New Therapeutic Approaches in Treatment Advanced CTCL

NEW THERAPEUTIC APPROACHES IN ADVANCED CTCL
MANAGEMENT - IS IT REALISTIC?
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WHAT HAVE WE LEARNT ABOUT THE TREATMENT OF ADVANCED STAGE MYCOSIS
FUNGOIDES AND SEZARY SYNDROME FROM THE PROCLIPI STUDY? HOW CAN WE
APPLY THIS TO PATIENT MANAGEMENT TO IMPROVE OUTCOMES?

PROspective Cutaneous Lymphoma International Prognostic Index Study
PI’s — Julia Scarisbrick, U Birmingham, UK & Youn Kim — U Stanford, CA, USA
On Behalf of the EORTC Gp & Cutaneous Lymphoma International Consortium

Julia Scarisbrick University Hospitals Birmingham INHS |
NHS Foundation Trust
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PROCLIPI: 471 advance stage patients (l1B-IVB) MF/SS from 52 sites, from 19
countries, 6 continents since 2015
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Overall Survival In Advanced MF/SS Cohort Diagnosed from 2015
onward , median follow up 38 months

« Median survival reached only in IVA(2)

* % Survival at each time point and 95% ClI
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1 year survival
2 year survival

3 year survival >

4 year survival

5 year survival >

83.1% (75.4-88.5)
72.0% (62.9-79.2)
61.6% (51.6-70.2)

57.2% (46.6-66.4)

46.1% (34.0-57.4)

95.7% (84.0-98.9)
76.6% (60.8-86.7)
69.0% (52.6-80.7)

66.1% (49.4-78.5)

59.0% (41.3-72.9)

88.0% (73.5-94.8)
71.5% (54.3-83.2)
65.7% (48.1-78.5)

55.8% (37.9-70.5)

44.8% (25.3-62.5)

« No significant difference in survival stage |IB-IVA1

88.4% (81.2-93.0)
81.1% (72.6-87.1)
72.3% (62.6-79.8)

66.8% (56.4-75.3)

79.5% (63.1-89.2)
56.7% (39.1-70.9)
50.5% (33.2-65.5)

45.9% (28.3-61.9)

50.0% (37.6-61.2) ¢ 35.7 (18.4-53.5) >
* There is a significantly worse survival IVA2 than any other stages (p=0.026)

- No improvement in survival since publication of the retrospective CLIC! from

2005-2015

1 Scarisbrick J et al. Cutaneous Lymphoma International Consortium (CLIC) Study of Outcome in Advanced Stages of Mycosis Fungoides & Sézary Syndrome: Effect of specific prognostic markers on survival and development of a prognostic

model. J Clin Oncology. 2015;33(32):3766-73



New Therapeutic Approaches in Treatment Advanced CTCL

ESEORTC

THE UK

ISCL soaery . EADV

CURRENT GUIDELINES IN CTCL
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British Association of Dermatologists and UK Cutaneous Lymphoma Group

Treatment options for mycosis fungoides

Mogamuzilumab

First-line options Third-i ti
Q #Supranetwork Second-line options IIEINCIOpuons
- *PD #Supranetwork
o SDT #Supranetwork ~Chemoth
= TSEB Brentuximab > emotherapy
8 B p : RIC-allo-SCT
by exarotene Clinical trials Clinical trials
IFN Mogamuzilumab
Etimeorion= Second-line options Third-line options
— #Supranetwork *
= #Supranetwork PD #Supranetwork
% I?/IDTXT Brentuximab » **Chemotherapy
s ECP Clinical trials TSEB
) Alemtuzumab RIC-allo-SCT
Interferon - o !
Mogamuzilumab Clinical trials
Bexarotene
~ Second-line options
< First-line options #Supranetwork L .
> #Supranetwork Brentuximab *PD Third-line options
) SDT Bexarotene —| #Supranetwork
g EBRT RIC-allo-SCT Clinical trials
N Chemotherapy Clinical trials
Mogamuzilumab
s (T - Second-line options
I'1>:l AR G #Supranetwork Third-line options
= #Supranetwork Clini : *PD
Py SDT inical trials » #Supranetwork
g EBRT Bexarotene Clinical trials
5 Chemotherapy Brentuximab RIC-allo-SCT

EBRT: external beam radiotherapy
with photons or electrons for lymph
node, soft tissue or visceral
lymphoma; ECP: extracorporeal
photopheresis; IFN: interferon; MTX:
methotrexate;

PD: progressive disease; RIC-allo-SCT,
reduced intensity allogeneic stem cell
transplantation;

*PD and exhausted first- and second-
line options. **Chemotherapy only as
recommended by the supranetwork
MDT.

