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Therapeutic methods and pharmaceutical compositions for treating cancer including a
myeloproliferative neoplasm (MPN), including polycythemia vera (PV), essential thrombocythemia (ET),
and primary myelofibrosis in a human subject are described. In certain embodiments, the invention includes
therapeutic methods of treating a MPN using a MDM?2 inhibitor of Formula (I) or Formula (II).
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METHODS OF TREATING CANCER
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Therapeutic methods and pharmaceutical compositions for treating
cancer including a myeloproliferative neoplasm (MPN), including
polycythemia vera (PV), essential thrombocythemia (ET), and primary
myelofibrosis in a human subject are described. In certain embodiments,
the invention includes therapeutic methods of treating a MPN using a
MDM2 inhibitor of Formula (I) or Formula (II).
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K ahdh) BUOR S oy d IR RAEAS © BT R R B Ok B i
HEEE o 2 A 4 Jacques & AN, Enantiomers, Racemates and

O

Resolutions, Wiley Interscience, New York (1981) ; E. L. Eliel 5&zS. H.
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York (1994) -
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[0055]) &4 {0 A a B AR s 40 oy + & < W3R s M BB A (L &2
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B HPZEEGEE MU TN HEER B - B > SEOENE - AE - &5
T HiEE - BE > IHE - RGN RO NIRRT ) - RIERE
MERE-FERtRE - ONSJE - BRBeRE - B - T8 5E - FIRERE - myliz
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30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg

e

QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg QD -~ 200 mg
QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD -~ 300 mg
QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg QD -~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID * 50 mg BID ~ 60 mg BID -
75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120 mg BID ~ 150 mg BID -
175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240 mg BID -
250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350 mg BID -
360 mg BID -~ 375 mg BID 480 mg BID - fE—&Jif¥|f > MPN{4#EH
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30 mg QD ~ 50 mg QD - 60 mg QD ~ 75 mg QD ~ 90 mg QD - 100 mg
QD - 120 mg QD ~ 150 mg QD ~ 175 mg QD - 180 mg QD - 200 mg
QD - 225 mg QD - 240 mg QD -~ 250 mg QD - 275 mg QD - 300 mg
QD - 325 mg QD -~ 350 mg QD - 360 mg QD - 375 mg QD - 480 mg
QD -+ 15 mg BID ~ 25 mg BID * 30 mg BID ~ 50 mg BID - 60 mg BID -
75 mg BID - 90 mg BID ~ 100 mg BID + 120 mg BID ~ 150 mg BID -
175 mg BID ~ 180 mg BID ~ 200 mg BID + 225 mg BID ~ 240 mg BID -
250 mg BID ~ 275 mg BID ~ 300 mg BID - 325 mg BID - 350 mg BID -
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30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg
QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg QD -~ 200 mg
QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD -~ 300 mg
QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg QD -~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID * 50 mg BID ~ 60 mg BID -
75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120 mg BID ~ 150 mg BID -
175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240 mg BID -
250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350 mg BID -
360 mg BID -~ 375 mg BID 480 mg BID » HEEMPN{%&#EE H 1L T 2HEL
ZEE RS g M ERME B MR (CNL) ~ & MERE L mERE 5 MR - 18
Mg g8 B iz A g M B mw (CMML) ~ JE s R MEfe 1 g 1t B MR
(aCML) ~ 4 555 38 B AZ sl B 1 5 i IMML) ~ =0 OF &1 1 BRORE 5 B
(HES) K FEA IR & s R M EK K /MRS 2% 2 B i 5~ B/ F g £ ME
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A R Z MDM2 I HI B B H B8 45 82 Enl 22 Z BV B © 15 mg QD »
25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75 mg QD ~ 90 mg
QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD -~ 180 mg
QD ~ 200 mg QD ~ 225 mg QD -~ 240 mg QD ~ 250 mg QD -~ 275 mg
QD ~ 300 mg QD -~ 325 mg QD -~ 350 mg QD -~ 360 mg QD ~ 375 mg

QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
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60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID - 360 mg BID ~ 375 mg BID k7480 mg BID -

[0107) HE—EHEHIT - ASFEFGH —HEa R AR Z R #1558
etz Uy7A > HEEDIEEE M DU T E R BV £ [F 2 N EEHR A
& Z MDM2 Il Bl el Ho B 42 52 F ] <2 2 BRRYZPBR ¢ 15 mg QD ~ 25
mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD -~ 75 mg QD ~ 90 mg QD -
100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg QD ~ 200
mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD ~ 300 mg
QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg QD -~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID * 50 mg BID ~ 60 mg BID -
75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120 mg BID ~ 150 mg BID -
175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240 mg BID -
250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350 mg BID -
360 mg BID ~ 375 mg BID 52480 mg BID -

[0108]) H—EHEHIT - ARG —Ha R A 2 B4R
W2 RE R AR AR AE(E(PVIRME) 2 504 - Ha & DUEE B i DU T s 2 BEEY
Tl A % A\ IR LA A A8 2 MDMR2 {17 e H B2 24 2 a7 2 B A
FEE 015 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75
mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg
QD -~ 180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD -~ 250 mg

QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD -~ 350 mg QD ~ 360 mg
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QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID -
50 mg BID -~ 60 mg BID ~ 75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120
mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225
mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325
mg BID ~ 350 mg BID - 360 mg BID ~ 375 mg BID 480 mg BID -
[0109) HE—EHEHIT - ARG — G A Z RS/
R 2 RER B B (E(ETIRMF) 2 J57% - HE & IEEE DL T aH R B
T B (1 22 AL B AT 5 B MD M2 I o HL B8 858 [ 6 7 B
Fy 8 ¢ 15 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD -~
75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175
mg QD ~ 180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg
QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD -~ 350 mg QD ~ 360 mg
QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID -
50 mg BID -~ 60 mg BID ~ 75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120
mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225
mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325
mg BID ~ 350 mg BID - 360 mg BID ~ 375 mg BID 480 mg BID -
[0110] HE—EHEHIT - ARG — G A Z RS/
R ZE(ET) 2 )57k » HAE & LU i DU T H R Z BERY B B e A\ A ek
AR R E ZMDM2 I HI Bl B B 82 52 F o] 522 Z BV P BR © 15 mg
QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75 mg QD ~ 90
mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg

QD ~ 200 mg QD ~ 225 mg QD -~ 240 mg QD ~ 250 mg QD -~ 275 mg
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QD ~ 300 mg QD -~ 325 mg QD -~ 350 mg QD -~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID - 360 mg BID ~ 375 mg BID k7480 mg BID -

(0111]) fE—FEH G T - AEFIFHRRBE R —fIGHE AH ZMPN 24
& HESLIEEm I THE BN E [z NRRIEFRANEZBE
MDM2IHIF e H Be 8852 Fu] %2 2 B0 ZdHEYIRYF R ¢ 15 mg QD ~ 25
mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD -~ 75 mg QD ~ 90 mg QD -
100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg QD ~ 200
mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD ~ 300 mg
QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg QD -~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID * 50 mg BID ~ 60 mg BID -
75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120 mg BID ~ 150 mg BID -
175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240 mg BID -
250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350 mg BID -
360 mg BID -~ 375 mg BID 480 mg BID - fE—&Jif¥|f > MPN{4#EH
LT B © EMEALMERE ZE(PV) ~ FRadE(L - ST a i
b~ /MRS 2E ~ [REMEMm/ MY 2 RE(ET) ~ Rt g st - =25
PERE AR SHAEIE 2 E (SM) ~ 18 MERE oM 5 mEKME B % (CNL) ~ F#E# s F
FUE =B (MDS) & & S MEAE R QHAEIR (SMCD) » £ —& 65 » MDM24]]
HE B2 (DA AD ZAEEY) » AL—EHE T - MDM2IHI B (%58 5 i 2L
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T ZE  MEEY ~ RADIE&Y - RG7388 ~ & A BENHE
HDM201 - RG7112 - CGMO097A - CGMO0970B - SJ-172550
SAR405838 ~ MI-773 + MX69 - YH239-EE - RO8994 - Nutlin-3 -
Nutlin-3a ~ Nutlin-3b - /#2210 + NSC59984 + CHEMBL2386350  MK-
8242 - DS-3032 » DS-3032B + APG-115 ~ MI-1601 F 5% @86 |- 0] 257
8o fE—EhfH - MDM2HIGIEGEE S h A N2 B - (D TEE
o~ = (D) {E & % - RG7388 + HDM201 - RG7112 + CGMO97A -
CGM0970B - SAR405838 + MK-8242 ~ DS-3032B + APG-115 ~ MI-1601
K BB R 52 bl fisz B o AE—EHafIH - B a5 5 8 h R &S
B4 (L (PMF) ~ EMEAT M ERBY 2 E 1% 5 Ba S 4 (L (PVIEMF) K JR & M 1
/NS S B RS (L (ETIEME)AH R B « L —E A1+ - FHEEME
B8 48 4 (L (PMF) % 288 B @i 4 (L AT B/ 5 B PMUF K B B8 4 4 {C BHPMIF4H BK
ZE AL —EAIH 0 MPNAZEEH LA N2 B 18R M E M BK
MEE M (CNL) ~ P8 Mg (FATm R M 3 w1805 88 A 4l RE M 3 s
(CMML) ~ JE S AIPE S 145 38 ME B MR (aCML) ~ 4 520 5 58 BE i 4l A M
H s (IMML) ~ &5 GF &L I BRE [ BF (HES) K A A BRI & #8 A i BK K 1
INREE % 2 B R E N B/ RENY £ E B (MDS/MPN-RS-T) -

[0112] fE—EMHIF » AFHGEN —EEGHEABE ZMPN 2
% HAEELPUEE ML ME C BRI & Haz MR FERANE L Ba
MDM2 I B e H B 82 22 | o] 87 2 B8 2 2HEPIHP R - 15 mg QD -~ 25
mg QD - 30 mg QD * 50 mg QD ~ 60 mg QD - 75 mg QD 90 mg QD -
100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD - 180 mg QD - 200

mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD ~ 300 mg
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QD ~ 325 mg QD ~ 350 mg QD ~ 360 mg QD -~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID * 50 mg BID ~ 60 mg BID -
75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120 mg BID ~ 150 mg BID -
175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240 mg BID -
250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350 mg BID -
360 mg BID -~ 375 mg BID 480 mg BID - fE—&Ji{¥|f > MPN{4#EH
LA TR B © BMEALMERE 2 E(PV) ~ B REAHAE (b R R 38 1 /M~
ZE(ET) » AE—EHEFIF - MDM2HIHE &= (DD Z b &) - f£—
BEHEBIF - MDM2HI G %88 5 m LU N2 8 - SDEad ~ 2dD1(E
&%) - RG7388 ~ & N N s ~ HDM201 -~ RG7112 ~ CGMO097A -
CGMO0970B ~ SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE -
RO8994 - Nutlin-3 - Nutlin-3a ~ Nutlin-3b -~ E{E =11 - NSC59984 -
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 e B #2582 F o] 97 2 B8 o f£—EHE B 5 - MDM2H]H]H| (% 58 5
UM 2B - AAD{eEa® ~ AdAD({EEY) ~ RG7388 ~ HDM201 -
RG7112 ~ CGMO0O97A ~ CGMO0970B -~ SAR405838 - MK-8242 - DS-
3032B ~ APG-115 » MI-1601 fr HLE 8852 E o[~z 2 B8 - A —EHE B+ >
B B e (bR 8 B i R M R A (B (PMF) ~ EMEALMERE % fE1R 38
(B (PVIRME) K JR 33 ME M /NMROE ZE & B S8 S 4E (L (ETIRMP) & Rl 2
BE o AL —EHEOI T - R 3R E R 8 4E (L (PMF) {558 B i 84 (b A 301/ -0
PMF K BR B G 4 (L RIPMFZH R 2 BF - AL —EEfI T - MPN{REEE LT
SRR 2B ¢ 18 MERE M B M ER M B M9 (CNL) ~ 18 MERE 0L i B ME 5 1
A~ e R Bzt B MR (CMML) ~ JE s RIEAS Mg g8 1 B A
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(aCML) ~ 4 55 58 B AZ sl B 1 B i IMML) ~ S0 OF &1 1 BRORE 15 B
(HES) K FEA IR & s R M EK K /MRS 2% 2 B i 5~ B/ F g £ ME
8 (MDS/MPN-RS-T)

