advise patients to contact their HCP immediately if they develop a fever or any signs of
infection. Advise patients of the need for periodic menitoring of blood counts [see Warnings
and Precautions (5.2)].

» Infections
Advise patients to contact their HCP immediately if they develop a fever or any signs of
infection fsee Warnings and Precautions (5.3}].

* Drug Interactions
Advise patients to avoid consuming grapefruit products, Seville oranges, or starfruit during
treatment with VENCLEXTA. Advise patients that VENCLEXTA may interact with some
drugs; therefore, advise patients to inform their health care provider of the use of any
prescription medication, over-the-counter drugs, vitamins and herbal products [see
Contraindications (4) and Drug Interactions (7.1)].
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« Immunizations
Advise patients to avoid vaccination with live vaccines because they may not be safe or
effective during treatment with VENCLEXTA [see Warnings and Precautions (5.4)].

* Pregnancy and Lactation
Advise women of the potential risk to the fetus and to avoid pregnancy during treatment with
VENCLEXTA. Advise female patients of reproductive potential to use effective
contraception during therapy and for at least 30 days after completing of therapy. Advise
females to contact their HCP if they become pregnant, or if pregnancy is suspected, during
treatment with VENCLEXTA. Also advise patients not to breastfeed while taking
VENCLEXTA [see Warnings and Precautions (3.3), and Use in Specific Populations (8.1,
8.2, and 8.3}].

« Male Infertility
Advise patients of the possibility of infertility and possible use of sperm banking for males of
reproductive potential [see Use in Specific Populations (8.3)].

Instructions for Taking VENCLEXTA

Advise patients to take VENCLEXTA exactly as prescribed and not to change their dose or to
stop taking VENCLEXTA unless they are told to do so by their HCP. Advise patients to take
VENCLEXTA orally once daily, at approximately the same time each day, according to their
HCP's instructions and that the tablets should be swallowed whole with a meal and water without
being chewed, crushed, or broken [see Dosage and Administration (2.1)].

Advise patients with CLL/SLL to keep VENCLEXTA in the original packaging during the first 4
weeks of treatment, and not to transfer the tablets to a different container.

Advise patients that if a dose of VENCLEXTA is missed by less than 8 hours, to take the missed
dose right away and take the next dose as usual. If a dose of VENCLEXTA is missed by more
than 8 hours, advise patients to wait and take the next dose at the usual time [see Dosage and
Administration (2.5)].

Advise patients not to take any additional dose that day if they vomit after taking VENCLEXTA,
and to take the next dose at the usual time the following day.

Manufactured and Marketed by:
AbbVie Inc.
North Chicago, IL 60064

and

Marketed by:

Genentech USA, Inc.

A Member of the Roche Group

South San Francisco, CA 94080-4990

© 2019 AbbVie Inc.
© 2019 Genentech, Inc.
03-B883 May 2019
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MEDICATION GUIDE
VENCLEXTA® (ven-KLEKS-tuh)
(venetoclax tablets)

What is the most important information I should know about VENCLEXTA?
VENCLEXTA can cause serious side effects, including:

Tumor lysis syndrome (TLS). TLS is caused by the fast breakdown of cancer cells. TLS can
cause kidney failure, the need for dialysis treatment, and may lead to death. Your healthcare
provider will do tests to check your risk of getting TLS before you start taking VENCLEXTA.
You will receive other medicines before starting and during treatment with VENCLEXTA to
help reduce your risk of TLS. You may also need to receive intravenous (I'V) fluids into your
vein. Your healthcare provider will do blood tests to check for TLS when you first start treatment
and during treatment with VENCLEXTA. It is important to keep your appointments for blood
tests. Tell your healthcare provider right away if you have any symptoms of TLS during
treatment with VENCLEXTA, including:

» fever * seizures

» chills = irregular heartbeat
= nausea » dark or cloudy urine
* vomiting + unusual tiredness

» confusion « muscle or joint pain

« shortness of breath

Drink plenty of water during treatment with VENCLEXTA to help reduce your risk of
getting TLS.

Drink 6 to 8 glasses (about 56 ounces total) of water each day, starting 2 days before your first
dose, on the day of your first dose of VENCLEXTA, and each time your dose is increased.

Your healthcare provider may delay, decrease your dose, or stop treatment with VENCLEXTA if
you have side effects.

See "What are the possible side effects of VENCLEXTA?" for more information about side
effects.

What is VENCLEXTA?
VENCLEXTA is a prescription medicine used:
+ to treat adults with chronic lymphocytic leukemia (CLL) or small [ymphocytic [ymphoma
(SLL).
* in combination with azacitidine, or decitabine, or low-dose cytarabine to treat adults with
newly-diagnosed acute myeloid leukemia (AML) who:
° are 75 years of age or older, or
° have other medical conditions that prevent the use of standard chemotherapy.

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

‘Who should not take VENCLEXTA?
Certain medicines must not be taken when you first start taking VENCLEXTA and while
your dose is being slowly increased because of the risk of increased tumor lysis syndrome
(TLS).

» Tell your healthcare provider about all the medicines you take, including prescription

and over-the-counter medicines, vitamins, and herbal supplements. VENCLEXTA and other
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medicines may affect each other causing serious side effects.
* Do not start new medicines during treatment with VENCLEXTA without first talking with
your healthcare provider.

Before taking VENCLEXTA, tell your healthcare provider about all of your medical
conditions, including if you:
* have kidney probiems
* have problems with your body salts or electrolytes, such as potassium, phosphorus, or
calcium ‘
* have a history of high uric acid levels in your blood or gout
» are scheduled to receive a vaccine. You should not receive a “live vaccine” before, during, or
after treatment with VENCLEXTA, until your healthcare provider tells you it is okay. If you
are not sure about the type of immunization or vaccine, ask your healthcare provider. These
vaccines may not be safe or may not work as well during treatment with VENCLEXTA.
= are pregnant or plan to become pregnant. VENCLEXTA may harm your unborn baby.
= If you are able to become pregnant, your healthcare provider should do a pregnancy test
before you start treatment with VENCLEXTA.
= Females who are able to become pregnant should use effective birth control during
treatiment and for at least 30 days after the last dose of VENCLEXTA.
 If you become pregnant or think you are pregnant, tell your healthcare provider right
away.
+ are breastfeeding or plan to breastfeed. It is not known if VENCLEXTA passes into your
breast milk. Do not breastfeed during treatment with VENCLEXTA.
Tell your healthcare provider about all the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. VENCLEXTA and other
medicines may affect each other causing serious side effects. See “Whe should not take
VENCLEXTA?”

How should I take VENCLEXTA?

» Take VENCLEXTA exactly as your healthcare provider tells you to take it. Do not change
your dose of VENCLEXTA or stop taking VENCLEXTA unless your healthcare provider
tells you to.

» When you first take VENCLEXTA:

> You may need to take VENCLEXTA at a hospital or clinic to be monitored for TLS.

o Ifyou are taking VENCLEXTA for CLL or SLL, your healthcare provider will start
VENCLEXTA at a low-dose. Your dose will be slowly increased weekly over 5 weeks
up to the full dose. Read the Quick Start Guide that comes with VENCLEXTA before
your first dose.

o If you are taking VENCLEXTA for AML, your healthcare provider will start
VENCLEXTA at a low-dose. Your dose will be slowly increased daily up to the full
dose. Follow your healthcare provider’s instructions carefully while increasing to the full
dose.

+ Follow the instructions about drinking water described in the section of this Medication
Guide about TLS called “What is the most important information I should know about
VENCLEXTA?” and also in the Quick Start Guide.

+ Take VENCLEXTA 1 time a day with a meal and water at about the same time each day.

« Swallow VENCLEXTA tablets whole. Do not chew, crush, or break the tablets.
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» If you miss a dose of VENCLEXTA and it has been less than 8 hours, take your dose as soon
as possible. If you miss a dose of VENCLEXTA and it has been more than 8 hours, skip the
missed dose and take the next dose at your usual time.

« If you vomit after taking VENCLEXTA, do not take an extra dose. Take the next dose at
your usuzl time the next day.

What should I avoid while taking VENCLEXTA?

You should not drink grapefruit juice, eat grapefruit, Seville oranges (often used in marmalades),
or starfruit while you are taking VENCLEXTA. These products may increase the amount of
VENCLEXTA in your blood.

What are the possible side effects of VENCLEXTA?
VENCLEXTA can cause serious side effects, including:

* See ""What is the most important information I should know about VENCLEXTA?"

* Low white blood cell count (neutropenia}. Low white blood cell counts are common with
VENCLEXTA but can also be severe. Your healthcare provider will do blood tests to check
your blood counts during treatment with VENCLEXTA.

» Infections. Death and serious infections such as pneumonia and blood infection (sepsis) have
happened during treatment with VENCLEXTA. Your healthcare provider will closely
monitor and treat you right away if you have fever or any signs of infection during treatment
with VENCLEXTA.

Tell your healthcare provider right away if you have a fever or any signs of an infection during
treatment with VENCLEXTA.

The most common side effects of VENCLEXTA when used in combination with
obinutuzumab or rituximab or alone in people with CLL or SLL include:

» low platelet counts

* low red blood cell counts = cough " .
. diarthea . I‘i:lLlSClB and joint pain
. nausea « tiredness

, . . . i f
 upper respiratory tract infection swelling of your arms, legs, hands, and feet

The most common side effects of VENCLEXTA in combination with azacitidine or
decitabine or low-dose cytarabine in people with AML include:

* nausea + swelling of your arms, legs, hands, and feet
« diarrhea * vomiting

* low platelet counts * tiredness

* constipation » shortness of breath

+ fever with low white blood cell counts * bleeding

* low red blood cell counts » infection in lung

+ infection in blood » stomach (abdominal) pain
* rash * pain in muscles or back

+ dizziness * cough

* low blood pressure *» sore throat

» fever

VENCLEXTA may cause fertility problems in males. This may affect your ability to father a
child. Talk to your healthcare provider if you have concerns about fertility.

These are not all the possible side effects of VENCLEXTA. For more information, ask your
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healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.
How should I store VENCLEXTA?
= Store VENCLEXTA at or below 86°F (30°C).
* For people with CLL/SLL, keep VENCLEXTA tablets in the original package during the
first 4 weeks of treatment. Do not transfer the tablets to a different container.

Keep VENCLEXTA and all medicines out of reach of children.

General information about the safe and effective use of VENCLEXTA,

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

What are the ingredients in VENCLEXTA?

Active ingredient: venetoclax

Inactive ingredients: copovidone, colloidal silicon dioxide, polysorbate 80, sodium stearyl
fumarate, and calcium phosphate dibasic.

The 10 mg and 100 mg coated tablets also include: iron oxide yellow, polyvinyl alcohol,
polyethylene glycol, talc, and titanium dioxide. The 50 mg coated tablets also include: iron oxide
yellow, iron oxide red, iron oxide black, polyvinyl alcohol, talc, polyethylene glycol, and
titanium dioxide.

Manufactured and Marketed by: Marketed by:

AbbVie Inc. Genentech USA, Inc.

North Chicago, IL 60064 A Member of the Roche Group

© 2019 AbbVie Inc. South San Francisco, CA 94080-4990

03-B883 © 2019 Genentech, Inc,

For more information go to www.venclexta.com or call 1-800-633-8110

This Medication Guide has been approved by Revised: 05/2019

the U.S. Food and Drug Administration.
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% L L7 VENCLEXTA BE#HMHERIRIZIB T 5 TLS ORBEIL 2% THhH -0, TLS DIBSEL, F v
KXY A HFN Vvl LR U680 VENCLEXTA & & —E L Tz, CLL/SLL B3
BWT2~3 B8O FAREHEZTV, »oBBREEAFARTH-EA, TLS DEERIT 13%TH
D, FOPRCRTEEREBEENLIEIER (6.1 5) 2],

VENCLEXTA {2 @I I8 R 20 S 2720, RRFIGR R U BEiEHim $ 12 VENCLEXTA
WWEATLS @Y AZBE LA, Bitiif VENCLEXTA B 514 6~8 ), RUOEHIRMC, &
RN ELEE TS TLS K—ET 5 MiRE LEREEOBERRDENDZ I LREH D,

TLS @Y R 7%, BERERCSHHESR EOBEOERFICL o TEFEAICHAT S, BHBRETIEE
BIZV AR ZMARESED, BEICY RA7FMEFERL, KRoWHERUEREDERRER YO TLS
QW2 FHBERZHCL Z &, MEELFREEZT=F) 7L, REIED LB EIIHE
PRTAERITI I L, RBERISUTREZPETD 2L, £EMNR) 27 BHEALEEEIIH,
EHIME LT (Winks, \EEhe=s )7, AR 2B LF% - Fi (2218 23
IE) RO BEEM~DRS R6IH) 24)],

VENCLEXTA & P-gp BEEAS L <IXBA2 TP RED CYPIARER L ORIz LD, ~x 7
T AOWRBRSHEML, RSAEE VHREREMEIC TLSO Y R 7 AEESRREERH Y,
VENCLEXTA O REREISSLE CH B[ A - FE (2.4 H) BOSEBIEZER (7.1 ) 5],



5.2 fF P ERMA

CLL BE T, (FRERERER D BERIEERERIZE YV T VENCLEXTA O 52 F - BF 2BV T,
63%~64%IZ Grade 3 X1 4 OIFPEIAE, 31%~33%IZ Grade 4 DAFRERIBAERTIR L F
10, 12, RO 1488 | HARERBRUEAGEREIZB VT VENCLEXTA OR 52 F T8
HD 4%~ 6% BT PERBEN BRI LI/ EI/EF (6.1 8 £E) ],

AML BE T, VENCLEXTA ¢THVF VU XF v # B MMERE Y # 7 e 0 AfES
T BEO 97%~100%T, HHHEBRA—A T A L bELE, FOHROBEFY A 74280k
THPEREAERERET AR H 5,

EFEABIEZ B L CTEmMREy e ) 2 T52 &, BEOHPEREESEERE L-BSEIRESY
HFEFOERE T 5 2 &, BERMEOMEBEIZ ST S mEER ¥ O ERERUEERF (G-CSFi L)
OAER A& EES B o L [FE - Fhk GQ38) 824,

5.3 ULTE

VENCLEXTA O &5 %1 /= BE IO R URMMED & 5 e BEr BB 2 BMERRR L TY

BIAIER (6.1 8) £, BUSEDOWRESLEREE=F ) 7L, BEDERIEDORESX

RN EBIRETT 5 T &, Grade 3 BLEOBYME DIES, VENCLEXTA 245 = & [FHYE - F#
(2.3 /) B,

5.4 FRHEEHE

BAHIEMENES 5 £ T, VENCLEXTAIZ X Z7RFET, 168, XIAHBREBIIBEEV I F o280
L7z 2 &, VENCLEXTA IREMM X HiMBOBEED 7 F 2 L5 FHEROTSERUH
NI BT A EERBIET b Ty, FHEROFHHTECTTREERS A Z L2 BFICEE
THZE,

55 F - IpRiE:

TER#FERCIRBRICHBITAHRICL 5 &, VENCLEXTA #ERicRE4 5L, IE- JBRcES
BIETAREERH D, w7 2AERWTITbhER - BBRRERICEWT, B 400 mg/8 OBFIZH
SNAMER L FEORBERTOR b Y T2 AOEREING~ORE T, 350 EIEE SR VB R
BEADBRIL B/, VENCLEXTA 2R 2@ E2%R L 45, BUTL L FHAINEHBRITEE
STV, R RE RO AR TR &8 B L S fEild 5 Z &, VENCLEXTA %4k
@3 588, ik VENCLEXTA ORARICBENER L-EEE, BRCELRIFTiEM
WD EBECMSE DI L [FHRBELET~DKE R.118) £/4],

6 BIYER

TROERZBWERISWTIE, BFXHEOROIE LTS,
IERTRRIRIE (R [ SR O/ LOMEE (5.1 3 25
o GFRRRAE [HER OMEF LORE (5.2 /) 254
o I THER OEE FORE (5.3 18) £

BRRARBEER LG TCEREINED, HIEAOBEAR THED ONETEETLRORRIFEE
GIER|OEFRBE CORIBEL EELET D 2 83T, BB TCORBERBLIERET
DRMPFIL—FTH L TR L2,
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6.1 CLL/SLL =334 % ER s it
CLL14 3Rk

RIGHRO CLL B P e L7 ¥ AMEEEREIEHBRRIZHB T, VENCLEXTA &4 E XY
A= 7 OARE (VEN+G) LA LRV ZX=T7 Lo a7 0ffAfEE (GCb) & E2EBLT
ZEMWHEFMLE,
VEN+G #1257 & LB 1T &= B#F L, VENCLEXTA &AW A= 7 oftHikE: 6 th1 2
NZF, #E T VENCLEXTA D BFIFEL & 512 6 ¥4 2 VZ Tz, BEEHA 7410 Day22
{2 VENCLEXTA @ 5 8o f B oG4 s L, FBEEim o T=RE» G
VENCLEXTA 400 mg 1 B 1 B2 &ET 1294 2 Vil Li-, REBRICBT A5 0OMEME 14 IHIZE
M9 B fHEEESE (14.1 1) 208, RB~OMANDZHME, Cumulative Ilness Rating Scale

(CIRS) B3R a7 >6 Xid CrCl <70 mL/4y, HIEE LR 2 FLADOHF 7 27 3 F—F RN
BroaAvrryThy, B F, B, RUBEORERZERLS, CRSKELAEx DRE/FEREER
TR 4OBEERI L,

B 26 FINEEEZZ T (VENHGHED 2124, GClbHFD 2144) , VENCLEXTA REHIRK O
RAEIZ 105 » A Thotz (G :0~1355H) . YA 7 Ar#oPRERZA TR Y A<7T6E,
IuI AT T RETH T,

VEN+G BT, BED 2% 4212F) (CiREBREREMAIRFN S 28 ALANICABET 28O PR
U7-FSEMRRIER S Sh, ELAYBBBETh-o, EELRZEHERAN VENSGHOBRED
49%ICHE S, 1T A ESREMEFPIERBEAER O (& 5%) Thotl,

VEN+GEETIL, BEOREDIHCESHEIERD 16%, BROBRICEFRBIERS 21%, &5
FTIZZE - BB A% 74% TH -~ =, VEN+G BETIL, VENCLEXTA O35 o= - /- 55 PEkis
FEH 41%, BROBREICE - FPERBAEDN 13%, BERILICE o RIFPERBAES 2% TH
<7,

CLLI4 REECHERR ENRIER R UERBREMEER 2 TN F13E 9 RUSK 103777, VEN+G T
BbE RN (15% L) BERIEREREE, T8, &Y, BO, fh, RULERERE
T of,

%9 : VEN+GHIZBIT SHEE (10%LlL) ORIYEA

VENCLEXTA + FER Y X+ | FEVRV AT+ L7 0N

. . (N=212) (N=214)

ERAAMBBIOBHER €T Grade Grade 3 EL L 2T @ Grade Grade3 Ll b
% % % %

s LY R EEE

- HERBAME 60 56 62 52

il 17 8 20 7
T I

T 28 4 15 1

B 19 0 22 1

1B 13 0 9 0

g i 10 1 8 1
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—i% - SFHEL L CRGHAORIE

LN | 21 | 2 23 1
ERHWE S L OVAE R

RSB RS 17 1 17 1
PR ORIERA &,

VEN-+R B2 BE O 10%RMIC8BE SN 0o BREAICEE2BER (2T Grade) #LIFIC

Y

MR K RY o NREEE  REMELF PRRBE (6%)

BYIER JOFEBE (2 TEROBIEML 2aT)

(4%)

Rl & UREREE T RREREE (1%)

D B (9%) , RREEEEY: (6%) , BUmfE

VEN+G fFF#E R T %0 VENCLEXTA HAFERIZ, RbEL A ENEE2TO Grade DRITEH
(10%EL L) THEFaFERBIE (26%) Thotlz, BbHE L H O Grade 3 LLEDRIER (2%EL
b)Y g hEEAE (23%) BRUMER 2%) THhois,

72 10 : VEN+R {Z & 218582 %1 7= BE O 10%LL LI L Hil oI EL L BRNICER R

IRAEMREERE
VENCLEXTA+ZAE XY X+w7 | ARV AeT+raFrlin
(N=212) (N=214)
BRI RK » T Grade | Grade3 Xj¥4 | &£TO Grade | Grade3 i3 4
(%) (%) (%) (%)
Jlik7 4=
A i B A 90 46 89 41
Y o SEREE 87 57 87 51
W P ER I E 83 63 79 56
L./ [NEE I 2 68 28 71 26
g 53 15 46 11
ifn i Az (A
7 V7 5= HEin 80 6 74 2
i Iy N i E i 67 9 58 4
A U A LE 41 35 3
T R I . 38 38 38 38

CETROIIBL LT, HDHNEAS—RT A AEARRP S OBLOBRKRREERE 2 ST,

VEN+G IZ L BB EZ T ZRE O 2% EIZHE L Grade 4 DRFBREMEREICIE, &3k

5E (32%)

E BB ER Y 3P E (10%) , M/MRBDE 8%) , EAT 7 AME

(8%) , FWREEMA (7%) , MP7 L7F=8M 3% , B TALE (%) , RES
U AMIE (2%) MAdboi,
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MURANO 3%

1 EE FORTAREL2E T2 CLLBFE MR LT 2HFEHRT &7 AMERBRICBWT, VENCLEXTA
PN YT DFHRRE (VENHR) EXUFLRF U ) YR 27 OREE (B+R) L2
L TRt EFEm L,

VEN4R #{Z T & AEUSIT EN-BEE, TEESR-HENYE 8E) 2% TL, VENCLEXTA
400mgl B1EE VY =7 L OHFAREE 631 7%, BV THARINERICAE 24 » AN
VENCLEXTA QEHFIEEZ 1T/, BRRECT X ABINT EnEBERISH 6 AT6e A7

(28 B¥A 7 ) OfEEF I iz, RBICK T HBROMME 4B 58458 141
) &4,

BT ERIE AT, IREHMORREITIBIRED 6 » AT VENIRETII N » A Tho k.,

VEN+R BETIE, MEm 2% (4/194 §) i VENCLEXTA {Z & B #0555 30 BLREUYRITY
VE T TILE DRAIEFTMND 90 ALNIZHAEET 2RO TIRRE LSRN REVEAA#HE S h
72o VENFREOBED 46%IZHEREERS#HEIN, BLEAONTZRIER (%Ll k) 3k
#% (9%) ThHove,

VEN+R BT, BEORSPIEIZESBERR 16%, AROBBICERIMERN 15%, &5
B - BIERAN 71% TH -7, BHRETE, ®ETLEIEESBIERBBED 10%, B0
REICE S ZRIERA 15%, B PIHICESZBIERAN 40%TH -7, VENHR B TIL, PR
DEEWC Y B O 46%7A°5 VENCLEXTA OREREFICED, 3%BREPILEE T, E, /MR
BRI & 0 BB %SRS DT AT,

MURANO 3B TR SN BHER R UBEREME B 2 2R Th3E 11 LUE 12 27T,
MURANO 3B IS, BECRHERAIIBRBEMEEICOVWT, VENHRHE BHRE L obiRickH
HEVERDRBEORHFERNFEEZLTRTBIET YA ERicbhOTihdoi,
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11 BHREL LT, VENHRBEITBWTRTO Grade T S%L EBWERERHE S LT
HEEE (10%2LE) OBIERXIE Grade 3 UL ET 2% EBWBERSEAHEIKL TV 3EI1ER

VENCLEXTA + V) V¥ i<, 0%
VENCLEXTA B#|# 5 &VﬁAx%;+uv#v
=
(N=194) (N = 188)

2T D Grade Grade 3 LAk 2T Grade|Grade 3 2L E
SRR RIR IR ORIER (%) (%) (%) (%)
Mm% LY o RER
TP ERID S @ | 65 | 62 [ 50 [ 4
B IBBEE
T | 40 | 3 | 17 | 1
RAGERS S A RUE
E&EREG 39 2 23 2
TR Y o 18 2 10
I EHRR L USRS
B | 19 i 1 | 1 | o
R LU ERE
e i | 3 | 3 | 1 | 1
I ORIERL 23T,

MURANO REEIC B S VEN+HR BHOBED 10%L LIt 25O oRER (£27TD Grade) ,

RO ohoBER2EHER 2 Bl TR

MEB LY o RBEE Al (16%) , M/MREME (15%) , BIEEGPRRIRDE (4%)
HiBMEE Bl (21%) , ER (14%) , JEM (13%) , $EEZ (10%) , 1B (8%)
RRIRRRREE - WHL (22%)

—h% - SHFEEL L CRESTOWRE : FH (22%) , B (15%)

BEBRE : B% (13%)

MWHERE L USSR (11%) , FIRE (11%)

BYER XA BE - g (10%) , BUE (1%)

VEN+R {if FIHi#3E D3 T # 00 VENCLEXTA O BHIREIC & HiEHPIc, BbEAhbhizeTo

Grade DEMER (10%L4 L) 1%, LFEERY 21%) , TH (19%) , GFPEREDE (16%) , B
TEEREE (11%) Tholk, BLEL L6 Grade 3 Xid 4 OEWER Q%LLL) idiFFekEy
E (12%) ROCHEM (3%) Thoi=,

B E R
MURANO BB CHR EIN-REHICERETHER L -BAREHEEFE2E R ITRRKT 5,
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#F12 BrREEL LT, VEN+REIZBWT 5% E (2T Grade) Xit2%LlE (Grade3 X
(X 4) MONBEEHBCAULEREE (10%DE) OFREONIIE/L U -ERBEERY

VENCLEXTA+ UV WVF =7 | RUFARF+ VRS
N=194 N=188
i £TO Grade® | Grade 3 XX 4 | £TD Grade* | Grade3 Xit 4
BRBEIERR (%) (%) (%) (%)
Tiekidez
F i Bkigk b i 89 46 81 35
Y BRI AE 87 56 79 55
i R ERiBUDIE 86 64 84 59
Mm%
A 3 17 A SE 62 5 51 2
{1 TR 57 14 35
AST/MF GOT HEh 46 2 31
T R B . 36 36 33 33
FAHYRRT 7 &N 35 1 20 1
EE DB ALEE 33 4 26 3
&7+ U o AffE 30 6 20 3
&4 U 7 A fEE 29 G 18 3
@A U 7 e 24 3 19 2
=l 7N (1 Eh 24 1 13 0
I 1. 4 16 2 7 0

RO IIEL LTz, HD2WVER—RA T A AMERBEH S OB(LOBHEREHEE 2 ST,

VENHR (T & B 1E5t 2 Z 1T 2 BE O 2%, BITHRE S HE O Grade 4 DREMBEBREICE, #F
FEGBE (31%) , U roSERANE (16%) , BMEREAE (6%) , I/MMEE/E (6%) , @R
BRME (4%) , EAN LD AME 2%) , BME 2%) , ROB< 7227 ALE 2%) Ao
7.

HAFpEHAEE (M13-982, M14-032, B 1R MI12-175)

R A ¥ 2 — %0 1 BHEERA T 400 mg T VENCLEXTA OBEEOR LML, MR
Er 33 (M13-982, M14-032, RUIMI2-175) DLELHEF—FRRESNTWS, BEERFEO CLL
IXSLL BE 352 FN b AHET &y MIBWT, FEiHoPREi 66 5% (R : 28~85
), BAR93I%E D, 68%ABMTHoM, IMAEEHKOPRERIE FEH: 0~15E) TH
i, T— & EATENRE A T VENCLEXTA OO hREix 145 A (§EE . 0~350 7 )
Tohol, BED 52%H 60 EMLA L VENCLEXTA Oi%5- %117,

VENCLEXTA BAIMHERERTIE, 2% b7 T2 X0 BEHEND 30 H LU HBREIT 2D
RIEL-BEIEAZRERARBED 2%IzHE sh, BLEMESH-EHER (BF 20 HHumhE
Mg v Thot, ERELREHFRANBED 2% ICRE S, BLELLNEIER (%Ll L)
VERgE (9%) , FEMELFPIREAE (5%) , RURUME (5%) THhol,

BEPIEIZESHBIERABBED 9%, BROBRICESHRIERR 13%, BEPEHICE > 2RIE
AN 6% THot, BLEALNTEEREDIFCES=RHEAIL, MR ER VA DEERE
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ML ThoTe, BbE AN %L AROBRNIREPENCE-RBIEMIL, &F
A EE (8%) Thoiz,

I 5B D VENCLEXTA O BARERR CHER SN -BIERER 13 IZ7R T,

F 13 BEIEFE CLL/SLL B3E D 10%8 L (&7 o Grade) Xit 5%LlLE (Grade3 PlE) IZHEEX
AEIFER (VENCLEXTA BAXFEE)

4T 0 Grade | Grade 3 2L |
(%) (%)
HERIRSH ElYEH N=352 N=352
U RER D IE @ 50 45
g 33 18
Mg LY R REE L/ [N R g A 29 20
U BRI E » 11 7
TEIMEAT PRI 6 6
TH# 43 3
L 42 ]
5 o 18 3
e ke
B Dl flE - 16 1
{EEH 16 <1
HER S A 13 <1
I 5 2 32
—#% - EEREER LRSI ORIE v 22
Tt Hh 18 <1
ERER 16 !
BRILGE IS L OV AR e fiti 7% = 14 8
TR 1" 5
i R 29 2
BHRAR L USRS
B ERRE LU e RdEE BET 0 o
— ) 18 <1
PRI I ED E 2 14
Tk 2 22 0
TGS AT ks 3 e
MRIRAE, IR & UMEREEE SR 5
FERG 35 K UVE T B E FaE 18 <l

BIfERIL, NCIORESHSINBEAERYE (CTCAE) version40 ZBAWVWT I LV — R4 &R,
R DOBHERA &,

BB RS

BREPIHESNEFROIIN—R T4 VEFLBLLEREEOBRBREERE LR 4 I2EH#
4%, VENCLEXTA BEFETRDLEL< b (5%H8) Grade 4 OFFFRBRAEERTIL, FPHERE



DE (33%) , BRMEBE (11%) , HI/MRBAE (15%) , RO 7 SRAE (9%) 2E0
EFERREERE ThH o1,

3 14 VENCLEXTA BAWEIC BT AFROUIENL L ERREEREY (£TO Grade T 40%
Bl k3 BN Grade 3 i 4 T 10%EL 1)

2T O Grade? Grade3 X} 4
(%) (%)

BRI o N=352 N=352
.S

B 1 BRiELSE 89 42

I R ERIE i 87 63

U BRI IE 74 40

1 71 26

/AR A E 64 31
kAL

&4 Lo AfLfE 87 12

Eeiikied 67 7

BV v AMAE 59 5

AST #5410 53 3

E7 V72 o iiE 49 2

15V BRI AE 45 11

& RV 7 s iEE 40 9
RO ITE(L L, HB 0= T A EREHMN S OB O BREREERE 2 &,

HEERIER

JEE A T

MR AR IRIE R 1L, VENCLEXTA OB ERBEOEBELRFBEINTLZI XS TH S,
CLL14 5

TLS OFIREIT VENHG IZ X BIEMERITT_BRE T 1% QGRIR2H) Tholo/HFLEREHF LORE
(5.178) 2], 340 TLS BRI TEEL, RBpPILICELRho/, TLSIRDHIZ 24
KBWTAERY X7 ORENERE -,

MURANO #5¢

8 NIHHIEER, 7 & AERBRTIE, VEN+R fFHIHEI L BTRM 22T BE BT 5 TLS OF
MEL 3% (6/194 7)) Thotz, 77389 FOBEFIRBICBALAANSNRIC, 7o ba—nkE
E&h, 21 RU22MBICERENTWARTO TLS OFBHEBERUE=Z ) ZFESBMER
[FE - AR .1 B/ 2.2 7)) #FE], TLS O£ TOHHEHN VENCLEXTA & HRUFHEHAM I REAL,
2 BUARICEE L, 6 FlOBE2THRAANBEZT L, VENCLEXTA @ 1 B2 A A 400 mg i
BRELE, 21 RO 22 BICRHSh TWAETO S BROBAREIER 72—/, TLS FEHEHE,
BUE=H Y o FEIZRE-S - B3FIC Clinical TLS 1382 bhvie o o B4 « A (2.1 3, 2.2 3H)
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2fE], VEN+R SFHREIC L 2BREZII-BAEICEIT D TLS ICBET 2 BEREEAE ORERRE
PELRIETT,

BRI St (M13-982 B LN M14-032)

21 RUN22 ISR SN TV B HERIEITfE » TR 2 %177 CLL B3 168 Flizds1) B TLS D5
BB 2% Th o7 G - FE 2.17F, 2.28) #M0F, SR TLS OIEKRAERLLE (24 RO
MM TUTO 220 Edis LARFREERE : VY 7 .A 6mmol/L 8, JRER476 pmol/L H, &
A7 175 mmol/L 3R, Xi% YV > 1.5 mmol/L #8) %= Lizd, HDHWETLS DR THD L
MEEIN, FAERIE, Scam Pl ED ) A AWIEF TS RUYE ALC 2325 x 10%L L LD BE IR
B, 2To0HESEN 5 BUPIZEE LE, ZheoBF i, SEERe, FEBIR, XIX%EHAE,
ROV R 3e (g K OMGIRFERE 4D TLS 3 bz -, £ TORE® CrCl 43 50 mL/4y
PLETdHh o, TLSICBET A AMEMEREEE, B ) 7 AMNME (£TO Grade T 17%, Grade 3
PLET1%) , &Y VEEME (£TO Grade T 14%, Grade3 LA ET2%) , A0 AlE (£
T Grade T 16%, Grade3 LLET2%) , RUEREBME (£ T Grade T 10%, Grade3 LA ET
1%k Thote,

S8 (~38EM) OREWEEMASY, HEAESEHREEOVES [HAERERR T, B
TR 24, REEFRL3F, B2 ETAHER 1 FE2ET TLS OFBREIX 13% (10774 ;
Laboratory TLS 5 ] ; Clinical TLS 5 #I) Th ofc, Z DiRFkOHEIC, TLS ® Y A 7 i l, H®&HFiE,
TLS O FRAE, RUOE=# ) FEMEE SN AL - JHR 21 (223 4],

6.2 AML {233V} % BRER BB Rkt

VENCLEXTA (400mgl H 1[E) L T7HFVr n=67) X7 ¥ (n=13) OHHFRERY
VENCLEXTA (600mg1 B 1[E) SEMEIFZ 2 (n=61) OHRREOREMEE, FHiicikl
iz AML BEEZ XS E LI2HES v 7 MR 2 RIRICE-SWTW D [BEAHGE (14.3 /) 55,
VENCLEXTA & 7 F P iTF v CrofffiEL2 S B oREME O RELTHEN
6.5 8 (HiBH:01~319 4 H) RU'84 » H (fiiB: 05~223 » H) THh -7, VENCLEXTA &
ERARY %7 o AREEZZ T - AFORENROPREIZE 39 7 A (FRE: 02~292 7 8)
THh-ode,

VENCLEXTA & FH o F U0 tF o ©roft ARk
T F

b Hohi Q0% E) BIVEAR (2T Grade) 13, Eol, T, {Ef, FhskidiE, -
RIGAE, HiM, REMEEE, @, Y, B PRESLE, 85, RUHELTH -1

BED T5%ICEBLRRERAIREEN, RLELHOAE (5%ELE) EELBWERL, RBIWEGT
ERBIAE, Mg (AEEZERC) , BuE (EEHEER) , BHRE, RUSHESBHETRSE
BEFECcH-o T,

IR BIER O RIBRITIETEIIEN S 30 BEAN T 1.5% Th o T, 2% EOFIFE L 2 - BIfE
BRixizinof,

BED 21%MPEHERICE v EEERPIE L, BbEAbR Q% E) BEPILIZESTZRIFER
3, REGEFPEREDERVES (BEEEZER) Thol,

BEDO%PEMEMZLOREZPH L, BLEH0NRE ($%LLE) #EFEITE>T-RIEA
CL, EFTRERIBE, REMEF PEEBOE, RUBNE (EEEEZERL) Thol.
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BEO 12%BEHERICL Y AREZEALE. BLE AN 3%ULE) ARBRICE->BI{ER
W, #FRERBETH o7,

Foek B

FEHE < b B0%LLE) BHER (£ TO Grade) 1, FEMEFDEkEDE, EH, EY, o/
MWIECPEE, JER, EEMEDEW, i, B, Bk (EEEERC)  BuiE EEEERRERS
L, TR, LFPEREDE, EEME, EME, SHRE, DEEEESE, cRMEE, BE, RURE
Thot,

BE O BRICHEELZBIERSBESNE, BLEL AN %AL) HEEZRBERZ, FHEES

PEREAPEE, BUME (EEMEERS) , Mg (EEEERR) 0 TH, B, BRE RUREFR
nThot,

IR DEFER R BIER M TRREE R b 30 HEPNZ 14 (8%) FHE L,

BED B%IBIEMAIC LV FEZTIE L, RLE BRI (%EE) RERIIZESTRIEA
iz (REE2ZER<) Thot.