***Consider only if the patient has
durable complete response.

&> indicates that after treatment,
patients may respond to treatments
included in earlier ‘line’ options.
Patients can move between first- and
second-line options.
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REAL WORLD TREATMENT DATA WITH IN CTCL

* UVADEX (methoxsalen)/ECP is not indicated for mortality outcomes or as first-line treatment of skin manifestations of CTCL

Julia Scarisbrick University Hospitals Birmingham INHS |
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m ST PG Published online 24 -

ORIGINAL ARTICLE

Global patterns of care in advanced stage mycosis
fungoides/Sezary syndrome: a multicenter
retrospective follow-up study from the Cutaneous
Lymphoma International Consortium

A \ /-

P. Quaglmt:f "I M. Maule’’, H. M. Prince®®, P. Porcu?, S. Horwitz®, M. Duvic’, R. Talpur M. Vermeer®,

M. Bagot®, J. Guitart'?, E. Papadavid'’, ). A. Sanches'”, E. Hodak'*'“, M. Sugaya'”, E. Berti'®,

P. Ortiz-Romero'’, N. Pimpinelli'®, . Servitie'®, A. Pileri®®, P. L. Zinzani*', T. Estrach”?, R. Knobler®,

R. Stadler™, M. T. Fierro', S. Alberti Violetti'®, |. Amitay-Laish'*'?, C. Antoniou'', C. Astrua’, S. Chdgdnli‘“}
F. Child®®, A. Combalia?, S. Fabbro®, P. Fava', V. Grandi'®, C. Jonak®®, E. Martinez-Escala'’, M. Kheterpal®,
E. J.Kim*’, C. McCormack™, T. Miyagaki'>, D. Miyashiro'?, S. Morris*®, C. Muniesa ', V. Nikolaou "',

G. Ognibene®™, F. Onida'®, S. Osella-Abate’, S. Porkert”, C. Postigo-Llorente'’, C. Ram-Wolff, S. Ribero',
K. Rogers®, M. Sanlorenzo’, R. Stranzenbach?®, N. Spaccarelli*’, A. Stevens®, D. Zugna“, A. H. Rook”’,

L. J. Geskin“®, R. Willemze®, S. Whittaker®, R. Hoppe*", J. Scarisbrick~" & Y. Kim?*™

Julia Scarisbrick University Hospitals Birmingham INHS |

NHS Foundation Trust
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Global patterns of care in advanced stage mycosis large treatment heterogeneity with up to 24
fungoides/Sezary syndrome: a multicenter different drugs, modalities or combinations used as
retrospective follow-up study from the Cutaneous first-line treatment’

Lymphoma International Consortium
P. Quaglino, M. Maule, H. M. Prince, P. Porcu, S. Horwitz, M. Duvic, R. Talpur,
M. Vermeer, M. Bagot, J. Guitart E. Papadavid, J. A. Sanches, E. Hodak, M. Sugaya,

E. Berti, P. Ortiz-Romero, N. Pimpinelli, O. Servitje, A. Pileri, P. L. Zinzani, T. Estrach, p . . . 5
R. Knobler, R. Stadler, M. T. Fierro, S. Alberti Violetti, |. Amitay-Laish, C. Antoniou, ChemOtherapy as fIrSt treatment ) aSSOCIated Wlth

C. Astrua, S. Chaganti, F. Child, A. Combalia, S. Fabbro, P. Fava, V. Grandi, C. Jonak, a h,‘gher I’iSk Of death’
E. Martinez-Escala, M. Kheterpal, E. J. Kim, C. McCormack, T. Miyagaki, D. Miyashiro,