[0113) fE—BHHIF - AFFFREEN —HER A Z BB mER
VEZIE(PV) 2 7% » HAEELUEH f LU N BERYRE 2 7 32 N RIEBUA
B NE < & MDM2IHI R s B 8252 Fnl 22 2 B8 2 dH Wy D B
I5 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD -~ 75 mg
QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD -
180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275
mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD ~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID ~ 360 mg BID - 375 mg BID 2480 mg BID - {£—& | -
MDM 23 B £ A (DA AD ZAE &P - AL —EHEHI o - MDM2HIIHIH %
BEEHMEL TR - ZADEEY ~ AADEEY) - RGT7388 ~ E LR
fis -~ HDM201 - RG7112 - CGMO097A - CGMO0970B -~ SJ-172550 -~
SAR405838 -~ MI-773 ~ MX69 ~ YH239-EE - RO8994 - Nutlin-3 -
Nutlin-3a ~ Nutlin-3b ~ &{&E3£1H - NSC59984 - CHEMBL2386350 + MK-
8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-1601 f; HLEZ &2 E8 | o] #3747
LB o AL —EHE BT - MDM2HIHI R (%58 5 i DL 2 B - A(D{Ee
7 ~ A AD{E & % ~ RG7388 - HDM201 ~ RG7112 -~ CGMO097A -~

% 38 HEWHRIE)

C241117PA docx

110132121 FEESE A0101 1102047592-0



202146387

CGMO0970B ~ SAR405838 ~ MK-8242 ~ DS-3032B - APG-115 ~ MI-1601
F H B EEER B ulRErz 2 B -

(0114]) HE—FHEHIT - AFEGH —HEa R AR Z R #1558
etz U77k > HEEDIEEE m U T E R BF R £ (752 AR EE R A
WEZEEMDM2HIH B s KB 822 F o2 2BV HE VI ER © 15
mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD -~ 60 mg QD ~ 75 mg QD -~
90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD -~ 180
mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg
QD ~ 300 mg QD -~ 325 mg QD -~ 350 mg QD -~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID ~ 360 mg BID - 375 mg BID 2480 mg BID - {£—& i # -
MDM2 I A (DA AD Z A &%) - £ —E R A5 - MDM2HIHI A %
HEE MU T B ADEa? ~ AADEEY) ~ RG7388 ~ AR
fis ~ HDM201 - RG7112 - CGMO097A -~ CGMO0970B -~ SJ-172550 -
SAR405838 -~ MI-773 ~ MX69 ~ YH239-EE - RO8994 - Nutlin-3 -
Nutlin-3a ~ Nutlin-3b ~ ZF{E=£1H - NSC59984 - CHEMBL2386350 - MK-
8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-1601 f; HLEZ &2 E8 | o] #3747
LB o fE—EHE BT - MDM2HIFIAE (88 5 i LA N s 2 B - Z(D &
7 ~ A AD{E & % ~ RG7388 - HDM201 ~ RG7112 -~ CGMO097A -~

CGMO0970B ~ SAR405838 ~ MK-8242 ~ DS-3032B - APG-115 ~ MI-1601
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(0115] HE—FHAIT - AFEEGHH —HEa R A 2 B4R
W2 RE R AR AR AE(E(PVIRME) 2 504 - Ha & DUEE B i DU T s 2 BEEY
Fil £ | 8% N BE A & < B e MDM2HIHI B sl LB 45 52 Fnl %52
B HePIEy2EE - 15 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60
mg QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg
QD ~ 175 mg QD ~ 180 mg QD ~ 200 mg QD -~ 225 mg QD -~ 240 mg
QD ~ 250 mg QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg
QD ~ 360 mg QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID - 25 mg BID -
30 mg BID ~ 50 mg BID ~ 60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100
mg BID ~ 120 mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200
mg BID ~ 225 mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300
mg BID - 325 mg BID - 350 mg BID - 360 mg BID - 375 mg BID k2480
mg BID - fE—& B 5 - MDM2HIHIE] & (D AD Z(EEY) - f£—
BEHEBIF - MDM2HI G %88 5 m LU N2 8 - SDEad ~ 2dD1(E
&%) - RG7388 ~ & N N s ~ HDM201 -~ RG7112 ~ CGMO097A -
CGMO0970B ~ SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE -
RO8994 - Nutlin-3 - Nutlin-3a ~ Nutlin-3b -~ E{E =11 - NSC59984 -
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 e B #2582 F o] 97 2 B8 o f£—EHE B 5 - MDM2H]H]H| (% 58 5
LUTdEk 28 - A ba? ~ AAdD{EE Y ~ RG7388 ~ HDM201 ~
RG7112 ~ CGMO0O97A ~ CGMO0970B -~ SAR405838 - MK-8242 - DS-

3032B + APG-115 ~ MI-1601 % H 83 % e [ 0] 27 7 B8 o
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[0116] HE—EHEHIT - ARG — MG A Z RS/
R 2 RER B B (E(ETIRMF) 2 J57% - HE & IEEE DL T aH R B
YR & 7 5% N A& BUE R A W E 2 B2 MDM 2§ B s g 8252 | m] 77
B & PIEIEEE 15 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD -
60 mg QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg
QD ~ 175 mg QD ~ 180 mg QD ~ 200 mg QD -~ 225 mg QD -~ 240 mg
QD ~ 250 mg QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg
QD ~ 360 mg QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID -~ 25 mg BID -
30 mg BID ~ 50 mg BID ~ 60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100
mg BID ~ 120 mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200
mg BID ~ 225 mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300
mg BID - 325 mg BID - 350 mg BID - 360 mg BID - 375 mg BID k2480
mg BID - fE—& B 5 - MDM2HIHIE] & (D AD Z(EEY) - f£—
BEHEBIF - MDM2HI G %88 5 m LU N2 8 - SDEad ~ 2dD1(E
&%) - RG7388 ~ & N N s ~ HDM201 -~ RG7112 ~ CGMO097A -
CGMO0970B ~ SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE -
RO8994 - Nutlin-3 - Nutlin-3a ~ Nutlin-3b -~ E{E =11 - NSC59984 -
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 fz HB& 852 F ol 2 2 83 - f£—E - - MDM2H]HI B {5 5L 5
LUTdEk 28 - A ba? ~ AAdD{EE Y ~ RG7388 ~ HDM201 ~
RG7112 ~ CGMO0O97A ~ CGMO0970B -~ SAR405838 - MK-8242 - DS-
3032B ~ APG-115 ~ MI-1601 |, HLEZSEEE o] fsz 2 B8 o

[0117) fE—BHEHIF - AFWFHEH —HaH A 2R MmN
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R ZE(ET) 2 )57k » HAE & LU i DU T H R Z BERY B B e A\ A ek
EEANE L B e MDM2HIH BB H B 8552 ol iz 2 B s VIR S
215 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD - 75 mg
QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD -
180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275
mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD ~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID ~ 360 mg BID - 375 mg BID 2480 mg BID - {£—& | -
MDM 23 B £ A (DA AD ZAE &P - AL —EHEHI o - MDM2HIIHIH %
BEMLITNHE 28 - AEEY ~ ADEEY) - RG7388 ~ ELAEN
fis -~ HDM201 - RG7112 - CGMO097A - CGMO0970B -~ SJ-172550 -~
SAR405838 -~ MI-773 ~ MX69 ~ YH239-EE - RO8994 - Nutlin-3 -
Nutlin-3a ~ Nutlin-3b ~ &{&E3£1H - NSC59984 - CHEMBL2386350 + MK-
8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-1601 f; HLEZ &2 E8 | o] #3747
LB o AL —EHE BT - MDM2HIHI R (%58 5 i DL 2 B - A(D{Ee
7 ~ A AD{E & % ~ RG7388 - HDM201 ~ RG7112 -~ CGMO097A -~
CGMO0970B ~ SAR405838 ~ MK-8242 ~ DS-3032B - APG-115 ~ MI-1601
K H GRS iz 2 B o
[0118]) fE—EHEHIF - AFIHREH —FIEE A 1811 T 1%

B MmER M B MR (CNL) 2 507% - e DIBEE d BT dH Rl Z BRI K & 7 3%
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NEFIUEFA N E 2 B aMDM2IHIH sl S 8552 Ful 77 2B 2 dH &
YR EE © 15 mg QD ~ 25 mg QD ~ 30 mg QD -~ 50 mg QD - 60 mg
QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD -
175 mg QD ~ 180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250
mg QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD ~ 360 mg
QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID -
50 mg BID -~ 60 mg BID ~ 75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120
mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225
mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325
mg BID ~ 350 mg BID ~ 360 mg BID ~ 375 mg BID k480 mg BID ° f—
B he Bl - MDM2HIHIE K (D A AD 2B &) - £ —F B &
MDM2 I Fl % B 5 LT sk 2 B © 2(DEEY ~ AdADEEY
RG7388 ~ T/ EEANREE - HDM201 ~ RG7112 ~ CGM097A ~ CGM0970B -~
SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE - RO8994 -
Nutlin-3 -~ Nutlin-3a - Nutlin-3b ~ & & 3= H - NSC59984
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 e B #2582 F o] 97 2 B8 o f£—EHE B 5 - MDM2H]H]H| (% 58 5
LUTdEk 28 - A ba? ~ AAdD{EE Y ~ RG7388 ~ HDM201 ~
RG7112 ~ CGMO097A -~ CGMO0970B - SAR405838 - MK-8242 -~ DS-
3032B ~ APG-115 ~ MI-1601 |, HLEZSEEE o] fsz 2 B8 o

