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409 B 7 6 5 4 3 2 4 010241 42 43 4 45 46 47 4B 49 410411 21
|£§!ﬂ§§ oacoo?ro.-7¢’o'a'?o'¢¢'3..'-+.’
v L t
IRETMERLE L GVHD, MRD, CIR, NRM, OS, GRFS HuSﬂﬂmg/kquI I I I ] Cy 18g/m? d | MTX
Mnceaxmﬂ/kg lomx mz 10mg/m?
Ara-C 2g/miqd Bu 0.8mg/kgash MTX 15mg/m?

51 -- BHEAIMRD+ AML

BIREIERRST (ChiCTR-OCH-10000940)
AR RS [

RHIE 56 20 P —— —— -y

R (TPl TEE) 26(4-61) 41.5(7-62) 0.151 ol Ll e %f '1!& 3

3 (B 34(60.7%) 15(75%) 0273 | = -

CR1 45 (80.4%) 15(75%) 0.132 [ RRE ﬁ" o, RS g"xp 32% 5%  <0.05
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PR REE
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Chang ¥ Huang X. et ol ] Hematol & Oncol, 2017,10:134 Yu's, Huang XI, Liu QF, et al. Leukemia. 2020;34(5):1433-1443.
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Chang Y, Huang XJ, et al. J Hematol Oncol. 2020;13(1):27.
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Chang YJ, Huang X, et al. J Hematol Oncol. 2020;13(1):27.

12




PEEBIE S REaBiE EERIIBIERVRD-EY, SRFEER

- T mea

(n=169) (n=39) J- o P
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Chang YJ, Huang XJ, et al. | Hematol Oncol. 2020;13(1):27. Chang YJ, Huang XJ, et al. | Hematol Oncol. 2020;13(1):27.
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Haplo-HSCT 65.2% 100 P=.757

80

Haplo-HSCT 53.7% 20 MSD-HSCT 17.9% 80

MSD-HSCT 71.5%
60 -

Haplo-HSCT 68.4%

40 Haplo-HSCT 17.2%

20
P=0.57

0 12 24 36 48 0 12 24 36 48 ll) 12 24 36 48
Months Post CR1 Months Post CR1 Months Post CR1 Months Post CR1

Chang YJ, Huang XJ, et al. J Hematol Oncol. 2020;13(1):27.

Chang YJ, Huang XJ, et al. J Hematol Oncol. 2020;13(1):27.
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BER vs 8 0.492 0.018 11-IV aGVHD 2.573 0.029 iﬁﬂ'f@#ﬁﬁiﬁﬁﬂﬂ BWI.%EH"
PreHSCT MRD+ 1281 0014 Platelet engraftment 0.048 <0.001 . FESERER?
: Sapn 1
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B-ALL vs. T-ALL 0277 <0.001

B-ALL vs. T-ALL 0419 0.004
PreHSCT MRD+ 1953 0.027

Chronic GVHD 0364 0.001 PreHSCT MRD+ 2056 0.004 Bp(ERISIRIEt g A1 2 Eoin H= S i
PostHSCT MRD+ 2068 0.008 Platelet engraftment 0.162 <0.001 hAMFEERAER

Chang Y, Huang XJ, et al. J Hematol Oncol. 2020;13(1):27.
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R e Table 4. Previous treatmsent charactersics and ceflazadimeavibactam treatment indoemation.
TV S S SR T—— VARIABLE YT
[ — Ovenst Prmp i ry— Astiblotics befoce celtazidi b for the current inf
et e " . 1 Recely tiblotics before ceftazidi ih n T (659
Pitriey tmamma - 3 : Number of antiblotics recelved, median (1QK) 1(-2)
(o - : .
vy ) " ) Days of antibictic therapy, mediaa QR) NE5-13
A twur :.-u-—.-»-- : o : M‘h season for ceflaridime-avibactam wme
N — . M " 2 il B . 2 et Ig lﬂl L‘
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o s L vreee e ooy b e T e o ey P Previ 1 with carb i gani 10244)
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—— [T A R~ e —— Combiaation therapy 33 (s0.5)
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oot . ta
PP OmranrdN e - Intermittent infusion 26 (AX4)
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T M
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Suipevn ’.:“ - Adequate source control of the infection, u (%) 1113 (846)
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« BEBM, 574, PhtALL
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IR

o HABEHIATETRGINRE, LA DERER AR
RALBS G , FIARERERIEARE ST .

o thdBAMPALAAR. DENBAME, kR8T, A
BTFEH: BREBHREREM (CRB) , BEHRET,
BRARZME, WASIFRRRAETHMTUBRRT.
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BHaRFEIE BIEGVHD

@i GVHDAYEE
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FEEFEAZHIFTER SEMRBEHC

¢ EMmFHEEsE (HSCT)

ENTFARBESRAE || Dk
HMRENSEFRZ— | BEURELE
520
3 0 R
EmEE
I
i EMFHRRBE || ......

R EREEMRRT O

¢ tEEBEYnEER(cGVHD)

P BIEHSENAEER (cGVHD)
o E4EMEBER100KE
o BEHHMAHER

P cGVHDBA&RELE DL

0 REER (30-70%) RRAAZ, WHETER
B, TFEYREERE, HRER, BEERRES
© FHaEWEIR (UME+IFERPE) , WRRE

I ER ST MRRETO

= FEAY

© BUEBEMREERCGVHD)

EN. i
2F Bl

CcGVHD B 0. 1R, R
WAIEHBLAcGVHDRIR S RiRE & I THiRistE

T8, MEEETRENEERS

Mays JW, Fassil H, Edwards DA, et al. Oral Dis. 2013 May; 19(4): 327-46.
Zhou H, Guo M, Bian C, et al. Biol Blood Marrow Transplant, 2010, 16:403-12.
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{8#4GVHDRYIGFRITE
TEER TSR

02-2019-CN-E€H-00062
A,

AT,

cGVHDiZHitTfE =

NIH consensus r 1ds that the di is of chronic GVHD requires:

at least 1 diagnostic manifestation of cGVHD or at least 1 distinctive

manifestation, with the diagnosis confirmed by pertinent biopsy, laboratory
tests, or radiology in the same or another organ

Lot
oare = e b b

FFERESEMRREF O Filipovich.et.al, BBMT, 2015
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02-2019-CN-ECH-00062
FERHCENARR, QUFFRZERZ, BPS RS

cGVHD MERIMRASRE-IRES

R{1

ItalyZ2#& 33 1156lcGVHDERZHITIR (immune reconstitution) 5, B
HIRUGVHDRIFEIEE R OS;
2.4(CD4>233/meL) + 2.1 (NK < 115/meL) + 2.1 (IgM < 0.45) + 4.3 (Karnof

sky < 80)
& EBMT-

LR <24, intermediate >2.4 <4.5, HR>4.5
2019 Oralsessian oos2
258,

PN,

HEEFSGVHD e

cﬁTéBMT'

Valldanon of siomarkoers of graft-versus-honat disoase
in the French countrywide multicenter Cryostem cohort
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HEEFS5GVHD

& eBMT

Early biomarkers in alloMCT:
¢ 8§T2 wa
« TIM3

Background

socipiec with OS and NRM (many cfferent sestngs) **
saciated with NRM and OS*

Late biomarker in allgHCT
+  Apanel combining ST2, CXCLS, Osteopontin (OPN) and MMP3 =
3350Ciated with SGVHD severily and NRAH
Dati com kom patients enralied In 3MT CTN o cGVHD

conecctium (North Amenca)

HEEFSGVHD

Results

& eBMT

ro GVHD (D3835)

1 ST2 | OPN CXCLY MNP
i1 D R P e
z g g i 1. 11415
° 3 ¥ § pe 08O B.:I
$ 01T | E P Teeree
iF z SRR ?T| T
VO R
o &F £F &P HF
A0 P

Blomarker leval by group = anset of GVHD, ne GVHD {D120) and

<000t

“pe0gs

Wi a0n sty

Results
ST2 lovel M onset of aGVHED and overall survival

ﬁf’EBMT

Oral session &5 EEraT
:’.EBMY Results )
Bicmarsar inwnl and severity of GVHD
Adpartou

szute Tina 0 X 13 . 608 0.0%

12 L. 3% - B.4) 0.4
kg oxeLy 354 12 y&. 3.7 6

nMaera J 24 TR o1
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Statistical analysis
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o 30fBEEECGVHD, 2065IEEREEGVHD

o FEBFCHE: SEE, SR, EER, ESES

© {HREEF: IL-1b, IL-16,CXCLY, CCL19, CCL17
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Introduction
BEBIST
Age Median 30.56 3225
Age Range 460 1655
Female 10 (33%) 6 (30%)
male 20 (67%) 14 (70%)
Matched sibling 17 (57%) 6 (30%)
Other 13 (43%) 14 (70%)
PBSC 17 (57%) 6 (30%)
PB+BM 13 (43%) 14 (70%)
Mild cGVHD 8 (27%) 0
Moderate cGVHD 8 (27%) 0
Severe cGVHD 14 (46%) []
Madan H, et al. Biol Blood Marrow Transplant 21 (2015) 389-
Results
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02-2019-CN-EcHi-00062 02-2019-CN-EcHi-00062
PATL, REEHZ R, FEHUCE AN, PRSI, BISREER
= V=1 (TN
BEIEMHGVHDIBERIH{TRERAT
L Tl e e R O = o
ap r—— e
i Ll =: 5 =
=i ig 5 = : x
[ P — -
b e 1 -
02-2019-CN-Ecfi-00062 Jagasia MH et al. Biol Blood Marrow Transplant. 02-2019-CN-£cH-00062
AT, RSEHZ A, 2015 Mar21(3)389-401. ) FEFURENANS, RIFFAERZE, BOSKRER

cGVHDi&fF I cGVHDi&FF R

3 cGVHDRI—EiETF P cGVHDM—LRiATHiISiL

Rota of mTOR-Inhibdors (Seotmus, Evercimus)

< S50 E T (3R IEE /FK506) BX & ik B A

~ sEvaral mirospechye sliedies in siercid refractony oGVHD

(1mg/kg) RcGVHD—LATTRINRAERZ. indicate possible effeacy
- HENEREBRHIEETEIEN, BHREER - Results of  peospectsve multicenter phase 2 Study pending
2, D=5 cGVHDRIRISEHES. Evorcémus + Prednson in Fiest-Line treatment of cGVHD
LPLY March 2018
- BHEKL50% Fesilts anticipated: April 2010

Coordnating investigator. Francs Ayuk,

Socie ".et.al, Blood, 2014; Mary.et.al, Blood, 2015
FHERS MR £ EmraT 2019 education session
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EERFATGVHDRYI / INEBFEN, SHxtie

100.0% EHE+SIR
= +SIR+CNI
Bo.0% P=087
£0.0% 48.6% 50.0%
40.0% P=0.90
200% 1470%  1550%
0.0%
CR(61A) CR(24F)

TN, BRI / BRSO, HE138SaATERINE, HRkBH/ BB ERET
FCGVHDEABHHRHRMARE, EBER
LB

RELURRHY/ FIBRE)/ AR

BREZMERIAT6] £ N

Paul A. Carpenter , et al. Haematologica 2018 [Epub ahead of print].

02-2019-CN-£cH-00062
REZHZ A,

B ETAT T cGVHDRYI / NHEREN, ZHitis

1000% .
HE+SIR WHEASIRA CNI
81509 ~0-28
80.0% 74%
P=0.78
60.0%
48:6%) 46.20%
40.0%
200%
0.0%
2FTHRIFEER REER

it BETRUNKE (E) SR, Rke/REEaEReN/RS
HR)ATEREHIRISISIFIEAT, BTEERENIEER, &
BT RBHEIFITRE T,

Paul A. Carpenter , et al. Haematologica 2018 [Epub ahead of print]. 02-2019-CN-ECH-00062
RS2,

cGVHDi&T?
3) cGVHDRI— i
sosmsaaes .l : Ih_ '

R 375mg/m2/w*4; #MSECR, REBMAR;
HNRPR, NBIT4wESR 375mg/m2/w*4

18- CN-£CH-00062
s MBIAIE GlaknBOH, Wrasaier
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BEER&TCGVHDRII / INEARENL, BrLixis

50.0%
-
oo AR Sl
oo P=0025 P=0016
20.0%
11.70%
10.0% 7.80%
1.5%
0.0%
2R )

=HE+SIR = HER+SIR+CNI

ETEN, BRI / IS piRiesh, HE138EENHEZAE, RITARKCH/FETER
BT RBR Y AP R R/ SRR R AaT CGVHDEARMS R AR AR, F21

Bine iR, WEREiary

Paul A. Carpenter , et al. Haematologica 2018 [Epub ahead of print].

02-2019-CN-£cH-00062
Rz A,

A,

BT EEFBAGVHDASIEMS L MES

+ Metap#Tkil: BSRAFKMINEERFEERNIERR 0.99; 95% C10.80-1.21,

P=0.670)
LASRLA BRI SR ST SRLIEH R
IEERBE LRSI

i RR(95% CI)  #RHi(%)

Pulsipher MA(2014) 1. 1.43(0.71, 1.80) 1967

Kornblit B(2014) S 1.12(0.75, 1.66) 2733
Armand P(2013) = | 0.80(0.46, 1.40) 1391
Pidala J(2012) 0.64(0.28, 1.46) 6.12
Cutler C(2014) & 0.97(0.68, 1.38) 32.96
F34K(P=0670) 0.99(0.80, 1.21) 100.00 ]

i ERRT RS

0277 SRLE( FSRLEH 361

RR: 1RSI, >1, MMERERNMC <1, MEEFERN B BERE

—IRERESHT, RN T), FHELASRL A EFRBHHSCT/EGVHL
WangL, et al. Transfusion. 2015 Sep;55(9):2134-41
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Firstline treatment of chronic GVHD under investigation

Firstline treatment of chronic GVHD under investigation

Study Type ©

petional {Clinkcal Triak
stimated Erer

124 participanty
Allocation: Randomized

Mashing

Primary Purpose

Intervention Nodel:  Parallel Assignment

Nore (Open Labed)

Trestment

Official Tithe: A Phase I Randomized Open-i.

