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Drug therapy in the patient with primary
myelofibrosis: what are the options?
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MPNs — The diseases &
UERJE
%fsr!'no*
Classic types of chronic myeloproliferative neoplasms
(MPNs)
 Essential thrombocythemia (ET) Clinical manifestations:
* Severe citopenias
* Primary myelofibrosis (PMF) * Marked splenomegaly
e Constitutional symptoms
 Polycythemia vera (PV)  Thrombosis and bleeding

e Other types of MPNs

e Chronic myeloid leukemia

* Chonic neutrophilic leukemia

* Chronic eosinophilic leukemia (hypereosinophilia)
* Mastocytosis

Tefferi et al., JAMA Oncol. 2015 Apr;1(1):97-105
Simposio Internacional de Onco-Hematologia, S0 Paulo, Margo, 2019 Mesa RA, et al. Cancer.2007;109: 68-76
Mesa RA. Blood.2009;113:5394-400
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MPN: Somatic mutations

ASXLl 13%
TET2 17%
PV ET MF SRSF2 17%
‘xx é"‘ %ﬂ“ TP53 4% / blast phase
27%
e IDH1 e IDH2 4%
B ax2 ve17s MPL (W515 , SSOSN) EZH2 7%

B /Ax2 Exon12 B cALR mut - U2AF1 16% _

I Ohers 0 T ASXL1  DDX4l IDHI KRAS  PTPNI1I  TET2
CALR DMNT3A  IDH2 MLL RUNXI ~ TP53

CBL EZH2  JAK2 MPL  SETBPI  U2AFI
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TABLES New prognostic models in primary myelofibrosis

mnal
MIPSS70 (3-tiered) MIPSS 70+ version 2.0 (5-tiered) GIPSS (4-tiered) >gio
Genetic variables  Clinical variables Geneticvariables  Clinical variables ~ Genetic variables .
One HMR mutation Hemoglobin < 10 g/dL VHR karyotype Severe anemia VHR karyotype —
(1 point) (1 paint) (4 paints) (2 points) (2 points) —e
>2 HMR mutations Leukocytes > Unfavorable Moderate anemia Unfavorable
(2 points) 25 x 10(9)/L karyotype (1 point) karyotype
Type 1/like CALR (2 paints) (3 paints) Circulating (1 point)
) absent Platelets < 22 HMR mutations blasts 22% Type 1/like CALR
T (1 point) 100 x 10(9) /L (3 paints) (1 point) absent
RlSk Assessment a nd P rognOS|S ln MVEIOf (2 points) One HMR mutation Constitutional (1 point)
. Circulating blasts 2% (2 paints) symptoms ASXL Imutation
Comparison between Scores (1 point) Type 1/ike CALR (2 points) (1 point
Constitutional symptoms absent SRSF2 mutation
{1 paint) (2 paints) (1 point)
Bone marrow fibrosis U2AF1Q157
grade 22 mutation
VARIABLE (1 point) (1 point)
=SS Very low risk {median Zero points {not
; A\ Age >65 V survival) reached)
Risk N 7 risk Madian TR : : . . : :
airvival Constitutional V Low risk {median survival) 0-1 points {not 1-2 points Zero points
category factors tynars) symptams reached) (164 years) (26.4 years)
Hemoglobin y Intermediate-1 risk (median One point (8 years)
u"sh 23 23 survival)
nt v Intermediate risk (median 2-4 points 3-4 points
Intermediate 2 2 40 WEBC cou survival) (6.3 years) (7.7 years)
PB blasts N Intermediate-2 risk (median Two points
Intermediate 1 1 19 survival) (4.2 years)
High risk (median survival) =5 points 5-8 points 23 points (2 years)
. Very high risk (median =9 points
Transfusion status survival) (1.8 years)
karyotype Abbreviations: MIPSS70: mutation-enhanced international prognostic system for transplant-age patients (age = 70 years) (J Clin Oncol. 2018;36:310);
MIPSS70+ version 2.0: mutation and karyotype enhanced international prognostic system (J Clin Oncol 2018. doi:10.1200/JC0.2018.78.9867). Survival
- I quotes are for age < 70 years; GIPSS: genetically inspired prognostic scoring system (Leukemia. 2018, doi:10.1038/541375-018-0107-z). Survival quotes
t‘w are for all age groups; HMR: high molecular risk mutations include ASXL1, SRSF2, EZH2, IDH1, IDH2 and, in addition, for GIPSS and MIPSS70+ version

