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EYFEDLNSE  BCL2IRBERN 1984 FEEMAKZEEZR: Croce BN ERZE
EER B AilMEREEEEIREABTI t(14,18) ZMIkh B &= AR EIEN
B HMmEE  AEEREEEEN BCL2 MBI FI MR RIKER S #IEH
¥ - B BCL2 iBEFRIE - BCL2 IR KEFS AATHWHIGIINGE - Ei5
AEIEMBEBNARTTHEIESE 7 ER - BRFESE TEHMREKSIRIE
IR . —EERSHRARIE TSR M ASN RARIEEREEREER - 28
AR CHFECR ABRENZEFR Z— - Croce KE[BE[CIFE 7 ELEEM
7% EREANMEEBE R (positional cloning) 21U EZFEETE HE
—EEs2EESEBERA microRNA - i EMHFTIEMMEAMEE MR
(CLL) mMAFERW 13q REBRE - EEREROAERAME - HEESK
SHEENEEEEER - ¥ CLL XM EMMHeE oS R R E 48/ 2
30kb &1 - S AKENZE - ZEEAEZEMUERHRBER - AM - Z&E@EHE
Z—#HmM & microRNA - Bl miR-15a A1 miR-16 - MR T2 NE P EEMIE
microRNA E - E1t{fi3538 BCL2 #51%& miR-15/-16 WEZERAEER - B
VEIERSE B AiIRE(EKNERE - SEFER - £ 70% 19 CLL EE
FJp BCL2 @FREFZEZMH miR-15/-16 WERKSIER - 2016 £ FDA #E#
BCL2 #25EZ£4) venetoclax ANAZEE A MR CLL - Wik HE 2B miR-15
8- 16 72 CLL 2& 08 BCL2 1ZEBEY I SR - LUK miR-15/-16 KEH
FaENEd U RETEARRE(ERETE CLL RBTEZEY )X - (Cell Death Differ.
2018 Jan; 25(1): 7-9))

> ZMBEEAMEAML : BEE 75 L2 E AML ( B& azacitidine,
decitabine, or low-dose cytarabine Bt R B )AEABIEF S LELRNER

& - (2020)
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> EMMEARs IR/ HEARMKER AR EEHEAMRE MBS/
MEAEHER - (2019)

L:Esl;?f? Al BRER AT Al ERAS SR REEIE
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

b IV for6
cycles 100 mg
ond1and 900
mg on day2
(or 1000 mg
onday1);
1000 mg on
d8, d15 of
cycle 1; 1000
mg on d1 of
cycles 2-6.

venetoclax on
day2?2 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) 0OS: 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+CRIi: 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/m2
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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B3k ME (89% ; 3/4 4R 1 42% ; 44 : 11% )
MBI ME (11% - 74% ; 23 8k : 7% - 40% ; 4 4k : 9%)
EP 4 3K0RDME (50% - 87% ; 23 2k : 45%- 63% ; 4 #& : 33% )
M/NROBME (29% 2 64% ) ; 234k : 20%-31% ; 4 #& : 15%)

AEEEAEREIEA

1. DIIERK : KEQ22%)

2. PR BEE (14%) ~ES (32%) 8% (18%)

3. BkE /J%ﬂ:/%,iﬁ B (18% ) ~ B (16% ) ~ BER (43% ) ~ I3
(42% ) - £ (13% ; EH23 . <1% ) ~ B (16% ) - BrEjZEYERT]
Lilmiﬁlmﬁéi%mﬂ’ﬁﬁﬁ 2B BEERBEY o EEER - Y80S
2 ol EAWAVEARIZES] -

4. RADWENHEZF  SIHE (67%) - SHMIE (59%) - (EBEAME (49%) - &
§5MAE (87%) ~ RSN MIE (40%) ~ EHE MIE (45%) - BEENZ MR AIERE
HEITHTT -