S. Morris, C. Muniesa, V. Nikolaou, G. Ognibene, F. Onida, S. Osella-Abate, S. Porkert,
C. Postigo-Llorente, C. Ram-Wolff, S. Ribero, K. Rogers, M. Sanlorenzo,

R. Stranzenbach, N. Spaccarelli, A. Stevens, D. Zugna, A. H. Rook, L. J. Geskin,

R. Willemze, S. Whittaker, R. Hoppe, J. Scarisbrick, Y. Kim

‘The most commonly used first approach was ECP
either alone (10%) or in combination (8.6%),
followed by bexarotene and phototherapy. ECP was
also the most commonly used second line therapy’

Annals of Oncology, Volume 28, Issue 10, 1 October 2017, Pages 2517-2525,

This study included 853 patients from 21
specialist centres (14 European, 4 USA, 1
each Australian, Brazilian and Japanese). significant differences were found between USA
and non-USA centres, but these differences did not
significantly impact on survival’

Julia Scarisbrick University Hospitals Birmingham INHS |

NHS Foundation Trust



PROCLIP!: First Line Treatments in Advanced Stage MF/SS 1IB-IVB
471 patients

More than 15
different treatment
modalities for first
line in advanced
stage disease

@ Ecp

. Oral bexarotene
105)(22%)
. Methotrexate

. Interferon alfa
O Oral retinoid

. Gemcitabine & Pegylated Doxorubicin
() CHOP or other combination

30l(6%) () Romidepsin
. Other oral chemotherapy
Oral bexarotene () Oral corticosteroids
() Brentuximab
93 (19%) @ Mogamulizimab

. Pembrolizumab & Alemtuzumab
) Any other treatment

Methotrexate () Topical Nitrogen Mustard

7.81(16%)



First Line Treatments Tumour Stage |IB

1IB
N=158 @ Ecp

. Oral bexarotene
. Methotrexate
. Interferon alfa
O Oral retinoid

Bexarotene . Gemcitabine & Pegylated Doxorubicin
() CHOP or other combination

() Romidepsin
. Other oral chemotherapy

() Oral corticosteroids
Methotrexate ) Brentuximab

) Mogamulizimab

. Pembrolizumab & Alemtuzumab
) Any other treatment

() Topical Nitrogen Mustard

15 (15%)




First Line Treatments Erythrodermic MF llIA . IlIB & Sezary IVA1

A
N=52

18 (31%)

Methotrexate Methotrexate

Bexarotene Bexarotene

o © ecp

() Oral bexarotene
. Methotrexate
. Interferon alfa
O Oral retinoid

Qemcitabine & Pegylated I@
CHOP or other combination

0 Romidepsin

. Other oral chemotherapy

() Oral corticosteroids

() Brentuximab

@ Mogamulizimab

ethotrexate @ Pembrolizumab & Alemtuzumab
Bexarotene ) Any other treatment

32/(16%)
() Topical Nitrogen Mustard

10 (5%)

IVA1
N=149



First Line Treatments in Stage IV MF/SS

IVA2
N=47

11 (19%)

2 (12%)

3 (18%)

O Ecp

() Oral bexarotene

. Methotrexate

. Interferon alfa

() Oral retinoid

. Gemcitabine & Pegylated Doxorubicin
() CHOP or other combination
() Romidepsin

. Other oral chemotherapy
() Oral corticosteroids

O Brentuximab

@ Mogamulizimab

. Pembrolizumab & Alemtuzumab
| Any other treatment

() Topical Nitrogen Mustard



First line Treatments in Advanced Stage MF/SS 1IB-IVB

Median

ECP

Oral Bexarotene
Methotrexate

Interferon Alfa

Other Retinoids
Gemcitabine & Pegylated Doxorubicin
CHOP or other combination
Romidepsin

Other oral Chemo

Oral Corticosteroids
Brentuximab
Mogamulizumab

Pembrolizumab /or Alemtuzumab

93 (19.8%)
78 (16.6%)
76(16.2%)

30.(6.4%)

15 (3.2%)
10 (2.1%)
14 (3.0%)
12 (2.6%)
8 (1.7%)
6 (1.3%)
2 (0.4%)