2.0, U2AF1Q157; VHR: very high risk karyotype. Severe anemia: Hemoglobin <8 g/dL in women and < 9 g/dL in men. Moderate anemia: Hemoglobin
8-9.9 inwomen and 9-10.9 in men.

SN WRA - 1 0"". .‘

Passamonti F, et al. Blood. 2010;115(9):1703-17
Gangat N, et al. J Clin Oncol. 2011; 29(4).392 97

Tefferi A, et al. Am J Hematol.2018;93:1551-60
Guglielmelli P, et al.J Clin Oncol.2018;36:310-18
Tefferi A, et al. Leukemia. 2018;32:1631-42
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Current treatment approach

@ Allogenic SCT JAK inhibitors

Symptomaos encion

Curative options

Anemia Steroids
Danazol,
Thalidomide

Esplenomegaly Hydroxyurea
Cladribine
Esplenectomy

Extramedular Radiotherapy
hematopoyesis

Thrombosis Aspirin

Barbui T, et al. J Clin Oncol. 2011;29(6):761-70
Tefferi A, et al. Blood 2011;117(13):3494-504
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Allogeneic stem cell transplantation

Summary of cutcomes in the main studies on reduced intensity and myeloablative conditioning in myelofibrosis.
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(9) e Conditioning intonsity N Gy Overa] survival Commonts Roseronce
t iCa RIC 56 Flu Mel (sibling) Acule grade 111V T5% sibling Wgralt failure in the URD 49
' ' : - Fie Ml + ATG (URD) Sibling 33% 32%URD zroup
Journal of The =errata Storti Foundation URD 41%
RIC (1] Flu Ba Acute grade 11-IV 26% EM%bal s years Low rales of graft faiure and k!
Chronic L24%; E24% timely engraftmont
State-of-the-art review: allogeneic stem cell MAC foute Chronic Fieterogeneous cobart: discase-
g 3 P 170 Sibling % % Pvat § years free survial Jong-term in E
transplantation for myelofibrosis in 2019 117 MUD Varioas 25 % 31%at Syears approvimately 13
% Other "% *% 31%at 5 years
by Donal P. McLoman, Tbrahim Yakoub-Agha, Marie Robin, Yves Chalandon, Predominantly MAC M TBI based (n=13) Improved survival with
Claire N. Harrison, and Nicolaus Kroger Basalphan based {n=80)  Acute grade 11V : 6% 5]““Tm hm[gdm %
Haemartologica 2019 [Epub ahead of print] Rieg) L1 i By
Citation: Donal P. McLoman, lbralim Yakoub-Agha, Marie Robin, Yves Chalandon, RIC prd Flu Bu (3%%) Acste grade 11-IV:37% 56% for MSD, Dovor type most importaat TI
Claire N. Harrison, and Nicolaus Kroger. State-of-the-art review: allogeneic stem cell transplantation Flu Mel (28%) Chronic at 1 year 42% 3T URD, determinant of owtcome
‘f'l}r myelofibrosis :i 2“"14; / Flu TEL (2%) U MMLUD
210,35 et 2013306454 RIC b Piu Ba Acute grade IHV Similar OS,NRM | 100% dovor chimerismwas T8
FiM ™ aed relapse rates seon more fregeently st
Fla Mot 8% Gy +39 and day +109 in
B% patients who recened
FEM or Flu Mt than Flu Bu,
RIC 168 Flu Bu (186) Aute Chraonic 7-year (5 was 5% for Flu Mel regimen appears 4
Flu Ml (35) 3% 2% the Flu Mel groap and | to induce more NRM than
8% 4% 9% for the Flu Bugroa ~ the Flu Bu regimen; but
with augmented disease
Rondelli D, et al. Blood. 2014;124(7):1183-91 e = ) . e coetr_ots:mmmmm;;lci
Common regimens | Acute grade Chroni: Primary analyses;
Kroger N, et al. B|00d2009,114(26)5264-70 RIC Ko By or T8 hased 200 2301% Median 0S= 65 years mmwm
Ballen KK, et al. Biol Blood Marrow Transplant.2010;16(3):358-67 Flu Bu; Flu Mel % Wa% | |Madian 05 =53 years "‘“%““:‘" #
Kerbauy DM, et al. Biol Blood Marrow Transplant.2007;13(3):355-65 karse outcome with MMUD and
poar Perlormance Status