Actual Study S

June 23,2017

[stimated Pravuasy Comp

n Date My 2

X

Estimpred Study €

npletion Date © January 2022

bl Mgt

center Study of Ruxalninih v "
Faailatin Therapy it s W
Corticosteroid relractory Chronic Graft vs
Host Disease Alter Mlogereic 1 Co
Transplantation (Rt )

AU, T2,

— S

A,

02-2019-CN-EcHi-00062
A,

vy Tope © Wmacventional (CEnical T
Estmated Eariiment . 204 particpanty
Abocwton  Bardaeited
e e Model  Croansower Mughment

Witerverticn Wodel Descrigion

Manking
Priemary Purpose: Treatment
OMcial Tithe  GRAVITAS-32%: A Phane 3 Study of
RacraN o Placebs in Cambinstian With
Corticentersids oy
It Treatment Lo Chesnkc Graft.
Verius Hast Gizesse
Actual Shady Start Date ©  Seowacy 17,2019
Cwmmated P,

fetion Datw © Awpant 17, 3023

[xtimated

pheton Catw

cGVHDiaTT
cGVHDRIZ a7

Worsening manifestation in a previously
affected organ

Development of manifestation in a
previously unaffected organ

\ Absence of improvement after 1 month
of treatment
Inability to decrease the dose of PDN
below1.0mg/kg per day within 2 mol

Indications

Socie ".et.al, Blood, 2014; Mary.et.al, Blood, 2015

cGVHDIAT?

—HiarEREERE, BERMYaTaE

wH (T£) ars-12/8

Wolff D et al. Biol Blood Marrow Transplant. 2011 Jan;17(1)1-17.1 41
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BCSH/BSBMT Guideline (British
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Dignan.et.al, BJH, 2012
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Targets of a few second-line treatments of cGVHD

=
Iy =
&=
e . c
TR
FFEREEMRFERL Rodgers.et.al, BMT, 2013

ECP (ISSMESEER) iBffcGVHD

[
§ama
i
R i T
amel
R ]
LT e
Wi NS e vl 1L B st e
THSE -daus v £ b ML
RIEAS; TRMABIEIEIECR
ECP ohel 7
58, AT DB (BHEGHVD: 34f); CGVHD: 376)) , HBECP
BEUTH

02-2019-CN-£cH-00062
A,

A,

iatEcGVHDRYATT

:- 'l.'.l.'.l__'._'.!' ||.". i Il'”' |[

FK50634F=EATIEGVHD B MR S RRRAT TS
ERERRNETTIENE, ISEIEN—RikE

Nagler, A., et al. J Hematother Stem Cell Res, 2001.10(3): p.411-7.

T ERSEMRREFC
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cGVHDiaTT

Mumber of repors

Number of reports Pontostasn
on second-line
treatment of cGVHD
(Reprinted with

permission from Martin
etal) Eveteats

o 5 w0 5 20
Martin PJ.et.al, Korean J Hematol. 2011
HFER R Mk

cGVHDRYET
@ fti5e=E (FK506)

O PNEMH: allo-HSCTEEMIFIEGVHDEE, HELTR
L, HERBKAERAToNE

O NG 150FE

©® FK506%I2: [MBR 4-20mg/d, 1RIERETEEES-15ug/ml

O R ZF1FHRE, 60%EEMNATINEEENRE, SHIES
FI=LER, PAnEgntiEi3s

Nagler, A., et al. J Hematother Stem Cell Res, 2001.10(3): p.411-7.|

HifERS MR

cGVHDRJATT

© pEA(ERAFK506RY5IE790.03mg/kg, ILERFIERE—H?

Ong/m =
<6% 6-12% >12%5H<18%
0.038mg/kg 0.026mg/kg 0.025mg/kg

JLERERFK506R3, FENRIIEEHEME, £E5)LEMATIEPA50
tEx

Przepiorka, D., et al. Bone Marrow Transplant,2000.26(6): p.601-5.,

T ERLE MR
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P FEER

o FIfEME. Sl 2HAIRARIAR
O PAIIG: BEMAGVHDES
o FIE: 100mg/dFa, FERBINZE400mg/d, #5468
O Z5R: 1465KEPR, ABISKISCR, Erhfb, MHEFRZER
cGVHDBIRENF, 3FOSKEFSHBI72%7F146%

i ERSE MR

ialEcGVHDASA .

Olivieri, A., et al., Blood, 2013. 122(25): p. 4111-8.|

BT EERERE

ﬁ?%j

FAT 4R PRETGIHA
k2l iz

uﬁ;Lnﬂ%ﬁ? - —
EEER ® i3I 70-KSUBHERAIEGE,
(mTOR) {EAZPER40S T BB IS6E B A B
Wik, ¥MEARNEK
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Increased Notch2-BCR
signalling and a decreased
IRF4/IRF8 expression ratio
in cGVHD . Increased
Notch2 activation heightens
BCR responsiveness and
promotes the expression of
the proximal BCR protein
BLNK in cGVHD patients.

All-trans retinoic acid
(ATRA) could increase
IRF4 expression and
eliminate BCR-Notch2
hyperactivation as well as
relieve cGVHD symptoms

et al. Blood. 2015; 126: 145.
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Drugs-Syk inhibition B=wERS

Syk phosphorylation is increased during murine cGVHD and is necessary in
donor-BM-derived cells for the development and maintenance of cGVHD
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Types of autoantibody in cGVHD

Found in F>M HCT Non-
Not detectable in early age specificity
H-Y after HCT
Not associated with aGVHD
Fibrosis and type | collagen Skin and lung
gene expression fibrosis
PDGFR

(Ha-Ras-ERK 1/2) signaling
pathway

Inhibitor imatinib mesylate

BJH,accepted
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Role of Tfh to B cells in GC
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The role of B cells in cGVHD .

Table 1 Specific predictors of cGVHD

BAFF Non-relapse mortality

CD19+CD21'°wB First diagnosis and later

cells development of cGVHD

H-Y antibodies cGVHD risk and non-relapse
mortality

Bregs Favorable prognosis

B onlineisel -1 S o A0e:

The role of B cells in cGVHD —
Table 3 Clinical use of GVHD-related drugs and

their effective mechanisms

Function

Fostamatinib Inhibit Syk and BCR pathway

Ibrutinib Inhibit BTK and IKT in B cells and T cells

Bortezomib  Inhibit NF-kf in both BCR and BAFF pathways

Rituximab  Target CD20 and reduce B cell frequency

KDO025 Inhibit STAT3 phosphorylation in T cells and
decrease BCL6 expression in B cells

Imatinib Target PDGFR and inhibit fibrosis

Bk onlineisel; 101 R TA0es

]

® GVHDMIREREMEEEFEGRE, ClmENTRIEEEEIR
HERRRZ—,

o IEMBEMTEERRRERS BN LRENEXIRRIS BB
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Therole of BeellsincGVHD ...

Table 2 B-cell subsets in cGVHD and their phenotypes

in value

Naive B cells CD19*IgD CD38"°CD27- 1
Immature/ Transitional B CD21-, CD19*CD21" T
cells

Pre-GC B cells IgD*CD38"CD27* 1
Post-GC “plasmablast like” IgD'°CD38"CD27* 1
cells

CD27+ memory B cells CD19"IgM"CD27* 1
Bregs CD19*CD24"CD38", l

CD19IgM*CD27*
Bubenlinsiiol SN WBTENE:

The role of B cells in cGVHD

Table 4 Promising strategies in the field of cGVHD therapy

Promising strategy

Donor Breg infusion Increase regulatory effect

B cell depletion ex vivo Deplete donor pathogenic B cell
Selective depletion of ¢Tfh Decrease their migration to GC
Blocking IL-21/IL-21R,  Decrease Tfh function on B cells

Function

ICOS and CD40L
Blocking Ha-Ras-ERK 1/2 Block type I collagen gene
expression
Notch2 mAb Block Notch2-BCR pathway
ATRA Increase IRF4
Bubninelol IS BTERE
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Optimizing allogeneic stem cell
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AlloSCT is beneficial for both MRD+ and MRD- patient
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Consolidation therapy pre-transplantation benefits pre-MRD
negative AML patients in CR1 receiving allo-HCT
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Prognostic significance of a history of prior consolidation in AML patients undergoing allo-HCT
in MRD-negative CR1

Armin Rashidi. et al. Am J Hematol. 2017;92:1032-6.

2. Transplantation related AlloSCT factors
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3. Disease control after AlloSCT
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How we do?
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Clinical and laboratory features of
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Swimmer plot of time on
treatment of r/r EBV-HLH patients *

otarcs of Nvohead Trestes

¥

e S WO

el

Py '."l '

Petwnd o EeT

Punan? ‘l..-'

Py -l'_hi

ety —

- N L] - i 3 - »
v

6/ AT ARRL, PREAHI6NA, SPRARIFHFRRIFIRACR, 4BIMRRHKEAIMEBY-DNARE
Liu PP, et al. Blood.2020; 135 (11) : 826-833

68




JIH

Treatments and outcomes of
nivolumab

Nivolumab Treatment m
Case

Induction Maintenance Survival RFS
Dose cyc\es) Outcomes  Dose (cycles) Outcomes (months)  (months)
100mg 200mg 140mg (1)
cCR 100mg (1) cCR 189+ 18+
100mg (6)  cCRandmCR 100mg(4) cCRandmCR 179+ 174+
100mg(3  cCRandmCR  100mg(2) cCRandmCR 153+ 153+
n 100”'91 AOm;ZOmg cCRandmCR  100mg(4) cCRand mCR 153+ 134+
140mg ), 160mg
1. 180mg ) NR.DOD 5 0
[ 6 | 160mg ©) PR, Relapse = = 8 15
100mg(3)  cCRandmCR  100mg(2) cCRandmCR 114+ 11+

Liu PP, et al. Blood.2020; 135 (11) :826-833 (Supplement data)
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Intracellular EBV-DNA copy
number in NK, B, and T cells
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Can we cut off cancer on the
way ?
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DEP regimen as a salvage
therapy for HLH patients
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Antithymocyte Globulin for Matched Sibling
Donor Transplantation in Patients With

- Hematologic Malignancies: A Multicenter,
Open-Label, Randomized Controlled Study
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Clinical Features of Acute GVHD
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Pathophysiology of acute GVHD

Association of recipient age (=40) with acute GVHD in after MSDT
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Mechanisms of action of antithymocyte globulin

ATG for GVHD in allo-HSCT settings: a systemic review
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Kumar et al. Leukemia,2012;26:582-588

Study Design (1)

The inclusion criteria were as follows:

v Age 40-60 years, hematologic malignancies in the standard-risk group (defined as
acute leukemia in first complete remission; chronic myelogenous leukemia in the
chronic phase; and myelodysplastic syndrome with refractory anemia, refractory
anemia with ring sideroblasts, refractory cytopenia with multilineage dysplasia,
and refractory anemia with excess blasts 1), having an HLA-matched sibling donor

v Eastern Cooperative Oncology Group performance score <1, ejection fraction
>50%, blood bilirubin <35 mmol/L, AST/ ALT<<2 times the upper limit of normal,
serum creatinine <130 mmol/L

v signed informed consent form.

Study Design (2)

The exclusion criteria were as follows:
v'Uncontrolled serious infection before transplantation
v Serious allergy to ATG
v Transplantation from an unrelated donor or haploidentical donor
v Receipt of a nonmyeloablative conditioning regimen
v History of HSCT
¥ Other unmet inclusion criteria.
The exit criteria included
v Unmet inclusion criteria or meeting exclusion criteria after re-examination
v Withdrawal of informed consent
v Refusal to comply with the clinical trial protocol
v Termination because of a serious adverse event during the trial
v Investigator determination that continuing the clinical trial was inappropriate

Study Design (4)

The estimation of sample size

v This study proposed to reduce the incidence of grade 2-4 aGVHD on day 100
from 35.4% to 18.5%.

v The settings included one-sided a=0.025, B=0.20, and Walters normal
approximation, and a sample size of 108 in each group was determined to
achieve the statistical power (80%) needed to detect significant differences
between 2 groups after calculation.

¥ In consideration of sample lost to follow-up, death during early treatment, and
other unexpected factors, an additional 15% sample size was required; thus,
the final sample size was approximately 125 patients in each group.

Study Design (5)

\ BEfLHE |
Al / \ B4
ATG: 4.5mg/kg (& SR, -3d— CSA: 3mglkg +d’ -1d HF
1d, FIHE e
CSA: 3mgkg +d' -1d Pl SRR, G 00 — 300ng/ml.

IR 2CR R K IE 200 MTX: 15mg/m’+1d, 10mg/m? +3.+6d
300ng/ml MMF:0.5¢/d  -1d Jks, Jil— 4

MTX: 15mg/m?+1d, 10mg/m’+3.+6d

MMF0.5g/d + -1d ¥l —4H]
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Study Design (6)
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Study End Points |
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v The primary end point was grade 2-4 aGVHD |
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Results (5)

Results (6)

TABLE 3. Causes of Death
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*HEEMEICNDLBCLES, BUREE. SEESWRI=MISIBRER: Fi
KF60%. ECOGPSATFIHUR—ENEBHRIE, SMEFITR1D, FABMIPI

*AMBRAEA: JBA (09) , JHRE (19) , FERE (29) LREBE (
39)) . EEASEEFRIATT 3%, MEBENSENTUSIRE, SEEFER16.5%.

~ MAtRAGER

L ]

L

LT
T |
=z

'

EE E L L LT LT T EE T T LT

i OS, SUETRRYE); PFS, THREFMIE; L, (E4H; L, EhEE; H-l, d&rdE; H BRA
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P L

S e
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- AL AT P T o
- AT A e T FEr
- ¥ rewrans: s s . e
ErEs . aampr hewr.
manm B
SoMAERAAR oMb ERAAR N —
. | ERRES o | BRENE

= DLBCLBHERICRE T Frasmtt, RE—EEf~—Et
BRRILEENIRRHE. S PRENENIEEEER.

