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Disclaimer

« La informacion proporcionada es esta ponencia tiene finalidad educacional
cientifica y médica y esta dirigida a profesionales de la salud.

« Sanofi no recomienda el uso de sus productos de ninguna manera que no sea la
descrita en su ficha técnica.
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cGVvHD remains the leading cause of late non-relapse mortality

Cumulative incidence of starting lines of Prevalence of being alive, disease-free,
therapy for chronic GvHD (N=148) and off immunosuppression (N=148)
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Clinical case

= 22-year-old male. No relevant medical history. No comorbidities

= April / 2018: asthenia and weight loss in the last month

Hemogram: Hb: 12 g/dL; Leukocytes 65 x 10°/L; Platelets: 62 x 10°/L
Biochemistry: LDH 916 U/L, PCR 5 mg/dL. No other abnormal parameters
Coagulation parameters: D dimeros 2, PT 63%. No other abnormal parameters

Bone Marrow studies: ALL-B, NOS
= Morphology: 90% blast compatible with ALL-B L2
=  Cytometry: 77% blasts, CD34+; CD45+ deb; CD19+; CD10++;
CD20+-; cCD79a+; CD22+; CD81+; CD58+; CD24+, CD56¢c+
= Cytogenetics: normal karyotype and FISH

=  Gene mutation analysis: no abnormalities




Clinical case

Induction / Consolidation / Maintenance therapy: LAL-AR PETHEMA 2011 (05-11 / 2018)

CR with negative MRD 10-4 by FC

First relapse 05/2020: Refractory to Flaglda
CR with negative MRD 10* after Blinatumumab x 2

\ 4

Allogeneic stem cell transplantation:

*  HLA-matched related donor

*  Growth factor-mobilized blood stem cells

*  GvHD prophylaxis: tacrolimus plus methotrexate
*  Myeloablative conditioning regimen: Cy + TBI

* Infusion date: 03/09/2020
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Engraftment and early toxicity after allo-HSCT

*  Engraftment: day +14
* Discharged: day +17
*  BM aspirate (day +21):  CR with negative MRD. Complete Chimerism

Day +50:
. Acute GvHD overall clinical grade II:

L] Skin grade |

. Upper gut grade |

L] Resolved after treatment with topical steroid and oral beclomethasone and budesonide.
v Started tacrolimus reduction on day +180.

v Day + 275: tacrolimus infratherapeutic levels

Arthralgias and cramps
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Signs and symptoms of chronic GvHD:

ORGAN DIAGNOSTIC DISTINCTIVE* OTHER COMMON***
ORSITE (Sufficient to establish ~ (Seenin chronic GVHD, but FEATURESOR (Seen with both
the diagnosis of chronic  insufficient alone to establisha UNCLASSIFIED acute and
GVHD) ) - diagnosis) ENTITIES** chronic GVHD)
Muscles. * Fasciitis *  Myositis or * Edema
Fascia, * Joint stiffness or polymyositisﬁ * Muscle cramps
Joints contractures secondary to * Arthralgia or arthritis
fasciitis or sclerosis
Hematopoietic * Thrombocytopenia
and Immune « Eosinophilia

* Lymphopenia

* Hypo- or hyper-
gammaglobulinemia

* Autoantibodies (ATHA,
ITP)

* Raynaud’s phenomenon

** Can be acknowledged as part of the chronic GvHD manifestations if diagnosis is confirmed.
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Chronic GvHD history after allo-HSCT

v' Day + 275: tacrolimus infratherapeutic levels

Arthralgias and cramps

*  Anamnesis and thorough physical examination
*  Perform respiratory function tests
*  Rule out hydroelectrolytic abnormalities

* Increase water intake (daily tonic —quinine-)

*  Tacrolimus tapering is stopped




Chronic GvHD history after allo-HSCT

* Day +350:

- Eosinophilia (500-580 / uL)

- Mouth: Asymptomatic lichenoid features

- Ocular involvement: new onset of dry eyes and blepharitis.
Ophthalmologist exam: mild keratoconjunctivitis sicca by slit lamp exam. Schirmer’s test

value: 9 mm.

- Lichen planus-like eruption: erythematous/violaceous falt-topped papules with surface

reticulations and shiny appearance s
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Chronic GvHD history after allo-HSCT

Table 1. Signs and symptoms of chronic GVHD

painful cyes
» Cicatricial conjunctivitis
« Keratoconjunctivitis sicea
+ Confluent areas of punctate
keratopathy

» Periorbital
hyperpigmentation

« Blepharitis
{erythema of the
eye lids with
edema)

ORGAN DIAGNOSTIC DISTINCTIVE* OTHER CONMMON#=**
ORSITE (Sufficient ro extablish (Seen in chromic GVHD, bur FEATURES OR (Seen with bath
the diagnosis of clronic  insyfficient alone fo establish o UNCLASSIFIED acute and
GVFHD) diagnosis) ENTITIES®® chironic GVHD)
Skin o Poikiloderma * Depigmentation ® Sweat impairment o Erythema
& Lichen planus-like + Papulosquamous lesions o Tchihiyosis « Maculopapular
feamres o Eeratosis pilaris rash
« Sclerotic features o Hypopigmentation e Prosims
& Morphea-like » Hyperpigmentation
feamues
* Lichen sclerosus-
like features
Nails » Dystrophy
» Longitudinal ridging,
splitting or brittle features
» Onycholysis
® Plerygium unguis
« Nail loss (usnally symmetric,
affects most nails)
Scalp and » New onset of scarring or non- e Thinning scalp
Body Haur scarring scalp alopecia, (after hair, typically
recovery from patchy, coarse or
chemoradiotherapy) dull (not explained
® Loss of body hair by endoering or
® Scaling other canses),
» Premamire oray hair
Mouth e Lichen pl Jike X t » Gingivitis
changes » Mucoceles o Mucositis
» Mucosal arrophy « Erythema
® Ulcers « Pain
® Pseudomembranes
Eves » New onsct dry, gritty, or » Photophobia

Our patient currently meets

chronic GvHD criteria
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Martin PJ, Shulman H, Wu RS, Cutler CS, Vogelsang GB, Lee SJ, Pavletic SZ, Flowers ME. National Institutes of Health
Consensus Development Project on Criteria for Clinical Trials in Chronic Graft-versus-Host Disease: |. The 2014 Diagnosis
and Staging Working Group report. Biol Blood Marrow Transplant. 2015 Mar;21(3):389-401.e1. doi:
10.1016/j.bbmt.2014.12.001. Epub 2014 Dec 18. PMID: 25529383; PMCID: PMC4329079.