GuptaV, et al. Biol Blood Marrow Transplant. 2014;20(1):89-97
Jain T, et al. Bone Marrow Transplant.2019;54(2):204-11

Robin M, et al. Biol Blood Marrow Transplant.2016;22(7):1206-11
McLornan,et al. Annual EBMT meeting.2018;0S5-5

ATG 2otiymocyia gfobedn, 8u: besuitan Cy cydiophosphiamide, - aderaive; FEM: Tudambine, bischiorsts nkoso unad mrmesting, meiphaan, Ao Sudantess; CvHDX gntierashos
discase; L bmded, MAC myciabiathe condisoning, Ml maiphalan, MMUD: missaicned snmtiod donor, 8O matchad ensdatod donarn, NEM nonsuiapese mortadty, OS ovani survval,
RIC. roduced tonsdty conditiooing, THE: totad body sradhtion, URD: sreaiied donoe

McLornan DP, et al. Haematologica.2019 (Epub ahead of print)
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Ruxolitinib: a new drug for the management of MF patients

JAK1/2 inhibitor

Strikingly reduces spleen size
Quickly leads to symptom relief
Improves Qol, and

Results in survival benefit for MF patients

BUT...

Do not reverse bone marrow fibrosis (improvement in 15,8% of patients in COMFORT II)
Do not modify disease natural history (progression of disease and to AML)

Do not effect on JAK2V617F allele burden (26 of 236 evaluable patients in COMFORT I achieved molecular PR or CR)

Plosker GL. Drugs. 2015 Feb;75(3):297-308

Simpadsio Internacional de Onco-Hematologia, Sdo Paulo, Marcgo, 2019 Verstovsek S et aI., N Engl J Med, 2012; 366(9):799-807

Harrison C et al., N Engl J Med, 2012; 366(9):787-98
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Ruxolitinib in Myelofibrosis: Phase lll,
Randomized COMFORT Trials

COMFORT-I (update at 3 yrs) Primary Endpoint

Ruxolitinib = Number of subjects achieving
T _ 15-20 mg BID >35% reduction in spleen volume
Hh ME Randomized (n=155) from baseline to week 24
Wi 1:1 Secondary Endpoint

* Proportion of patients with =50%
reduction in Total Symptom
Score (mod. MFSAF v2.0)

Int-11/High risk
population

Ruxolitinib Primary Endpoint
: 15 -20 me BID *  Number of subjects achieving = 35%
PE!tIEﬂtS Randomized (n=14§) reduction in spleen volume from
with MF 21 baseline to week 48
(N =219)

Best available Secondar/Exploratory endpoints
therapy (n=73) » Changes in functioning and symptoms

gl J Med. 2012 Mar 1;366(9):799-807, Harrison C, et al. N Engl J Med. 2012 Mar 1;366(9):787-98

Int-11/High risk
population
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Ruxolitinio: spleen reduction and symptom improvement

Overview of key Ruxolitinib trials in MF: Efficacy!®
Spleen Definition of | Symptom Definition of
Clinical trial response spleen response at symptom

n=number of patients
sgprbi oo at Week 24 response Week 24 response

Intermediate-2 and High-risk patients:

2013 IWG-MRT criteria
235% volume

. _ . 250% T i
COMFORT-I (155) 41.9% reduction (MRI) 45.9% (250% Sbsa::ii:zt)lon from

235% volume Improvement in
COMFORT-1l (146) 32% reduction (MRI) n/a different scales

Intermediate-1 risk patients:

250% length Improvement in

JUMP (163) o reduction* n/a different scales
2013 IWG-MRT criteria
|
UK ROBUST (14) 50%" ari%ﬁcggﬁih 21.4%" (250% TSS reduction from
baseline)
2013 IWG-MRT criteria
Italian study (70) 54.7% 2013;:’:2;?“” 80% (250% TSS reduction from

baseline)

COMFORT-I: a double-blind, Phase 3, placebo-controlled study; COMFORT-II: a randomised, Phase 3, multicenter study vs best available therapy; JUMP: a Phase
3b expanded access trial; UK ROBUST: an open-label, Phase 2 study; Italian study: an independent study in Italian and German haematology centers.

1. Palandri F, et al. [Supplementary Appendix.] Oncotarget. 2017. doi:10.18632/oncotarget.18674. 2. Verstovsek S, et al. N Engl J Med.
) ) ) ) . 2012;366(9):799-807. 3. Harrison C, et al. N Engl J Med. 2012;366(9):787-798. 4. Al-Ali HK, et al. Haematologica. 2016;101(9):1065-1073. 5. Mead A,
Simposio Internacional de Onco-Hematologia, Sdo Paulo, Margo, 2019 et al. Br J Haematol. 2015;170(1):29-39. 6. Palandri F, et al. Hematol Oncol. 2017;1-6.
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Adverse Events

COMFORT 1 COMFORT 2
* Anemia (98% all grades; 45% grades 3-4) * Anemia= 22,5% (grade 3/4)
* Thrombocytopenia (69% all grades; 13%  Thrombocytopenia= 15,2% (grade 3/4)

grades 3-4)
Herpes zoster infections (10,3%)
Pneumonia (16,4%)

AEs= 33% discontinuation of treatment

Pneumonia (15%)
H.zoster (11,3%)
Urinary tract infections (24,6%)

Aes= 25% discontinuation of treatment

Verstovsec et al.NEJM.2012;366(9):799-807
Harrison C, et al.NEJM.2012;366(9):787-98
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POOLED COMFORT-1 AND —lII: 5-YEAR OVERALL SURVIVAL
STUDY DESIGN

Data were OS was a secondary
COMFORT-| pooled from endpoint in both studies and
(d".“ble both trials: was evaluated in an ITT
blind) analysis using a Cox
Ruxolitinib proportional hazard model
(n=301)
COMFORT-II VS The crossover-corrected
(open label) Controls treatment effect was
(n=227) estimated using RPSFT

Verstovsek et al. Poster presentation at ASH 2016. Session 634. Abstract 3110. ITT, intent-to-treat; RPSFT, rank preserving structural failure time.
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POOLED COMFORT-I AND —II: 5-YEAR OVERALL SURVIVAL

OVERALL SURVIVAL IN THE ITT OVERALL SURVIVAL CORRECTED

POPULATION FOR CROSSOVER
1.04 | WITH THE RPSFT MODEL
0.9 1
2 084 1.0 1 Ruxobtnd
= 0.9 - e (CONRTON
$ 074 ‘ —— RPSFT
S 06 £ %
a '5 g o07- Median OS:
s 05
$ 2 os- 63.5mx27m
€ 04- = Wy,
a 2 051 ,
= 03- Ruxolitinib Control s
B (n=301) (n=227) a 041 R
g 02 Deaths, n (%) 128 (425) 117 (515) § 03, n o H—
0.4 Censorng,n (%) 173 (575) 110 (48.5) 2 024 e  iren
‘' Median OS (95% C1) §.3 (4. 7-NE) 38(32-46) o VU<
0.0 - P=0.0085 0.1 4 Median 08 53 23
HR, 0.70 (95% C1, 0.54-091) 0.0 HR, 0.35 (95% CI, 0.23-0.59)
00 05 10 15 20 25 30 35 40 45 50 55 60 00 05 10 15 20 25 30 35 40 45 50 55 60
Patients at risk, n Year Patients at risk, n Your
Ruxolitinib 301 284 264 239 220 208 195 175 184 147 121 11 0O Ruxolitinib 301 284 264 239 220 208 195 175 184 147 121 11 0
Control 227 207 175 155 140 120 110 95 86 74 64 12 1 Control 227 207 175 155 140 120 110 85 86 74 84 12 1
RPSFT 227 199 184 125 100 16 11 © 7 7 6 1 0

