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ARmAML’ﬂ#éWmmmm@@%ﬁJDA%M%xftoé% N

FIAHRBOIERK 2R — & LT, 31 #lOYFE AML JEFIZ 5t 5 HA
f@ﬂ%ﬂ&ﬁémcmmm S 42.4%, FEIBLEEHIR 235 » A T, EY
AWM 126 » HE @R L7725 ZORRKRE S &1, 2019 4 5 HIZ 75 %

PLES U<, lE 58 ) TE MR ARETE O IS TR WP A AML 125t
9% lvosidenib DAY FDA AR Z%F 7=, 728, RIR AML IZX73 %
Ivosidenib @ European Medicines Agency (EMA) #AFICEI L TiL, 2020 4
AKIZIZ EMA @ CHMP (Committee for Medicinal Products for Human Use) &
DRMRFEEREINDTETH D,

R/R AML (2% % lvosidenib OfEH (Azacitidine & OOFH & &) 1%
K [E @ National Comprehensive Cancer Network (NCCN)D %A K7 A
(Version3.2020) (233 T, 60 &k LA b oD 5 77 B fif 8 AP 1k O3 i T 72 0
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FDA-approved test in:
« Adult patients with newly-diagnosed AML

who are > 75 years old or who

have comorbidities that preclude use of

intensive induction chemotherapy

« Adult patients with relapsed or refractory

AML

ik - H& 500 mg orally once daily with or without food
until disease progression or unacceptable
toxicity.

e Avoid a high-fat meal.
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3. HENFITHRDLENI DRI « fREFIZHONT
(1) BEAED(RGABR, RYEREREBRTEITFR D AR E L TO WA IRTL

<ICHRORRFETTiE (BSR OB ISR )« BSREE R . STHK « &5 0% E
i DB S >

1) PubMed (23T, "Ivosidenib”, “AML”, “trial” OMEFEL HWNTH L
oD 25 FXX O F 6 | Ivosidenib O il PREER I BIE L 72 fm S &2 il L 72,

<YFHMZ I T 2 Bl IR A R 5 >

1) Durable Remissions with lIvosidenib in IDH1-Mutated Relapsed or Refractory
AML. DiNardo CD, Stein EM, de Botton S, Roboz GJ, Altman JK, Mims AS, Swords
R, Collins RH, Mannis GN, Pollyea DA, Donnellan W, Fathi AT, Pigneux A, Erba HP,
Prince GT, Stein AS, Uy GL, Foran JM, Traer E, Stuart RK, Arellano ML, Slack JL,
Sekeres MA, Willekens C, Choe S, Wang H, Zhang V, Yen KE, Kapsalis SM, Yang H,
Dai D, Fan B, Goldwasser M, Liu H, Agresta S, Wu B, Attar EC, Tallman MS, Stone
RM, Kantarjian HM. N Engl J Med. 2018 Jun 21;378(25):2386-2398. doi:
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10.1056/NEJM0al716984. (3CHik 4)

- 55 1 FHAH &Y - H 2R
- kPG 18 LA E DR (18-89 k., HHLAE 68. 0 &%) IDH1 25 555 - i P e 355
258 N (AML 242 A, MDS %% O OB #iTEEE 16 A)
- ¥ 551k - — B —[B] 500mg W AR5
- BEFHGEE

1. ZEMBIOEAMN  AFEFELLEZOHE

2. WARMEBIOE IIHRBRICBIT 2 EEKLS &

3.  EEARZE (HEWH- - HEJKars— o955 —H 500mg &5 Sz

R/R AML (%)