BED 2%BBIERICL Y REEZ T L, BbE<Hbhi (%LlE) REREIZE > EI{ER
b, BRI PERIBAE, FPERAE, RUMMNE (HEiEEERS) Tholk,

BMEO 15%NEHERIC LY BRZ2ERLE, HbE<{A0hE % L) HEBEICE--RIEAR
b, FPERBIETH ok,

VENCLEXTA & 7 ¥ F O N F o7 U 0B3RBT AML BF IS S
BIER #2315 1277,

# 15 VENCLEXTA & 7HIF VU UIF 4 P roftERER S0 AMLAE O 30%LL.E
(2T D Grade) XX 5%LLE (Grade3 BLE) IoHEEIN-BIER

VENCLEXTA & 743 F L ®|VENCLEXTA & F ¥ D
tidibsrs fF e
BE PRSI BifeH 2T® Grade | Grade3 Bk | €T Grade | Grade3 2L E
(%) (%) (%) (%)
N=67 N =67 N=13 N=13
1L /NERIBE = 49 45 54 54
S O R S P ER A TE ¢ 49 49 38 38
FEE SERUIEAF KR 36 36 69 69
iE
R * 30 30 15 15
BTN 58 1 46 0
FH# 54 3 38 8
H I E {5 49 3 62 0
I 0 2 40 0 23 0
&7 22 4 46 0
U B >R Tk
H2h 21 3 3l 0




EiRE 0 0 8 8

A e N

el 6 6 0 0

Hifi %

(HEERR) 27 25 46 31

o Rz i 5

ﬁ*ﬁﬁivﬁiﬁ (HEHE &% <) 13 13 46 46
fiE a

[Ediceed 16 6 23 0

Ll 0 15 8

SRR R 0 8 8
HEHRELUES [HEE 15 0 31 0
L ik [ BRI 2 10 0 31 0
iR R RIS Y e 28 1 46 0
BRids S OB TR |,

. o | 25 0 38 0
&%%LM%%xv AECTE S 18 6 15 0
HElRTE —

A ErREE R 9 i 31 0
Hon 2 46 7 46 0
i R A 1 0 21 6 31 0
T I 12 7 15 8

BIfERIE, NCl O EESMMAEREE (CTCAE) version 4.0 & AWT Z L— Kot Ehiz,
= ORIVERS 2 S,

AR ER

AP PICEE SNEFROUEA— R T 4 ES BB Lo B EORKRERRY 2K 16 12501
EE-E
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# 16VENCLEXTA * 73 F U itF v # Voo ARES S AML B8O 40%80 - (£
TO Grade) Xid 10%LLE (Grade3 XiT 4) W8BEESNFFTHONIIEN L EERREIEE

VENCLEXTA & 7% VF 20 ofiffkE | VENCLEXTA &7 8 v r O RAfkE
2T @ Grade® Grade 3 3§k 4 2T Grade* Grade 3 X} 4*
R (%) (%) (%) (%)
N =67 N =67 N=13 N=13

iR

G PRk fE 100 100 100 100

E i B iE 100 98 100 100

o R 91 78 83 83

U L SERIBUE 88 73 100 92

D 57 57 69 69
Jirki-de s

5 75 12 69 0

&4 V37 AR 58 7 85 0

i oy P ] 1 i 52 4 38 8

&7 U v L miE 49 7 46 0

T b U 9 A E 49 4 38 0

%V Bl e 46 15 23 8

B YA E 45 9 46 13

B~ 7% @ ALl 21 0 54 8
RO TR L, HENER—Z T4 EFRHAL S DELOBEREERE 2S5,

VENCLEXTA HMERR L Z 2 o Rk
BEHE Db 30%ELL:) BIER (£To Grade) i3, B.ly, /MRS, S, HEEELTH
BRiEAEE, GFPEREAE, R, Yy, (ER, RUMEBEEREETHo .

BED S%ICEERBERBHME SR, fbE Lol (5%LE) BEEREWERE, T
vhERAME, BUiE (GEEHEZEERQ) , wmih, Mk REEE2E<) |, ROEFRESREERRECTH
27,

HIEMABEROBRBRRIIRERGA,L 30 BEAT49%TH Y, 2% EDRIFE Lo -BHER
o,

BEO BRRBWERIL LV REEZPIE L, HbE{HbNhi QWlll) REPIICESRIER
i, HMREORBME (BEEE2ERO Thol,

BEO S2%PEHERIZ L Y RELEFWT L, BbE<AHbhE (%L #EPUNIE-LEIER
i, m/NERAE, FFIRECPE, RURBEGFTRRPETH 7,

BEOUHBERCI Y HEZRE LT, RbEIHbhk QRiL) ARBEZESRIEA
1%, Mm/MRESETH T,

VENCLEXTA & {ERAR T # 7 Vo OMARES ST 3B AML BE CHE s zBl{ERE %
17 125,
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# 17VENCLEXTA L EREV ¥ 7 v OfBREERIT - AMLBE O 30%LL E (£To
Grade) Xi125%BLE (Grade3 DL E) Ic#EShERIER

£ TO Grade | Grade 3L L
FEERRSE EifER (%) (%)
N=61 N =61

1/ PARIBAME 59 59
U G HRERIBEAME © 46 46
ik LY v REE IR TR Y )
2 2 26 26
B 64 2
Efi]i=n T 44 3
[P 33 0
—h% - 2HEER L URE I ORIE 9 S 44 10
REMAE 20 18
. b ‘ fifie » 18 16
RSRIE S L U525 R E AR T ¥
PR B 8 7

RS K OSRREE FEBRIRR 28
Ik 5 IR R 3 31 3
Hi ® 49 15
JiuREgliRe= (& FE o 21 7
& i 15 8

BIVERIZ, NCIOBEEURMFHERYIE (CTCAE) version40 AW T L— o Ehi=,
S OEHERS &1,
BB R

BRI RE SRIFHO TN — AT 1 AP BB LA mBUEOBRARREMRT 237 18 [Z5il
5,




7% 1SVENCLEXTA *{ERE ¥ S OARE2T T2 AMLABHEO 40%L L (£To
Grade) i3 10%LAE (Grade3 Xit4) S &3 o X ITEL L BHERETERER

£ T D Grade® Grade 3 X% 4
ERERRACE R (%) (%)
N =61 N =61
I ik
I/ MREAEE 100 96
I PERIE A E 96 96
F Bk 96 96
U BRI E 93 66
i 61 59
o 75 A (b5

f=ginkis 85 8
& v 30 A GE 79 16
&+ + U o AMAE 62 11
Y A e ffE 57
B7 AT 2 ME 59
KA ) 7 A e 56 20
Y R E 51 21
B & % 27 A IMYE 46 0
7 L7 F = 4800 46 3
o, e BB e el 41 0

FROXEE L, HEVEA—RATA VETH» L OB LOBKRREBRRE 23T,

TR B (R

RIS RASEIEERAIT, AML BT HIaBEMsROBRER Y X7 Th 5, BN THHELEUE
=&V rriEmix, BBWWA P a—A%FET 5 VENCLEXTA SEAR YV 7 OBk
D TLS DRIREIL 3% (/61 4} Thotz, FHITLT Clinical TLS TH Y, 2 TOBRENENA

BiCERE LI,

7 R EER

7.1 { DIEA @ VENCLEXTA ~D

B S HERE O CYP3A ERISUT P-gp FAEH

BT IS PEED CYPIA BRI T P-gp FAER L OBFRIEAAR 7 T 7 2D Canx KT AUCie %
NSV (123 5) £F8), “hizXv TLS U R 7 &% VENCLEXTA #MAHEKTSZ
EBRHD[EERMEFLORE (5 24,

CLL/SLL B TiiTaftBsans  UUR BRI T 0is F1 7 CYP3A IER & O RS IIERTH

LIS (') F/F].
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AR SE%ic—ERRE 1 B 1ERALTWA CLL/SLL 5 Tk, BoOTEREZEE T, X
IZ VENCLEXTA OB ZFM L, VENCLEXTA #HOMIRICOWTHERS E=FZ V7352
& [ S Q3E, 2418 £/,

AML B3 Tk, VENCLEXTA @R BEZE L, VENCLEXTA #ZHOBEIC DWW TEHEBRES =4
Vo PR LfFEE AR (2338 2435 &5,

ST IR EE O CYP3A BBERI L P-gp FEEH & OB RAFTHCAV BTV e VENCLEXTA ©
%, PEHIhILD 2~3 BRICHERT D 2 & F% - FE 2318 2418 #4,
Fl—T 7 —vig AT H LY, RURREZE—TA— VT, CYPIAMLEMEE2ER T4k
¥, VENCLEXTAZ L ATREPIET A2 &,

SN2 NI ERE O CYP3A SFHEA

88772 CYP3A Bl L OB AIINRR N T A0 Conn RUNAUC B8 T 8B/ BFHFE (12.3 18)
B, Zhiz LY VENCLEXTA DEMMERET T3 &35 5, VENCLEXTA & 3#/172 CYP3A
BEA IR ED CYPIAFEAR L 0 RARETNT D Z L,

7.2 VENCLEXTA Db O IEH|~D R
i IV

VENCLEXTA & ORIV 7 7 V) o0 Crax LU AUCue 38N S W [EEACEEE (123 1F) 248, =
AUZE VMY A7 BT A 2L A3H B, VENCLEXTA LTI AT7 7V wrHERALTWAEA
FHCR, EBMZEHER (INR) 23BR =4V 79524,

P-gp % HH L 4 5 BEA

VENCLEXTA & O P-gp HIEHD Conax TN AUCue 2 1000 & B[ B (12.3 /) /4],
P-gp BRI OBMEI AT BEZ LBH B, VENCLEXTA & P-gp RUEHOGAIIETBZ &,
HEREE AR SV EEE, VENCLEXTA#E DA< &b 6 BRETIC P-gp BHEEA 2 &5
5T &,

8 WeRl 2 BEER~ DR E

8.1 i~ DG
) Z 7 OE

BRHPHEOY 27 THHBERKREREETEUREIZ W TORMEZRETE 2 L 54, T8ks
i1 5 VENCLEXTA OFERICT 37 —# B 5TV, =V ATHERIN-BHEICLS L,
VENCLEXTA iz &L Li=i84, RELERZ2REITBERRH D, v AT, & MH 400
mg/ H TO AUCICE-S< b MEFRBERD 12 F0RERT, <X M7 77 ARKRESEEREF
L7, VENCLEXTA %#3HERIZERT S5E4, Xik VENCLEXTA ORI BE R TR LTIEE
X, BRCYVRIBEETREERLL ZE2BFIHLEDI L,

WL D BERATCOERRARERERUVRESEE SN IHERY A7 E3FATHD, £TO
IHRICERIERE, BANE, XXEOWOFERROTR) A7 ¥3H5, XEKIT S —REM
TOERZERERFTROCHKEOERY A 213, BRMOICERSNWDIERD 35, ThEh 2%~
4%, B 15%~20%TH 5,

F—g
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e — 5

CFERBAERBIIBNT, BEERHOERE~ U ARVIERV Y FIARR 2 F 7 ARRE L,
i ’774‘6121 ~NF b7 TF 7R 150 mglkg/ B O E CHEERRBAROBNMECRIBEER NS
iz (AE40mg/ A TOL F AUCRERODN 12{E0RERTOREIRE) , EaBtE~r
WHUYFILLBED LN,
8.2 BEW~OH S
) A& D

VENCLEXTA @ & FRLHH~08B1T, BILTHEFTOHNEILIE~0D VENCLEXTA OEE, XIidH.H+
AEFE~D VENCLEXTA OREICET+ 3 HHETE N TWARY, BILFOF v MTiE L& &z
F T AT RIBIT UL (F—BH)

%< ORI FHAFEBITTEEY, B TECLRAIRIC VENCLEXTA I L A EE 2
BIVERDNEE = B PTHEMEVREH 52T/ uvi-t, VENCLEXTA I L S EFEPICiELE2 P T3 L58
L oithiciEdsz &,

F—

PG — 5

HEE®R 8~10 FOEBAFOT v MR 7 57 A% HBE L (BEROERS ; 150 mgkg) . 3Lt
HOAGR b7 F 7 ARER, MIFPREO L6 EEMok, Wit RFoRIGEEME2EDIZEAY
FIRE R (R by T2 R) THY, IHEORBHIRDENERIKMETH 1,

8.3 LRI FTRE R EER 0 B &

VENCLEXTA HMERICE R RIETBENYR S B[ HFER NMEH LOFE (5.5 ) RUFEIRESTE
H~ofF 8158 HH.

FLIRARTE

VENCLEXTA 3% 5-[RUABTIEIR T RE e 2RI IR AR 24T 5 2 & [FF e BF L HF ~ DR 5 (8.1
) M4,

ST

FERTFIRE R ST I3, VENCLEXTA IZ L AT R URM&EH D2 < &b 30 BRI Ae8HE
EERWA LT E L[ HRRAFERF~DRE R11E) £5],

P a5

BiplcBITAFRICLS &, BHEOARERENL VENCLEXTA L L3R THRDRARBERAH D
[FEERAEFENS (13.118) £/,

8.4/NRE~DEE.

NRBEICBTFAESMRUESH RIS S T2,

EHHTmESRRBICRBNT, TURERF I TS RE 10, 30, Xt 100 mgkg/ B THAR 7B H
5 60 HE CHHRO®RSE Lz, BH0BROMBRICE, 30 mgkg/ BELET, BIMEET, KA, &
A, RUHEM ST, £, 100mghky/ B T, BCERCEE~OBENRED S,
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N7 T ACEETAMOBET, 10 mg/ky/ ALLETOFHER Y BB Thot, 10
mgkg/Hit, HHE20kgD/NETE S L, mg/m? TOEREAR 400 mg D50 006 f5TH 3,

8.5 BilipE ~ D& &
1B o B ML Y BRI Y 3 E

VENCLEXTA BEHIFEOIESHREE 3 ARt 2 70 2R = BE785 CLL/SLL BE 352 Mo 5
B, 57% (2017352 ) A esaElltl, 18% (62/35261) R 75wl LEThoT-,

GFRRERBE UHARERRIZISWT, &L LT, BhE L EEREOR TESMITE M
WBERAICEROH B EFRD b d 2T,

S R = R
BEEESIRI BT VENCLEXTA & FH o o ot EEES = ) = 67 6T, 96%A8 65518 .E,
50%73 TS EELL ECdh o, BEFERERIZI VT VENCLEXTA &7 4% B oot HmtEE 2t 13 45

T, 100%A% 65 LA b, 26%48 715 BBl TH o, VENCLEXTA LB % 7 D tRftE
BRI 6LEITIE, 97%08 65 BV E, 66%4 75 RELL ECTh oz,

AEFROERVEBRRBROBICT LIEFHMRUOES2ET —#13, LE0BEISHELALLD
Tholo[BEA (6.2 8) RUOEKERE (142 7)) /7], &ihBE LEGBRE oMo R
HEEDERRTITIIBERR R Th o7

8.6 B AERIE BE

TLS MY R 7 B EFTH70, BlRIETRSE (CrCl 80 mL/M4y RS, Cockeroft-Gault 12 X2 0 BiH)
¥t, VENCLEXTA T X R1EROFRBEFIZ TLS © Y 27 2IERT 710, EbIfUE U TIEHEE &
= H VT RETEFE - FFE 218, 2318 RUOBERMEHR LOEE (5.1 8) 2ME,

R S P B D R R AR (CrCE30 mL/4ELE) Wi ARSI XA [ B
(12.3 1) 205, EEOTHEREREE (CrClAs 30 mL/4yRE) XIER &% T\ 5 B
TAHRARIREIN TR,

10 B EHRE

VENCLEXTA i 512603 5 5 E ORIV, BEHR 52384 LEIEE, BEZEEERL
T F Y/, BYRKERIEETI 2 &, BRNEHIMAIL, VENCLEXTA £5BiL, Zofh
DM & T TLS OMBERUER 2 EEIRS ®=F Y T BT L FE - Fit 228 235 #
BB, ALY T ARSMERBREREEIC LY, EEBEAMBERABmWED, Bl Tax
b2 T RAERKRTE D FTREME IR,

11 AR « R

AR YT YR BCL2 A7 HOBRMEEFERTHD, REE~HRAOEGT, SRk
CasHsCINZO-S ThH ¥, O FHIL 86844 ThHBH, <A b7 F 7 AIKITIF LA EET RV, <X b
7 Z I ADALEL L 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-I-en-1-yllmethyl} piperazin-1-y1)-N-
{{3-nitro-4-[{tetrahydro-2 H-pyran-4-ylmethyl}amino]phenyl} sulfonyl)-2-(1 H-pyrrolo[2,3-b]pyridin-5-
yloxy)benzamide) TéH ¥, {LFHEERUTILIFOL BN TH D,
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Saa
Cl

VENCLEXTA SEi1E N 5B OB EAIIRBAOLEN T, F2ES L LT10, 50, Xi 100 mg

DRE LT TGITRAEGEHTDH, HEATMNAE LT FE2EAT5  aRle Py, o4 Bk

A8, FYYAR—| 80, TABRTTINAFTRYIOA, RUEKD VEBKEILYT A, Fio
10mg R 100 mg 2 —F 4 Y 78U T2EHE T3  AEksk, BV e=AFila—n, RYZF
Vi Y a—i, BN, RUIEEFF Y, 50mg 2—F 4 " FEBUTLER TS : BBk,
REMLSE, RBEMesk, RV E=AT7ira—in, FA7, RIxFLysYa—n, ECTEBLEF#

v, AT TV, KemicisEReficayd3 oy, 1505, Xk T100) oz
BB,

12 [RERIRE

12.1 {EFIHEFF

REMZFIZAZMT R b= RF 35 EThHh D BCL2 OBIRATRENOFR G H8ER Ny FHEA
T B, BCL2 BIEEHIEOATE b b LIEEE~ORMEICES LTS CLL KT AML #illg
T, BCL2 DIAFBERBELNTWS, XF2 7 F 7R, BIMOL 27 R b= ARl F /3
ZEORPLYIZ, BCL2 F A0 BIEEEEATAIZI IV TR PV AOBBFEHEEY, I
b=y R Y 7THAEE RS R OH A iE 2 b b9, IERERRBRTHE, "R b2 T2 A%

BCL-2 Z AR & & 5 EEHRIE B THEESEEE R L,

12.2 IhE

HEEZ B4 D BERIGETIC RS0 T, CLLSLLABFR U AML BE 45 & L-BERERRICE
WO, FRIRIETR & BURO £ EVGREEE & ORISR D binl, TR 5 RE RIS
iz ST, AML BF 2SR L LEBERRIZBWT, BipBEE L —HOoRLETRDIVE
VVEESR & ORI @M FRW b, CLL/SLL AFOIFE, BEAFETIE 1200 mg £ TOMET,

¥R ) VEFL T L OFRARETIE600mg FTORRT, BRER S ELEORICEBEIED LN
fpinaod,



RS AT

BEMSRE O MR B O BE 176 FlE xS & L-3EEH, HERERIZBWT, VENCLEXTA
1200mg 1 A 1B FERENTWHRAMERARO 245) £ TORBEHRED QTc MFRIC RIF I
#EF{ L7z, VENCLEXTA X QTc FifRlc k& REBERIEET Q0msHE) , ~R b7 77 A0
B e QTc MROEICEEN X o T,

12.3 JEDTHIR

IR AREREETIY, <R F2 T2 2400mgl B 1 EHRESHOETRIBIZET D Cou KT AUCo24
OEME HERERZE 1, THAFN 2.1+ 11 meg/mL KT 32.8 £ 16.9 megeh/iml. Th o7, ~F% b

7 7Y AOERREICEIT S AUCH 150~800 mg (RFBIN TV D RKRHERA LD 0.25~1.33 %)

O ARG AR Lz, <& b7 T 7 20EMENRITEFRICEL LRV,

BT
HREEHET TOREENRER S~ WM CMRT~F b7 T 7 ARE RS REICELT,
RHOHH

MBESREFT LT, EEHE WsRxabo )—, BOH oY —25%, RAK{bpoaa ) —
60%, ROF 7B 0Hn) —15%) &ZEE LIZBRIESR M2 T 7 ADBRERNT 3.4 518
mL, mIEE Mrs3xohol—, BiHo e ) —s5%, mAk{kipola ) —28%, EUF
NRIEDHIE Y —17%) TS LSRR b T ADRERA 5.1~53 {58 LT,

i)
RAMYF TR, 1~30<1 7 2E/L (0.87~26 meg/mL) DOIEEMET, fiEhoOIEHASE

0.01 T MMEESY 37 EBEICHEAS L TWAD, EHmig/miEil il 057 ChHoTe, BE
BB A I 7 AORMNTODMER (Vd/F) 1256~321L Th-oi,

HEit
AR YT Y ADEKRBOMI R 26 W TH o 7=,
Eayt

NRI2TF 7 RFinvireo TEE LT CYPIAICE » THRBIENS, MFEROIELRIITHD
M27 ¢ BCL-2 [BEBIEMEIL, invitro TR b7 T 7 RUZHAT 158 il T, AUC IEHE&H D 80%
Tého7,

R

MC HURHMERI R b7 7 7 2 200 mg 2EHERE IO L CHERA#HE L E Z S, RERD
99 0% AP [EUT X GRE(AE & LT 20.8%) , REMLO 0.1%KMH 9 B LRI R Iz B
=his,

Bl e dE M

M (19~905%) , MR, AFE (AA, BA, 77 A, RUEOH) , FE BENDPEED
WERBEREE (CrCl30~89 mL/4y, Cockeroft-Gault iz X AFH) |, XITEREN L RS EOIFHEER
= (BEVALVEUREEERTTARTFVENF VAT 2 —FASTIAEFE LRULN) 28 %
A, T BEUAELYRULN D 1~34%) €50 T, _R b2 52 A0OEBEEICREENICES
OHIEITED BN Ehofn, _Hhd F I AOESIHECRETEEOCTRERESE (CrCl<30
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mL/4y) , B, RITEEOFERERE BEYVAEryBULND 3EE8L5) OFBIFATH
53

B E AR
BRA R

FHFELFIy, FIPROTAL Y, VYEFTEY, FAEy, SBAMMER, T2y,
i) VR LHRBELEBETY, AR M T AORDBEICERMCEZ DD HET
Ehbhishote,

s P

AH &4 b aF—A (35775 CYP3A, P-gp RU'BCRPAEH) 400mgl B 1[E 7 Bl & O
J-?-f:ct ‘G ) /\‘:})F‘ E‘ y ? & X@ Cmax Pj: 130%, A.UCinf #j: 540%%1][] Lf:[ﬁ%%ggffﬁ (7.1 IE,) %eﬁgju

U rFEA

AF &Y ML (B85 CYP3A, P-gp, RUFOATPIBI/B3FHEAD s0mg! B 1[E 14 A & D f
FAREIZL Y, R FT T T AD Cuxbd 140%, AUC T 600%I8IN U7 [ ELHEERL (7138 &
A,

il i A 4

AA 50 mg R 100 mg & ARV aF Y —) (88772 CYP3A XU P-gp FAEAD 300 mg @ 7 B
Rz XY, FH 400 mg HEFRESIZHS, <F DT F 7 AD ConlTZ LI 61% KT §6%15/0
Lz, AFNOD AUCH TER-Eh 90% R0 144%E 2> 7o,

AHNE Y 77 v (OATPIBI/IB3 BU P-gp FHEH] 600 mg HERE &L oA EIZEY, ~
PRI T Y AD Couau b 106%, AUCieis 78%HMN L7, A& V7720 (BRfine CYPIATHE
Z) 600mgl B 1[E 13 AMKXERSE L OHARSIZEY, <K ET T RO Cuax b 42%, AUCus
& 7Y% U [ BB EER (1.1 3R) 28],

D77 I

NRE I T RA400mg BEIEZEESELTAL 77 ) 2 5mg L OHARETHE, R-IALT7 7YV RUS-T
N7 YD Crax U AUCET 18%~28%I80N U7 [ ZEEFEEFEA (12 1H) 248,

e W

A2 F T A 100mg BERS L VIR (P-gp DEH) 05mg & OFARE TR, YIFL
YD Crmax 1E 35%, AUCinslS 9%I8IN UTe [EMFE T /ERT (7.2 38) 4],

Invitro A

~F k2 52 A1k CYP1A2, CYP2B6, CYP2CI19, CYP2D6 XX CYP3A4 iz L TIHHEER IS
WERERERV, R FF T 7 AE CYP2CS, CYP2CY RUFUGTIALIZH L TEVVIAEERE2 R
7,

AR b7 57 AT UGT1A4, UGTIA6, UGTIA9 RUFUGT2B7 ot L CTRE/ER &R & 20,

AR +7 57 AL P-gp KU'BCRP EH TH S & FINFIZ P-gp L U'BCRP FAE/EARH D, 28BN
OATPIBI [HEERZ=HE T 3,




~FR b F 2 AL OATPIB3, OCTI, OCT2, OATI, OAT3, MATE] XX MATE2K {zxf L THH
RRERER,

13 FEHRAREY

13.1 BAFRE, BERE, £RiEEE
NAN T AOPRARERERIIERL T2,

NREMZ TR, mviro TOMEEZRAWERERERL (Ames) RRBRICBWTEREFIERIT
Z e, b MO Y A EE AW invire TOREEEFRBIZIBWTHANTHENETE %
BlEf o LA, mvive TOw 7 AFH/MERIRICIBVT 835 mg/kg DR E TRAKRE %
FRLhok, M2TREMDIX, invieo TO Ames RBRR U R EHBICBWL CRIEEMEEHE
T holz,

Mt~ o7 2% AV RRERBR R IR A IC T AR B2 ER Lz, 20BN TIE, 8
IC X HAEER, TR, RUMBBAICSOWTEHEASfThR TS, BEER, 208, 4RE6E 3iE F
EEE, XX—EHh OATFERE~OZ N T 7 A0 600 mgkg AOFRES CL b
Pof, Lnl, 400mgORATOE P AUCIREROR/D 05 BFOREBR T XIZHD LA RER
s (FHIADME) o#3< E, b FBMAREE~DY R HH S,

13.2 Bt B OV ik SESh IR

ARF ST T T AT RIZBWT, BRSSO ISR SOMEL R ST, B,
ASWE, RUEREOIFEIE MM RT 2 BMMERE3 &R Uk, ZhbORFRITRAE
THMN~IEE Th oz, 4 BMOBREHMECR 4 A oREO%IT, ERREEL—8o
MgTEEROENTEY, EHOREHMIIESERAOZOTHEEIIFHMEI R TV,

¥, AXIZEBTH1E IEREONI » BRI, SR FI7AEAT=RBEORZIZEDE
OETHOERERT LG Lk,

14 FRARFER

1418 Y B iFEIN Y BRI D /3Rl
BERMRE
CLL14 35

CLL14 (BO25323) #GhiL, BEFOE¥MEM (Cumulative Iliness Rating Scale [ CIRS ] 3t A =27 >
6 XX CrCl <70 mL/4y) 2FTEHRIEGHIO CLLBES MR LAEEMHE, o4 ak (1:1),
LERILE, FEHR, TICHEME (NCT02242942) TH Y, VENCLEXTA & A4 E XY X< 70
Bt (VEN+G) OFDHHRUEE2EE, ARV AT L aF a7 A00RHE (GCb) &
Pee - 3840 L7z, RER~OBANOEME, BEELERO 2FEUNOFFF AT I F—ERNEE
yrerthy, B, F, B BRUGEOREZRPEBL, Ve —ERBOBENIICIRSIZLS
Bx DRE/HERBEERA TR 4OBELRA L,

ETOBRERAEXY X<7 1000 mg % Day | (FNEHE TiX, Dayl & Day2{Z 100 mg & 900 mg
WmElcEsn) , 4471 1®Day8 & Day 15, RUENRLUEDESA 7 VD Day LIZEFH 6 %A
7 NVZF e, VEN+GBEO B 12 VENCLEXTA @ 5 EMOBREHER 7 ¥ = — NV % - B 2.1
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I§, 2.23H) J&%A 701 O Day22 58551, VENCLEXTA 400 mg 1 R 1[4 31 713 @ Day
IV 7N 120REBETETE, GChFIZF VFAET ENEBEL, Z7uisr7in
0.5 mghkg DFEORELFA 7/ 1~120D Day 1 R Day 15 (Z%iT7z. &9 A 7328 BEITH-
7o

BEF42ER T X LEHTT E N, A6 FINERBEICT X AEIFTENE, AT T DA
BHREVRBEEITRREMCRSETH o2, FMoPRRMEL 725 (R 41~895) , BA
M B9%E EHD, 67%BBHTH o7z, Binet DFHZIE T 36%2AH B, 43%25FEH] C, 88%H°
ECOG performance status 75 2 & T -7, CIRS A= 7 O R({EL 8.0 (#EFH : 0~28) , BED
58%75 CrCl <70 mL/4y T o1z, BE O 8% 17p R4, 7%IC TPS3EER, 19%IC 11qR4%E, 57%IC
RER VHERD b,

FEALEOETFEEE I, MIBEERS (IRC) AFE L mEgEAFHRE (PFS) Thoi.
PFS @BBM A o fRdu@il 28 + H (868 : 0.1~36 + H) THoiz,

CLL14 SRB D MEORERE R 19 12/RF, PFS @ Kaplan-Meier B % [ 1 {277,

#19 : CLLMURBR TREN - FiEoER

v vy gt FERY AT +
SEE VENCLEX’I(‘;tfl‘GI:;R/Z'?V P
(N=216)
S R AE TR o
AR, 0 (%) 29 (13) 79 (37)
I BEE ST 14 (6) 71 (33)
BT 15 (7 8 (4)
Wi, A HEE FRBIE
HR (95%CI) ° 0.33 (0.22, 0.51)
p fiE b <0.0001
L, n (%)
ORRH 183 (85) 154 (71)
95% CI (79, 89) (65, 77)
CR 100 (46) 47 (22)
CR+CR¢ 107 (50) 50 (23)
PR 76 (35) 104 (48)

Cl={E#HREH ; HR=~¥— FIb ; CR=5%2%E% ; CRi= BHMEENRTELRTELELY  PR=47
Z5%h ; ORR = 23%h= (CR+CRi+PR) ,

0 Z LB HEWAREI L BF D ECREEST LT A S FET, IRCHFEMEL
7= ; Kaplan-Meier $£ & &

PHR OHEFEAIL, Binet ORISR UHERAIHLIC L - TRAWE 2 hie Cox Fefij ¥ — FEF i
ESWTBY, pEERRUEFIZ L > TR ENT log-rank IREIZE ST B,