Verstovsek et al. Poster presentation at ASH 2016. Session 634. Abstract 3110.

Cl, confidence interval; HR, hazard ratio; NE, not evaluable.
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POOLED COMFORT-IAND —II: 5-YEAR OVERALL SURVIVAL

OVERALL SURVIVAL BY IPSS STATUS AMONG
PATIENTS TREATED WITH RUXOLITINIB

Median OS
Int-2 risk
$0) Samidia — . . HR 2.86
: i " NR [est. High risk 0
0.9 4 Gy, Y - (95% ClI, 1.95—-
\.. oy : 102 50 months _
£ 08- ‘*\“\\ : 4.20; P<0.0001)
= - - » months]
3 07 ] -\——1——*_ 'E‘ g
e 06 =
- Ny R e
$ 05+
€ 04- . kil
w Ruxoltinid Control ¢ !
= 031 Int-2 High-risk Int-2 High-risk LIS
- 0.2 4 (n=139) (n=182) (n=92) (n=135)
S 0.1 4 Deaths, n (%) 38(273) 90(558) 37(402) 80(593)
Censoring, n (%) 10 @27 72 (44 4) 55 (58.8) 55(40.7)
0.0 4 £<0.0001
HR, 2 86 (95% CI_1 954 20)

L) L) L] L] L L] L] L]

00 05 1.0 16 20 25 30 35 40 45 50 55 8.0
Patients at risk, n Year
Ruxolitinib int-2 139 137 129 120 117 114 110 101 98 89 73
Ruxolitinib high-risk 162 147 135 119 103 o4 85 74 €8 58 48
Control int-2 92 84 75 87 62 55 54 52 48 44 37
Control high-risk 135 123 100 88 78 65 56 43 38 30 27

NNBEN
- 000

Verstovsek et al. Poster presentation at ASH 2016. Session 634. Abstract 3110.
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Despite Ruxolitinib, MF patients progress in their disease; especially in
intermediate and high-risk MF

Median time to progression Percentage of MF

by risk grou ears atients per risk grou
4 group (y ) P P group Ruxolitinib discontinuation rate in real life

A\ pat —~ .
1 419 years 100% % patients on JAKAVI
—-— i
- 0l
e——
2 —4 0
2J1 years o
\ ' r"lh
50% Pt - —— 5
28%
3 1,7 years
4 0,74 years % ' ' ‘ ' ' |
0 6 12 18 24 k' 3%
Months After Initiation of JAKAVI

Half of Ruxolitinib initiated patients have

Intermediate- and high-risk patients
discontinued treatmentin 1 year

(78% of MF) progress in 2 years

Simpdsio Internacional de Onco-Hematologia, S3o Paulo, Margo, 2019 Mughal Tl, et al. Int ] Gen Med. 2014;7:89-101.