Lichen planus-like eruption:

Body surface area (BSA)

NIH Assessment uses Rule of 9s
8 body areas

Dense, banded inflammatory lymphocyte infiltrate
with lichenoid interface dermatitis

BSA 35% —>
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Organ and Global Scoring of Chronic GvHD:

NIH Global Severity of Chronic GvHD

¢ Mild cGvHD: 1 or 2 organs involved with no more than score 1
plus lung score 0

® Moderate cGvHD:

o 3 or more organs involved with no more than score 1
OR

o Atleast 1 organ (not lung) with a score of 2 OR

o Lung score 1

® Severe cGVvHD:
o  Atleast 1 organ with a score of 3 OR

o Lungscoreof2or3
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Consensus Development Project on Criteria for Clinical Trials in Chronic Graft-versus-Host Disease: |. The 2014 Diagnosis
and Staging Working Group report. Biol Blood Marrow Transplant. 2015 Mar;21(3):389-401.e1. doi:
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Organ Scoring of Chronic GVHD
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Day +350: Quiescent moderate chronic GvHD with:
= QOcular involvement score 2

= Mouth score 1l
= Skin score (liquenoide) 2

= Eosinophilia (500-1000 / pL)

e [GeTH.7C |
w
7 Wiy
\.‘ v 4
[ra—



cGVHD: first line treatment

*  EICRc moderado de bajo riesgo: prednisona 1 mg/kg/dia con descenso a dias alternos (1B)

*  EICRc moderado riesgo intermedio / alto o severo: prednisona + inhib calcineur (1ic)

DIAGNGSTICD Y
GRADACION EICR

Tratamiento1” linea Prednisana oral
Prednisona orla +|nhibidar de
Img/kg calcinewring para Considerar ansayo
h disminulr corticoldes clinice

Tratamienta taplcoy i

sintométioo Tratamisnto tiplco y
sintomatico

Ensayos fase | / Ill en primera linea (+- MMF, talidomida, azatioprina, hidroxicloroquina, entospletinib, rituximab, ibrutinib, itacitinib...) no
O han mostrado superioridad respecto al esteroide en monoterapia

m Guia clinica EICRc GETH-TC 2021 —




Treatment of moderate Chronic GvHD:

Day + 350: Moderate chronic GvHD:
(Ocular/oral involvement score 2; Skin (lichenoid involvement) score 2

Systemic AND topical treatment

 Prednisonal mg/kg/day (x 2 weeks followed by a taper to reach and alternate day regimen) and increased

tacrolimus

O Intensification of topical treatment:
= Skin:
* Clobetasol propionate cream 0.5 mg/g (clovate®) twice a day x 2 weeks, once a day thereafter. Topical
CNI FK506 (protopic®0.1%) was added
=  Oral involvement: triamcinolone 0.1% alternating with topical FK506 (protopic®0.1%)
=  Ocular involvement:

= Increase of ocular surface moisture (artificial lubricant tears, viscous eye drops and autologous serum

eye drops)

m =  Decrease inflamation: topical 0.02% tacrolimus ointment I'



Treatment of moderate Chronic GvHD:

Ancilliary therapy and Supportive care

Antibiotic prophylaxis to prevent pneumocystis pneumonia (cotrimoxazole) and antiviral prophylaxis (acyclovir)
Bone density test (hip and spine): T > 1.5 DE

Daily intake of vitamin D 1000 Ul and calcium 1500 mg was recommended

o O O O

Pulmonary function tests were performed

Comprehensive monitoring for cGvHD progression (including pulmonary
function tests) is essential




3 months after first line treatment... (day + 440)

Our patient maintains topical treatment + prednisone 20 mg/48h + tacrolimus

= Ocular involvement score 2 =3 Subjective and objective improvement (score 1)

=  Mouth score 1 >  Normal oral mucosa (score 0)
= Skin score 2 > Residual hyperpigmentation, nail dystrophy

Photos displayed with patients' permission

Comprehensive monitoring for cGvHD progression (including pulmonary function tests) is essential

ot




3 months after first line treatment... (day + 440)

Our patient maintains topical treatment + prednisone 20 mg/48h + tacrolimus

Current Patient Weight: Teday's Date: MR#Mame:

CHRONIC GVHD ACTIVITY ASSESSMENT- CLINICIAN

Health Care Provider Ower the <<time>> would you say that this patient’s cGvHD is
Global Ratings: Where would you rate the severity of this patient’s chronic GwHD symptoms on the following scale, | +3= Very much better
where 0 is cGVHD symptoms that are not at all severe and 10 is the most severe cGVHD symptoms | +2= Moderately betier
O=none possible: +1= A lithe bether
1= mild 0= About the same
Z=moderate o 1 2 3 4 5 L] T B ] 10 -1=4A Fitle worse
d=gevere cGVHD symphoms Mozt severs cGvHD -Z=Maoderately worse
not at all severs sympioma posalbia -3=Very much worse
Eryth ema Mona Mild erythema or 1 Moderate (225%) or 2 Severe erythema
Mouth maoderate erythema Severs erythema (225%)
[=25%]) (<25%)
Lichenoid Mone Lichen-like changes 1 Lichen-like changes 2 Lichen-like changes
[<25%) (25-50%) [=50%)
Uicers Mona Ulcers involving (S20%:) 3 Severe ulcerations
(=20%)
Total score for all mucosal changes

Lee SJ,. National Institutes of Health consensus development project on criteria for clinical trials in chronic graft-versus-host disease: IV. The 2014 Response Criteria Working
Group report. Biol Blood Marrow Transplant. 2015 Jun;21(6):984-99. doi: 10.1016/j.bbmt.2015.02.025. Epub 2015 Mar 19. PMID: 25796139; PMCID: PMC4744804




3 months after first line treatment... (day + 440)

