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ZEYFELNE  BCLR IRBERN 1984 FEEM KRB EER: Croce AN ERZE
fEE~ B Al MERR e S Z I m ABTH t(14,18) ZUER & 5 ARVEIZAL
E AMEE  EAFEeREHRERN BCL2 BB FHIAMNREIKE D E IR
¥ - B BCL2 BEFRE - BCL2 WEIRKEIES Vaux BRI B T RIHIHIZS
At - EEAREYRNOARIETHGIZETE FEE - BRESE—TEMIEER
BIRYRA SR 3SR | —LLER SRR AR T M A SR A IE R ERE
R ARARLCFIENRBERENZTE Z— - Croce REEISERE 7E
LEERE - R REANAIEZEERE (positional cloning) @I T2 F & #
EHE—ECHISEESEREERL microRNA - I EMITIEMENREMER M
& (CLL) MAFERR 13q RERRE - EExERNAERAMRE - HIEES
KEHDUIEENEEREERR - ¥ CLL EAM DT EM IR 201G RSB 4/
2| 30kb @fF - T AKENRZ  ZEFABEFEMEEHFBEER - 22M - ZE
38l E — Mm@ microRNA - BI miR-15a 1 miR-16 - i EENEDEE
mifE microRNA £ - E1t{f9853R BCL2 #5174 miR-15/-16 WEZEFEAIBEZE
5 BlUBIWERSIEB ZHﬂH@EWtEJZ%EI%T - BB - TE#8IB 70% 19 CLL
chER =2 3A BCL2 @RZFEETE 2/ miR-15/-16 FITRZSIFERY - 2016 & FDA
#EE BCL2 1ZEEZE) venetoclax RARAEHEMHN CLL - TIREEZEBB
miR-15 £2- 16 7£ CLL 250 LI BCL2 {2 EY M SFER - LUK miR-15/-16
AEHBET BB UBEERKRE(EREE CLL B EEEY 5% - (Cell Death
Differ. 2018 Jan; 25(1): 7-9.)

=HEEAMBAML) - BREE 75 mR ERFZE AML ( 5 azacitidine,
decitabine, or low-dose cytarabine St BB A EABIEFEEERRBIRER
& - (2020)
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> EMMEAREIRE/NHEAERERE  aEmRAEEHEAMRE MmN
MR MER - (2019)

L:ES];Z,? Al Bl ER AT AR AE R RZEEE
Relapsed or Single arm. phase 2 ORR:79% Venetoclax
refractory adult | study CR 8% once daily
patients with Venetoclax(n=107) PR 69% with a weekly
chronic Grade % AEs: dose ramp-up
lymphocytic The lancet oncology Neutropenia, schedule (20,
leukemia (CLL) | 17.6(2016): 768-778. thrombocytopenia, 50, 100, 200,
with del(17p) Anemia, Infections, 400 mg) over

Metabolism and 4-5 weeks.
nutrition disorders
Previously Randomized Control VEN+G vs GClb Obinutuzuma

untreated adult
patients with
chronic
lymphocytic
leukemia (CLL)

Trial: phase 3 study
(CLL14 trial)
venetoclax in

combination with
obinutuzumab
(VEN+G,n= 216) versus
obinutuzumab in
combination with
chlorambucil (GClb,
n=216)

N EnglJ Med. 2019 Jun
6;380(23):2225-2236

ORR: 85%vs 71%,
p=0.0007

PFS at 24 months :
88.2% vs 64.1%
Grade % AEs:
neutropenia,
thrombocytopenia,
anemia, pneumonia,
sepsis

b1V for6
cycles 100 mg
on d1and 900
mg on day?2
(or 1000 mg
onday1);
1000 mg on
d8, d15 of
cycle 1; 1000
mgond1 of
cycles 2-6.

