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vV 7 AEMICERREEND DEEA (BIER R ER) ¥

T A WHROEITHN AT, BHEAEFRICEHE LWEEZ LTI HER
Y ZTOMAFAEFRICE L VWEEL RITTHER
(EFEDREEIZHE KT D &5 2 BRI

e NS E BB M (AML) 1%, BEIAEGFENI 300 E EEDH, &
fil Eﬁ@%@@%éfﬁfﬁﬁﬂﬁuwﬁui®mW%Mﬂ
L, B 40 R, BFERIBEREOUEZRE O TV,
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VIRBRIEOEWEZEE X THLENICEIT
EZbD
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IDH2 FHZE#I D Enasidenib (AG-221) 1% IDH2 R140 (R140Q, R140L,
R140G, R140W) # X O, R172 (R172K, R172M, R172G, R172S, and
R172W) ZBRZ A9 2 B EROICIER T 2B 0 buEgEER &
L CBA% &M 7- ", Enasidenib HiA|JE# 1L, IDH2 AR 2 H T 5
AML (Z%}9" 2% 1/11 #H (NCT01915498) (2B W T, Bif7e AEM %
R L. 40.3%DZEH, 19.3%D CREBAE R LT ZORERICES
W, KETIX 2017 4F 8 HIZ IDH2 28 RS MEs A R/R AML {Z %}
% Enasidenib OfEH 2 FDA KGR Sz, S HIT, ZOREBRIZS

M55 D3 BEAF DHRTE & L

(Z AL GE D TEZFL“C:B h . EWNHADE
LSHAMERHFTE S L




L7z, 39 ADW)% IDH2 28 S5 AML SEB] (¥ 77 1. 59% 2%
MDS D AT T D&Mk EH V) OV THHTIZEB W T,
Enasidenib HLANRR L 30. 8% DR, 18%D CRFA /r L7 &
72, 60 L E I3 AML (2%f L C. Enasidenib HiA|#& 5
(100mg/day. 28day %A 7 V) OZhEN, KED Beat AML ikER
(%5 Tb/11 MHakBR) O —8g & L Tiffli S 41, Enasidenib HiA| T,
43%7D CR/CRi & 2=/ L7= (Stein et al. Blood 2018;132:287.
Available at:

http://www. bloodjournal. org/content/132/Suppl_1/287.),

R/R AML |Z%f9 % Enasidenib ®ffi [ (Azacitidine & OUFH b
Edp) 1%, K[ED National Comprehensive Cancer Network
(NCCN) DA K A~ (Version3. 2020) IZFWT. 60 5Ll E iR
77 B AR AP 0D 3 i T 72 Uy IDH2 28 LR AML B 2B 1) % B R
HONERE, BB ARMERRE RBOEITEZR D 5 F Tkt
) oOigEL LTHEINLTWS, &6, AL FIA4 T
%, 18 mLL ko> R/R IDH2 22 BG4 AML SR (2%F L T, Enasidenib
DFERHZHELEL TV 5,
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Idhifa (Bristol-Myers Squibb)
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IDHIFA is an isocitrate dehydrogenase-2
inhibitor indicated for the treatment of




adult patients with relapsed or refractory
acute myeloid leukemia (AML) with an
isocitrate dehydrogenase-2 (IDH2)
mutation as detected by an FDA- approved
test

ML - & 100 mg orally once daily until disease
progression or unacceptable toxicity.
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This medicine has Provisional Approval in
Australia for the treatment of adult
patients with relapsed or refractory acute

myeloid leukaemia who are ineligible for

haematopoietic stem cell transplant, and

who have an isocitrate dehydrogenase-2

(IDH2) mutation confirmed by a validated

diagnostic test.

Wik - &

The recommended starting dose of Idhifa




is 100 mg taken orally once daily. It is
recommended to treat patients for a
minimum of 6 months to allow time for
clinical response and to continue treatment
until disease progression or unacceptable

toxicity.
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(1) EIEAILERER, Y EERBRE TR D AFECERE L ORI

< RO IRR T1E (BB AR R IR I SE) | MsRAE . TR - o % o e Bl
D WM & >

1) PubMed (23T, ”Enasidenib”, “AML”, “trial” OMEEZ AW THE
Ni-imEo 25 @X O HF )5, Enasidenib O BgKRFERICESHE L 7= 3 s X &2 i
L7,

<A BT D Bl IR AR S >

1) Enasidenib in mutant IDH2 relapsed or refractory acute myeloid leukemia.