CHRONIC GVHD ACTIVITY ASSESSMENT- CLINICIAN (FORM A) PRME | o e MR$Name:
e SCOREL SCOREL SCORE 3 CHRONIC GVHD ACTIVITY ASSESSMENT-PATIENT SELF REPORT
SEIN [0 NoBSA 0 1-18%BSA 0O 19-50% BSA 0 =50% BSA Symptoms
mvohed
; Not As Bad As You
GVHD foarires 1o be scoved] Please rate how severe the following
B4 - (residual symptoms have been in the last seven Present Can Imagine
byBS4 b — . Please fill in the circle below from 0
Check all that applv: e ) |§ymplnr|| has not been present} to 10 {the
[ Maculopapular rash / ymptom was as bad as you can imagine it | 0 1 3 5 7 10
erythema aouid be) for each ttem.
[ Lichen plams-like Your skin itching at its WORST? [5} 5] [5] [5] o | 5] ‘ [5] ‘ [5] | 5] | o | [5]
feanres
[ Sclesotic featres our skin andior joint tightening at o ] =] ) Takierd
[} Papuiosquamons lesions their WORST? Response Detemination for Chranic GYHD Clinical Trials based on Clinidan Assessments
Vour mouth sensitivity at its WORST? 0 5 5] (] Organ Compicte Re spanse Fartlal Resparse Frogression
ichthyosis £ I Skein Score O after Decrease In NI Skin Seore Tcrease in NIH Skin Score by 1 ot
[ Eerawsis plaris-like previcas invelvement by 1 or mare paints more points, except 0t |
Your genital discomfort at its WORST? | O o o o By NIH Eye Score B afwer Decrease 0 NIH Eye Score Increass in MIH Eye Scare by 1 or
] Abnormality present but explained entir non-GVHD documented cause (specify). (Women — vagina, vulva, or labia) previous involvement by 1 or more paints MO PO, except 0to 1
o =ty ¢ (Men — penis) Mauth T4IH Medified OMRS @ after Decrease (n NIH Modified DMRS Increase in NIH Medified OMRS
Eyes What is your main complaint with regard 1o your 4 previcus involvensent of 2 ar mor points of 2 ar more paints
'Chieck al that appiv: Esophagus MIH Esuhagas Seore § after Decrease in NTH Esaphagus Tncrease in NI Esophages Score
g : : previens invalvement Scare by 1 o7 moee peints by | ar mone points, except 0 1o 1
ol o g;“;;""'"’ 0 Superficial ot o De""i“’m': Upper Gi MIH Upper G1 Scare 0 after Decrease in NIH Upper o Increase in NIH Upper G Score
= = = ” Please rate how severe this symptom is, from O { previous involvement Score by 107 more points by 1 or mone points, except 0 & 1
bidebound” (dlew | [] Higebourd all severe) to 10 {most severs): Lower Gl NIH Lower G Score 0 afier Decrease In NIH Lower GI Increase in NIH Lwer G1 5core by 1
pinck) {mnatle to pinc) previous invalvement Score by 1 or more points ar mare paints, except from O ta 1
1ol Liver Marmal ALT, alkaline Decrease by 5% Increase by 2« ULN
0 Impaired ty
il ; . _ phosphatise, and Total
TF skin fenres store= 3, BS A% of bl sclerosis Tascim Patient Global Ratin bilirubin aftes prevics
. elevation of 1 or mare
) R ) ) 1. Overall, do you think that your chronic graft versus host disease is mild Lungs - Normal SFEV1 afier - Icresse by 108 predicted - Decrease by 10% predicted
Hew woald you rate the severity of this patieat’s ki snd/er joint tightening on the follewing scale, waere 0 is not at all 1= mild i v bt abselte value of SFEV) rssiute value of WEVT
severe md 10 is e mest severe sympions possible: oderate - If PFTs nat avaitsble, MIH - IF PFTs nat availshle, decrease - 1 PFTs not availabie, incrense in
3=severe Lurg Symptorn Score 0 IR NIH Lung Symptom Soore WIH Lung Symptom Scose by 1
o 1 2 3 4 5 L T 8 2 10 afier previous Invohement by 1 o more poines ar moTe poknts, except 0o 1
Symptams Most severe 2. Please circle the number indicating how severe your chronic graft vers: Jolnts and fascla Both NIH Joint and Fascia Decrease inNIH Jomt and Fascla Increase in NiH jolnt and Fascla
Dot at all severe symproms posible symptoms that are not at all severe and 10 is the most severe chronic GvH Score 0 and P-ROM score Score by 1 0r more points or Scare by 1 or mare polnts ar
4 after previaus invalvement increase in PROM score by 1 decrease in P-ROM score by 1
o 1 2 3 4 5 [ 7 8 by at least 1 measure paint for any site point for any site
———— — Clotal Clinician averall severity soore Clinkian overall severity scor Chinician averall severity score
ey [ Mo symptoms . A 0 Modemte dry eye [ Sewere doy eye CEVHD symptons decrtases by 2 ar tore points icrases by 2 ar mare points
symp m]!_ YIS Ai;;r-naﬂ! syIptoms ot 3t all severe o1 4 0-10 scale um & 0-10 scale
affact AD. aﬁectmg ﬂ;ﬂm\'
{waﬂi‘w - (rocquiring Tnbricat +Fecting ADL 3. Compared to a month ago, overall would you say that your cGvHD sym LN indicatis upper limit of parmal
ln‘.:'n[am_e}? eyedrops = 3x pu. (special eyewsre to +3= Very much better
‘!.u.[:u =3 xper day or puncra plugs), 1elieve pain) OR +2= Moderately betiar
day) WITHOUT zew unable to work +1=A little better
“Vision impairment becanse of ocular 0= About the same
dueto ECS symptoms OR loss -1=A littie warse e
e e Phicseraas orse Our patient reached PARTIAL RESPONSE
ECS -3=Very much worse
[ Abnormality present bun expianed ennrely by non-GVHD doc (specity):,

Lee SJ,. National Institutes of Health consensus development project on criteria for clinical trials in chronic graft-versus-host disease: IV. The 2014 Response Criteria Working
Group report. Biol Blood Marrow Transplant. 2015 Jun;21(6):984-99. doi: 10.1016/j.bbmt.2015.02.025. Epub 2015 Mar 19. PMID: 25796139; PMCID: PMC4744804

»d\v




4 months after first line treatment... (day + 470)

« Our patient maintains topical treatment and prednisone 10 mg/48 h
« cGvHD with ocular involvement (score 1)

» Arthralgias and eosinophilia 1200 /microL

* Mild tighness of arms and legs not affecting ADL.

Photos displayed with patients' permission

' o The dose of prednisone was increased two levels

ﬁ Physiotherapy and close monitoring for early detection of sclerosis I



6 months after first line treatment... (day + 530)

Our patient maintains topical treatment and prednisone 20
mg/48 h

cGvVHD with ocular and liver involvement (score 1)
Progressive worsening of the tighness of arms and legs

Photos displayed with patients' permission I‘,@
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Organ and Global Scoring of cGvHD:

Organ Scoring of Chronic GVHD

Figure 1. Organ scoring of chronic GVHD (continued)
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after chismbang e {shortaess of breath  sest; requirng 0y) LR " -
s me i ﬁwﬂpq
flat grommd)

gmemi 3 4.-» ut

o % FEV1 l:l X FEVI=B0% O FEV1 60-710% O FEV1 40-59% 0 FEVI =39 e l ! I

Jagasia MH, Greinix HT, Arora M, Williams KM, Wolff D, Cowen EW, Palmer J, Weisdorf D, Treister NS, Cheng GS, Kerr H, Stratton P, Duarte RF, McDonald GB, Inamoto Y, Vigorito A, Arai S, Datiles MB, Jacobsohn D,
Heller T, Kitko CL, Mitchell SA, Martin PJ, Shulman H, Wu RS, Cutler CS, Vogelsang GB, Lee SJ, Pavletic SZ, Flowers ME. National Institutes of Health Consensus Development Project on Criteria for Clinical Trials in
Chronic Graft-versus-Host Disease: |. The 2014 Diagnosis and Staging Working Group report. Biol Blood Marrow Transplant. 2015 Mar;21(3):389-401.e1. doi: 10.1016/j.bbmt.2014.12.001. Epub 2014 Dec 18. PMID:
25529383; PMCID: PMC4329079.




Organ and Global Scoring of cGvHD:

Organ Scoring of Chronic GVHD

SCORE SCORE 1 SCORE @ SCORE
PERFOEMANCE SCORE:  [] Agymmplomate and filly active X 0 Symp 2 3y
1 (ECOG 0; KPS or LPS 100%) fadby ambmlatory, amibulatory, capalil  lanited self-case
restncted oaly i of selfcare, =30%.  >50% of waking
KP5 ECOG LPS phiysscally of waking howrs ot hours in bed
StTemmIonus ackvity of bed (ECOG 2, (ECOG 3-4, KPS or
{ECOG 1 KPS ar EPSorLPS 60- LPS <filfa)
LPS BO-0{%%) 70%)
SEDN$
18
ScomE % BSA . . )
Climteal 0 Ne [ <18%BSAwith [] 19-50%BSA X 250% BSA DR
T AL PRRAIRES. yirpioms sigms but NO OR involvement tleep sclerotic
[ Lichen planus-ike m;n%. 8 sclerotic featres with mpcrﬁ_ icial lml.“".\ inidrlu.»umi
. sclerotic features {umable (o plach)
I Eciotin BARUES.: “not hidebound” OR impared
1 Papinsqeencuss ledong o (able to pinch) mohility, wleeration
ichthyosis o seveTe prine.
[ Eeratosis pilaris-like GVHD
X Mail invelvement
[0 Abwormality prosent bt axplaived entivaly by non-GIHD eatse {specii)
MoUTH 0 Mo symptonas X Mild 0 Moderate 0 Severe symptoms with
Lichen planus-ika with disease signs  symptoms with disease signs on
foarnures present. bt ot limiting oral  disease sgns with  examination with major
O Yes intake significantly  partial Hmitstion limitation of oral mtake
X No of oral ntake
[ Abmormaliy present buf explalned enifrely by non-GVHD case (speciil)
E¥Es 0 No symploms X Muld dry eye Moderate dry eye 0 Severe dry eye
SYIp oS not symptams partialty symploms sigmbicantly
Heratscomunctiitis affecting ADL affecting ADL affecting ADL (special
sicer (KC5) covyfirmad {requirement of {requinng hibrcant Eyeware fo relieve
By aphthalmelogist habricant eye drops eye drops = 3 1 per pam) OR unsbile to
X Yes =3 x per day) day or pamctal werk becase of ceular
0 Be ugs) symptoms OR Joss of
0 Not examined WITHOUT new wision doe to KKCS
ViSO et
due to KOS
Lnvew Mermmal LFT N Bi, AP AST ALT Bi =3 mg/dl. ar [ Biorenzimes =5z
=2xULN enzimes 2 —5x ULN
ULN
Lowcs™”
X No sympeoms O Mild symgptoms 0 Modeste O Severe
{shortness of breath EYIpbars {shartness of breath at
after chmbamg one {shortness of breath  1est; requinng 0s)
Aighs of ateps) after walkng on
flat grovmd)
X FEVIZB0% [ FEV1 60-79% 0 FEVI 40-59% O FEVI <30%