5. Mz MEXRZaBREREEAS (GOT/GPT) (53%) - FEoHKiE -

6. MENAMEEE : BERE (12%) - IABEEERE (29%)

[FIRZ 4 2R (22% ) ~ WIRAEEE (13% ) ~ MIERERZR (11% ) ~ i
(14% ) ~ EFIRERE (36% ) ERHIRFRANRLEBERZENF RSN E
® - USRI -

8. NKEZ#M: £1/2(18%)

9. HEfhEIfFR : 88)%(18%) - M AR AEEEF (5 BEIEHTTHA 2%) - MUMIE (5%)

A BREEYETRRGRS - FIWENEIER - 818  EYASHNEITER - RAERRIBVER -
EENMANEMZEYNTIRERIER - ZYEIFRNEEEREBEEMRRHETNE RS HSRE
(Common Terminology Criteria for Adverse Events, CTCAE) - & #E R ME A EX(ER8ERE - T
THRESUNEBREEDR - BUEIRBREZRFNFRILE - 2BEM (&) ‘:Fﬁ&(z w) - EmEG
R ) B4 R)TIET (5 #4R) - B8E 3 AU EWEIEREK - BBEN AREBETEISHENF
EERT 4REY  ASHF2ERNTABEEE -
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b E(Child-Pugh class A ~ B) :
m  E/E(Child-Pugh class C) : B&{& 50%%| =

- #I8: venetoclax Vd ARBERES

B ETSBRZR(CrCl) >15 mL/minute : FEZERHENI=S
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et EM B mmE(CLL)
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> CLLRERERSHEER

REIE [REES

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. BERABZEREEHEE 100 mg I F>ME - &

B PEnDaRE -

2. E"*“UEEJ:EHHH - EWFYRE B o] SoPREH

- BERR REEE

s R EENFERESHNEE

Bl1EF EIE
HE Dl oJgERIRER MR/ ~ M/WRENAMED -
3 AR 4 ARIEPHIKE N E RRES venetoclax a2 BERYIE MM
EAeR mewE// W HEAREMERE (CLL/SLL)BAZ - EaE
TEREBE—E A EREH rituximab 3§ obinutuzumab B &8&E
m =8 azacitidine, decitabine, or low-dose cytarabine Bt &

RaESMESEEMRE (AML) - ZFMBERARNEREE %
KetEE SR ; BENEMH S LIREPMIKET -

R B BEMRGNER  SEmENMNEZ R
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iE2

(Tumor lysis

syndrome,

TLS)

FERARENR | w

£ venetoclax A EREE R TS NEA S S E R AT

22 BREZERIETCNEBINERIBEEZEN - KEENE

{EE&FOIRERETEE — R venetoclax #7222 6 £ 8 /\IF - WH

EESREENENMEEXRFEIE -

Venetoclax OJge @ E @B BB ERFE/] - RILEAER B

NERFEER ( LAK CLL/SLL e ErE SR nHEE ) =T

TLS & B -

SEEeR - REMEYHERZREL - BB EIEN

CLL/SLL B TLS [z - BIhse MRt ZE D100 TLS &k -
PEEFER S TAIRRIE - TLS WER DI sEZ FRIE -

Venetoclax BZ 8 &M AT - FEFAMBZ - TLS FEFAANIER

O DABRME AO TLS 8843 ; 72 CLL/SLL B A - 525 E1E N1 224

FE (FWE2 238 ) MBESHNYRESHEENRSHER
A TLS FOAERAGF S FERV SR AR -

TEFASLINGRER - B EL P E CYP3A fIH|EIEE P-gp 1

S oTEEE G0 TLS M A ke - FEZEHEE venetoclax KIEIE

YR EIEH

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

(minor) -

> CYP3A4 HIHE (Moderate): oJgEIE 0 venetoclax 2E - HE/DIRE
S50%%E£ - 3 CYP3A4 #&lIEI{=221&8 2-3 XA olfEA/REIZ DDI Risk D:

T =<

Consider therapy modification -
> CYP3A4 HIHIE (Strong): BIBEAKIE N venetoclax /Z2E - 7 CLL/SLL
WAZEISFEAHE venetoclax HEFAHABERIE - £ AMLEA - i@