(0119]) HE—FHHIT - AFEEH —HEa R B 218 g 4L
MERYE B M < 0k - HA S DU E m LU N4 Rl Z BRI 2 m) 3% A\ R 5 B

EEANE L B e MDM2HIH BB H B 8552 ol iz 2 B s VIR S
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215 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD - 75 mg
QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD -
180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275
mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD ~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID ~ 360 mg BID - 375 mg BID 2480 mg BID - {£—& | -
MDM 23 B £ A (DA AD ZAE &P - AL —EHEHI o - MDM2HIIHIH %
BEMLITNHE 28 - AEEY ~ ADEEY) - RG7388 ~ ELAEN
fis -~ HDM201 - RG7112 - CGMO097A - CGMO0970B -~ SJ-172550 -~
SAR405838 -~ MI-773 ~ MX69 ~ YH239-EE - RO8994 - Nutlin-3 -
Nutlin-3a ~ Nutlin-3b ~ &{&E3£1H - NSC59984 - CHEMBL2386350 + MK-
8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-1601 f; HLEZ &2 E8 | o] #3747
LB o AL —EHE BT - MDM2HIHI R (%58 5 i DL 2 B - A(D{Ee
7 ~ A AD{E & % ~ RG7388 - HDM201 ~ RG7112 -~ CGMO097A -~
CGMO0970B ~ SAR405838 ~ MK-8242 ~ DS-3032B - APG-115 ~ MI-1601
K H GRS iz 2 B o
[0120) fE—BHHIF - AFHEREHER —FER AR B EEE

IR ME B MR (CMML) 2 574 - B DI E M L N 2 BERI T & )
i NFRIE BB A E 2 Bl MDM2HI B HL B8 48 52 | oz 7 B8 7 4H
SYIEIHEE 0 15 mg QD ~ 25 mg QD -~ 30 mg QD - 50 mg QD - 60 mg
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QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD -
175 mg QD ~ 180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250
mg QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg
QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID -
50 mg BID -~ 60 mg BID ~ 75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120
mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225
mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325
mg BID ~ 350 mg BID ~ 360 mg BID ~ 375 mg BID 5480 mg BID ° f—
B he Bl - MDM2HIHIE K (D A AD 2B &) - £ —F B &
MDM2 I Fl % B 5 LT sk 2 B © 2(DEEY ~ AdADEEY
RG7388 ~ T/ HEEA RS ~ HDM201 ~ RG7112 - CGMO097A ~ CGM0970B -
SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE ~ RO8994 -
Nutlin-3 -~ Nutlin-3a - Nutlin-3b ~ & & 3= H - NSC59984
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 e B #2582 F o] 97 2 B8 o f£—EHE B 5 - MDM2H]H]H| (% 58 5
LUTdEk 28 - A ba? ~ AAdD{EE Y ~ RG7388 ~ HDM201 ~
RG7112 ~ CGMO0O97A ~ CGMO0970B -~ SAR405838 - MK-8242 - DS-
3032B ~ APG-115 ~ MI-1601 |, HLEZSEEE o] fsz 2 B8 o
[0121) fE—EHEHIF - AFWFHEH —FaH A ZIEH A1

Mg B B MR (aCML) 2 57k - HAa DU E M PL T Rl Z BRI &£ [
i NI BB A N E Z Bl MDM2HIH I L B 82 52 b ol 7 B8 2 4H
SYIEIHEE 0 15 mg QD ~ 25 mg QD -~ 30 mg QD - 50 mg QD - 60 mg

QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD -
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175 mg QD ~ 180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250
mg QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg
QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID -
50 mg BID -~ 60 mg BID ~ 75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120
mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225
mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325
mg BID -~ 350 mg BID ~ 360 mg BID ~ 375 mg BID k2480 mg BID ° {f—
B he Bl - MDM2HIHIE K (D A AD 2B &) - £ —F B &
MDM2 I Fl % B 5 LT sk 2 B © 2(DEEY ~ AdADEEY
RG7388 ~ T/ EEANREE - HDM201 ~ RG7112 ~ CGM097A ~ CGM0970B -~
SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE - RO8994 -
Nutlin-3 ~ Nutlin-3a ~ Nutlin-3b ~ & & %% H - NSC59984
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 fz HB& 852 F ol 2 2 83 - f£—E - - MDM2H]HI B {5 5L 5
LUTdEk 28 - A ba? ~ AAdD{EE Y ~ RG7388 ~ HDM201 ~
RG7112 ~ CGMO097A -~ CGMO0970B - SAR405838 - MK-8242 -~ DS-
3032B ~ APG-115 ~ MI-1601 |, HLEZSEEE o] fsz 2 B8 o

[0122] HE—EHEHIT - ASFIEGFGHH —HEa R A 24 F 505 38
BEZAIAE T B R IMML) 2 5% - HEa s 5 f Ll MR BF R &
[mE% N AR A W E L B e MDM2 G R B 8252 | nl %2 2 B0 2
tHERYPEE © 15 mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg
QD ~ 75 mg QD ~ 90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD -

175 mg QD ~ 180 mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250

5 46 HEETIEREIE)

C241117PA docx

110132121 FEESE A0101 1102047592-0



202146387

mg QD ~ 275 mg QD ~ 300 mg QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg
QD ~ 375 mg QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID -
50 mg BID -~ 60 mg BID ~ 75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120
mg BID ~ 150 mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225
mg BID ~ 240 mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325
mg BID ~ 350 mg BID ~ 360 mg BID ~ 375 mg BID k480 mg BID ° f—
B he Bl - MDM2HIHIE K (D A AD 2B &) - £ —F B &
MDM2 I Fl % B 5 LT sk 2 B © 2(DEEY ~ AdADEEY
RG7388 ~ T/ HEEA RS ~ HDM201 ~ RG7112 - CGMO097A ~ CGM0970B -
SJ-172550 ~ SAR405838 ~ MI-773 ~ MX69 -~ YH239-EE ~ RO8994 -
Nutlin-3 -~ Nutlin-3a - Nutlin-3b ~ & & 3= H - NSC59984
CHEMBL2386350 - MK-8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-
1601 e B #2582 F o] 97 2 B8 o f£—EHE B 5 - MDM2H]H]H| (% 58 5
LUTdEk 28 - A ba? ~ AAdD{EE Y ~ RG7388 ~ HDM201 ~
RG7112 ~ CGMO0O97A ~ CGMO0970B -~ SAR405838 - MK-8242 - DS-
3032B ~ APG-115 ~ MI-1601 fz H.B28%E8 o7+ ~ EE o

FE—E A - AR — SR N 2 & 0E O KL BKE 8
(HES) 2 )57 » HEaLlEEE Ll T 2 BFHY B & 1 ez AR BUa KA
WE 2B MDM2HIH M e HL B 82 82 a7 2 B8 Y AH S IRy B B ¢ 1
mg QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD -~ 60 mg QD ~ 75 mg QD -~
90 mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD -~ 180
mg QD ~ 200 mg QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg

QD ~ 300 mg QD -~ 325 mg QD -~ 350 mg QD -~ 360 mg QD ~ 375 mg
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QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
mg BID ~ 360 mg BID - 375 mg BID 2480 mg BID - {£—& | -
MDM 23 B £ A (DA AD ZAE &P - AL —EHEHI o - MDM2HIIHIH %
HEE MU T 8 ADIea? ~ AdAD(E&Y) - RG7388 ~ FEABKEW
fis -~ HDM201 - RG7112 - CGMO097A - CGMO0970B -~ SJ-172550 -~
SAR405838 -~ MI-773 ~ MX69 ~ YH239-EE - RO8994 - Nutlin-3 -
Nutlin-3a ~ Nutlin-3b ~ &{&E3£1H - NSC59984 - CHEMBL2386350 + MK-
8242 ~ DS-3032 ~ DS-3032B ~ APG-115 ~ MI-1601 f; HLEZ &2 E8 | o] #3747
LB o AL —EHE BT - MDM2HIHI R (%58 5 i DL 2 B - A(D{Ee
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mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg
QD ~ 200 mg QD ~ 225 mg QD -~ 240 mg QD ~ 250 mg QD -~ 275 mg
QD ~ 300 mg QD -~ 325 mg QD -~ 350 mg QD -~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
mg BID ~ 250 mg BID ~ 275 mg BID ~ 300 mg BID ~ 325 mg BID ~ 350
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QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD -~ 300 mg
QD ~ 325 mg QD ~ 350 mg QD ~ 360 mg QD -~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID * 50 mg BID ~ 60 mg BID -
75 mg BID ~ 90 mg BID -~ 100 mg BID ~ 120 mg BID ~ 150 mg BID -
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QD ~ 25 mg QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75 mg QD ~ 90
mg QD ~ 100 mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg
QD ~ 200 mg QD ~ 225 mg QD -~ 240 mg QD ~ 250 mg QD -~ 275 mg
QD ~ 300 mg QD -~ 325 mg QD -~ 350 mg QD -~ 360 mg QD ~ 375 mg
QD ~ 480 mg QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID - 50 mg BID -
60 mg BID ~ 75 mg BID -~ 90 mg BID ~ 100 mg BID ~ 120 mg BID ~ 150
mg BID ~ 175 mg BID ~ 180 mg BID ~ 200 mg BID ~ 225 mg BID ~ 240
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QD ~ 30 mg QD ~ 50 mg QD ~ 60 mg QD ~ 75 mg QD ~ 90 mg QD ~ 100
mg QD ~ 120 mg QD ~ 150 mg QD ~ 175 mg QD ~ 180 mg QD ~ 200 mg
QD ~ 225 mg QD ~ 240 mg QD ~ 250 mg QD ~ 275 mg QD ~ 300 mg
QD ~ 325 mg QD ~ 350 mg QD -~ 360 mg QD ~ 375 mg QD ~ 480 mg
QD ~ 15 mg BID ~ 25 mg BID ~ 30 mg BID ~ 50 mg BID ~ 60 mg BID -
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mg ~ 4730 mgZE 47120 mg ~ 710 mg £ 4790 mg ~ 920 mg £ £J80 mg ~ &Y
30 mg££y70 mg ~ €940 mg £ &J60 mg ~ &J45 mgE &Y55 mg ~ 48 mgHE
#4952 mg ~ 4950 mgZE 49150 mg ~ 4960 mgE 47140 mg ~ 4970 mg £ 49130
mg ~ 2980 mg £ 4120 mg ~ 2990 mg £ 4J110 mg ~ 4995 mg£ %105 mg -
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50 mg ~ €75 mg ~ 2990 mg ~ 29100 mg ~ 29120 mg ~ 9125 mg ~ £J150
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=15 mg ~ 25 mg ~ 30 mg ~ 50 mg ~ 60 mg ~ 75 mg ~ 90 mg ~ 100 mg -
120 mg ~ 150 mg ~ 175 mg ~ 180 mg ~ 200 mg ~ 225 mg ~ 240 mg ~ 250
mg ~ 275 mg ~ 300 mg ~ 325 mg ~ 350 mg ~ 360 mg ~ 375 mg %480 mg -
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0.15 mg/kg % %J2.85 mg/kg ~ 490.3 mg£4J2.15 mg/kg ~ £J0.45 mg/kg%
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2.95 mg/kg ZHEN o £ —LFHEE T - MDM2HIHIE 2 H B 8252 | n] %
= B8 B E B 40.35 mg/kg ~ £90.7 mg/kg ~ 491 mg/kg ~ £91.4
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3.2 mg/kgs%J3.6 mg/kg -
[0277] fE—EFE M - MDM2IGIEI s 8552 a7 2 B8
LA10£ 500 mg BID V Fl& > 515 mg ~ 25 mg ~ 30 mg ~ 50 mg ~ 60
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MDM2 I Bl B (DX AD 2 b &Y R HE L Fof2 2@ H
MDM2#{[I#]HI LA 120 mgE;240 mg ~ Fil & — H —ZR(QD) 4K L1 B -