Stein EM, DiNardo CD, Pollyea DA, Fathi AT, Roboz GJ, Altman JK, Stone RM,
DeAngelo DJ, Levine RL, Flinn IW, Kantarjian HM, Collins R, Patel MR, Frankel AE,
Stein A, Sekeres MA, Swords RT, Medeiros BC, Willekens C, Vyas P, Tosolini A, Xu
Q, Knight RD, Yen KE, Agresta S, de Botton S, Tallman MS.

Blood. 2017 Aug 10;130(6):722-731. doi: 10.1182/blood-2017-04-779405.° (CH#k 5)

- B T/11 A WY - HEIOREER (AT )
- %G 0 18 kLA B DR (19-100 5%, F1 A 70 5sk) TDH2 28 22 5 5 66 M M 5
239 A (AML 213 A, MDS %% Dt o5 #EMEE S 26 N)
- Fe 559 0 1 B 1[E ((50, 75, 100, 150, 200, 300, 450, and 650 mg) .
t L <12 (30, 50, 75, 100, and 150 mg) NiR#ES , 20956, 1 H 1[H
100mg Nk 5- %517 7= R/R AML J2F 1% 109 A,
- FEFHEE -

1. ZEMBIOUAEMN : AEFERLEZOHEE

2. WKNMEBIOE IIHARBRICBT > E#ES &

3.  ERRZNE (IDH2 2 B B51ME R/R AML (B3

- BEE . HEBHERBR T, ~HH70 O 55 50-650mg OFPHN T, &K
Ml ElZE LR o 7o, SEWENHE - 34 ) FIBLR B L O MR OBLA LV,
JLR=AR— NI 1 H1E100mg Wik G Tz, 7 L— R 3L EOFEITEH
X, mE YA E U miE (12%). B BEEERE (T%) Tho7-, IDH2 4 5%
R/RAML (176 N) &3 %, X TOEKAIMNEFH 2R ORNRIL 40.3%. FF
eI O IfEIL, 5.8 » A Th o7, EADOEMIZ, BEEMGIZ D722V EA
MIFEHMIE Db EFHBE L TWie, AFBIRORREIZ 9.3 » HTHY ., £D 5
b, SEREMAEEMR LT 34 6] (19.3%ICBWTIiX, AFEHEOF i 19.7
y ATHoTz, LEORER IV EH S, 17T 2 EFHHIECAISHED IDH2
BAG T2 B RIR AML B3 12%f 3 5. Enasidenib O 513, AAEMEIC
BV, BEDPOEHRIREIETHD EmO T, B, ZOREE 51T T,
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KETIE 2017 47 8 H I IDH2 ZEFE A R/R AML (29" % Enasidenib O
73 FDA 7&K 7=, www.clinicaltrials.gov (NCT01915498)

2) Molecular remission and response patterns in patients with mutant-IDH2 acute
myeloid leukemia treated with enasidenib. Stein EM, DiNardo CD, Fathi AT, Pollyea
DA, Stone RM, Altman JK, Roboz GJ, Patel MR, Collins R, Flinn IW, Sekeres MA,
Stein AS, Kantarjian HM, Levine RL, Vyas P, MacBeth KJ, Tosolini A, VanOostendorp
J, Xu Q, Gupta I, Lila T, Risueno A, Yen KE, Wu B, Attar EC, Tallman MS, de Botton
S. Blood. 2019 Feb 14;133(7):676-687. doi: 10.1182/blood-2018-08-869008. 7 (3L
Bk 7)

FERER R B (NCT01915498) D i i fiMTHE B A& £ L i 3L,

R HEB9IZ 345 o> IDH2 28 25 R/R AML #5728, Enasidenib 100mg (1
A 1FEWNR) CTHEEINE, BEFEHO T REIX 68 % (19-100) THYH |, 24
B (19.6%)7° CR ZiER L. 19 AN10.3%) N [RGB A2 1T. 2EDRIT
38.8%. AHFWIRI O RAEIL 8.8 » A Th o7z, VR, AHFERT, BRprE
RE2FFOBREM (IDH2 R140 £HE L R172 BR)TER T 2ehoT2, 2. H
B (37.7%) ., TRIMLFHERISH] (837.5%), FEFRIMLFIEIERILH] (43.2%)
W, BRRICERIL 2 -T2, 66 A(43.1%) O B MR i BR i i FEHR 77 & 72
D, 53 N (40.2%) D B3 3 /Mg I IEIK AT & 72 o 7=, miEF O 2HG L)L
DK TiX, IDH2 R172 ZEEGMHI T CR ZEK LIZEBE CHE TH- 7=, £
7o, B IDH2 £2H 7 o — > OEKIT CR EBE L T\, 4 345 fild 9
L, HEOEN-T 7 L— R3LULEORWERIL, eV LvEe M (10%), I
NI (T%). B MRS VIERRE (6%) Tho7-, U EDOREREIY, E£455
X, D L <X, 17T 2 e B R o IDH2 B5 28 B 5 1ME R/R AML
B IZxtT 5, Enasidenib O Ffeft 513, AEMITEN, 0 T FEMRZ H
FECEDIREIETH D EiEmS T T,