= SIXIHEEIERICHIDLBCLEE, FAMTEAIBMIPIZ— MR
. REFEEMANESTUERIERETS.

» HERE— B BHEFRICNDLBCLEEEFARERKE. =l
R RHE AR S E R R — SRS A0 I 2L,

Leukemia

QRIGINAL ARTICLE

Concordant bone marrow involvement of diffuse large B-cell
lymphoma represents a distinet clinical and biological entity
in the era of immunotherapy

KA ERAER

- BF

= FDG-PET/CTX{DCBCLE BERICHIPEAL K2 W7

oMMt RAAR

| HARITE

SRBIIT 2BEEE R T
WLH, AFREETSS R BINEABHIH R
18E-FDG PET/CT, FEES

PET/CTHaERIEZ UM — .
SO LRERERERN N R
R 3R

i | L_{;'if”;_l sl
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o MAeRAAR

= RIFPET/CTRIARI BEERIC

*Deauville 5-PS JIPET/CTeh B/ BEEEBIIHTERAIE. 8. ANBRSE
. 198, BBIRIERRETILS RS EIEMEEREHE.

o MAEeRAGAR

= GEHESHT

*IABMBHSANBERICHSRIRE, PET/CTIRUBIRICAGRIL. BRIE. IR
A, PBEFRUELR B R YRR R R AR T

*PET/CTIEMEBIMEIE (PET/ CT-BMYes) RIS LA/ BREBran s — m——"

BRI TR E; PET/CTIAZRRYEBREEIE (PET/CT-BMPo: _ e e

) EiE DAE/ B R B RSB I I R AR SR by : '

B AT BIENEKET. FERNSTRES,

*AHAF R BE PR HIFILS NS R B R S ERE R, " sy 7 ks

PET/CTH A B BRI E IS B AT S . opor e ol

1000 ol
oMb eRAR | ARER (1) ffETéSTiR?JU%%f% MM LRAAR |
IR BRI

« PET/CTiREISBE2IEMEM = 1R#EBMBFIPET/CTIRBIIIA R B BeKSHYIRARISAEL AR

(A) PET/CTIRBIRGRER BRERIC, (153 "

BMBIEsL AR —Ett SEEEICEE 4SE 12 1 - 23
90%(f), BE—ERiAITIEIRCR(A)

(B) PET/CTRB R S
2B, BMBIESLARIERA—EUIEBHERIE 190(578) 31(646) 2610 1603 0369 029 0699 ons
TEE30%(E), B—&afTiEREFDGE i, s w0 20
Ey?é%g%CR(E) 164 (49.8) 22(45.8) 49 (48.0) 37(544) 0.603 0.750 0.493 0.801

(C) PET/CTIRBIRIENRY IS/ S5E 160(523) 26(578) 81(794) 26(82) .41 <0001 0036 000
{28, {EBMBI\AEBRRE®). & T S v S )
_giéﬁEﬁCR(E) gt Rt >1 39(11.9) 21 (43.8) 71(69.6) 43(632) <0.001 <0.001 <0.001 0.002

PIRA

fE (0-1) 151 (47.0) 7(149) 6(5.9) 9(132) <0.001 <0.001 <0.001 0.007
s o Ton e e

KM >Tem 97(324) 17(36.2) 36(35.6) 17(25.0) 0613 0.555 0231 0950
BEER 84.(25.8) 12(25.0) 58(56.9) 15(22.1) 0.900 <0.001 0513 <0.001

Unpublished data

Unpubished data

oA ERAGR

= SEHEEERPET/CTINSHENBIEEELL, (XPET/CTIREIE
HEPRM R B2 RIIRE. HINZREHAAT, MER
FRIGKTUSIHE (WIFSHILDH, FRAT60%5. PS224. B
ERLARARPER) WEREER.

* VFABRNARIGRIVEFE (FR7THFATO0SFIAINR) £
IR EM B HERICERI L AR EEIEIN.

RER (2) : PET/CTIRBIBHERE
I (e1:51

o MAERAGR

= PET/CTRMNRAIBHERICAIEES

* LUBMBIANBRIDRSHSIETE, PET/CTIRGIS SRR
45.9%, ¥5R1E/987.3%, IAMETRNED961.9%, FRMTRUIER78.1%, Ek
12.7%, BINERS4.1%,

* PET/CTSBMBIRBIBEHEIEA—EE (Concordant rate) H74.4%, 7
—& (Discordant rate) 7925.6%.
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T hE bR AL

BERtHEPEEMheDRERERES

oA ERAAR

= JATTRIBMBHEARI R B RERIC BRI FAPET/CTATMG HER

RIE—HM B EERICEE PPET/CTR % N64.7% (66/102) , &&HwH THIEA—
BRI B TPET/CTRIE%17.6% (12/68) , Z 5t HA Sl %
<0.001) .

E# (84.2% vs 40.0%, P <0.001) : #H/z,
<L Skt M R RN A

0 TR LR R B

BA—FEE BRI, R RILMPET/CTR H %

HFBEMR (16.7% vs 20.3%, P =0.910) .

MR —ge F—mienn
PETCTRA
AR | —Ee Tome el RmE rEe RRe

et ree ot

B s pw s o
it (%) 66 (64.7) 12(17.6)  <0.001 48(84.2) 18(40.0)  <0.001 1016.7) 110203) 0910
BItE, (%) 36(35.3)  56(824) 9(15.8) 27(60.0) 5(83.3) S1(19.1)
B 102 68 57 a5 6 62

oMb RAAR

= TG BT BMBSPET/CTY SEEITFAEII—EER

R (PETICTRI BMB) BT (PETCTH BMB)
PETICT
CRPR  SDAPD. CRiPR  SDIPD CR+PR  SDYPD CRSPR  SD+PD
069 (@=7) @56 (@=0) =86 (@=9) @) -0y
PETICT: & BMB-, no. (%) 670072 3628 S5082)  NA 86100 3(33) 64000 NA
PET/CT+& BMB+, no. (%) 0(0) 0(0) 0(0) NA 0(0) 1011 0(0) NA

—EK(PET/CT & BMB)

61072 3428) 55082)  NA 560100} 4 (444 640100)  NA
PET-CT- & BMB+ 00 2086 0@ Na 0o 2@ 0o Na
PETCT! & BMB- 208 2086 108 NA 00 3@ 0 NA
F—BGK (PETICT & BMB) 208 4672 108 NA 00 5656 0@ NA

. WAMERR: SD, FEAGRE: PD, SR BMB, R
L P<0.001.

i CR,

o MAERAER

| HIRER (3) : BELEEWE

= HRIEBMBFIPET/CTIRAIB HERICR AU THERIERFLLR

Y

14 29 B PEAL: PET+/BMB-. BMB JlJ] P i PET/CT
L. FPRAT RO A 09 4SS f2 51 Concordant
Ji: Advance d PET/BMB-, I PET/CT il BMB

Unpublihed data

FrMseRaaR N
= | AT

« T AIREABIIHEEEE, BT EEMEINERY
MG, PET/CTERNEMRICEE, AEERREEMEITN
FEA—EIBHEIL, BN ERERAN, FEREBMBIENE
RS,

« FEEMBIBANBHRCEERTITARNR, PET/CTRRINAE
HEREEFRAUAEBMBRITEIRS IR, XBHE
BT SERBIERBRIET S LR E HImE,

« U EEREE NS T BB BRI S B S
#, RAEBMBIAN BRI RS IS SIS A B EEt
TS ERTAT RIsEE,

oA ERAGR

- BF

= RE

oMMt RAAR

= AAREHEREIEFE, RIESHIENENHEBHRICAVIZDLBCLEAER
RAR—IEAR, WXEAHNSRIBHTENFRIRE, RUERET
B RHER RS EATRR D RERE.

= EMELHITFN T PET/CTEZEIHE B MRS EONIBIBERIE, 15S3%
IRPREAEESER R TIFPEF RIS LN X —SEH B FFRR.

= T BHERANRRY, ARRARFER ST BERICEEND FREN
FHHTERRNARIRY, SEXSEIMARSETFRITATA—EE
BERILAAR, AXEEENEEAGEINST IR,

= EXRE—EMBEHERIE, BiYGEPRIMIERFEERAITHEEFERINHRE
SRR TR EIIER I —S T
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T ANCLLE TR
Relative Risk 95%Cl
1S 1 S £ O
1812k shh B2 2 S B9 S PR Y 32 32 Europeans 1.0
SRt EREEIR Asians 0.2 0.1, 0.2
Chinese 0.2 0.1, 0.2
. :"‘*’ﬁ . Japanese 0.2 0.1, 0.2
AT RZAR EBK )
oA LI T Filipino 0.1 0.1, 0.2
Korean 0.2 0.1, 0.2
aiCLLO o
CLL7E = & 529 = T
Incidence of CLL in Asians
Population 1.4 x 10E+10
SEER incidence 4.4 x 10E+5

Q
§ Estimated N China 616,000
.'§
Observed N China  <2,000
Missing 614, 000
Asia Hawaii us o -
iCLLE rCLLY )
CLLEE®R AT D ? W E T
o - 0%
.- - LY
e - =N
P & ox CAC e posatm OLL
ey el o~ CAC ke oer Secedws
e = s [ -
e - N
- - o (=0 964; Pe0.001)
S =R . 1o~
EARENRENENRANANAAREERARR o
J0o00 0042011 0122016
LD wCLLO

Yang Leuk Res 2018

Yang Leuk Res 2018
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20158 EREF AHIHN ClLLs=e&

Senegal $36
Kenya $70
Nigeria $97
India $63
China $426
Colombia $374
Ecuador $580
Brazil $780
Argentina $998

Uruguay $1,281

UK $4,536

us $9,536

L9 LIS
S ————
SNPs
s
Haphlap
- UK - Uta Japanese
residants ! Chineze inTokyo
P European e
ancestry

i

& & &F & &
Tan r
' wCLLO
[ ——
AL B BRI AT AR IGHV =4
-
Median Stage | Mutated |IGHV 1-69| Most frequent | del(17p) i
age (y) | 23 (%) | IGHV (%) (%) stereotype (%) 1
(#) E11
Africa 35-37 56-62 63-72 NA NA NA 60 14 -
China 27,38-40 58-59 7-33 66-71 6% 8 13 13 i -
India 4142 59-69 35 51 5% 1 14 st }
Latin America 66 19 53 12% 4 7 -
43 Lo - -
US/Europe 63-66 5-7 56-67 14% 1 8 “ I ’_'
44,45 ] I [ |'|
: Hhn i ah
WA VEZE WET VTR WIS VST WA VR WL VIAE ¥YLE1 Wi
wCLLO wCLLO

Yonget L unpised

Mareli Oncotarget 2015
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()] JIH
IGHV®R =k %& Stereotype
China Italy g
- = I
- - !
- - il | ]
- - s i | f
- . - . L
w bt 1
i s s || I||I [ I |
RSy o o " 2 Far A os ow _!I | 8 -I'IJ :-I[I'IJ I'I-TIIII _I-I
L L P B P
MC L LD ‘Marinelli Oncotarg 2016 MC L LD T 2018
ADz LW
Life-expectancy Median age 100
Female Male Both sexes E
Africa 66 62 64 20 oo
China 80 75 78 38 E} o0
India 72 69 70 27 = Ay .
Latin America 79 73 76 31 L] 20 -
us 82 77 79 38 -E o i, . .
Europe 82 76 79 43 o ol
: . 5" S
PHCLL S PHCLL y
wsi erachics/us demographics/ ‘ang Leuk Res 2018
AR TR S5 R CLL-IPI
Europeans Chinese
del(11q) 20% 12%
+12 20% 22%
del(13q) 50% 48%
del(17q) 15% 13%
TP53 10-15% 15%
SF3B1 18% 5%
MYD88 3% 8%
wCLLO

& o ik A&, 2018,39(5) : 302-397.
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Thank you for your attention !
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Z R BN EBRINARIIN R

ZRMEEERE (multiple myeloma, MM) S3KMIBAEIERTEE, BESFIEOEYILAR ERMREE S
TFRIER, 2R4SHERBRIVATRERMINR. IS REINRIATRL, 2016 FERS4ErELIE
H (IMWG) IREEESTEM EFEH—SRARMNEBRHE (minimal residual disease, MRD) 14
738,

Brl, Z&MEIEEN MRD IFNMIEEEEZRNE. Fi—URUREE# 4GS, MRD 2 A%
BHEREATNEZSMIGRAS (848 ASCT. JEASCT. RERBES) WERIBABEMENE. SHRERX
MRD BBMEELETIS, $515454E MRD [BIE (BUE 10°, =12 B) EEESHIfREFUMNE, BT MRD
2 kM BEEERTEEBIFATUIIMNE, MRD 28 FDA #/ERZ A4 SHERERZAHIE AR S,

MRD AILAFRNZ &M EHEREENTE, (EEESEMNRUAIEIRREEF LN A MRD 1ESIGRARK,
ZAgE B2 A EIEENIEARARRR. BalERAREEEFESLA T L NORFRE:

1. 1RIE MRD BBMBRISERERESHTHR

TCBBARINEEE, K15 MRD BBHMSBETEMTHRIKE MRD IBHENEE. SEEE
AN3A1S MRD BEMRTBVS SIrE B & —HRFNER. Bit, FElaRNAFEISBrEEN 17p-7Y
BE, REGRBMNH R BRE MRD BBZ BRI st I RIS, Bal MRD [BH3A1S
R ZR Dara+KRD 52 (MASTERAZE) , MRD BMERATSIA 40%.