[0301] fE—EHAIF » BaFEEMALMBKY ZE » /28 REH 2
F1-TRALES-28K » AL EMDM2 I HIH) 7] 5 77 22 2 A K {58 % Bl
MDM2 I B e HL B8 #2282 Foj e~y B > FEBGFE 4 - 878 ~ 1278 - 16
o~ 2038 ~ 2438 - 2838 - 3238 - 363 - 4038 - 4438 - 483 - 523 - 56

¥~ 6078 ~ 647 ~ 6878 ~ 728 ~ 7678 ~ 804 ~ 8478 -~ 887 -~ 927 - 96

¥~ 10038 ~ 10478 ~ 10878 ~ 1123 ~ 11678 ~ 1208 ~ 12478 -~ 128 ~

F:“E

13238 ~ 13638 ~ 14038 - 14438 - 14838 ~ 1528 K 15638 2 BFEL » H
MDM2 I ) Bl 2 EH B UL T4 28 - KDEa? - XdADEEY -
RG7388 - F/ARENES - HDM201 ~ RG7112 ~ CGM097A ~ CGMO0970B -
SJ-172550 -~ SAR405838 ~ MI-773 -~ MX69 - YH239-EE - RO8994 -
Nutlin-3 - Nutlin-3a - Nutlin-3b - 2£ {# 2 1 - NSC59984
CHEMBL2386350 - MK-8242 ~ DS-3032 - DS-3032B  APG-115 ~ MI-
1601 jr HEEBEEL F ol iz 2 B8 o {E—E i - - MDM2H]IHI %% 2E 5 i
LNd 2B - AMEEY ~ RAD(EEY - RG7388 ~ HDM201 -
RG7112 - CGMO097A - CGM0970B - SAR405838 - MK-8242 - DS-
3032B ~ APG-115 ~ MI-1601 J; HB2 8558 Ful a7 ~ B8 o ff—F 64 >
MDM2 I Bl B (DX AD 2 b &Y R HE L Fof2 2@ H
MDM2HIHI B[ LL120 mgsi240 mg Z K E — H —RK(QD)&E [ % Fd -

[0302) FE—EHEAIF - Fia i R 3 M i/ MRS 2% fE » 128 KA
ZHI-TRAEEH8-28K » AL BEIMDM2 I B (7 7 75 2 2 AR ([ A 1 B
MDM2 I B e HL B8 #2282 Foj e~y B > FEBGFE 4 - 878 ~ 1278 - 16
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~ 2048 ~ 2498 ~ 2848 ~ 3248 ~ 3648 ~ 4048 ~ 444 ~ 483 ~ 523 ~ 56

(2K
(&
(&
(&
(2K
(2K
(2K
(&
(&
(2K

~ 80%H ~ 847%H ~ 887

za
~]

27

F‘__NE;
(o)}

048 ~ 647 - 7673 ~ 927 ~ 96

r.fa
r.fa
(&
(&
r.fa

~ 687 ~

r.fa
r.fa

ZE

~ 10078 ~ 10478 ~ 1083 ~ 1128 ~ 1164 ~ 1208 ~ 1248 ~ 12874 -

F:“E

13238 ~ 13638 ~ 1403 ~ 14478 ~ 14838 - 152 R 1568 Z w5 B > Hph
MDM2 I FIFI 2 EH B LA Tk 28 - D&Y ~ AdADLEED -
RG7388 - F /A AR - HDM201 ~ RG7112 ~ CGM097A ~ CGM0970B -
SI-172550 ~ SAR405838 - MI-773 + MX69 + YH239-EE - RO8994 -
Nutlin-3 - Nutlin-3a - Nutlin-3b - % f# 3% IH - NSC59984
CHEMBL2386350 + MK-8242 - DS-3032 - DS-3032B + APG-115 ~ MI-
1601 fe HLES 8252 o]z 283 - fE—EH B+ - MDM2{[I#( 7 {% 5 5 i
PUF ke 28 - AU &Y ~ sWdAD{E& Y ~ RG7388 ~ HDM201 -
RG7112 - CGMO097A - CGMO0970B - SAR405838 - MK-8242 - DS-
3032B ~ APG-115 » MI-1601 Jx HL B 8252 F ol iz 283 - (£ —F B+ -
MDM2 I B B (DA AD 2 e e R K #2 Eagaz 28 |
MDM2{{[IF| 7 2L 120 mg5(240 mg 2 F & — H —K(QD)&E O BT -

[0303] fE—EHHIF  FaFEEMNE#ETER MR (CML) » £28K
B 2B 1-TRAEES-28K » A K BIMDM2IHI ) 157 7 2 2 A\ {#E 55
R PIMDM2 I IR S EL S 22 52 Eol 222 2 B0 - EBGEEEH 4 -~ 8 ~ 12

><1

¥~ 1638 ~ 2038 ~ 2478 ~ 2878 ~ 3274 ~ 3678 ~ 4078 - 447 - 4878 - 52
¥~ 5678 ~ 607 ~ 6478 ~ 6878 ~ 728 ~ 7678 ~ 8074 - 8474 - 8874 - 92

#8 ~ 9638 ~ 1004 ~ 10438 - 10838 ~ 11238 ~ 11638 ~ 1203 - 1243 -
8~ 13238 ~ 1363 ~ 14038 ~ 14438 ~ 1483 ~ 1523 K 15638 2 B EE > H
FMDM2 I HI M 2 5 B LN B - AEEY - AADEE?)
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RG7388 - T /ABENES - HDM201 -~ RG7112 ~ CGM097A ~ CGMO0970B -
SJ-172550 - SAR405838 ~ MI-773 ~ MX69 - YH239-EE - R0O8994 -
Nutlin-3 - Nutlin-3a - Nutlin-3b - 2§ {# 2 #1 - NSC59984
CHEMBL2386350 + MK-8242 -~ DS-3032 ~ DS-3032B + APG-115 - MI-
1601 fe HEE &858 Fulxz 2 B0 - fE— B fia ¥l - MDM2H]I & &% 2 5
ATz AMEaY ~ RAD &Y - RG7388 ~ HDM201 -
RG7112 - CGMO097A - CGMO0970B - SAR405838 - MK-8242 - DS-
3032B ~ APG-115 ~ MI-1601 7 HEE#EE8 | w2 2 8 - {f —F {5 & o
MDM2 I I B B (DA AD 2 (b &Y HEHESE FragE2 28 5 H
MDM2{IF[ &I 2120 mgEi240 mg 2 HE — H —R(QD) &L L1 &l -

[0304) FE—EHAIF > RIaBESM B A M AML) » 28K
A 2 F1-TR(AE$HE8-28K » A IEBIMDM2HIHIE) 71 A & 2 2 A K {E 52
G BIMDM2 I I B B LB 82 52 b m iz 2 B0 > RIS EEEH 48 - 8 ~ 12

><1

¥~ 1638 ~ 2038 ~ 2478 ~ 2878 ~ 3274 ~ 3678 ~ 4078 - 447 - 4878 - 52
¥~ 5678 ~ 607 ~ 6478 ~ 6878 ~ 728 ~ 7678 ~ 8074 - 8474 - 8874 - 92

~ 9678 ~ 10078 ~ 10478 ~ 10878 ~ 11278 ~ 11638 ~ 1208 ~ 1248 -

&K

8~ 13238 ~ 1363 ~ 14038 ~ 14438 ~ 1483 ~ 1523 K 15638 2 B EE > H
FMDM2 I HI M 2 5 B LN B - AEEY - AADEE?)
RG7388 ~ H/ABEA S - HDM201 ~ RG7112 ~ CGMO097A + CGMO0970B -
SJ-172550 -~ SAR405838 ~ MI-773 + MX69 - YH239-EE - RO8994 -
Nutlin-3 - Nutlin-3a - Nutlin-3b ~ & & 2% #H -+ NSC59984
CHEMBL2386350 + MK-8242 - DS-3032 * DS-3032B - APG-115 + MI-

1601 e B #2582 F o] 97 2 B8 o f£—EHE B 5 - MDM2H]H]H| (% 58 5
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A& 8 - AMEEY ~ ADE&Y -~ RG7388 ~ HDM201 -
RG7112 + CGMO097A - CGMO0970B - SAR405838 - MK-8242 - DS-
3032B ~ APG-115 ~ MI-1601 f; HB§BEE2 R o[tz 2 B« e —E il -
MDM2 I B B (DA MDA &a R HE#HE o228 A
MDM2 &I % LA 120 mgE240 mg > Fl & — H —Z(QD) 4% 1% B -

[0305) fE—EHifIF - RyiaiE s @ 4pRE MCC) » 1:28 R iFHH]
ZEI-TRALES-28K » R BIMDM2 I HIH) (7 A 75 22 A K A8 15 52
MDM2 I B S L B 8222 o sz 2 B > MERFEEE4E - 88 ~ 128 - 16

¥~ 2048 ~ 2478 ~ 2878 ~ 328 ~ 3678 ~ 4078 ~ 4478 - 4878 -~ 527 - 56
¥~ 6078 ~ 647 ~ 6878 ~ 728 ~ 7678 ~ 804 ~ 8478 -~ 887 -~ 927 - 96
# -~ 10078 ~ 10478 ~ 10848 ~ 11278 ~ 11678 ~ 12078 ~ 12448 ~ 12874 -

13238 ~ 13638 ~ 1403 ~ 14478 ~ 14838 - 152 R 1568 Z w5 B > Hph
MDM2 I FIFI 2 EH B LA Tk 28 - D&Y ~ AdADLEED -
RG7388 - F /A AR - HDM201 ~ RG7112 ~ CGM097A ~ CGM0970B -
SI-172550 ~ SAR405838 - MI-773 + MX69 + YH239-EE - RO8994 -
Nutlin-3 - Nutlin-3a - Nutlin-3b - % f# 3% IH - NSC59984
CHEMBL2386350 + MK-8242 - DS-3032 - DS-3032B + APG-115 ~ MI-
1601 fe HLES 8252 o]z 283 - fE—EH B+ - MDM2{[I#( 7 {% 5 5 i
PUF ke 28 - AU &Y ~ sWdAD{E& Y ~ RG7388 ~ HDM201 -
RG7112 - CGMO097A - CGMO0970B - SAR405838 - MK-8242 - DS-
3032B + APG-115 » MI-1601 F; H.E2 @582 [ a7 2 B8 o £ —E il
MDM2 I F By (DA AD 2 e &Y R g8 Frarg2 28 H
MDM2{{[IF| 7 2L 120 mg5(240 mg 2 F & — H —K(QD)&E O BT -
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[0306] H—EHEHIT - R GRAFAR VB flo f(OorE M B MR &L M 2R %
iE > A28 KRB Z B 1-TRALFER-28K - A L ELMDM2HIHIH]) 71 7 &
Z NFA(E RS 1 EAMDM2 {l I B i H B 82 52 F a2 2 B8 > RS #EH 478 -
878 ~ 127

1644 3678 ~ 4048 ~ 447 ~ 48

&

. <203 ~ 2438 - 2838 - 3298 -
<5238 - 5638 ~ 603 « 643 ~ 683 - .

