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ARTICLE W) Check for updates

MYELODYSPLASTIC NEOPLASMS

Prospective validation of a biomarker-driven response
prediction model to romiplostim in lower-risk myelodysplastic
neoplasmsbresults of the EUROPE trial by EMSCO

Anne Sophie Kubasch®'?3 Aristoteles Giagounidi$>* Georgia Metzgerott?, Anna Jonasova®®, Regina Herbsf,

Jose Miguel Torregrosa Did Benoit De Renzi Katharina S. G5tz&>1° Marie-Luise Huetter-Kroenk&, Marie-Pierre Gourif?,
Borhane Slama®, Sophie Dimicoli-Salazdf", Pascale Cony-Makhot?, Kamel Laribt®, Sophie Park’, Katja Jersemant®,

Dorothea Schipp'®, Klaus H. Metzele®?3 Oliver Tiebef®, Katja Socke®?>2* Silke Gloaguert®**® Anna Mie$?, Fatiha Chermat?,
Christian Thiedé', Rosa Sapen®, Richard F. Schleni®?3?* Pierre Fenau%?2?% Uwe Platzbecke®%32® and Lionel Adesf)322:25:26

MDS or CMML IPSS low/ intermediate |

Bone marrow blasts <5%
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1Yes
HI-P: 65%

+ Hemoglobin >11.4 g/dl
p=0.024

PLT 50/nl
He Response? e
v v
| 58% | | HI-P: 42% I
No 1 + SRSF2mut?
No 1
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v

| HI-P: 100% I

Fig. 3 Response prediction model to Romiplostim based on the results of the EUROPE trial. The newly developed response prediction
model contains the SRSF2 mutation status in combination with platelet count and hemoglobin level (threshold 11.4 g/dl).



Articles I

Low dose lenalidomide versus placebo in non-transfusiorx ®
dependent patients with low risk, del(5q) myelodysplastic
syndromes (SintraREV): a randomised, double-blind,

phase 3 trial

Mar'a D’ez-Campel?lix L—pez-CadeBlasita Xicoy, Eva Lumbreras, Teresa Gonzilez, M—nica del Rey Gonztlez, Joaqu’n Stnchez-Garc'a,
Rosa Coll Jord", Bohrane Slama, Jose-¢ngel Herntndez-Rivas, Sylvain Thepot, Teresa Bernal, Agnes Guerci-Bresler, Joan Bargay, Mar'a Luz Ai

Claude Preudhomme, Laurene Fenwarth, Uwe Platzbecker, Katharina S Gstze, Ali Arar, Sof'a Toribio, Consuelo Del Ca-izo,
Jesces Mar'a Hernfndez-Rivas, Pierre Fenaux

Summary

Backaround.enalidomide is the standard of care for patients who are transfusion dependent with chromosome Bghcet Haematan24:
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d (number censored)
Lenalidomide groug0 (7) 23(11) 19(21) 9 (25) 5(27) 3(28) 2(30) 0(0)
Placebo grou@0 (1) 9(4) 3(6) 1(6) 1(7) 0(0) 0(0) 0(0)

Cimird - Tima ta trancfiicinn Adanandanag

in thA intAantinn +a traat nAannilatinn

- =

D
EMSCO o
MYELODYSPLASTIC
SYNDROMES



< Decitabine Versus Hydroxyurea for
= Advanced Proliferative Chronic Myelomonocyti

S5
= Leukemia: Results of a Randomized Phase III
< Trial Within the EMSCO Network

Raphael Itzykson, MD, PhD?2; Valeria Santini, MD"*; Sylvain Thepot, MG'°; Lionel Ades, MD, Ph3*7; Cendrine Chaffaut, MS¢;
Aristoteles Giagounidis, M3*°; Margot Morabito, BSc¢*; Nathalie Droin, PhD"; Michael Lubbert, MD'**?; Rosa Sapena, PhB;
Stanislas Nimubona, MD'*3; Jean Goasguen, MEf; Eric Wattel, MD, PhD?**; Gina Zini, MD, PhD'**7;

Jose Miguel Torregrosa Diaz, M3?; Ulrich Germing, MD'**°; Anna Maria Pelizzari, MBD*°; Sophie Park, MD, Ph(3%*;

