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4.5 mg [ vial
BN B | BRABSLEEAEE

= EIEERE (X 2017 &£ 9 B FDA 45 L)

> a2l CD33 Bz e B iR -
US FDA
— Al ARER AT /AR A Al BRAE R REEIE
Newly- e Multicenter, ORR: 85.5% vs. 73.6% | B S {LEEE:
diagnosed open-label, phase | CR: 70.4% vs. 69.9% (BEXxEEEZ 1

CD33-positive
acute myeloid
leukemia (AML)

11l RCT

e Ptswith newly-
diagnosed, de
novo AML aged
50 to 70 years.

e daunorubicin +
cytarabine+
gemtuzumab
0zogamicin
(n=135) vs.
daunorubicin +
cytarabine
(n=136)

Ref: Haematologica
L2019
Jan;104(1):173-779.

CRp: 11.1% vs. 3.7%

EFS: 17.3vs. 9.5

months

(p=0.0002)

mOS: 27.5 vs. 21.8

months

(HR 0.81; [95%Cl]

0.60-1.09; P=0.16)

Safety

ADR of any grade:

67.2% vs. 55.5%

Commonly grade 3/4

AE:

> Infection (77.9% vs.
77.4%)

> Hemorrhage

> (22.9% vs. 9.5%)

» VOD (4.6% vs.1.5%)

induction cycle + 2
consolidation cycles)
B |nduction:

3 mg/m? (maximum:
4.5 mg/dose) on
days 1,4, and 7 (&6
f# A daunorubicin+
cytarabine), A ZETEE
_f& induction cycle
A gemtuzumab
0zogamicin

B Consolidation

(2 cycles)

3 mg/m? (maximum:
4.5 mg/dose) on day
1 (GHEH
daunorubicin+
cytarabine)
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Abbreviations: EFS, event-free survival; RFS, recurrence free survival; CR,
complete remission; CRp, CR with incomplete platelet recovery; OS, overall
survival; VOD; veno-occlusive disease. RCT : randomized controlled trial
ORR: overall response rate.

ERHE

MESZEY)E 552 - Acute myeloid leukemia (AML) WIMEARAR = - 80% 9% 5B
CD33 R - LEMGHEERAMKEN CDI3MRLEZES - A TRAmE
HNZpEEgwEAamns A4amn - %5 AW gemtuzumab ozogamicin
Y calicheamicin WAAMRS U ITE M EWERIE DM TR - 1 DNA A&
HEEARNAT -

i EEBELEEI{EA

> BT H . BEEMME (B 21% mA g EIRNM)

> HIFIMXERRZEE ;. M/ (combination therapy 100% ; 3/44k :
100%) - IEHEKEZD> (combination therapy 97.7% ; 3/4#% : 96.1%) ~
HIMEKE> (combination therapy 100% ; 3/44%k : 100%) ~ I (23-
25% ; 3/4#K : 7-13%) ~ IERHIKIE NS HFE84E (18% ; 3/44K : 18%)

EERSEENREREIER

1. LDEIMEZ&L . DESM (28%) - LIBEBER 3 4 : 2%)

2. BB K% (16%)

3. KHEADMRG : AOWER (NEHHE - 16%) - S MBEE
(combination therapy 32.5% ; 3/4 #& : 2.6%)

4. BEAF  BOKIER 21%) - B8 4K : 2%) ~ B#W (21%) ~ OpE
(1% ; 3 & : 4%)

5. x4 : s G51%) - FEELEA(AST : 40% ; ALT : 16%) ~ &
PEATZ=IMIE (7%) - FT KA ZEEIZEF (combination therapy
4.6% ; 3/4 4 : 2.3%)
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1B (46%) - BETE (19%) ~ &% (3 4k : 4%)
B Z4 : B5M (6%)

IFOR 2245 : sk (3 4R : 7%) ~ FliZKEE (3 4% : 2%)

HE R : 38)E (79%) ~ B

76.3%) ~ RUTE 34k

AEEE

(combination therapy 77.9% ; 3/4#&

: 32%)
EREEYETRADER - FTRENEIER 8  ZEYASWNEIER - REAERRIRIER
HEE NMTANEMZEYNTEEEIER - ZYEIFRNER B
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & AR MR A R EEAEE -
FRERESMNBRERENA - SHIRBARERANERDE
BG4 ) (4 RFIET(58) -