2. IBESMERIIAE MRD [BHENEE RERERIFR ASCT?

IFM2009 R~ VRD BSiaT ELICRERIFRE ASCT, REFX1S MRD BBiE, 19AIRER
FHIAETE, B, BESSTESMERENSAS MRD [BHHIEE BEDIZER ASCT, BRIEALFRE
DETERMINATIONZ 5%, XIFIES/EIAE MRD IBMNEE, BNSELLRF R BB ESTIESE
AT ErmitREE ASCT M e RIgXI 288 EE PFS 1 OS RSN, ZARERERIFNE
& ERDILIEE S EREIFRE MRD BBt SBEH#ER ASCT X MIhFREIER,

3. £ MRD MR ER LME L ESEST?

NRBEFFEMRD [, RETLUSIEEFET? BRIERL 2 IMEIEXIRAR (GEM2014
Main trial, PERSEUS #53%) IEFES=ILAE MRD [BIESEL 2 FRUEBESIFE, XEIGRXIHEREE
B FERkIn AR HE LIEARA MRD 185456771525, MRD 185 ™SS —mEA LIBREED
X IBIIR O SENERAL, B—HEE MRD [BiERIHE M90S R0/l E KN,

4. MRD [B#BEAIIRPR =N

e BTS2, $/18 MRD FEMAIEE B MRD 4 HRERERE LK RETRIR
B sk BEE/NGLAYRIE SR MRD $50RR S R AMIELL Al S SR ALL AT 20%5
ERHEZSERX, TG MERIAZ (PREDATOR 5T, SHORT COURSE DARA FARR) IEfEEi
XJF MRD FREFAEE R REATM, XEAREREE 7 aIiREISEH MRD [EEEEE, LAKRKE
ZEREFEN MRD [BRAMSEHITRIATM, UREEERER.

ZREFMA, MRD 52 RMEBIEBEIRENTEEIEX, MRD ESIRRRARZERZ RIS IEAR

ISR,
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Transthyretin Amyloidosis (ATTR)
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- JRANML ST AR (median 10%) o HREHRHUK
- A > 10% T % (Kourelis et al,)cO 2013;31:4391-24)

Chromosomal aberration Multiple myeloma
gain of 1g21 53%
t(4:14) 26%
‘ hyperdiploidy 45% ‘
total aberration score 2.1
‘ t(11;14) 26% ‘

- TEM-Dex /7 EH A 12147 & TS % (Bochtier et al, myloid 2014:21,9-17)

- t(11;14) HLf9I 5 (~40-60% etal Blood Cancer J
outcome with brotezomib-based regimens (sochtir etal c0 2015:33;1371.8)

RS FISHEUREYS%: MACS-FISH c-IgFISH

-'] “ : _ ‘ BERBEAFISH

PR RRENESFISH

B RE (/N SRR PR €

FERRFESEIRMBELLGUE, MACS-FISHIELL
{ERFISHEIRMEER

76.2%(MACS-FISH)

20.8%(c-FISH) Liu Yang et al. Amyloid, 2020 Feb 5 [Epub ahead of print]

(1114 BALEMHENARIGER

T (11; 14) BEOHZEIFEEERL, Mayo2012stagelll/VEEM, BHEEM (87.5%) , VGPRLALF
SEED (29.4%vs50.0% ) , 25FPFS47.1%vs 57.8%, 2 4FOS 57.8%vs 70.6%

Liu Yang et al. Amyloid, 2020 Feb 5 [Epub ahead of print]

MAGE-C1/CT7RIE B EH

c <0.001

& PCL
ane

i M AND AL
S

E -

g o NGUS

J Cel Mol Med, 219,23 (8), 5672:5678

BNP{UEZNT-ProBNP

10#1: BNP<=81pg/mL, cTnl<=0.1ng/mL.

271 BNP>81 pg/mLzkcTNI>0. 1ng/mL

3Jt]: BNP>81 pg/mL J2cTNI>0.Ing/mL.

3bili: BNP>700 pg/mL

LI 425%, 44%, 16%. 16%, hULAETAMIA>126, 9.4%F, 434, 14

Lilleness B et al. Blood. 2019 Jan 17;133(3):215-223.
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EHEEHREEERIAN R

. Rt REERHEAIMGUS, TEes M RAEER KPR AER ST

X FRIRLPANEEKappa, Lamdat B IUBBRIBE I TRRATIR

EBSFLC, DEMTHITHEHRE, SPERMELOSRIRIE
FrEREN S RRIRAT AN, RIRDMEIS—EBHBINE, MISEZINY
FRAANSERFNAIER (2020F5—hRxET) |, ERE2%HEBMIRIE, sl
BT RA BB

FISH—EES %, BUPAESAIE, E2020NCONISRITHNRIES RETS
BFBEMArailiFsy

PHEFRRPE TXE, MR E OB PN RHREE

»

©

>

o

o

~

EMMZE bl DRI RRI R
BHEE AL

AHHERIR R® 98%K. 2%B
BRIRAR IR EOER BARENEMATIR
SHBIAE + -
B + -
Bif + -
BE5NRABETE + -
EHhRRATE + -
BIh8E LEMER EHAHERERS
SRR BRER RN, NISRAT+
Rl ®E %z
RMFEEFR REIIRIE. AIHA EPOTRE

SMMAE LR ERMER R
L
BESRERSE 10%LLE 60%EE<10%
FISH TRFEE
GIRETFZEDHT 26%+ 12%
MAGE C1/CT7 =] &
CtDNA B &
M/ERM g KappafflLamdaz=AR 2Lt 1K, Lamdakappafi3fE
PET-CT HPEE ]2
bags GRS MERERIIMEE sFLC

ALZHif9HRE

B o
|

o ALFTBITERYR

ML 2T R

SRR (23

EES 17 e BEL T {1 B A IE S /R S P [ E MK T 1 ( Palladini
2012 JCO: FEZRF i 5% 4 L AE TE 6 ) K 5 15t B e
HKAIM>5%, FrLMbiA N %E LEME T

dFLCFH% <40mg/L

H5E¥E (PR) dFLCF R > 50%
dFLCF %> 10mg/L
RILFIPR
H#IEFICR, ATKIFEIMAER (SR BE LB 57 3 CRREELE X I 40T
)

FIEFIPR, MM (11N50% % >0.5¢/dIskFRM R (11 150% %
>200mg/d CRAZUHELA] WLAIE ) R B 1 50% % > 100mg/L

REIERHERIRIIROUAT AT ISR, PEEFAG2016, 96 (44) : 3540-3548

IR BIE (MRCRINCCNAZGD

i

D NT-proBNP Ff# (X 34k > 650ng/L NT-proBNP Ft & ( > 30% H >

Q] (0%, FE>30%H>300ngll) ,  300ng/L) sRULEEIFHE (33%)

RIS SNYHAS e CGEANYHASSN SAIAH F I (210%)
SERAGI M, BT RE=2)

[=3 TR EE B BRA 50% 50 M 0.5g/d SR EE R INS0% (B4 1gd)
(30%) VLA GRITRTRER FER T > sUULAFsRlLEHS ST
0.5g/d) o WURFAIBUEFHBRFAETH 16 > 25% CUANIERGERE, A
LRll<25% REED
TR T MES0% LA Lo FRE/NE/D> SRR 5 50% A B
2em (AT AP 8 AT BFE /MR
)
UNCECTI 1 PR 10 2 S i P}é%@sﬁ@ﬁ%%ﬁﬁiﬁﬁ?ﬁ&i&
A5 I ENCONER

RN EHEREG AT TR, PHESRE2016, 96 (44) : 3540-3548
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IR R ERI D R

i :

> PR : Z1ENT-ProBNPTE£30%-!

> VGPR : T#260% reduction

» CR: NT-proBNP <450 pg/mL,

» TEBIEHRE (ENHeGFRTHE25%, HEFFE0.5mg/d) MIBEAERNT-
ProBNPRHTITAIHE, EATEITSIHCE, EERIMIDsHIRE HIINT-
ProBNPHEFIISENEETSELRS, FLARTEERZYS IBAINT-ProBNPHE
HATREME: (fATHRBIRGS IENERAS

» IVSEERA2mmARIBLER, FLUMBEEIRIT RN RESE

59%,

S

PR : FREEEIRIZ*30% to 59%,
VGPR FREEH260%,
CRY24/)\EHEREH<200 mg

LiafraYiHtRE

Mewsy Diagrosed AL Ampeidosts

. Tiwsuplad
e et
ARG 3 50N Nl g . i (=% "]
RS [
v
s ME,.-m.-. 4

b D, + Cycloph Bor
and Dexamethasone (CyBorD) in Patients With Newly Diagnosed
Light Chain (AL) Amyloidosis: Primary Results From the Phase 3
ANDROMEDA Study
o Kol vl MeriaueC Minema? st O Wechaor: At cars?
 LeeashalSrchoraval Simn Gl e Mot Crisophe P Verer L
e Schom o Moo £ Gat ens Sk ¢ Ky Ko  Tere, Cors e Sk ™

dward ' oo Ve, i Fmg Sy W on - ighol Rt
Dominique Chauveau, Tahamtan Ahmad, 2 NamPhuong Tran, Xiang Qin Sandra Y. Vase
» ermeulen 1 G it

DARA SC 1,800
mg QWEE1-2/8
. Q2WE3-6H

+CyBorD?
BE—Rx67
n =19

EBRAGIRE:

* AUBHHEIEIEN 1) HEER

- FEFALEH M MMIBEE
i

MEEMOD-PFS (WIRE
MOD-PFSZi#£1LDARA
BTFHAET)

+ LHESHAI-NIa (Mayo 2004)
+ eGFR 20 mL/min

SR
DS (s Vs llafs)
* HBEREREE (

260 mi/min vi<60 mL/min)

ANDROMEDAE- ik
CyBorDi&ifrROBEHL. FFAIE. PRIERIER. IIEARRSE

DPFS. SERESMELTIGE R TSR V. B PO,
) B 5 1SS, MO L SLN, BEBHOAR SR et

M. SRR, oGrR, (SRITHASTEIIE; QW, S Q2W, S2B—K QIW, G-
1140 mo VIEPO, FEITGEES00 ma/mAVEIPO, 24 THEIH 13 m/m (EGN M (22
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SDEPD, % 35 14.9 8302 P=0.0001 "
HITTR. B 10 10 Carfizomib was discontinued aftercycle 18 per protocol L
fhfiiDoR, [ (95% Cl) 28.6 (24.9-31.3) 21.2 (16.7-25.8) 0 o T % 15 25 3 95 42 a8 —— -
KRA(BIALLRIAREHEORR (5517987.1% vs 66.7%; P <0.001) Mos Since Randomization R e mRRESSSSSss
FiCEEAT (REBortezomibRBBATLHIAT) . RIRAE (BRAFRE) . KRAAPFSIIHE
St A oo N Erg bk, 20157242152

ASPIRE: BiXEREE, KRIAPFSRAERE
KRd
MFERERESE, 1HLRAE, KRABIEKT 124 BEIPRIPFS
238
| | {ERBIAPAE 837
| FEMBFAE

| S 42.3 3.8 33.7 41
1 23 329 7.7 306 6.4
i 28 2838 0.3 17.2 0
I Rk 286 18 208 05
i LIRS 286 18 193 1.0
H R 276 04 134 49
1 nER 265 10 211 08

'I HEREMAE
a -] ShE R 171 NR 17.0 NR
- = — m—— s IFIREERE 19.4 28 149 18
“ X AmE 14.3 43 69 1.8
LS 8.4 33 72 3.1
" DEER 64 38 41 18
i, confdence nterval HR hazard rato: KR, KYPROLIS® pus feraidoride PFs, fenaldomdo R ORR 59 33 46 21

fosty i e " 4
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CANDOR ff5%: Dara Kd{BELRARIBIZERRMMBEPFS ‘ BeiGene

> To 1t
> SROBEHINEERT [T KADEFIKAAEERERPER1 A
1298: 247B: 100 PFS
MRDEZ MRDHEF _ ERR, %
l l ;‘;' & DaraKdéf
RIRMMEE Carfilzomib 56 mg/m? + HIE) ORR 747
a5 +
%%Lmuﬁ;a;ﬁggu y ﬂ! 40 » VGPREE(E 48.7
PR BT RITEE Kat
ECOGPS 0.2 22 CREEE 285 104
CrCl 2 20 mL/min; Carfilzomib 56 mg/m? + AR HR: 0.63 (95% CI: 0.46-0.85; P = .0014) .
LVEF 240% Dexamethasone 40 mg L A N 12BMRD BBHE(10° SR) 176 3.9
N = 466) 4,
¢ ! o BE, n A 12/EMRDJBMCR (105 @BR) 1251 1.3t
p y ) DaraKdff 312 279 236 211 189 165 57 14 0 N
i e i 154 122 100 85 70 55 15 2 0 (EMRDJBHECR (10° W) 138 32
DaraKd (n = 312) Kd (n = 154) P = 00040
+ EEELSPFS P <0001
. ) PRIEEESEL B 16.9 16.3
KRAPRELL S ORR, MRD, and OS SEHRIFEL, n (%) 110 (35) 68 (44)
pfIPFS, B NE 15.8
- o " 112010 Ava L
CANDOR: % RLarFHhEIIAES ENDEAVORHS: Kd vs Vd gisaixims @R sl
> P, BEL, FRROREIETR
KdD (n = 308) Kd (n
FILEIMAOAE, " n (%) 55 3% EBER SE: WAPIAIT, TN, ISSHIIRY FEIE vs SC)
it . i
Jull vz 115 (37.3) 75 (24.4) 45 (29.4) 25 (16.3) y | }
#® 101 (32.8) 51(16.6) 48 (31.4) 22(14.4) BRI SEATHERIMM | EEPDER |
PR 43(14.0) 26 (84) 15(9.8) 9(5.9) BEEVEKATMSUATIER, FEBHTHEG |
HERA 27 (8.84) 21(68) 12(7.8) 1(7.2) T var | A |
EFinbied (n = 465) | |
[ 97 (31.5) 12(3.9) 22(14.4) 1(0.7) [ I B
WIE 94 (30.5) 54(17.5) 42 (27.5) 20 (13.1) . X i
L W@z e m@y 209 R S L L T D e 000
"z 75 (24.4) 24(7.8) 28 (18.3) 7(46) Tootezamis: 1:3maim? FUTHETFARE, 4.5 1155, 2156 N, coramerasone: 20 ma 1.2, 4,5,8,5, 11,12 X, 21%—%H
IR ERHE 61(19.8) 12(3.9) 34 (22.2) 4(2.6)
i 55(17.9) 41(13.3) 19 (12.4) 13 (8.5) . xme PFS*
ags BHIAE. AE: A « REZER:0S, ORR, DoR,|> 2R EHEZHY
" 112010 Avs i . 3