2008 @4 Y o MMER MBI AER Y —Z 3 v 7 (IWCLL) HA KT A s,
dCochran-Mantel-Haenszel #1233 7 p{H ; ORIZEI$ 5 p=0.0007 ; CR+CRiIZET B p<
0.0001

1: CLL14 RR TR ENT IRC 235HI L /- EH B AT M @ Kaplan-Meier
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Frapanson-feon Sl

T i e I Py T [ 7 v
k.4 TRl = (108 hi: ) e L2 kel 2
[ (AN 12 etk FEEITE 35 Wzei pAT I
T e

IEATEHERE A T, 4ETFHIRY (0S) oHRBEICIEREIEL TR O, FAMNRBE L TV -BEIT 10%
Wil iadro e, OS OIBMHAM O RET 28 » A Thote,

WUNERTERZE (MRD) 3, 7UAMBEERMAT) IS 3T FRY 2 F—¥E#ERG (ASO-PCR) #
FWTEM U, BMREoESIIEMmER 109@& 720 CLLAN 1 8K & Liz. Thicfii<
CRZEHK LI-BEICBIT BRI TH 3 » AREO MRD BIESEE23 20 1R Y, Z OFFHRERR
FUT, ARSI GO MRD A&l T o 7o VEN+G BED 134 Fliciistin T 55 iimiEnH o, Zo 134
Flo 55 1228 (91%) BFRAEMETCER VTN TH MRD BiETh-o Tz,
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220 : CLLMBERICBI DR TH 3 » BRRROMIEBEREBRNESR

| VENCLEXTA+#EXYVX<7 | FEXVACT+7BIAT VN

MRD 2SR (ITTHH)

N 216 216

Bl n (%) 123 (57) 3717
95% CI (50, 64) (12, 23)
pfH® <0.0001

RAEHL, n (%) 163 (76) 76 (35)
95% CI (69, 81) (29, 42)

p fiE ® <0.0001

CR B&IZH1T 5 MRD B

N 100 47

A, n (%) 69 (69) 21 (45)
95% CI (59, 78) (30, 60)
pfE® 0.0048

SREAM, n (%) 87 (87) 29 (62)
95% CI (79, 93) (46, 75)
pf#*® 0.0005

CI=1{Z48[X[H ; CR =582%%
o A IR SV pE

TBREH T 12 » AOREAT, FAEMm$ o> MRD BRI VEN+G #0035 T 58% (126/216 7))
GCIb FEDEFE T 9% (2021651 Thot,

MURANO 35

MURANO 3%5kiZ, 1[ELL EOFIAREEZA TS CLL BF L34 L LT, VENCLEXTA &V V¥
- 7 OEEE (VENHR) RV LRFLU LYY F w7 OMRERE (B+R) L 2L T
VENCLEXTA OB L BE&MEFFM LT v a0k (1) , SiEivER, HERER

(NCT02005471) Th 5, VENtREOBFII S HEORARIIER 7 Vo —NVERT ULLER. - Fi

(213 223 ZHFE, VVF~T OV A1, Dayl 55 24 » B B VENCLEXTA 400 mg |
A1 ROFEESZT, REETXEFFE TERVEERLA LR -7, VYFR <70, 5ER
O R EEE% O A £V 1, Day 1{Z 375 mg/m? THARNE S 2BAL, 31 F /L 2~6D Day 1 i
500 mg/m?2EE G Lin, &A1 2700328 BRI Ch ol BREFCT & LAFHS T S B,
ARy FBAF L T0mgm? 1k Day 1l RUR2IZ6 A 20 Q8AFA20) |EL, VUFI<TiEk
SEORBE AN P a—THRE L,

BE 3BV FDBENT X LEIT ER, VENHR BT 194 BIR U BRI 1958 Th o e, ~—
AT A DBREHERRERSEED VENFIR L BRECEH TRE Ch o2, FMHodRE 65
B (BB : 22~~854%) , AAMNIT%E 58, 7T4%A B, 99%AH% ECOG performance status 2% 2 54
Thol, BIEROEKOFRMEL 1E FH1~5E) THY, 59%H5 1@, 26%32[E, 16%d 3
EBILL - ORARE R TV, BITERNT, TAxA4ER] (94%) , i CD20#ifk (77%) , BHIERS
BHERREAER Q% , RUTY AELEROFHER 1%, TAF T/ IaRA77 IR/
YELeT 55%EET) Tholt, BED 4% 1TpRE, 25%I2 TPS3ER, 32%IC 11q Kk,
G3%ITRER IeVH BRH BT,
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AL, MIEEEES (IRC) HSFHME L/-EMBEASHER (PFS) &\ TWW iz, PES O:BEF
HARI D FRdLflld 234 + B (§E8H : 0~374++ B) Tho',

MURANO BB OFEDHERE R 21 12771, PFS @ Kaplan-Meier i#f % B 2 lZ7R 7,

3% 21IMURANO BB TR S /s IRC A ERE L 7= B ORE R

FEE B VENCLEXTA+ UV x =7 | RUFLARFU+ YV FIwT
(N =194) (N =195)

S TR AR YRS @

AP, n (%) 35 (18) 106 (54)
FREEST, n 26 91
JET-A 2 b, n 9 15
FdfE, A (95%CD S 18.1(15.8,22.3)

HR (95% CI) ® 0.19 (0.13, 0.28)

p fig ® <0.0001

5, n (%)

ORR 179 (92) 141 (72)
95% CI (88, 96) (65, 78)
CR+CRi 16 (8) 7 (4)
nPR 3(2) 1(1)

PR 160 (82) 133 (68)

CI={EHEM ; HR =~¥— Flk ; CR=5%2%%) ; CRi= BHEENF FRLR7EL%L) ; PR = #51
{HE Sy EE%h ; PR = #B5r3E%) ; ORR =2FZ)H (CR+CRi+nPR+PR} ,

"Kaplan-Meier H 2 £

bHR OHEEAERE, 17p Rk, Y A7 ORNE, RUGHIAMIRIC X - TR E iz Cox bl —
FEFACESNTE Y, pEIEFE LEFIC L - THEBILERTE log-rank REIZE-SNTHW 5,
<2008 @4 U o e MBICET AEE T —2 a3 v OWCLL) HA F7 4 Uiciitsd,
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¥ 2 MURANO B TR &7 IRC 23740 L 7= S R TFI M © Kaplan-Meier phif#

100 4 o -
L~ - -,
el Rl S N
B T

.
30 7 sﬁ‘é&”&@?
E et o b § b b
[
@
g 6a-
&
=
2
2
3 40 A
g
-9
20 -
B+ R (N=195)
« e VEN+ R (N=194)
Q-
No. of Paticnty =t Risk
R+R "ws 3] {74 14 124 10 B2 §6 34 11 -4 1
VEN+R | 194 153 ug? 177 173 171 157 118 75 34 14 5 3
¥ L3 T T 13 L] L] L] 1 Ll L] L W
0 3 é 9 12 15 18 A | 24 27 30 33 3 38

Fime {(month})

R ERMFER T, WTROBL BB O RETHS 229 » A0RIC24AFHNM O P RE I BRE
LT lhizhaots,

VY &2 7 OREIRE%E3 » AOMAT, PRELAZER Li-BAFOFREMF O MRD BT
VEN+R BET 53% (103/194 1) , B+RET 12% (23/19541) Tdh -, T OEBEETO MRD &
CR/CRi &{% VEN+R #£C 3% (6/194 ) , B+REFET 2% (3/195F) TH-7,

BAERE
BEIGHE CLL ¥k SLL 23817 3 VENCLEXTA BAISEOE ST EEEREE 3 BBz E-SWVWTin 5,
MI13-982 35

VENCLEXTA OF#hER, 1 B EOMTRREEZH S 17p KEEMF S CLL B# 106 Fla g L4
5, EEWH, BB, SIEREREERBTH S MI3-982 RbE (NCT01889186) 2\ THESL L7z,
AR ClE, VENCLEXTA BHEOBERIROT- I FDA BEKED Vysis CLLFISH 7 —7% v b
AW BEORMMBEI 17p RENTHR Sz, BEIX, BAHEE 20 mg 0B Z & o B RWiE
AP a— VT VENCLEXTA M5 %2541, S0mg, 100mg, 200mg &AL, HEAIZ 400 mg
18 1[EE AL, RBETEHERINDET, XIBERFFTERVWEESRRINDE
T, MEREAYIC VENCLEXTA400 mg1 A 1 E&&R &5 Lk,

HehtEiL, MEFEERS (IRC) NFHHLA2ERSE (ORR) ISV T,
BN EREAOR—2F7 4 L OBREFERRUVERSELE 2 ICEHT 5,
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# 22 MI3-982 BB CRENEA—RT 4 Y OBEHE

i N =106

Eim, S8 PRE (FE) 67 (37-83)
BA; % 97
B % 65
ECOG performance status ; %

0 40

1 52

2 8
N ; %

Ve BRMEE 25 x 109/L B E 50
S5emEL G Y G L 2Lk 53
HITAREILL ; R (FuE) 2.5 (1-10)
BT ENTHEOHM, FE; PRE (FERH) ° 6.6 (0.1-32.1)

ON=105

FEAmRE ORI M o R il 121 # B (80 - 0~215 7 B) Thotl, FEORREE 23
[aba S

3% 23M13-982 BEY CRE N 17p REZH S EEREO CLL BFICRBiT 2 RCIC X 5 HF MO R

= VENCLEXTA
RHIBR N =106
ORR, n (%) @ 85 (30)
(95% CI) (71, 87)
CR+CRi, n (%) 8 (8)
CR, n (%) 6(6)
CRi, n (%) 2
nPR, n (%) 33
PR, n (%) 74 (70)
Cl={E#HEM ; CR = F2%E% ; CRi=FHEEIFTELELTEES ; RC=MIr5E
HEEHEB S ; nPR = FEIMEAESZEL) ; ORR=2F%H (CR+CRi+nPR+PR) ;PR=
BRarFESh
2008 IWCLL A KT A ZHB,

EZESE coMMObREZ 8 + B (§EFE : 0.1~8.1 »H) Thot,

BOF—EH v b A7 BRUCHERBEENMPERC L2800 E-S5< &, 38 (DOR) 1229
~32.8+» A Thot, BB OPREN 22 » B T DOR O FREITIIEFE L TU7RYY,

VENCLEXTA bZ X ARE#IZ, CR XM CRi 2ER L-BAF0REME U EHH T MRD 253l L 7=,
3% (3/106 Fl) ASRAEIME VEBET MRD Bt Z#Emk Uz (RlmEk 10457~ 0 CLL A 1 ERE) .



MI2-175 FE¢

M12-175 5B (NCT01328626) 1%, 17p REZHTHL O ETeBiARO CLL X SLL A& &4

ANT=EHERRIER, FERRBRTH o7z, AL, VENCLEXTA 1 B AR 400 mg OFE &7z

BE 674 (CLL594, SLL8#) TiMEshie, BEL, HRBETHHERINDET, THEEN

FRATERVEMESHEREINIET, ZToMfEEME L, FHEFoBEFREMO P RER 22.1 # A
(#EH : 0.5~50.1 + B) Th-otz,

FEWEORIRMEL 665 (FiE : 25~845) THY, BN 78%% 5D, 87%IRBEATHo 7, B
BFREIE O P RERT 3 E EE - 1~11E) CThot, N—RATA LIFZ, BED67%IE5cmill
DY AR 1D LEEL, 30%EALCHS 25 10%LELETH Y, 33%ITHE SN RER VA,
1% E N 1T REZHF LTV,

CLLIZHT A28 SMEE 2008 IWCLL H A4 RS A4 wicff- TEli iz, RCOFEMi-L B &, ORR
X 71% (95%CI : 58%, 82%) , CR+CRi3BIE 7%, KRUPR L 64% Th o7,

TBER T {EEM O M E-3< &, CLLAE® ORR T 80% (CR+ CRi 14%, PR +nPR 66%) TiH -
7. BRFHRRIONEE P RE A 252 » AT, DORIT 2.34+~486+7 A Th o, LARVF—47HO
51, 83%MD DORITIZ # AL ETdh iz,

TERREEER I, SLLAE 8 #liixf LT ORRIX 100%CH B EFHML 7,
MI14-032 S5k

M14-032 R (NCT02141282) 1X, A N5 =7 XiZ idelalisib OEFRERH Y, 1HFED ILRFRE
ICREMEST R bl CLL BE & %41z, VENCLEXTA OB ZNELZFEM L, £tdtRE
BTholz, BEFHREE A7 Vo —#%IC VENCLEXTA 1 AR 400 mg OG5 2%, 5
BVEATAERINAE T, XIZBENHFAETELRNEEMAERENS T, #5A9Z VENCLEXTA
400mg1 B 1 BE%R#E Lz, ATERRRTO, BRRUBOPREL 143 -8 FEE : 0.1~314 5
BY Thot.

BEREOH B BE 276 (4 TNF =7 ORI Z 2 BE 9L #, idelalisib ORifAIE T8
FH36H) oL, FEOPIMEL 665 (FEH : 28~851%) TH Y, BN 70%% 5, 92%HRH

ATHoTl-, BiiEREEO R RER: 4E GG 1~15E) Thots, X—RATFA VIFZ, BED

A% 5em B ED Y 3R 1 SBLEFE L, 31%i3 Y o SBGERED 25 < 10L L ETH D, 57%i%
I NTRER IgVH, 39% 3 R&EESNIE 17p REAEZF L T,

FEMMEN 2008 IWCLL F A K5 A » I0ES0 Ty, IRC OFEMIZE-3< &, ORR I 70% (95%
CI: 61%, 78%) , CR+CRiZit 1%, KRU'PRFEZ 9% ThHoT=,

LEETHEEMOFMICEE-3< &, ORRIL 65% (95% CI: 56%, 74%) Tih-7i-. BEFEAROHEED
BfElL 14.6 # A THRBRE{TERIC L 5 DOR O R EIZEEE L Tuwnvizvy,

142 R E 4 B LA

-2 &7 AML 838 T 75 BRELE O3RN R B AL EFEDOERICGT L2 DA HHE (~—
AT A K@ Eastern Cooperative Oncology Group (ECOG) performance status 2~3, EE DL IME X
A OAGHE, SEEOITHRERIE, U3 CrCl <45 mL/4ar idthOEHHEZ L2 < & h 1 28l k)
ERTOBEEREL LIEERT V¥ AMERRO 2 BRI T VENCLEXTA ZHET Lz, B%h
I 42ER (CR) OFIE R CR OEFMEIcE SV TR S,

91



MI14-358 Gk

FrCBlER AML BEE2HB L L VENCLEXTA L 7H 5V (N=84) XEFvrivy
(N=31) O8FHFREDHET & AMEHETRERFEFE (NCT02203773) (23T VENCLEXTA # 1%
Hlic, Z05h, THUF UV EDOIFRARBERTRTARVT VF B0 L ORIREERZ T

13 A8 75 B LA E U BR A M AL RO B i L R 58 0HEER B LTV,

BEREAOBRMEA S V2N EH LT 400mg 1 B | BIOKKMARE T VENCLEXTA Ot 5
BETT AR - AR 2.1 FE, AEMEHMP, BEITLS OFHEREET, ==F )
TOIDIZANRE L, VA 741D Day l nbEEAL, 4 28 B¥A 7 /A0 Day 1~7 12 75 mg/m? D
THRLF OB BIRNUIE TRE L, VA 70 1@ Day 1 5401, %28 BYA 2 /4O Day
1~512 20 mg/m? DF % €U IR S Lz, HEEITAMEREND ET, XITBRENTFATE
RVEMSTHERINDET, MRS 7 R LA, BRRBRCRDESEOREEO DL T
VFVrORRERE T (FPHFUF P OREFHHAXER) . BERRTRT V08
B EIIfThRhoT,

BBRHRBEADN—RATA v OBEERRUERSELER 24 ICEHT 3,

# 24VENCLEXTA ¢ THF O TF o # O EEREES T AML BEITBIT5<—X
A v OREREME

VENCLEXTA & 73 | VENCLEXTA & 5%
FEE F Vv OHERERE v O R
N=67 N=13

Ells, R PR (FERH) 76 (61-90) 75 (68-86)
Al

HA % 87 77

BARRTZZVIRTAUIAN 4.5

TUT AN % 1.5

N A SRR A BER 1.5 15

FAVAA T AT AT T AREER % 0 7.7

RERE/IT O 5 % 6.0 0
BYE . % 60 38
ECOG performance status ; %

0-1 64 92

2 33 8

3 3 0
R - %

T AML 73 85

¥t AML 27 15
PR %

TP53 21 31

IDHI X {3 IDH2 27 0

FLT-3 16 23

NPM! 19 15

R EFERI Y R & b %
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R 64 38

TR 34 62
R—R T A EEOEHES %

BEOLES 45 7.7

BEEOMER 1.5 0

RERE DR REREE g : 0

FLTFmr T YT TR <45 mlisy 13 7.7

MENT R OBER R TS CHATT VO F OV BO 6 FIRUF VI B0 4FlE &,

"National Comprehensive Cancer Network (NCCN) U R 7 BA V204 IZERIN TS,

c T LI UHO N PHCERSEAED bR Mo (B insitu A T ) FAE—I 3 V[FISH]
ATERNCEE LW A7 Z@RALE)

AERFIZIL 2 U LD THEN H - = RN H D,

HatEOREREE &R 25 TR T,

3 25VENCLEXTA & 7o F UL N iF & U o O AiE 22 - 520 AML B3I
B EMEORKR

AR B VENCLEXTA & 7;:;;;'77-/ v OB AR VENCLEXTA & :"‘:lf v DA
CR, n (%) 2537 7(54)
(95% CI) (26, 50) (25, 81)
CRh, n (%) 16 (24) L(7.7)
(95% CI) (14, 36) (0.2, 36)

CI={E#HX M ; NR = s£H|#

CR (55284 13, FPEGEE >1,0000~4 7 2 VU v b, M43 >100,0000~4 72 Y w |
v, ARIMERESMET, RUSER <S%WOBME EHE I, BRPOFERR LEOGT 7 AMERER
HENAIFERREL  HAEBARL,

CRh (EMAEFEDIRRT2EE 2 4 5 o2 1, BPOFE <5%, BROFTRBZL, RUSK
Bk OB 4R A2 EE (M MREL >50,000/~4 Z 1 ) v FARIRANC>500/~4 7 2 ) » hb)

LEZ/I NI,

SBERHAR o el VENCLEXTA & 7 F U 0 ERFET 79 » B (BEF : 0.4~36 + B) T
Hoto, METEMEFS TCRZFER L TWEAFORES, Eohiifohkifiixss » A (HE : 04
~30 # H) Thote, BLHMIE, CREBNLTF -7y bA 7B CCRREOBFBHEONEET
T b,

EEREAR o sl VENCLEXTA EF o2 vkl » A (B 07~21 4 B) Th-o
7=, FEATSEFERS S CCR ZER L TWEAEDER, EOMMoPREX 4.7+ 8 (FEBH : 1.0~18
FR) Thot, BYHHMIT, CREBHET—FIy FAT7HEXILCRNEOBEEOHFEETTH
5:}

B#H0 CR X% CRh £ TOHM o h il VENCLEXTA & 7 ¥ F U roffRkeZ T -BE T
1.0 # H (BH : 07~39»A) Thot,

F:#4)0 CR XL CRh F TOHMOFHR{EIT VENCLEXTA L F ¥ # E o OHERREE S -8F T
19+ H (6B :08~424+8) Tholr,



VENCLEXTA & 7 H o F D Dt RBFEE2 S BEDS D, 75% (5/67F) M7 OHEMaieiE
o A B

ZORBTIIEALREAMEEREOERICHT A AIHNELZH L TWeh -85 357 (Eihf
H : 65~7488) FIEINTIRA AN, VENCLEXTA & 7HFJyw (N=17) XiZFvrFewr
(N=18) DHRARREEITo7,

VENCLEXTA & 7 r-F2 o BitE2 5172 17 floRS, CROFEIL 35% (95% CI : 14%,
62%) Tih-oT-. CRh DEIETL 41% (95% CI: 18%, 67%) Th-ot-, 7l (41%) P+ 0ikkini
BT,

VENCLEXTA &5 3 ¥ € O HREEZ ST 18 A4S, CROBIAIL 56% (95%Cl: 31%,
79%) Tdh 7=, CRhDOBEEIL22% (95% CI: 6.4%, 48%) Th-oT-. 3H (17%) HBFOHBHK
%ﬁﬁ’i’%lj’ﬁto

M14-387 35

SfT A MBI LA FAALBICIRE L2 B h A B2 St S hi AML 8
FHExHm L Lz VENCLEXTA LIEREL ¥ 7 v 0Btk (N=82) ©IEF & AMEIEERIEREK
R (NCT02287233) 128 T VENCLEXTA #Had L7z, Z® 35, 61 #3875 5ebL E3358 72
WA LERREOE R &R A5 0HE (-~ F A IED Eastern Cooperative Oncology Group
(ECOG) performance status 2~3, DHVE XIIMOBEOASMHE, FEEOFESIEREE, X CCl
>30~<45 mL/5 IS OEHEER P2 ED 128 E) #F LT,

BERZEAORAREEA TV 2 —NE2M L T600mg 1 A 1 [BEORMEHAME T VENCLEXTA s
ST S - Al 2.0 3) 2, BRSNS, B TLS oTEEEzZ), E=2 )
FOFDIEARE LT, V47410 Dayl inbBEEL, %28 BY A 202 Day 1~10 1T 20 mg/m* &
VETECERTRE L, MBETAMEREENDIET, RZBESTFETELR2VEENHER S
HET, RV AINEHRE L, BEMRRTCHERREY %2 CroAEREIMTOARP 7.

ERNBHEFOS— R T A o OBEYRR EBSEH 3R 26 TENT S,
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% 26VENCLEXTA & BRI ¥ o DfRAFEL2 T AML BF Bt 5_—X7 4 OB

EReE
VENCLEXTA L EREIZ 2 OpF
et s
N =61

i, F8; PRE () 76 (63-90)
i

HA: % 92

BAXRTZVAZTTAVAA 1.6

TUTAN ;% 1.6

FHE % 49
B % 74
ECOG performance status ; %

0-1 66

2 33

3 1.6
SAMEE, %

FTHR AML 54

TR AML 46
LR %

TP53 8

IDHI X {4 IDH2 23

FLT-3 21

NPMI 9.8
FAREER Y 227 Y %

PR 59

= 34

HAROREL 6.6
AR 2T A EEOEHHES ; %

BEEOLES 9.8

P& E O RERTE 4.9

VLT F=wr )T TR 230 Xk <45 mLigy 33

TR OREBRRFTH 27 THEET,

FREIZIE 2 DU EDRGHEN H o e RS H D,

"National Comprehensive Cancer Network (NCCN) U R 7 533H v2014 IZEFR S LTV 5,

BEORRERE 27 17T,
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% 27VENCLEXTA L {EAR S # T U O HEEE2 2T A2 AML BECBIT2F3ED

fER
VENCLEXTA &ERRY# F vroff

HEHEPEE R FipRE
N=61
CR, n (%) 1321
(95% CI) (12, 34)
CRh, n (%) 132D
(95% CI) (12, 34)

LEFTINE,

Cl={ZHE XM ; NR=3kEE
CR (GE2ZEW) X, FHEEMNEE >1,000/~4 7 2V v b, @m/RE >100,000/1 72U v b
N, FRIMEREMERTE, KUK <S%OBHEFEHEINZ, BERYOFRZ LRUVT 7 AMERER
HERBIERR L EAEBRR L,
CRh (GEMASHEOERARREE Z 4> S2F%) 1, BHP oK <S%, EROFTREL, RUK
R M BRI DSR2 EE (s MEE >50,000/<A Z v ) v A BRTRANC>500/~A 2712 U v kL)

BEFHIRMO P RMET 6.5 » B (FEF : 03~34 + B) Thotz, FENERIFACCR ZHEMRL TN
BEOBES, EMMOPREIL 60+ A (RHE : 003~25 4+ H) Thoiz, FTLHMIZ, CREIWA

NETF—FHy A T7RAIICRALOEROBAFTTTHB,

B4 CR X}1E CRh £ TOMMO P RiEIE VENCLEXTA £ F % B0t AfEEE2 ST - BET
1.0+ 8 (fE:08~94+8) Thol,

= ORISR R A EEFEOERIC T L R AEBHERR LT ih o B 21 Fl (FFIRGGE
B 67~74#%) EiBMMTHA AN, VENCLEXTA LERRYZ 7 v o AfEEZTTo-, CRO
BEIE33% (95% CL: 15%, 57%) Tih-o7-, CRhOEIEI1E24% (95%CL: 8.2%, 47%) Th-o

7o 14 (4.8%) A3F OBEMBHE L ST,

16 SRR ER TRV B Fik
VENCLEXTA OFFIILL T o LB iThin b,

ELERTR

Sed

EREHEH— R
(NDC)

CLL/SLL A& —F 1 &

w7

SEET 1 BESOYF vy MUIT ) 25 —7)

HEM 4D ATINA
1B {(10mgsEx14)
<28 {S0mgfExT)
3B (100mgfEx7)

4B {100 mg $Ex 14)

0074-0579-28

10mgEAD T4V b |10 mg §E x 14 0074-0561-14
SOmgfEAD UA Ly b |S0mgfExT 0074-0566-07
10mg SEA D B RRT Y |10 mg HE x 2 0074-0561-11
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25—
: S T

f?ﬁﬁxU$M%ﬁ7J5m@ﬁxl 0074-0566-11

100 mg SEAYD BALART |00 osr v 0074-0576-11

VAL

100 mg BEA DK b 1Y 100 mg $F x 120 0074-0576-22

100 mg BEA 0 A p v 100 mg $E x 180 0074-0576-34

VENCLEXTA 10 mg 7 4 /bAa—7 ¢ O EEEIME, @i, REEe T, Amic (vl , REEI
F10] @A H 5,

VENCLEXTA 50 mg 7 o NV ba—7 o 2 FEERAERTE, M, #86eT, FEic v, BdE
Z 150) OBEANSD,

VENCLEXTA 100 mg 7 ¢ /v b2 —7 ¢ W EEIRENE, Wi, HwEEa<T, ki V), B
iz [100) OEENRH B,

30°C (86°F) AT CTRFETHI L,

17REHIY LY IR

FDA ARFLOBEMTHRESET AL IBEBET LI (BEATERRT A F)

» JEEE A IR R
TLS DTER ) 27, HICRERABFLRCHERWHEEBO Y R 7 It TBFITEA, A58
CERET AER UVELR (FE#, Ea, EBO, B, 8L, BN, EERE, LEEW, B
BEMITIREIR, RESES, R, ROVUIMERRE BNRELEBSETA L 2N
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS
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' This medicinal product is subject to additional monitoring. This will allow quick identification of new
safety information. Healthcare professionals are asked to report any suspected adverse reactions. See section
4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT
Venclyxto 10 mg film-coated tablets

Venclyxto 50 mg film-coated tablets
Venclyxto 100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Venclyxto 10 mg film-coated tablets
Each film-coated tablet contains 10 mg of venetoclax.

Venciyxto 50 me film-coated tablets
Each film-coated tablet contains 50 mg of venetoclax.

Venclyxto 100 mg film-coated tablets
Each film-coated tablet contains 100 mg of venetoclax.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Venclyxto 10 me film-coated tablet
Pale yellow, round biconvex shaped tablet 6 mm diameter debossed with V on one side and 10 on the other.

Venclyxto 50 mg film-coated tablet
Beige, oblong biconvex shaped tablet 14 mm long, 8 mm wide debossed with V on one side and 50 on the
other.

Venclyxto 100 mg film-coated tablet
Pale yellow, oblong biconvex shaped tablet 17.2 mm long, 9.5 mm wide debossed with V on one side and
100 on the other.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Venclyxto in combination with rituximab is indicated for the treatment of adult patients with chronic
lymphocytic leukaemia (CLL) who have received at least one prior therapy.

Venclyxto monotherapy is indicated for the treatment of CLL:

. in the presence of 17p deletion or T7P33 mutation in adult patients who are unsuitable for or have
failed a B-cell receptor pathway inhibitor, or
o in the absence of 17p deletion or TP53 mutation in adult patients who have failed both

chemoimmunotherapy and a B-cell receptor pathway inhibitor.
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4.2  Posology and method of administration

Treatment with venetoclax should be initiated and supervised by a physician experienced in the use of
anticancer medicinal products.

Posology
Dose-titration schedule

The starting dose is 20 mg of venetoclax once daily for 7 days. The dose must be gradually increased over a
peried of 5 weeks up to the daily dose of 400 mg as shown in Table 1.

Table 1: Dose increase schedule

Week Venetoclax daily dose
1 20 mg
2 S0 mg
3 100 mg
4 200 mg
5 400 mg

The 5-week dose-titration schedule is designed to gradually reduce tumour burden {debulk) and decrease the
risk of tumour lysis syndrome.

Post-titration dose for venetoclax in combination with rituximab

The recommended dose of venetoclax in combination with rituximab is 400 mg once daily (see section 5.1
for details of the combination regimen).

Rituximab should be adminstered after the patient has completed the dose-titration schedule and has received
the recommended daily dose of 400 mg venetoclax for 7 days.

Venetoclax should be taken for 24 months from Cycle 1 Day I of rituximab (see section 5.1).

Post-titration dose for venetoclax monotherapy

The recommended dose of venetoclax is 400 mg once daily. Treatment should be continued until disease
progression or no longer tolerated by the patient,

Prevention of tumour lysis syadrome (TLS)

Venetoclax can cause rapid reduction in tumour, and thus poses a risk for TLS in the initial 5-week
dose-titration phase. Changes in electrolytes consistent with TLS that require prompt management can occur
as early as 6 to 8 hours following the first dose of venetoclax and at each dose increase.

The risk of TLS is a continuum based on multiple factors, including comorbidities. Patients with high tumour
burden (e.g., any lymph node with a diameter =5 ¢cm or high absolute lymphocyte count [ALC 225 x 10°/1])
are at greater risk of TLS when initiating venetoclax. Reduced renal function (creatinine clearance

[CrCl1] <80 ml/min) further increases the risk. The risk may decrease as tumour burden decreases with
venetoclax treatment {see section 4.4).

Prior to initiating venetoclax, tumour burden assessment, including radiographic evaluation (e.g., CT scan),
must be performed for all patients. Blood chemistry (potassium, uric acid, phosphorus, calcium, and
creatinine} should be assessed and pre-exisiting abnormalities corrected. The prophylaxis measures listed
below should be followed. More intensive measures should be employed as overall risk increases.
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Hydration

Patients should be adequately hydrated during the dose-titration phase to reduce the risk of TLS. Patients
should be instructed to drink plenty of water daily starting 2 days before and throughout the dose-titration
phase. Patients should be particularly instructed to drink 1.5 to 2.0 L of water daily, 2 days prior to and the
days of dosing at initiation and each subsequent dose increase. Intravenous fluids should be administered as
indicated based on overall risk of TLS or for those who cannot maintain an adequate level of oral hydration.

Anti-hyperuricaemic agents
Anti-hyperuricaemic agents should be administered 2 to 3 days prior to starting treatment with venetoclax in
patients with high uric acid levels or at risk of TLS and may be continued through the titration phase.

Laboratory assessments

Pre-dose: For all patients, blood chemistries should be assessed prior to the initial dose to evaluate kidney
function and correct pre-existing abnormalities. Blood chemistries should be reassessed prior to each
subsequent dose increase during the titration phase.

Post-dose: For patients at risk of TLS, blood chemistries should be monitored at 6 to 8 hours and at 24 hours
after the first dose of venetoclax. Electrolyte abnormalities should be corrected promptly. The next
venetoclax dose should not be administered until the 24-hour blood chemistry results have been evaluated.
The same monitoring schedule should be followed at the start of the 50 mg dose and then for patients who
continue to be at risk, at subsequent dose increases.

Hospitalisation

Based on physician assessment, some patients, especially those at greater risk of TLS, may require
hospitalisation on the day of the first dose of venetoclax for more intensive prophylaxis and monitoring
during the first 24 hours (see section 4.8). Hospitalisation should be considered for subsequent dose increases
based on reassessment of risk.

Dose modifications for tumour lvsis syndrome

If a patient experiences blood chemistry changes suggestive of TLS, the following day’s venetoclax dose
should be withheld. If resolved within 24 to 48 hours of last dose, treatment with venetoclax can be resumed
at the same dose. For events of clinical TLS or blood chemistry changes requiring more than 48 hours to
resolve, treatment should be resumed at a reduced dose (see Table 2). When resuming treatment after
interruption due to TLS, the instructions for prevention of TLS should be followed (see “Prevention of
tumour lysis syndrome” above).

Dose modifications for other foxicilies

Treatment with Venclyxto should be withheld for any grade 3 or 4 non-haematological toxicities, grade 3 or
4 neutropenia with infection or fever, or grade 4 haematological toxicities, except lymphopenia. Once the
toxicity has resolved to grade 1 or baseline level {recovery), therapy with venetoclax may be restarted at the
same dose. Ifthe toxicity recurs, and for any subsequent occurrences, the dose reduction guidelines in
Table 2 should be followed when resuming treatment with venetoclax following resolution. A larger dose
reduction may occur at the discretion of the physician. For patients who require dose reductions to less than
100 mg for more than 2 weeks, discontinuation of venetoclax should be considered,
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Table 2: Dose modification for TLS and other foxicities

Dose at interruption Restart dose
(mg) (mg’)
400 300
300 200
200 100
100 50
50 20
20 10
“The modified dose should be continued for 1 week before
increasing the dose.