R -

Severe cGvHD with deep sclerotic
features and fascial involvement

NIH Global Severity of Chronic GvHD

¢  Mild cGvHD: 1 or 2 organs involved with no more than score 1 plus lung
score 0

¢  Moderate cGvHD:
o 3 or more organs involved with no more than score 1 OR

o at least 1 organ (not lung) with a score of 2 OR

® Severe cGvHD:
o  atleast 1 organ with a score of 3 OR
o lungscoreof 2 or3

o lung score 1

Jagasia MH, Greinix HT, Arora M, Williams KM, Wolff D, Cowen EW, Palmer J, Weisdorf D, Treister NS, Cheng GS, Kerr H, Stratton P, Duarte
RF, McDonald GB, Inamoto Y, Vigorito A, Arai S, Datiles MB, Jacobsohn D, Heller T, Kitko CL, Mitchell SA, Martin PJ, Shulman H, Wu RS,
Cutler CS, Vogelsang GB, Lee SJ, Pavletic SZ, Flowers ME. National Institutes of Health Consensus Development Project on Criteria for
Clinical Trials in Chronic Graft-versus-Host Disease: |. The 2014 Diagnosis and Staging Working Group report. Biol Blood Marrow Transplant.
2015 Mar;21(3):389-401.e1. doi: 10.1016/j.bbmt.2014.12.001. Epub 2014 Dec 18. PMID: 25529383; PMCID: PMC4329079.




6 months after first line treatment... (day + 530)

Severe cGvHD with deep sclerotic features and fascial involvement
developed during steroid treatment

Definition of inadequate response to steroids:

= Steroid refractoriness or resistance
cGVHD progression while on prednisone at >= 1 mg/kg/day for 1-2 weeks
Stable GvHD disease while on > = 0.5 mg/kg/day of prednisone for 1-2 months
Inability to taper prednisone below 0.5 mg/kg/day

=  Steroid dependence: inability to taper prednisone below 0.25 mg/kg/day in at least two unsuccessful attempts
separated by at least 8 weeks

=  Steroid intolerance: Emergence of unacceptable toxicity due to the use of corticosteroids

I
Yy
EBMT-NIH-IBMTR Task Force (con matizacion del grupo Consenus Conference on Clinical Practice in cGvHD %"
Schoemans et al. BMT 2018, Martin PJ, BBMT 2015; Wolff BBMT 2011)




Second line and beyond treatment options ‘l __

Agent  Reco Evid comments
C-2

Steroids B I1I-1  Important, spare steroids due to side effect profile IL-2 11-1 best results in mucocutaneous and liver involv.

ECP C-1 1 spares steroids, use in steroid dependent overlap Bortezomib C-2 -1 effective in mucocutaneous cGVHD, neuropathy
Ruxolitinib ~ C-1 |l risk for infections, cytopenia, use in overlap Ixazomib C-2 11 effective in mucocutaneous cGVHD, Gl tox

mTOR -I. C-1  Ill-1  increased risk for TAM in combination with CNI Hydroxychlor.  C-2  |ll-2  best results in mucocutaneous and liver involv.

CNI C-1 -1 spares steroids, renal toxicity, use in overlap MSC c3 i preliminary data demonstrate efficacy

MMF C-1  Il-1  risk for viral reactivation, spares steroids Pomalidomide C-2  lll-1  best results in sclerosis, risk flare early after Tx
Ibrutinib C-1 -1 Bcelldriven disease, risk for infections & bleeding Axatilimab C-2 12  Bestresults in sclerotic disease, only in clinical trials
Belumosudil C-1  Ill-1  efficacy in classic cGVHD, lack of approval by EMA Tocilizumab C-3 1lI-3  best results in sclerotic mucocutaneous cGVHD
MTX C-2  IlI-1  best results in mucocutaeous cGVHD Reg. T cells C-3 11 currently explored in a number of trials

Imatinib c2 | scleroti? skin lesions and mild and moderate BO Abatacept C-3 12 preliminary data show efficacy in lung disease
Rituximab c2 | effective if applied early in B cell driven disease, infections Retinoids C3 2 | effective in sclerotic skin lesion

Ll G2 k2 bestissultsin fasdiitis or mucosutaneous cOVHD Cyclophosph. C-3  1ll-3  either low dose or pulse, most effective in GN

Pulse steroids C-2  ll-2  rapid control of symptoms FAM C-1 -1 Asadd onin BOS, single in mild early BOS |

Some of the mentioned drugs may not be approved for cGvHD treatment

Please, always refer to the label of the product in your country. I

;’}.HI

Modified according to Wolff 2011/2019 and NCCN 2023 guidelines




FDA regulatory approval landscape for cGvHD in 2024

Year Therapy Study design
lines Open label

Ibrutinib

Belumosudil

Ruxolitinib

2017

2021

2021

>18

>12

>12

1-2

67%

75%

76%

21%

6%

7%

Bleeding
AFib

Gl
LET

Anemia
PLTs

Phase 2, N=42

Phase 2, N=65

Phase 3, N=329

o Ibrutinib y Belumosudil no estdn actualmente aprobados por la EMA para el tratamiento de la EICRc

D Miklos Blood 2017
Cutler et al. Blood. 2021 and EBMT 2022
Zeiser R et al New Engl J Med. 2021 I—



Steroid-refractory cGvHD: Ruxolitinib

REACH3: Prospective, phase 3 randomized, open-label, multicenter study investigating the efficacy of RUX as add-on theraphy to
corticosteroid therapy for the treatment of patients with steroid-refractory or steroid-dependent cGvHD

Ggibility \ N<329 p—

* Age = 12 years Steroids = CNI
* SR/D cGvHD (moderate or severe),
defined as: Crossover to JAKI allowed= 37%
— Lack of response or disease l (on or after CYD1)
progression after prednisone = 1 o
mg/kg/day® for = 1 week or : ;
; ] , Steroids + CNI Steroids £ CNI
—_ Dlsease persustlence WItI_'tout Stratfied by
improvement with prednisone > 0.5 CGVHD severity Safaty follow-up
mg/kg/day or 5 1 Extension period L (+30 days) I
1 mg/kgfevery other day® for = 4 b il | = e 3 g
weeks Day 1 Week 24 b ugsrlmnniis Week 156
or
— Increase in prednisone dose to
> 0.25 mg/kg/day* after 2 Primary endpoint: ORR (CR + PR) at Week 24 using NIH consensus criteria for response?
unsuccessful attempts to taper the
dose Key secondary endpoints:
= Evident myeloid and platelet = FFS
4]
kﬁgr&ﬂme"t +  mLSS response at Week 24
# Or prednisona equivalant. * Absolute neutrophil count > 1 x 10%L and platelet count > 25 x 10%L < On or after CTD1,
patients randomized to BAT who progressed, had a mixed or unchanged response, developed toxicity to BAT, or
experianced a cGvHD flare could crossover from BAT to JAKI.
BAT, bast available treatment; C, cycle: CNI, calcineurin inhibitor; CR, complaete response; D, day; EOT, end of treatment; 1. Zeiser R, &l al. Abstract presented at ASH 2020: abstract 77.
mLSS, modified Lee Symptom Scale; PR, partial response; 2. Lea SJ, et al. Biol Blood Mamow Transpiant. 2015;21:984-89
P — TC
Zeiser R et al New EnglJ Med. 2021 7 54