venetoclax on
day22 of cycle

1, starting
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with a 5-week
dose ramp-up
(1 week each

of 20, 50, 100,
and 200 mg,
then 400 mg
qd for 1
week), 400 mg
qd until
completion of
cycle 12.
Totally 12
cycles. 28
days/ cycle
Previously Randomized Control VEN+AZA vs Venetoclax
untreated Trial: phase 3 study Placebo+AZA 100 mg on
patients with (VIALE-A trial) OS: 14.7 vs 9.6 months, | day 1 and 200
confirmed AML | venetoclax + azacitidine | p<0.001 mg on day 2;
who were (VEN+AZA, n=286) vs mEFS: 9.8 vs 7 months, | on day 3, the
ineligible for placebo+azacitidine p<0.001 target dose of
standard (AZA, n=145). CR+CRi: 66.4% vs 28.3%, | 400 mg was
induction p<0.001 reached and
therapy N Engl J Med 2020; Grade % AEs: febrile continued
383(7):617-629. neutropenia, until day 28.
neutropenia, Azacitidine
thrombocytopenia 75 mg/m2 on
D1to D7
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Previously
untreated
patients with
confirmed AML
who were
ineligible for
standard
induction
therapy

Randomized Control

Trial: phase 3 study
(VIALE-C trial)
venetoclax + Low dose
Ara-C(VEN+LDAC,
n=143) vs placebo +

Low dose Ara-C (LDAC,

n=68).

Blood 135.24 (2020):
2137-2145.

VEN+LDAC vs placebo
+LDAC

Median OS 8.4 vs. 4.1
months, p = 0.040
mEFS: 4.7 vs 2.0 months,
p= 0.002

CR+CRi: 48.3% vs 13.2%,
p<0.001

Grade ¥ AEs: febrile
neutropenia,
neutropenia,
thrombocytopenia,
diarrhea, nausea and
vomiting

Venetoclax
100mg on d1,
200 mg d2,
400 mgon
d3, 600 mgd
4-28 of cycle

1 and daily in
all subsequent
28-day cycles.
All patients
received LDAC
(20 mg/m?2
SC) on days 1-
10 of each 28-
day cycle.

* PFS:progression free survival; ORR: overall response rate; CR: complete

response; PR: partial reponse; mEFS: median event free survival; CR+CRi:

complete remission or complete remission with incomplete hematologic

recovery
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MieERARIESMETHRET -

BCL-2 & EMIHAIERAT - EMER

ME=IEEMHERMRE - ERABERIR BCL-2 EAMEARASIET - EEE

SEERIZE Y - Venetoclax
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HMERE/DAE (89% ; 3/4 4R 1 42% ; 4 #% : 11% )
WEEARBERLMEE (11% - 74% ; 23 4% 1 7% -40% ; 4 #% : 9%)

B KR /ME (50% - 87% ; 23 #% : 45%-63% ; 4 4K : 33%)
M/NORIME (29% 2 64% ) ;23 4% 1 20% -31% ; 4 4% : 15%)

AESEAEREIER

1. OMMEZH: KIEQ22%)

2. PR RM EE (14% ) K> (32% ) ~ §8%% (18%)

3. EBE /J%ﬂ:%\?ﬁ IEE (18% ) ~ ™M (16% ) ~HEE (43% ) ~ B
(42% ) - *K(13% ; F4=23 : <1% ) - &Mt (16% ) - BRIZEY)E O]
umﬁn%tﬁmﬂm P2 BB EENEEY) oI EiNER - 2R
2 . EBolEA MR REIR TS -

4. ADWEHZSZ  SIIHE (67%) - S IAE (59%) ~ BEBAEBMIE (49%) ~ &
#5 [MAE (87%) ~ 14N MAE (40%) ~ 1EHEMIE (45%) - BBENS MR ERE -
EITHTT

. Whz4: MEXRLaBEaiEAS (GOT/GPT) (53% ) - FZa#kiE -

6. MEHANBE : BEE (12%) - IlASEEEE (29%)

IR 24 2R (22% ) ~ WHIRAEE (13% ) - MIERERZ (11%) - X
(14% ) - EFRER (36% ) %EtljL%ﬂa’uD&Hkﬂtbt%;cﬁﬁ’\]%iﬁﬁiﬁ
% - SBUBRISHIEED -