For patients who have had a dosing interruption lasting more than | week during the first 5 weeks of dose
titration or more than 2 weeks after completing the dose-titration phase, TLS risk should be reassessed to
determine if restarting at a reduced dose is necessary (e.g., all or some levels of the dose titration; see Table
2).

Dose modifications for use with CYP3A inhibitors

Concomitant use of venetoclax with strong or moderate CYP3A inhibitors increases venetoclax exposure and
may increase the risk for TLS at initiation and during the dose-titration phase and for other toxicities (see
section 4.5).

Initiation and titration phase
Concomitant use of venetoclax with strong CYP3A inhibitors at initiation and during the dose-titration phase
is contraindicated (see sections 4.3, 4.4, and 4.5).

Concomitant use of venetoclax with moderate CYP3A inhibitors at initiation and during the dose-titration
phase should be avoided. Alternative treatments should be considered. If a moderate CYP3A inhibitor must
be used, the initiation and titration doses of venetoclax should be reduced by at least 50%. Patients should be
monitored more closely for signs of toxicities {see sections 4.4 and 4.5).

After completion of titration phase

For patients who are on a steady daily dose of Venclyxto, the venetoclax dose should be reduced by 50%
when used concomitantly with moderate CYP3A inhibitors and by 75% when used concomitantly with
strong CYP3A inhibitors. Patients should be monitored more closely for signs of toxicities and the dose may
need to be further adjusted. The venetoclax dose that was used prior to initiating the CYP3A inhibitor should
be resumed 2 to 3 days after discontinuation of the inhibitor (see sections 4.4 and 4.5).

Missed dose

If a patient misses a dose of venetoclax within 8 hours of the time it is usually taken, the patient should take
the missed dose as soon as possible on the same day. If a patient misses a dose by more than 8 hours, the
patient should not take the missed dose and should resume the usual dosing schedule the following day.

If a patient vomits following dosing, no additional dose should be taken that day. The next prescribed dose
should be taken at the usual time the following day.

Special populations

Elderly

No specific dose adjustment is required for elderly patients (aged >65 years) (see section 5.1).
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Renal impairment

No dose adjustment is needed for patients with mild or moderate renal impairment (CrCl 230 ml/min and
<90 ml/min) (see section 5.2). Patients with reduced renal function (CrCl <80 ml/min) may require more
intensive prophylaxis and monitoring to reduce the risk of TLS at initiation and during the dose-titration
phase (see “Prevention of tumour lysis syndrome” above). Safety in patients with severe renal impairment
(CrCl <30 ml/min) or on dialysis has not been established, and a recommended dose for these patients has
not been determined. Venetoclax should be administered to patients with severe renal impairment only if the
benefit outweighs the risk and patients should be monitored closely for signs of toxicity due to increased risk
of TLS (see section 4.4).

Hepatic impairment

No dose adjustment is recommended in patients with mild or moderate hepatic impairment. Patients with
moderate hepatic impairment should be monitored more closely for signs of toxicity at initiation and during
the dose-titration phase (see section 4.8).

Safety in patients with severe hepatic impairment has not been established. It is not recommended to
administer venetoclax to patients with severe hepatic impairment.

Paediatric population
The safety and efficacy of venetoclax in children aged less than 18 years have not been established. No data

are available.

Method of administration

Venclyxto film-coated tablets are for oral use. Patients should be instructed to swallow the tablets whole with
water at approximately the same time each day. The tablets should be taken with a meal in order to avoid a
risk for lack of efficacy (see section 5.2). The tablets should not be chewed, crushed, or broken before
swallowing,

During the dose-titration phase, venetoclax should be taken in the morning to facilitate laboratory
monitoring.

Grapefruit products, Seville oranges, and starfruit (carambola) should be avoided during treatment with
venetoclax (see section 4.5).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Concomitant use of strong CYP3A inhibitors at initiation and during the dose-titration phase (see sections
4.2 and 4.5).

Concomitant use of preparations containing St. John’s wort (see sections 4.4 and 4.5).
4.4 Special warnings and precautions for use

Tumour lysis syndrome

Tumour lysis syndrome, including fatal events, has occurred in patients with previously treated CLL with
high tumour burden when treated with venetoclax.

Venetoclax can cause rapid reduction in tumour, and thus poses a risk for TLS in the initial 5-week
dose-titration phase. Changes in electrolytes consistent with TLS that require prompt management can occur
as early as 6 to 8 hours following the first dose of venetoclax and at each dose increase.

The risk of TLS is a continuum based on multiple factors, including comorbidities. Patients with high tumour
burden (e.g., any lymph node with a diameter =5 cm or high ALC =25 x 10°/1) are at greater risk of TLS

110



when initiating venetoclax. Reduced renal function (CrCl <80 ml/min) further increases the risk. Patients
should be assessed for risk and should receive appropriate prophylaxis for TLS, including hydration and
anti-hyperuricaemics. Blood chemistries should be monitored and abnormalities managed promptly. Dosing
should be interrupted if needed (see section 4.2), More intensive measures (intravenous hydration, frequent
monitoring, hospitalisation) should be employed as overall risk increases. The instructions for *Prevention of
tumour lysis syndrome™ should be followed (see section 4.2).

Concomitant use of this medicinal product with strong or moderate CYP3A inhibitors increases venetoclax
exposure and may increase the risk for TLS at initiation and during the dose-titration phase (see sections 4.2
and 4.3). Also inhibitors of P-gp or BCRP may increase venetoclax exposure (see section 4.5).

Neutropenia

Grade 3 or 4 neutropenia has been reported in patients treated with venetoclax in the combination study with
rituximab (GO28667/MURANO) and in the monotherapy studies (see section 4.8). Complete blood counts
should be monitored throughout the treatment period. Dose interruptions or reductions are recommended for
patients with severe neutropenia (see section 4.2). Serious infections including events of sepsis with fatal
outcome have been reported. Supportive measures including antimicrobials for any signs of infection should
be considered.

Immunisation
The safety and efficacy of immunisation with live attenuated vaccines during or following venetoclax
therapy have not been studied. Live vaccines should not be administered during treatment and thereafter until

B-cell recovery.

CYP3A inducers

Co-administration of CYP3A4 inducers may lead to decreased venetoclax exposure and consequently a risk
for lack of efficacy. Concomitant use of venetoclax with strong or moderate CYP3A4 inducers should be
avoided (see sections 4.3 and 4.5).

Women of childbearing potential

Women of childbearing potential must use a highly effective method of contraception while taking
venetoclax (see section 4.6).

4.5 Interaction with other medicinal products and other forms of interaction
Venetoclax is predominantly metabolised by CYP3A.

Apents that may alter venetoclax plasma concentrations

CYP34 inhibitors

Co-administration of 400 mg once daily ketoconazole, a strong CYP3A, P-gp and BCRP inhibitor, for 7 days
in 11 previously treated patients with NHL increased venetoclax C,,,, by 2.3-fold and AUC,, by 6.4-fold. Co-
administration of 50 mg once daily ritonavir, a strong CYP3A and P-gp inhibitor, for 14 days in 6 healthy
subjects increased venetoclax C,.. by 2.4-fold and AUC by 7.9-fold. Co-administration of venetoclax with
other strong CYP3A4 inhibitors is predicted to increase venetoclax AUC by on average 5.8- to 7.8-foid.

Concomitant use of venetoclax with strong CYP3A inhibitors (e.g., itraconazole, ketoconazole,
posacenazole, voriconazole, clarithromyein, ritonavir) at initiation and during the dose-titration phase is
contraindicated due to increased risk for TLS (see section 4.3).

At initiation and during the dose-titration phase, concomitant use of venetoclax with moderate CYP3A
inhibitors (e.g., ciprofloxacin, diltiazem, erythromycin, fluconazole, verapamil) should be avoided.
Alternative treatments should be considered. If a moderate CYP3A inhibitor must be used, the initiation dose
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of venetoclax and the doses for the titration phase (see section 4.2) should be reduced by at least 50%.
Patients should be monitored more closely for signs and symptoms of TLS.

For patients who have completed the dose-titration phase and are on a steady daily dose of venetoclax, the
venetoclax dose should be reduced by 50% when used concomitantly with moderate CYP3 A inhibitors and
by 75% when used concomitantly with strong CYP3A inhibitors. Patients should be monitored more closely
for signs of toxicities and the dose may need to be further adjusted. The venetoclax dose that was used prior
to initiating the CYP3A inhibitor should be resumed 2 to 3 days after discontinuation of the inhibitor (see
section 4.2).

Grapefruit products, Seville oranges, and starfruit {(carambola) should be avoided during treatment with
venetoclax as they contain inhibitors of CYP3A.

P-gp and BCRP inhibitors

Venetoclax is a substrate for P-gp and BCRP. Co-administration of a 600 mg single dose of rifampin, a P-gp
inhibitor, in 11 healthy subjects increased venetoclax C.. by 106% and AUC,, by 78%. Concomitant use of
venetoclax with P-gp and BCRP inhibitors at initiation and during the dose-titration phase should be
avoided; if a P-gp and BCRP inhibitor must be used, patients should be monitored closely for signs of
toxicities (see section 4.4).

CYP3A inducers

Co-administration of 600 mg once daily rifampin, a strong CYP3A inducer, for 13 days in 10 healthy
subjects decreased venetoclax C,,; by 42% and AUC,, by 71%. Concomitant use of venetoclax with strong
CYP3A inducers (e.g., carbamazepine, phenytoin, rifampin) or moderate CYP3A inducers (e.g., bosentan,
efavirenz, etravirine, modafinil, nafcillin) should be aveided. Alternative treatments with less CYP3A
induction should be considered. Preparations containing St. John's wort are contraindicated during treatment
with venetoclax, as efficacy may be reduced (see section 4.3).

Azithromycin
In a drug-drug interaction study in 12 healthy subjects, co-administration of 500 mg of azithromycin on the

first day followed by 250 mg of azithromycin once daily for 4 days decreased venetoclax Cyy by 25% and
AUC,, by 35%. No dose adjustment is needed during short-term use of azithromycin when administered
concomitantly with venetoclax,

Guastric actd reducing agents
Based on population pharmacokinetic analysis, gastric acid reducing agents (e.g., proton pump inhibitors,
H2-receptor antagonists, antacids) do not affect venetoclax bioavailability.

Bile acid sequestrants

Co-administration of bile acid sequestrants with venetoclax is not recommended as this may reduce the
absorption of venetoclax. If a bile acid sequestrant is to be co-administered with venetoclax, the SmPC for
the bile acid sequestrant should be followed to reduce the risk for an interaction, and venetoclax should be
administered at least 4-6 hours after the sequestrant.

Agents that may have their plasma concentrations altered by venetoclax
Warfarin

In a drug-drug interaction study in three healthy volunteers, administration of a single dose of 400 mg
venetoclax with 5 mg warfarin resulted in an 18% to 28% increase in Cy,e and AUC,, of R-warfarin and
S-warfarin. Because venetoclax was not dosed to steady state, it is recommended that the international
normalized ratio (INR) be monitored closely in patients receiving warfarin.

Substrates of P-gp, BCRP, and OATPIBI

Venetoclax is a P-gp, BCRP and OATP1BI1 inhibitor in vitro. In a drug-drug interaction study,
administration of a single 100 mg dose of venetoclax with 0.5 mg digoxin, a P-gp substrate, resulted in a
35% increase in digoxin Cpax and a 9% increase in digoxin AUC,. Co-administration of narrow therapeutic
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index P-gp, or BCRP substrates {e.g., digoxin, dabigatran, everolimus, sirolimus) with venetoclax should be
avoided.

If a narrow therapeutic index P-gp or BCRP substrate must be used, it should be used with caution. For an
orally administered P-gp or BCRP substrate sensitive to inhibition in the gastrointestinal tract {(e.g.,
dabigatran exetilate), its administration should be separated from venetoclax administration as much as
possible to minimise a potential interaction.

If a statin (OATP substrate) is used concomitantly with venetoclax, close monitoring of statin-related toxicity
is recommended.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Women should avoid becoming pregnant while taking Venclyxto and for at least 30 days after ending
treatment. Therefore, women of childbearing potential must use highly effective contraceptive measures
while taking venetoclax and for 30 days after stopping treatment. It is currently unknown whether venetoclax
may reduce the effectiveness of hormonal contraceptives, and therefore women using hormonal
contraceptives should add a barrier method.

Pregnancy

Based on embryo-foetal toxicity studies in animals (see section 5.3), venetoclax may harm the foetus when
administered to pregnant women.

There are no adequate and well-controlled data from the use of venetoclax in pregnant women. Studies in

animals have shown reproductive toxicity (see section 5.3). Venetoclax is not recommended during
pregnancy and in women of childbearing potential not using highly effective contraception.

Breast-feeding

It is unknown whether venetoclax or its metabolites are excreted in human milk.

A risk to the breast-feeding child cannot be excluded.

Breast-feeding should be discontinued during treatment with Venclyxto.

Fertility

No human data on the effect of venetoclax on fertility are available. Based on testicular toxicity in dogs at
clinically relevant exposures, male fertility may be compromised by treatment with venetoclax (see section
5.3). Before starting treatment, counselling on sperm storage may be considered in some male patients.

4,7 Effects on ability to drive and use machines

Venclyxto has no or negligible influence on the ability to drive and use machines. Fatigue has been reported
in some patients taking venetoclax and should be considered when assessing a patient’s ability to drive or
operate machines.

4.8 Undesirable effects

Summary of safety profile

The overall safety profile of Venclyxto is based on data from 490 patients with CLL treated in clinical trials
with venetoclax in combination with rituximab or as monotherapy. The safety analysis included patients
from one phase 3 study (MURANO), two phase 2 studies (M13-982 and M14-032), and one phase [ study
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(M12-175). MURANO was a randomised, controlled trial in which 194 patients with previously treated CLL
received venetoclax in combination with rituximab. In the phase 2 and phase | studies, 296 patients with
previously treated CLL, which included 188 patients with 17p deletion and 92 patients who had failed a
B-cell receptor pathway inhibitor were treated with venetoclax monotherapy (see section 5.1).

The most commonly occurring adverse reactions (=20%) of any grade in patients receiving venetoclax in the
combination study with rituximab were neutropenia, diarrhoea, and upper respiratory tract infection. In the
monotherapy studies, the most common adverse reactions were neutropenia/neutrophil count decreased,
diarrhoea, nausea, anaemia, fatigue, and upper respiratory tract infection.

The most frequently reported serious adverse reactions (2%} in patients receiving venetoclax in
combination with rituximab or as monotherapy were pneumonia, febrile neutropenia, and TLS.

Tabulated list of adverse reactions

The frequencies of adverse reactions reported with Venclyxto are summarised in Table 3. Adverse reactions
are listed below by MedDRA body system organ class and by frequency. Frequencies are defined as very
common =1/10), common (=1/100 to <1/10), uncommon (=1/1,000 to <1/100}, rare (=1/10,000 to <1/1,000),
very rare (<1/10,000), not known (cannot be estimated from available data). Within each frequency grouping,
undesirable effects are presented in order of decreasing seriousness.

i0
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Table 3: Adverse drug reactions reported in patients with CLL treated with venetoclax

Common

Urinary tract infection

Frequency (all Adverse reactions Grade >3"
System organ class grades)”
Very common pppel: respiratory tract
infection
Infections and Sepsis Sepsis
infestations Pneumonia Pneumonia

Urinary tract infection
Upper respiratory tract infection

Blood and lymphatic
system disorders

Very common

Neutropenia
Anaemia

Neutropenia
Anaemia

Common

Febrile neutropenia
Lymphopenia

Febrile neutropenia
Lymphopenia

Metabolism and
nutrition disorders

Very commaon

Hyperphosphataemia

Tumour lysis syndrome
Hyperkalaemia

Tumour lysis syndrome
Hyperkalaemia

Common Hyperuricaemia Hyperphosp]'lataemla
H : Hypocalaemia
ypocalcaemia
Uncommon Hyperuricaemia

Gastrointestinal
disorders

Diarrhoea
Very common Vomiting
Nausea
Constipation
Diarrhoea
Common Vomiting
Nausea
Constipation
Uncommon

General disorders
and administration

Very common

Fatigue

site conditions Fatigue
Common
. Common Blood creatinine
Investigations increased
Uncommon Blood creatinine increased

032, and M12-175).

“Only the highest frequency observed in the trials is reported (based on studies MURANO, M13-982, M14-

Discontinuation and dose reductions due to adverse reactions

Discontinuations due to adverse reactions occurred in 16% of patients treated with the combination of
venetoclax and rituximab in the MURANO study. In the monotherapy studies with venetoclax, 9% of

patients discontinued due to adverse reactions.

Dosage reductions due to adverse reactions occurred in 15% of patients treated with the combination of
venetoclax and rituximab in the MURANO study and 12% of patients treated with venetoclax in the

monotherapy studies.

1"
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In the MURANO study, dose interruptions due to adverse reactions occurred in 71% of patients treated with
the combination of venetoclax and rituximab. The most common adverse reaction that led to dose
interruption of venetoclax was neutropenia (43%).

Description of selected adverse reactions

Tumour lysis syndrome
Tumour lysis syndrome is an important identified risk when initiating venetoclax. In the initial Phase 1

dose-finding studies, which had a shorter (2 to 3 week) titration phase and higher starting dose, the incidence
of TL.S was 13% (10/77; 5 laboratory TLS; 5 clinical TLS), including 2 fatal events and 3 events of acute
renal failure, 1 requiring dialysis.

The risk of TLS was reduced after revision of the dosing regimen and modification to prophylaxis and
monitoring measures. In venetoclax clinical studies, patients with any measurable lymph node =10 cm or
those with both an ALC >25 x 10°/] and any measurable lymph node 25 cm were hospitalised to enable more
intensive hydration and monitoring for the first day of dosing at 20 mg and 50 mg during the titration phase
(see section 4.2).

In 122 patients with CLL starting with a daily dose of 20 mg and increasing over 5 weeks to a daily dose of
400 mg in studies M13-982 and M14-032, the rate of TLS was 3%. All events were laboratory TLS
(laboratory abnormalities that met >2 of the following criteria within 24 hours of each other:

potassium >6 mimol/l, uric acid >476 umol/], calcium <1.75 mmol/l, or phosphorus >1.5 mmol/l; or were
reported as TLS events) and occurred in patients who had a lymph node(s) >5 cm or ALC >25 x 10%/1. No
TLS with clinical consequences such as acute renal failure, cardiac arrhythmias or sudden death and/or
seizures was observed in these patients. All patients had CrCl =50 ml/min.

In the open-label, randomised phase 3 study (MURANO), the incidence of TLS was 3% (6/194) in patients
treated with venetoclax + rituximab, After 77/389 patients were enrolled in the study, the protocol was
amended to incorporate the current TLS prophylaxis and monitoring measures described in Posology (see
section 4.2), All events of TLS occurred during the venetoclax dose-titration phase and resolved within two
days. All six patients completed the dose titration and reached the recommended daily dose of 400 mg of
venetoclax. No clinical TLS was observed in patients who followed the current 5-week dose-titration
schedule and TLS prophylaxis and monitoring measures (see section 4.2). The rates of grade >3 laboratory
abnormalities relevant to TLS were hyperkalemia 1%, hyperphosphatemia 1%, and hyperuricemia 1%,

Neutropenia
Neutropenia is an identified risk with Venclyxto treatment. In the MURANO study, neutropenia was

reported in 61% (all grades) of patients on the venetoclax + rituximab arm. Forty-three percent of patients
treated with venetoclax + rituximab experienced dose interruption and 3% of patients discontinued
venetoclax due to neutropenia. Grade 3 neutropenia was reported in 32% of patients and grade 4 neutropenia
in 26% of patients. The median duration of grade 3 or 4 neutropenia was § days (range: 1-712 days). With
venetoclax + rituximab treatment, febrile neutropenia was reported in 4% of patients, grade >3 infections in
18%, and serious infections in 21% of patients.

Reporting of suspected adverse reactions

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

4.9 Overdose

There is no specific antidote for venetoclax. Patients who experience overdose should be closely monitored
and appropriate supportive treatment provided. During dose-titration phase, treatment should be interrupted
and patients should be monitored carefully for signs and symptoms of TLS (fever, chills, nausea, vomiting,
confusion, shortness of breath, seizures, irregular heartbeat, dark or cloudy urine, unusual tiredness, muscle
or joint pain, abdominal pain and distension) along with other toxicities (see section 4.2). Based on
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venetoclax large volume of distribution and extensive protein binding, dialysis is unlikely to result in
significant removal of venetoclax.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacedynamic properties

Pharmacotherapeutic group: other antineoplastic agents, ATC code: LO1XX52

Mechanism of action

Venetoclax is a potent, selective inhibitor of B-cell [ymphoma (BCL)-2, an anti-apoptotic protein.
Overexpression of BCL-2 has been demonstrated in CLL cells where it mediates tumour cell survival and
has been associated with resistance to chemotherapeutics. Venetoclax binds directly to the BH3-binding
groove of BCL-2, displacing BH3 metif-containing pro-apoptotic proteins like BIM, to initiate mitochondrial
outer membrane permeabilization (MOMP), caspase activation, and programmed cell death. In non-clinical

studies, venetoclax has demonstrated cytotoxic activity in tumour cells that overexpress BCL-2.

Pharmacodynamic effects

Cardiac electrophysiology

The effect of multiple doses of venetoclax up to 1200 mg once daily on the QTc interval was evaluated in an
open-label, single-arm study in 176 patients. venetoclax had no effect on QTc interval and there was no
relationship between venetoclax exposure and change in QTc interval.

Clinical efficacy and safety

Venetoclax in combination with rituximab for the treatment of patients with CLL who have received at least
one prior therapy — siudy GO28667 (MURANQ)

A randomised (1:1), multicenter, open-label phase 3 study evaluated the efficacy and safety of Venclyxto +
rituximab versus BR in patients with previously treated CLL. Patients in the Venclyxto + rituximab arm
completed the Venclyxto 5-week dose-titration schedule and then received 400 mg once daily for 24 months
from Cycle T Day 1 of rituximab in the absence of disease progression or unacceptable toxicity. Rituximab
was initiated after the 5-week dose-titration schedule at 375 mg/m? for Cycle 1 and 500 mg/m” for Cycles 2-
6. Each cycle was 28 days. Patients randomised to BR received bendamustine at 70 mg/m”* on Days 1 and 2
for 6 cycles and rituximab as described above.

Median age was 65 years (range: 22 to 83); 74% were male, and 97% were white. Median time since
diagnosis was 6.7 years (range: 0.3 to 29.5). Median prior lines of therapy was 1 (range: ! to 5); and included
alkylating agents (94%), anti-CD20 antibodies (77%), B-cell receptor pathway inhibitors (2%) and prior
purine analogs (81%, including 55% FCR). At baseline, 46.6% of patients had one or more nodes 25 cm, and
67.6% had ALC >25 x 10%/1. A 17p deletion was detected in 26.9% of patients, P53 mutations in 26.3%,
11q deletion in 36.5%, and unmutated [gFH gene in 68.3%, Median follow-up time for primary analysis was
23.8 months (range: 0.0 to 37.4 months).

Progression-free survival (PFS) was assessed by investigators using the International Workshop for Chronic
Lymphocytic Leukaemia (IWCLL) updated National Cancer Institute-sponsored Working Group (NCI-WG)
guidelines (2008).

Efficacy results for PFS at the time of pre-specified primary interim analysis (data cut-off date 8 May 2017)
are shown in Table 4.
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Table 4: Investigator-assessed progression-free survival in patients with previously treated CLL in
MURANO

Venetoclax + rituximab Bendamustine + rituximab
N = 194 N=195
Number of events (%) 32 (16.5) 114 (58.5)
Disease progression 21 98
Death events 11 16
Median, months (95% CI) NR 17.0 (15.5, 21.6)
Hazard ratio (95% CI) 0.17(0.11, 0.25)
P-valug® <0.0001
12-month PFS estimate (95% CI) 92.7 (89.1,96.4) 72.5(65.9,79.1)
24-month PFS estimate (95% CI) 84.9 (79.1, 90.6) 36.3 (28.5, 44.0)
Cl = confidence interval, NR = not reached
"Stratified P-value.

At an updated efficacy analysis with all patients off treatiment (data cut-off date 8 May 2018 and median
follow-up of 36 months) the 36-month PFS estimate in the venetoclax + rituximab arm was 71.4% [95% CI:
64.8, 78.1] and in the bendamustine + rituximab arm was 15.2% [95% CI: 9.1, 21]. Kaplan-Meier curves of
investigator-assessed PFS from the updated efficacy analysis are shown in Figure 1.

In total, 130 patients in the venetoclax + rituximab arm completed 2 years of venetoclax treatment without
progression. Of the 130 patients, 92 patients completed the 6-month post treatment follow-up visit. The
estimated PFS rate at 6 months post treatment was 92%,

Figure 1: Kaplan-Meier curves of investigator-assessed progression-free survival {intent-to-treat populiation)
in MURANGO (data cut-off date § May 2018)
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Efficacy results for the pre-specified primary analysis (data cut-off date 8§ May 2017) were also assessed by
an Independent Review Committee {IRC) demonstrating a statistically significant 81% reduction in the risk
of progression or death for patients treated with venetoclax + rituximab (hazard ratio: 0.19 [95% CI: 0.13,

0.28]; P<0.0001). Additional efficacy results for the pre-specified primary analysis are shown in Table 5 and
Figure 2 and Figure 3.
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Table 5. Additional efficacy results in MURANO

Investigator assessed IRC assessed
Endpoint Venetoclax -+ Bendamustine + | Venetoclax + | Bendamustine +
rituximab rituximab rituximab rituximab
N =194 N=195 N=194 N=195
Response rate
ORR, % (95% CI) 93.3 67.7 92.3 72.3
(88.8, 96.4) (60.6, 74.2) (87.6, 95.6) (65.5, 78.5)
CRACRI, (%0) 26.8 8.2 8.2 3.6
nPR, (%0) 3.1 6.2 1.5 0.5
PR, (%) 63.4 53.3 82.5" 68.2°
MRD negativity rate at end of
combination treatment”
Peripheral blood, % (95% 62.4 13.3 NA NA
cn° (55.2,69.2) (8.9, 18.9)
Bone marrow, % (95% CI)® | 15.5(10.7, 21.3) 1.0 NA NA
(0.1,3.7)
Overall Survival®
Number of events (%) i5(7.7) | 27038
Hazard ratio (95% CI) 0.48 (0.25, 0.90)
Time to next anti-leukaemic therapy
Number of events (%) 23(11.9) 83 (42.6) NA NA
Median, months (95% CI) NR 26.4 NA NA
Hazard ratio 0.19(0.12, 0.31) NA

remission.

CR = complete remission; CRI = complete remission with incomplete marrow recovery; IRC =
independent review committee; MRD = minimal residual disease; nPR = nodular partial remission; NA =
not available; NR = not reached; ORR = overali response rate (CR + CRi + nPR + PR); PR = partial

"The discrepancy between IRC- and investigator-assessed CR rate was due to interpretation of residual
adenopathy on CT scans. Eighteen patients in the venetoclax + rituximab arm and 3 patients in the
bendamustine + rituximab arm had negative bone marrow and lymph nodes <2 cm.
"Minimal residual disease was evaluated using allele-specific oligonucleotide polymerase chain reaction
(ASO-PCR) and/or flow cytometry. The cut-off for a negative status was one CLL cell per 10* leukocytes.
“Of those with MRD assay results available in peripheral blood, 72.5% (121/167) in the venetoclax +
rituximab arm and 20% (26/128) in the bendamustine + rituximab arm were found to be MRD negative.
40Of those with MRD assay results available in bone marrow, 76.9% (30/39) in the venetoclax + rituximab
arm and 6.7% (2/30) in the bendamustine + rituximab arm were found to be MRD negative.

“Overall survival data are not yet mature,

Median DOR was not reached with median follow up of approximately 23.8 months.
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Figure 2: Kaplan-Meier curves of overall survival (intent-to-treat population) in MURANO
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The observed PFS benefit of venetoclax + rituximab compared with bendamustine + rituximab was
consistently observed across all subgroups of patients evaluated, including age (< 65, > 65 years and
<75, > 75 years), prior lines of therapy (1, >1), bulky disease (<5 cm, > 5 cm), 17p deletion, 11q deletion,
TP33 mutation, JgFH mutation, and refractory versus relapse to most recent therapy (Figure 3).

Figure 3. Forest plot of Investigator-Assessed PFS in Subgroups from MURANO
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Venetoclax as monotherapy for the treatment of patients with CLL harbowring 17p deletion or TP33
miutation — study MI13-982

The safety and efficacy of venetoclax in 107 patients with previously treated CLL with 17p deletion were
evaluated in a single arm, open-label, multi-center study (M13-982). Patients followed a 4- to 5-week
dose-titration schedule starting at 20 mg and increasing to 50 mg, 100 mg, 200 mg and finally 400 mg once
daily. Patients continued to receive venetoclax 400 mg once daily until disease progression or unacceptable
toxicity was observed. The median age was 67 years (range: 37 to 85 years); 65% were male, and 97% were
white. The median time since diagnosis was 6.8 years (range: .1 to 32 years; N=106). The median number
of prior anti-CLL treatments was 2 (range: 1 to 10 treatments); 49.5% with a prior nucleoside analogue, 38%
with prior rituximalby, and 94% with a prior alkylator (including 33% with prior bendamustine). At baseline,
53% of patients had one or more nodes >5 cm, and 51% had ALC >25 x 10%/1. Of the patients, 37% (34/91)
were fludarabine refractory, 81% (30/37) harboured the unmutated IgVH gene, and 72% (60/83) had 7P53
mutation. The median time on treatment at the time of evaluation was 12 months (range: 0 to 22 months).

The primary efficacy endpoint was overall response rate (ORR) as assessed by an Independent Review
Committee (IRC) using the IWCLL updated NCI-WG guidelines (2008). Efficacy results are shown in
Table 6. Efficacy data are presented for 107 patients with data cutoff date 30 April 2015. An additional

51 patients were enrolled in a safety expansion cohort. Investigator-assessed efficacy are presented for
158 patients with a later data cutoff date 10 June 2016. The median time on treatiment for 158 patients was
17 months (range: 0 to 34 months).

Table 6: Efficacy results in patients with previously treated CLL with 17p deletion (study M13-982)

Endpoint IRC assessment Investigator assessment
(N=107)" (N=158)"
Data cutoff date 30 April 2015 10 June 2016

ORR, % 79 77

(95% CI) {(70.5, 86.6) {69.9, 83.5)

CR + CRi, % 7 18

nPR, % 3 6

PR, % 69 53
DOR, maonths, median (95% CI) NR 27.5(26.5, NR)
PFS, % (95% C1)

12-month estimate 72 (61.8,79.8) 77 (69.1, 82.6)

24-month estimate NA 52 (43, 61)
PFS, months, median NR 27.2(21.9,NR)
(95% CI)
TTR, months, median (range) 0.8 (0.1-8.1) 1.0 (0.5-4.4)
*One patient did not harbour the 17p deletion.
®Includes 51 additional patients from the safety expansion cohort,
CI = confidence interval; CR = complete remission; CRi = complete remission with incomplete
marrow recovery, DOR = duration of response; IRC = independent review committee; nPR =
nodular PR; NA = not available; NR = not reached; ORR = overall response rate; PFS =
progression-free survival, PR = partial remission; TTR = time to first response.

Minimal residual disease (MRD) was evaluated using flow cytometry in 93 of 158 patients who achieved
complete remission (CR), complete remission with incomplete marrow recovery (CR1i), or partial remission
(PR) with limited remaining disease with venetoclax treatment. MRD negativity was defined as a result
below 0.0001 (<1 CLL cell per 10* leukocytes in the sample). Twenty-seven percent (42/158) of patients
were MRD negative in the peripheral blood, including 16 patients who were also MRD negative in the bone
Marrow.

Venetoclax as monotherapy for the treatinent of patients with CLL who have failed a B-cell receptor pathway
inhibitor — study M14-032

The efficacy and safety of venetoclax in patients with CLL who had been previously treated with and failed
ibrutinib or idelalisib therapy were evaluated in an open-label, multi-center, non-randomised, phase 2 study
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(M14-032). Patients received venetoclax via a recommended dose-titration schedule. Patients confinued to
receive venetoclax 400 mg once daily until disease progression or unacceptable toxicity was observed.

At the time of data cut-off {26 July 2017), 127 patients were enrolled and treated with venetoclax. Of these,
91 patients had received prior ibrutinib therapy (Arm A) and 36 had received prior idelalisib therapy (Arm
B). The median age was 066 years (range: 28 to 85 years), 70% were male, and 92% were white, The median
time since diagnosis was 8.3 years (range: 0.3 to 18.5 years; N=96). Chromosomal aberrations were 11q
deletion (34%, 43/127), 17p deletion (40%, 50/127), TP53 mutation {38%, 26/127) and unmutated IgVH
(78%, 72/127). At baseline, 41% of patients had one or more nodes >5 cm and 31% had ALC =25 x 10°/1.
The median number of prior oncology treatments was 4 (range: 1 to 15) in ibrutinib-treated patients and 3
(range: 1 to 11) in idelalisib-treated patients. Overall, 65% of patients received prior nucleoside analogue,
86% rituximab, 39% other monoclonal antibodies, and 72% alkylating agent (including 41% with
bendamustine), At the time of evaluation, median duration of treatment with venetoclax was 14.3 months
(range: 0.1 to 31.4 months).