Lee SJ et al Biol Blood Marrow Trasplant. 2015 e



Steroid-refractory cGvHD: Ruxolitinib

REACHS3: Prospective, phase 3 randomized, open-label, multicenter study investigating the efficacy of RUX as add-on therap
corticosteroid therapy for the treatment of patients with steroid-refractory or steroid-dependent cGvHD

B Duration of Response

No. of Events [Total No. Kaplan—Meier Median

Ruxolitinib 40/126 Not :::ched
Control 60/99 6.24
A Overall Response at Week 24 o 100
B s\,
100+ Complete response 5 804 My _m“g’m—‘_ﬁ
Partial response 3 o] e R g Ruxolitinib
80+ 5 60- :
EE so-
= Odds ratio, 2.99 (95% Cl, 1.86-4.80) 2 a0 o e
& 60 Risk ratio, 1.93 (95% CI, 1.44-2.60) § 301 iR
= 0
2 42; P<0.001 Bl
2 " &£
-la 40+ 0 T T T T T T T T T T T T T 1
a o 2 4 6 B 10 12 14 16 18 20 22 24 26 28
25.6 20 Months
204 430 ek No. at Risk
Ruxolitinib 126 117 101 85 71 63 53 45 34 24 18 9 5 1 0
22.6 Control 99 78 62 47 36 33 28 19 16 10 & 4 3 2 O
Ruxolitinib Control B Failure-free Survival
{Nzlss} (N=164} MNo. of Events/Total No. Kaplan—Meier Median
Ruxolitinib 60/165 >-’;’Sa.6
Control 109/164 5.7
OOR at 24 week was higher with Ruxo vs BAT in all subgroups o0 pooor o 07 @secl02TmAS
of patient an disease characteristics at baseline & ol N
o S S
. A o
Best ORR at any time: 76.4% vs 60.4% 3 e
' T% 204 | Ceontrol
(¥ 20-
V) 10
2 2 4 & ® 10 12 14 18 18 20 22 24 26 28
Months I Y,
ZeiserR et al NeW Engl_l Med, 2021 ;'uox-n:‘tl:.llzk 165 145 130 115 92 B7 76 58 49 37 27 15 9 4 0 ﬁ
Control 164 123 100 64 45 as 31 23 17 15 9 & a 1 [+]



REACH3: SR cGvHD Response to Ruxolitinib according to the Presentation

70
Response by Organ at Week 24
© 60 53.3 m RUX m BAT
== (8/15) 50.0 50.0
@ 9/18
@ 50 (9/18) (48/96)
8_ 41.2 40.0
@ (49/119) (8/20) 38.1 37.8
o 40 (8/21) (17/45)
@ 3?1-8 29,4
g 10 s (617) 253 26.0 24.4
o 25/96
= (25/99) ( ) (21/86) 1252 ;
T 155 15.9
2 (17/110) (7144) 10.8
o (10/93)
. ) l
o
0
Lower Gl tract Esophagus Mouth Skin Upper Gl tract | Joints and fascia Eye Liver Lung

Ruxolitinib (N=165) BAT (N=158)

Cytopenias
Anemia [29% 13% 13% 8%
Thrombocytopenia J21% 15% 15% 10%
Neutropenia 5% 4%
Pyrexia 16% 2% 10% 1%
Hypertension 16% 5% 13% 7%
Serum creatinine T 14% 0% 4% 1%
ALT ™ 15% 4% 4% 0% Iv “id

SN TeacOvetion % 1% e i Zeiser R et al New Engl J Med. 2021



Efficacy and safety of Ruxolitinib in chronic GVHD: a meta-analysis

N= 1580

Study Events Total Proportion  95%-CI e . . .
SR cGVvHD Response to Ruxolitinib according to the Presentation
Maas-Bauer,2020 17 23 —— 0.74 [0.52;0.80]
Fereira, 2021 31 35 e 088 [0.73;0.
Femeira, 2018 15 20 —_—— 0.75 [0.51: 0.
Wei,2021 25 32 — 0.78 [0.60;0.81] Subgraup ORR CRR
Moisesy 2020 35 43 — 081 [0.67;0582] &
:1::;::::1%22%212? 42 52 x ?3[1) [[ggg ?g[g Cumulative incidence (%) 959%ClI Cumulative incidence (%) 959,01
Maldonads, 2021 8§ B— 5 0.75 [0.35,087) ) | '
Mozo,2021 1"mo12 —_—— 0.92 [0.62;1.00] SR-GVHD
Zeiser, 2015 I oM .._:,_..._..,._ 085 [0.71;084] Slkin 7.2 30.1 18.2-420
Avedin, 2019 20 24 — 0.83 [0.63;0.85] G 9 157 24489
Redondo 2022 37 48 —— 0.77 [0.63;0.88] S e s
Dang,2020 2 28 E——— 0.79 [0.59;0.52] Liver ot 156
Uygun,2020 13 15 ——— 0.87 [0.60; 0.96] Mouth 6.5 M0 24.7-433
Gomez, 2019 32 58 e — (! 0.57 [0.43;0.70] Eyes &L 167
Zhao, 2021 0 30 — 067 [047;083] o N - ’
; Lung 17.3 298519 1L1
Commen effect model 473 - 0.78 [0.74; 0.81] Jerints and fascda &7 4383 118
Random eﬂeegs model 0.79 [0.73; 0.83] Psophagus 0.0 NA o0 A
Helerogeneity: 17 = 29%, F=q, 1132, p=0. 19 T 1 1
04 05 08 07 08 08 1
D Myelosuppression after Ruxolitinib in SR cGvHD
SR-cGVHD
Study Events Total Proportion 95%-Cl !
Crlopema
Zeiser.2022 82 185 -—-—| 0.50 [0_42_ 0_58] Gradss 1-Tv 158 130-445 B3 48517 NA NA
Wang.2021 g2 70 | el 0.74 [0.62; 0.84] Grades M-IV 10.4 0.0-275 219 0.0-1000 NA NA
Leung,2022 26 31 V—— 0.84 [0.66, 0.95] .
Mod: 2048 22 48 —— 048 [0.3% 063 Ancmia
Wu 2021 2% M ——— 071 [0.54; 0.84] Grades LIV 351 132570 0.7 00570 83 NA
;;8225; 1? | ——— gg‘; [32? ggi} Grades v 1z 21203 50 - 156 00 MA
B0,202) L =0 i 037 078 Teukopenia
Commen effect model 419 ﬁ-— 0.58 [0.53: 0.63] Grades -1V 119 62-336 IL5 26-204 8.3 NA
Randem effects model — 0.61 [0.50; 0.72] Grades HI-IV 8% 47-131 98 23173 [ NA
Heterogeneity: 1 = 77%, ©= 02806 p <087 »
03 04 05 06 07 08 09 Thresilyocphopets
Grades 1-TV 192 A5-316 70 00-176 8.3 WA
Grades -1V 102 3.6-168 38 0.0-83 00 NA
Fan et al. Front. Immunol. 2022 €1, confidenee lnerval; NA, ot avaluble; SE-aGVHD, sterold refaciory acute graf host discase; SR-cGVHD, sterold-rdraciory cheonic grafi-versus-bost disease