BRI

ENDEAVOR{f5::

[ ) B BeiGene

ENDEAVOR#i5E: Kd{EPFSREEIER

- " > -20142F6 530
= MREHAEK I BRBE B50% LAk - 2012676/320H-20144F6530E
» PFS:Kd 18.74°8 vs Vd 9.44°H (P<0.0001)
Bortzomiia Cartizomibt  Bortzomibil Carfizomiv8  Bortz
5) 9 (nedss) (nase)
&l AR
P () 65 (35-80) 85 (30-88) BA 348 (75%) 353 (76%) i (1QR) & Carfizomibt Bortezomibtl |
s 23 20 EA 4 9 (%) i
o574 G e =8 sy 7z g . i .
275 7 (17%) 66 (14%) E S0(11%) 45 (10%) H 87 (19%) o UIPFS (5)
A o 1(<1%) b,
8 s
Az SHERESEE
[ 20 20 =
o nses 121 e o 21w
il ZAWN 1) o oo o) B Salie o)
- sE
21 22 (%) A
; M mee | _m wasy i | FEMERERERE
o [ )
(f 751 La; rr
* %) B TERERRBAITER Carfizomibig
! 208 (44%) 204 (44%) 30-50 57 (12%) 71(15%) ortezomit 4%) %)
A e e e | e mewo s —
oz 160 (1) s 226
97 (21%) 113 (24%) ‘Serum, EIREE (mglL) i i
284 (61%) 291 (63%) T () 46(30) 48(39) BHRGETAIET . Cmﬁf“ﬁ
55 (125%) 06% ) iy 26 () Lonaidomida e e Cartizomblg
28.6%) 31 7%) a8 Saalsw ot s Thaltomide 20 2 tezom
" Y L2
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ENDEAVOR iF! v
A e T, ) B BeiGene ‘

BEHHEEBortezomibiATHIEE BEEREZBortezomibATFAIBE

| Carfizomib8 Bortezomibil
Carfizomibé8 Bortezomibid . = =
am " BPFS () =
BHIPFS ()

PFS (%)
PFS (%)

. A AR B
Carflzomivte
Bortezominid

sz

B BeiGene ‘

ENDEAVORHHSIE(EFTH: KABREFERRBHEBERP

o
G o o1
e

> BEHORR:
72.2% (Kd) vs 58.4% (Vd)

> WfEHCR:
15.5% (Kd) vs 4.4% (Vd)

FHREFRELN

A (5)

ssz

Holt: KIEPNEERETFVIE BB BeiGene ‘

B BeiGene ‘

1248 3% AR 5% 1248 3R AR 3
SEEEE 77 (17%) 10 (2%) 0 0 198 (43%) 36 (8%) 1(<1%) 0
aiEEe 19(4%) 15(3%) 3(<1%) 1(<1%) 10Q2%) 1(2%) 1(<1%) 0 MsEBRIEEE SRRALEHE ZRUEEE
DR 16(3%) 17(@%) 3(<1%) 2(<1%) 5(1%) 5(1%) 1(<1%) 2(<1%) BTHE AR FiSArmitE
53 9(2%) 30(6%) 1(<1%) 1(<1%) 12(3%) 33(7%) 1(<1%) 2(<1%)
REBERIAE RS 4(<1%)  5(1%)  3(<1%) 0 2(<1%)  3(<1%)  1(<1%) 3 (<1%)
IFREBKESERE 3(<1%) 3 (<1%) 0 0 0 1 (<1%) 0 0
s
Soen v NN Wocce: NI T 8 5eicene JNN

2020 V2 NCCNigRaHER
ERZ RN BRI EESNS

BB SRR EE

BEMM—EiaTHRE
FRE TR R

MEFRAR TR
BRI

HhRFERIRFDANEEESERF
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mZHias Rt BIEREE
FARVD O ET iR —Zeiarr AT R

E 3
MIRFEFHRHRE—ER

© (v

g

EEESEIEIR + SEET + HERIA(RVD)
BREERAREREN I REER

EEMAIHIRIAR AT SERIESSIMMEBETIERIFIT
8
FREIEBIHNARSEENS YR B LR R AR
RETsERE, NifEREsERREMMESRIERIER,

o EHE:

SHAIR, casp: p:

© SREBMERE = mhek caspase-8 NSHUAIATIEE, TANF-KBIELE.

o HIEFCCRARIPERIERINE SR ARERERLER LERR #8m
caspase-8 Flcaspase-9TEM SHIPARP cleavage RELR I3 2AVBIDATRE
HEXERHEHEIEEEECE .

Richardson PG, et al.JClin Oncol. 200927(34)57139.

E518E (TE) BINDMMEERMARVDSRIATT

HHFRT

ERER

g
&
&
&

ERER —

o)

FURRR/IHBEHTT
RVDJ&AITTE NDMMYTESTE, VGPREA LERERIA66%
CR/nCR 26 (39) 20 (57) 6 (21)
hrear VGPR 18 (27) 6 (17) 10 (36)
ElBEE0 ) PR 22.(33) 9 (26) 12 (43)
B s 2PR 66 (100) 35 (100) 28 (100)

184 BPFSE: 75%
« 18/ BOSE: 97%

RVDGEIEFATHE 1XAR) :
WEK: 1.3mg/m? 81, 4, 8, 11488

WEZ®: 25mg, $1-14%
thEEKs: 20mg, 381, 2, 4, 5, 8, 9, 11,

Richardson PG etal. Blood, 2010:116(S)675-686
AL

TE NDMMIEZRVDIESATTERESRERD

100
100
83
80 72 73 - 75
o 65 K 67 p ey 6667
5 & 59 60
60 "
9
s
veor @ & wen 40
)
w22 ey 20
6 3
R0 (0 00
0o 55 aess o s s W o pand
[ o No Yes No Yes No Yes No Yes No Yes Not“Yes

+ 2VGPRE66%
« 18/ EPFSE: 75%
181 HOSE: 97%

HESRVDIBTHIRBEERE2VGPRLL LTS

Richardson PG et al. Blood. 2010;116(5:679-686

FM2009
TE NDMMZBEIEZRVDIESATTFHESASCT
VGPRUALEMREREIRS, EMRD-FEERS
TENPiI;m)M P =0.002 (ORR)
WPR VGPR ® CR
RVDSE % 2 VGPR = 88%
3NTRE 2 VGPR = 77%
= 80
70
FRYME RvDEE DY P=0.001 (CR)
ASCT ST 50
w40 MRDAER:
2477 22 EEBEE: 79%
l 10 KRIBSBEEA: 65%
mERe 0
EAF124A 8 BEASCTE FEEASCTE
n =350 n =350
EATSEERIESISEE: VGPRULERERSAT 7%, CR
ol Mt o N Eng Vi 2017376014y 311 1320
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1IFM2009

TE NDMMiEZRVDIESATT FHESASCT
PEUPFSEELR, (BEOSEEEER

TE NDMMEEIESRVDESAFIHERASCTR, huPFSiERis501 B
EABEERESBIENSE, BSRVDESATE, PuPFstaA36)

Attal M et N Engl ) Med 201

SWOG S0777

RVDi&f7TE NDMM, SEFESEIRS

" — ]
B siar ORR

m ORR: 72
' |
EABEERERE Rd
BANDMMEE -
N =525 F EERFER
i = =

MFIRVDHESSEEFESHENES: SEREE282%, VPRI LEREA44%

SWOG S0777

RVD;&FFTE NDMM, H{iiPFSSHh{0SEEER

BHMEADHTF, WRBEHIPLPFS:
- RVD#: 384°R
+ RdE: 1618

BIERVDMEABBEFRSISRNEE:
whiprsais43N A, wigosaa754NE,
BEREEEwutma38 B

RVD vs VTD:iZ&#4E (TE) BWINDMMESE

2018 HE0EEEMBEFS (ASH) RET—TWINRVD, PETHEMA GEM (GEM)2012 and IFM 2009,VTD,
GEM2005 and IFM 2013-04/LIIX 5T AIMeta, SItLVRDSVTDIFRL.

E —_———

- $ RVD vs VTD:
e - FIERGEMERIFMIAFH, RVD&
- - FTRERE2VGPREEERFVTD
s - 3-ABPNAEEIHES.5% vs 15.4%

H 2018 (Abstract 3245) oral presentation

OAB-001: VRD Vs VTD7E TE NDMMEZ RSSO

> HHRNATEIEMIEGERSEEMET (VRD:  (GEM) 2012, IFM 2009; VTD: GEM2005. IFM 2013-04)
BHTEEDHT, LIFEENDMMEBES, VRDJSEVIDSEA RIS

IFVM FANTS, BSRMSA—R, i GEM WA M HRAS
FIERIERIT, MGEM2005 71 GEM2012 EEEHF

f

wat vt ol
i

o i i

ESIaTE2VGPR ¥
ESIAfTR. ASCTS B2 VGPR FHIR S
PFSLURMRDIBHE

OAB-001: ESATTHISIERI2VGPRE, VRDEZEEIR

GEM 5%
100% P 1 R
iy o 7445
51,25 53.5% 624 e ey
60% 51.2% % 46.7% 147.3%
40% 134.9% =VRD S
vTD
20%
. 3 "
ESE ASCTIE ESE ASCTE
o [reprer—

PFS

To0% 2% g0% oo

% avro
oo o
40%

20%
0%

R et B (1 B




OAB-001: VRDFIVTDIESIATE2VGPRESTEMISEEX
100,
s 74.4%
70.4%
62.7% e
wf we e
o o - 40.5 /
2VGPRE
E —— R0
——
o
B B T memm | asctR
RD! - MRS 6T M54 5%HRBET70.1%
VTDE SN MTIRZREI6 MT22VGPREM35.1%IZEE 55.9%

OAB-001: VRD Vs VIDfIZ &1t

VRD vs VTdZ £ty
12%

{1
‘-‘I

viD
VRD

FMS

. EHUSLRERR, AER
TRESHEHERRETRIK (21.6% VS 354%)
« IFM#f3, VRDEISERAEFHIAR

« HhgiKarolinska K#EfTAiR

Karolinska

Karolinskafifi3t: RVD vs. VCD;&fFNDMMAIES /ML T LER5T

#Enon-HDTIEBIEA,
- BRSO, A:H681HINDMMEEAIEIRRIEHZ RVDMIVGPRLL HEMEREIA64%, SEHFVCDEI41%
 ERSISLLERVDHIVCDS RN S

. -
~=
-
=
=
-

= ]
'

HDT: KHIEHTEITASCT - —

{.

HEEHEEP, RVDMEERERIA . EERFVCDRIBEY%

uvn HDT

g

¢

NDMMEH " &
N = 681 BSiaT i

i
Ti-s

ik , BEFRFVCDIIL41%

Dtterval K etal Eur) Hacmatol 2019,1033)247.254

7E{FSHERE ST, RVDAIVGPRLA EEEE

Karolinska
BEMRFVCDEER
#Enon-HDTAEBIBEMR-ISS IEABET,
RVDAERIPFSHIOS, BERTFVCDEER

Karolinskaffi§%: RVDJ5ZERIPFSHIOS,
FESOETAT, HZEnon-HDTHERE,
RVDASRRIPFS, RFRFVCDER

B
F: ] 3

i FVCDR 5

[

EEFE S, RVDSEMPFSHIOS, B

FEEIESIERETER-ISS IS, RVDSENPFSHIOS, (ilERE

ool et Eur) Hoematol

SP-313: VRD vs VCD;&fFNDMM2VGPRZ4H{El, VRDAICREER(}

N @k 1smgim:, SA-x) 28RH—A8
i 4om, T
(REEE: 15m0H, 1-150) EIEBEIE
Bl
“3.'!'1“'5,5 AR A X Langm, SRR —88
[HBIEAH: 40my A=t Amin Cioi.
o R N n ca [ ica [ a|

PO TTANSIER, 4MMIE, {BFVCOSE, VROMFIVGPR (61.5%vs 48.3%, P=0.09) fafl.
TICR (35.4% vs 18.3,P<0.02) BHER; AESENAFBHANENSAEETRIER

P00y
81.5% -
48.3% )

2VGPR cR

FESE (NTE) BINDMMEZRFRVD/ RVD LiteF55EiaT

ERER

. ‘ .

BRER —

R
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BERtHEPEEMhenARERFES

RVD Lite RVD Lt
RVD-Lite /75477 TNE NDMMBERER, RARRMAZEE(E RVD-Lite/5 52477 TNE NDMMFR{IPFSTTiA354 5
¥ SR FARETFASCTRINDMMASTF 3.
HNESIPIBE, PUSHTIH, ECOGITFHSO%BELD, I6%MBES, 14%40BE2;
ISSEF, 11, 34%, 28%, 12%, ! - y : —
MR BPR [ VGPR M CR FsCR " = ! o
2VGPR% = 66% . g ~ -
o RS &= 74 16 & O .
WK (SC) : 1.3mg/m2, $1, 8, 15, 22X
R R 60 2
75BLUT, $%1.2,8,9,15, 16,22, 23% PHEHIAIRL 44 14
75BLLL, 381,8,15, 22K &/l 28 2 " _ ~ "
e = : e e
it

[Donnel BC et a1 B Hoeratol

2354 F, mhosiFixsl

RVD Lite75 a7 B&, PIPF

QDonnel £ etal 6r) Hzemarol

RVDA ;&7 TNE NDMMR{ETTNTE VA A REEER
(REAL-WORLD)

2018FREOBREMBFE (ASH) RET—THAN369FIIRESASCTRINDMMEER)
pcal DF5SEEfT, VoE= i

¥
]
(i FIERETTNT:

!‘ - RVDvs Vd: 40.940H vs 14.80H

REEEE (73560) TTNT:
RVDvs Vd: 32.64°H vs 17.11°H

v el ASH 2018 (A

RVD Real World

PIRVRDE

2019 IMWRIH, STHARENHEVRDSZRHHEIKERIPER
R B ESRRR IR I .

MANE? REARNFRRTSMEZS ENTEEERE?