The primary efficacy endpoint was ORR according to IWCLL updated NCI-WG guidelines. Response
assessments were performed at 8 weeks, 24 weeks, and every 12 weeks thereafter.

Table 7: Efficacy results as assessed by investigator in patients who have failed a B-cell receptor pathway
inhibitor (study M14-032)

Arm A Arm B Total
(ibrutinib failures) {idelalisib failures) (N=127)
{N=91) (N=36)

ORR, % 65 67 05
(95% CI) (54.1, 74.6) {49.0, 81.4) (56.4, 73.6)
CR + CRi, % 10 11 10
nPR, % 3 0 2
PR, % 52 56 53

PFS, % (95% Ch)

12-month estimate
24-month estimate

75 (64.7, 83.2)
51 (363, 63.9)

80 (63.1, 90.1)
61 (39.6, 77.4)

77 (68.1, 83.4)
54 (41.8, 64.6)

PFS, months, median 25(19.2, NR) NR (16.4, NR) 25(19.6, NR)
{95% CI)
08, % (95% CI)

12-month estimate 91 (82.8,95.4) 94.2 (78.6, 98.5) 92 (85.6, 95.6)
TTR, months, median 2.5(1.6-14.9) 2.5(1.6-8.1) 2.5 (1.6-14.9)
(range)
17p deletion and/or TP33 mutation status
ORR, % (95% CI)

Yes {n=28) {(n=7} (n=35)

61 (45.4,74.9) 58 (27.7, 84.8) 60 (46.6, 73.0)
No (n=31) (n=17) (n=48)

69 (53.4, 81.8) 71(48.9, 87.4) 70 (57.3, 80.1)
Cl = confidence interval; CR = complete remission; CRi = complete remission with incomplete
marrow recovery, nPR = nodular PR; NR = not reached, ORR = overall response rate;. OS = overall
survival; PFS = progression-free survival, PR = partial remission, TTR = time to first response.

The efficacy data were further evaluated by an IRC demonstrating a combined ORR of 70% (Arm A: 70%;
Arm B: 69%). One patient (ibrutinib failure) achieved complete remission with incomplete marrow recovery.
The ORR for patients with [7p deletion and/or TP33 mutation was 72% (33/46) (95% CI: 56.5, 84.0) in Arm
A and 67% (8/12) (95% CI: 34.9, 90.1) in Arm B. For patients without 17p deletion and/or TP33 mutation,
the ORR was 69% (31/45) (95% Cl: 53.4, 81.8) in Arm A and 71% (17/24) (95% CI: 48.9, 87.4) in Arm B.

Median OS and DOR were not reached with median follow-up of approximately 14.3 months for Arm A and
14.7 months for Arm B.
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Twenty-five percent (32/127) of patients were MRD negative in the peripheral blood, including 8 patients
who were also MRD negative in bone marrow.

Elderly patients

Of the 194 patients with previously treated CLL who received venetoclax in combination with rituximab,
50% were 65 years or older.

Of the 107 patients who were evaluated for efficacy from M13-982 study, 57% were 65 years or older. Of
the 127 patients who were evaluated for efficacy from M14-032 study, 58% were 65 years or older.

Of the 296 patients evaluated for safety from 3 open-label monotherapy trials, 57% were 65 years or older.

There were no overall differenices in safety or efficacy observed between older and younger patients in the
combination study with venetoclax + rituximab and the monotherapy studies.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Venclyxto
in all subsets of the paediatric population in CLL (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Following multiple oral administrations, maximum plasma concentration of venetoclax was reached

5-8 hours after dose. Venetoclax steady state AUC increased proportionally over the dose range of
150-800 mg. Under low-fat meal conditions, venetoclax mean (& standard deviation) steady state C,,x was
2.1+ 1.1 ug/ml and AUCzy was 32.8 % 16.9 pg-h/ml at the 400 mg once daily dose.

Effect of food

Administration with a low-fat meal increased venetoclax exposure by approximately 3.4-fold and
administration with a high-fat meal increased venetoclax exposure by 5.1- to 5.3-fold compared to fasting
conditions, It is recommended that venetoclax should be administered with a meal (see section 4.2).

Distribution
Venetoclax is highly bound to human plasma protein with unbound fraction in plasma <0.01 across a
concentration range of 1-30 uM (0.87-26 pg/ml). The mean blood-to-plasma ratio was 0.57. The population

estimate for apparent volume of distribution (Vd/F) of venetoclax ranged from 256-321 L in patients.

Biotransformation

In vitro studies demonstrated that venetoclax is predominantly metabolised by cytochrome P450 CYP3A4.
M27 was identified as a major metabolite in plasma with an inhibitory activity against BCL-2 that is at least
58-fold lower than venetoclax in vitro.

In vitro interaction studies

Co administration with CYP and UGT substrates

In vitro studies indicated that venetoclax is not an inhibitor or inducer of CYP1A2, CYP2B6, CYP2C19,
CYP2D6 or CYP3A4 at clinically relevant concentrations. Venetoclax is a weak inhibitor of CYP2CS,
CYP2C9 and UGT1A1 in vitro, but it is not predicted to cause clinically relevant inhibition. Venetoclax is
not an inhibitor of UGT1A4, UGTIAG6, UGT1A9 and UGT2B7.
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Co administration with ransporter substrates/inhibitors

Venetoclax is a P-gp and BCRP substrate as well as a P-gp and BCRP inhibitor and a weak OATP1B1
inhibitor inn vitro (see section 4.5). Venetoclax is not expected to inhibit OATP1B3, OCTI, OCT2, OATI,
OAT3, MATE!T or MATEZK at clinically relevant concentrations.

Elimination

The population estimate for the terminal phase elimination half-life of venetoclax was approximately

26 hours. Venetoclax shows minimal accumulation with accumulation ratio of 1.30-1.44. After a single oral
administration of 200 mg radiolabeled [“*C]-venetoclax to healthy subjects, >99.9% of the dose was
recovered in faeces and <0.1% of the dose was excreted in urine within 9 days. Unchanged venetoclax
accounted for 20.8% of the administered radioactive dose excreted in faeces. The pharmacokinetics of
venetoclax do not change over time.

Special populations

Renal impairment

Based on a population pharmacokinetic analysis that included 219 subjects with mild renal impairment
{(CrCl 260 and <90 ml/min), 86 subjects with moderate renal impairment (CrCl 230 and <60 ml/min) and
217 subjects with normal renal function (CrCl 290 ml/min), venetoclax exposures in subjects with mild or
moderate renal impairment are similar to those with normal renal function. The pharmacokinetics of
venetoclax has not been studied in subjects with severe renal impairment (CrCl <30 ml/min) or patients on
dialysis (see section 4.2).

Hepatic impairment

Based on a population pharmacokinetic analysis that included 74 subjects with mild hepatic impairment,
7 subjects with moderate hepatic impairment and 442 subjects with normal hepatic function, venetoclax
exposures are similar in subjects with mild and moderate hepatic impairment and normal hepatic function.
Mild hepatic impairment was defined as normal total bilirubin and aspartate transaminase (AST) > upper
limit of normal (ULN) or total bilirubin >1.0 to 1.5 times ULN, moderate hepatic impairment as total
bilirubin >1.5 to 3.0 times ULN, and severe hepatic impairment as total bilirubin >3.0 ULN. The

pharmacokinetics of venetoclax is being studied in subjects with severe hepatic impairment (see section 4.2).

Effects of age, sex, and weight

Based on population pharmacokinetic analyses, age, sex, and weight do not have an effect on venetoclax
clearance.

5.3 Preclinical safety data
Toxicities observed in animal studies with venetoclax included dose -dependent reductions in lymphocytes
and red blood cell mass. Both effects were reversible after cessation of dosing with venetoclax, with

recovery of lymphocytes occurring 18 weeks post treatment. Both B- and T-cells were affected, but the most
significant decreases occurred with B-cells.

Venetoclax also caused single cell necrosis in various tissues, including the gallbladder and exocrine
pancreas, with no evidence of disruption of tissue integrity or organ dysfunction; these findings were

minimal to mild in magnitude.

After approximately 3 months of daily dosing in dogs, venetoclax caused progressive white discoloration of
the hair ceat, due to loss of melanin pigment in the hair.

Carcinogenicity/gentotoxicity

Carcinogenicity studies have not been conducted with venetoclax.

20

124



Venetoclax was not genotoxic in bacterial mutagenicity assay, in vifro chromosome aberration assay and in
vivo mouse micronucleus assay. The M27 metabolite was negative for genotoxicity in the bacterial
mutagenicity and chromosomal aberration assays.

Reproductive toxicity

No effects an fertility were observed in fertility and early embryonic development studies in male and female
mice, Testicular toxicity (germ cell loss) was observed in general toxicity studies in dogs at exposures of 0.5
to 18 times the human AUC exposure at the recommended dose. Reversibility of this finding has not been
demonstrated.

In embryo-foetal development studies in mice, venetoclax was associated with increased post-implantation
loss and decreased foetal body weight at exposures of 1.1 times the human AUC exposure at the
recommended dose. In rabbits, venetoclax produced maternal toxicity, but no foetal toxicity at exposures of
0.1 times the human AUC exposure at the recommended dose.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Venclyxto 10 me film-coated tablets

Tablet core

Copovidone (K 28)

Colloidal anhydrous silica (E551)

Polysorbate 80 (E433)

Sodium stearyl fumarate

Anhydrous calcium hydrogen phosphate {E341 (ii}))

Film-coating
Iron oxide yellow (E172)

Polyvinyl alcohol (E1203)
Titanium dioxide (E171)
Macrogol 3350 (E1521)
Talc (E553b)

Venclyxto 50 meg film-coated tablets

Tablet core

Copovidone (K 28)

Colloidal anhydrous silica (E551)

Polysorbate 80 (E433)

Sodium stearyl fumarate

Anhydrous calcium hydrogen phosphate (E341 (ii})

Film-coating
Iron oxide vellow (E172)

Iron oxide red (E172)
Iron oxide black (E172)
Polyvinyl alcohol (E1203)
Titanium dioxide (E171)
Macrogol 3350 (E1521)
Talc (E553b)
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Venclyxto 100 mg film-coated tablets

Tablet core

Copovidone (K 28)

Colloidal anhydrous silica (E551)

Polysorbate 80 (E433)

Sodium stearyl fumarate

Anhydrous calcium hydrogen phosphate (E341 (ii))

Film-coating
Iron oxide yellow (E172)

Polyvinyl alcoho! (E1203)
Titanium dioxide (E171)
Macrogol 3350 (E1521)
Talc (E553b)

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

Venclyxto 10 mg film-coated tablets
2 years.

Venclyxto 50 mg film-coated tablets
2 years.

Venclyxto 100 mg film-coated tablets
3 years.

6.4  Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

Venclyxto film-coated tablets are supplied in PVC/PE/PCTFE aluminium foil blisters containing either 1, 2
or 4 film-coated tablets.

Venclyxto 10 mg tablets
The film-coated tablets are supplied in cartons containing either 10 or 14 tablets (in blisters of 2 tablets).

Venelyxto 50 mg tablets
The film-coated tablets are supplied in cartons containing either 5 or 7 tablets{in blisters of | tablet).

Venclyxto 100 mg tablets
The film-coated tablets are supplied in cartons containing either 7 (in blisters of 1 tablet) or 14 tablets (in
blisters of 2 tablets); or a multipack containing 112 tablets (4 x 28 tablets (in blisters of 4 tablets)).

Not all pack sizes may be marketed.
6.6  Special preeautions for disposal

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

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/001 (10 mg, 10 tablets)
EU/1/16/1138/002 (10 mg, 14 tablets)
EU/1/16/1138/003 (50 mg, 5 tablets)
EU/1/16/1138/004 (50 mg, 7 tablets)
EU/1/16/1138/005 (100 mg 7 tablets)
EU/1/16/1138/006 (100 mg, 14 tablets)
EU/1/16/1138/007 (100 mg, 112 {4 x 28) tablets)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 5 December 2016
Date of latest renewal: 6 September 2018

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the Europegan Medicines

Agency http://www.ema.europa.gu.
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ANNEX 11
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND
USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE
SAFE AND EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A, MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release
AbbVie Deutschland GmbH & Co, KG

Knollstrasse

67061 Ludwigshafen

Germany

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex 1; Swnmary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING AUTHORISATION

e Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE USE
OF THE MEDICINAL PRODUCT

¢  Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the agreed
RMP presented in Module 1.8.2 of the marketing authorisation and any agreed subsequent updates of the
RMP.

An updated RMP should be submitted:
* At the request of the European Medicines Agency;

*  Whenever the risk management system is modified, especially as the result of new information being
received that may lead to a significant change to the benefit/risk profile or as the result of an important
(pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX HII

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON (5 day pack)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 10 mg film-coated tablets
venetoclax

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 10 mg venetoclax

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

10 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose in the morning with a meal and water. Drink 1.5-2 litres of water a day.
Read the package leaflet before use. It is important to follow all of the instructions in the *how to take’
section of the leaflet.

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/001

| 13. BATCH NUMBER

Lot

l 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

venclyxto 10 mg

| 17, UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included:

I 18, UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON (7 day pack)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 10 mg film-coated tablets
venetoclax

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 10 mg venetoclax

| 3. LIST OF EXCIPIENTS |

| 4. PHARMACEUTICAL FORM AND CONTENTS |

Film-coated tablet

14 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose in the morning with a meal and water. Drink 1.5-2 litres of water a day.
Read the package leaflet before use. It is important to follow all of the instructions in the “how to take’
section of the leaflet.

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY l

[8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GinbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/002

13. BATCHNUMBLR

Lot

l 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

venclyxto 10 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the tinique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 10 mg tablets
venetoclax

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

AbbVie (as logo)

|3.  EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON (5 day pack)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 50 mg film-coated tablets
venetoclax

2, STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 50 mg venetoclax

| 3. LIST OF EXCIPIENTS

| 4, PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

5 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose in the morning with a meal and water. Drink 1.5-2 litres of water a day.
Read the package leaflet before use. [t is important to follow all of the instructions in the ‘how to take’
section of the leaflet.

Oral use,

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

I 7.  OTHER SPECIAL WARNING(S), IF NECESSARY

|8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/003

{ 13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16, INFORMATION IN BRAILLE

venclyxto 50 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

I 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON (7 day pack)

1L NAME OF THE MEDICINAL PRODUCT

Venclyxto 50 mg film-coated tablets
venetoclax

2, STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 50 mg venetoclax

| 3. LIST OF EXCIPIENTS

| 4,  PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

7 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose in the morning with a meal and water. Drink 1.5-2 litres of water a day.
Read the package leaflet before use. It is important to follow all of the instructions in the ‘how to take’
section of the leaflet.

Oral use,

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

[ 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/004

| 13.  BATCH NUMBER

Lot

I 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

venclyxto 30 mg

| 17, UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included:

l 18, UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 50 mg tablets
venetoclax

I 2, NAME OF THE MARKETING AUTHORISATION HOLDER

AbbVie (as'logo)

|3. EXPIRY DATE

EXP

4, BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON (7 day pack)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 100 mg film-coated tablets
venetoclax

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 100 mg venetoclax

| 3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

7 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose in the morning with a meal and water. Drink 1.5-2 litres of water a day,
Read the package leaflet before use. It is important to follow all of the instructions in the *how to take’
section of the leafiet.

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

I 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9, SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/005

13. BATCH NUMBER

Lot

| 14, GENERAL CLASSIFICATION FOR SUPPLY

l 15. INSTRUCTIONS ON USE

[16. INFORMATION IN BRAILLE

venclyxto 100 mg

| i7. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unigue identifier inchided:

I 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 100 mg tablets
venetoclax

| 2, NAME OF THE MARKETING AUTHORISATION HOLDER

AbbVie (as logo)

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON (7 day pack)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 100 mg film-coated tablets
venetoclax

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 100 mg venetoclax

I 3. LIST OF EXCIPIENTS

l 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

14 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose in the morning with a meal and water. Drink 1.5-2 litres of water a day.
Read the package leaflet before use. It is important to follow all of the instructions in the *how to take’
section of the leaflet.

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10,  SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12, MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/006

13. BATCH NUMBER

Lot

I 14. GENERAL CLASSIFICATION FOR SUPPLY

l 15. INSTRUCTIONS ON USE

[16. INFORMATION IN BRAILLE

venclyxto 100 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

I 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER CARTON

CARTON Mualtipack (with blue box)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 100 mg film-coated tablets
venetoclax

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 100 mg venetoclax

[ 3. LIST OF EXCIPIENTS

| 4, PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Multipack: 112 (4 x 28) film-coated tablets

5, METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use. It is important to follow all of the instructions in the ‘how to take’
section of the leaflet.

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS CR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/007

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

[ 15, INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

venclyxto 100 mg

[17.  UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the uinique identifier included:

[18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

CARTON multipack (without blue box)

1. NAME OF THE MEDICINAL PRODUCT

Venclyxto 100 mg film-coated tablets
venetoclax

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 100 mg venetoclax

| 3. LIST OF EXCIPIENTS

| 4, PHARMACEUTICAL FORM AND CONTENTS

28 film-coated tablets
Component of a multipack, can’t be sold separately.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Take your dose at the same time each day with a meal and water.
Read the package leaflet before use. It is important to follow all of the instructions in the ‘how to take’
section of the leaflet,

Oral use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

16,  SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AbbVie Deutschiand GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/16/1138/007

13. BATCH NUMBER

Lot

I 14, GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

venclyxto 100 mg

| 17. UNIQUE IDENTIFIER — 2D BARCODE

l 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Venclyxto 10 mg film-coated tablets

Venclyxto 50 mg film-coated tablets

Venclyxto 108 mg film-coated tablets
venetoclax

' This medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how to
report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains important
information for you.

- Keep this {eaflet. You may need to read it again,

- Hyou have any further questions, ask your doctor.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leafiet, See section 4,

What is in this leaflet

What Venclyxto is and what it is used for

What you need to know before you take Venclyxto
How to take Venclyxto

Possible side effects

How to store Venclyxto

Contents of the pack and other information

A o

1. What Venclyxto is and what it is used for

What Venclyxto is
Venclyxto is a cancer medicine that contains the active substance venetoclax. It belongs to a group of
medicines called “BCL-2 inhibitois™.

What Venclyxto is used for
Venclyxto is used to treat patients with chronic lymphocytic leukaemia (CLL) when the disease has come
back or has not responded to other treatment.

Venclyxto may be given to you in combination with rituximab or alone.

CLL is a type of cancer affecting white blood cells called lymphocytes and the lymph nodes. In CLL, the
lymphocytes multiply too quickly and live for too long, so that there are too many of them in the blood.

How Venclyxto works

Venclyxto works by blocking a protein in the body called “BCL-2”. This protein helps cancer cells survive,
Blocking this protein helps to kill and lower the number of cancer cells. It also slows down the worsening of
the disease.

2. What you need to know before you take Venclyxfo
Do not take Venclyxto if:

- you are allergic to the active substance venetoclax or any of the other ingredients of this medicine (listed
in section 6).
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- you are taking any of the medicines listed below when you start your treatment and while your dose is
gradually being increased (usually over 5 weeks). This is because serious and life-threatening effects can
occur when Venclyxto is taken with these medicines:

s itraconazole ketoconazole, posaconazole, or voriconazole for fungal infections
¢ clarithromycin for bacterial infections
e ritonavir for HIV infection.

When your Venclyxto dose has been increased to the full standard dose, check with your doctor if you
can start taking these medicines again.

- you are taking a herbal medicine called St. John's wort, used for depression. If you are not sure about
this, talk to your doctor, pharmacist or nurse before taking Venclyxto.

It is important that you tell your doctor, pharmacist, or nurse about all the medicines you take, including
prescription and over-the-counter medicines, vitamins, and herbal supplements. Your doctor may need to
stop certain medicines when you first start taking Venclyxto and during the first five weeks when vour dose
is gradually increased to the full standard dose.

Warnings and precautions
Talk to your doctor, pharmacist, or nurse before taking Venclyxto if;

+ you have any kidney problems as your risk for a side effect called tumour lysis syndrome may increase
you have liver problems as this may increase your risk for side effects

* you think you may have an infection or have had a long-lasting or repeated infection

» you are due to have a vaccine.

If any of the above apply to you, or you are not sure, talk to your doctor, pharmacist, or nurse before taking
this medicine.

Tumour Lysis Syndrome

Some people may develop unusual levels of some body salts (such as potassium and uric acid) in the blood
caused by the fast breakdown of cancer cells during treatment. This may lead to changes in kidney function,
abnormal heartbeat, or seizures. This is called tumour lysis syndrome (TLS). The risk for TLS is in the first 5
weeks of treatment with Venclyxto.

Your doctor, pharmacist or nurse will do blood tests to check for TLS.

Your doctor may also give you medicines to help prevent the build up of uric acid in your body before you
start treatment with Venclyxto.

Drinking plenty of water, at least 1.5 to 2 litres per day, helps to remove cancer cell breakdown products
from your body through urine, and may decrease your risk of getting TLS (see section 3).

Tell your doctor, pharmacist or nurse immediately if you get any of the symptoms of TLS listed in section 4.

If you are at risk of TL.S you may be treated in hospital so that you can be given fluids into the vein if
needed, have blood tests done more often and to check for side effects. This is to see if you can continue to
take this medicine safely.

Children and adolescents
Venclyxto should not be used in children and adolescents. This is because it has not been studied in these age
groups.

Other medicines and Venclyxto
Tell your doctor or pharmacist if you take any of the following medicines as they can increase or decrease
the amount of venetoclax in your blood:
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- medicines for fungal infections — fluconazole, itraconazole, ketoconazole, posaconazole, or voriconazole

- antibiotics to treat bacterial infections — ciprofloxacin, clarithromycin, erythromycin, nafcillin, or
rifampicin

- medicines to prevent seizures or to treat epilepsy — carbamazepine, phenytoin

- medicines for HIV infection — efavirenz, etravirine, ritonavir

- medicines to treat raised blood pressure or angina — diltiazem, verapamil

- medicines to lower cholesterol levels in the blood — cholestyramine, colestipol, colesevelam

- amedicine used to treat a lung condition called pulmonary arterial hypertension — bosentan

- amedicine to treat sleep disorder (narcolepsy) known as modafinil

- aherbal medicine known as St. John’s wort

Your doctor may change your dose of Venciyxto.
Tell your doctor if you take any of the following medicines as Venclyxto may affect how they work:

« medicines that prevent blood clots, warfarin, dabigatran

e amedicine used to treat heart problems known as digoxin

s amedicine for cancer known as everolimus

s amedicine used to prevent organ rejection known as sirolimus

» medicines to lower cholesterol levels in the blood known as statins

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other medicines. This
includes medicines obtained without a prescription, herbal medicines and supplements. This is because
Venclyxto may affect the way some other medicines work. Also some other medicines can affect the way
Venclyxto works.

Venclyxto with food and drink

Do not eat grapefruit products, Seville oranges (bitter oranges), or starfruit (carambola) while you are taking
Venclyxto — this includes eating them, drinking the juice or taking a supplement that might contain them.
This is because they can increase the amount of venetoclax in your blood.

Pregnancy

- Do not get pregnant while you are taking this medicine. If you are pregnant, think you may be pregnant
or are planning to have a baby, ask your doctor, pharmacist, or nurse for advice before taking this
medicine.

- Venclyxto should not be used during pregnancy. There is no information about the safety of venetoclax
in pregnant woimen.

Confraception

- Women of childbearing age must use a highly effective method of contraception during treatment and for
at least 30 days after receiving Venclyxto to avoid becoming pregnant. If you are using hormonal
contraceptive pills or devices, you must also use a barrier method of contraception (such as condoms) as
the effect of hormonal contraceptive pills or devices may be affected by Venclyxto.

- Tell your doctor immediately if yvou become pregnant while you are taking this medicine.

Breast-feeding
Do not breast-feed while you are taking this medicine. It is not known whether the active substance in
Venclyxto passes into breast milk.

Fertility
Based on findings in animals, Venclyxto may cause male infertility (low or no sperm count). This may affect
your ability to father a child. Ask your doctor for advice on sperm storage before starting treatment with
Venclyxto.

Driving and using machines
You may feel tired after taking Venclyxto, which may affect your ability to drive or use tools or machines.
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3. How to take Venclyxto

Always take this medicine exactly as your doctor, pharmacist, or nurse has told you. Check with your doctor,
pharmacist, or nurse if you are not sure.

How much to take

You will begin treatment with Venclyxto at a low dose for 1 week. Your doctor will gradually increase the
dose over the next 4 weeks to the full standard dose. For the first 4 weeks you will get a new pack each
week.

o the starting dose is 20 mg (two 10 mg tablets) once a day for 7 days.
¢ the dose will be increased to 50 mg {one 50 mg tablet) once a day for 7 days.
e the dose will be increased to 100 mg (one 100 mg tablet) once a day for 7 days.
o the dose will be increased to 200 mg (two 100 g tablets) once a day for 7 days.
o the dose will be increased to 400 mg (four 100 mg tablets) once a day for 7 days.
o When you are receiving Venclyxto therapy alone, you will stay on the 400 mg daily dose, which
is the standard dose, for as long as necessary.
o When you are receiving Venclyxto therapy in combination with rituximab, you will receive the
400 mg daily dose for 24 months.

Your dose may need to be adjusted for side effects. Your doctor will advise what your dose should be.

How to take Venclyxto

o Take the tablets with a meal at around the same time each day

» Swallow the tablets whole with a glass of water

» Do not chew, crush, or break the tablets

» During the first 5 weeks of treatment, you should take the tablets in the morning to help you follow-up
with blood tests, if needed.

If you vomit after taking Venclyxto, do not take an extra dose that day. Take the next dose at the usual time
the next day. If you have problems taking this medicine, talk to your doctor.

Drink plenty of water
It is very important that you drink plenty of water when taking Venclyxto during the first 5 weeks of
treatment. This will help to remove cancer cell breakdown products from your blood through your urine.

You should start drinking at least 1.5 to 2 litres of water daily two days before starting Venclyxto. You may
also include non-alcoholic and non-caffeinated drinks in this amount, but exclude grapefruit, Seville orange,
or starfruit {carambola) juices. You should continue to drink at least 1.5 to 2 litres of water on the day you
start Venclyxto. Drink the same amount of water (at least 1.5 to 2 litres daily) two days before and on the day
that your dose is increased.

If your doctor thinks that you are at risk of TLS, you may be treated in the hospital so that you can be given
extra fluids into the vein if needed, have your blood tests more often and be checked for side effects. This is
to see if you can continue to take this medicine safely.

If you take more Venclyxto than you should
If you take more Venclyxto than you should, talk to your doctor, pharmacist, or nurse or go to hospital
immediately. Take the tablets and this leaflet with you.
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If you forget to take Venclyxto

e Ifitis less than 8 hours since the time you usually take your dose, take it as soon as possible.

e Ifitis more than 8 hours since the time you usually take your dose, do not take the dose that day. Return
to your normal dose schedule the next day.

o Do not take a double dose to make up for a forgotten dose.

e If you are not sure talk to your doctor, pharmacist or nurse.

Do not stop taking Venclyxto
Do not stop taking this medicine unless your doctor tells you to. If you have any further questions on the use
of this medicine, ask your doctor, pharmacist, or nurse.

4, Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. The following
serious side effects may happen with this medicine:

Tumour lysis syndrome (common — may affect up to 1 in 10 people)
Stop taking Venclyxto and seek medical attention immediately if you notice any of the symptoms of TLS:
» fever or chills

o feeling or being sick {(nausea or vomiting)

o feeling confused

feeling short of breath

irregular heart beat

dark or cloudy urine

feeling unusually tired

muscle pain or uncomfortable joints

o fits or seizures

¢ abdominal pain and distension

Low white blood cell count (neutropenia) (very common — may affect more than 1 in 10 people)

Your doctor will check your blood count during treatment with Venclyxto. Low white blood cell count can
increase your risk for infection, Signs may include fever, chills, feeling weak or confused, cough, pain or
burning feeling when passing urine. Some infections can be serious and may lead to death. Tell your doctor
immediately if you have signs of an infection while taking this medicine.

Tell your doctor if you notice any of the following side effects:

Very common

+ upper respiratory tract infection — signs include runny nose, sore throat or cough
diatrhoea

feeling or being sick (nausea or vomiting)

constipation

feeling tired

. & & @

Blood tests may also show
+ lower number of red blood cells
» higher level of a body salt (electrolyte) called phosphate

Common (may affect up to 1 in 10 people)

» severe infection in the blood (sepsis)

pneumonia

urinary tract infection

low number of white blood cells with fever (febrile neutropenia)

. & &
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Blood tests may also show:

s higher level of creatinine

s higher level of urea

» higher level of potassium

» lower level of calcium

» lower number of white blood cells called lymphocytes

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist, or nurse This includes any possible side effects
not [isted in this leaflet. You can also report side effects directly via the national reporting syster listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Venclyxto

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and blister after EXP.
This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to throw
away medicines you no longer use. These measures will help protect the environment.

6.  Contents of the pack and other information
What Venclyxto contains

The active substance is venetoclax.

e Venclyxto 10 mg film-coated tablets: Each film-coated tablet contains 10 mg venetoclax.

o Venclyxto 50 mg film-coated tablets: Each film-coated tablet contains 50 mg venetoclax.

o Venclyxto 100 mg film-coated tablets: Each filim-coated tablet contains 100 mg venetoclax.

The other ingredients are:
» Inthe tablet core: copovidone (K 28}, polysorbate 80 (E433), colloidal anhydrous silica (E551},
anydrous calcium hydrogen phosphate (E341 (ii)), sodium stearyl fumarate.

In the film-coating;:

s Venclyxto 10 mg film-coated tablets: iron oxide yellow (E172), polyvinyl alcohol (E1203), titanium
dioxide (E171), macrogol 3350 {(E1521), talc (E553b).

e Venclyxto 50 mg film-coated tablets: iron oxide yellow (E172), iron oxide red (E172), iron oxide black
(E172), polyvinyl alcohol (E1203), titanium dioxide (E171), macrogol 3350 (E1521), talc (E553b)

s Venclyxto 100 mg film-coated tablets: iron oxide yellow (E172), polyvinyl alcohol (E1203), titanium
dioxide (E171), macrogol 3350 (E1521), talc (E553b).

What Venclyxto looks like and contents of the pack

Venclyxto 10 mg film-coated tablet is pale yellow, round 6 mm diameter, with V on one side and 10 on the
other.

Venclyxto 50 mg film-coated tablet is beige, oblong 14 mm long, with V on one side and 50 on the other.
Venclyxto 100 mg film-coated tablet is pale yellow, oblong 17.2 mm long with V on one side and 100 on the
other.

Venclyxto tablets are provided in blisters which are packed in cartons as follows:
Venclyxto 10 mg film-coated tablets:
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e 10 tablets (5 blisters each with 2 tablets)
e |4 tablets {7 blisters each with 2 tablets)

Venclyxto 50 mg film-coated tablets:
e 5 tablets (5 blisters each with 1 tablet)
» 7 tablets (7 blisters each with 1 tablet)

Venclyxto 100 mg film-coated tablets:
s 7 tablets (7 blisters each with 1 tablet)
» 14 tablets (7 blisters each with 2 tablets)

s 112 (4 x28) tablets (4 cartons of 7 blisters each with 4 tablets).

Not all pack sizes may be marketed.
Marketing Authorisation Holder

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

Manufacturer

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
AbbVie SA
Tél/Tel: +32 10 477811

Brarapns
ABBu EQO]]
Tem:+359 2 90 30 430

Ceska republika
AbbVie s.r.o.
Tel: +420 233 098 111

BPanmark
AbbVie A/S
TIf: +45 72 30-20-28

Deutschland

AbbVie Deutschland GmbH & Co. KG
Tel: 00800 222843 33 (gebithrenfrei)
Tel: +49 (0) 611/ 1720-0

Eesti
AbbVie Biopharmaceuticals GmbH Eesti filiaal
Tel: +372 623 1011

Lietuva
AbbVie UAB
Tel: +370 5 205 3023

Luxembourg/Luxemburg
AbbVie SA
Belgique/Belgien

Tél/Tel: +32 10 477811

Magyarorszag
AbbVie Kft.
Tel:+36 1 455 8600

Malta
V.J.Salomone Pharma Limited
Tel: +356 22983201

Nederland
AbbVie B.V.
Tel: +31 (0)88 322 2843

Norge
AbbVie AS
TIf: +47 67 81 80 00
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Elldda

AbbVie PAPMAKEYTIKH A .E.

TnA: +30 214 4165 555
Espaiia

AbbVie Spain, S.L.U.
Tel: +349138409 10

France
AbbVie
Tél: +33(0) 1 4560 13 00

Hrvatska
AbbVie d.o.o.
Tel: + 385 (0)1 5625 501

Ireland
AbbVie Limited
Tel: +353 (01 4287900

Island
Vistor hf.
Tel: +354 535 7000

Ttalia
AbbVie S.r.l.
Tel: ++39 06 928921

Kbnpog

Lifepharma (Z.A.M.) Ltd
TnA: +35722 34 74 40
Latvija

AbbVie SIA

Tel: 4371 67605000

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:

http://www.ema.europa.eu.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.

To listen to or request a copy of this leaflet in <Braill

Osterreich
AbbVie GmbH
Tel: +43 1 20589-0

Polska
AbbVie Polska Sp. z 0.0.
Tel: +48 22 372 78 00

Portugal
AbbVie, Lda.
Tel: +351 (0)21 1908400

Roménia
AbbVie S.R.L.
Tel: +40 21 529 30 35

Slovenija

AbbVie Biofarmacevtska druzba d.o.o.