In Comhination

61 (58.1%

57 (61.3%)
31 (39.7%)
58 (76.3%)
17 (56.7%)
8 (38.0%)
6 (40.0%)
1 (10.0%)
8 (57.1%)
10 (83.3%)
3 (37.5%)

0

0

13.6 (5.1-22.3

Duratinn

7.1 (3.8-13.5)
3.9 (2.5-8.7)
5.1 (1.7-11.1)

2.1(1.4-3.4)

4.6 (4.1-5.0)

4.7 (1.4-6.1)

3.0 (2.1-3.2)

3.3(2.1-12)

4.0 (3.2-4.9)
1.6

L

8.7 (14.0-45.0

13.3 (6.3-45.2)

8.7 (4.0-40.1)

12.1 (4.7-44.9)

22.6 (5.7-NR)

7.5 (2.3-27.5)
6.0 (5.0-10)
6.6 (2.5-8.0)

NR
4.0 (3.5-38.0)
7.4 (2.9-22.3)
N/a

Respnonce Rate

25 (36.8%)

27 (40.3%)
16 (25.8%)
21 (35.0%)
9 (40.9%)
16 (80.0%
6 (42.9%)
5 (55.6%)
9 (69.2%)
2 (33.3%)
5 (62.5%)
4 (100%)
0



Treatment

First line treatments TTNsT, median duration & % with response (PR or CR)

TTNsT

Other Retinoids

Oral Bexarotene

Interferon Alfa

ethotrexate

CHOP or other combination

Gemcitabine & Pegylated
Doxorubicin

Other oral Chemo

Romidepsin

6 8 10 12 14 16 18 20 22 24 26 28

Median TTNsT (Months)

0

Median Duration

Median Duration (Months)

10

11

12

13 14

% Response (PR or CR)

ECP
Other Retinoids
Oral Bexarotene

Interferon Alfa

CHOP or other
combination

Treatment

Gemcitabine &
Pegylated Doxorubicin

Romidepsin

Methotrexate

Other oral Chemo

o

10 20 30 40 50 60 70 80

% Best Response



Overall survival — Advanced Stage MF/SS according to first line therapy

%Overall Survival

S
Shy

[ I_‘—l_

! —n

1 B —
0 _ EIg[ ‘—l
N~

1 ]
.
—
o _ |
Lo . Bexarotene
Methotrexate
Chemo —
IFN-a

o | ECP
N

CHOP or Polychemo ECP Gemcitabine & Pegylated Dox.

Interferon alfa Methotrexate Oral Bexarotene
o Oral Corticosteroids Other Oral Chemo Other Retinoids

| | | | | | |

1 2 3 4 5 6 7

Time from Diagnosis (Years)

CONFOUNDERS:
Stage

Extent disease
Previous Treatments
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PROCLIPI: Second line treatment options in advanced stages MF/SS

—-—-_
% In Combination Duration TTNsT Response Rate

0 raI Bexarotene

Gemcitabine or Pegylated Doxorubi@

Anti-CCR4 - Mogamulizumab

nterferon Alpha

ethotrexate

CHOP or other combination
Any other therapy

Other Retinoid

Other oral chemotherapy
Romidepsin

Pembrolizumab &/or Alemtuzumab

36 (12.8%)
32 (11.4%)
24 (8.5%)
32 (11.4%)
21 (7.5%)
21 (7.5%)
18 (6.4%)
12 (4.3%)
7 (2.4%)
13 (4.6%)
10 (3.6%)
3 (1.1%)
5 (1.8%)

16 (44.4%)
9 (28.3%)
4 (16.7%)
3 (9.4%)
9 (42.9%)
11 (52.4%)
6 (33.3%)
5 (41.7%)
2 (28.6%)
1(7.7%)
5 (50.0%)
0
0

4(2.0-11.3)

2.8 (1.4-3.7)
4.3 (2.4-8.0)
6.8 (2.5- 9.6)
7.7 (1.7-18.4)
5.2 (1.9-13.8)
5.2 (2.3-18.7)

3.1(0.9-6)

1.4 (0.8-6.2)
5.9 (2.5-9.3)
3.0(1.8-3.9)

2.5 (2.5-2.8)

14.4 (4.3, NR)

7.0 (3.5-27.9)