SP-012: VRD-28/ESHEHVRDEELL, i&FFNDMMIFEEREER
2155
L wi‘;’ﬁ&ﬁ' B I }
N=73)
f ) e
owme mEo e S
(N=109) i
(N=36) . b g SN
w2 R R v [a [ }
WRBOERIEAN: SATATISATRANES RN, RERATASRAC
R > BUERTR, MRVRD-2855HIVRDLRAMME, TTR (BHME) . PFSHEER,
> VRD-215RMPFSEFEMAR (16.3Avs25.98)
80% 0% s a BEMVRD ®VRD-28 2‘5‘:22:13
2 60% 54% g%
E 40% H%O
%’ 20% rgn
' &
0%
#VRD VRD-21  VRD-28 0
TR mPFS

»Si%’;’% VRD-lite;&fFiESBENDMM, F24R1 EPNFN3-4R MR
/|

WK 13mgn?, 1, 4, 8, 11d]
BRI 25mg, 1-14d)
EEEKAL: 40mg BA)

(N=23)

Gz

}

TENDMM

}

ittt T R T
T GRBEI: 1omg, 27, 5-13, 16:31d)  prssn et 1o,
(N=33) [: domgfgil A EEE
5 30% 272% 272%
; o
100% 95.4RT0% =twVRD y - gﬂ/’?
204] uVRD-lite
80%
- T0% =7
£ 60% 7 51.5%
[ R 36.3%) P03 Pe0003 Pe000s
i 0% 182%12%
m " o%
o
o o
ORR VGPR R ARLLEPN SARMIMTHDTE
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MERAYVRDAE (VRD-lite) BFAESBEMMES

LA LY

&k AR 265 % Fo/ 4 5 4ASCT NDMM & 4

HRER, F (EE) 73 (65-91)

ISSISHRMER

b 38

o 34

o 28
ECOGPS

0 50

1 36

2 14

1008 4R AS AN AT SRR, SEALTAN. ASEEALT N
DTS5 aaTAI 2.8 0. 15, 16, 22. 23k, STS¥A4TAL. B 15 2%
CAARHEHENERONAN,

VRD-litef738: sh{E2ssiid@A1. 1498,

=sCR
100 #&PFS. 35,14
mCR 10f
80 e
VGPuy 75 v,
%o 3
& os0
=
=0 02
= 5
5 o
o 6 1 1 2 s
24 28 4o
0 s o4 30348
50 o s 5 5 1 0
iR

(ODomellEK, ota. B¢ J Haamatol 2018 Ju:182(2)222-230.

>CR$344%, HiPFS 35.140 8

PR A 30404

PFS P#0S: AkH os
1o = —
075
" L
“
05
o
02
5
00
4 o 6 1 1 2 3 3 42
2 2 8 4 0 8 2
2 Whs 4 4 4 3 2 5 2
0 6 0 4 2

oA S R R HEREaT BRE R THEHERRRS

ERMBERIE RV DA SR EAINDMMATF I £ B

RVDJSRiafNDMVAEE RERBLERE, IH

HFFBIEBETSAEE, RVD/RCD-Lite/ TR BUSHRIFAERAER

RVD-lite RAIH-pEIRE—LATHIBIENE

B K R
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ﬁ#ﬁEF (Orelabrutmlb) *ﬁﬁﬁﬁﬁﬂﬁ

2020 88158 HM

BAZRREWRMMBTKI- - - RIEMEEFEMY

T N asestifliinei Asirtancea o ] s
Orelabrutinib Ibrutinib Acalabrutinib Zanubrutinib
& ) &5 ;
z“\ o y
- o
cagibinder [V cast binder

SBTK EAICAB1%
e

i&!ﬁlz mbﬂkﬁ?ﬁ’]ﬂﬁgﬁé 5 A AbBTKARLL:

33
. ﬁlﬁﬁ%ﬁl5*1)u2§ﬁ%f51ﬁ9’]1ﬁ§2®1‘1§ E\GEDES ]
SHERF Ml

v SENERET
v AMEESRIN
v 4NHRESE

= WiRE
BB RBEREERMR---&RE—HBTK B RN Itk, BMX. EGFREJHIF (IC5) &5
ST chvasti ifodinines St %I_?,u:r.u. REIBTKHDHEESII Cso(nM)ELER
Orelabrutinib Ibrutinib Acalabrutinib Zanubrutinib
Fmi R, OREEE
e P g__ ) LA BMX 1788 08 46 14 LmE
et EGFR > 2000 53 >1000 2 BB WS, RSk
Itk > 2000 49 > 1000 50 FMCD20 mAbiESHIADCCRR
KINOE scan E—FHSE AL ST RE AR, HRENE S SAERREHMEOBTKEHHIEI, ASMIBTKIDRIENICoH1.6 nM
ISt b DR et i el e G AR, SNSRI A
7542 LUM BT} | s R E R REF) o
i
WRE WRE
BT % B RIFAPKESE RAEEBTKEE SR HHRIFITI00%, FEE24/0, MEZER
Ea*ﬂﬁmo ﬁﬁPK ¢ §E—)X*$§<) Orelabrutinib Ibrutinib! Acalabrutinib? Zanubrutinib?
et BIE LT LY PAR P Rl S SR eii R
t i | = g - i
| ] ) = = § ' LI -
A " __'1' ) - L -
By = BAHEE150mg QDAIET, MCLIBEPBMCHBTKIES24h /IS 100% IS, TRER, BF5/4h-24hRBTK
m— .- — SERDHIARIRE
P s [ ————
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Hi#E N Hi#E
iRt
SR F. SHR0IRERE
e 18%LAE;
. N . /2150mgQD, PO
s sucussuamermr | YW | Soxnn, Bemmmr
® TINERmH; AHE R
B o ® ECOG PS < 2;
BRI S AN ACLL/SLLT IR S 1A St AIERASE § KoGhss 2
FEES:
IRCIFATHIORR (iwCLL 2008 criteria and modification with PR-L);
RBEER:
ORR(EAZZ&EIF4N). PFS. DOR, TTR, OS
ZeMARMNZE
HiAS . - HiAS
M IRCTFA Y B 573X
IRC i¥ ) %
181, Rai$3fl, Il SHIVE 70% BETH SUERIE2019%8 898
63.8%
s:t; Binets3Hl, BEXCHA 100.0% ORR (95% Cl) 88.8% (79.72 ~ 94.72)
i GEE) 60.0 (36, 78) Ann-Arbor$3H8 (SLL) INIEXIVER 100.0% CRI/CRi 2.5%11.3%
] .
oT 700, 87.5% BREHAT PRIPR-L 57.5% /27.5%
siL 10, 12.5% ] 98.8% sb 5.0%
ECOG #¥imS = ey 58.8% DCR(95% CI) 93.8% (86.01 ~ 97.94)
5 -
1 3% $#CD20 43.8% PD 3.8%
2 63% FilfE: Other 2.5%"
R AT
LD250m s3% Del (17p) B TP535835 22.5% [
LDz100m (1855 11q deletion 23.8%
BREEMA 60.0%
FHERA 1.3% IGHVRZ83% 41.3%
. e
HiAE
s . N
IRCIFHrORRIG LB 5347 BAZRIASTrCLL/SLL, EAERBFIBREHERE
AR BRNIEABEFRIVERBMORR _ » RN 5 N
 17p Dol ORR=100% + 11 Del ORR=94.7% - BRER, RAGBRBATE0RT CLUSLL, PEBEHSTE, EiAf E SBIH2.5%. 38%
+ TP53 mutation ORR=04.4% + IGHV unmutated ORR=87.9% TeAsRoe
TR Rt
e e e ) s
- e 225 25 ] - i, BEEE, HRESDERL,
- e AR
moou we Lo rE N6 237 | . EME:
e - BEFosH RWRBEAM AL
i e wez [JEE s
an oim s ~ REEOSH {UFRARM A
25 " © AREBMHE
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B85

v CML-CP—ZarRBGaRENaHE. £ RRNIE BTYFRRN. BELFRAIEN;
v RDERFRTKILIRTKIRAEFNTAMRS (REREEROER, RORBLR, B85 3 LY I
FIRREESE)  BIEMRFPFRRELEEER (A0SR NAER. maki Bo. K 15‘1 15‘1 °

%) ;

v RRSHC—ZATCML-CPEE, ARERENTY, FRRETE, HRHSREYERRE—H
HE(E, AEATISCMLEBEN—EE2—.

200



HMA+X
T8 EF AP ok &k E B

MRekdREAGAEFAL e 2
ks :

¥

— N/ e !

z,--
HMA+X

BCL2 inhibitor: Venetoclax

RAS Mimetic: Rigsertib

Anti-TIM3 antibody: MBG452
Anti CD47 antibody

ATG-016

IDH1 mutant: Olutasidenib(FT-2101)
TP53 mutant: ARP-246
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® Prognosis of MF

® Anaemia management in MF

® Ruxolitinib in MF

® Allogeneic Stem Cell Transplantation for Myelofibrosis

® Challenging scenarios

2016 WHO MPN#3

= FRIEMMRIBSEE (ET)
- "HIEMET" SH4HCEIRIRER
RIELFEAL (prePMF) 5]

Mutational profile and Thrombosis risk

Thrombosis Risk

- SRETERBRTRIRALE
CNL - WRMEEFRE PWF) Bl Mo Wimen Mo
PV - $El%IEpre-PMF5overt PMFi2
PrePMF g
* EMHTHREIESEEPY)

P;F OvertPMF " e [~ T e T
CEL,nos ' ﬂﬁﬁ)::fﬁmmm D Tomenegar | o |
MPN,nos - g%ﬁg&{%‘g i » 10yrCi136% | Loy criea | | 10yrCIA7.9% | 10yrCI18.3%

- BTN
‘Blood. 2016 May 19;127(20):2391-405. 3 RotunnoBlood 2014
Rumi Blood 2014
BEsFLENIZET (2016 WHO) MyelOﬁbrOSlS
EHALMNEEREREVINRETHE
325 =) BEEES ik eagy
E.E@Qﬂ_mfgﬁﬂﬂﬁf%ﬂm. REHIF
EIRRARHA ‘*Eﬁ”‘ﬂ%ﬂf’”mm& (JAK2 / CALR / MPL)
B -
RIS RENE
. WERE. e o, RS
B WHo BBl MIFLOHIER Early Death
0 WHO RESHFIREE prognosis
g f—
o SHEER (ASXLL, SRSF2, Bl 5-6 years
EZH2, IDH1/2, DNMT3A, SF381)
—_—
ATt T e s Pt et Lot 2o s as
ot o e et
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+ MAEEKFE<100g/L - )
- B4RIEIHE>25%109/L ' ik i
- HNEMREAEIE=1% s Y ; ' B
o M/VRIT#7<100x109/L
- BEAMEHE (ROFERRGATIR) i
N ISHEE, 23]
- FERRMREHRE =
© FEARMER
Bayesian clustering identified 8 distinct subgroups
MFRERS RAMNEE v ¢ group
JAK2 heterozygosity MPL
IRFRAISEESEE SRR SEIN B RS S R A RIZE (DNMT3A) T ———— 1 (pued)
== s O~
- .- B o —
JAK2 homozygosity — e ] - FN -+ ] - CALR
(NFE2) - F Cea (19pUPD, 20g-)
e
SRSF2/U2AF1/NRAS/ o‘»:’ - e — L EZH2/7q-/ZRSR2/
- CUX1 (ASXL1) s o GNAS/RUNX1 (ASXL1)
T OB U, o RN o, BN s, R No detectable mutations TP53/17p-/50-
FRARREARTOERHEIAIRS, 7/ T (10, 5150, 12 IO R B, (“Nil") [
Grinfld tal NEII 2018
Content

® Ruxolitinib in MF

AR R L HEERAE

$fE-1, HfE-2 B
PMF, P-ETMF, P-PV MF

=%
FER E5S 3 BEER

ENREREIFIR BB LS
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Should we treat patients with
MF earlier in their disease
course?

Using JAK Inhibitors to Treat Early MF
Rationale and Clinical Evidence

The use of ruxolitinib in IPSS- and DIPSS-1 risk patients
~ JUMP (n=163 - prospective; n=1840 [DIPSS-1] - prospective)
~ ROBUST (n=14 - prospective)
~ US medical chart (n=83 - retrospective)
~ italian multicenter study (n=70  retrospective)

o 25% 1< 50% docress =2 0% cecrasse =

AIIIIIII = = -.r =

Prognosis after ruxolitinib discontinuation

MYELOID NEOPLASIA

Clonal evolution and outcomes in myelofibrosis after
ruxolitinib discontinuation

Figure 41 Al patients With Figure 41 Int-1 Figure 2% Therapeutic lg No.atrisk No.atrisk
Baseline in Spleen Length From Baseline in Spieen Length e m w4 A N N o o 8 1 a A N . o
P00 33 10 4 o & 14 3 1 o
2017,
2. Giraldo et al. EHA Annual Congress. 2015, Abstract P675;
Scoring System; MF, 1 3 015; 26(suppl_5), 85-99. HR, Lollow up. Newber L Blood, 2017; 130: 1125-31.
M

Newber

Should we consider use of ruxolitinib in early MF?

—
YES:

+ MF is a progressive disease

+ Symptom burden can be high in early
disease

« Evidence of benefit in Intermediate 1 risk
from JUMP, ROBUST, etc

« Patients with larger spleens have worse
survival

PRESUMPTION that drug is disease
modifying
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Should we consider use of ruxolitinib in early MF?