6 months after first line treatment... (day + 530)

= BSA 18% (sclerotic features with fascial involvement)
= ROM 2 P-ROM (wrist) 5
=  Ocular involvement (score 1)

We start treatment with Ruxolitinib
10mg/12h

sanofi

Photos displayed with patients' permission



3 months after Ruxolitinib... (day + 620)

BSA 54% (sclerotic features)
ROM 2 P-ROM (wrist) 4 (ankle 2)
Ocular and liver involvement (score 1)

Photos displayed with patients' permission



3 months after Ruxolitinib... (day + 620)

CHRONIC GVHD ACTIVITY ASSESSMENT- CLINICIAN (FORM A)

SCORE 0 SCORE | SCORE 2 SCORE 3 SCORE 0 SCORE 1 SCORE 2 SCORE 3
SEIN [ MoBSA [0 l-18%BsA [ 15-50% BSA X =304 BSA JOINTS AND FASCIA | [ No symp 0 Mild tigh of | X Tighmess of amsor | [J Contractures WITH
Evolved ams or legs, normal | legs OR jomnt significant decrease of
GFHD features to be scorad or mild decreased contracturss, ervthema | ROM AND significant
by Bid (rezidual range of motion thought due to faseutis, | limitation of ADL
Check all that spply: byperpigmentation) (ROM) AND not moderate decrease ROM | (unable to tie shoes,
[ Maculopapular rach / affecting ADL AND mild to moderate | button shirts, dress self|
:yﬂmm - hmitation of ADL etc.)
o &a‘mﬁl i 0 Ab lity present but explained entirely by non-GVHD documented cause (zpecify):
[ Sclerotic features
[ Fapulosquamous lesions
nr
iehfbyosis
[0 Keratosis pdari=-like 1 (Worst) 2 7 (Normal)
[} Abncrmality present bt explained entirely by non-GVHD d i cause
Shoulder O Nat done
SKIN FEATTRES [ Mo scleratic [ Supasfizial X Deap =eleratic
SCORE: features selerotic feanues “not deatures 2 7(Norrnal)
Indebomd” (able to X “Hhdebound™
pinch) funable to pinch)
X lmpaired mobility Elbow Q Not done
[ Ulceration
If :kin features score =3, BEA% of non-moveable sclerosis/fascisis %
How would vou rate the seventy of this patient's skm andlor jomt tizhéening om the followmnz scale, where 0 15 not at all 2 6 7 (Normal)
wavemm and 10 iz the most severs sympioms possibl ‘ . e
o 1 2z 3 4 5 6 7 9 10 Wrist/finger Q Not done
Symptems Most savare
zot at all severs symptoms possible
4(No~mal)
EVES 0 Mo symptems X Mld drv ave [ Moaderate éry aye 0 Severs dryeye 0 Not done
— e not patially symptums. Ankle
affecting ADL affecting ADL ngnficantly
(requiremsent of (reqmrng labrcant affecting ADL
b 5 e dioin 3 i e (special eyeware o
diops = 3 x per day or puncral plugs), relieve pain) OR
day} WITHOUT rew mmable to work
wision impairmant because of acular
due (0 KCS symptams OF Inss
;rc‘;s'mmm Jagasia MH, Greinix HT, Arora M, Williams KM, Wolff D, Cowen EW, Palmer J, Weisdorf D, Treister NS, Cheng GS, Kerr H, Stratton P, Duarte

RF, McDonald GB, Inamoto Y, Vigorito A, Arai S, Datiles MB, Jacobsohn D, Heller T, Kitko CL, Mitchell SA, Martin PJ, Shulman H, Wu RS,
Cutler CS, Vogelsang GB, Lee SJ, Pavletic SZ, Flowers ME. National Institutes of Health Consensus Development Project on Criteria for
Clinical Trials in Chronic Graft-versus-Host Disease: I. The 2014 Diagnosis and Staging Working Group report. Biol Blood Marrow Transplan
2015 Mar;21(3):389-401.e1. doi: 10.1016/j.bbmt.2014.12.001. Epub 2014 Dec 18. PMID: 25529383; PMCID: PMC4329079.

[T




3 months after Ruxolitinib... (day + 620)

'RM B Today's Date- MREMName:-

CHRONIC GVHD ACTIVITY ASSESSMENT-PATIENT SELF REFORT

Our patient has PROGRESSION DISEASE

Symptoms
Please rate how severe the following Not As Bad As You
symptoms have been in the Jast seven Present Can Imagine

. Please fill in the circle below from 0
{symptom has not been present) to 10 (the
symptom was as bad as you can imagine it | 0 1 2 3 4 5 ] 7 8 10
could be) for each item.
“our skin itching at its WORST? (=] o (=] (=] o o o o o o (=]
our skin and/or joint tightening at (=] o (=] (=] o o o o o o (=]
their WORST?
Your mouth sensitivity at its WORST? o o (o] (o] o o [s] (o] o o (o]
“our genital discomfort at its WORST? o o (=] (=] o o o o o o (=]
{Women — vagina, vulva, or labia)
{Men — penis)
Eyes ‘What is your main complaint with regard to your eyes?

Please rate how severe this symptom is, from O {not at
all severe) to 10 (most severs):

Fatient Global Ratings:

4. Overall, do you think that your chronic graft versus host disease is mild, moderate or severe?
1= mild

2=moderate

J=severs

2_Please circle the number indicating how severe your chronic graft versus host disease symptoms are, where 0 is cGvHD
symptoms that are not at all severe and 10 is the most severe chronic GvHD symptoms possible.

o 1 2 2 4 5 8 el a a 10

©GVHD symptoms
not at all sewere

Most severe GGVHD
sympioms possibie

3. Compared to a month age, overall would you say that your cGvHD symptoms are:

+3= Very much better
loderately better
+1=A little better

0= About the same
-1=4A little worse
—2=Moderately worse
~3=Very much worse

Table 4
Response Determination for Chronic GVHD Clinical Trials based on Clinician Assessments

Organ Complete Response Partial Response Progression

Skin MIH Skin Score 0 after Decrease in NIH 5kin Score Increase in NIH Skin Score by 1 or
previous involvement by 1 or more points more points, except 0o 1

Eyes MIH Eye Score 0 after Decrease in NIH Eye Score increase in MIH Eye Score by 1 or
previous involvement by 1 or more points more points, except 0 o 1

Mouth NIH Modified OMRS 0 after Decrease in NIH Modified OMRS Increass in NIH Modified OMRS
previous invelvement of 2 or more points of 2 or more points

Esophagus MNIH Esophagus Score 0 after Decrease 1n NIH Esophagus Increase in NIH Esophagus Score
previous involvement Score by 1 or more points by 1 or more points, except 0 to 1

Upper GI MIH Upper G1 Score O after Decrease in NIH Upper GI Increase in MIH Upper G Score
previous involve ment Score by 1 or more points by 1 or more points, except 0 to 1

Lower G MNIH Lower GI Score O after Decrease in NIH Lower GI Increase in NIH Lower GI Score by 1
previous involvement Soore by 1 or more points or more points, except from 0o 1

Liver Mormal ALT, alkaline Decrcase by 50% Increase by 2 = ULN
phosphatase, and Total
bilirubin after previous
elevation of 1 or more

Lungs - Mormal 3FEV1 after - Increase by 10% prediceed - Decreass by 103 predicted

Joints and fascia

Global

previous involvement
- If PFTs not available, NIH

Lung Symptom Score 0

after previous involvement
Both NIH Joint and Fascia
Score 0 and P-ROM score
25 after previous involvement
by at least 1 measure
Clinician overall severity score 0

absolute value of ZFEV]

- If PFT's not available, decrease
in NIH Lung Symptom Score
by 1 or more points

Decrease in NIH joint and Fascia

Score by 1 or more points or

increase in P-ROM score by 1

jpoint for any site

Clindeian overall severity score

decreases by 2 or more points

on a 0-10 scale

absolute value of SFEV1
- If PFTs not available, increase in
NIH Lung Symptom Score by 1
ar more pems, except 001
Increase in MIH Joint and Fascia
Score by 1 or more points or
decrease in P-ROM score by 1
point for any site
Cliniclan ove rall severity score
increases by 2 or more points
on a 0-10 scale

ULN indicates upper limit of normal.