7248 ~ 7648 ~ 804 ~ 8474H

(TE—NE;
(TE—NE;

~ 88
~ 9278 ~ 9678 ~ 10048 ~ 1044 ~ 1084 ~ 1128 ~ 11678 ~ 1207 ~ 124

(TE—NE;
(TE—NE;

8~ 12838 ~ 13238 ~ 13638 ~ 14038 - 14438 ~ 1483 - 1523 K 15638 ~ 0
Bz o H A MDM2HIIHIFI (R EE H 2L Mk 28 - 2(D{Ea?) ~ RdADEE
¥ -~ RG7388 « & /X # N fls - HDM201 - RG7112 - CGMO097A -
CGMO0970B -~ SJ-172550 + SAR405838 + MI-773 + MX69 - YH239-EE -
RO8994 -~ Nutlin-3 - Nutlin-3a + Nutlin-3b + FEfE 3£ 1H - NSC59984 -
CHEMBL2386350 + MK-8242 - DS-3032 - DS-3032B + APG-115 ~ MI-
1601 fe HLES 8252 o]z 283 - fE—EH B+ - MDM2{[I#( 7 {% 5 5 i
PUF ke 28 - AU &Y ~ sWdAD{E& Y ~ RG7388 ~ HDM201 -
RG7112 - CGMO097A - CGMO0970B - SAR405838 - MK-8242 - DS-
3032B ~ APG-115 » MI-1601 Jx HL B 8252 F ol iz 283 - (£ —F B+ -
MDM2 I F By (DA AD 2 e &Y R g8 Frarg2 28 H
MDM2{{[IF| 7 2L 120 mg5(240 mg 2 F & — H —K(QD)&E O BT -

(0307 fE—EREPIF > Klia s arak U B i (R 1 2 M 4D m Bk =
IE - FE28 RBEH 2 1-TR(EFH8-28K > A e BIMDM2 I & H 2A120
mg ZF & [HA & E 2 ANBEZ R EEAD 2 Ea e g 8258 F o

o

PRz 28R FERGEEEH A4 - 848 - 1228 - 1678 ~ 2048 ~ 2478 ~ 283 - 32
#E > 363 ~ 4048 ~ 4438 - 4838 ~ 5238 - 567 - 6048 - 6478 - 683 - 72

5 127 HEYIESHE)
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8~ 7638 ~ 80E ~ 8478 - 883 ~ 923 ~ 963H - 1003 - 10438 ~ 108 -
11238 ~ 11638 ~ 12038 ~ 12438 ~ 12838 ~ 13238 - 13638 - 14038 - 144
A~ 14878 ~ 152 R 1568 2 IFEL o fE—E R F - A K{E 38 B A A MR
(HU) AR M52 8y (R o] #3822 BIER) « fE—BF 1+ - NEER BIUSERK
HUK(RIERR) - fE—EHpl+ - NFEBEABERXR - 4£— &bl
dro NHR{E RS BB RE K ELAHE A FRAR UI BT - AE—B R F - sz NE(E
A CRE R AR DGR il HLAmRRAE KX - A —Ehpld - NEERAEEETE
BERFL -

[0308) F—EHEEIF - B & Ree Ak U B fla (8 M B M 4T i Bk 1Y %
iE > AE28 RBHIZ F1-TR(ALHE8-28K » A BEIMDM2IHI ) & H L1240
mg 2 B8 = A B 2 NEFER B A (DHAAD) 2 ey sl B &2 2 o]
Bz oW FERSEE A - 83 - 1208 - 1638 ~ 2038 - 248 ~ 2838 - 32

¥~ 3638 ~ 403 ~ 44

za

~ 4848 ~ 5248 ~ 5648 ~ 6048 ~ 644 - 684 ~ 72

r.fa
r.fa

a

¥~ 7678 ~ 8044 ~ 8478 ~ 884 ~ 9278 ~ 9648 ~ 10074 ~ 1048 -~ 1084 -

r.fa

11238 ~ 11638 ~ 12038 ~ 12438 ~ 12838 ~ 13238 - 13638 - 1403 - 144
#1488 ~ IS2ERKIS6E ZBFEL - fE—EHHIH - AFH(E BT E &R A
Bk (HU) R i 52 B CR 5T #8852 < BIPE A « AL —E a5 - A BE{E B R hirsE
FRHOMN(RIERR) - fE—Epl+ - NEEBEAMEX - £ — gl
s NEREES BA RS AE K B AR DIBAAG o A2 —EhpIF - 2% ABHE
RN BRI BA M B AwRRfE K - fE—E I+ - NEERAECETAE
FEIRL

[0309]) fE—EHEEIF - FyoaReas Ak U B ol f0c 8 1k M 4L fn Bk 2
iE - A2V KRB 2 1-TRAEFS-21°K » A R BEIMDM2HIIH &) & H LL120

26 128 H(EEHHRIAE)
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meg 2 18 (177 7 B 2 AR (EE R (Dt (1) 2 (b & s L g 3 o
P 2 RIS - 6 - O - 120 - 1S3 - 1838 - 213 - 243 -

2748 ~ 3028 ~ 3348 ~ 3648 ~ 398 ~ 4278 ~ 4578 -~ 4848 ~ S1 - 548 ~ 57
¥~ 608 ~ 637 ~ 6678 ~ 6978 ~ 728 ~ 758 ~ 784 -~ 8174 - 8474 - 87
¥~ 904 ~ 9348 ~ 9648 ~ 998 ~ 1028 ~ 10578 ~ 1084 ~ 1118 - 114

#1173 ~ 1208 ~ 12378 ~ 12678 ~ 12998 ~ 13248 ~ 1358 -~ 138 ~

i

14178 ~ 14438 ~ 1478 ~ 150 ~ 153 1568 2B S - £ —E B+ >
NS R P E MR (HU) AN 28 (R o 52 Z BIE ) - fE—BHEfIF > A
FAEAS Ry DU EEIR (HU)RY(FEA J2) » AE—BEHEBIF - AJA (% E 7 B i
R AE—EHEBI T - ANFAFE RS E 7 R K AR ARV BT - A2 — &
B - 5z AR RS R Y AR Ak VI 5 ol EL AR fE K - A2 —EHEf+ > ASH{H
Me BB CaEARI -

[0310) HE—EHEHIT - R GRAFIR VB flo f(OomE M B MR &L M 2R %
iE - A2V KRB 2 F1-TRAEFS-21°K » A 1 BEIMDM2H{IIH &) & H L1240
mg 2 B & 75 FE 2 N B A DEAAD 2 b ey B g2 8t ]

Pz 2 B8 RRFEEE 3 ~ 98 ~ 128 ~ 1538 ~ 187 ~ 2128 ~ 2478 -
2748 ~ 3048 ~ 33 ~ 3638 ~ 3938 ~ 4248 - 458 - 4838 ~ 5138 ~ 548 - 57
# - 603 ~ 634 ~ 6678 ~ 6948 ~ 7238 - 7538 ~ 78 ~ 8148 - 844 -

#9078 ~ 9338 ~ 9678 ~ 993 ~ 10278 ~ 105 - 10848 ~ 111 ~ 114

#1173 ~ 1208 ~ 12378 ~ 12678 ~ 12998 ~ 13248 ~ 1358 -~ 138 ~

i

14178 ~ 14438 ~ 1478 ~ 150 ~ 153 1568 2B S - £ —E B+ >
NS R P E MR (HU) AN 28 (R o 52 Z BIE ) - fE—BHEfIF > A
FAEAS Ry DU EEIR (HU)RY(FEA J2) » AE—BEHEBIF - AJA (% E 7 B i

26 129 HEEHRIAS)
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Koo fE—E G - AFHEEEEARMEKR BN AFFIRTIBN - £—E i
e - 3z N E R A AR AR VI GA fly B AR K o AE—BE I+ - ASE(E
BT IBEAH -

g

[0311] F28 DUTE P ICA S B B b - 55 fIE 0
St IH 2 HAVER At ARSI ME TR AR S R S RE SR B 0] - T e B e s 0
AR SR 2 BURT B S8 5 RAY HAT (] R P f 288 -
BH1 D R EHE AL MR % E 4 2 fEH

A& BT MR 2 EHE 2 (F VR FEELuE A,
Blood, 2012, 120(15); 3098-31055 it 2 12 /5 » HEEANAELATHEY )T
HOEA o UM E ez A2

BT

[0312] EHEMALMBRY ZIECPVIEZRBINEFMRK - SREFE
ZEGERAESAE EZMRZAIESRBRES - A BREHFEH
Frifr AR AR AR RA Y M AL M BRI ZHE(PV) 222 BniE - JMNE MmAR SifE Ficoll-
Hypaque (1.077 g/mL ; GE Healthcare) 4@ H & F 800 43 B 24 2 BE
fZ4HAE - A ABECD34+ 40T BE = 4H (StemCell Technologies) » fR %L
i st E oy B CD34+ Al B - {F A FACSCalibur jit = 4 A % (BD
Biosciences) 7y fTCD34+ 4R RS ~ 4/ - HFTAERERAEE 2V 5
85% o ¥ AFHYIETE NIHF#ECD34+4HAE K 5 ALLCELLS - R ¥ g -

HPC 73 7

[0313) L&Y EHEMALMERY X EPV) EE 2 (A0 #H
HPC 73 A 2kaFAd » #41LuZs A, Blood, 2012, 3098-3105 (K& & ANE LI H
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BT R A FEETIL - B Y  ¥CD34+4IE1E S 7750 ng/mL LA T
(SCF) ~ 50 ng/mL /M 4 B 2 (TPO) ~ 50 ng/mL fms B 4 B % 416 3
(F1t-3)fc iz f8 & 50 ng/mL IL-3 7 4 [0 )F B2 & Z (StemCell Technologies)
% ARSI EYERAE - EREAF 2% » HCD34+ LI
N E S E A H 5T 0 4BrunoZE A, Blood, 2006, 3128-3134 (&N
LIS RETT 2B A) BT - RS 2 > A I Sx102(FCD34+ 4HH
— R EEY PR REEYEH mLEA 1% 4% R20%
FBS . IMDM - [g IMDM A0 /50 ng/mL_ 2 SCF -~ TPO ~ Flt-3fdfir gg -
IL-3 5% GM-CSFLLR2 U/mLAT M3k 4 B2 (EPO) - 1ERSE 14 2 (B 51 BEE
M FLIRERERIEEE HSFETAR2VE I TR (T RE S -