- W . 258 NIZBIT B ZEZEMENFHE S 4Lz , Ivosidenib HiAIHR 52XV
179 A® R/R AML EF&FIcE W T, »72< b3 AU LT L— 3L ERIZ
BOT-EIERIZ. QT IEE (7.8%), AIMIFE LR (3.9%), Al (2.2%).
M/ (3.4%). BEIMEREE % (1.7%) TdH - 7=, Ivosidenib HFIF 5 K
ShE A MF L7z 125 Ao IDH1 2% R/R AML 5 &, & [EIE % £ 5 524 S iR
(CR)FB L O ML — B [E11E & 1 © 522 (CRDZFB D - AEHIE 30.4%,
CR 1% 21.6%. &FHEIT 41.6% Th 7=, /-, R oFREix, <
NEN827H, 9347 H, 65, ATHoTm, 51T, Wl IEKIFIL 35%ITF8
DB, IRERDIZBE T, BORNo - BEITH AN TRRYE, BT
R ER D E O FEESE E N A ZIK o 7=, 34 A CR/ICRI D 5 H 7 A(21%)1Z
BWT, PCRIZL Y AML HkDZE R IDHL #5233 H SN2 Wiy +3#E
RGN, LEOREREY, £F 51X IDH1 B5ZE %% 675 R/IR AML
B IZxT %, Ivosidenib @ 1 H 500mg D WAREL 5-1%. i i FE 4 17 ME S B 15
TE, MKF 7 EMRHER (— 20 FFNEMR) NED DL, BEeRIRHEIET
o EREmO T, B, TORRE ST T, KETIL 2018 /7 AIZHK A R/IR
AML IZxt3 % Ivosidenib O F 2% FDA /KR % % 17 7=, www.clinicaltrials.gov
(NCT02074839)

2) Ivosidenib induces deep durable remissions in patients with newly diagnosed
IDH1-mutant acute myeloid leukemia. Roboz GJ, DiNardo CD, Stein EM, de Botton
S, Mims AS, Prince GT, Altman JK, Arellano ML, Donnellan W, Erba HP, Mannis
GN, Pollyea DA, Stein AS, Uy GL, Watts JM, Fathi AT, Kantarjian HM, Tallman MS,
Choe S, Dai D, Fan B, Wang H, Zhang V, Yen KE, Kapsalis SM, Hickman D, Liu H,
Agresta SV, Wu B, Attar EC, Stone RM. Blood. 2020 Feb 13;135(7):463-471. doi:
10.1182/blo0d.2019002140. (3CH#K 5)

FREEE R ER (NCT02074839)D 5 &, )% IDH1 A% AML THEHER) 7258 /)
B RE AEIE O S TRV 34 N2k 5 | Ivosidenib B 5 05 5 & #ih .
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BEFRO P RAEIX 76.5 5%, 34 AD S H 26 A(76%)1% 2 k% AML T, 16 A
AT T H MDS IZxf L T A F AR ER 2 &5 SN TRERH o T2, F
JEME D@ oo BIERIE. TH (53%), KI5 (47%). IEE (38%). BAKIH
B (B5%) TH 7=, AMFESLIEBRE L 6 #] (18%, D H>HL 7 L—K3LE
X 3HNICRO T DD, IRETFWOMLE T/ -7-, CR/ICRh #iX, 42.4%,
Z® 5 H CR HiX 30.3%, CR/CRh & CR O£t 1R O SfEix, — H#B o EH]
THHENS ML TV Do, B TE 9, 61.5% (CR/ICRh) 8L 77.8%
(CR) 723, JB¥EML 1 4F ORE L CHR MR & HEFRr, BRI O F iy 23.5 » A T,
EAEFRBO R RMEIT, 12.6 » H TH o7z, IREINCEHIIKE Th - - BE
21 ADH 5, 9N (42.9%)08, 1B ZICEIMIEKTE E /o7, LEX D EH
51%. Ivosidenib HAI# 51X #)% IDH1 £ 8 AML (2% L T. FHAM 0 &gk
FR& | mIEKENLIAD D, BRIRIBEIETH D EimoT 7, k. AR
BR O FRIT OFEFRIZHESE | 20195 HIZ 75 LA Ed L <X, W% D5/
B AR AR E O I TR WHIFE R A AML (%9 % Ivosidenib ®ff 7% FDA
KR xE= T,

< ARIZBIT D iR R BRES >
ML

KICH-GCP MO KR ICHOWTIX, ZOFRHHT D &,

(2) Peer-reviewed journal D#RFE, A & « 7 F U v REDOHE RN

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):548-556.6 (3C ik 6)