Nadja Jaekel, MD®%?; Georgia Metzgeroth, MEP2*; Francesco Onida, MB?*; Robert Navarro, MB'**; Andrea Patriarca, MD2¢;
Aspasia Stamatoullas, MB?7; Katharina Gotze, MD'*?; Martin Puttrich, MSc**?°; Sandra Mossuto, MS€; Eric Solary, MD***=°;
Silke Gloaguen, MS¢®**; Sylvie Chevret, MD, PhB; Fatiha Chermat, DMD; Uwe Platzbecker, MB®% ; and Pierre Fenaux, MD, PhB*’
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LETTER W) Check for updates

MYELODYSPLASTIC NEOPLASM

Ef cacy and safety of bemcentinib in patients with advanced
myelodysplastic neoplasms or acute myeloid leukemia failing
hypomethylating agents- the EMSCO phase || BERGAMO triz

A. S. Kubascl®?2 P. Peterlii T. Cluzea®®®, K. S. G5tz&3® K. Sockél’, R. Teipel, M. Jentzsch®?, H. Attalalf, M. Seberf*,
F. Chermat, S. GloagueR™, M. Puttrich'®, M. Crosg®?, M. Schneidei®?, S. Kaysér"*? D. Schipp?, A. Giagounidig>**

. Tirado-Gonzale?, A, Descot®, A. van de Loosdrech®>*%, A. Weigert, K. H. Metzele®®, P. Fenau®9 H. Medyouf>*"1&19
U. Platzbecke® 239 and L. Adesp®91°

© The Author(s) 2023

Leukemia (2020) 34:108B286
https://doi.org/10.1038/s41375-019-0645-z

LETTER
Immunotherapy

Single agent talacotuzumab demonstrates limitedcaty but
considerable toxicity in elderly high-risk MDS or AML patients failing
hypomethylating agents

Anne Sophie Kubasch?® Freya Schulz83* Aristoteles Giagounidis**®  Katharina S. G3tz&>*°

Jan Krénke®?>" Katja Socket>* Jan Moritz Middeke?®*  Fatiha Chermat?® Silke Gloaguerf:

Martin Puttrich®°®  Carmen Weigf® Doreen William!®!! Pierre Fenaux®'? Richard F. Schlenk!!!3.

Christian Thiede**  Sebastian Stasik* Anna Mies** ' Lionel Ades®®12. Uta OelschlSgel®# Uwe Platzbeckel??
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16 wk
6.1. SELECTION CRITERIA PATENTS
Chart Review E\}aluationon Chart Review
6.1.1. Inclusion Criteria.
A
Eligible patients will have to fullfill ALL the following conditions: sgﬁgtrl;n
1. MDS diagnosis (WHO 2017 criteria), no time limits. l
2. BMA available in the last 12m ( or willing to repeat before inclusion) Informed
3. Age 65+ years, or 50-64 AND MDS-Cl score >1 Consent
4. |PSS-R score up to 3.5, calculated (date of BMA) in the last 12m |
5. Available transfusion and Hb records in the last 16 wk ‘
6. Mean pre-Tx Hb <100 g/L in the last 16 wk (availability: 90% + episodes) ';2;::;
7. Informed consent l
6.1.1. Exclusion Criteria. l ‘
Eligible patients MUST NOT incur in ANY of the following situations:
Ho  [ists pead
1. Prior severe transfusion reactions or alloinmunization. > 2ndFI(E)r;:1,$Soints - i
2. MDS treatment (ESAs, lenalidomide, HMA) initiated in the last 16 wk.
3. Active neoplasm (on therapy/therapy in the last 3 months). See exceptions. HE oo ! HO
4. Major surgery in the last 4wk.
5. BMT in the last 2y or receiving immunosuppresive therapy
6.

'

External Review
Publication

Concurrent participation in other clinical trial.

Courtesy of Dr Ramos



Allogeneic CD33 CAR-T
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[ Cell selection & manufacturing

Advantages of transposon systems
I High transduction efficacy

I Safer integration profile than LV
I Stable gene expression
I Simpler manufacturing
I Lower production costs
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[ CRISPR-Cas9 systems for TCR/HLA deletion
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[ Functionality of TCRKO/HLA-IKO CAR-T cells
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[ Design

LD chemo AlloCAR- BM Allogeneic
Flu-Cy | CD~'§3 evaluation transplant
D-6 to -3 infusion D 14-28 (D 30 (+/- 7 days))
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Safety and Efficacy assessments

LD: Cyclophosphamide 300 mg/m’ + fludarabine 30 mg/m2 on days -5, -4
and -3

Courtesy of Dr Alfonso




Dose scalation
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1. Diagnosis of AML or high risk MDS (IPSS-R intermediate, high or very
high).