25529383; PMCID: PMC4329079.

Jagasia MH, Greinix HT, Arora M, Williams KM, Wolff D, Cowen EW, Palmer J, Weisdorf D, Treister NS, Cheng GS, Kerr H, Stratton P, Duarte RF, McDonald GB,
Inamoto Y, Vigorito A, Arai S, Datiles MB, Jacobsohn D, Heller T, Kitko CL, Mitchell SA, Martin PJ, Shulman H, Wu RS, Cutler CS, Vogelsang GB, Lee SJ, Pavletic SZ,
Flowers ME. National Institutes of Health Consensus Development Project on Criteria for Clinical Trials in Chronic Graft-versus-Host Disease: I. The 2014 Diagnosis
and Staging Working Group report. Biol Blood Marrow Transplant. 2015 Mar;21(3):389-401.e1. doi: 10.1016/j.bbmt.2014.12.001. Epub 2014 Dec 18. PMID:




Severe cGvHD with progressive deep sclerotic features, fascial
involvement and impaired movility developed during ruxolitinib

treatment

BSA 54% (sclerotic features with fascial involvement)
ROM 2 P-ROM (wrist) 4 (ankle) 2

Wait for Ruxo response? .
Ocular involvement (score 1)

Add ECP?
Ibrutinib?

Belumosudil?
Axatilimab?
Other options?

ot




Challenge: Beyond 2nd line / specific features

CD34 selected
T cell depletion
refy depletion

Obinutuzumab

Rituximab

Ibrutinib
bclumo udil

‘f Autt/allo ab

&~ o i \«%
[ aTG | Prcy | P "( BTt . "? 5\
i T, 5> (B celk /
J &~ s L l Axalitimab
= 7 (Autoallo Alltima
Donor —3» Donor — 3. Ffectof——— /
eraft T cell T cell Tce‘@ ;
4 ol
Host ) / Secondary :
{Larc / lymphoid
organs

\\J\/\/L7 \

x—[‘mdutmmng —= | | TNFa 4 Tre:

<Js tissue dama§0~ IL1 \/ ( Th17 i ’ Y
BT S \'

v \*\\‘ LPS

Microbieme- ¢ ysregulation
ntestinal lumen

Pirfenidone
TGFB

Proteasome inhibition [
{ dcytokines, 4 T and
B cells, 4 Treg)

Tcl?
' B,.‘

\ o Fibrosis
w target organs
JAK inhibitors

Early inflammation

Thymic injury, T and B cell y
dysregulation, chronic Tissue repair and fibrosis
irflammation

“Focus of novel cGVHD treatment has thus shifted form the use of broad, long-term IS toward the investigation

of immunomodulatory agents that target pathways relevant to the pathophysiology of the disease”

Hamilton BK, Hematology Am Soc Hematol Educ Program. 2021 Dec 10;,2021(1):648-654
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Steroid-refractory cGvHD: lIbrutinib*

Multicenter open-label phase Il trial of ibrutinib in cGVHF after failure to steroids

SR Best cGVHD Response .
(N = 42) * One third of responders
o had a complete response
ORR 67%
2 * 79% responded at the
g 60% o time of first response
= assessment
=}
B 40% - o
& * 71% of the 28 responders
had a sustained cGVHD
e response of at least 5
months
0% + S
CR SD PD
pri

N= 42

Fatigue

Diarrhea

Tendency to bruise

Upper respiratory tracti

Headache
Fall
Cough

Constipation

Hyperglycemia
Hypokalemia

Peripheral edema

10% 20%

. o *Ibrutinib is not currently approved by EMA for cGvHD treatment

D Miklos Blood 2017

Waller et al, BBMT 2019: Longer FU (26 months): sustained responses >44 weeks in 16 of 29 (55%) responders
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Steroid-refractory cGvHD: Ruxo and ECP combination

Complementary mechanism of action of
Ruxolitinib—ECP combination treatment

ECP pius Ruxo: for refractory severe cGvHD

N
' Retrospective study
L3 155, 127 L8 15,121 N= 23 patients
.C chain ) 0 0
allée | P ORR: 74% (9% CR)
mfb OS at 24 months: 75%
T/3 I L e e Newly diagnosed ytopenia: 22%
i | | CMV reactivation: 26%
Thi}, Th17} Th2?, Treg1
MCHII o S
o i “5/ Needs validation in a prospective triall

= foarnac]
I5

Ve

m Maas-Bauer K et al, BMT 2021; Greinix e tal, STC 2023



Steroid-refractory cGvHD: Belumosudil*

ROCK2 plays a key role in Immune Diseases

Kd025 (belumosudil): is a selective inhibitor of ROCK2 inhibitor with a a novel mechanism of action that targets both
inflammation and fibrosis in cGvHD

KD025 Mechanism of Action Mechanotransduction

COntrl::;ﬂlJ)\J
))')ij:m

I
.0".'
"a '..v"
G-actin | ) e Nt

~—

/——
Selective ROCK2 mhlbmon : MRTF
with Belumosudll L ’ t FN
Z G-actin : t XIAP
@ MRTF =" MRTF t PAI-1
(STATS) . t «-SMA
Ny : CCG-203971 ™ tBcl-2
' Auto-aggressive inflammatory response Rebalanced immune response

— *Bel dil is not tl d by EMA . . —
elumosuditis not currently approved by Zanin—Zhorova A, et al. Clin Inmunol. 2021 IT

Riches DWH, et al. Am J Pathol. 2015



Belumosudil for chronic graft-versus-host disease after 2 or more prior lines of therapy: the
ROCKstar Study

The ROCKstar Stu dy - Des Ig n and End Select Demographics and Baseline Characteristics
Overall
" (N=132)
Demographics
N=132 garap
Median age, y (range) 56 (21-77)
= ELIGIBILITY GREN EABEL Male, % 57
! ::;‘:E;I;;&vﬂ"s ARM A: BELIJIT('S;?IL 200 mg QD — I Median prior lines of systemic therapy, n 3 I
- Underwent an HOT : - gg POLN; nS Median time from cGVHD diagnosis to enroliment, mo 28
~y - -, ACCOMING
- Hadactive cGVHD the 2014 NIH cGVHD
£ ARM B: BELUMOSUDIL 200 mg BID Contonsus Critaria HIH moderate cGVHD, n (%) 41(31)
n=66) I hiH severe cGVHD,2 n (%) 89 (67) |
L i SFCONDARY Median prednisone dose, mgikgid 0.19
py for x o - e -
CGVHD is indicated Treat until clinically significant progression END POINTS >4 - Ived ™
or unacceptable toxicity i w 24 organs involved, n (%) 68 (52)
= SIHAMECATICN i Prior ibrutinib treatment,2 n (%) 45 (34)
FACTORS e
Pror ibrutinib (YiN) + €S and CHI doses Prior ruxolitinib treatment, n (%) 38 (29)
cGVHD (YN} g ;Fss Refractory to last prior lines of systemic therapy, n (%) 79(72)