SHETAK2V6 | TRES MBS Bt B (B PR s B PCR

[0314] f{#H A Extract-N-Amp Blood PCRE%H(Sigma-Aldrich) H [i§
bR ER X o B N4HDNA - 41BrunoZE A, Blood, 2006, 3128-3134
(H 4 809 25 BAS 69 75 2 B A ) oD BT A » 25 P 150 i S5 ot 0 0 PR o S
PCREHITAK2V61TF « 1£2.0%38 F b 56 1 53 47 4K PCREY) - 279 bp
BE W) 45 T M (B R S B M JAK2V6ITF 5 1 o i 229 bp 2 9 §5 %
TAK2V6 1T « 2 IL{E 4279 bpliht » HIBEE B A TAK2V6 | TRE A
BEd > THEERY279 bpBl220 bplf A& ~ (1 » HERA B LR -

il Ob = g e

[0315] U 5 i 53 41 B L I PBS 3% i b P B BS 45 & B (9 -V (BD
Biosciences) & th ; % s ¢ 1 FF 5 R 5 0 o P 4R {1k > 7 BB TT o S E
FACSCalibursfi 2t 41 #(BD Biosciences) 3%k} » HIEIEE 2010

000 (@ yE 4l A A X & o871 (BD FACS Diva#tfa ; BD Biosciences) °
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[EWsE-=F Pan i}

[0316] B EMALMERIE ZIE(PV)EF ZIMNE MR 4 {ECD34+ 4
HZ - HAE&HSCF » FL-3FCfrAS ~ IL-3 R TPO Z MBI EA T HE -
A Z B OEE YR B 4/NE - T 40 i B A RIPA A i 4% 81 )
(Boston BioProducts) ¥ 5 £ AT E 5 E AW LAY 7 2BV -

[0317] &8 EMALIMMERNY 2 0E(PV) B2 B 4 ~ 40 i E K 4R
ZEHEE 7 > f£ & A SCF ~ FL-3[FCir #8 R IL-3  fif 1 75 5% & & 4 by
CD34+# 10K - #Z K CD34+ 4 M A 4 (L HAESCF ~ FL-3fc{iz 8 ~ TL-
3RTPOTEAE N ZEIX L&Y REAS/NG - RIBEEFESAHE - EH
NE-PER 4l A7 #% & 4l it E 2 L Bl (Thermo Scientific) % 5 & 5 'H 2 HL
Yy o

[0318) FEph /7 s2BEA 2 /] - PR AR FEHAEIS T T IEs o
## > FLaemmli SDS-£% /145 #7)/% (Boston BioProducts) &M ;| & 1% L fF
SDS-PAGE S HE b7 it HE R £ B R % L 1% B (Bio-Rad) - R HiAe
(Cell Signaling Technologies) & ECL J7 S 8534 547 (Denville Scientific)
B BI# R {EpS3 ~ p53 ~ MDM2 ~ p21 ~ p-STATI ~ PUMA FBak ©

et ot

[0319] ERKHEREZHEERES ZHHBIEE 2 FEE
+SD - (i A vimBm s s ¥ i o e Bt E SR s T A E M -
BH12 - KDL& H IR &M% I/ MY 2 E4ME < fE

[0320] B fsE F IR 58 1 /N Ak 3 25 i 4l B OB B M 4 i 2R 3 26 i
(PV)4HAESL » 2 E BRI E B V& THR(E -

BH3 : AL HER M BEE AR
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[0321] B R % B 38 8 4 (L AR AU B 4L mBK B 22 fiE (PV)
HREASN - Z BRI E O LA TIRE -

BH4 : AV EEVMEE—FEARAARERAMRESERE

[0322] AR 2 HBVER TR (B & E L B ML MBS 2 hiE
(PV) B & 2 2 & M K Y% - B RG7388 # 17 % Ul && /K W %
(NCT02407080) - Z b 72 & FH U304 E M AL M Bk ZE(PV)EBE » H
RIB2IRBEIAEFE1-TREH —RQD)&Z #1120 mgz((DIE S (£ 8-21
Ko AEEAXMLEY) - FRRHE - ABEEENT ¢

o JAK2V617F[5 M B M AL M Bk 3G Z9E(PV)

o eI ARMA E b —TBHEMERCREAR - +ER - WALKE
(anagrelide)) &%

® >185%

o TEEREEHAME v REZ RIS EDIRE > W N ER * IR S
HAB KA (Gilbert's disease)BOAIM » #HIBALZE<1.5FEF FIR(ULN) » X
AT I T T g (ASTT) K2 N B I 1 B BB (ALT)=<2. 5% ULN - % HLET<1.5x
ULN

o {1 AT A K B2 2 B 5T 2 5 G I R R B 0 2 M R BB MRk
AR R T B2 RED - EHIAEE CBBERIERE © 2R - 5L
MEAR B8 1L 2 B b SE R B 22 B ae (U &2 - A ECE T B HE PR AL s b FE 41

[0323] 7% b 72 HIF] B0 AE 8% b JE &6 R B &% MR 4L BRI 20
(PVYEEHFEH LA NMRE AU ERDLEY 22 et kY3« DR
FHE 3 2) TAR2VOITFHEEREGIE/N 5 ) BB REERE ~ &
b HEGEEEO/BEEO@ELED  HBEFREBIRIEE S 2L
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K 5) W #E FHMPN-SAFFT & Ml » MPNAERBAIEAR 2 E 1L -
BH5 - KEEMEE—RZEZVAARES MM S EEE

[0324]) FRIBULFE MM/ NMr B 25 (ET) £%& U5 B 4L M Bk %
EPVYEFI » R A FTARBRE G4 pil 2 12 TR (E -
A6 : XN ELEMEE—REIVAAREZEFHBEELEE

[0325) BRIGULIR M F a4 (b B2 (UF B AL BRI 2 fE (PV)
BEYS - BRI FCME FEARIE B (54 R Ay il o~ A2 P AT T R AE -
BH7 | A&t EEEZ TR

[0326] A& HEE 2 R aVIE P it CanonEE A,
Molecular Cancer Therapeutics, 2015; 649-658 % Rew % A, J. Med.
Chem. 2012; 55; 4936-54 (L2 INAELSIHBY TG A F - DUTEE
WG IZ AR -

A At

[0327]) SJSA-1 ~ HCT116 -+ ACHN - NCI-H460 - MOLM-13 -
RKO » MCF7 ~ 22RV1 ~ HT-29 ~ PC-3 ~ NCI-H82 ~ NCI-SNU1 &z MG-63
A% B 5 ATCC » H 1% 5K #5 1 & & Ik 52 € 77 #7 (2K B Promega ~
PowerPlex 18D E4H)EnzE - NCI-H2452 ~ SW982 ~ C32 -~ SK-HEP-1 -
A375 ~ RT4 - RPMI-2650 - MDA-MB-134-VI ~ NCI-H2347 k7 A427 4 fZ
% H ATCC HAE 6 H NfEA - IGR-1 & CML-T14H A 48 B B A Y
7 4RREES B )55 0 (German Collection of Microorganisms and Cell
Cultures » DSMZ) HAE6{H H N - FE /MR F/ERENEA3TSH
B > ZEEA375sq24AM o & Bert VogelsteinfE/2HCT116 p5374HHE « KS-1
K SNG-M1{% i 5 H AW 75 H A& Y & H fr ik 0 (Japanese Collection of
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Research Bioresources » HSRRB) H {E6{f H N {#E F - G-401 ~ G-361 -
LS174T4H it ( B ATCC) ~ EOL-1 41 i1 (i 5 DSMZ) k& KP-4 4 itg (I 5
HSRRB)EREE 6 A 212 -
FH BT ILIR(SRP)FEELE & o

[0328) #1#} : Biacore T10045%(GE Healthcare) ~ CM5 EHI 28 5
F (BR-1000-12) ~ A1 #E 1- £ £ -3-(3- B Jiz - PN B ) ik (b or iz B R
(EDC) ~ N-£E T __f oo g (NHS) &z £ BF Bz -HC1 2 2 {# & = 4H (BR-1000-
50) ~ GSTH#EZE 40 (BR-1002-23) ~ HBS-N4E # % (BR-1006-70) 7K & GE
Healthcare - Fi7 N RIGE 0.2 nMit4 BE(VWR 87006-076)3J8 - 1F
Biacore F i %l ~ &) I B2 W 5T - CMS & /5 &K HBS-N& fE )&+ 10 mM
NaOH - 10 mM HC1}0.1% SDSTEEME » £ LL100 pL/minjF 5 R > FF
15 10s © [&]E R 2 40 B 0 AT i T 1. #EREE 0.4 MEDCKO.I M
NHS)E& H P10 pL/min)E 475 & 7 R E F - FERF1077 88 - DI EDE(L
2. PLGSTHLAE(10 mM pH 5 ZEE#F130 pg/mD)FEHLA8 pL/miniE 5 £ 5%
mISoEMBEEZRSR 3. BEEERELAFERELERES ZHGST
Es o K1 MZAEERZ-HCI pH 8.50U8 pL/minfhi R AEFREF - FFE105y
$ o FTIRHAS B E /K#E K %718000 RU ; 4. K210 pg/ml GSTZHBS-N&&
ENRLAS pl/min)E G E—(ERIE L > FERF1555 88 > DUEI7 1500 RU 2 4]
RME S, FEMLLS pWl/miniE 5720 pg/ml MDM2 1 55 — it 18 _E 15 57§ {Y
R0 EF[2000 RUZFHEEKAEE » EAEESLFRE - HHIHE (57 F E1E450-
600 B N) 2 B ST 2245 & I 5T(E25°C T A0 pl/min 2 1/ 72 i ZRHETT - £%
55 BT 4B BT FE 25 mM Tris pH 7.5 ~ 150 mM NaCl ~ 0.005% (v/v)

Tween 20 ~ 0.2 mM TCEPH[12.5% (v/v) DMSO4B R o &) BIAE 1 5o
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EENRTEH1 mMEIKR(100% DMSOT)FifE£12 nM - REEHIHIHE &M
B2 > EASHE: - AWM HIGIEDERN R IR LRE b B2
gy o DBUHIRIAREE3-47 88 - EHT&H2.3%-3.5% DMSO & 1K LA
ZEDMSORLIEHI 42 © £ I Biacore P {i ¥ 75 (GE Healthcare) » F| ¥ EH 2
SHEFFRDMSOR Em BT A BRI ESERE - (ERHLIEEEY > BfFEE
SR FH] - EEKDIE -

SISA- 14 RE I ¥E 45 #7 (Click-iT EAU HCS 43 #7)