Tel: +386 (1)32 08 060

Slovenska republika
AbbVie sr.0.
Tel: +421 2 5050 0777

Suomi/Finland
AbbVie Oy
Pul/Tel: -+358 (0)10 2411 200

Sverige
AbbVie AB
Tel: +46 (0)8 684 44 600

United Kingdom
AbbVie Ltd
Tel: +44 (0)1628 561090

local representative of the Marketing Authorisation Holder. ..
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4.1 ZhEEIEE

Vw7 LTS Venclyxto (3 | BILL LD E ST EBHHMABRTF BT 281
Uroamm (CLL) OREREEE T 5,

Venclyxto HEIF#iEIL, B RS FFREEEAICAEE ITEDORABEIZBIT S 17p REUT
TPS3EREMND CLLOBREBIEE T 5,

Venclyxto BAIFERL, ¥ RERERT B MRS RERBEER OB S S B2 DR ABFITIIT
B 1Tp REIX TPS3ERZ ARV CLL OEFEHEE T 5,

2
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42 RERUVCHE

RE b9 T Y AN & BRI ARISREICE L ERO T T L, T0 L5 REMBOEED
o5 2L,

bifkis
SR 22—l

FRBAARESRX M2 F 272 20mg%® 1H 1B TAMTH R, R10LEBY, ARIX 1 BAED 400mg
T TSBAMICh- THET3 - &,

Fi1: BERSS Y 2—

i NRX LI Z7A1ERE
1 20 mg
2 50 mg
3 100 mg
4 200 mg
5 400 mg

SHMOREEEA S ¥ 2—-id, BEREZERCELD (FAvxrr) 3¢, EEREERKED
VA7 EERTDE TS rahTng,

Y2 F o PG L7 b X DONF AT T R DM D S

PR TEBALIELEOAR LY Ty AOHERARIT400mg1 B 1HTHS GHALVIA v
DFEAMZ DN TIL 51 THEBR),

VYR w7 oS, BEPRAEINIR 7y P a— A ERT L, _F M7 57 20 1 RHERAE 400
mg % 7 AMSET%ICERTDI &

REMIFIRAPFIYXRV=TOYAL 7101 BEPS 24 » ARRATIZ & (5.1 THEBMR),
NF P2 T 2 R T D [

NRR N7 Z 7 AOHRARIZ400mg] B 1HTHD, BEITABETVIIBEICFETERVWEE
PRER XN E TS B 2 &,

JEFRE BB (TLS) @ FRo#E

AR DY T AEBMNEERE RS SR D, BYO s AMOREIESRIC SR s T 72
LD TLS DY R BELS, RIFIEARR M7 T 7 AFEIREH 6~8 ], RUFHRERIZ,
OB ELEL TS TLS BT 5 BREOEINRDLENLIZ LB H A,

TLS ®V A7 1%, BHHER XOEROETFIC L »> CERMICRAET S, BEFEE (BER 5omblE
DY BT S BRER EERE[ALC 25 x 10%L LA L2 &) mBER, <R b7 T 7 A0KRSH
WRED TLS DY A7 MEED, BHEET (ZL7F=027 V7 72 X[CrCIJ80 mL/4r & H) k&
HIZY R EWMRIRD, "X N F7 R K HRRCEBERSEDTDE, VA PMERT LW
MR H 2 W4TESH),

RR b7 T ADBRERMERNIC, ETOBFITH LT XBEM (CT Axy i y) 250 EER
OFGEITH Z &, MREFREE (DY v, REE VY, AAVVTARBIZVLTF=0) @
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AT, AREOHIBESIIMEZTI 2 &, UTIEETFITFHHELZM LS Z &, 2972 Y
AZPERLIBEIC, SHICMELCHETRLZ L,

A ERS

TLS D U A 7 Z{ER 5 7= iz, BEINEHRE I BAE I HoRKSmia 21T 5 = &, BEITE,
JAEWHEEO 2 AE»SEHBHMA2B L TAEBOKSEZIES X 5 TiRE+T A 2 &, iz, PEE
Ep2 Bidb, #EHGAH, ROEZTOHEEOEIZ, 1 H 1.5~2.0L okEHKie L 5 BEICIGE S
BT E, TLSOERMEAR Y AZIZE LT, XE+SREOBROKSHENHEFCERVWBEIIL
T, RENDEBIBIRNFERSE21TH> 2 &,

1B LR BRI A VAR
ERERMGETRFRER 1L, REMEABOWIULITLS DV R 7B AHBEIC, ~op bT T 7 AKX AIR56
R 2~3 BRICIRETALENRD Y, AEIMEERLZ B CREXPSFEEINZZ LD B,

BB TR AT

FERT : £ TORFITH LT, MERSINZNEAECEREHEOFMEITY, BEELTML, B
BOHIBENEMET S Z L, MEELFRERET, BEMWEHMIEZ 0% ORI HFEM
ZITH5Z &,

BEZ TLSOY RZOHDHEFIRLT, =X b T2 AHEHRE O 6~8 BifT%E, KU 24 K
BIiMEACERERET=F Y VT2 L, BRAEEFITEONICHETA I, “X 7T
7 ADROFEIL, 24 FHEOMKE CFREOFRIFME B TIThoRvo b, S0mg D%
ERRiERE, RUB|IZEMEVRAZO0OHIBHITH LTI, TOROHEERICLELE=2) 7R 7
Da—NEREH T &,

AL

EEROFMZ ST, —HOBE, HICTLS OV X7 BEWEEL, <3 2 52 29RksE A
OBHO 24 BRI, SORBELETHIEB L e ) o 2T 5 e AP ET LB
A (4.8TEEMR), VAZOEFMEIZGLT, FOBROBRISHLTHAREER TR L,

ST B E (R 125 78 S R

BEMNTLS 28 5 ML CEREMOTILE R LAESE, BRONX Y 57 A0HKE 3BT
LI b, ERPEKEEND 24~48 BEBILINICEIE LB, SR b2 T 7 AL ARFRER
CHETHBMTE S, BET SO 48T HEA L2 E T 5 Clinical TLS X3 Mg A b FREEOELL
DHERIZONTIE, BELTHRFEZEHETIZLE K 288), TLS L3 REhIFZICAREE
M3 2EAE, TLS OFBHEBICETERICHEY 2 & (Lo NERREREERO TSR] &
),

F DD EMEIS T B R

U RSB E R ER<, Grade 3 Xid 4 OFEMARFAIENE, REUIRBEED Grade3 ik 4 O4F
FRERIE, U Grade 4 O SR BN D BN IS 1T Venclyxto 1T L BB &2 P+ 5 Z &,
=MD Grade | RIT~_—A T A M (EH#) ETCEELES, RICARTRR b2 27 20X 516
BEBHTE 5, EHEFBERL, TORLERTLIHES, —~HEHELERIISR T IRILLS
BREBHTABRICRF 2OREBET A R 25 2 &, EEORETIZL Y RIBL2ARRE
IO ERH D, 2R LI 100 mg KRG FE TORERE BT H8F I LT, X%
N Z 7 ADRIEEERETAI L,
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F 2 TLS RO FE D oHzM Iz -5 BRBE

R RSO A EHROHR

(mg) (mg?)

400 300

300 200

200 100

100 50

50 20

20 10

T RE SN BERET A RS A Z L,

RETE 0RO s @O 5 5 1AM L, SRAETENEE THRIC 28U LoR& ikt
WBETH LT, TLSDY R #FFHMiL, AEZEE L THERTILERHLNE 524
W5 & (WS EBEE-CRE T, JUTESRICER e E, R2E8MH),

CYP3A [ &R & DHLFRE IS4 5 F A

NRF T T I AL ARITRED CYPIA HER L OFRREIZLY, <X 7T 7 AOBRE
WA L, ¥ SRR E O I I TLS RO EDLoEo ) X 7 BEE 2 HRettR s
3 (45THSBM),

BELE GHLERF Je TN LR A
SRR R O R R O<_R N7 F 7 R LS CYPIA BEAI L OFAREIIEZEETH
5 (43, 44 RV45TASBRE),

B 5SRO RGP ORRX N2 57 2 L RBRED CYPIA BEA & 0BRSS TS
Z&, BIOBEEEEER T L, PRERED CYPIA HEAOERBMLERBE, 32 F77 R
DOF 5B R O BB 0% 572 S0%U ERET A2 &, BEOBECYONTREEZ S
WEBRLCE=F D 77328 G4RUASTEHSH),

SRR DR T 5

Venclyxto @ 1 A EBEE L TWABHFITE, <R b2 77 20RREPRED CYPIAREH &
PR 5T A6 50%, #A7 CYPAHER L HREET 2B 5% BT D2 &, FED
BEIZOVWTCERELZ SDIIEBEL =4V I/ TAKERDHY, ELICHAEWNGASLELRAF
MRS D, CYPIA [BEFORGIICHOENRTCWERR M2 57 20 BRI, EEAPLED 2
~3 AHBICEBRTAZE (44 RTA5IHEM),

BtA R

RE NI T 7 ADORLEENNBEOREERS SEBLANTHAERES, RASN-S2E B P

"T‘B‘EttISED BONZIRAT A Z L RAERN SR EB L TWAES, s S REEY,
BRHICERORAR Y a— NV EHFRTAZ L,

B EZICERE LGS, RBPICEMSEZRALR2NWZ &, RILFENTWAHZEEHOBTEO
ARARSRIZIRAT 2 Z &y

FEEEET

BIRE
EEEE (SEUL) CFENeARERSOLE R (511B2HB),
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EIGEIEE
BREIPSEOBHBERESRE (CrCl A 30 mL/4r el E, 90 mL/4y&Ri) I ARREOLER 2
W 2B, BHEEETHE (CrCl 2 8o mL/4ysRi) 21k, REEEECREHEHME PO
TLS DV A7 #ERT A0, SHIRELETFHRHELE=F) o IBMNELREZERED

(ERRe MEERREEERHOTHHER] &MR), EEOBRERSERE (CrClL A 30 mL/aERRMs) X
HERZZT TS ERFICBITAESEIIREIENTE LT, ZhA ORI BRI
EEhTwvia, BEECHHERERE L, BREOARRT7 4y PRV X7 % EEISHEOHRN
FhIFUREREL, TLSO) RO ERICLAFEEOBBEC W THREEEERES =4V
STEZE (A4THBR),

Vi 1 %=

R EE SIS P AR EE O FTHRHERR T A 10 1T 5 A EWRE IR & hiay, PEEOEERERE I
B 5B AARE B O BE I P I B OMBEC OV T A LIEERCE=F Y 7952 L (48
HER),

BEHEOIFBERERFICBT 2TEEIMLEATWRY, BEOHEREEERE~DOX /7
7 ADFEIIHIR SN2,

hIEBE

IBERMODRICBITB_R N 77 AOREMREMERFESL STy, AFHRERT —
Z 3w,

BEHik

Venclyxto 7 4 v Aa—F 0 U UEIBNRERTH S, 7 0 ITIER URRENCAK & KR 22O F
ERATAELOBELRETAZ L, $RXMOY 27 E2RIT BT, SERITASE L KICRATS
e (S2HZBR), FEANIMAGATRNCEATILY, vz, Blofob Liznz &,

REEIEARI L, BARRET=F ) U7 2BEITTHEDIL, “Rx b7 T 7 RTCRBT5 2
L.

FVL—TF T N—I R, AT FLrY, BRURRZ—TN—Y (BFRT) FR_RbI TR
L BRI (45EHBHE),

43 HE

6.1 THIZFEM D AFHI D& RSy XA ERMANZ 33 5 1BEUE,

B 5 BAARE R R RIS IR R 038D 22 CYPSABRER & OffAKE 42 RU45THBR),
b Va2 R U—bERRAOHFRRES G4RVASESR),

44 HERCERLOER

NS B PR (B

EIEEEOMEREO CLL 83EZ, <R M F 7 R0 K DRSS 0E 8 2 & Do I8 A EERE %
BEMRB LI,
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RAE 57 RATRIECIEERLFL S S, BP0 s @EO AR 7T 7 R
WEBTLSOYRIZHRELS, BIFRIEAR M7 57 AYERE% 6~8 B, RUEBERC,
N MBE A LI LT 5 TLS IC—HT 2 BMEOELAROLNE Z LRL B,

TLS @V A7k, SHER S OEEORFIZ L - THEREMICEAT D, BiEER (HE 5em M E
DY A EXEE 25 x 1090 AL ALC &% &) 0oBEL, R b7 F7 7 A0EHRBIRIC TLS
DOYRIVEED, BHEEET (CrCl80mL/4yRE) HEHIY R EBEREEE, BFIII RS
A M L, KO R U R EARIER &0 TLS OB 2 FEHEE LM A 2 &, kL
{LEBEEZzE=FV 7L, BRERREDLNEESIESHIAERITI 2 &, HEIZLLT,
BEEPETE D 2ESR), SFAR Y R ZMMERLZESICE, EHERMELEE 8
R E, RS )Y, AR BRI L, EBREBREERBEOFHERE) ETHRIC
PEHZ L (42TEBR),

AR LRI ATHIRED CYPIAER L OFFRAREFICLD, ~R M7 5 7 XOBRERBENL,
RSB R A EIEERPIZ TS 0 R BB 2FEEN S 5 W2 R U433 ERR), ¥ 7=,
P-gp X iI BCRPIHEAI L <A M7 F 7 AORBEREZEMIEEZ 2 inHD GS5EBR),

UvEe7 L ORBERBR (GO28667/MURANO R RUBAFERBIZBN TR 2T
Z AL L BB E ST T BT Grade 3 i3 4 OFFERBAERBRE I TS WBIABHE), 1A
MM EF B L CenEkiitse=4% ) /457 L, BEOGFPEBAEBREIZIIRES PR X ITE &
BRI 42THSHE), BHMERE 2 SAUIEDHR 250 EE BRMERRE SR TN
B, REPHEOHIRIZTA2HEER EOXFREEERETI L,

midVite 21

RENZ ST AR D UIHB%OBEEY 7 F o0 & 5 FHERO SR G
TABRRABRIIITLOR T AWy, BRPECEFOE BMRAXEHET A2 AV I F U 2ERLZV
&,

CYP3A FEHE|

AHKl L CYPIAAFEHK & DIFRBREIISRZ NI T 7 2DRBREBDS S, TOREL L THER
MOV RFELIELTIERNED, XX M7 T 7 RAEWNAIIPRBED CYP3A4 FH¥EA L OftH
BEEET AL A3 RU45HEBR),

FEHR AT AE 22 A

EIRTIREZ2 MR, FERIORSHETIIRD THDRMRELRAVWD I &, d6HER),

45 fF & OREERRVEOMOBEERM

NR b F 7 ARFEE LT CYPAIRL > THREER A,
RASZ T 7 2O MITERIREZEE S D ERetEO b 5 FKA
CYP34 fAZEH]

BEVASR D NHL B3 11 Flizis T, AAI& 587172 CYP3A, P-gp RUBCRPREHITH D b=
YA 400mg 1R 1E7EMEDHRAEEICIY, R I T7AD Cuntd 23 1%, AUCIX 64
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fEsghn Uds, BEEHEAE 6 TR T, K L5817 CYPIA RO P-gp BRERITHH U M EV S0
mgl B1EI14 B EOHRAREICLY, XX T T 7 AD Coune bk 2.4 %, AUCL L 7.9 i8N L 7=,
NE NI FIREEOMDET L CYPIAARER L OHFRAREIZLY, "X b7 TF 72D AUC K
g 5.8~7.8 fFHANT B & FRIZHTWE,

BeSBRARE R CHEISEP DA N7 T 7 A L7 CYPIABRER (f +F=+V—n, &
bz=FS—n, R¥baFrS—n, Blary—i, 732wl r, JhFEARE) Lo
A5, TISOUVRAZ2EDI0ERTHs 43ESE),

¥ 5 RRAARE R O R RIHEHIE R O_RR N7 T/ A EREBED CYPIAHER (e ru®ti,
CNFTFTEL, )ALy, TAadS—i, L5308 LoAREIETS D &,
OB FREEZERTH I L, FRED CYPIA HEROHEANRMNERES, X277 A0S
FRAARE R O RMHEMIRT 42 IBBMR) OoREREZ S0%L LT3 Z &, TLS OBER UYERIZ
DNWTHRESSHIIEBRSE=4 ) I35 L,

HRESBHEAETL, R 77201 BHARRRELTCHIBEILR, 257208
BEPRED CYPIA [RER & HFRRETEEI 50%, #77% CYPIA REA L ARG T S
Bl TS%EETAZ ., BEOMRICOWTREFILIIEBRESE=2 ) V7T 24ERHY,
EHICHARHASGALEL 2 STRMENH S, CYPIA RERMOBMBAIICAVENTWER b7 F
7 ZORERE, RERTIED 2~3 BRICERTS 2 2I8EM),

T —FIN—2BE TACTFLry, RORARZ—T70—Y (TR F) 1%, CYP3A fHE
WMBEEZEETILD, <77 R K3EBER ST L,

P-gp R TFBCRP [ Z&

AT T ARG P-gp RUNBCRP DEH TH D, @HEHEBRFE 11 FllcVWT, KH & PgplEAT
HBY 77 rEY Y 600mg MEHRE L OFFRBRESICLY, <RI T RO Crumtd 106%, AUC.
i 78%HM L, SRR R GRS O~ b7 F 7 R & Pgp R BCRP [REH & D
BERR S 138ET B 2 &, P-gp KR UF BCRP AEROERBLERES, SHEOMRCOWTAE L
B E=F V7952 (44THSR),

CYP3A4 s5483)

{EEEERE 10 FliCBWT, KK L3N CYPIABERITHAY 77 B 600 mg 1 B 1[4 13
AR E OBEFRREIZ LY, RRE NI T 7 AD Cun b 42%, AUCHT 71%EP Uiz, =R hFF 7 R
LA CYPIAFEK (I wFEy, Jam b0, V77 B e BY RISHIREED CYP3A
FUEE| (K&, 277y, ThIFEVY, EFT7 420, FT7VREY LOMR
BEIIMHT A - L, CYP3A SU/EROL W LOIETIEYERT AL, B Va—r X
U— MEEMENE, DRABDSERFAEMERDLAD, NF T A LAERPREBETH
5 (43TEER),

FLRE A

B RRE 12 e s LEESHEFRRRICBWT, FRET7T VA< L oHEEERIC
500mg, D% 250mg1 B 14 B EDFRELEICLY, NF T T 7 AD ConiE 25%, AUC,
X 35%EA L, "R R I 7 R LHRBREINZEAGOEBBERTOT VAL it LT
i, AEFESOLELRNY,

B ]
BEMBEMTEATIC L 5 &, BERSWIMHEH (e bR 7HEA, H2 ZEEERA, sk
Rl L) BRI 7 RADNAFTAAZED T 4 KWEBERIES 20,
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LB BRI

AR M2 T 7 AL BHEBENHAOFRREL, NN T I AORIEETEGA SRS B
B, RNV, BHEBNHFE SRR 7 57 2R EOHRRERLERIGS, HEERADY 2
R 5O BHENFROERLOMSEE (SmPC) T8, ~% b7 T 7 R ITMFIFIE
D 4~6 W LB FRETH I L,

NSRRI Z I A TIEPERAE AT D RIHEIED &5 5 FEA

D77 .

TR A 3 FIENS L LZEMREERRRBRIZBWNT, R b7 T 7 A 400 mg BEHRE LT T
77U 5mg & OHRARETIHR-IANT 7V VRS TNT 7 Y O Con RN AUCLIE 18%~28%
WML, <3 b7 77 AREFREBIZBWTERE SR>, A7 7 ) OG5 5507
TWHBEOCEHBIEHEL (INR) TOWTHERS T=F V7432 Lol an3,

P-gp, BCRP B TFOATPIBI DEE

AR NF T T AL in vitro T P-gp, BCRP R UF OATPIB1 #[RET 5, FMWHEMEARRIZBNT,
RE ST A 100mg BERE L Pgp DEBTHEYIX 1 05mg & OFFARE TR, YI%
D Coneld 35%, AUCLHE 9% L7z, RFRIROREV P-gp ik BCRP OEH (V% &
EHRZy, =Y AR, YrlARRY) ONREZ T RALOFRBREITBITS L,

TRFE P P-gp Xk BCRP EHFEAOFANMLELRESIEE L THERATHIZ &, HILEICE
WCHE Z S90S P-gp X BCRP BEIER| (FEH P F T X7 — L) OoRORET
B LTix, fREEMAMNEZ 2 HEME 2 FTAE/R R 0 /NRIZT B2z, "F I T 7 RADOBRE LS
FTRETHI L,

AREF o (OATP HE) 2R M7 F 7 A LHFBEETIEGE, AFF U HEHETEEERELT
=2V TR ERHEREND,

4.6 IERECRILB~DORE
VLRI RE 70 ot/ Ao PE T S5 V) D ENE

HERE Venelyxto O EHAM PR OVEIE T 30 AL HIERZ BT 5 2 L, 20D, EIRWHE
Rk, AR b7 T2 ARSI ROERPEE 30 BRGED CTHEOREETEEBRAVWA Z
Eo RA MY T ANFRNALT VEHTEOERZEHREIEINE I NI ONWTEHEED L ZAB &M
Wip o T, FmAT TR AERTE53N) TEEBNTAZ L,

a8 d

Ghins B iciE - RIREMERRICE B E (5.3 HER), <X b7 77 AR ICRE IRIZREA,
BRIZEZRIETBENEDH B,

RICBITARR N7 57 AERML, U TEIFHANET—ZI3E ATV, g
BCITEWBEENRRD LN TS B3HEEBR), R b2 727 A0EEIE, FRFRUED THEZ
7o BT R W TW AR WEEIRRE 2 ot i iR X iy,

LG

RANZZ 7 AXFFOALO e ML R ~OBITIZE L TRV,

AHPRILIBIC B 6TV A7 TR T E 20,
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Venclyxto iZ & A{EFRPIELEPLETEH L,

o |

t FOZRREEILHT AR NI 7 AOBBIIET AT — X EELRTHRY, BEMIZERO D
DREETOA XDFRBHICESCE, "X F7RALBBRICLY BHEOZHRENMETTS
BENYEHB BI3IESM), —HOBMHBRE TIL, BERBINCEFERICET IR o r
EEETBHRELD A,

4.7 HERUHSRERIERE TS 2 R

Venclyxto IEGRRE N R UM ORIEREINC 2 A LA P EEZ RITERW, XR I F T AD
BEE2Z T TWA—ROBFITESIHEShTEY, BE O R OB O MBELE N 2 350
THEBAITERTHZ &,

48 HFE LL2WER

eI 7 rANDELED

Venclyxto DEEMREZ2ETe 7 7 A NVE, BRBERIZEWTY YR <7 LR ITBEAIRE
LTARR N7 Z7 ALK BHBFEEST CLLAE S46 B ELNZT — FIZE SN T3, B4
PEARATICIE, B NIERER (MURANO RER) 175k, &5 IAERER 2 35k (M13-982 BB & T M14-032
HER), ROUUE I 138 MI2-175 38 oBFMEAANLNR-, MURANORERIZ Y v
e T EHRATANR N 57 R L DB ST 7-BEIAREO CLL B 194 a8 LinEEs
{LEBSHERRER Th o=, BB NERUE IHEAFRRICBWTIE, 17pREEFTHIEEF22HKTV'B
RS ARERAERNEDTH - TBH 46 FlESTe, BEIEIRO CLL A 352 N8R o F 4
AOBBIFEC L DRREST 51 TESE),

Vo7 LOHFRBERB TR N 77 A0OREE2ZTIZHREICBNT, £TO Grade T
HEL BBNRHER (Q0%LAE) W, HEkidiE, TH, ROLEKERRETH-o Mz, BHHIERE
RRICBWTRLE RO RIERN, MRk A PEkisd, TR, B, #im, #EH,
EUOESERRETH -,

UVEFTwTEHATRR I 77 ADREEZTIEBECBN TR LEL AN EERER
(2%LL L) 1z, FEGEFPEREAE, RO TLS Thotr, BEFFERRIIBOLDTELEZR
bNEEBRHEA (Q%ELL) 135 R URMMEGFPEBDE TH -2,

BlfER g

& Iz Venclyxto IZ KL 2BWER ORBBFEEZFK 3 10F L7, BIHER% MedDRA DEFERHIRY
L RBRERNIC TRICEOH U, REMEESTERTIABL LT, BOTEHEE (1710 2LL),
R (17100 LAk 1/10 #5%) , {E48EE (171000 BAE 17100 R4%), F£h (1/10,000 LA E 1/1,000 5k5%),
W T EN (1/10,000 K5, FH (Eon=7F— 20 6BHTERY) 2RV, SREHRER T,
HELLZWERIZTEEEOS WM LIEIZ R L,

i
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T3: ~F TR LDBEEZIT = CLL BECRE SN =EIER

HERE El{EF Grade 3 2L L 2
BEBKSE (& T® Grade) ®
i fifi e
B THE [As—
BUER LU 4E R B (i i
$E - R i fiE Ifige
Gl R RY o
FRIERE
17 eh Bk A e 1F R ERIE AE
voas b e e || EOTEBE | fm Al
PRI R T R ) 2SR
. , N TR PR TE
G SRS R R
=Y R RN i
Wb TEEE & Y o BREE M AE
& 357 U
” , HER AL B SR Rt
R X R — @?ﬁﬁfﬁﬁ # Y AN
B P RRE AR ) R
{0 v A i fiE
(AR e PR i A
T
. & -
WOTEBEE | &
B
B Bk T
A B MR
il
(TR R
g emmgy| EOTEEE |
HEHA O RIB T~ "
TR AR M7 V7= 88
i K AERE 7 L7 F=48m
WEREER (MURANO BB, M13-982 BER, M14-032 R, RUMIZ-17585R) BV TELELLAbLR
FEWERO A 25+ 3,

BIERTIC L B4 F1F B TN fd i

MURANO BB TIIRAR 7 F 7 R VY F w7 OHRIZ LAEEEZS T -RED 16%2RIVER
EV#EEDPILE L, “R M7 T 7 AOBEARIFHERR TILEED N%ARERIC L ViREE2 Pk
L7,

MURANO BB TIIRA M S 7 2L VUo7 oMHRIc L ABEEPSTBED 15% B BE%
HELE, BARERB TSR M 727 A L ARBREZIT-AED U%BEMERIC L Y AIE%:
BWRE L,
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MURANO BB TR P27 F 7 22 ) U< ORIC L AR ES T BED N1%MEIER

Lo EEEREL, XX b7 T RAOBEPEICE TR S E < RO NZBHER TG PRI E
(43%) Thoto, _"F b7 77 AOHEAFRERBTIIEET O 40%BEHERIC LV RE2 PRI,

NSRBI FIRAOBREPHICE SR LEZ RONERIERIGFFERBE (5%) Thot,

R S BIER O

JETERH T (R

JEB RIS, "R N 77 AORGABHOBERLRBESNLV R THB, @l (2~3
WE) ORISR A S Y, REAESERROMES 1B RERERR T, SarER 24),
BT F, BFEETLHESR | FlEStr TLS OFREIRFF 13% (10/77 7 ; Laboratory TLS 5 1 ;
Clinical TLS 5 ) Th o,

B 5 FEOEERVTFHRERET=F ) VIEOEFEBIZTLSO VA BERE L, <A 7 F 7
AQERBRR T, 0ecm U EQ Y A HiEHT58E, XALCH 25x10YL L ETSem L ED
Uo_@iEaT 5 8EL, MEINIHEO 20mg U S0mg TOHERS I, X5IZHUE LK
SRR LT = VBT AAL I AR LE W21REBH),

M13-982 FHE K Y M14-032 FUIRIC BV T, 1 A& 20mg THI%S L 5827 T 1 B HE 400 mg F
THIEL L7 CLL /B35 168 7 T, TLS MFBEEII 2% Th o7, £HHD Laboratory TLS (24 K]
ORRTIROEED 2 Ll L2372 LI RRBREERE 7 U 7 5 6 mmol/L i, JREE 476 pmol/L #8,
A7 A 175 mmol/L F, iV 1.5 mmol/LiB ; HB VNI TLS DHEETH S LHEINT)

THO, SemPED) A AHEFHLTAPALCHE 25x 1%L UETHAIBEFICHR LE, Zhbm
BEICE, 2EETRe, FEIR, IERE, ROVIIEERE2 EOBRKERLMED TLS TR
Bohiehot, €TDEFMN CrCl 50 mL/ISEL ETho7-,

ENIA, HEHR, EEALEE (MURANORER) ICBWTARR M FF7 ALY YF T DA
12X ARSI BE O TLS OISRIT 3% (6/1945)) THhov-, 774 (389 HH) ARERIZIR
BANGNT-HEET, BIEOHEICEH LA-BITO TLS PHRUE=F Y VB2 AhD
W2, BREMGEERRELE 2ESBR), TLSHRIIL TR M T 7 20 B ENEIE -5
BL, 2 AUAIRHEE L, ¢ AR REFEHEZ&TL, <R 7 77 X0 1 AHERALE 400
mg (2B L, BITO SEBORARIHEA Sy Pa— VR TLS PR =4 ) 7 BIZ -
7= 83T Clinical TLS IR S hieh o7 (42TRBM), TLSIZEET 2 Grade 3 Bl EOERRIREE
BEORBRL, BHY VLANED 1%, &Y EENED 1%, ROEREBNED 1% THho7-,

FFERIE A IE

G ERIRAAMENS, Venclyxto IBIROFE SN Y 27 Th S, MURANO RER T, MFH ke
NERINI T A+ YR THOBED 61%ICHRE &N (& Grade), ~F T 7REV VX
ORI L AERERTEEED B3%RREEPEL, 3UNSEFPRERBEIL LD R b
Z 7 AOEEEPIE L, Grade 3 OF kDA IXBE O 32%I2, Grade 4 OFFPEREITBE
D 26%IZ$ i S, Grade3 Xid 4 OFPEREAEOREHFORRIEZT S B Thole (HEF : 1
~TI2R), RR DI Z7 AL VY X TOMHBIIC L ARROMRR, BEWGFPEREBDERBE O
4%2, FL— R3EOBIUERBED 18%, BEEZBYENBED 2I%IZHRE Shi,
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BEIER DRV OHE

EESABRICHYT ZRIEAOROOREREE TS, ALY, KEEROSXT 4y b/
VAT QNG AOHBRRIZERRTRE L 25, EREFEE, SRVICRLEERNORES AT
LENMLTRIEROBRWABE T - LRk b5,

4.9 RERE

A b2 T AOBBERECET ABECEEAT RV, BRREPRE LLES, BELERER
ETE=FZ V7L, BERIFHREETI 2 L. ARIEHRTE, BR2PEHL, TotosE
LBl TLS DR R OYEWR (FEEL, F%, Bb, En:, #53L, Bih, BHRE, LHER, E8
BITRERR, BRERERY, HAXIIEMERE, BE, RUOBERERS ConTRERERRE=
FVTTHMNERDLS W2MEBR), <R F 2 RARSHAMPEREICDEY, EERE
EEBRBWED, BINICI2TRX M7 77 AZBRETE DEREMZEN,

5. FREZFRYGH

5.1 FENFRIRE

LB EL - T OMOREBMEMEREE, ATC =— F @ LOIXXS52
fERsF

NRRNIFITRAIHT R b=V RAZ X7 EHTHS BHIRY /23 (BCL) -2 @387 RIRASREE
FITH 5, BCL-2 BIBEMROAETFZ 12 b UL E~OBHEIZES LT % CLL #1)a T BCL-2
OBRFEIREBLZENTWS, <F hFF 7 AL, BIM DX 572 BH3 EF—7EF TR b—ZE
HEZ LR DMR 0T, BCL-2 O BHI BEAIIZEERES L, 2 b2y P 7H4EER (MOMP),
H AR—BEMAL, RO 0S5 LML E G769, FERERMEBR Tk, <R M7 F 7 RIE BCL-2
ZIBRIREI &9 5 MEEATIC BV TR EEEE R L,

I N Zh R

DSBS AP

176 FlOBE e LI s, BEERRICEWT, "X b2 F 72 1200mg 1 A 1 BETOR
#iRER QTe MIRRICRIETHERFM L, _X 7 77 2 QTc MRIZHEE RIZTXS P, ~x
b7 T 7 ZAORTER L QTc ke D2 I BT 2 Ao 7,

BB R Uae 2t

1 EILL L DB &7 D E b B CLL BEDBEEE L TV YV F T EFEF L S & D~NF A
2 72X -G028667 (MURANO) i

B8 LA, MAEAAL (1 1), SRR, FEERREBRICB VLT, BEIAIR® CLL B % %8I Venclyxtot+
VYR T HAOHMER OCEEMERC A ARXF U+ YV F S (BR) &HB-FHMLE,
Venclyxtot+ V) 2 % <= 7RO BT Venclyxto @ S BRI ORBMEA 7 V=2 —NV 2T LTHb,
BEFT IR TERWEER2TNE, VYX V=T 0V A 2101 HEHD 400mgl B 1E
OREE 24 3 AFZEG Tz, VY F <70, SEAMORBREIBR ;¥ —ARICHiash, 147
A 1T 375 mg/m?, H A 7 2~~6 T 500 mg/m2 B REINTz, 1A 7428 BFEITH -7,
BRIZHEI D I N BEF IV F LARF O E%S Day 1| XU Day 2 12 70 mg/m? TEAT, ) W&
<7 0EE 2 Elo Xk 32T,

ERoPRMEX 65 (FH : 28~85m) THD, BHEN 714%% 5D, 9T%BBATH-F, &
W &N TH 6 ORI ORI filT 6.7 4 (i : 03~29.54) Th-oTr, BHEFRO PRMET 1E Gt