WIFEE ; BB 4 RIBEE - KZH
Bl S FR%
>

EX

B Ij]ﬁb

JREAK -
HEEEEMERHIETNE REHE
AEHRE . A

BPAN
B84 3 AL ERIERR
EEARTABEERE

REBOR)  PRER) R
BEENAREE

IEEE
m fEEHERRZE(CrCl) 30-89 mL/minute :
/NOMEFR

/7NH
s/ VVE

IR
B JEEETBERZE(CrCl) 15-29 mL/minute ~ REBE
RABEWR)
FFINBEAZRZE « ;A
AN

ISR (HARBHR) -

G
S hem - RIRAEERE (5
BRI INEEAZR -
B EENINEAR (BREAR < 1.5 BERELR)  #BRANERE (BKE
W) - sR/IVDVER -
B o (MBEAER > 1523 BERELR) Z5E (BHE
HIEAR | EREHEEFE (BARBHR) -
O EAERIAT S

BAIZX > 3EIEEELR)
nﬁ/ \ L;d%ﬂq

MANEATER >2 B1IEE1E LR - 30 AST #/3; ALT >2.5 E1E®E1E LR

4 HEIMREAR <2 EIEEE LR -

PR - BikiEs%EE

-,

: JIES
gk, AST /3¢ ALT < 2.5 B1IEEE
- MNRBEE T VEEERE 2 X -
X
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> MKREFESM (Hematologic toxicity)

B 2 AML RESBENERRMTFESD - 131 imAEA
gemtuzumab ozogamicin EHfEE - EFPREAEALIIR grade 23
MEH - SRFEEPHEEMIKE D (96.1%) ~ M/VMRED (100%) « BIM3k
WD (100%) - I HARIM/MREME (452518 >42 X) RUIRE - If
S S TR - B aMIKE N EFBERE - MEARR D2
KR ME

W [Ech 4 5 KoL/ M/ sL /e AE BE RN 7 B2 i of Bt 18 Bl 438 R ERAN
MR - EN\RAKRERE (23 &) B 1 IR ARRRMEREER
AR T ; BB 90% BE A HIR M/VORME - 20.6% fEA RS
grade 2 3 M FE (B ashY L M EFERE - BEAANIERR N [MAB) - BRER
o KM EMBHENGHFENSIE - R ELERH S KA FILE
FH gemtuzumab ozogamicin - TEEBR4AEZER] - JBEF KEEEBSA
MIXEE - HBRMKHMEWE - WIRBERARIEREHRZHTAE -

Bl{EF EIE
& gemtuzumab ozogamicin SEff{LER | B E{FEH gemtuzumab
EENMESEY  FHE&E M M/ Vi DE : ozogamicin - (Consolidation cycles
£ consolidation cycle FEERMIRHBEAE HAAZ{E M gemtuzumab
tERY 14 KN(RI— BRIk B ER 14 0zogamicin)
X) + R M/NMRAREEZ 2100,000/mm?
SEMEP R MR DE & B E{FEA gemtuzumab
consolidation cycle ¥axEF eI HEAEEE ozogamicin - (Consolidation cycles
A 14 XA (BT —RHA MK REE 14 HAR A Z 6 A gemtuzumab
X) - R ANC K %&EZE >500/mm? ozogamicin)
Severe bleeding or hemorrhage B ogERBIERAFENKAIFEE -

> K& (Hepatotoxicity) : AT EFhkFE Z= fE(&EF (veno-occlusive
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disease/sinusoidal obstruction syndrome, VOD/SOS) - & &% ¥ b/ 53 Ak

MERNRLAMRKSEHECBEY MR FEESSE - EEIIEMAR AT HEE Ik

A

B 7£H gemtuzumab ozogamicin JEEREA P LW E 7 HEM - 811
fe REmi K ampIRIEF VOD/SOS - —IEm A S - VOD %4
MPAIRES 9 K (BE : 2 2298 X) ; BESHRETRATEAUBEN
28 KA - 1 Al ERE—REEEEE 28 X - HEXRSHIE
gemtuzumab ozogamicin (fERE—EX) ERA - HINEEERES
hEEEZENREA - EMeARBE (HSCT) #E% gemtuzumab
ozogamicin BE ALK gemtuzumab ozogamicin jaE#&ES HSCT
FmEA - DI EEE 4 VOD BEFR O BEIE NN - A RERSH
gemtuzumab ozogamicin E—5EKIE - 7 VOD 24 RA HSCT S
B B2 B RIRPRIVERERA®% - B ALFA-0701 fiEBRELARE X
gemtuzumab ozogamicin M1 2 kR 2 @A -