Il Simpésio Internacional
de Onco-Hematologia
MARCO
21A 23 06 2019
Hotel Pullman Sao Paulo Vila Olimpia

Remaining Clinical Problems in PMF

Problem
Anemia (Hb <10 g/dL) G 36
Leukocytosis (>25x10°/L) ) 10%

i )

e —
Splenomegaly ) 83%, addressed by rux
Hepatomegaly G 65%
Extramedullary hematopoiesis J 1-3%
Thrombosis a >

Constitutional symptoms

i b 27%, addressed by rux

o 13%
Passamonti F, et al. Blood. 2010;115:1703-8;

Simpdsio Internacional de Onco-Hematologia, S3o0 Paulo, Margo, 2019 Barbui T, et al. Blood. 2010; 115;778-82;
Passamonti F, et al. Blood. 2010; 116:2857-8

Leukemic transformation
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New potential therapeutic targets for MPNs

JAK inhibitors

BM microenvironment . Ll
W e Pacritinib ? Telomerase inhibitor
i « fedratinib * Imetelstat
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Mitochondria \!J 8 . . .
(S} mron | / g * with talidomide
— $555522223850ss >  Azacitidine #
==’= - £ & -'-v-.:‘ - . . .
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5 P - o2
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ot " _ @ ranmrpnon i . Bose P, et al.Blood.2017; 130(2):118-25
COl-rassagUiNbin COC25A Tefferi A, et al. NEJM. 2015;373 (10):908-19
) Ribociclib SOCS
IEBKESY —{ svoma Masarova L, et al. Blood. 2018; 132(16);1664-74

TefferiA, et al. Blood Cancer Journal. 2018.;8:29-33




Tefferi et al. Blood Cancer Joumal (2018)8:29

DOl 10.1038/541408-018-0067-6 Blood Cancer Journal

ARTICLE Open Access

Momelotinib therapy for myelofibrosis: a 7-
year follow-up

Ayalew Tefferi', Daniela Barraco', Terra L Lasho', Sahrish Shah', Kebede H. Begna', Aref AlKali®', William J. Hogan®',
Mark R. Litzow’, Curtis A. Hanson?, Rhett P. Ketterling®, Naseema Gangat’' and Animesh Pardanani’
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-SIMPLIFY1 and 2
-relief from
symptomatic
splenomegaly and
constitutionals
symptoms

-anemia response: 44%

-better responses:
CALR+, ASXL1- and




The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE ‘

A Pilot Study of the Telomerase Inhibitor
Imetelstat for Myelofibrosis

Ayalew Tefferi, M.D., Te
Mrinal M. Patnaik, M.D., Darci L. Zblewski,

erra L. Lasho, Ph.D., Kebede H. Begna, M.D.,
C.N.P., Christy M. Finke, B.Sc.,
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Figurs L. Reversal of Booe Marrow Fibrosis in Patient 1.
Al baselve [December 17, 2002), the bone marrow-biopsy specames (hematey

W and eosin) was hypermellulae
with hyperplusia o all mrpelced lineages end clusters of luge, atypeal smagaburyocytes (Parel A) Ratiodin staning
showed grade 2 ar 3 fibross (Puned B). Altur 7 montha of irmrwtubstat theragy (July 15, 2013), the bone marrow-bepsy
sprcinen was narenocsilular, with no megakaryocyte dusters (Baned C|. Reticulin staesng showed very Iocal grade ©
or 1 fibravis {Panel )

Table 2. Baseline Clinical and Laboratory Characteristics, including Mutational Status, of the Seven Patients Who Had a Complete or Partial Remission after Treatment with Imetelstat.
Palpable JAK2, U2AF1,
Patient Dosing Best Ageand  Typeof Risk Spleen White-Cell Matelet CALR, or IDH1 or SF3B1,0r
No. Groupy  Response Sex MF Status Size Hemoglobin Count Count Karyotype MPL ASXL1 IDH2 SRSF2
g/dl %107 liser
1 A CR 73yr0ld  Primary  Intermedi- Spleen Transfusion- 5.5 153 Normal JAK2 WT WT U2AF1
man ate-2 edge dependent Mut Q157P
palpable
2 A CR S3yr-old  Post-PV  Intermedi- 7cm 125 121 848 Normal JAK2 WT WT WT
woman ate-2 Mut
3 A CR 73yrold  Primary  Intermedi-  Spleen Transfusion- 9.6 286 Normal JAK2 Wi W1 U2AF1
man ate-2 edge dependent Mut Q157-
palpable Y158insYE
4 8 CR 94rold  Post-ET High 10 cm 10.2 263 585 Loss of Y JAK2 Wi w1 SF381
man chromo- Mut K666 E
some
5 A PR 76yr-old  Primary High Scm Transfusion- 15.1 337 Normal JAKZ WT WT SRSF2
man dependent Mut 283-306de
6 B PR 67yr-old  Primary Intermedi- Not 9.0 12.8 2525 Del(9) JAK2 WT WT WT
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e 3 patients: molecular
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grade 3and 4