I
-

*Belumosudil is not currently approved by EMA X
Cutler et al. Blood. 2021 and EBMT 2022 o




Challenge: Beyond 2nd line / specific features

CSF-1R y Axatilimab™* for Chronic Graft-Versus-Host Disease

AGAVE-201: An Open-label randomized, Phase 2 Study

CSF-1 Vionocytd® | ST ey eligibility crifsiiae Primary endpoint
Blood vessel ' Circulating . = P e e « ORRin the first 6 cycles as
./ Monocyte ‘ ;j[ HECT recivients with ach defined by NIH 2014 Consensus
~ = : - Allo- recipients with active Oriteriat
bt 0.3 mg/kg gq2w — Endpoint was met if lower
. Rewrren_t or refractory _actl\re cGYHD c (n=80) bound of 85% CI >30%
afler =2 lines of systemic therapy ,2.. b ! .
P - Kamovsky PS >60 (216 years) 8 e 5 Key secondary epdpomta
Circulating - - Lansky P'S 260 (<16 years) —| &5 mg;'n§§1 I'W . Ellrr:ﬁg :g?:?;%ml mg}ovement
Monocyte - Concomitant use of corticosteraids, - : ! . 5 - 5 SEN
CNI, or mTOR inhibitors was permitted & rgan-specific response rate,
but not required 14 3 maglkg gdw DoR, OS
n=80 + Safety
Stratification factors ( )

Exploratory endpoint

Previous therapy (ibrutinit, ruxolitinib, . EES
Fibrobl M belumosudil) Treatment for up to 2 years
ibroblas . :
. v CGVHD severity The modified Lee Chronic The Lee Chronic GVHD
Tissue Collagen GVHD Symptom Scale Symptom Scala
) Objective: Evaluate the efficacy, safety, and tolerability of axatilimab at 3 dosing regimens in patients (N=241) with
;fure Adopted from MacDonald, K.P.A. etal., Blood, 5 (129)13- recurrent or refractory active cGVHD after 22 lines of systemic therapy

=  Axatilimab is a high-affinity, humanized IgG4 monoclonal ab against CSF-1R
Axatilimab inhibited both CSF-1 and IL-34-induced MCP-1 release from human monocytes

Axatilimab reduced the viability of Macrophages and Tissue macrophage counts

Axatilimab

1. deFilipp Z, et al. TANDEM 2024. Oral presentation 36. 2. Wolff D, et al. ASH 2023. Oral presentation 1. 3. ClinicalTrials.gov. Accessed February 2024.

| s:/iclinicalirials.govici2/show/NCT04710576. 4. Lee SJ, et al. Biol Blood Marrow Transplani. 2015;21:984-899,
T I=

*Axatilimab is not currently approved neither by FDA nor by EMA for cGvHD treatment



cGvHD: second treatment and beyond

Panack etal, Lance Haematolfebruary 2024
(TR [ETE A 2t Penack et al , Lancet Haematol february 2024
Panel 3: Recommendations on ¢<GVHD treatment

New recommendations

1A I Ensayo clinico I = In adults with steroid-refractory chronic graft-versus-host
disease (SR-cGVHD), we recommend ruxolitinib (National
Comprehensive Cancer Network [NCCN] classification 1)
1A RuxGITIAID 1B Fotoareress A Ibrutinib + Large beneficial effect on overall response rate and
failure-free survival in a randomised trial, a propensity-

: ; . ) adjusted retrospective analysis, and three meta-
I Bolurmosudil 1 | Micodenolato r [ Sirolimuss l | Hituximab I [ Bortezomi b | ana|yse.55ﬂ-5151.61

= In adults with SR-cGVHD, belumosudil is a potential
| therapeutic option (NCCN classification 2C)

= Encouraging overall response rates in non-randomised
£3-66

| Glasdagib ‘ ‘ T eguladores ‘ | matinib | otros

trials showing a low drug induced toxicity profile
= In adults with SR-cGVHD, ibrutinib is a potential therapeutic
option (NCCN classification 2B)
+ Encouraging overall response rates in non-randomised
trials in patients with moderate GVHD burden and
an acceptable toxicity profile®?

I

Y
% #ida
e

Ibrutinib and Belumosudil are not currently approved by EMA for cGvHD treatment



Steroid-refractory chronic GVHD:

Factors influencing decisions

= Relapse risk: HR of relapse — avoid “overimmunosuppression” and substances which potentially increase relapse risk (e.e. CNI, MMF)

= Infectious disease history: some agents are associated with infectious risks. Safety is important driver.

= Comorbidity: avoid agents with side effects in already impaired organs (renal insufficiency, pancitopenia ...)

= History of applied agents: avoid treatment options already failed or associated with inacceptable side effects, flare after stop?
= Biology of disease: overlap symptoms present, organ pattern...

= Compliance: consider substances given i.v. If pts tend to stop medication, listen to patient’s preferences.

= Distance to Tx center and availability of treatment

=  Approval status: avoid financial toxicity

e
£ Sy
\ .- v 4
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Steroid-refractory chronic GVHD:

= Corticosteroids remain important: goal is steroid sparing!

= Do not change more than 1 agent at once: unless toxicity drives decision

= Do not combine > 3 systemic agents at the same time

= Appropriate response assessment: apply NIH organ grading + response assessment Evidence outside cGvHD: use
evidence derived from corresponding autoimmune diseases and organ transplantation.

= Adapt prophylaxis + monitoring to the applied treatment: new infections with unusual pattern should be

regarded as toxicity leading to either changed prophylaxis or treatment

e
% %34
e
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Challenges in cGvHD landscape in 2024

= Disease and clinical course are now well characterized

= Complex pathophysiology is much better understood

= Many investigational agents are available for treatment
= Resources are available through industry colaboration

= Regulatory approval pathway has been established

= New drugs have been recently approved for cGvHD treatment

» |nitial treatment is still prednisone with / without calcineurin inhibitor
=  Best choice of subsequent treatment is still undefined
= No standard approaches to prevention or preemption

= Highly morbid forms of chronic GvHD still exist

Adapted from Paul Martin, lecture to Brazilian BMT Society and Pavletic, lecture to EMBT 2022.

Y
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Challenges in cGvHD landscape: NIH 2020 v

Ultimate Goal for Upfront Treatment of cGvHD Patients

Instead of STERO'DS FlT ALL

= [mproved insights into biology of cGvHD

= Availability of targeted therapies relevant to
pathophysiology of cGvHD

Administration of the RIGHT DRUG TO THE RIGHT PATIENT
AT THE RIGHT TIME

NATIONAL

= CANCER
- DeFilipp Z et al. TCT 2021;27:545 INSTITUTE
g
If’f{i{:I
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Challenges in cGvHD landscape: NIH 2020

Exploring Associations between Clinical Disease Manifestation, Biological Profiles,
and Treatment Effect in cGvHD

Baseline TREATMENT 3 Months

Clinical . : )
Manifestations —Clmlcal Manifestations

Pathophysiological
Inferences

Baseline GGG 3 Months

Biomarker Profile Biomarker Profile
SHORT INTERVAL BIOSAMPLING —
ASSESSMENT OF ON-TARGET EFFECTS

NATIONAL
DeFilipp Z et al. TCT 2021;27:545 CANCER
INSTITUTE




Chronic GvHD publications / year
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First descriptions
¢GVHD in humans Pubmed accessed 9/03/2024 I
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