“Both IDH1/2 inhibitors are well tolerated, and they function via
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 FLEAI, IDH2 EAE bic, AN E < Bk 2 s 29 itko
BREL R AMRO ML EHET 5, (&> T, FHAEOBEBIER Bl
1] % 72 2 T b 18 DO RERAL FIRE T e~ TRGYE & F8 BWE 47 o BRI JiE &
[T E 5,

(3) #REFE~DOFERER RIS L TORERN

<2k T D BoRL 5 >
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UptoDate (https://www.uptodate.com) 2020 4£ 7 H 1 H R

UpToDate: Acute myeloid leukemia: Treatment and outcomes in older

adults (F#EE AML 12X 3 5 15%)

“Favorable/intermediate prognosis:
Other acceptable treatment options include ivosidenib or enasidenib

for patients with an IDH1 or IDH2 mutation, respectively,

clofarabine, and other agents.”

TR EAFRE - IR L C

Ivosidenib (IDH1 Z % AML) % L < /X Enasidenib IDH2 2 % AML)
Wk BWEEA T a Ll LTHERR SR D,

“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. “

THAREEICK LT

Ivosidenib (IDH1 Z ¥ AML) . % Enasidenib IDH2 Z % AML), 7 v
gy, THCF UL LBE. b L IIMMBRIESHER SN D,

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

options.

W OACTFIFRED L WEE T LT

IDH % ¥ AML (2%} L TiX, Ivosidenib IDH1 & % AML) . Enasidenib
(IDH2 5 AML)IZ X 2R R S 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.

i oD B MR ANSFREEIZE L C-

W D T+3 FIREBEARIE D DIEFE, EO X5 2BFEITRERKE
BT~ Tz 230,

Ivosidenib — For IDH1-mutated AML, ivosidenib monotherapy is
well-tolerated and can induce durable remissions and
transfusion-independence.
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IDH1 Z ¥ 5#E AML I2%F L T, Ivosidenib HAEEIZIEEMIZE .
ERREO M, il IE R ENHIFFTE B,

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)”

98 )RR AN RIE DS TRWEE TR LTI, BMEOHWIRE, T4
bb7Y¥rFrr Fyrery BHEYZ T b LT IDH HE
#l (Ivosidenib, Enasidenib) H#&l, & L < (Z<X%x 27 7 v 7 X (BCL2
FREAD L OfFH. BLXOMO S FIERE (V7727 =771 E) »#
rINn5,

<HARIZBIT DHFBESE>

1) 2YEEREME R RO S FERERE GEH S & B ARNEIFESMEES
107 % 7 5 2018 4F)
“Ivosidenib |3 % IDH1 ##EmM & LZERTHY, BE, LR
IDH1 Bt AML Zxf5 & U7 DI AR 23 60 S AT 5L H i
EAT DRGSR TIX, 29%DEMfE L ZREREEINTEY, -,
enasidenib & [A£k, AML Ml D4FHERK~ OB O BN TV D.
bFRE & OPFHRICET D ERRBRD FE I TN D”

(4) ZaUTMBEOBIEA A KT A > ~OFLH R

<WEHMZBT DHTA RT A4 FE>
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 ik LA b0 & s O E R AL

Not a candidate for intensive remission induction therapy or declines.

IDH1mutation positive:
Ivosidenib or low-intensity therapy (azacitidine, decitabine) or
Venetoclax-based therapy in combination with azacitidine, decitabine, or

10
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low-dose cytarabine.

6 0l LD AN AML T, ) EHEARIEDOHEIS TRV, b L LB
WIS L7e%4A, Ivosidenib & L <&, IREERE (T FVv, T4
V) HLLKIE, RRXR NI T T RETHUTFOU TUAECL LIFEHE
R T e L OB IRIE T,

AML Age>60y post induction therapy (AML-9)
60 sk LA b D & s 35 OO B ARG SR E

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.