B HEER R

£ 2D 75% (Lancet Haematol 2021; 9: 58-72) DDI Risk

D: Consider therapy modification

AEMERSE  EERM - Bl RS REMNEER R - S | 2022




> BRHTFAZEY:
B Strong CYP3A4 inhibitors (Posaconazole : venetoclax 70mg;
voriconazole: 100mg)
B Moderate CYP3A4 inhibitors :Isuvuconazole : venetoclax 200mg
> FHEEBENBEZEYRXOFER  [EHREBESIEER - MMERM/EEZEEN
BA - RERENR EIFAERNEDNSEZFAMNE -

B PR 52 A1 TR B
> ZIMIKETENCBC with differential) - 50851 5 VDPM\ B -
> FHMERERARREE R MEP - muE - FREEE - HLEEET - JH#TAz =P EEELEYTIN
BREIER/AE 6-8 /\IF - ZFHZHER 24 /NS REKRFZR -
CLL/SLL [ Pz R A K% i PR B R s 7
1~ {&R=EPBE@ll lymph node <5 cm and absolute lymphocyte count [ALC]
<25,000/mm3) or @& (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~ SREkE (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.
>  FLAEEE (tumor burden) - BSRIBS#E: JAEBIMAAD
> REAMEBEJBFXRETIR ( HBsAg ) ~ OB R ZOIES (anti-HBc ) -
CBIRTREFRE S (anti-HBs ) - BIEHEEEA HBV BERRRSE - il
% FRETERNGEUEEEEEZEZNIRBEDIRY -
BPEERE SRR BRIRMIEZEA -
MINgEAZERELREIFR -
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ﬂﬂ@ﬂt

ﬁ'ﬁ%%ﬁiﬁ.ﬁﬂ@ﬁﬂ AML
gy CLL 48f8 - HABE
IR BCL-2 EEMEMU
HOHI AR B TR B -
EREE BRI AL
t - Venetoclax BE50 &
#EHH BCL-2 8 - &
EARATHOBE - &
EARBABTEIEM
EERERIUR -

Extrinsic activating ligands
(TNF, Fas, TRAIL, etc.)

TNF, Fas, TRAIL

receplors
N t‘
; : o

© (Asasnd )\ . APOPTOSIS
* DNA fragmentation

*Membrane blebbing
* Protein degradation

+Cell shrinkage
Source: Laurence L. Brunton, Randa Hilal-Dandan, Bjorn C. Knolimann:
Goodman & Gilman's: The Pharmacological Basis of Therapeutics,
Thirteenth Edition: Copyright © McGraw-Hill Education. All rights reserved.
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Zafi/ T
1. EAZEAMELE - BEBE ( ~512 REEE ; 25% BB REBE - 60% ix/KIEEY)
REBEMN 15% EREBEFREBE ) B 74 34 B%= - IREASEHETH
(~753 FEEEE ; 55% MEMT RIS E - 28% MRKIEEMREEER 17% WE
RERBE ) BZEEMELE M7 51 2 5.31F - BZETEHEERA -
2. HFEEM - EEANDEM/EhS Ao EEE BN venetoclax MR
B - #EebgEm  E2EN DR FRSREIIRAZ - MR -

3. WEMFBPENUER  BARRREIUF - EisEIE - (WEEDICEERRE -
AEMBEERAERANR  BEYHAERKRTEMRER  FELEER
15 NETT)

4. THREREE . B 8/N\HAMIER - FEEMNZ , FEBEBRAZERRE 8 /N -
ERSRARERE BRA M—RWEEA J(TEAZ—RIZEF/ESE) -

5. E—RRNHERME  BEFTEH K2 (EH 1500-2000c.c.) &2/ A £ R L
22 -

6. MWAKAEMEY) FEMVEESEEEY ZBREIEH -
HINIREIE IR B L FRVEAR LR - BB MAVBRENIHER
B B8 BP - REFREASE - MrhEskiEEAIERE - MRS - 12K

B Sk BUREDE  ERLM RS

8. WMHEOEZFEEBRENARREE  BRARKREHEZFER (B4 E
B, &K 30X) BEREMNEZ2ERHIE BT -

9. fERUCZEETIREZ IR MERER: - REE % H A R HIGFTEIERE A R ERAYRE
A e

10. BIfERIEAR 3/4 REVRNZEIERFZELZ S AR ERAE

11. BRARESRIEE: 2 MIKETH - BRRE - MBI - REE - IBEARERE
REAR ~ BURIEAR
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