NO:
+ Early MF studies not randomised

+ Lack of conclusive data for disease
modification

Median response duration 3 years

* 50% discontinuation at 3 years

+ Causes anaemia and thrombocytopenia
+ Risks of infections (noting PML)

+ Risk of non-melanoma skin cancer (PV
only)

+ Progression to AML still occurs
+ Health economic case not made

Content

® Prognosis of MI

® Ruxolitinib in MF

® Anaemia management in MF

® Allogeneic Stem Cell Transplantation for Myelofibrosis

® Challenging scenarios

Treatment algorithm for anaemia in MF! © bload
‘ Response at 3 months? ‘ Response at 6 months? ‘
Yes 1 No Yes
[ ESA ] [Immunomodulators ] [ Danazol ]

« Activin type 2 receptor antagonists, such as luspatercept, are being tested in this setting®3

2014 by American Society of Hematology
*<125 mU/mL.

1. Cervantes. Blood, 2014; 124: 2635-42; 2. Bose, et al. Blood, 2016; 128: Abstract 478; |
Epo; erythropoietin; MF, Myelofibrosis;

3. Cinical Trials. 2014.
ESA erythropoiesis-stimulating agents. NCT031945422t NCT03194542).

ARG REN. WFIEEAPN
BT MFRI B AT FR IR A0 22 M N ViR
TR EPTDII AT taTRE

* SPIMATER EFHEH30g/L, HHBFHRIEA116x109/L, BTUARK
. | R T R AT

BRNE e

Sotatercept and Luspatercept: Novel Ligand Traps for TGF-3
Superfamily Ligands

(ACE-536)
Luspatercept

Modified
Extracellular
Domain

of ActRIIB

Fc Domain

. of human
Therapeutic Effects

D o

RBC Increase + +
Bone Increase + -

g6,
Antibody

Luspatercept for the treatment of anemia in myelodysplastic
syndromes and primary myelofibrosis

Plrro ForauxJoan Jacques Kiadgan Uwe Plazbackor, Luspatercept fo tho treatment of
anemia i myslodyspiastic syncromes and primary mysiaibrosis, Bood. 2015,
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Content

® Prognosis of MF

® Ruxolitinib in MF

® Anaemia management in MF

® Allogeneic Stem Cell Transplantation for Myelofibrosis

® Challenging scenarios

Recommendation from EBMT/ELN regarding
patients selection

All patients with intermediate-2 or high-risk disease according IPSS,DIPSS or
DIPSS-Plus ,and age<70y should candidates for alloHSCT

Patients with intermediate-1-risk disease age<65y should be candidates for
alloHSCT if they present either with refractory transfusion-dependent anemia,a
percentage of blasts in perpheral blood>2%,or adverse cytogenetics

d Intl and triple negative or ASXLI1 or both — considered W

Leukemia 2015:29 2126-2133

Spleen size and splenectomy impact on alloSCT
[[author | Journal | No. [_conditioning _|_Spieen _| Recovery | TRM | Relapse | 05 ]

) BBMT FluBu (30) Splenectomy
y
Patriarca F 58| @ | dena) e Equal  Equal  Equal
BBMT Mostly Splenectomy  Slightly. slightly  Slightly
E
ot 017 5 RIC 46% faster Eauel  hetter better
) BMT Thio-Cy
3
. Blood FluBu Splenectomy  Slightly.
p
Koesil 2000 103 (RIC) 14% faster Gl el
sz i‘&‘;f 26 MAC S"'e";;:""'y - Equal Equal Equal
“Guardiola P T;;: 55 MAC 5"'&:;;:""“’ - NA. NA Equal

In summary, spleen size conditions engraftment, but effects of splencctomy on overall alloSCT outcome arc
controversial.Also, splenectomy is burdened by significant morbidity (about 30%) and mortality (10%)”

akiegernet
.

206




JIH

JAK1/2 inhibitor may help overcoming some barriers

Sl

? Higher
Rates of

O ROBIK, BRFBE

GVHD
BRSBTS AR
LAl HCTRISHERS R
% i :g et Q‘E,ﬁev“m
@ Q BEEBRIAKVE1TFREEE?

Shanavas et . 6o Bod Marrow Transpant 2016223147240

EBMT/ELN recommendation

“....AK inhibitor therapy(ruxolitinib or others)is indicated in patients with a symptomatic

spleen or with constitutional symptoms

..The drug should be initiated at least 2 month before transplantation and should be

itrated to the maximum tolerated dose.A careful wean starting 5 to 7 days prior to

conditioning should occur in an attempt to avoid rebound phenomenon,with the drug

stopping just the day before conditioning...

leukema 2015

Transplantation Protocols

BAER Allo-HSCT BFMFRIE I REE

Patient Characteristics

:; Eﬁﬁﬂﬁjﬂéﬂvﬁ;‘?éakux Median Age (range) 55 (21-57)
> +
Gentle (Male/Female) 10/3 i
-m_ [ X X ) J Fibrosis i
®e . o wra 1
HFFFHEITT L i S ¢ w2 3 =
T T T T T T | I MF-3 9 R —
L. . . 97 -4 101 02 +1 +3 +6 d
13 12 11 10 MIPSS70 Score (High/intermediate) 11/2
Driver mutations
IAK2 6
CARL 2
mPL 1
Triple Negative 4
Donor Type (sibing/haplo) 3/10
F R data unpublish S e——
Transplant Outcomes FACTORS AFFECTING SUCCESSFUL OUTCOME POST ALLO-SCT
Outcome 13 Pre-transplant Transplant
WFoade (@) | X85 () HOTBHEIM) e
Time to acute GVHD(d) 46 (21-100) ;
- Comorbidites
Genter(Male/Female) 103 o o a «  Splenectomy status * Donor Source
. 1 6 + Disease prognostication + Sib> MUD/MMUD
Max acute GVHD + Chronic phase versus bastic Degree of HLA-match
Yes Grade | 6 s 3 i * Mutational status Conditioning
o 7 3 - Treatment c
Grade2 1 e . Re
4 + Cytoreduction Sequential
Grade 3 0 . Bt T cell Depletionversus not
Ne 4 Experimental Therapies + CMVStatus: recipient/donor
Time to Chronic GVHD(d) 2000165-318) o e 0% * ?Depthofresponse
Max acute GVHD 60%
% T Post-transplant Relapse
a E2 oo Tining ST wesning
Extensive 1 P A - Therapeutic Ol
No 7 o . . i it - Chomatesny -0
NRM ac 1000 0 - - : R " T
Relapse/MRD positive "n e st et Rate of fibrosis resolution + ?Roleof checkpoint blockade
Presence of poor grat function

R dataungublsn
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©® Challenging scenarios

Challenging scenarios:

Thrombocytopenia:
<50 x10%/L consider ruxolitinib +/ danazol/ + PTD

<50 x10°9/L refractory to ruxolitinib consider pacritnib* some signal with
fedratinib* and momelotinib*

Anemia:

Ruxolitinib + ESA +/ danazol +/ PTD +/ lenalidomide? +/Pomalidomide? .
Consider pacritinib* or momelotinib* or itacitanib (JAK1 i)*

Luspatercept* or sotatercept* being testsed

Challenging scenarios

Progression of symptoms or spleen on ruxolitinib
Dose escalation or switch to alternative JAKI (if available)
Trial of combination therapy

Allo-SCT if applicable (best before progression)

Progression to accelerated or blast phase

Perhaps continue ruxolitinib -evidence of benefit

Combination ruxolitinib & hypomethylating agents & BCL2 inhibitor
Intensive chemo and Allo-SCT if appropriate

Not all JAKi are created equel

Hemaetopoiesis | Proliferation and
production chemot:

Agent JAK1 JAK2 JAK3 Others
Ruxol ib 33 28 428.0 Tyk2
Fedratinib 105.0 3.0 345.0 FLT3,RET,
JAK2V617F
Pacnitinib 1280.0 6.0 183 FLT3,IRAK1,Tyk2,
JAK2V617F
Momelotinib 110 18.0 155.0 ACVRI
Idacitinib 36 1000.0 1000.0
Gandotinib 19.8 3.0 48.0 FLT3,FLT4,
FGFR2,
JAK2V617F
Tofacitinib 112.0 200 1.0

Therapeutic strategies for disease--
modifying therapy myelofibrosis

it phttors ot P

FLT3, the PI3K/mTOR axis, and Hedgehog signaling mediated by GLI1
Biood Cancer Journal 2019) 974

CONCLUSIONS

Results improved over last decade

Change in referral practice required so that individuals are
assessed by transplant team at an earlier stage in their disease

Further prospective randomised trials are required and planning
underway

@..n_.—a_-';
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1. MDSHyEdEsER—— B EMANTIYI (Aigss) 1. MDSHOMBIMESE R — B v R R W I (Aipans)
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- MDS & B56CD34+CD38-CDI 23+ R A il
Annexin V, GATA-1, CDI11b, EpoRFIG-CSFR; E;
BFIAGATA2, CD71, REMRMe. SEEHRE i
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Fig. 5 Increased CD34+CD38-CDI23+ s b Increased CD34+CD38-CD123+cells and the
number of eytoper Iving lincages. C Negative "D34+CD38-CD123+cells and hemoglobulin. d Positive correlation
between CD34+CD38-CD1 23 +cells and blast count in bone marrow smear. ¢ The level of CD34+CD38-CD123+ cells and FISH analysis Increased
CD34+CD38-CDI23 + cells in MDS 123 FISH(-) cases (62.49:+20.92% versus 26.03420.82%, 1 = 6.615,P=0.0001),

e, (i 1o

L LI Tao L1, PR, Wang HO, Jam 14, Yo L2, Zsg W, L
I om0t
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Am Soc Hematol Educ Program. 2017 Dec 82017(1)447-452.

Lindsley RC. drome. Hematology

1. MDSHI MR — R A (Aigms)

« TET2 (ten-cleven translocation 2)
T ARt R dq24
* IR0 EOMDS o B AL R 5 A
- HIGZ R
- TETERF AT iS5 & P X

¥ AN IR R &
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Zhang W, Shao ZH, Fu R, Wang HO, Li L, et al. TET2 Expression in Bone Marrow Mononuclear Cells of Patents with Myelodysplastic Syndromes and Is Clnicsl
Significances.Cancer Biol Med. 2012 Mar9(1):34-7
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Zhang W, Shao ZH, Fu R, Wang HQ, Li L1 et a. TET2 Expression in Bone Marrow Mononuclear Cells of Patients with Myelodysplastc Syndromes and s Clnical
Significances.Cancer Biol Med. 2012 Mar(1)34-7
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Zhang W, Shao Z, Fu R, Wang I, L L, Yue L. Effect of DLK1 D34-CD3S- 013 Jul1):203-206.
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MDS 8 # 45 1E K R AL ELBe DS TAT b MDS 4 % CD3 THI R DLK 1 [ (3 i i 554 6 5

ET2EHAIAWAR, LK1 B L 1) 5 5 IE R (=i

» X0.05)

T .S 21, Fu . Wang 10 L . TET2 Mioaspsic

1. MDSHIEMLR—EFERE (Fima)

MDS i # CD34+ 41 TET2 e DLK 1 {1 #¢3%

N " ’
& n I
o e |
o i # o H
oy o o
LA o Lo e
Num TET2 DLK1 ‘
MDS 28  058£026% 272+1.02* WIS 5 i s Lot
CD34* MR TET2 ZER R WK,
NC 20 125+094 131£1.00 DLK1

*P<0005; #P<0.001

Zhang W, Shao ZH, Fu R, Wang HQ, Li L, t al. TET2 Expression in Bone Marrow Manomuclear Cell of Paients with Myelodysplastic Syndromes and s Clnical
Significances. Cancer Biol Med. 2012 Mar(1):34-7.
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MDS £ % B CD34+CD38-CD 123+ MR Rk
Annexin V, GATA-1, CD11b, EpoRFIG-CSFR ;

BHRIAGATA-2,CD71, BHIES . EREME

1. MDSHPRMESER BT ARG (igma)

MDS 34+CD38-CD123+4H ity 3
# L4 LA IR AR R

Ll Sl EE S R R E AR

Fig. 5 a Increased CD34+CD38-CD123+ cells in different MDS subsets according to WHO classification. b Increased CD34+CD38-CD123+ cells and the

number of cylopenia involving hematopoietic lineages. C Negative correlation between 8-CD123+ cells and hemoglobulin. d Positive carrelation

between CD34-CD3S-CD123 +cells and bla e 38-CD 123+ cells and FISH analysis Increased
+CD38-CD123+ cells in MDS123 FIS] 615, P=0.0001).