13
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H:1~5E) THY, TAxMEE (94%), H CD20 Hiik (77%), B Al S AMRIEIEES 2%),
RO AREUE (81%, 55%® FCRFEEZ B L) R EBholc, N—XF 4 LIIZ, BED 46.6%
B SemPLEDY VA EiE 1 DLLEE L, 67.6%28 ALC S 25x 10%L LLETH o7, 17p REIGEBF
D 26.9%1Z, TP53EERIL 263%IT, 11q K& 36.5%IC, KRERD [gVHBET L 683%ICHRE Sh
Tro TEEMFICHET 2 BRI OPRMEIZ 238 + B (fEH : 0.0~374 + B) Thotz,

aEEEEAEFEHART (PFS) i, @Y R ImEIcETAEKEY — 2 3 v 7 (IWCLL), [ESLA
AMEFREBEO T —F o F7N—7 (NCI-WG) B#HTA FT4 » (2008) Z BV CTHRERE{EERD
ik DM E T,

BEEOTEREFE (F—Fhy A T7H2017E5H 88) @ PFSICMETAHFMEDORFERE2EK 41T
Y,

# 4 : MURANO BRIz 81T D8RR CLL BE DBRBREAEMIIZ & - THM S /- S EA
i :

REMIZIV ALYV I FUv | RUFLRF LAY YFY

7 i
N =194 N =195
B (%) 32 (16.5) 114 (58.5)
TREETT 21 98
FETC 11 16
il A (95% CI) NR 17.0 (15.5, 21.6)

»AF— Kb (95% CD

0.17(0.11, 0.25)

P i °

<0.0001

12 » A PFSHEFEME (95% CI)

92.7 (89.1, 96.4)

72.5 (65.9, 79.1)

24 » A PFSH#EME (95% CI)

84.9(79.1, 90.6)

36.3 (28.5, 44.0)

CI={EHRKXM ; NR =REE
* G AL P {E

EREZT TOARVWETOBE A AN EFOFDERNR (F—4 4w b4 70 2018 4 5
A8 HERUEEEAM 36 5 A),36 5 H PFSHEBRMIIRAR M2 T 7 A+ VX< THT71.4%
(95% Cl : 64.8, 78.1), Ry A LAF L +Y VR <vTHT152% (95%CL: 9.1, 21) Tho7=,
O ALE LR, BRITEEMIC L VEEMENE PFS OA 7T v A v —ihiR%

VIR,

BEELT, RR2MS A+ VETEHO 130 F28 2EBOR NI T 7 AEREETL,
ETRRO LALLM, ZO BOFED S B, 9246028 6 » AROBRE BB SRR A& T L,
BfE% 6 » AEO PFSHEFEEOHISIX 2% TH- T,
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X 1 : MURANO BRI BT ABBREEEMIC L » THH AN ENMEAFENMON XS <A

—HhiER (F—F A

100

80

60

40

Progression-Free Survival

20

o]

Numbar of patlants at aisk -
Bendamusting 1 tituximab
Vencfyata + rauimab

v hAZ7H 2018458 8 H) (intent-to-treat FE[H)

e s
T R b Haurdm.lo(95%0]:0.16(0.12,0.23)
£l e
L-é«-w e
venclyxto + rituximab
Beadamustine +
ritiximab
15 178 184 142 128 W03 84 79 65 55 41 2 10 2
194 180 185 7% 176 174 0 167 161 150 y3s 99 81 o 6 2 1
o] 3 & 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (month)

BEEDEEMT (F—FHAy 478 201745 A 8 B) T B EMEORKRITE -, MILEE
FEEL (RC) ICE-»THMMiSI, "R FIF7 2+ VR v THIIBWTERFE=ECD Y R

IR

Bl 31%DETHRREN: (ANYF— R - 019 [95% CI: 0.13, 0.28] ; P<0.0001),

BEE 0 EEMATCET 2 BRI REL#E S5, B2, RUR3ITFRT,
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# 5 : MURANO RERIZ BT 2 BMOFEMEDFER

TRERIREEIC L 5 RF IRC Iz X B 7%
FHEIE B SRR NTZ P AR HBNAF NEMFT | N FARTF
AN UX L | YR | FRALDVR | YV R
7 7 v 7
N=194 N=195 N =194 N =195
FEhE
ORR, % (95%CD 93.3 67.7 92.3 72.3
(88.8, 96.4) (60.6, 74.2) (87.6, 95.6) (65.5, 78.5)
CR+CRi, (%) 26.8 8.2 8.2 3.6
nPR, (%) 3.1 6.2 1.5 0.5
PR, (%) 63.4 53.3 82.5° 68.2°
PEHEFER TR O MRD [&
PESE b
FAEM, % (95%CD © 62.4 13.3 NA NA
(55.2, 69.2) (8.9, 18.9)
B, % (95%CI) ¢ 15.5(10.7, 21.3) 1.0 NA NA
(0.1,3.7)
EAETEHI ¢
FTHE (%) 15(7.7) | 27(13.8)
A B (95% CI) 0.48 (0.25, 0.90)
RO A M FEEEE T O
I (%) 23 (11.9) 83 (42.6) NA NA
PfE, A (95%CD NR 26.4 NA NA
NH— REE 0.19(0.12, 0.31) NA

CR=5%2FE% ; CRi=FHEESTEL2LEL2EY | IRC=HIFEER S ; MRD = MU/NETFER
% nPR=fEEMEHI S 4D NA=3%% 72 L ; NR=3RZ|# ; ORR = £% %)= (CR+ CRi+nPR+PR) ;
PR = #4553 3%h,

IRC L IAREEEROFMIIZ LS CR OFIEGITHESRD bN=DlL, CT AX¥ ¥ TOTT /
PR—DORIFREOHIICREN B oTo, XF M F 7 R+ Y E<THO 8HRUR U F A
AF AN X2 THEO 3FED, FREU2om KRB0 Y o FREERR L,
bBUNRTEIREX, T UAMERAA Y IR 7 LAF FaR Y A 5 —VHlgHER (ASO-PCR) KTV
M 7a—%A4 A RV —Z2ANTEHEI L, BREREOD » M7 ALFEAR 104 E 57
D 1E® CLLAMRTH -,

KM O MRD SHTERNBHZBED I B, AN F I A+ I X< THO 725% (121/167
fFl) RORFLAF L+ U Y R<wTHO 20% (26/128 ]) 23 MRD [&HTHD Z EAHEAL
7o

dB#D MRD TRV HDBEOI B, “F LI TR+ VX THD 76.9% (30/39 #I)
BUNRGFLRF LAY V2T 6.7% (2/304) A MRDEMTHDZ EBHHALE,

c AR T — 1T EEE SN TR,

R E T 23.8 » A OBERREIR Tk DOR O Bz EEEL e dvo e,
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& 2 : MURANO %ﬁ_é’ﬁi:ja TAREFMMON 7S v A v —ihi#E (intent-to-treat £ )
100 Attty

Venchyxto 4 fnwinob

Bemdamustine - situximab

80

B0 ;

Overall Survival

40 |

20

1]

No, of Patients at Risk
Bendumustine + fuxieab © 195 181 175 166 158 146 134 102 £6 29 8 2
Venclyxto + rituximab © 194 180 185 183 181 178 175 142 102 36 15 5 3

o4 3 -] a9 12 15 18 21 24 27 30 33 3.5 39
Time (month)

BN DR R

i (65 Fokhs, 65 LA ERU 75 ki, 75BLLE), ditditd O E, 2EE L), RERFE
(5emRHE, SemBlE), 17p&R, 11qRY%k, TPSIER, VAER, RURKEDBRRICYT 51

EBRESD, LT TOREY T A —Il BN TR FLAAF o+ ) VTR

WARR NI T I R+Y V=T RIZBWTENLL PES ~OFRER—F L THESKhE (F3),

€ 3 : MURANO BRI BT AEBRTEEMIC L~ THEMENFZPFSO 74+ LA P2y b

Beadamustine+ Venetoclax+

Rituximab Rituximab
(N=195) (Nx199) Venetocax~  Bendamustne-
Total Median Madian Hazard 95% Wald Rituxims  Rifuxmial
Subproups n fn {Moenths) n {Manths) Ratio Ct belter  beller
All Patiants 388 195 17.0 194 NE ¢17 (0.12,0.26} L
!
Chromosome 17p Deletion {centrai) HEH
Nommal 250 123 214 127 NE 0.19 (012.032)
Abngrnsat 02 46 15.4 15 NE 13 (0.95,0.29) "":'*
P53 Mutation ‘1
Unutaled 277 133 212 144 NE *15 009, 025
Mutarted 29 51 129 48 NE 619 0.10, 0 36} ‘-I'H
Age Group 65 (yr,
9 <85 P63 b 186 &9 154 97 NE G111 006,021} e
== 65 203 106 217 97 NE rL24 0.14,0.47} ':’l"
Age Group 75 (yr} - . : p ‘E
<75 336 171 16.4 1685 NE (K {0.11.026}
>= 75 53 24 29 29 NE 0.23 098, 0.64} .
Number of Prior Regimens i
1 228 17 16.6 11 NE 014 (008, 0 24}
»1 16 78 170 83 NE 0.24 (013042} il
Bulky Disease (Lymph Nodes wilh the Largesi Diameter) .
< 5em 197 §7 170 100 NE t.13 Eml?. '] 24; "1“._'
>=5¢m 172 &8 187 B4 NE 24 014,040 |
Baseline IgVH Mulation Siatus I
Miotated 104 59 229 53 NE 0.11 004,031} *—:-_l—'
Unrrutaled 246 123 157 123 NE 6,15 0,10,0.26} '
Refractory vs. Refapse to Most Recent Prior Thera |
Rarr.;gory e "y 28 136 10 NE 0.32 0.15, 0.70} Uyl
Relapse 3ic 168 186 164 NE 0.14 009,023} }.I-l
|
1
14100 1 100

17p R A3 P HREEFR TR RISV THIE L,
JERRIL A — Fiod X RE TR,
NE = {FET 8
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17Tp K X3 TP53 R 2 H 78 CLL BEIZH TS HAFEE L TONE b2 F 2 X - M13-982 FEE
17p R&FEMED 107 FIOBETRIED CLL BE & i@ & L-FEEM, SRR, BB (M13-982)
WZBWT, "R F7RA0REHECEDEEZFEM LA, BFITIE, 20mgl B 1ENSHEBL,
50mg, 100mg, 200mg, & L THEAZANT 400mg1 A 1 EFE THE L 4~5 B 0 B EHEA 7 2
2—NVERELE, BEIZE, FREETEERINDIET, XEFATERVWEERERINLLE
T, MHAIC_RF b7 T 7 2 400mg 1 B 1EEHRE Lz, EEHOPRRMET 675 GEBH : 37 i ~85
B ThD, BHENGSUESD, 9T%BAATHT-, BEENRTHLOHOPR{EIL 6.8 4F (i
BH : 0.1~324F ; N=106) Th-oi-, §i CLLIAROBIAREOhREIT 268 (§EH : 1~10E) Th
B, 495%MNX 7 LA FEEEUE, 38%M Y VX<, 94%RT AXNALE] (R FhAF sk
AHIBE 3% &2 H) W E3AERERT Tz, =254 BT, BED53%B S5 cm bl kD
Doz 12l EBAL, 51%B ALCA 25 x 107L LA ETh o7, BED S H 37% (345145 28
TNEFEARRMETHD, 81% (3037 ) PRERD gVHR{EFEHL, 72% (60/83) {2 TP53
ERED -7, FMBFOEFRAMOPRMEZ 1228 (fEE : 0~22 2 A) Th-otz,

HEDTEFFMIFE L, IWCLL, NCI-WG RE#HH A FF1 2 (2008) #FAWTIMNIERERS

(IRC) Ik » TFiEN/-2ED®R (ORR) Thotr, AIMDOERLE 6 1TFRY, AT —
i, T—FHy bAT7REWISEI4ANAE LT WIHOBEEHMRIFLTVDS, 5251
FloBERE2EIRE 2 R— McfAAN BN, IBRETEMOFMIC L 2685, 20%D
F—HY v hATHEZ 20165E6 8 10 & LT I8 FINBELZIRIRLTND, 158Fl0BRES
Rl Uiz orRiEil 17 » B (f8H : 0~34 » A) Thol,

6 17p KI5 BEIRIED CLL B3 IC 1T A0 RE (M13-982 #kk)

i B IRC DFEH TRERTT{E =R O FEAT
(N=107) » (N=158) ®
T2 5y hA 7 H 201544 A 30 H 2016 %6 A 10 A
ORR, % 79 77
(95% CI) (70.5, 86.6) (69.9, 83.5)
CR+CRi, % 7 18
nPR, % 3 6
PR, % 69 53
DOR, A, HRAE (95% CI) NR 27.5 (26.5, NR)
PFS, % (95% CI)
12 4 B HERE 72 (61.8, 79.8) 77 (69.1, 82.6)
24 2 B HEEIE NA 52 (43, 61)
PFS, A, A NR 272 (21.9, NR)
(95% CI)
TTR, H, "#fi (fEk) 0.8 (0.1-8.1) 1.0 (0.5-4.4)
P 1Tp RREFERVEEN 17,
bR R — R S OB 51 FloBREE ST,
CI={E#8Xf ; CR=E2%FE%) ; CRi=FHEEITEL27TLEL ; DOR=ZE&HMH ; IRC
=W FEFBES ; nPR=TEEMEISES  NA=%7% L ; NR=REE ; ORR=2FHE ;
PFS = {8 B AT HIM ; PR = #0453 %%) ; TTR = #IEIFEZ £ TOHMH,

BNRTRZE (MRD) i, % b2 T2 AL BB LD T2ESL) (CR), BHEESRRER
SEAZELR (CRI), NHBONERERELE I FEY (PR) EEMK L 158 FF o3 floBE%:
MBIZ7o—A A PV —% BT Lz, MRD BT 0.0001 REOHR RiEFO R MER
10°f8l& 7= 0 CLL MR 1 B3R LEZE L=, FlicBWVWTH MRDEEMNETH - 16 AIOBEEES
T 27% (42/158 #7) OBEPRMBMIZHBVWT MRDEEETH -,

8
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B FBI B AR EFIEZ T o7 CLL BEWH T SEFFEL L TONZF P, F 27X -
M14-032 #EE

BEVRFRD CLL B3 TA 7 AF =7 1T idelalisib FHENEHMOBEEZ R L LS NHEHEER, £
MERRIER, 3T v # MERER (M14-032) 1CBWTRE b7 57 ADOEF PR RS2 FEM L=,
BEIIHESNOIABHBA Y Va— NV TRR N 57 A0WEEZ 1T, RBETHIHERESNRD
T, MIFETELVEMENHERINSIET, MEANISA 7 F 72 400mg1 B 1 EZREL
77s

F—A Ay bATOREE QOITHETH 26 B) TI127H0OBENHEANLR, "R T TFIZAD
BREZIT TV, INHOBRED Y B, 91 FINA TAF o7 ORITRFEES T (A B, 36 fIH
idelalisib O BIVERE =TT B, FimohREIX 66w (Faf : 28 ~855%) ThH Y, Hik
M 70%EED, NUBEATH 7=, s THO OO PIRE 834 (i 03~18.54 ;
N=96) Th otr, LBMAERFIT NqRE (4%, 43/12760), 17p Ko (40%, 50/126 {5l), TPS3E
£ (38%, 26/6801) RUSKRER® IgVH (78%, 7292 ) Thotz, _"—AT A VHRZ, BED 41%
X5 em Bl DY 3% 1 2R EF L, 31%IT ALCAY 25 x 1090 L ETH » 7=, EEHFRONE
RO P IREE, A 7AFoTIEFEET 48 0 1~15[E), idelalisib {AFHET 3B (FEHA : 1
~11[E) Thotz, BIKL LT, BEDUMNR Y LA FEEUK, 86%B T Y F <7, 39%H
FOMOTE ) 7 v—FNVEFUE, T2%B T AFNALH (R F LAAF AL BEREFE4%EFT) T
X BRETEREZT T, FMiFO~R b T2 AOERHMO PR EliL 143 » A G : 0.1~
3144 H) Th-oiz,

e FEEEMRIE E 1L, IWCLL, B#H O NCLWGHA R34 12X 5 ORR Th oo, RGN
B8M, 24, Fo®IT 1AL ITiThR,
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# 7. BERZTAFARBEENNED TH-EE BT 3BREEEMC L - THliah=FD

MEDRER (M14-032 )

A B BE &5t
(A FnF=7 (idelalisib {E%H R (N=127)
hiBFE) &)
(N=91) (N=36)
ORR, % 65 67 65
(95% CI) (54.1, 74.6) (49.0, 81.4) (56.4, 73.6)
CR + CRi, % 10 11 10
nPR, % 3 0 2
PR, % 52 56 53
PFS, % (95% CI)
12 4 A #EME 75 (64.7, 83,2) 80 (63.1, 90.1) 77 (68.1, 83.4)
24 1 B RN 51(36.3, 63.9) 61 (39.6, 77.4) 54 (41.8, 64.6)

PFS, A, Fh{# (95% CI)

25 (19.2, NR)

NR (16.4, NR)

25 (19.6, NR)

0S, % (95% CI)
12 # B HEE

91 (82.8, 95.4)

94.2 (78.6, 98.5)

92 (85.6, 95.6)

TTR, H, Rl (i) 2.5 (1.6-14.9) 2.5 (1.6-8.1) 2.5 (1.6-14.9)
17p KPR UYL TP53 ERDIEE
ORR, % (95% CI)
HY (n=28) (n=T) (n=35)
61 (45.4,74.9) 58 (27.7, 84.8) 60 (46.6, 73.0)
nL (n=31) (0=17) (n=48)

69 (53.4, 81.8) 71 (48.9, 87.4) 70 (57.3, 80.1)
CI={5#HXM ; CR=552%%) ; CRi=FHIEE I F L2 TE2EE  nPR=1FEEH S ;
NR = 3H|E ; ORR = 245 ; 0S =24 7FHIRM ; PFS = MEEATHIM , PR=H52% ;
TTR = FIEIZEEh E TOHIR.

FIET —Z 1L IRCIC L > TEHICFHES b, S8 ORRIZT0%THDZ &R L (AR :
70% ; B # 69%) . | BlOBE (4 TAF =7 HBE) N EHREERTESRELBUNEER L,
17p RIEKR YR TPI3ERBHTHHBED ORRIT AR T 72% (33/46 1) (95% CL: 56.5, 84.0),
B#ET 67% (8/124) (95%CL:34.9, 90.1) Th-otr, 17p RERUYNIL TIP3 EREFEHVEE
@ ORR X ABET 69% (31/45#1) (95%CI:53.4, 81.8), BHET 71% (17/24 fFl) (95% CI: 48.9, 87.4)
_C“&)’D T:o

OS B1Uf DOR D REILBHEM OPRETHD ATHON 143 7B L BEHOWN 147 » BICEIEL
Ipina s,

BHEIZEBWTH MRD M THh o7 S HIDBEZ ST, 25% (32/127 ) OBFIFRMMIZIBWT
MRD &1t TdH - 7,

E A

VY F v T LHATRE N 72 A0REESZTI-BEAFED CLL B 194 Flo 55, 50%755 65
MU ETHoT,

M13-982 BRI BWTHIMEOEMES T/~ 107 BI0BEDI L, 57%N 65 B ETH o7,
M14-032 RBIC B CHDMOFEMEZZ 0 RIFIOBRFTDS B, 8% 655l ETh o,
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FEREAFHERRRR 3 R TEEMOFTM 2 Z T - 296 FIOBED 5 b, 57T%H 65 B L TH

27,

2L LT, "R F7RE VYR TOFAFERBRECEAFERRIZB W TRBESE &
HEBFOM TREEXTAPEICZTRD ohvnhr o,

NREBE

R ESER T, € To/MREMY 72 v MMZB W T Venclyxto & CLL &I W RERE RO
HEFEHRBEL TS VUNRE~DOFERICETAHRIC oW TIZ 4.2 IHEBH),

52 FRUTIREHE
B

FAERENREHE 5~8 B CTMIED R b7 57 RBEREGREICELE, X T 2ADE
BRHBIZE T 5 AUC I 150~800 mg @ F BLfGl TR L7, BRI BRI T, ~R
b 5272400 mg 1 H 1ERESE COEFREIZBITS Con LT AUCH - FHME (HIZHERE) 13,
FNEN 2.1+ L1 pg/mL K T328+169 pgh/mL Th-o7z,

REDEE

MRGRMET & T, REES R L IR E LTBa A M7 T 7 ADRGEEN 3.4 580 L,
EIERA R L IR E LIBEIE~R b T 7 AOBEHEEN 51~53F ML, ~x by 727 Rid
RFLEIIRET D ENHRSRD W2REBH),

frasiiil

ARE YT AR, 1~30 uM (0.87-26 pg/mL) OPWEEFEFHT, MIEPOIERES 4 0.01 R Te
S oy LEREICEA L TWS, SEMME/ M IEPR LT 0.57 Thotr, BEFIZBIFAX
FEIZTTADRMTOSHER (Vd/F) ORHEMMHEEM L 256~321 L TH o1,

RPN

Invitro BERCIE, R b2 52 R23FIZF b7 9—5 P450 CYPIA4 I L - TRBIENB Z &R
EnTWa, MO EERH TH D M271, BCL-2 ~OEFBEHED in vitro TRF I F 5
AT /S8 RETH oIz,

In vitro HE (EHRSE

CYP B UNUGT ZF > DR &

Inviro BBRIZBNT, Xk b7 57 A2 CYPIA2, CYP2B6, CYP2C19, CYP2D6 Xix CYP3A4 Iz
MUTEERNIZERO D HIRE CHEERUISEERETRI NI ERFTER TS, XX b7
S 7 2% invitro T CYP2C8, CYP2C9 R UGTIALICK L T WEEER 27128, BEMICES
OHBHAEEME LT LETRIINTWRY, ~F M7 T 7 XX UGT1A4, UGT1A6, UGTIA9
BN UGT2B7 Ik LTHEERZT IR,

f T R A S D B A & D RS
NRA T T 7 AL P-gp RU'BCRP EE Th 5 & [FIFIZ P-gp RU'BCRPAEER D H 1, 232 invitro
TH3 > OATPIB1 [RE/ER 2 A5 (4.5 HER) . ~<x b ¥ 7 7 AiX OATP1B3, OCT1, OCT2, OAT],
OAT3, MATEI Xid MATE2K 125 L CRERRMIICEZED H A E CREERE2RT LB bhiaw,
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BE

ﬁ

RE DT T 7 AOERBOBI R OBEMMEEMITH 26 BRI TH -2, "X PFTF7 R TiX
ERELTNTHY, BEREIL 130~1.4 TH D, “CHEHEREZESR M7 T 7 X 200 mg R
WEE T L THEERORE L L 25, EED 99.9%BHAFETICEIR S, ®EED 0.1%FK
739 BLAPICRIPICHRE S e, BE SN HERED 208%B 3R b7 77 ZAOKRERE LT3k
hizHEit X i, R 2 T2 R OEGENEITREBNICEL LA,

KR

Bl E

R OSBRSS (CrCl60 mL/4 LA L 90 mL/4r3R{iE) B T HHERE 2194, P EEOTRREMESE
(CrC130 mL/43 LA L 60 mL/433RTE) %784 2B 86 fl, RUEEZ2BHE (CrCl190mL/43EL E)
FHETHHERE 21725 R s U BERMEOEBERITIC L5 &, BEXIPEEOEHRERES
BT HHEREILBITAIRR N 57 AOBRERBER BEELE T IHBREOCRER L RKET
Hofe, HEOBHBERE (CrCl30 mL/4rRE) 283 58%BE LET 2320 T 3 BE TR
BAAF MY T 7 AOIEMBIBIZET A2RBIIThivTuniayy (42188,

Vie: A=

REOSERELE T 2HBE 74 5, PEEOFBERELETOHRE 76, RUERZIF
BEEE T o HRE 42 Pl st & L BEMBEMTIRMITIC L 5 &, <3 M7 77 AORELLT
R R OISR OIS ERELFT AHBRE L EEL L2 E T 2 HBRE TR THh -, BRE
OFSEFEEITRE VAL U BEEBENTTARTIEUBR T AT IH—F (AST) PEEELE
B (ULN) #8, X U A e w3 ULN @ 1.0~1.5 1%, TEEOFEIEEEB Y Y v v ULN
D 1.5~3.01%, BEEOFHEEBESITREYAYY B ULND 0SB LEE L, BEEDOITFREIER
EZFTHHERFICBIT AR N 77 A0EDIIECMTARRIETPTHE G2THSR),

el PR, B OMAEOFR

BHEEMEIEMITIC L 5 &, Fills, WA, ROKERISR 2727207 V77 RTREER
&R,

53 FERRREZ LT —#

NE NI T A ERAWERR TR OB, VoS HECFEMEREO AREEFEED
HWRbotr, TNOEOREY, _AMY S AOEE R EE, BFEE 1ISBTOY ko E1E
EHES TN Thol, BHEAVU THRAEERLZI R, HLFEREPIIBMRTEZ -
Yol

AR 7T AR, BEORSEOBEEIMERERTEOMEL TS T, BEL VBN SWHE2
EOIFTERMMTBIT 2 EMREE LI SRS L, Thb ORFTRITEE T ~RBETH

27,

AXTBITH 1R IEREDR3 r BRI, "R F77RAFBOAT=VERDRZIZLLEED
ETHoREAE bbb LT,

AR R RN

NRER b7 T 7 AOBAFRERRIZIENR LT,
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RE M TF T RE, ST TERERERE, invive RRERERE, U< R/NERRICEBN
THEEEETRIRhoTn, R THD M27 1, 77 ) 7TERRMEREE 6 E R R
WRWT, BHEEETh T,

RN

HelE~ 7 R & BV SRR RE O RAE T ARRICBWVWTZRE~ORBIIRE S L
Teinoto, 4 XEHAWE—BREURBICENT, #EHETOE M AUCIRIEZERED 0.5~ 18 EDIREE
BOREENY (BHBROMEE) AR LR, ZOFROAFERIREA TR,

T RERWER - JRIERRARKICENT, #RARTOE F AUCERERD LI FOBRERTON
F 7T RADEBET, FERERBAEZOBMMEOIREEER LRGN, 7HFICBNT, <
FRIZS7ABRHERECOL P AUCIRER® 0.1 fEORER CRASMERED LN, BEE
HIEED S hot,

6. BURIERYIEE

61 HMFHY R B

Venclyxto 10mg 7 4 v ha—F 4 V8

SEH =2 7

SRE R (K 28)

awA FEKS Y A (E551)

AHY I A~— | 80 (E433)
TwNVBATTINT R DA
ok ) ESKFEA N T A (B34 (i)

T A A T T
wWkgk (E172)

Ry =T Aa— (E1203)
“EMbF & (E171)

<7 o =a—/ 3350 (E1521)

Z a7 (B553b)

Venclyxto S0meg 7 4 /b o—F 4 VTEE

fEB = T

aRE Frr (K28)

awmA FEKSYH (ES551)

RY Y NA— | 80 (E433)
ToNBEARATTIAFT R DA

Mk ) ERAKEI AT A (B341 (i)

TANbI—F

HE gk (E172)

FREs{kgk (E172)

BEkgk (E172)

By E=aATF7Tra—, (E1203)
“@ikF & > (E171)

< & 1 =2—,1-3350 (E1521)
&2 (E553b)
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Venclyxto 100 mg 7 £ /v ba—5 4 78

PR = 7

aFEE Y (K28)

anAg KU A (B551)

ARY Y A-— b 80 (E433)
TeNBATTINAT Y UL

Mk ) ERRED N T A (B341 (D)

Za b —F g
WiE{bek (E172)

AV =7 Aza—, (E1203)
Tk & > (B171)

< 7 u—, 3350 (E1521)
&7 (E553b)

62 BARE
R L,
63 {ERHR

Venclyxto 10 mg 7 4 /b bha—F ¢ w78
2 45,

Venelyxto 50mg 7 4 Vb3 —F 4 L 78
2 4E,

Venclyxto 100 mg 7 4 L Aa—T 4 7 EE
3 4,

6.4 {REFEIBET IR
ARNTEER AR RIFEGEMLE L LR,
6.5 HBEEFZOMIR

Venclysto 7 A v b a—F 0 L 7EERE, 188, 288, IT4EA Y ORVIEHE =L (PVC) /R =
FLr (PE) /RYVZun b 7adaxF Ly (PCTFE) 7AI=ov L7 ) 22 —Titfsxh

Do

Venclyxto 10 mg £§

TDTANAI—T 4 T, 08T UEAVDFETHIEENDS QEANTI RAZ—),

Venclyxto 50 me £

DT AN —T 4 TR, SENIRTEAVORTHEINAS UEAL T RF—),

Venclyxto 100 mg &

IDTq4NAaT—FT 4 T8, T8 IEAVTIVAF—) it 145 QEAVTIVAFY—) A
DO, HBWVITNZEANO<ATF vy (288 x4 WALV TV RF—)) THEEHD,



ETOEEY A XBRTRENS LIRELG 22V,
6.6 BEIEITETHIBINARER
S fd FR o0 [ 38 R P BE SR 134 HhE O R BRI B > TRESET B = L,

7. BGERTTAGERERIGE

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

8. BULEREARES

EU/1/16/1138/001 (10 mg, 10 &E)
EU/1/16/1138/002 (10 mg, 14 &F)
EU/1/16/1138/003 (50 mg, 5 &)
EU/1/16/1138/004 (50 mg, 78¢)
EU/1/16/1138/005 (100 mg, 7 %)
EU/1/16/1138/006 (100 mg, 14 £E)
EU/1/16/1138/007 (100 mg, 112 (4x28) &)

9. FIEAREB . KEEHR
FIEIAER : 20165E 12 B 5/
B HH R - 20184E9 H 6 H

10. ANHEH

AEHSIZE T AFEMFRIZIUTORMEIREST (BMA) O 734 MrLEERIRETH D,
hitp://www.ema.europa.eu
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g 11
7y b EEEE T o MEE
Bt R UME R B9 5 Sefte LTI BR
IERSEARRIZBE S 5 £ O ORERTEH
EIEFHORENOFDRAERICE§ 5 M UIHIR
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A, vy MFEREEZETIRES

oy MHEICEEEE T AMEE DATKEUMER
AbbVie Deutschland GmbH & Co. KG

Knollstrasse

67061 Ludwigshafen

Germany

B. ERUMERNICEET 5 &4 SUTMIR
EIEMLFEORRE2DEREMR (5] BEMORMMRD 4.2 REM)

C. BLEREARBIZEET 5 € OMOKMERUIES
o  EHRREMRHRE (PSUR)

REIELOEMRZSMERFHHRE ORBITET 2 Z441, 1849 2001/83/EC @ 107c(NERIZESNT
HESNTHWAEMERRY A (EURD VR b)), BREUFORIZEMEIERT (EMA) O =7
YA b TABEENAZUGTRICIEREN TV A,

RLERRGEARREIRE L, KB% 6 » ALNICAKEER ORI O EMLZ SRS 2IRHT 2
LD ETH,

D. ERKHORELOFERRERICIET S &MEIHIR
o URZEHERMNE (RMP)

REIRFEAGRIEE (MAH) 1%, BEARBEBEOEY 2 — /L 182108 ROARRB SR RMP &
PFEORITERINTE RMPEETRRICHER S TWA, NEARERLESEERENE OGN AL E
MTabobkts,

RMP OEETHRITLL T O LBV iciRkH4 22 &
o ERMIEIERT OBERE
s VRIJEBIUAT LTEENRMLZ BRIE, BIAFLEFRFRICL > TF 74 v |
IVAZOT0 77 A VIZEBRKREREX L TAEERH 28, XEEELR (EELEL
PHEEIRXI Y R 7 /MED) <A VA b= ET BN 2 MR T 5,
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A TAVER
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AR DFTHEH
# (5 Boaid)

|1 EEROLH

Venclyxto 10 mg 7 A VA2 —F 4 T EE
NSRRI TIR

(2. #pmaoEn

TANL2—TF L T IBEPICREA N T2 2 10mg #EFT 3,

3. wsl—%

4. ABERCER

T AN BT —F ¢ T HE 10 BE

|5 BEFBERURSER |

HAREZEICAERER UK E IR~ 1.5~2L/H Ok & i &,
FEHINCRMCELZBRTAZ &, BIXED RAFE OBOSTORTIZHE ZEPREET
H5,

BoHs

6. EHEHEB/NEOFEOREMRWEHPEICONRWVERCEETIVNERHDIZ LICHET 55
b~ 255

INROFEOBRP VBT EIZ oM e WEFTILRIET A2 &,

(7. %EEALT, TomORRIRES |

(3. w=AmR |

EXP

|9, BEORTEE
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110, REAOEESUILEIR U TERRICHRT 2 BRYORECET 2 502 EE

| 1. BERFAEREE 0L R OER

AbbVie Deutschland GmbH & Co. KG

Knollstrasse
67061 Ludwigshafen
Germany

| 12. WERFEAEES

EU/1/16/1138/001

13, mybEE

2w b

|14 BSICBET 5 — S

15. (EAET SR

| 16.  AEE®

venclyxto 10 mg

[17. BAMBIT 2D A—=—F

EAWAF 2R D S a =k

|18, EHEBRIF - BERAES—#

PC
SN

31
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Sl D FRARE IR
& (7 asalR)

1. ERROEH

Venclyxto 10 mg 7 4 /L b 3I—F 4 7 §E
MR T TR

(2. #nmaoXE

TANBA—FT 4 TR TEPIZRA N TV A 10mg 2EFT 5,

(5. wmi—% |

[« mmrORR |

TANBA=T L VT

T AT —F 4 T EE 148

|5, BEFERCRSEE ;

REZPICEER UK E TR, 1.5~2L/BDKEHE I &,
HERHICIRACEEZSRT 2L, REAXED RAFE OBOSTOBRTICHED Z EREET
HD,

BroEs

6. EESEZPROFEOBHZVEFPEI DR WEFTICRETAVNERPAZ LITET A%
ik 35

PROFORPRVBFTRCRIZONRWEFNICRET S Z &,

(7. BERELT, ZoMOKIRES |

(3. GAmm |

EXP

(5. BEORFEH
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| 10. REAOERAXTHECK U TERSICHRT 2 BENORECET 3602 EE

| 1. MERERRIEE LR OER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

|12 BEREARES

EU/1/16/1138/002

13. oy bhEE

=7

| 4. BHRICEIT 32—

|15, HERICBETBHER

| 16. A

venclyxto 10 mg

| 17. BE®HF-2D —a—F

BEAMAIF RS 2D S K

|18. EEMAT - BRTES—#

PC
SN
NN

33
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7V RZ—AEGIA MY v FRERCRIERR TR T 5HIR

TYRF—

L ERROLH

Venclyxto 10 mg §#
RANITITA

(2. SERFARTAEDOLR

AbbVie (g L)

3. {ERMRER

EXP

4. vy bEE

=

|5. Zofs
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S EE DR EIR
A ENEE)

1. ERROAF

Venclyxto S0 mg 7 4 /b A2 —F 4 2 7§E
RRMZ T T A

(2. #PRuoEE

TANLD—T 4 TR IERICRRA N2 T A 50mg 2 8FH T 5,

|3, wmmp—%

4. FiR U

TANAI=T AV TR

T qNba—TF 4 s TEESSE

|5 BEFERUERERE |

AELZSHCRER UK EITIRA, 1.5~2L/A DKERT Z &,
ERANCRANEEZSRT L L. RELHEO RANE) OWROSTORRIZED Z L RERET
BB,

Brfks

6. EEBREPNROFOEIGOVEFTCPRBICOMDRVWERICREFETILERHLZLIZET 2%
Pl - 325

PMRDOFORPIZENBEIR B ONRWEITCRFETHZ &,

(7. BERELC, ToRORIREE |

[s. wAmR |

EXP

[0, WroREEE
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| 10.  SkEEAQERSTSHECE U TERRICHET 5 BEYOREICET 2 G2 ER

(1. SSERFABIEE DR UER

AbbVie Deutschland GmbH & Co. KG

Knollstrasse
67061 Ludwigshafen
Germany

(12, BEREARES

EU/1/16/1138/003

13, vy &S

=57

[14. B BT 5 BAR

15. {ERICET 38R

|16. AiEs

venclyxto 50 mg

(17. BAMAIT —2D A—=— F

BAEWMAFERED 2D A—a—F

| 18. EARNT - BRIk —#

PC
SN
NN
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HdE o TR IrIg
& (71 ESAaR

|1 EEROAH

Venclyxto S0 mg 7 4 /v A2 —F 4 ¥ 7 HE
S WA B

2. BYRRHOER

TANLI—FT 4 TEIEPICARR N7 T 7 R 50mg 2E5FHT 5.