55.5 (8.0, NR)
NR

36.6 (13.6, NR)

6.9 (4.3-60.6)

23.9 (11.2, NR)

4.6 (3.2-8.3)
12.7 (1.8, NR)

14.4 (5.2-16.8)

4.2 (3.8, NR)
2.7 (2.7, NR)
7.7 (3.3, NR)

6 (20.7%)

8 (28.6%)
8 (36.4%)
13 (76.5%)
5 (33.3%)
5 (27.8%)
5 (41.7%)
6 (54.6%)
4 (57.1%)
2 (22.2%)

0.00%

4 (80%)

Julia Scarisbrick

University Hospitals Birmingham m

NHS Foundation Trust
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Second line treatments TTNsT, median duration & % with response (PR or CR)

TTNsT Median Duration % Response (PR or CR)

Brentuximab Brentuximab Brentuximab
ECP ECP
Methotrexate Methotrexate

Methotrexate
o Other Retinoids Other Retinoids

Other Retinoids
Oral Bexarotene Oral Bexarotene

Oral Bexarotene

E Gemcitabine & Pegylated E Gemcitabine &
E Gemcitabine & Pegylated E Doxorubicin E  Pegylated Doxorubicin
£ Doxorubicin 2 3
© = =
o
=
Interferon Alfa Interferon Alfa
Interferon A
CHOP or other CHOP or other
binati combination
CHOP or other combination combination !
Other oral Chemo Other oral Chemo
Other oral Chemo
mogamulizumab mogamulizumab
mogamulizumab
Oral Corticosteroids Oral Corticosteroids
Oral Corticosteroids
0 1 2 3 4 5 6 7 0 10 20 30 40 50 60 70
0 5 10 15 20 25 30 35 40 45 50 55 Median Duration (Months) % Best Response
Median TTNsT (Months)
Julia Scarisbrick University Hospitals Birmingham m

NHS Foundation Trust



Treatment efficacy for Sézary syndrome: an international, multi-

centre, comparative study of current systemic therapies using TTNT

Belinda A Campbell, Gabor Dobos, Zahra Haider, Martine
Bagot, H. Miles Prince, Chris McCormack, Caroline Ram-

Wolff, Maryam Miladi, Julia Scarisbrick
ORAL PRESENTATION EORTC Marseille 2021
Published: European J Cancer S20;156: 2021.

University Hospital
DOl:https://doi.org/10.1016/5S0959-8049(21)00663-8

Birmingham
NHS foundation Trust

‘& Universite
de Paris
Acknowledgements
= (Clinical teams at Peter MacCallum Cancer Centre, Institut de ,'
Recherche Saint-Louis, and University Hospitals Birmingham ' \ PeterMac
Peter MacCallum Cancer Centre
"= Courage & determination of all patients with Sezary Syndrome Victoria Australia

Julia Scarisbrick University Hospitals B|rm|ngham INHS |
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New Therapeutic Approaches in Treatment Advanced CTCL

RGSUltS TTNT 178 178 eligible patients
Sezary patient

793 total treatment lines

Median follow-up:
21 skin-directed therapies
36.4 (range, 0.9 — 106.6) months

57% male, median age diagnosis 66 713 systemic therapy
years, 27% preceding MF treatment lines
Median number treatment 4 (1-16)

Median survival 60 months

566 lines of systemic therapy,

without prior exposure
to that treatment

University Hospitals Birmingham m

NHS Foundation Trust

Julia Scarisbrick



New Therapeutic Approaches in Treatment Advanced CTCL

First line therapies N=178

interferon monotherapy 21 (11.8%)
methotrexate monotherapy 26 (14.6%)
monoclonal antibody monotherapy 4 (2.2%)
HDAC inhibitor monotherapy 4 (2.2%)
retinoid monotherapy 33 (18.5%)
Patterns of care: ECP monotherapy 16 (9.0%)
fi rSt Iine thera ies single agent chemotherapy monotherapy 16 (9.0%)
p multi-agent chemotherapy monotherapy 8 (4.5%)
ECP-based combination therapy 36 (20.2%)
interferon-based combination therapy 4 (2.2%)
other combination therapies 1 (0.6%)
skin directed monotherapy 4 (2.2%)
supportive care only 5(2.8%)