3) Enasidenib, an inhibitor of mutant IDH2 proteins, induces durable
remissions in older patients with newly diagnosed acute myeloid leukemia.
Pollyea DA, Tallman MS, de Botton S, Kantarjian HM, Collins R, Stein AS,
Frattini MG, Xu Q, Tosolini A, See WL, MacBeth KdJ, Agresta SV, Attar EC,
DiNardo CD, Stein EM. Leukemia. 2019 Nov;33(11):2575-2584. doi:
10.1038/s41375-019-0472-2.

LECERAR SR (NCT01915498)D 5 B, )R8 AML B IZHE A Z YT, 7 fiF
M 217 - 7= G

Enasidenib BE#l#% 5 (1 H&® 7= 50mg 1 #1; 100mg 29 #i; 150-450mg 9 #1)
X7z 39 il IDH2 BEtEWI% AML BF BT 5. BIREZFM L, BF
el O AL 77 5% (58-87) T, 23 il (59%) > MDS %5 D JeA7 9 2 & Mgl
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JZE B IEGE L7- AML T& - 7=, Enasidenib O 1E#E YA 7 VO i1 6 [A]
(1-35) Thot-, HEOEmN > TRIER (271 —FR) X, &V e VIMiE
(31%). MR (23%). HWH KL, BHRBE, ¥Z (% 18%)THH, /L — R 3L
EoifmERA X 8 il (21%) 12RO, 7 L — R 3L EDOEYEITRO 2>
7oo RF 12 B CEDZME L (F2h%E 30.8%). 761 (18%) 2378 25 R % FEAK
L7, BIEWIMOPREIX 8.4 » AT, BOFHITHE TCE Zedolz,

EEROAGFHMO PRI 11.3 » H Th o772, FHNZEB W TR AT
DHRYAEEBETEX o lz, LEORER I EH oI, 8] M8 ARE
DS & 72 B RIS m ik IDH2 28 2 50 AML 2% L T # 0 Enasidenib
DIEFRIL, AR TOREZ L ARICT HAERIBEIETH D LimoT 72,

< BARIZE T D KRR BRE >
BRI

MICH-GCP #HLO KRB ICOWTIE, TOFRET L &,

(2) Peer-reviewed journal DR, A % - 7 F U T ZEOHEIRD
1) Single-agent and Combination Biologics in Acute Myeloid Leukemia

Guillaume Richard-Carpentier, Courtney D DiNardo. Hematology Am Soc
Hematol Educ Program. 2019;2019(1):548-556.8 (3T ik 8)

“Both IDH1/2 inhibitors are well tolerated, and they function wvia
differentiation and not myelosuppression, which allows recovery of blood
counts without an intervening period of aplasia, resulting in reduced rates
of infections and febrile neutropenia compared with expectations with most
salvage chemotherapy options”

IDH1 f%EHA|, IDH2 BRFAI L b2, BEMES & < BREmSl 2 & 7276k
BREE R AR O S ZEET 5, 16> T, BN EOBIE R < H il
18 % 7 % T2 8, 18 % O BARAL FIRIET e~ CTRRYLE & 58 BV 4T 1 BRI i
Z[PlRETE D,

G
G

(3) ZHREFEE~OFEHERGIK E L TORENRN
<A BT D HBREFE >
UptoDate (https://www.uptodate.com) 2020 £ 7 H 1 H %%

e UpToDate: Acute myeloid leukemia: Treatment and outcomes in

older adults (F## AML IZX%9 5 18%)



https://www.uptodate.com/
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“Favorable/intermediate prognosis:
Other acceptable treatment options include ivosidenib or

enasidenib for patients with an IDH1 or IDH2 mutation,

respectively, clofarabine, and other agents.”

T 1% RAFRE - PEREREICKR LT

Ivosidenib (IDH1 A % AML) % L < % Enasidenib (IDH2 % ¥ AML)
CEDIRWA T a v LTHRS RS,

“Adverse prognosis - For patients with adverse prognostic features
of AML, we offer ivosidenib or enasidenib (for patients with an

IDH1 or IDH2 mutation, respectively), decitabine, azacitidine, or

supportive care alone.