8. KEZRH: 412(18%)

9. HEfthalfFH : 88)%(18%) - lEE ARMAEREF (5 BEISHITHA 2%) - BUNIE (5%)

A BREEMETRASRE - FIKENEIER - 8%  EVASHEIER  RAERTIRWAER -
EE MANEMZEYRTEERIER - Z2YRIFANERZEREBBRENRRHEINE REUIRE
(Common Terminology Criteria for Adverse Events, CTCAE) - % {5 FAZ2R MR A = (EEBEE - AT
TRESUNEREEDA - BUEIBARELXFNERDE - DREM (1 R) - PR (z ) BEG

R )~ Ban( 4 ARMIET (5 AR) - ERE 3 RUENEIERE - FEENAREHETHERENE
BERE 4 BB AZSHEERNTABRERE -
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| = R 2
>  IHEEFAEE
B FLEEETBBRE(CrCl) >15 mL/minute : FEZEREH =
m ALERETBRRZE(CrCl) <15 mL/minute ~ REFBHE : (FEREREIE - %
BOEAETE - #HIE: venetoclax Vd KRS EBEEE - ABREE
T
> MgEfrE
m ¥ $E(Child-Pugh class A - B) : Kﬁ'a;q.ﬂ% £
m  5/E(Child-Pugh class C) : B&E 50%H) £ 7 85 HI & 1 A

> KIEEF R

=B EaMm® (AML)

OaEMEAEEEAMIKE E BRI MIKKE - HATRE S & PEDSE

FIUREDHIR | BERTEER EPFHHAE  BIETEREYR
BRNERB®EE | (remission) ZA] BIMIXERE - APENEE - FER
) ~ AR/ N EEETERENE

RAE T

REEERERT | EE N B2 AEEZRIERARE
’E\,%Eﬁfr(remlssmn)fé E_RLUN S TFZEMAE - B3
BEFEREBE>7 X MEREY IR MBKRENE -

BREBERERT SEE N —BH 2 e EE 2 EIFRREE
%ﬁﬁar(remlssmn)féﬁ FMRUDN  BENRERFERE
SERRE>7 X w7 K (I 28 RERERE 21

R) - e T e EENERE
MIRAMIKEME

FE-FINUASEM | EXXFHEEEN - 55EF venetoclax E2EIEA
REEER BE 14T
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et e mmE(CLL)

RZEDEIF BB PEDSENEELTIS -

HEFS EAHBEFERR 1 Balicm A REYESER - FEEBE 2
BA - BTG EREEEARERANER (UEEEEHTEREEE -
EMAER) -

M Je2 A R E (= B S EEREREE | EETERREE - BT 24-48
FRIE =A% INFNER - DIRBEISEEMRARAE ;
EiRNEE>48 I\ - RIREE S
fRRERAMIERE |EEAEEZIEERER  ENMHGR
(BRIE - DEAE . | REBE
B AE)
E—RIEPHIKE | F5—RELE FiEREERRIERARERE—RIUT
AR DR NRTERE  BRBELURE =6
2~ B IMR UG - BT IEMHIAE - BRI EEY)
BaEIEAER 7 M IREMEKEME -
EBRAE
KET) BERE FiEaEERRERARERE—RLLH
FRCERE  SHHGBERERZ
HTrZIEHRE  BEEEREYIRES
MIKERMZE -
FE-RIUAKIEMR | H5—REE FiEREERRIEFRARERE—RILT
ERI1ER FIRAERE  SHHBELURE S5
48 -
‘BT FiEaEERREFRARERE—RIUT
FIRTCEE - EFNFHGBRRERS -
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> CLLRERERSHEE

REIE BRIEEISE
400 mg 300 mg
300 mg 200 mg
200 mg 100 mg
100 mg 50 mg
50 mg 20 mg
20 mg 10 mg
1. BEWMARZEREEEZEZE 100mg LUIF>mE - =&
BRENSE -
2. Z—E’"“JEEJ:pFﬂHH B taa B o] TR
- 2R TS