2. Relapsed or refractory disease defined as:
e AML: 1. Relapse after =2 prior lines of therapy or 1 prior line with prior
alloSCT; 2. Persistence of leukemic cells (= 5% in marrow) or
documented extramedullary disease after at least two cycles of
intensive induction; (i.e. 3+7 and FLAGIDA or similar),
* MDS: 1. Relapse after =1 prior lines of therapy including alloSCT,; 2.
Persistent blast (=10% in bone marrow) in spite of prior salvage
treatment before alloSCT

3. Have exhausted all available treatments, such as targeted therapies.

4. Eligible for allogeneic transplant and with an identified donor.
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More personalized medicine as well as a better FIGURE LEGEND
clinical management of our MDS patients in Spain
through the improvement of diagnosis, prognosis,

freatment and future investigations
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OBJETIVES

IE

1. To develop a coordinated strategy that integrates the clinical, genetic, and molecular data of

patients diagnosed with MDS at the national level within the National Health System. This strategy will
include the incorporation of data to the RESMD (1.1), the creation of a biobank of MDS-specific
samples (1.2), and the integration of Patient-Reported Outcome Measures (PROMS) and Patient-Reported
Experience Measures (PREMS) (1.3).

2. To validate new diagnostic tools in patients with MDS through:
I OPTICAL GENOME MAPPING (OGM) (2.1): Application in patients with no detectable cytogenetic
alterations and/or without mitosis.
I DIGITIZATION OF BONE MARROW IMAGES (2.2): Data capture and processing for
diagnostically challenging cases, such as low-risk MDS without excess blasts, MDS with bone
marrow fibrosis, and cases with uncertain blast counts.
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3. Evaluate the value of genomic, transcriptomic , and/or proteomic analysis as a predictive

strategy in patients with MDS under special conditions, through :

I PATIENTS WITH MDS AND 7P53 MUTATIONS (3.1)
I PATIENTS WITH THERAPY -RELATED MYELOID NEOPLASMS (3.2)
I IDENTIFICATION AND CHARACTERIZATION OF PATIENTS WITH GERMLINE PREDISPOSITION (3.3)

4. Develop interoperable artificial intelligence (Al) tools that efficiently integrate clinical, molecular, and
morphological information from patients with MDS, to create advanced algorithms that optimize
diagnosis, prognosis, and personalized treatment . This objective includes the implementation and
validation of preexisting Al models, such as AIPSS-MDS, as well as the development of new models
that are fed by integrated and standardized data, ensuring their clinical applicability and compliance with
international standards for interoperability and data security.

5. Promote training, dissemination, and knowledge sharing through the organization of working

groups aimed at healthcare professionals and patients, using all of the above tools, including digitized virtual
images, to improve diagnostic understanding and the management of the most relevant medical conditions .
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Recently completed studies Ongoing trials Work in progress

Observational trials

' Iron-mediated tissue damage in

acquired ineffective erythropoiesis ! Lower risk MDS with predominant
| Hypocellular myelodysplastic thrombocytopenia
syndromes (h-MDS) I FISIM-MDS NGS
I Real-world study on luspatercept in Phase Il trials
MDS-RS .
| Lenalidomide discontinuation in ! Low risk MDS: REMARK
MDS del(5q)- Harmony I' High risk CMML: PATROL QM

FONDAZIONE
ITALIANA

SINDROMI
MIELODISPLASTICHE

Pilo et al. Leu Res 2022 ; Calabretto G et al. Leukemia 2022; "#$#%&!&' (&Y &-&'#$%&' *&./.01&
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Impact of the thrombocytopenia severity on the clinical evolution in patients with “lower risk” (very low-

low-intermediate IPSS-R) myelodysplastic syndrome: retrospective study from disease registry
(Anna Calvisi, Enrico Balleari)

Study design: Multicenter, retrospective observational study. Patients with MDS from 67 Italian centers

Patients population:

MDS at IPSS —r very low, low or intermediate

thrombocytopenia <100000/mmc at diagnosis

Available data on molecular characterization, treatment and outcome

Endpoints
Progression free survival According to platelets level at diagnosis:
Overall survival > | 100-50000/pl é
Time to AML I 50-30000/pl

FONDAZIONE

Response to treatments ! <30000/ul ::::::;pusﬂcm



Lower risk MDS with predominant thrombocytopenia

Survival of patients with IPSS-R <3.5 according to platelet count
42568%4%/F6 @BFNP:QF*'F,2$$2.
#&FMRE2F0/+ I"# $%&&' (') <90 )#,-#+"($%)/ 0"H20+
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Months
Ongoing data cleaning for PFS, molecular characterization, coexisting ﬂé&‘
immunological disorders and therapy ITALIAN

MIELODISPLASTICHE
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Inclusion criteria:

I Age > 18 years

| Diagnosis of myelodysplastic syndrome or myelodysplastic/myeloproliferative neoplasms
(chronic myelomonocytic leukemia, CMML) according to 2016 WHO classification criteria

I Ability to give informed consent according to ICH/EU GCP, and national/local regulations.

Exclusion criteria:

I Lack of written informed consent
I Lack of biological samples (blood, bone marrow aspirate)

et
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INCLUSION

Treatment with LUS

starting dose: 1.75 mg/kg

treatment duration:

Primary endpoint visit

Responders after 24
weeks of treatment
continue until loss

of response

* meanHbs

10 gidL

= NTD acc. to WG 2018

= ESA-naive

primary EP:

HEE WG 2018 (modifed)

secondany EPs: duration of HI-E response,

HEN, HI-P,
o L, toxicity
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==fp Screening

C1
TAG+VEN+
SOC(AZA)

ca
primary endpoint
(EP) assessment
cycle

(o] ca
TAGHVEN+ TAG+VEN+
SOC (AZA) SOC (AZA)

t

TAG+VEN+

t

ca
SOC(AzA)

cs
TAGHVEN+
SOC (AzA)

EoT

R continue another max. 8 cycles

Cc6 7 c8 (] C10 C11 C12
TAG+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+ TAG+VEN+
SOC (AZA) SOC(AZA) SOC(AZA) SOC(AZA) SOC(AZA) SOC (AZA) SOC(AZA)

t t t

FU
2 years

Bone marrow sampling for
disease / response
assessment

IMPs:
TAG: tagraxofusp, d4-6 of 28d cycle, 12 pg/kg
VEN: venetoclax, oral, d1-14 of 28d cycle, 400 mg (after ramp-up)

RA: response assessment
PE: primary endpoint

R: responder

NR: non-responder

FU: follow-up
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—O>E: %16°:/0%073: '&0%-%./1838'& 3: #;< 5==>="/103+)/1%./31 2.$ | 123:7S H: 1'23458),78 2@!"J&
V==l =5@%0/./6/1"324%1AB;*AB;A"/1$/)/./131 /1'4%./'1.&6/%913&'6 D2*GVXW
2/.$ C7'-3678&4-%&./0'34-%&+&ECF<@2H$231/0
C7'-3+31307./0 A'I'+/% EHCCAG
Stagel Stagelll Stage lll Stage IV
<660).-8/:-)&/56-() &'-.0'-8 (2) 200 mg | OT=34in2)and4) 7)150mg |
’ pr=otin) ,BID(+3 p), DLT =0-2in 2) and 4) 1 BID(+3p)
| F$(6*+G6H>1IG6</1<6$(68"()6</1<6-/3<6K=6L6MEINE. STpr— oy miny
i F@$'§\%A(\;;|ODSGA>!!6#.'00/2/#'3/$%G6/%3"(4"&/,%(6</1< [or-omy | @iD@3p)| ovann o (43 p) " or-oan
| Q(Y60250/$%68"2 %8 %#)6-/3</%63<"6.'036:R6-""SO P
DLT=1-2in1) 3) 150 mg biT=1in1)and3) | | 6) 200 mg | DLT = 0-2in 6) ' 8) 200 mg\‘ DLT =0-2in 6)
BID (+3p) — BID (+3 p) BID(+3p) . nds
DLT=2in
1)and 3) DLT22in
<660)'8/ O:&/SG'O &'-.0'-8 DLT>2in 6)and8)
6)
NONYAL n__Q WAL 1 1 0 150 mg 150 mg 200 mg 150 mg 200 mg
! ( ! /0 3+ ¥<= A))O A) p( 'O< )0 > /OO@A@#)$#BC| Phase ll Phase Il Phase Il Phase Il Phase Il
| @22""Y%D-EFY +"2%%%) 0(.)+12.)0.0%")
| G+#&*H0"0"196°2'<"0?'(.1'30%* ./)O+ J#(0%*"+0'("%$+ b i oir>2in7