THAREEICIR L T-

Ivosidenib IDH1 Z ¥ AML) . % Enasidenib IDH2 £ AML)., 7
VEAE U THEIFIATIDEHE, b L ITMBRERHIE SN
Y

“Medically frail patients —
In case of IDH mutant AML, ivosidenib or enasidenib are

alternative options.

HHE OACFIFRED L WIS LT

IDH Z 5 AML (Zx L CTix. Ivosidenib IDH1 Z % AML) .
Enasidenib (IDH2 Z % AML)IZ X 2 i6E 03RS 5,

Alternative remission induction approaches —

There is no consensus regarding a preferred alternative to 7+3
therapy for remission induction, nor how to select patients for such
treatments.

il D FE AR APRVEIZEA L C-

W O T+3 GG ANFIEII D DIRRE. E0 X9 2BEITRTRR
BB NE 0, IZET DB AR,

Enasidenib — For AML that has a mutation of IDH2, we consider
enasidenib an acceptable off-label treatment for patients of
intermediate medical fitness who seek remission induction
therapy.”

IDH2 % % &% AML 2% L C, Enasidenib if¥ 1%, /& sMEH T
TH 20, BABHEAFRIECLT L HES TRWEFRITR LT,
HMLTHLRWEEZ S,

10



e UpToDate: Acute myeloid leukemia: Induction therapy for acute
myeloid leukemia in medically-fit adults

“For patients who are not medically fit for intensive treatment,
acceptable treatment options include lower intensity therapies,
such as azacitidine, decitabine, or low dose cytarabine, any of which
can be administered alone or in combination with venetoclax
(inhibitor of BCL2); IDH inhibitors (eg, ivosidenib, enasidenib); or
other targeted therapies (eg, glasdegib)”

5 ) B AR N E R E O s TR W IR LT, ME D5 WR
W, ThbbTHrFUr FTyEEY KARYVZ I BV, HLL
IZ IDH FH# %] (Ivosidenib, Enasidenib) A, H LI 7 T v
7 A (BCL2 BHEH]) L Of0fH. B LOMLOS FEERRE (77 27
=7 E) PHREIND,

<HARIZBT DHFEE>
1) 2PEEREME R mE O FERER . G5 S F B AR TS

#6107 & 7 5 2018 4F)
“Enasidenib %, A% IDH2 (Zxf L CGERRMEDOEWHEAITH 5,
B3 - HERMED AML Z x5 & U2 RS VI FERBR 05 R, CR
il 26% % & 1 38.5%DIEFNC BN TIHENENRO bz, EH
4 ~_X Z L2, Enasidenib (21X AML #ifia o 4 Bk~ D 55 AE
WY, 12%DRERFNIZI VT APL IZH 1T 5 ATRA 6% & [ D 5
{LIEBEREN A U2 & TH D, Enasidenib (FHAI & L ToOH M
EHEMENER S, FDADNOARZZ TN, BUE, {LFRE
E DRI FICET 2 KRR A FE I TWD”

(4) ZEUTMBEOBIEA A N T A ~OFLHRDL

<WHMZBIT DA RT A4 F>
1) NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
Acute Myeloid Leukemia Version 3.2020 — December 23, 2019

AML Age>60y Treatment induction (AML-6)
60 7% LA _E o ElinE o TR AR E

Not a candidate for intensive remission induction therapy or declines.

11
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IDH2 mutation positive:

Enasidenib or low-intensity therapy (azacitidine, decitabine) or
Venetoclax-based therapy in combination with azacitidine, decitabine, or
low-dose cytarabine.

60 LA E DR AN AML T, MAREHEANFIEOBEIS TRV, b LTEHE
DS L72%4A, Enasidenib & L < iE, KRERE (T, 74
EY) bL<IE. RN T w7 RETH TV T E D LLILEH
wmY X T L DB & HELE,

AML Age>60y post induction therapy (AML-9)
60 sk LA b oD = OO AR SR A

e Previous lower-intensity therapy

e Bone marrow aspirate and biopsy to document remission status upon
hematologic recovery

If response were confirmed:

Enasidenib until progression IDH2-mutated AML) or Ivosidenib

(IDH1-mutated AML) until progression.

KR ORI T, BRI, BMER TR ZHALIZHEE.

Enasidenib (IDH2 £ % AML) % L < iX Ivosidenib (IDH1 £ % AML)IZ X

DR %, REBOWEEE D E THET 5.