I3

X

S/ EREREAERERRHNEE
BI1ER

I
BB B OJeERIRIEP IR

 M/VREFRIEM -

B 3 ARA 4 RIEPMIKE T E RIREES venetoclax /A A& M
E40E E mm//W B A mERE (CLL/SLL)EAZE - BRe
ERE—EAEZHA rituximab 8¢ obinutuzumab ¥ &78%E

B EE

= azacitidine, decitabine, or low-dose cytarabine & F3
RaESMEREAMR (AML) i - £FRBARANERIEBEDH
KetEEE R ; BBRNVAHIES LIREPHIKE T

B ERENEEAVER - SRS 2 Bk _EF

ﬁnn
AENERSE BB - FEHE
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PERARER =
it

(Tumor lysis

syndrome,

TLS)

EEER venetoclax JBENBEE TS NEA S LB A RFIE
123 BREZCREIITCNREBIERBEEST - KEENE
P OEEEETESE—NR venetoclax 45%%& 6 £ 8 /\iF - WWH
EESREENIENMBEZKGEE

Venetoclax oJgEE S BB ENEME /) - RILE e ERIGEA]
NOERPEEL (LUK CLL/SLL AT Er R E MG R ) #iFE
TLS =B -

SREEaE - HREMBHEREL - IREAEEIEM
CLL/SLL B TLS Ef& - BIhRE MRt EE—TIEN TLS E -
FEERER B TRIRRE - TLS WA DIREE fRIE -

Venetoclax BZ8 & MR F - ZIERMEIZ - TLS TR EDR
O DIBRIR 5O TLS B4 ; Ti—E CLL/SLL mA - RGN
HE (FlNE2 238 ) MBESHNYRESEHTERNR SR
B TLS MABRE FF 38 ERV B8 A =R -

TERYASLINRER - EIRSFEAEELFE CYP3A HIHIEISL P-gp I
I T REE & N0 TLS W@ PR - FHEFEE venetoclax WEIE

MR HIEH

> 7% BCRP/ABCG2, CYP3A4 28 (major), P-glycoprotein/ABCB1 2&

(minor) -

> CYP3A4 #i#HIH (Moderate): TIBEIE NN venetoclax BE - BE /DR
50%H|£ - 3¢ CYP3A4 HIHIE{F21%E 2-3 XA OERR “Jg DDI Risk D:
Consider therapy modification -

> CYP3A4 ##IEl (Strong): BIBERAIEIN venetoclax =& » 7 CLL/SLL
WA ZBEIEFFHIE venetoclax HEIFEABRERIE - £ AMLEA - 8
BEREREREZED 75% (Lancet Haematol 2021; 9: 58-72) DDI Risk
D: Consider therapy modification
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> ERHFHZEY:
m Strong CYP3A4 inhibitors (Posaconazole : venetoclax 70mg;
voriconazole: 100mg)
B  Moderate CYP3A4 inhibitors :Isuvuconazole : venetoclax 200mg
> FHREBENBEZYIEFR  [ERABESIEER - INERIM/EZEEN
B - FEREMROMFRERNENINSESHMANR -