3. wmE—%

4.  FEERU¥E

TANBA=T A LT

T ANAT—T 4 o TEETEE

(5. BREFBERURSEER |

HEZPEHICREFR UK E A, 1.5~2L/RokERie D &,
ERMCRTCHELZERTH D L, B3R TIRAFE] OHEOTORRICEI ZENEET
%50

RS

6. EERZ/NEOFEOBENRWEFTPCRICOPRWRITIICBFETAISNERDD Z LICET %
ailbre - 323

WNROFEDBHRWBETRLB I o WEBRTICBEET D 2 &,

|7, BERELT, ZOMOKHIRES |

(5. ®RNIE

EXP

9. ®EOREEE
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| 10. REFOEELISHEIE L CERRICHERT 3 ERENOERCET 3 BRRER

[ 11,

RS IR IS O A UER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

|12, BUSERERRES

EU/1/16/1138/004

13. vy MEFE

2y b

|14, BHRITEET 5 RS

15. #FRICEYT BT

| 16. AT

venclyxto 50 mg

(17. EAMBIF 2D "A—=—F

ERBAIF 252D s R

| 18. BABRIT - BETES—¥

PC
SN
NN
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TV RE—GIRGIR MY v PEETRIERET TSR

TYRE—

|1 EE&HOLH

Venclyxto 50 mg $E
R bFFTA

(2. WERRARREE DL

AbbVie (L)

3. {ERHAR

EXP

4. vy bEHEF

[=E

|5 2o
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AR DO FLIHR
0 BEaeis

1. EEROLH

Venclyxto 100 mg 7 4 /L A2 —F 4 o FEE
_REX T TTR

2. APRHOEE

TANETT 4 TEENEPIIAR T 72 10mg 25805 5,

(3. wmA—%&

4. HERUER

EE i R

T AN bTA—T 4 o TEETEE

(5. BEFBRUBRSER |

HEZEHIZRER UK ELIZBH, 15~2L/ADOKke2ikierZ &,
FEHNCIRMNCESSRBRT A2 b, IRFCEO TIRAFE) OEOSTORRICHES Z & BNEET
5,

Bos

6. EEGHEDROFEOBIHLRVEFTPEIOPRWVERICEFETALERHI - LICHTH
hallbe” 23

INRDFEGEPRVEFTRBICOMRWEFICRET S Z L,

7. BBERBLT, £0OmORREE |

(5. wAmm |

EXP

(5. ®rEohEsk
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| 10, SREROEERIMEIR U TERSICHRET 2 BIRD ORI 2 SR R

(11 SEERFARREE D& HEUER

AbbVie Deutschland GmbH & Co. KG

Knollstrasse
67061 Ludwigshafen
Germany

|12, MSRAERRES

EU/1/16/1138/005

13. ow bEE

=S

|14 BRIKBT 5 —ROE

15. HHRIEETEBR

| 16. Al

venclyxto 100 mg

| 17. EABAIF 2D N—a—F

HAWBIFERD 2D A==

| 18. BE®RIT - BETEF—¥

PC
SN
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7Y RZ—EERIA Yy FARCRIERERT 5FH

TYRE—

1. EEROLH

Venclyxto 100 mg §E
R bITITR

(2. MERFAREEE DL

AbbVie (mI & L7T)

3. {ERNR

EXP

4 vy EF

7w b

5. FOih
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SldE D IR
H (7 Boaid)

1. EEROLH

Venclyxto 100 mg 7 o /L b2 —F ¢ ¥ F§E
REANITTA

2. HPRHOER

TANAO—F 4 TP E N T2 2 10mg 2EEHT 5,

|3, wmmE—E

4  ARERUEE

T4 a—F o THE 1488

|5 BEFEROESER |

HEZPEICEFR UK EEZRA, 1.5~2L/BokEHRTeZ &,
FERANCHRA SCEL BB 5 2 L, B3GR MRAFE) OEOSTORRICHED = LAEET
&)60

TEngs

6. ERSDEZIEROFORMEWVEFPEIZONRWEFTNICRETIMVERSD Z LIZET %
illpee - 2i

INROFEDBINIRCERTR B I OMRWERTIZRIET D Z &,

(7. BBCHLT, ZoOMORRTEE |

(5. /BB |

EXP

[0, mEoRELE
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| 10, KREROEERRUINE U TEERIC T 2 BED ORRCET 2 3R R

| 1. BUSRFERBEALE AR CMER

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

(2. WERTIRES

EU/1/16/1138/006

[13. =y REE

=

|14, BT 5 —RSE

15. {ERICET 5T

| 16.  R=ths

venclyxto 100 mg

[17. B&WAF 2D SA—a—F

AT 2R DA n—

| 18. EAEMAT - BRFAEF—%

PC
SN
NN
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P4 A AL
BAV=LF Ny (FEOH)

|1 ERROLH

Venclyxto 100 mg 7 + /L= —F 1 2 J 8
REMITTA

2. FPRPORE

T ANBT—T f TEENEFICANRE N2 Z 7 A 100mg 2 EEHT 5,

(5. womal—% ?

|4 FIBRUSE |

TANBA—T 4 TG

2 F Ry 112 (4x28) T4 ha—TF 4 T

[5. BEFERUBRSEE |

FERNCERA CHREEMR TS 2 &, BASGED TRAFE OEOSTORERIZHED Z ENEET
H5B,

Broks

6. EELE/DROEDEIRNVEFTPLBEICONRNBRIICEETILERHSZ LIZHT 54
pillprg 3

MROFOEPZREFRPRICONRWEFTICRETS Z &,

(7. BERISLT, ZOMOREILES |

|8, ERHR |

EXP

|9, BEOERFLG
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| 10. sEEROEESUILHERE U CERRCEET 3 BRYOBEC BT 2 8RR ER

(1. MERRARRAEOLHRUERN

AbbVie Deutschland GmbH & Co. KG

Knollstrasse
67061 Ludwigshafen
Germany

|12, BUSIREARES

EU/1/16/1138/007

|3. vy &R

=3

(14, By 5 R

15, ERCET 38R

| 16. Aium

venclyxto 100 mg

[17. BEBAIT 2D S—=—F

BA WA T 202D - F

| 18. BAMRIT - BETES—¥

PC
SN
NN
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EiEaSEOTHIE
BAD=AF Ry (FROFERL)

1. ERSOLH

Venclyxto 100 mg 7 4 /W Aa—F 1 7 §E
RE R A

2. BYMHORE

TANBA—F T EESEPIARA R T2 A 10mg 2EHT 5.

|3, wmE—%

4. HIERUSE

T AN —F T HE 28 EE
< NF Ry 7 OFEII L IZBRFETE AL,

[5. BEFBRURSER |

RftafH E LRI R R UK & 3Rk,
ERRNZRACE 2RI 52 &, BNCED TRAGE OEOETOREFRICHED ZLNEET
BHd,

EmER

6. EERZPROFEORMN2VNEFRPEIZONRVEFCRETAMLERPAZ LICET A4
alikss 3=

INEDFEOEPIROEFRPRCODPRWERICRET S Z &,

7. BEREUT, 2OMORRIRES |

|8, fEEIR }

EXP

[0, wmEOREZE
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[10. REACERRXITHECRE U TERACHEET 2REDOBECET 5552 iR

|11 SSERFERREUEE DA TR UER

AbbVie Deutschland GmbH & Co. KG

Knollstrasse
67061 Ludwigshafen
Germany

|12, BLEREARES

EU/1/16/1138/007

|13. vy S

=

(14, Bemeichay 5—Bors

15, {FEAICETAETF

| 16. s

venclyxto 100 mg

| 17. EHMAIF 2D S—=—F

[18. BARIIT - BRAET—2
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B.

B 30
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FAOCE - BE MR

Venclyxto 0 mg 7 4 b a—F ¢ 78
Venclyxto 50 mg 7 4 LA —F 4 7 $E
Venclyxto 100 mg 7 f /L A 2—F 4 7 GE
RENIT TR

V ZoEZEME=4 ) v 7ORBTT, BT VP ko7, HirrhEeiEdame
MIEETAZENTEET, VIZARERLER LEEARBE I IHALE LAYy, BHEHR
DEEFIEICHONTITIEORSZOE % ZEL FE,

ZOMFIIEH R E s TEERHRPITH I TWETOT, ZoEAEZBRAT SRS

L LHMATLIEEY,

- ZOMTFIMEE LTS E Sy, LB THSAELTIES N,

- FERZz AL, HYOERMICHRELTIEIND,

- TOEAEH IR FTENEETT, MOASITEE RN TFEE Y, D ADHEOH
ERE 2B ERLUTHS T, MOANCELFRITTEESHY 4,

- BIYERAZEIR L= 8613, Y 0ER, EAED, XIXEMERIZEZTIEEY, ZofftFic
HHERTWR2WVEERAARRLZESLETHAR L2V ET, 4HEIELEED,

A ORE

1. Venclyxto O R OMEH B /Y

2. Venclyxto ®fRHRNIZH > TRHBREZ &
3. Venclyxto DR 5 #E

4. EZ DS 5EHER

5. Venclyxto DAF ik

6. BENFTRUEOMOTEH

1.  Venclyxto DR MER B /Y

Venclyxte DA
Venclyxto iz~ b7 T 7 RE2FHRSE LTERTHMBARITY, ZOFEAZ TBCL-2 [HEH)
EMEHTNDIEMBICR L TWET,

Venclyxto D& B /Y
BRELENIEEODRER L ENZho B Y oM EamE (CLL) OBRFSADOHRKEIZANS
nET,

Venclyxto 11V V<=7 AL THRESND Z &Y, Venclyxto B CREEND ZEBHD
o

CLLIZV V2 EREFEITNR A BMERE Y BB B TREONRATT, CLL T, U 2 3kB38H
R LELS AFT A0, MEPicEz+ETLENET,

Venclyxto Dfffi &

Venclyxto 1Z [BCL-23 W HEHNOF A0 HOMEEBITHZ L CIERALET, Z0F R 7H
HBRAFMEOETFETET, Z0F A/ BOoME 2B btk THRAMIEEZZ LD
Jag AL &8¢0 LT, DADELEZESEIBHELHY 7,
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2. Venclyxto DRFBIICH > THB< &2 &

PATFIZi% YT BB 4A13 Venclyxto 2 H LW TL F &V .
- BRESTHDHAF DI Ty AIFRAOMOMS (6 HICEER) OWTFhscT? LaA¥—n
B HEE,

- EBROBBESEVCHEENRAICHPLENTWAR (BER s BEICHhED) CUTIcg 58
HoOWFNN2FERET RS, hid, ZhoD%EH & A LT Venclyxto 2T L, EE
TEMEENTRENEIVELNLTT,

o HBERBUIMTAEA FToFV—i, Fhat -, qYarS—, ERY
s -

o FMEREGCXITARI TV RS Y

o HIVERIZHT2Y FENL

Venclyxto DA BB HRHEMRE THRAEINE L EE, ThoEAMOERZBRTEINE D
IMEYOERICHER L T &,

- dOREH LTy b Pa—r X U— M EEENE AT HFIRER LTV AEE, IO
DT L THIBA SR WIEARE, Venclyxto 24 2RI EB YU OER, A, ik
FHBANZHR L TS XN,

MFEEIEMPHKEIE, CHFIVH, RUA—TH TV A b2 E, FHLTHWE2TOREFZR
HOERM, JEAIN, SUEHEMICELZ S Z LITEE T, HYOEMIL, Venclyxto D FBRAAIE
CHREPBEERRE THhAICEREN TV A ETO SERIC, HEOEREZPIE L2ThERs
RNZEDBHYET,

REERVEE
UTITENT 58612, Venclyxto BT 3aTICHE M OEM, KA, XIXFBHEMICGRZ TLES
Ly,

o  JEEERREEEEEI L VWIHIREROV A BREEAFHEENRDID, BIEEERS BEE,

o RBHERDVRZ E2@mHAafEENnH 3, FNES1HIEHE.

o RIUEIZ o TWABE DG LAY, HAWIREINCh 3 UIRKEEORIPIEIZ 3o T
e BHIEA.

o UIFUEBHETALITETHLESE,

EFRROWTFRPCHTITEZEE, THES MR WIEEIE, A2 ERT 208N 0 E,
TERIER, UTFHEICABR L TS,

RSB A SR IE (R

BRI, MAKRIEO20E 2 HEICER L TP Iic RE 2 ERNESRE (V) 0 ARRE 2 &)
BB ENBVET, ZhIZXLD, BEEEOEL, A, XITEERENS | ER- IR
HAREMERSH D £, T AR ARERGEERE (TLS) & MEEN-CvES, TLS @ U A 7 X Venclyxto
X BIBERORGIO SBEIZH Y £,

TLS #FERET 57010, WMHOER, HEHEN, IIHEEMAMEREEITVET,

{HH DERMZ, Venclyxto IZ X B1aEZRMAT DRI, KPICRBEPERTOOEHERSTT5H7
DIFERZMFTHEGH Y ET.
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L5~ 2L/ALLED L SADKERDZ LT, Re@ L TEALRAMIZOHREDZHEH S h
LA, TLS#RAETH Y 27 BIERT IR H 0 £4 G TESHE),

4 TRIZFRHE D TLS DIERDWTNHNIEER Licisaid, Y OEM, BRI, IBERMIZE LI
A TS,

TLS DY A7 B HBAIE, SHEICG U CHRIRNMEIRIR S22, hifREoRKZHELL, BlE
REHERT bl ePTEHLINRRTIHREZITH 2 eBH Y E4, Thicky, FROEHZ
BEIFUT DI LR TEDINE I PEEIDET,

MNEROEFDEOBE
INREOESEOBEIT Venclyxto 3EATAHZERTEEZVA. ILOEHEEIERE LER
BidfThh Tuwigni-o T,

f D FEHl & Venclyxto D FI
MEFDORR 7 T2 ZAORER ERIIET S EHF8BERH L7280, UTOESOWThng
B ETHHEEIHAEOEMIUIFEANNITEL T EEN,

- BERERBRYHCRT A - =, f RTFaF V-, HhaF e, B ay
— N, RiERN v —n

- MERRERERTAMAERE - u vy, TV ALy, Y RAuwA Y
v, 77V, XV T v

- EERIETFE, XIETADABRDIEOOER - IR EE Yy, Tz bl

- HIVBEHISTAEA —c77ELyY, mbFEVY, U NFEN

- MEERIEEORTE - ONVFTE LA, RTRIL

- oL RFu—AEE TIFAES -2 L AFF Iy, 2 LRAFE—N, 2T A

- TSR A L EAE & FRIE B R B ORI - R & v

- EFT4=NELTHLRAMREE (FlLaL7o—) OFBFE

- bR Va—r X U= ELTELNSN—THFH

HY DOERID Venclyxto DHEEZEETLZ LRH D ET,

Venclyxto LA T OEBOME 1B ERIITZERH I, WThrniERETHESEBYOE
Flcfm 2 TSy,

MiFEE O TR, A7y Yy, FEH T

TR LTH LN D DR BO RS

RO Y AR ELTHLNDBAGHEE

el ARELTHBNDEEREREIR O TR

AFF L LTHLNAMT = VAT a— N E%E T 5 3H)

o & =+ & »

MOERNEFREERA LTV EIEE, kO ER LEESCERTARRBENH AHEIFHEOE
RS EEAEMIC B L T &Y, BFELR LU TAFLEER, ~—T78H, ROF 7Y Ay Moo
WTHIEZ T HEEN, Venclyxto OIEH 0@ = 1z EERIZTT IR0 TT., BERIZ,
L D EEH A Venclyxto D) E B2 BT+ REELH 0 T4,

Venclyxto D & £t

Venclyxto DEHPIC SV —F 74 —VELE, BEYTAL Y (EWFL oY), RZAF—70
—Y (BZ7R7) BERL2ZNVTLEEN, IRHERSS, Ya—XEHDr, XIINE DR
TRFENTNIEREOHDZ YTV A MeBAR 2 E8RY LEY, —HITED Z L ThiEdo
NRR DT T ADOREY LR XEDRHENSH L ZHTT,
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iR

- FAEOERPREREZET TS, HELTWAEES, FELTHATRERD 2154,
XFFELELITEITFERSIEME, FHBERT LIRS OERM, KA, XIIFEHE
AR L TSN,

- RS Venclyxto ZEH LAWTS B3V, EIRHICEIT 3% N7 T 7 A0ELEICHET 518
H|TH Y EHA,

W

- FHRFRE /s ZritlY, Venclyxto 2 X BVRFEP R UREHE 30 AMLL B3RS THZ BT EE
WTHERRZ BT T FEW, BT LABRNBHEEIZEBELZFER L TWAEEE, “h
51X Venclyxto DB 2 Z T BRSNS B2, MY Tk (2 F—A ) X 38T
EbHHNTSEEN,

- FFIOERPIEE LSS, BYOEMICEADICEZTLEE N,

e
AARNOERPITFEILE L2 T EW, Venclyxto DF RIS BRI IZBIT T 208 I MiEAL
MZiz o TWER A,

ZRAEE

Bpic BT AFTRIZ K B &, Venclyxto [X BHRME R FEIEAD ISR o) 28| &2 378k
HRHVET, ZHIEXRY, BUERFELELITORNDCEENREZ LH3H Y £9, Venclyxto
W& B TeER A BT SRR F IR B L CHEYMDERIZHEB L TS0,

B GhEE oifln & U DR {E
Venclyxto OIRAIBICEF 2B LA LA8H 0, BEEOME, EAOEER, I3k oR/EDRED
R RIFTEERH D £,

3. Venclyxto DiRAFE
AFNE, LTEEOEAM, WA, OIFEEMOBREBICRA LTI EE W, RAFER D)
BA2WES TN OER, AR, SUIBLAMICMER LTI EE N,

RAT A
Venclyxto {2 L A1AFEE 1 ABIZEHE CHG L TS EXW, Y 0ERR, 20%0O 4 8B HE
DIREHERRE CRAIZHELEY, RO 4BRREET L RBE Al INET,

BRMEAALIZ 20 mg (10mgfE% 268) 1B 1 &7 ARTYT,

ik s0mg (S0mgdzE® 188 1B 1@ 7 BMicBEEIAET,

FRiX100mg (100mgéE% 188) 1B 1E7 BEICEEINET,

AfEE200mg (100mgfE% 288) 1B 1E7BEIEEINET,

ARk 400mg (100mgfEx 448) 1B 1R 7BMCEEINET,

oVenclyxto {6 & B TZ T TWAIEE, LERIBY, EERRKTHS | HAE 400 mg 25T
B lizian ET,

oV VF w7 LA T Venclyxto IEFE# 2T THWAEE, 400mgl A 1E% 24 » ARZIT S Z
bR N = S N

BHERH OO HERBOLERH S0 LhvEY A, BHOEMALELZRAREEELET,

Venelyxto D iR 7k

o FRIZEHIIERUCEEICEFLEICRALTIESNY,
o w7 IHROKTEREEDEERZIAALTIEE N,

o FEFIEIMIAIEYD, BTy, Blofm b LT,
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o BIROFBFIO 5EEIZ, MEREBICLSZ 740 —7 v 7B L3 0nL 5, SEIG U THEIR
BRATAHEENHY £,

Venclyxto DHR IR L7846, MARIZEMNSEZRA LRV T a0, A 0HE RN
BHIZRIZAEF ENTWASERB LT &, REIOFEMZE L TREXBNIE, HYOERIC
ML TL &L,

KD K EGr DFERL
ERROEBFO 5 B @ Venclyxto ORI KEOKEFHRIrZ L IFERICEE T, Zhicky,
FR#&1E L TH A6 2 AMIBORREED P Ehed <Y FT,

Venclysto OFEFBIMAD 2 B BIIC 1.5~2L/A L EDKERBMED BRERH Y £T, ARO /2T
- VERBIR U 7 = A RS TS LETH, ST 7A=Y, R T ALY,
XIFARE—=TN—=2 (HFVRT) DV a— 23S ERFET, Venclyxto DB R IR L
b 1.5~2L/ B OKZHBEE L TROPBERH YV £5, FRPHEEEND 2 ARIRUHER SN RICH
Bok (15~2L/ALE) 2#KATIE SN,

HEDOEMZ TLS @) X7 3dH 5 LEZ DA, LEICE U THIRNGERER 52320, LfaE
DEHEEZEPLL, BERAEHERT I LA TEDLI AR TEREZ T B LBHVET. Zh
WD, ARDERELE BRI DI ENRTEENE I PEEIDET,

MEBEEZFEZ T Venclyxto ZIRFE L7-BE&
MBEREB AT Venclyxto ZIRF L7881, T 2BYOER, AN, XIXEMREICHEZRT
5hy, BEBICHRRIZIT2 T EED, ARl LARFH—EIC > TIToTLIEEW,

Venclyxto ZfRFl L= B&

o BRABENPBEORAKM»S 8 BRILINTHZEEIE, BRABNIESERHERIR D BRI
R LTS E&E VY,

o RAGNABEFEORARMNG 8 HEEZBEA2EBEAIE, RABPFCERALZVWTEEy, #
RICHEEDORAA S, V2 —MZELTLEEN,

o MAENEZOHDEDLEL LT, ~ERR2ESERALRZNVTLEEN,

o HEAo0RWEE IS OER, IR, ITFHRICERELTIESEY,

Venclyxto DERZFIELRWTLEIWn
HEHOEMAPIETD L SICHERLRCERY, REOERZPIE L2NTLEEY, FREIDERIZ
BMLTEHIEHBZES DB, HAOERM, FERM, TBHEMICHERLTIEI N,

4. BZY 2 HEIEH

STOEAEBLLSIZ, FARCLVEEHBEZ S8R LE D =38, 2TOARI A8RT
TH W EYA, BRIk, UTFTORWERREZZZ BBV £

IESSRABE R (B - 10 AP 1 AUTIREEZ RIS AEERH 5)

BLFOWTFRNO TLS ORERICEFM OB EIE, Venclyxto DEREZHFIEL, BELHIEMOBES
ZIFTLIEE N,

R IITBRE

MERPT D, THEZ 510422 (BOXTntER)

#a L

B

DIEER

W58 S LIRR R
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B TRIE I

7 PRI 97 L1 BE TR Tk
REAVE LR
N8 e O R Ie 5

B ERE DR (GFHRRBIE) (D TRBRE - 10 AP I AR EICEEZ RIETWREER D D)
HHDERA Venclyxto 12 & HIBRPIC B ERELET. BOIRBOFL, BROVI A7 %
B S REEMEN H D F9, BBRIC 3R, ERE, BESUIEEEL, WEK, HRREFOER IR
BHVEYT, BRECPEEETRECCELSWRIEOHL LD LH Y E5, FBI O P23
JEDBRBH LI HHEE, BYDEMIZEDIEATIES N,

UToWFNIrORHERICRMAWEEEE, HYDEMICEITIESY,

R T RESREE

fifige

FRUBRE - BRI AR, R, Ok Y ah 0 9
A

MEERTS, s iichsds ELEHEER)

B

95 5 1%

MERE T TORRENRENDZEbH Y ET,
FRLEREL DWW

Y 3Bk &R B B ERER O R

BV ARED LR

VU ERITh AERORS (BRE REOLRE
H AT AR DT

BB (10 A 1 ALLTICREE 2 RT3 A RBIER & 5)

o MIEROBEOBI (i)
o IREGREG
o REMEED BMEREORD (FEBWELF PR )

MERETIHUTOBERPREINDIZ LBV ET,
s LT F=REDLR
o RFREDOLH

RIfER oL

RIEABEER LB, BUOEM, A, ERIMZM LTI ZE, ZOMFicilk
ENTVWARVETERAREE LEE bR THRRL RV ET, £k, VIR LEEROREY
AT LEISTUT, B, MERAE®METHZ &b TEET, AERA*#HE T2 LT, AFIZET
5 L0 &L OREWFHROBHIBTREL RV T,

5. Venclyxto DIRTEFH

FEIZ/PROBIC O T FORMPRVIERNICRERFEL TS EE N,

FERERZEE AR EZERA L2 T EZEY, ERBIRIIARERTT ) AF—0 EXP DEIZH
HEhTnEd,
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AREREL TN L2REFRFEZLEL LERA,

EDE 3R TH-Th, BEAPRETIL LTERELRVWTLEEN, FEZRoTEORERES
Ble oW, HEORAENICHER L TS, 20X ) eatRIIREREIC >R Y £7,

6. AHENERTEOMOER
Venclyxto [TEEN DD

iiiﬁll@ﬁfﬂﬁﬁ RN T 7 ATE,
Venclyxto 10mg 7 A VA I—FT A VT8 T AN 2—FT 4 »TEIERIIAR I T 7210
mg ¥ EHT 5,

s VenclyxtoS0mg 7 4NV AaA—FT 4 U TEE: T A Nb—FT 4 VTEEIEPIZAR I T 7 X 50
mg #EHT 5.

s Venclyxto 100 mg 7 A Vv ba—F 4 VT HE . T AN AI—FT 4 TEE1ERICSR NI T I A
100 mg *EFH/T 5,

oSy
o BEXITT IR RY (K28), WY YaA~<— | 80 (BE433), = o Rk YA (B551), dEk
BOKZHI ALY L (B34 (), Z<ABATFTYAT RY DA

TN bha—F 4

e Venclyxto 10mg 7 4 /b b —7 ¢ 78 - BEE{EEL (B172), A ) ¥ =7 L 3—/ (E1203),
Rk &2 (B171), =27 o d—13350 (B1521), #A-2 (ES553b)

e Venclyxto50mg 7 4 /b a—7 1 7 8E: bk (B172), SR8k (B172), BEELEk(E172),
RV E=AFTAa—i (E1203), Z“EMLFZ > (E171), <7 u=—13350 (BI1521), #/7
(E553b)

o Venclyxto 100 mg 7 1 /b2 —F 1 Lo Z78E BBk bEEk (E172), R Y =7 La—/ (E1203),
TE{bF & (B171), w2 a=—n3350 (E1521), #A% (E553b)

Venclyxto DAEE G EENEY

Venclyxto 10mg 7 « /LA 22— ¢ L ZEEIEEE, AR, BEEomm OEFITHEIC TV, K3HE
iz 1101 QAR H D E,

Venclyxto 50 mg 7 « /bb o—F 4V FEEZEHEE, ER 14 mm OBBTBOEATREIC V], K
st 150) QAR H D ET,

Venclyxto 100 mg 7 « /L 3 —F ¢ 7 HEIZHE A, BE 172 mm OFBAEOSERICHEIL [V,
FCREZ T100] OZEIRH Y £,

Venclyxto §81%, AT &EY, AV OT Y A7 —afETiisanEd,

Venclyxto 10 mg 7 4 Vb a—F 4 THE
o 108 QENYDOT U AT —EEN5D)
o 1488 QEANYDT Y AF—EEN T2)

Venclyxto 50 mg 7 4 v b a—F 4 T HE
o 58E (ISAVDT ) RE—E1HER 5)
o 78 (UHAYVDT ) AE—FEIERTD)

Venclyxto 100 mg 7 4 Vv Aha—F ¢ 78 :

o 78 (1EHAVDT ) AZ—FHERT)

o 4% QEAVOTIRF—EEENTD)

o 112 (4x28) §E UEEAV DTV A —EER T O AT/ 40)
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ETOREY A RTINS LIZRY £ A,

BOEIREAGREEE

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

Py

AbbVie Deutschland GmbH & Co. KG
Knollstrasse

67061 Ludwigshafen

Germany

AANCET SRV LEREAE, SERBFAGEIEE OFHIRORFTEHFICERF L T ZEW,

Belgié/Belgique/Belgien
AbbVie SA
Tél/Tel: +32 10 477811

Brarapus
AG6Bu EOO[N
Tem:+359 2 90 30 430

Cesk4 republika
AbbVie s.r.o.
Tel: +420 233 098 111

Danmark
AbbVie A/S
TIf: +45 72 30-20-28

Deutschland

AbbVie Deutschland GmbH & Co. KG
Tel: 00800 222843 33 (gebiihrenfrei)
Tel: +49 (0) 611/ 1720-0

Eesti
AbbVie Biopharmaceuticals GmbH Eesti filiaal
Tel: +372 623 1011

EALGda
AbbVie DAPMAKEYTIKH A.E.
Tnh: +30 214 4165 555

Espaiia
AbbVie Spain, S.L.U.
Tel: +34 913840910

France
AbbVie
Tél: +33 (0) 1 4560 1300

Lietuva
AbbVie UAB
Tel: +370 5 205 3023

Luxembourg/Luxemburg
AbbVie SA
Belgique/Belgien

Tél/Tel: +32 10 477811

Magyarorszag
AbbVie Kft.
Tel:+36 1 455 8600

Malta
V.J.Salomone Pharma Limited
Tel: +356 22983201

Nederfand
AbbVie B.V.
Tel: +31(0)88 322 2843

Norge
AbbVie AS
THf: +47 67 81 80 00

Osterreich
AbbVie GmbH
Tel: +43 1 20589-0

Polska
AbbVie Polska Sp. zo.0.
Tel: +48 22 372 78 00

Portugal
AbbVie, Lda.
Tel: +351 (0)21 1908400
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Hrvatska
AbbVie d.o.o.
Tel: + 385 (0)1 5625 501

Ireland
AbbVie Limited
Tel: +353 (0}1 4287900

fsland
Vistor hf.
Tel: +354 535 7000

Italia
AbbVie Sl
Tel: +39 06 928921

Kinpog

Lifepharma (Z.A.M.) Lid
T +357 223474 40
Latvija

AbbVie SIA

Tel: +371 67605000

AMFORAELETE

Z DO IF IR

AIEIESITE T B EAME R T OBINEIERT O =734 rhLHRKTETY

http://www.ema.europa.eu

AT, BMEIEST ©OY =7 Y4 k LTI EUEEA DERE

e CERS B -2 ER LY
ﬁ%@ﬁ%@%ﬂﬁwﬁ%ﬁﬁﬁhﬁﬁbf<tém

Romfinia
AbbVie SR.L.
Tel: +40 21 529 30 35

Slovenija

AbbVie Biofarmacevtska druzba d.o.o.

Tel: +386 (1)32 08 060

Slovenska republika
AbbVie s.r.o.
Tel: +421 2 5050 0777

Suomi/Finland
AbbVie Oy

Puh/Tel: +358 ()10 2411 200

Sverige
AbbVie AB
Tel: +46 (0)8 634 44 600

United Kingdom
AbbVie Ltd
Tel: +44 (0)1628 561090
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ABBVIE
COMPANY CORE DATA SHEET (CCDS)

Venetoclax Tablets
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