[0329] % SISA-14HAE 7Y 40 plAE KRB E A (M LA 10 mM
HEPES ~ 1 mMWAREELST - 1 XFE R -EEER - 2 mMERERREEL R 10%Ha 1
7% < RPMI 1640) 5 LL2.8x 10° (& 4HAf/ 71, < % & 2 3 2 384 FLAH L 1B B 1R
(Perkin Elmer > #6007460)%F o gHAE/F37C 5% CO, T EE&E24/N0F - X
H - f£10% NS 745 T K 4l A I MDM2 H]] 1) B gz BR 16 /N0 - FE 553
KRB S HE T Click-iT EdU S HTiEFr - H o agfaiE/b
£25 pLLI$t #3845 f8 s (Invitrogen - #C10357)ITHE - fi5 L »
EdU (5-ZRE-2-RARF)RIMEMAE - REBERI0 pM > AFEF 1/
I o FEFERC 2 1% @ R 4liAE 4% HHEE & 2 H480.1% Triton-X 1002 © /&
k2t o R EAClick-i TR g Bk — I B » ARt B e A
—HIE o #E R4 RE B £ H Operais N & &fi JE 24t (Perkin Elmer) 1Y,
g - st EEJUGF A T 3 EE H A FYETRICS0 - (i VU2 B8 §8 (4PL) 7 B 12
AI(Hill mode)#EEIC50{H -

BrdUI 78 73 #r (HCT 11647 £ M 73 #7)

[0330] /M EEXLEYRE  MAE L& DMSORR H 2 $f i

AR R 5-0R -2- L | PR (BrdU) ff A Z 2 77 i ¥ A B 38 JE 2 7F 2K i 7

\
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MDM2HIHIE] 2 %7 » FHCT116 pS3WTE(pS3~ 4l 100 pl4: RIEE
E(McCoy’s 5A ~ 1X PSQR 10% R4 IiF (AT A 4H 77 #92K B Invitrogen))
PLOX 10° [ 41 AR/ 7L~ % FE R i 96 FLANRE RS B - I #JHARAE37C K
5% CO, NHE&24/NF » BEEIRIMESY) - MDM2HIIHIE{EDMSO (Sigma
#D2650) FIHEEGRE - HEA(L 0T EEMcCoy’s SA ~ IX PSQ ~ 10% A
#5111 % (Bioreclamation #HMSRM))th FXiFHE » H4XDMSOERE 51 % -
R AR AE I BI B AL TAE3TC RS5% CO FREF 16/ - A#EE3ITCR
5% CO> ™ H & 2 BrdUFE L s Al (1: 100 5 4% ¥ ## - Invitrogen #00-
O103) Ak fEr 1 /NG - fEBrdURRE 2 1% - BEREEE B dMEEE Hie
A BrdUGF A < 5 FR BN AR E flr = Cellomics Array Scan VtifE =
sE e o MR RELEYIER » oMBrdUGFAZE - ZEDMSORRH
HHHEFLH Brd UG M4 AT 2 5 3 EE AR R IEE SR Bt B &b &Y iEE 2 1l
f 2 F—FHHIH S oL o (8 F XLFitER a8 & 4 B 8 S E fh 42 LISt B &0
s I 2 IC501E -
HCT116 p21 TaqMan® 5347 (HCT 11645 214 53 #H7)

[0331] BEo3#roe a0 Est¥SISA-1 p2 1 M AT 4T - BISMOT
I HCT116 p53WTEp53~ 4R & 2 £ & & A McCoy’s 5A ~ 1X
PSQ R 10% a4~ i0F (AT A 4H 7 #92K B Invitrogen) K -
A VL2 (HTRF) 73 47

[0332] #F#F @ A& ZE 4 A MDM2 (GST- % [ B -hMDM2(1-
188)) « HIE KIGHF & R B M BT IKE RSB 4B - Q-HP K
Superdex 200%& fE4i{L o A% p53 (Avi-TrxA-6His- ¢ [ i§ -S-tag-EK-

pS3(1-83)fE RIG MR R H A NI-NTA ~ FEE KA - Superdex 75
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EFELLZEFRE E80% ~ i fE - AJEIMIE 2K 5 Bioreclamation (HMSRM > K
BIE) - K GIME SRR Z BRPLGSTHLAS (Eu-$1GST » 61GSTLB) &
SA-Xlent (611SAXLB)%K HCisbio - DTT * BSA - KH,PO4 ~ Na,HPO, ~
DMSO -~ NaCl k& KF 5 7k 5 Sigma - i [ )5 & JE 4% )& /7 1.06 mM
KH,PO4 ~ 2.96 mM Na;HPO4 ~ 0.155 M NaCl -~ 0.1% BSA K1 mM DTT
fEEC o AEMF T ZHTRF AT E R IIA 15% N R MF & K ME4E B -
HTRF .~ 43 §T #8 & 2K H Perkin Elmer 2 H £ 384 Opti % (6007299) -
Envison (Perkin Elmer)% € 320 nm 2% - f£665 nm 7615 nm | = 0 &%
5 > HEm665/Em615 Z tERFL/;RMDM2-pS3 ZMH G EH - fE5 M3 2 1%
AEHE60 ns - 5 RN (8 (200 25 < B 22 TR OB S0 ROk - B HUHT ] R 300
us o Vprep B 2K 5 Velocityl1 .2 2 i - Wellmate il & 55 & 8% 57 ic 28 2K &
Thermo Scientific - A Z BL/E #H 3% 7% F (Serial Killer) - /52 (fFHTRF 4y
P RE I SIE)) - R EER T o EEME20 pL 1.5 mMHAIHIE £
20 pL DMSO - ZE22{E % © #5H1 Vprepif 1 pL EE AR EEHE R 2 1 ) | A% 22
BA9 nLEJE4R ER < S HERR < KF10 pl 1 nM MDM2 73 fic £ [ fEf 0 B
IHIB — LR F 207788 - #2357/ 020 pL 1.25 nM p53  {£6057## 2 1%
B EADEE&®(10 uL > 1 nM SA-Xlent ~ 3 nM Eu-fi1GSTE.0.5 M KF) 47y
oz KIEREY BB 18/NG Z &L Envision FEEHE - B IERTE
50 pL ° & WellmatefifMDM?2 ~ pS3 R H PR X E 3R - HEEE
FH#EEICS0 o« L 15% M8 F 2 HTRF 3t & e e B 4 i 0% 73 A7 #8
G o K10 pL 12.5 nMAE&EFH30% AFRIMIF < K HE & 1K 7 i 2 MDM2
NIMEL0 pLEEREUEEY RSV LLEA15%MME - 20 nM pS3{£E

H15% NFIME 2 & &R IHRE o FHEERRAAEET10 nM SA-Xlent »
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3 nM Eu-$iGST}0.5 M KF 2 15% ;& F -
Immunoblot4yHT

[0333] 7 fi&E &g 48 g F§ DMSO (0.1%) =X (D L& (0.1 -~ 1510
mmol/L)FEH « fL24/NEF 2 1% » WEREOEEMRY) - &%k > HEBRERR
& ZJ# B (Life Technologies) - —#4k$if& : p53 (DO-1 > Calbiochem) -
MDM?2 (BD Pharmingen)  p21 (R&D Systems) + PUMA (Abcam)E(B-fl
#)&E H-HRP (Sigma) °
AHAEIE T 3 A (727N )

[0334] 4 A Pk DA A (2 ) 40 1 7 4 5 2 8 7 96 21 3 84 1L 88 DATEE I
M E TG RRZETIES - A ADMSOS el iR E ~ (L&Y
PRI T72/NE% o CellTiter-Glo% Y4 A1 5% 77 (Promega) S ATPlite 1step ¢
(PerkinElmen) 7y T E4H N M E G M EE - st S % > A
EnVision % 50 38 ¥ &5 (PerkinElmer) » fEi b & Y) Z ATHYRG A 2 (VO)
ZIARAAL G VIR T2/ 2 i B - RBLLT 72 - B 2008,
B% 0 stEAERMGI(GD » HF V72 R AE72/NEFHIDMSO ¥ 8 > 2851 H
T72 B e R E 2 LAYk D B T72>V0 > AIGI = 100x(1 - ((T72 -
V0)/(V72 - VO0))) 5 ET72 < VO » BIGI = 100x(1 - ((T72 - V0)/V0)) - GI
{E0 ~ 100} 20057 Bl T A Z {1 #] ~ 4 4 & (JRE > DMSO¥HH) - 4
{2 R ABAE S8 =A% 50 o (E I XLFit#8 (IDBS) & 4 F & [ E dh 4 DLt B =0
(WL &AL & R4 £ 2 IC5018 -

B
(0335 FrA e ERAERFEIRE EREVEENGEERE 1R
AT o FTA BT A A 4 #8 e U M I B R 4R /) B (Harlan
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Laboratories » Hsd © fitfg B2 £ -Foxnlnu) - /] BB & A BRIBFE ] 2 5 ]
CHEE23+£2°C > HERES0£20%) P iiE = - FEIMNER L E - 12/06
W/ETERR - /NEEE T EEE Y &% (Harlan Laboratories » #2920X)
HFEERH&EE S b2 8K - NEFREHIEM R 2RI £/ 2K T E
ABIB & 7 (Bio Medic Data Systems){[ 5] #7851

[0336] #PERE4MAE(SISA-1 @ 5x10°{E4MAE » HCT 116 : 2x10°{H
AHAE) L4 A BB E BE (BD Bioscience) 2:1 2 PESREZ N I 5T 2 M M- e i iR
HNE e - TR R EFIRE300£450 mm® (n=41{F/%H)HFF
GO EEEEAOEEY - f£488 2181 ~ 2~ 4~ 8RR 24/NEF(STSA-
DECE4 8E 2 186/ NI (HCTL16) Y iE R - AfER AT 2R - L Qiagen
RNeasy 96%&4H (Qiagen)4ii{L4ERNA « #5HqRTPCR » H 2K B &£ i 2 48
RNA 73 #71p21 & 5 B:sINGAPDH . 7K %8 » #4lf F— =/ {7 - 1 Applied
Biosystems Prism 7900HT % 2% F 43 # qRT-PCR X J H F§ Applied
Biosystems SDS2.28KfS 7y M &l - SDS2.280 G5+ 5 & A M 2 p21
K GAPDHE AR - p21 Z1EAEAHE R GAPDH 2 KRB IE - H & B
$EMEIE Z p2 L /K ZEHY B8 1045 BB AH S R B BT 5 o A MIC-1 - fE R
A6 e UY 85 4% H (£ A R&D Quantikine A 38 MIC-1 % 9% 73 7 ( H #% 5%
DGD150)#% g #i& p5 3 I3 Z HAIMIC-1 - i i Spectramax M5 E & #
SEE S FH Softmax pro 4hk (Molecular Devices):&HELISA 53 #T o
RIEZE YT