KSR DRI T, BRI, BHAER TR 2R L2, Enasidenib

(IDH2 £ % AML) % L < i% Ivosidenib (IDH1 2 % AML)IC & 2785 % . %

B L B D F TR 2,

Therapy for relapsed/refractory disease (AML-H)
BRI AML \ZX1 D159
e Therapy for AML with IDH1 mutation

Ivoisdenib
IDH1 £ % %4925 AML IZ%f L Ci%, Ivosidenib ZH#i4EJ 2%,

<HERIZBTDLTA FT7AFE>
IDH [HFEHIIARFR TRAR TH D72 ORI,

(5) BEENREITHR DA TORKRERAE X OFRMEHFERE (L5 (1) LA
) iz HoNT

1) &L

(6) Lo (1) 226 (5) ZEEXBEADZYPEIZHONT

<BELEHEE - DRI HONT>

1) IDH1 ZRi%., HricEEE o AL ICEHEEICED b D 2% Ivosidenib
(IDHI PHEAD (LRSI E I MR DL FRIEIZ L~ T IDHL £ AML D f IR
FCRE (PR, FARMERF IR . RO E AR B . FE B A P BRIBUDE | i I K A7
728 BHEEICKET D ENEH SN HRERTH D P, TR R AR
DR & 72 B2V AML FBFE 0. R R AML B I W TR, TR 0 @EIR
FERBR S, BAEMEIG &R DBEEZTICBNTCHRENRa L e — L TE T, i
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MMM ~OBITHARNELREENH 528, IDHL £ HE AL 2353 %
Ivosidenib %, Bl CIXIEHOEINBE O o WEE IR 2 5 2 2 A 72 75 1%
B ThH D, FEFE. KETIZOIDHL ZREZF T LA R/R AL BET, @75
L B U <Od, 8 O TR )R RS ANFRIE OIS TR WA AML (2% L T
FDA KRB ENTWD, I HICEHEMRBETA T4 (NCCN A KT A4 )1
BWTH, IDHL BERZ AT D03 L OVR/R AL BE O B8 AL, Sk
HEFFIEIZ BT D Tvosidenib OFEHANHER I N TR, TOWEE - R OB
BN D, RERERYTHD,

<EYHE - HEIZHOWT >
1) —H—[\E., 500mg NRFE
2) BHEREMEAZRDZWHLED JRBOETE AL O DL FE TR S

KEOWA CE, BAEETToOMB L OFHBEEOSFES 11/111 fHR R
(NCT03839771, NCT03173248, NCT03471260) 7' 1 ~ 22— LT BT B ¥ HiE I8
KT, Lo RE - FENBEYTHLIEEZOLND,

<RI E ST Iz oW T >

1) 75 mbh B b U <UL, @HE O EHRE AEE OIS TR W3 ak A TDHI
Boi i AML 2 %3 2 B AR 5 NI E

2) IDHI FEMED I - HEIR RN AML (%83 2 TLff 8 I ik

3) Eft1) 2) kv, EHERDOEEE, RBOEITEZRD S E TOES
BN MR L

4. Efid XEBoOMEL £ 0 HIER

1) BRI LE DITIZHIT 5D, Ivosidenib DAF M « 22X/ BT
5%\%@@ﬁ%5ﬁ§i%fﬁﬁjéhf% n . Zliﬁflﬂf_ﬁ”%) Eﬁ’]%%ﬁ%ﬁﬂi%\j‘b HLET
VWS EZ S, B, BAMICE L TIE. BAEENTHETT O Ivosidenib
L Azacitidine PfEIE & Azacitidine HAAIMEIE DS 11T FMEVE 2 el 3t BR
(NCT03173248: AGILE trial) OfERNSHBICR D REMELH 5,

5. fif#%

< Z D fh >
1)

6. 2% Lk —&

1. Ward PS, Patel J, Wise DR, et al. The common feature of leukemia-associated

12
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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.
4, DiNardo CD, Stein EM, de Botton S, et al. Durable Remissions with

Ivosidenib in IDH1-Mutated Relapsed or Refractory AML. N Engl J Med.
2018;378(25):2386-2398.

5. Roboz GJ, DiNardo CD, Stein EM, et al. lvosidenib induces deep durable
remissions in patients with newly diagnosed IDH1-mutant acute myeloid leukemia.
Blood. 2020;135(7):463-471.

6. Richard-Carpentier G, DiNardo CD. Single-agent and combination biologics
in acute myeloid leukemia. Hematology Am Soc Hematol Educ Program.
2019;2019(1):548-556.
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