B ERREAT - FRRSEE/M gemtuzumab ozogamicin EiZEZ|
VOD - 2B ENHEASR £ AZEIER N - VOD LiREZER 30
AA - BERANBEANSRERMEL ; E&RE—R gemtuzumab
ozogamicin 42 ZAB1E 2 EIER > 3 EH - #iZ=2] VOD EEREE -

B VOD/SOS MG RZRIRIBE BB INBEIEE L F (ALT - AST ~ 4BJEAT=AN
ALP) -~ FTREX (CIEEE & TR) ~ Be = RIFIEMANAEK - EEAIFBIEAIRIRE
= AT A7A VOD/SOS EbgrE A - REAIARIEAIR ol gE AR RIPR
5758 VOD/SOS EEREA - HRIEEENNEZERNREA - BREEE
ROEDRIBT ThEE R ERPRAEAN - BRETRENRA - BT HSCT BE81E0
) ERIBTINRE -

Bl {EH Fog
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¥aBs VOD/SOS B HREBESBERAA - & ursodeoxycholic acid
(UDCA)ETTTRRS - Bl —ARIYa%A %, total daily dose 12
mg/kg or 600 mg orally, divided in two doses
(REFZIK VOD/SOS 34 R BRI T %)

VOD/SOS B HERZE  WHETIHHRER (BERFREAESW - KD
A 1)

B HREE VOD - RIEZEH defibrotide (6.25 mg/kg
every 6 hours |V for 221 days) B2 SOS @R b - &
%60 X

WIBALER >2 81E
wELMR - 3 AST
/8 ALT >2.5 5
IFHELR

W EEAREE HRBEAR<2EESELIR - 36 AST #/3
ALT <25 EIEEELIR - BxEAZEE - IREER T ZE
EEER 2 X FERERAEEHE -

> BEEEFBBKRE (Hypersensitivity & infusion-related reaction)

B ERAMES  RENEEHEEKRE (BRBEMAE) - BIKEREESE
ERE - 4A%E 24 /N\RALIREME - LBBHR - KR - BUEEEZR)
RIERPREDRI N T - B1EIRE - MEMER - B gemtuzumab
ozogamicin #AZZ7] 1 /)\EFFSE A steroid - vena ] acetaminophen 78
ffy -

B HRERBREAHNRE THEWERREZ  IREEESRK FBZENE
ME - ExrENhEnE T - FEEDRIRABRIEMRTEIHER - HIRBEHIRE
(WEIREREAR S B PR - BRZE VRN ER) - FEE R AKRIFEE -

Bl{EF =g
Prevention of W ERI— /N

infusion reactions | acetaminophen 650 mg orally, vena 50 mg orally or IV,
methylprednisolone 1 mg/kg (or equivalent) orally or IV

within 30 minutes within 30 minutes prior to infusion
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BORABBER : 38 | EAZREUEN N - BEEARIAEE - BIEHT R R PER
ERE - EMmE - | 8T - BBol4EER -

DEEAR - [RR -
Grade 4 Sifg k4E | BAIEDA WK A FEW 4T IM 8 epinephrine (0.3-
An BV 88 & A8 B8 2 0.5mg), steroid, vena

fE - SiBEBEK
& - BlFEBEIMIN
5o, B I IR P 2

> FEREARRIE(EEE (Tumor lysis syndrome, TLS) : ZEERARMRF - WS 7
TLS - £EEHEEE TLS HE2UBIAERIBRRE - BHRAMEKILSH
AML f&A - TE4F gemtuzumab ozogamicin Z Al - FEEE A
hydroxyurea 3¢ B M3X 2 BT ET LU A E /R WBC 2IE2REE <
30,000/mm? - IBEIEESE TLS WA - ERIBER TLS BEAREAR - Wik

ZEBRREETARE - WAREESEARERTER TLS B/ S KL M
AERV SR
BIfEF EiE
hyperleukocytosis B %5 hydroxyurea (total dose of 50 to 100 mg/kg
(leukocyte count per day orally)st B MEK 73 B i
230,000/mm?) m 512 : WBC ERMEZE < 30,000/mm’
TLS BN EREEIMAE | ® Hydration or allopurinol or rasburicase

> QTREREE : EABHRAAREEFES Y5 QT EERE (SA
%) - FERBSHTES QT BN EY A EREXELMH A S
ﬁ?ﬂﬁﬁ—

gemtuzumab ozogamicin FF - FEHI ECG W B RIEE
> HthIEMASE M (Other nonhematologic toxicity)