[0337] KFSISA-14HMAI(Sx10°{E4HAD » MR R ERE 2R A
2:1) ~ NCI-H460 41 Ffg (5x 10° ([ 4H AT - 4H A B B BB 2 tE R Ry 2:1) -

X
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A375sq2 (Sx10°(H4MAE - A0 BLAE BB 2 EE&R By 2: 1)ECHCT116 (2x10°(H
QAR B2 TR ST R ME MR BR BN B T (n = 10%/3H) - B RIER
A R%200 mm’BFFHAER - FHEOEE - FREHAzMEEY—X -
& 18 F Pro-Max % T B it JHITE M (Sylvac) of A FE g K~ Wy B A T =UET
EEEEE G RExEExSE  Almm’FTxr - - BRERETVFHEE
+SEM - #3850 % A8 B W R LARFAS Y 2 1 (B RER R ) AL ZEERE Y
Fedd s p21 mRNA Z 3 #fr 4l gt $fp2 1 8855 1 o3 17 AT AL 31T -
BB EY) T BrdUrd 5 X 8 T8 5 B§-3 Z =

[0338] fefi&kpmt Z1g6/NFUCTERERE > FEEMEE > Hi1T
AT - AEFE ZFTRG/NE o B/ NERER A E ST BrdUrd (50 mg/kg) -
S BrdUrdel K E T EBRE-3 - BRI R EHATERRET R
B HESAREELE - TR & Aperio B L fm i AL x20 T wf > H
{5 F VisiomorphgZ & 73 #r 8 B HI 7 5 1 A A A% % 2
et oA

[0339] HRERNAMEEDEIE- R IEYAHT - EHEEER
HATANOVA(RMANOVA) - £ $t ¥ 2 5 EE 8 F A = 55 1% 0 i B
(Dunnett post hoc test) > ZEFEBUNE] 2 2 REVGET BE T -
AR

[0340] > —dHEREZ Z RN - BiERE— RV EEHALY
RFEENR S ZpS3Fr 48 (n = 23)BIZEEEE(n = TAAELE > HHEEAET2/)
RrEF N A (Db eV B SR E R ZEH - fE23EATEF (5 ZpS3 8 A 1
ApEtR T > M EaPmEAHAEE & > ICS0EAE0. 121 mmol/L& &
A (E2)
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[0341] FERFTA EERE =& ZiEEREL - RIS PR
X&YW 2 HilERIENE - RESEEL PR 2 B A R 4 ik
BAEAMPS3 - G HE OB EEYAEATA R F19 5 E R
A RANFN(TGD([E3-5) -

[0342] SISA-1{4—FEMDM24EN ~ F ARHEL - HEAXOLE
V) PR SR © EDS0/%9.1 mg/kg ([E3) - fEfR = A E4H7S mg/kgd - 10
{E R 2 10E 52 208 B AL R ER 10K 2 (R A EAIE] » Ih4EF25R
BEIEAMCEYER - AFBA/NESOR - F—/NEF IR EFELEEE
Bl SISA-1fEEF A - Hft BEFEERERAOHKAD 2 LaPi—
ZRYERANTIE RS o AEHCT1164515 B i 8 (KRASZE # 88  »
e Al E 2 AM(LaY i FELEEZE486% TGI > HEDS50/31 mg/kg
([E4) - 7EA3755q2 BRAF-ZE2 8 BEZREN b KL e REES
97% TGI » ED50 518 mg/kg ([&5)

[0343] 71 & R Y0 5045 sR B R g DA i (DB & PR
IR pSIREE M 2 F - BLACHL IR T 2 A Eh i - A (DL &R E
SIFER 8 R WS BRI p21 mRNAGEE([E6) - & FEREAI A p2 155 EKeE
FATGIFZ EAERE - ARG BT p2UKERS - Al > £
Rl IR Th i Kp2 | 5R B KA AT AL -

HHI8 | IR

[0344]) BLFFARDIGA Mg ME M AL M BRI ZE R E T 2 B EE
ML a2 - Z2t: - VB T2 RENZNWE S - B
HAb - BTUERD ~ 902 2a/2b HIRR 5T -

[0345] E VAT BRI 2 9E (PV)ER R & B8 1 4 L E B (MPN) « &
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IR REE » 200 ZIRFIER B 18% - HNPVESE - TLHFEE MR (HU)
A2/t < PVERS > BREZEHEAR > HEEESIEH A T2
K EAS NimE > HREFEBZEEHHUGE - CEEFERERE
21% T > ¥HAEPVEFE Z w2 A RO B & Kk K R 5 2m 2 -
AMEAND) Z bEWH—BOREY AT 2/ o TdEE R 8%
Hl o HEGHREEEMEROR2 (MDM2) Al HMDM2/EfEE 553
(pSHEHE-EHEMHEFH - EB/RAMEEVHIFNIERRIpS3 T A1
(pS3WT) il 8 A AR Ko U e N il g RAER Y 2 A& - pS3fAHE iU (LEA LT
AR ~ AIREAT » B2 R ESEEZER(ONABERR I KEERN
Ay ek - SFAHAEE RO S e iy P g 4111 1) R i e N 1 - R PR AT - ¥ MDM241]
il Z BURN I B BRSO E N R (R Al 2 pS3 B EER AR » K pS3WTHHAR ¥ 1L
A HI R SR - MDM2 Byp53 2 S iR HAL & A pS3WT ZCD34+5 fay
VB AL T B EFRIR - MDM2EERE H (Hp53587E » aT4l A& MmEr
HEYEE -
wseaest

[0346] BZbH5T 0 WIEL 7 AT © AEAT > (WA RE S BRaE D & -
FEEAPV 285G P EF L = (Ea R 2 i e 2« BAEAB T R R A M
R (AT EBRIERBZE/VA0% » RIEEGBI Y - Hh EAMREX
Z PV {E RS R Bt o BC 22 F 2K ABR o7 A — R A & KR Ja st - BURIR
i TIRE IR EEET -

[0347) PR AE 7y KBE T EBEREEADLa?iaRE  HER
R EEGR Z M2 M - BRI ER R -

- AEMABETHFIRVIFE M (ESE Z1&) © R M A E(HCT)>45% » Ltk
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HEETEBZHCTS £ /D3 578 > SCHERIHCT>48% » H R4
IR 122 14 RHETT

 FEREERE | B R ge R o BT RS TE I B A e (R R SR AR e RS 1
[ B I E < REFE I 1=25% -

« BRRARAEL/EA D FREAA (L B AN o R /B Bl B A
{E(MF) ~ F#3# 5 RIEFER(MDS)Bi& M 5 MmiF -

[0348] AZEr-HMLEWESEE/BIERE - AL 7R EH
PV ([ #8 v = @E %4 F (L&Y Wi FE A [E B & K fE A B A2 Y
LM RIIR o ALATR Y PR ILEHE TS HEER L[S - [ERERI e =
{EEHaH 2 — -

« 140 - N=1SEAMEKR - fIN=10fERE K : FIREFETR 120
mgEH—X - FIREF2IRFEIEFEQ1KIEH)

« 55240 - N=1SEHRMMEKR - fIN=10fARME K  FEIREFETR > 240
mgEH—X - FIREF2IRFEIEFEQ1KIEH)

« 55340 - N=1SEAMMEKR - fIN=10fERME K @ FIREFETR 120
mgfH—X - FEIREF 28R FEEFE (28K IEHI)

[0349] BE»-{EEBAPVERFRKE A T AYERE & RFET
ZRMCEYHIEEEER @ fEBEL 7 48 IL 5T (52204 B/ HiflE K 2 B
PALEES - BED > 2 {F B8 B % o7 BL 2 FIDMC H A B 3 T iE 2 s I &
ZRMLEYRIFERER  SRBEHEREEERE -

« 140 > N=110 : BH MR 2 [ERS Kk 8 ASL 7y 2 B & &
AR (L&Y R E -

« 55240 - N=110 : fRIZER /7155 - BAMER ZFERERHELET
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e e

aTEIRL295 2B AE - ATy @ N=75 > BERSr © N=220 (1104
2 a2 BB RI0EHEZEEEE Z(HER)
HSEEE

ARy TR BB KRERERE
AEADCEVHEERMERZFIK | AS32EEHNEZ BARERZ [EASAILE
PIREM (R EPVERZ P AL - AR Bl B EEERBEBLIT R ZRIE -

T Z FEYBU AR EEPSIWT | « FEEHEp2 e HEE 55320 - MAHIK
ZEARER Z AR BRI ENE | VIBHrErs - EP LR RAESSHEZ

AR MITTYSH - AT % A AR IR A
« W HMRIGRCT)SRAS - 5532 H A
Ha8 B \>35%
RO LEYHEEAIIEAPVIE | TEAZDS tHHeas I ER>40% 2 EAHEEA >
B I > LUEBERS PR R ek PV (BRSSPI > 142
B -
B3 T R

SBHTERCREITR UM | 7RSS0 S B T T BN A > (BASATLLG - Erb R e ey
PRI A B R R

RERZPVIEEET | - ASESHEMH R LGS 532 - MER TR
ADLEVELLE | EPEBEER LR S EMZ A £ % TAFFIRVIBAM &S
R B2 R « JIFEIMRICGRCT)aV S - 5532 8NP BeAR i 5 B4R 2 R/ \>35%

ABERRAE !

1.>185R R A »

2.38 08 B E M B &K EET 22016 1 5 4 4H 4% (World Health
Organization * WHO)RBJAPVE2 B > fE 4 o

3.l fS 2 ZH Ry Ak D BT (OORE PR Y - AR ARDIBA TR B B &R ©
1Bl B 2 5724 8 N AR BE 2 /0438 2 W REE R U BE g B 25 REFAR DI BR flg T
M A EE R 40%-45 % 2 A1 Ef 85 2 AT 16 8N 2 /0 — K AFAR VI BE i T & Ee /K
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EEN45% o

4 AEAER ST HEHIMRI ((CT) BTG A (F 2% 5 B AR F>4501
7525 4y om?) R SRR A (B AR 48 o EBERS P o 2 MRISCTEA
B A (AR g -

5. 2 AT ER LR (HU) (A OB 23 30 THE 2 ([ (E AR 5368 « 25201
FAHUBMEE » BIARDSE LT A - (6B 0 S HU B S R i 2 -
HUSIMEE R -

BB =200 55/ R BB AT 2 B8 <2855/ F - R 12 > BRE
2 5 A U1 B 7 4 40 55 1 25 BE <45 % 3K i/ B3 8> 400x 10° /L 5 fin Bk
(WBC)Et#7>10%x10° /L -

HUFT 2S5 -

'E BB I (AR R B B F 2 L <45% J /B /MR 3B 400
10%/L ~ WBCEHE<10 x10°/L J% 7 T % BEp i o 119 2 803 () e 38 2 (6
#HU FANC <1.0x10°/LE( M /Myt #<100x10°/LE M 4L & H <100 g/L
(JRE] > 10 g/dL)=

A BB 085 B 7 T 962 > HUAR Bl 2 I (0 R M (S £ (ol
BHUTHME SRS - IR - i E®sy  E85  BRETR®
[ {735 1% (CTCAE) 5.0/73-44%F B3 4 (AE)50> | i CTCAE 5.0/%2%%
AEZ K A FETHUSITEHU » B %2 M0 B s R HU S (i -

6. 5 7175 (E BB 2 4L (ECOG) S E IR AR 50 ~ 132 «

T AR IR T HE A B A R BB AR R B BB 2 B )
BRI AR E © BN o B AL R e — IS B (ke
3E A B AT Rt — B 5 (B R Ul - R B
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