i PR 5281 TH B
>  ZIMIKETE(CBC with differential) - E5RIRS 1 5 TEPM\ BRI -
> FHMLRERA AR B R P - [k - FREEE - AERET - Jﬁﬂrlz =REEL ST
BREERTE 6-8/\F - EZFEHEHE% 24 /N5 KEXRFZR
CLL/SLL a2 Ber a4 5% e PR e 1 5 47
1 - fE=EPFz(all ymph node <5 cm and absolute lymphocyte count [ALC]
<25,000/mm3) or P @ M (any lymph node 5 to <10 cm or ALC
225,000/mm3): Prior to first dose, 6 to 8 hours, and 24 hours after first
20 mg and 50 mg dose, and prior to each subsequent initial ramp up
dose.
2~ Sk (any lymph node 210 cm OR ALC 225,000/mm3 and any lymph
node 25 cm): Prior to first dose, 4, 8, 12, and 24 hours after first 20 mg
and 50 mg dose, and prior to plus 6 to 8 hours and 24 hours after
each subsequent initial ramp up dose.
> nﬂfﬂﬂi 22 (tumor burden) - S RIS S8 EBAAD
> CaEREiE BT SRERETNR ( HBsAg ) ~ SBIRTSRZES (anti-HBc) -
Zﬂ*”ﬁxi‘zﬁﬁﬁﬁ (anti-HBs ) - AlgHBER HBV BRARE - Tl
% [EETREEBFEUIEEEEFTENRSBED AN -
BPF B R ER AR IR -
HIngEAZERELTREIFH -

AEMEESE - HER - BENEESERALERRE - fjcl_-'f’gm ormation 2022
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Extrinsic activating ligands

—RARERASRE (TNF, Fas, TRAIL, etc)
SmETARBT - 24 TNF. Fas, TRAIL

M LEfE R AR N AML
5y CLL e - AABE
IR BCL-2 EEMEM
HOHI AR AR B TR BB 1S
SR EE R ERI I EE
t - Venetoclax BE$9E
EHHI BCL-2 &EH - &
EARBTOEE - &

% Y receptors

@.

Vors! \.\ ax

- Death domain ONA damag damag0. s
_ TRADD/FADD Intrinsic
pathway

" (acvatona ;. APOPTOSIS
* DNA fragmentation

*Membrane blebbing
. * Protein degradation
AR BEAET IS « Call shrinkage

Source: Laurence L. Brunton, Randa Hilal-Dandan, Bjorn C. Knolimann:

X3 3/ 7 Goodman & Gilman's: The Pharmacological Basis of Therapeutics,
ﬂ: E’— /A % E/\J xﬁ% ° Thirteenth Edition: Copyright © McGraw-Hill Education, All rights reserved,
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ZERM/\ITIE

1. EHZgMELE - |IEHE (~512 RBE ; 25% B REE - 60% ix/KIEEY)
RIEEAN 15% EREFRKE ) BMN7K 34 H%E - MRESEHELH
(~753 FEEE ; 55% MERFFESE ~ 28% MMK/KIEEY EEREM 17% WE
BEREKE ) EZRMEE - B4 513 531F - 2REEEHREERA -

2. HEEM - EBHENDE AN/ S O SEZIE 0 venetoclax WM R
B - BelAmgad  E2ENEFNSRENAZE - FNEMFR -

3. ERBENER  BAZRREUIRE - EmsIEE - (LEYKAERE
BERBREERASAHBYNR  BEYHERRTEMEER  FELEIR
15 N#EETT)

4. TROARZEE : BT 8 /NRARIER - FHRARMIZ ; HHBBRAZERE 8 /I -
BEESRARERE BRAT —RWESM T (TEAZE—RIZEFES) -

5. E—HBHESHEAE  BEEFELKS(EH 1500-2000c.c.) 82 0R AR R L
) -

6. MEFREMEY BEMGEESEREYZBREEA -
ERIRERBIRA L FEMR IR - BB B T B pm B e
B BE  EMP - MEFRAASE - ERESEEAERE H’]F’ﬁ I IR

PR 2

B OEE - RREDE - ERWM - BB

8. WEUBEEFELBRNIABERE  RARKRENBEZRFERE (B4 4 E
H,; x% 30X) BRAVRZENMILE R -

9. 1§ﬁﬁﬁb§%7ﬁﬁgi'ﬂﬂrﬁmﬂ|h - BEE RO ARG EEA RN
A

10. BIfFR%4R 3/4 i&ﬂﬂ%‘?%ﬁ%ﬂf’ﬁﬁﬁ%?&@néEJZAI&&,v\/m

11. BRAREDRIIER: ZMIKETE - EREE - FIEIEE - KEE - BBaRIERE
REAR ~ BUERREAR
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