Sl it 1 CD11b. FFRIEHLA-DR, 37

MR EH AR AL

HR, RIS MR R,
. CDIIbRIKIEHINZ, HLA-DRELIZHTFIC,

sk, FEARILE S

. : ‘I ARG HEFRMDS S T BECD34+ 4l R
" v Sl FLRAAK T b SRS

FF43 5 H P {523, 2mmo 1 /LA6. dmmol /LAk

PR MG fib5E T LA FMDS S5 11 BECD3 4+ 4l

1. MDSHOMBH:SL R —— BT RN (Aigmas)

CDATZEMDS % CDATHELL AR ERA TR 55
CD34+CD38- 4R FRIA B mLhLT MR E 2 IEAR%

1. MDSHOMBHESL R —— BT RN (Aigms)

MDSHEEHEEECD34+CD38-MIE FIATIM3
T
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1. MDSHOMBH: LR —— BT RN (Aigma)

MDSEFH B8
=1 CD34+CD38-TIM3+40 i &
ol ' i - ' Y FIAGATA-1, GATA-2, CDTL;
- EFACDIIb, TPOR
- EpoR, G-CSFRAI Annexin V
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1. MDSHIBHEER—BERE (FiEma)
[ IEDLK 1 RIA X CD34-+CD38-4H A 4 S HFAIE (1 52 i

i i i DLKIZEmMRNAZMDS B 4 7
N e
| DM R, F g 5k
iRNATIADLKIE, MDSE F H ™ol
| SRNATIEDLKI/E, MDS## E P
CD34+ AT RN, SHBEL o |
o 3 s
B, GO/GIHARAN, HEMDLKI = S ¥
ey HERAENT MDSH %
Num GO/G1 G2M S AL T EAER 4l 1% Control siRNA-scr siRNA-dIk1
control 21 91.224+10.82 0.40 +0.55 8.38 £10.65 T 23 32.94+1264 3348+1244 38.97+14.32
siRNA-scr 21 91.29 £10.39 0.34 £0.49 8.41 £10.33
siRNA-dIk 21 95.81 +£3.87" 0.29 +0.46 3.90 £3.61° *Af AL SDLKIBRALMILE: P<0.001
A DLKIAERALE: P<0.05
Zhang W, Shao 7, Fu R, Wng H,Li L Yoe L Fiet of LK1 cosicoss. 2013 1203206, Zhang W, Shao 7, Fu R, Wang H, L L Yoe L Bietof LK1 cossscoss- 205 1205206,
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JIANG Huijuané, FU Rong, SHAO Zong-hong* Circulating myeloid-derived suppressor el are increased in myelodysplastc syndrome. Chin Med J, 2013, 126(13): 25824,
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JIANG Huijuan, FU Rong, SHAO Zong-hong* Circulating myeloid-derived suppressor el re increased in myelodysplastc syndrome. Chin Med J, 2013, 126(13): 2582-4
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2. MDSHISEERAS
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3. MDSHIZHNR S EIBTT

“TRIbJIT FE(NCT01953692) K BL,  FEB Fok H£3HIH FEIE FEMDSBE R R APD- 140515 (pembrolizumab
Hnivolumab.) HHRMBHR: 28FFHEMDSEE, ELAREFREWAT (HVA) KBERZA

3. MDSHILHMR S IRYT

Garcia-Manero% AJMHT T FEMDS 4 o1 M FHIAZA+Nivolumab, AZA+ Ipi | imumabbl KHMATRT SRI0I 26 FF)
NivolumabTpi linumabfy7%, 40 FHR:

Overall CR/CRp clearance of | median | EFS One-year survival
pembrolizumab, FA10S % 23/, 4/27 (15%)5% % £ 73} 91> 24, response detectable overall rates

mutations survival

AZA+Nivo  15/20 (75%)  10/20 (50%) 4(20%) 10 months 506
Eig.d mCR HI 3R E N EAES months

AZA+Ipi 15/21 (71%) 8/21 (38%) 3(14%) not not reached 68%
reached

z7:] 4% 1% 11% 52% 33% L] Nivo 2/15(13%)  0(0%) gmonths 7 months 25%

Ipi 7/20(35%) 3 (15%) 3(15%) gmonths 6 months 45%

3. MDSHI4TNE 18T

FEMDS A A GHE R P8 SRR AT AT o X L2
ST AR, I HARMDS A AT
HEPERFHERN RATH SR RAF RS, JuIipilimumab.

3. MDSHZHM G IGTT

o SAAFILIG AR (NCT02530463, NCTO1757639) « KA CTLA-A40 7 Cipilimumab) 57 SR
MDSEEE, 5% (5/11) FAMDSHERNRE (SD) | fEIXSHME T, ARBESDIHLE L, T4 Mm%
LB A R, AT R R A I

« Garcia-Manero® A VPl T HI¥ 17 fEMDS 4 #AZA+nivolumab (cohort 4) 4LEMH X% (ORR) J69%
(9/13), JLrh2 NISCRAHT, 5AHHBHCR. Bhoh, AHHMAS IR (M0 % 5 ipilinumab, JTORRJY22%,
ifi 8 Hini volumabMIFE R RL. AZAtnivolumab (cohort 4) ALXF-HIi G fAMDS ¥ Rt ¥

3. MDSHI4TRR e IE T

BRI KBRS R RIS RAERE AN HIFIZEMDS/ AMLF #5734

INGE KR IIEIC R G K A DS A7 4, VAR BRI
PER AT S FUARAT T Rl A G SEMDS 5 ) — 23T . AT IR 2 s R
WIT BRZ 5T RARR IR .
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FREERE 00— OSSuRfisEET, B 215 209
R | i i
oy 00 | i EERBARERTFEOING, B © &
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IiRIERARN > 20%

FHEM/MR < 100x10%/L (SiaFE%)

FZECCA/Ph* (RT)
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Sokal vs. ELTS 43t 57 ik:
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W iR RGBT

Low risk: <0.8

Intermediate-risk: 0.8-1.2
High-risk: >1.2

Low risk: <1.5680

Intermediate risk:1.5680-2.2185
High-risk: >2.2185

Exp0.0116 X (age—43.4) +0.0345 X (spleen—7.51) +0.188 X
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e e
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6-year LRD 3% 2% % 5%
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T3151 Ponatinib

F317L/V/I/C, T315A Nilotinib, bosutinib, or ponatinib

V299L Nilotinib or ponatinib

Y253H, E255V/K, F359V/I/C Dasatinib, bosutinib, or ponatinib

*% ¥ bosutini L WY AR,
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242

2 I AT

BT OR P B Pl A L

CMLAEYiaTr e

+ MAESFEN: HEECHREIS2E—R; INHITKILRZSIERIEE—R
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(WFR)

o0 WZRTKIMA/AMSE, SEERMEHIT3151583:
- PonatinibfRFIE45mg QD

- PonatinibAl 3[#2£930% LIS, BEXRIRNBSENEFIRLR
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1. Treatment of MDS. Platzbecker U. Blood. 2019;133(10):1096-1107.

“Should patients be treated with an HMA or chemotherapy before allo-HSCT? ...

In the absence of true randomized trials, the value of prior induction chemotherapy
therefore remains unclear.”

2. Induction, Bridging, or Straight Ahead: The Ongoing Dilemma of Allografting in
Advanced Myelodysplastic Syndrome. Kroger N. Biol Blood Marrow Transplant.
2019;25(8):e247-¢249.

“Overall, after the only randomized study from the EBMT had to be closed because of
poor recruitment, all reported retrospective studies did not answer properly whether to
induce, bridge, or perform all ic stem cell tr ion without any
pretransplant in patients with advanced MDS”
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3. How we manage adults with my s Fenaux P, Platzbecker U,
Ades L. Br J Haematol. 2020;189(6):1016- 1027

“The optimal timing for allo-SCT and the use of a pre-SCT therapy based on
chemotherapy or HMA are still a matter of discussion”
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HSCT for the Thalassemia Major

Lai Yongrong

Department of Hematology

First Affiliated Hospital
Guangxi Medical University, China

rar (b susd J

Conditioning regimens & GVHD prophylaxis

O Conditioning regimens
— Bu4mg/kg/dx 4d
— Cy 50mg/kg/dx 4d
— FLU 50mg/m?x 3d
— ATG 2.5mg/kg/dx 4d

u]

GVHD prophylaxis
— CsA + MMF + MTX
« CsA 1.5-3mg/kg/d
* MMF 250mg x 30d

rax(l fusd J

G-CSF-mobilized blood and bone marrow grafts as the source
of stem cells for HLA-identical sibling transplantation in
patients with thalassemia major

Qiaochuan Li' , Jianming Luo?*, Zhongming Zhang', Lianjin Liu', Lin Luo!,
Gaohui Yang', Rongrong Liu', Lingling Shi', Rui Huang!, Meiging Wu',
Yongrong Lai'
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Stem Cell Transplantation for Thalassemia

O In 1998, cord blood transplantation was carried out in our hospital
O Total 674 thalassemia patients have received transplantation
O Free survival of thalassemia is 93%
» HLA matched related donor: 503
» HLA matched unrelated donor: 139
» Haploidentical donor: 32

6 mmnire e rir(k Susd J

Outcomes of HSCT with Sibling Donor in our hopital

Our hospital Literatures

(n=503) (n=28-515)
Acute GVHD 13.3% 32% - 47.3%
Graft rejection 0.5% 10.4% - 30%

Transplant-related mortality 6.4% 10% - 34%

3y-Over Survival 93.6% 86%(76%-95%)

3y- Thalassemia Free Survival 93.1% 82%(53%-89%)

6 Lmmnire seen rax(l suid J
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Figure 1. Cumulative incidence of acute GvHD. GvHD, graft versus host
disease.

Figure 2. Cumulative incidence of chronic GvHD and TRM. GvHD, graft
versus host disease; TRM, transplantation-related mortality.
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@ Lomnare e rax(k mle @ Lrmrare s ras (b uu!.J
TFS amd GREFS
o
F o~
- Unrelated donor peripheral blood stem cell
]
¥ i .
il —_— s transplantation for thalassaemia
] e
e
i N=184 Qiaochuan Li, Zhongming Zhang, Lianjin Liu, Lin Luo, Gaohui Yang, Rongrong
B #n Liu, Lingling Shi, Rui Huang, Meiging Wu, Yongrong Lai
L
9 ® “ € [ o m e
Months since ramiplantation
Figure 3. Kaplan-Meier curve of TFS and GRFS. TFS, thalassemia-free survival;
GRFS, graft versus host disease-free and relapse-free survival.
— Biol Blood Marrow Transplant. 2019 Jun 15 —
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A B
Conditioning regimens & GVHD prophylaxis z
O Conditioning regimens Z o )
— Bu 4mglkg/dx 4d - j i
_ Cy 50mg/kg/d>< 44 . /;‘ Grade IV Acute GVHD 28.8%
— FLU 50mg/m2x 3d e T St since Tranphrssion
— ATG 2.5mg/kg/dx 4d - —
. The 2-year OS, TFS GRFS were
O GVHD prophylaxis l
94.3%, 93.3% and 85.0%,
— CsA+MMF + MTX £CD25Ab el an
» CsA1.5-3mg/kg/d
+ MMF 250mg x 30d
» CD25Ab 10mg/dx 2d R

@ Lmoare e ras (b fusd J @ msare rar(k fuid J

Thalassemia Free Survival

Outcomes of HSCT with Haploidentical Donor
in our hopital

11/12 matched (n=20) 83.6% CD34>12%10%/kg (n=20) 82.1%

= 0, %106, - o,
12/12 matched (n=83)97.0% CD34<12%10°kg (n=83)97.4% NCTO2342145
(P=0.022) (P=0.026)

The trial was designed as a prospective, open-label, single-
center clinical protocol, where 32 TM patients were enrolled
between May 2012 and May 2020 and transplanted with
peripheral blood (PB) stem cell and BM grafts, from an
haploidentical donors (HD).
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Conditioning regimens & GVHD prophylaxis

© Lomnare e

O Conditioning regimens
—  Bu4mg/kg/dx 4d
—  Cy50mg/kg/dx 4d
—  FLU 50mg/m2x 3d

O GVHD prophylaxis
— CsA+ATG + MMF + MTX +CD25Ab
« ATG 2.5mg/kg/dx 4d
+ CsA1.5-3mgl/kg/d
«  MMF 250mg x 30d
* CD25Ab 10mg/dx 2d

[ ——
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Next works for Thalassemia in Guangxi

@ s

O "Zero birth" Implementation Plan for
Fetuses with Severe Thalassemia in
Guangxi

O “Three-Year Treatment Plan for Patients
with Thalassemia in Guangxi”

Iy —————
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The median follow-up time was 26 months

v v

All patients achieved sustained myeloid engraftment
The cumulative incidence of acute (a)GVHD and grade
-1V aGVHD were 34.4% and 9.4%, respectively

The extensive cGVHD were 3.1%

» Only one patient died of Pseudomonas aeruginosa
septicemia, and TFS 90.6% at the last follow-up

v

v
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Drug-induced thrombocytopenia: Focus on platelet apoptosis. Chemico-Biological Interactions. 2018
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CTCAE v4.0, Common terminology criteria for adverse events(CTCAE)[EB/OL.(2010-06-14)
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» The term MRD is used to describe the low-level disease, which is not detectable by
conventional cytomorphology and denotes the presence of leukemia cells down to
levels of 1:10% to 1:10° white blood cells, compared with 1:20 in morphology-based
assessments.
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Positive for aberrant myeloblasts (MRD positive)

(1) greater than or equal to 20 clustered events with greater
than or equal to 2 aberrant markers, whether present in the
original, diagnostic, pretreatment sample or not;

(2) greater than or equal to 20 clustered events with only 1
aberrant marker markedly deviated from normal;

(3) less than 20 events that show multiple, highly distinctive
aberrations.

Xu J, et al. Clin Lab Med,2017;37:787-802
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Correlation of post-transplant MRD with relapse
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Definitions of MMR

Major molecular remission (MMR) was defined as a 23-log. + Cm— u
reduction in RUNX1/RUNX1T1 transcripts (<0.4%) compared

with the pretreatment baseline of 388% in our center el

Zhu HH, et al. Blood,2013;121:4056-4062

MRD-directed risk stratifi

tion treatment improve outcomes of t(8;21) AML in CR1

Definitions of risk group

The high-risk group

« Patients who did not achieve MVR after
the second consolidation therapy

« Those exhibited the loss of MMR within
6 months of achieving MMR.

The low-risk group

« Patients achieved MMR after the second
consolidation therapy and maintained
MMR for 6 months thereafter.

Zhu HH, et al. Blood,2013;121:4056-4062
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and this dose was adjusted to maintain a plasma ¥
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MRD directed DLI intervention decrease relapse and improve survival

814 patients with standard risk AL

[ MRD negative cases (Group A, 709) | [ MRD positive cases (105) |
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(Group B,49) (Group C, 56)
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Yan CH, et al. Blood.2012;119:3252-3262
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Our data suggest that risk MRD—-directed modified DLI may reduce relapse and
improve survival of cases with standard-risk AL after HSCT.

Yan CH, et al. Blood,2012;119:3252-3262
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