KL($)%+")' LH#EMEH#<EBH"( *'(0%*"+0'("%83%;.2")0
1'(<%00'$DH%<<3)"<"$32.0"(H ./Y0+ K'P/PUZ2%$" <V

2').2%3$"<%#H00?RQFBtH+1(%"0" +03$HO0(H 3 Pat

Study
Stop

6 Pat

Study
Stop

9 Pat

12 Pat
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I L"%6#9 | N*+0/345/+%-)"1#96&'5"18&&'&&2'+3"*8"H%16/+0"@'5"A-**5"| 3HH $.°0 "+-,&2%234
B--" I 1'23453,78 2@I>"#
L1%+&84&/*+">31%3'0/'&"%+5"3$'/1"1&&*9/%3/*+":/3$"C%3/'+3
@'#*13'5"%+5"B-/+/9%-"0439*2'&"[+"N*:®@/&;"<=>"C%3/'+3

<660).-8/:-)&/56-() &'-.0'-8 Transfusion-

dependent Igwer-risk
| V:3<2,7+? 22)43:'2" :<5:D+,62'F=9>;1KL>8'; J+,C5:DE5:DE; MDS patients

23*+,7+?22)*+&( *: /HI;(:23* 8;, —9>U L$; :J+,5)( 23-5&7234
=9>U=L$ 6'> VIE;=9>tl $& E}V=! 3:3 §,:52<+,)*2J+;V==!;
)--1,2234 *1 @A%:,2%+,2))' 2+%+, 723+2SC72- - :(2-

)3)5C'+' :<*G+4S:3+ 7),,;D )37?;(+,2(G+,)5-:7(5+*+ S5::?

-:&3* 1V\V8

I SC7(x:7)*2- *)3'<&'2:3 ?+(+3?7+3*)3+72) ?+<23+y G)J234
H-+23+7); &32*:<"\V'; D2*G2%5+45)*; P ;D++F' (,2:, *

L ++3234

SCREENING
ENROLLMENT

Installation of mobile apps on
patient’s device and training

v v

App-based data
collection every 2 days

<660).-8/:0=&/56-() &-.0"-8

| :.0%")0+#>7"#.(#3).=2'HO"#3+'HO? B CUH. 1 1#" (#
N3'+0%")).%(+#1(";%$ $#&" (#07?'#+03$H

(fingemail & eyelid photos
and PR Qol)

Regular point-of-care
data collection and
documentation

DATABASE

« Data collection will last for 6 months from enroliment
* During this period, MDS treatment / RBC transfusions
will be performed according to local center-specific

internal guidelines

DATA ANALYSIS
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Enrollment of a

patient in the
registry

Annual follow-up
visit, or upon
relevant changes

Annual follow-up
visit, or upon
relevant changes

1

Follow-up period (in years)
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according to IPSS classification (LOW,
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» failed to achieved a response or
who subsequently relapse after ESA (at
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disease progression (Or ineligible to
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COMMENTARY

davances

TO THE EDITOR:

An agenda to advance research in myelodysplastic syndromes: a
TOP 10 priority list from the ! rst international workshop in MDS

Maximilian Staht, Omar Abdel-Wahab? Andrew H. Wei? Michael R. Savond, Mina L. Xu; Zhuoer Xie® Justin Taylof,

Daniel Starczynowski, Guillermo F. SanZ%*? David A. Sallmarf, Valeria Santini® Gail J. RoboZ:* Mrinal M. PatnaiK, Eric Padron®
Olatoyosi Odenike!® Aziz Nazha?® Stephen D. Nimef, Ravindra Majeti,” Richard F. Little'® Steven Gore!® Alan F. List)°

Vijay Kutchroo’” Rami S. Komrokjf, Tae Kon Kinf, Nina Kim'® Christopher S. Hourigar?, Robert P. Hasserjiart” Stephanie Halen€’>
Elizabeth A. Grifths>* Peter L. Greenberg’ Maria Figuerod, Pierre Fenaux. Fabio Ef cace,*® Amy E. DeZerrt,