Bl{EH Fog

HithEENGE | % gemtuzumab ozogamicin ;&% - EEIIRER A BB EERNER
REmmsElt | ERE ; NREEWHT CELEEBAE 2 X - AIEREENEE
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@YX HIEH

> Prolongation of the QT interval has been reported in patients treated with
other calicheamicin-containing medications. &32 : Monitor ECG

> GFHREENBEZYIEFR  F[ERBESIER - NEAM/EES
REE - FEREYREFHEREMUINSELZHANR -

i R ESAIIE B

> ZEMREE (BREZNABEAZED 3 R)

> BTINBEEER (ALT - AST - #RE4AIEX - ALP) - BRAER]  BRAERTEHAE
(ZLHE HSCT)

> Eiérﬁﬁﬁ“zm (EBEEBERENNZ HD) 5B RN AR

> JAERIEER B M XERAETR (HBsAg) ~ B ULz /0 (anti-HBc) ~ B &
H?Lx%ﬁ?ﬁﬁg (anti-HBs) - B2 4B EE HBV BEAMRES - TIRAE T
ETREFEUREESERENRBEYTER -

> AQTcERMRE EEER) - IEERAESMOER QT EHANEEY) - T2
Al ECG

> BEDAIEDEARR IR (RS T ARG A REE D 1 /)

BDR VOD HIBRIRAEA ( BRERIRIBNN - FFEEX - BEK )

> WIMAEARF] TLS

A\
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Nucleus A
MR

- = Ozogamicin Tumor cell

Linker
Endosome \ Degradation

fs
. - -- Anti-CD33 mAb " Release

Gemtuzumab Ozogamicin

Lysosome

The CD33 antigen is a sialic acid-dependent adhesion protein that is specific
for myeloid cells. CD33 is expressed in approximately 90% of AML cases, as
defined by the presence of the antigen on > 20% of the leukemic blasts but not
on normal CD34+ pluripotent hematopoietic stem cells or non-hematopoietic
tissues. Gemtuzumab ozogamicin consists of a humanized anti-CD33 antibody,
produced from a mammalian myeloma cell line, covalently linked to a
semisynthetic derivative of a potent cytotoxic enediyne antibiotic called
calicheamicin. Gemtuzumab ozogamicin targets CD33-expressing cells.
Binding to the antigen is followed by endocytosis. The covalent link is cleaved
inside lysosomes, allowing calicheamicin release. Calicheamicin binds to DNA
within the minor groove and causes double-strand breaks and ultimately, cell
apoptosis.

https.//www.creativebiolabs.net/gemtuzumab-ozogamicin-
overview.htm
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ZERT /)] 1
1. FEIREYH TBERE - EEIERAEEE 24 /NHA,WMREHAL -
BE  #3 XREKE  WREZ - K3 - BIOEN/S0BER),H
HESMBEEAE -
2. MBEEREMEY)  FEMRESEFEYZLIEA -
3. WUERAIZERKACLEE - BEEERFS 1 BARES alETH -
4. WEIBESFEEBRENRIRRES  WARARMEZEFER (XK
6 BRAW; 5t 3 EHAA) - BRAIEZ2IE -
5. IEERZEMMIKET  EM/NRoIEESAREHEBMKE SR E
SRERSETR UFEEAFRIESEFNELEEE - 2R - B
RN -
6. BRIFAMUTHEARLIR - AIAIEATRIEENHE
(1) B : SWPZ - BEFREAE - ERENEDAIERRE - o0
B [IFIR A 5

(2) Bl : RBKRR -t - BEAENER - ZEAE - BIIEE
RIS H= - WA EFIKEERGR  TRRBEABEIE /&
SEBD - BEEA - BBEIBINKIE - IBIHEE(E - HBoEH
EEAE -

(3) 5 M R =l RS B TR R S N

(4) B )R~ 202 MRDER - BEREBERRE - W - RIS KER
@ESZ'% HERER - OEEBEAESRED -

(5) EFLM - RE - LMRMEEEREIER - FIEREEABRE
& A ALESHM -

]

Wi

\

(6) EMBATERBRE : MIBAEZE EHEW - IRRBIESD - I
PR OBEALESR - BRRF SFRRENB I AERIEL
(7) BEhd : BIANFEBER - BERERERE

7. FRIFALIMERLIR - 55 MREZESMER : B - BElAE
Bnt ~ CAERIAEOES 5878 ~ 55

8. BIMEAZEAR 3/4 ARBIRTNZBIERFTELRZ S ARZER SR -

9. ERARETRIIRRE : ZMIKETE - HIN8E ~ OMRINEE - BEURE - B RE
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