Julia Scarisbrick University Hospitals Birmingham INHS |

NHS Foundation Trust



New Therapeutic Approaches in Treatment Advanced CTCL
Median TTNT of first line systemic therapies in Sezary syndrome:

5.7 months (95% Cl: 4.7-6.6)

First line systemic therapies* - TTNT 95% CI

interferon monotherapy 21 4.1-5.5

methotrexate monotherapy 26 5.0 3.8-6.1 29.0%
monoclonal antibody monotherapy 4 2.0 1.1-2.9 0%
HDAC inhibitor monotherapy 4 3.6 0.0-8.3 25%
retinoid monotherapy 33 4.4 2.2-6.7 24.2%
ECP monotherapy 16 4.3-11.7 20.8%
single agent chemotherapy monotherapy 16 4.9 2.7-7.2 0%
multi-agent chemotherapy monotherapy 8 4.7 35-58 0%
ECP-based combination therapy 36 0 6.0-13.5
interferon-based combination therapy 4 @ 0.0-47.3
other combination therapies 1 10.0 - 0%

*excluding skin-directed therapies, 4; supportive care only, 5

Julia Scarisbrick University Hospitals Birmingham INHS |

NHS Foundation Trust



Longer TTNT after first line combination therapies

1.0

08

06

04

02

% of patients free from next line of threatment

00

Julia Scarisbrick

Median TTNT: 10.0 vs 5.0 months, p=0.004

TTNT remained statistically significant after
adjusting for stage

Combination systemic therapies

— + \jq_l_‘ Systemic monotherapies

20

40 60 80 100

Time (months)

University Hospitals Birmingham m

oooooooooooooooooo



Novel Drugs in Clinical Trials for MF/SS

Toll like receptor 7/8 agonist (resiquimod) N,

Lenalidomide

Pralatrexate (folate analog metabolic inhibitor)

Everolimus

Cobomarsen, dyregulates MicroRNA(MIiR)-155

Forodesine purine nucleoside phosphorylase inhibitor (PNP &

Resminostat — HDAC-I maintenance

Zanolimumab (HuMax-cDa)

Duvelisib (phoinositide 3-kinase-I)

Enzastaurin (protein kinase C-1)
Pembrolizumab, Nivolumab, Ipilimumab, lambrolizumab (pb-1 antagonist)

PD-1L antagonist, ateloizumab

Julia Scarisbrick University Hospitals Birmingham INHS |

NHS Foundation Trust



Screening Patients for Effective Clinical Trial Entry ‘SPECTA’
a collaborative platform knowledge development

. EORTC _ Academia
b’ European Orgaisaton for Research Molecular Screening Platform investment

Standard treatment (no open trial)

Standard treatment

Industry
cooperation

First line 2™ line trialZ>| Third line

First line Second line §3rd line trial%

Standard treatment (no open trial)

A prospective and longitudinal clinically annoted biobank

a’ FORTC 7 ot of concer %%}_@7




Cytokinel/growth factor
Kinase

Peptidase
Phosphatase
Transcription regulator
Transmembrane recepior
Transporter

Cel adhesion molecule

SN

TBX21

e

dysregulasd genes in czaneous T-cell lymphoma Five genes, SATB! (blue), BC12 (magena), JUNB (green), TGFERZ (red) and STAT4 (yellow),
and their connections are highliphted. Reprinted with permission of Ingmuity“ Systems, www.ingenuity .oom.

Fig 1. Known relatonships be dysregulated pemes. Ingenuity Pathway Analysis was aonduced © determime the rehtonships between

Dulmage & Geskin. Lessons learned from gene expression profiling of CTCL. Br J Derm. 2013;169:1188-97. Pittsburgh, US



- Gene Content in the TruSight Tumor 170 Assay

SNVs and Indels (from DNA)