Matteo G. Della Port® Naval G. Daver’ Jane E. Churpek’ Hetty E. Carraway’* Andrew M. Brunner’> Uma Borate?®

John M. Bennett* Rafael Bejar:> Jacqueline Boultwood?® Sanam Loghavit’ Jan Philipp Bewersdorf, Uwe Platzbecker®

David P. Steensma, Mikkael A. Sekere§, Rena J. Bucksteil? and Amer M. ZeidaA®

Table 1. Top 10 list of MDS collaborative priority research goals

Contents lists available at ScienceDirect

Blood Reviews

ELSEVIER journal homepag e: www.else vier.com/loc ate/issn/026 8960X

Review

Classification, risk stratification and response assessment in
myelodysplastic syndromes/neoplasms (MDS): A state-of-the-art report on
behalf of the International Consortium for MDS (icMDS)

Maximilian Stahl®, Jan Philipp Bewersdorf b Zhuoer Xie®, Matteo Giovanni Della Porta ¢,
Rami Komrokji ©, Mina L. Xu®, Omar Abdel-Wahab b Justin Taylor { David P. Steensma?¥,
Daniel T. Starczynowski h Mikkael A. Sekeres, Guillermo Sanz ¥, David A. Sallman ¢,

Gail J. Roboz', Uwe Platzbecker ™, Mrinal M. Patnaik ", Eric Padron®, Olatoyosi Odenike °,
Stephen D. Nimer !, Aziz Nazha ?, Ravi Majeti 9, Sanam Loghavi®, Richard F. Little®, Alan F. List ",
Tae Kon Kim ", Christopher S. Hourigan ", Robert P. Hasserjian ", Stephanie Halene *,
Elizabeth A. Griffiths”, Steven D. Gore °, Peter Greenberg “, Maria E. Figueroa { Pierre Fenaux %,
Fabio Efficace *°, Amy E. DeZern *, Naval G. Daver °“, Jane E. Churpek °°, Hetty E. Carraway %,
Rena Buckstein *%, Andrew M. Brunner ", Jacqueline Boultwood *, Uma Borate ¥,

Rafael Bejar °*, John M. Bennett*, Andrew H. Wei®™, Valeria Santini **, Michael R. Savona *,
Amer M. Zeidan™

Check for
Updates

Priority research goals

. To establish a new standard of care for frontline higher-risk MDS

. To develop effective strategies for P53-mutated MDS

. To formulate uried diagnostic criteria and classication subgroups for MDS

© 00 N o o0 B~ W N P

10. To improve the development and dissemination of reliable preclinical models of MDS

. To establish linked clinical databases and biobanks allowing sharing of data

. To develop better treatment options for DNA methyltransferase inhibitor (DNMTi)-refractory MDS

. To advance novel treatment strategies to impact the underlying pathophysiology of lower-risk MDS

. To conduct clinical trials in a collaborative international effort with emphasis on equal access and on PROs

. To establish and systematically validate clinically meaningful response criteria for MDS therapy

. To establish tools to predict, and ultimately reduce, risk of progression of CH to MDS and other hematological malignancies in clinical practice
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We have now better response criteria (IWG 2018 ad 2023)
Large patient numbers and surrogate endpoints needed
Avoid some exclusion criteria

Parallel trials on different continents
| 23, #456#/0#+733H:; "3H<=#>&:):./-O# );< #%<4-23%;Q%98
| 2?7@A#+2, BHp13%rPBoss

I Prespecified subgroup analysis (based particularly on genetics)

I Avoid th)e systematic « intention to treat dogma »(especially for relapsing
patients

I For TP53 mutation, close cooperation with solid tumor specialists
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We have now better response criteria (IWG 2018 ad 2023)
Large patient numbers and surrogate endpoints needed
Avoid some exclusion criteria

Parallel trials on different continents
| 23, #456#/0#+733H:; "3H<=#>&:):./-O# );< #%<4-23%;Q%98
| 2?7@A#+2, BHp13%rPBoss

I Prespecified subgroup analysis (based particularly on genetics)

I Avoid th)e systematic « intention to treat dogma »(especially for relapsing
patients

I For TP53 mutation, close cooperation with solid tumor specialists
but what we need most is effective drugs !
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