lefferiAi et al. NEJM.2015'i 373 5102:908-19
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Risk adapted therapy

Treatment algorithm in myelofibrosis
based on risk stratification according to the mutation- and karyotype-enhancedinternational
prognostic scoring system (MIPSS70+ version 2.0); see table 5 for risk variables and risk point allocations

Treatment Algorithm in Myelofibrosis
based on GIPSS (genetically-inspired international prognostic sconng system)

Very h.igh H.igh Intermediate Low Very low GIPSS GIPSS GIPSS GIPSS
risk Risk risk risk risk high risk intermediate-2 intermed:ate-1 low risk
1Dyr survival <556 10-yr survival L3% 10-yr survival 30% 10v2 survival 5656 10T survival 9255 sk fisk
Prefered l &
Allogenic option Allogenic
stemcell ‘ ) Observation siem cell
transplant Prefered only transplont v
option X
Calculate MIPSS70+ version 2.0 score
a ' 1 Treatment Teansplast and follow the treatment aigorithm
i:‘aex:is;balren requiring ineligible outlined in figure 1
Alternative C|.II1IC3|
option trlalls
Novelagent (o . . Novelagent
clinical trial Symptom-directed conventional therapy Chmm‘i’:l
J v
anemia  gsplenomegaly - COnstitutional  |ocalized bone pain and Observationonly
l l symptoms extramedullary hematopoiesis

Androgen, Ruxolitinib Ruxolitinib l

danazol,thalidomi Hydroxyurea Hydroxyurea Involved field

de,prednisone RXT splenectomy radiotherapy

Tefferi A. Am J Hematol.2018;93:1551-60.
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Conclusions I: Treatment of MF — Remaining Medical Need

* MF patients are very different upon clinical presentation
* Some may not appear to need treatment for several years
e Others are very unwell at diagnosis and need treatment straight away
* Therefore, treatment needs to be tailored to the individual patient
* Allogeneic stem cell transplantation is the only potentially curative therapy — only few pts eligible
* Treatment goal in vast majority of MF patients remains to be
* 1) extend survival and/or PFS,
e 2)improve symptoms/QolL and
* 3)reduce spleen size

Jain et al. Biol Blood Marrow Transplant. 2017 Sep;23(9):1429-1436

Simpdsio Internacional de Onco-Hematologia, Sdo Paulo, Margo, 2019 ;
Samuelson BT et al. Biol Blood Marrow Transplant.2017
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Conclusions Il: Treatment of MF — Remaining Medical Need

e Genetic markers in PMF have also proven to be primary determinants of survival
* They are part of formal prognostic systems: MIPSS 70, MIPSS70+ and GIPSS

* There is also emerging evidence for genetic predition of treatment response (momelotinib and imetelstat)
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Lab Resource: Stem Cell Line i resciiros St Gall Tica

Qeneratioq and characterization of a humap induced.pluriPOtent stem Cosshir Characterization of a human induced Pluripotent Stem (iPS) cell line )
(iPS) cell line derived from an acute myeloid leukemia patient evolving (INCABRi002-A) derived from a primary myelofibrosis patient harboring the %%
from primary myelofibrosis carrying the CALR 52 bp deletion and the 5-bp insertion in CALR and the p.W146X mutation in TP53

ASXLI p'R693X mutation Cintia E. Gomez Limia®, Sylvie Devalle”, Marcelo Reis”, Jaroslaw Sochacki™’,
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Bérbara Monte-Mar™
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