Therapy for relapsed/refractory disease (AML-H)
B AML 1254 A 159E
e Therapy for AML with IDH2 mutation

Enasidenib
IDH2 Z 8 24+ 2% AML (2% L Tix. Enasidenib Z#4E4 2%,

<HRIZBIFATART A FE>
IDH FHEIRIIAR M TRAR TH 7D rdiiL v,

(5) BENEFITIR D AH TORGRK SRR & OEERME HERE (EFC (1) B
2O T

1) 4L

(6) Bt (1) 226 (5) ZEERBEHADZYPEIZHONT

< BEELEE - RITONT >

1) TDH2 Z8 4%, PR O AL ICEBEICRD b s 57, Enasidenib
(IDH2 PHEH) (XA MEITE L, R DL FREIEIZ L~ T IDH2 28 5 AML D fif
IRECRE (R =R EARMERF I, R AH BT | 8 B0 A P BRIV E L il {5k A7

12
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P7p ) ZHEFICEKET 2 ENEAINTZHHERTH D 77, EEE AL
DS & 72 B2 VEL N AML B30, B EEHE AML BBFIZB W TIE, AR DE
RENR D, BHEIGE RDBEFEEICBVTHLHRBN Y hr— L TET,
1 IR~ D RBAT N INEE 7R3 6 23 & 5 2%, IDH2 Z2H AML (2§ %
Enasidenib 1. BLR TITIBEERINE O R WEFIC KA EZ 5 2 5 B 725+
BEHETH D, FEE. KETIE, B UIEERMEO 1DH2 22 B GO AML 38 X
N, B O TR ) TR ANPRIE OIS & 72 5 7e vy TDH2 28 B EGME d AML (2% L T
FDAZKFE SN TW D, S LICEHBEEMIRE AT A K7 A4 (NCCN A KZ A )T
BWTH, IDH2ERAFTHHREB L OR/R AL B3 O E &AL, TR
B HEFFHRIEIZ 1T D Enasidenib OfERH B HELE I N TB Y . ZD%hEE « ZhR D
Blann, REZIRZYTHD,

<HEYEHE - HEIZHOWT>
1) —H—[[\, 100mg Nk 5
2) BEERBMEHZREOROWNLED , JWROMEITE LD D F THER
5.

KEOHRM CE, RBEEITHTOMAIE OFHBEEOSFESE 11/111 AR
(NCT03839771, NCT03515512, NCT03728335, NCT03744390, NCT03683433) 7 1
Fa—icBF & GIEICEAT, ERRORAE - REDNEY THLEE LN
éo

< BRI ST Iz o\ T >

1) FF¥E T #EEAME D IDH2 28 BpGME o 2k 861k A s

2) iE OIS ERRE AL OME S & 72 S 22 IDH2 A RGN o Sk E I B
197

3) kEFE1) 2) kv, BHEBRDELE. RBOEITERD D E TOEM
N MERHIR L

4. Fhi9 ~ & B O R é: %ODJi%?

1) EEREEHNESITICEIT 5. Enasidenib OFNE « Z2MEiXE ICE
Hé%\@@ﬁuumﬁﬁﬁfﬁﬁiéhfkw RKIIZB T HEERABRIILT L4
T W EE xS, BIEEWTIL., Enasidenib (2B U 7- R R - 155k
IZFEL7Z2W=8, IRIZH AR ANIZEIT D Enasidenib OZ 22742 DT
IV, BRETEE MO IDH2 ZRGMED AML, b L < 138 O R ) 5 fif
NIEVE DS & 72 5 72y TDH2 28 JEG M AML (2%t LT, FDA DA 3CE D Mk
& (Enasidenib 1 H 1 [8] 100mg & H#& 5, EEREMEHZRD 20N E
D, RBOEITEHE DD E THEES) ICETTI0HIRED/akR— KT

13
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T~ & Th 5.

5. f§#&

< ZF D>
1)

1. Ward PS, Patel J, Wise DR, et al. The common feature of leukemia-associated
IDH1 and IDH2 mutations is a neomorphic enzyme activity converting alpha-
ketoglutarate to 2-hydroxyglutarate. Cancer Cell. 2010;17(3):225-234.

2. DiNardo CD, Ravandi F, Agresta S, et al. Characteristics, clinical outcome, and
prognostic significance of IDH mutations in AML. Am J Hematol. 2015;90(8):732-736.

3. Papaemmanuil E, Gerstung M, Bullinger L, et al. Genomic Classification and
Prognosis in Acute Myeloid Leukemia. N Engl J Med. 2016;374(23):2209-2221.
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