AKTT BRIP1 CREBBP FANCI FGFR2 JAK3 MSH3 PALB2 RADS18 TET2
AKT2 BTK CSF1R FANCL FGFR3 KDR MSHE PAX3 RADS1C TMPRSS2
AKT3 CARD11 CTNNB1 FBXW? FGFR4 KIT MTOR PAX7 RADS51D TP53
ALK CCND1 DDR2 FGF1 FLT1 KMT2A (MLL)  MUTYH PDGFRA RADS4L TSCT
APC CCND2 DNMT3A FGF2 FLT3 KRAS MYC PDGFRB RB1 TSC2
AR CCNET1 EGFR FGF3 FOXL2 MAP2K1 MYCLT PIK3CA RET VHL
ARID1A CD79A EP300 FGF4 GEN1 MAP2K2 MYCN PIK3CB RICTO REC2
ATM co79B ERBB2 FGF5 GNAT1 MCL1 MYD88 PIKSCD _—ADS), ~ofN\C>
ATR CDH1 ERBB3 FGF6 GNAQ MDM2 NBN PG eFONMRE

BAP1 CDK12 ERBB4 FGF7 GNAS MDM4 NF1 g

BARD1 CDK4 ERCC1 FGFS HNF1A MET SMAD4

BCL2 CDK6 ERCC2 FGF9 HRAS T PPP2R2A SMARCB1

BCL6 CDKN2A ERG FGF10 IDHT_— . WA V. __AOTCH3 PTCH1 SMO

BRAF CEBPA ESR1 FGF14 _—TH2 \aQWNWEL—  NPMT PTEN SRC

BRCAT CHEKT EZH2 3 X\Wvous MRE11A NRAS PTPN11 STK11

BRCAZ CHEK2 FAM@( AK2 MSH2 NRGT RADS1 TERT

Amplific aiw }’L\W

AKT? A2 n{\OQH ERCC? FGF5 FGF14 FGFR4 MDM4 NRG1 RAF{
ALK \ pgswtt CHEK? ESR1 FGF6 FGF19 JAK2 MET PDGFRA RET
AR ' D3 EGFR FGF1 FGF7 FGF23 KIT MYC PDGFRB RICTOR
ATM CCNET1 ERBB2 FGF2 FGF8 FGFRT KRAS MYCL1 PIK3CA RPS6KBT
BRAF CDK4 ERBB3 FGF3 FGF9 FGFR2 LAMP1 MYCN PIK3CB TFRC
BRCAT CDKB ERCCT FGF4 FGF10 FGFR3 MDM2 NRAS PTEN

Fusions and Splice Variants (from RNA)

ABLT BRAF EML4 ETV4 FGFR4 KIF58 MYC NTRKZ PIK3CA TMPRSSZ
AKT3 BRCAT ERBBZ ETVS FLI1 KIT NOTCH1 NTRK3 PPARG

ALK BRCAZ ERG EWSRT FLT? KMT2A (MLL)  NOTCH?Z PAX3 RAFT

AR CDK4 ESR1 FGFR1 FLT3 MET NOTCH3 PAX7 RET

AXL CSF1R ETS1 FGFR2 JAK2 MLLT3 NRGT PDGFRA ROS1

BCL2 EGFR ETV1 FGFR3 KDR MSH2 NTRK1 PDGFRB RPSEKBT



Conclusions — Real world treatment data

= In Real world data ECP is the most commonly used first line treatment, followed by
bexarotene, IFN-a and methotrexate

= Wide range of treatment selections for advanced patients with >15 different 15t line Tx
options and no clear pathway

= First line combination therapies may result in longer TTNT

= Second line therapies frequently include one of the newer drugs available (mogamulizumab
& brentuximab)

= TTNT provides a measure of duration of clinical therapeutic efficacy
= Overall, median TTNT of first line systemic treatments is short, measuring < 6 months.

= There remains a high need for exploration of newer treatments & therapeutic drug
combinations, plus investigation into the optimal treatment sequencing for advanced MF/SS

Julia Scarisbrick University Hospitals Birmingham INHS |
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Principles of Management of Advanced Stage MF/SS

Longer survival in IIB-1lIB disease
1. Improve symptoms and QoL allows treatments to be less

aggressive

2. Delay progression

3. Aim for allo HSCT in first Survival in patients with IVA2 disease

remission of itable patients is short & if eligible allo HSCT should
emission or su P not be delayed

Consider immunotherapies before

chemotherapy

. L. Uni ity H itals Birmingh NHS |
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