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Past mmm) Present =) Future directions in relapsed cHL

Brentuximab and/or PD-1 inhibitor based
therapy followed by ASCT

? ASCT required for all patients

Novel approaches
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10-30% of HL patients will relapse after initial therapy

10-20% of patients with stage N B 10-15% of patients are primary
I/ll disease 3 ;@a - =3 R refractory

Importance of biopsy:
confirm relapsed HL
25-30% of patients with stage bl ; r/o inflammation
lHI/1V disease >, sarcoid
r/o NHL or grey zone
lymphoma

20t International Ultmann Chicago Lymphoma Symposium



Two, small randomized studies led to adoption of ASCT:
Improvement in treatment failure rates but not 0OS

X 100 ——— BEAM-HSCT

) Dexa-BEAM
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& 80+ Dexa-BEAM BEAM-HSCT
% (n=21) (n=17)
% 01 _Cause of death

S 0l Hodgkin's disease 14 11

g 0=0-0187 b TR Early treatment-related toxic effect 6 1

E 20 Septicaemia after salvage therapy 0 1

S Overwhelming post-splenectomy infection 0 1

o Fibrosis of lung 0 1

c 0- , , , , , , , Pneumococcal meningitis and pneumonia 0 1
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Months after randomisati . — ,
NS atter randomisation Table 3: Causes of death in chemosensitive patients at last
Number of patients

BEAM-HSCT 61 43 34 25 13 8 7 0 follow-up
Dexa-BEAM 56 27 20 15 10 8 5 1

Figure 3: Freedom from treatment failure for patients with
relapsed chemosensitive Hodgkin’s disease
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Pre-transplant PET prognostic for PFS after ASCT
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BV with long term responses in subset of complete responders

Median
N Events (Months)

- CR 34 15 -

— PR 39 34 6.9
— SD 28 20 5.8
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9 18 27 36 45 54 63 72
Time (months)

Median
N Events (Months)

am Ce nsnlant Po eatment 6 2 -

No Transplant Post-Treatment 28 13 58.9

9 18 27 36 45 54 63 72
Time (months)

Chen et al. Blood 2016



Brentuximab containing salvage regimens with high CR rates

BV augmented ICE 27% BV 80% (EFS) Moskowitz
76% total Lancet Onc 2015

Blood 2018
Ann Onc 2019




Aethera: maintenance brentuximab vedotin after ASCT improves PFS

In patients with high risk disease
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? benefit in patients previously treated with BV
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PD-1 inhibitors approved in relapsed/refractory HL

Pembrolizumab

ORR 67-78%
CR 26-32%

Chen et al. Blood 2019

Nivolumab

ORR 65-73%
CR 12-29%

Armand et al JCO 2018

100 kb

chr9:5,270,000 PD-L1 PD-L2 chr9:5,700,000

Disomy Polysomy Copy Gain

PD-L1/PAX5

Amplification

Younes et al. Lancet Onc 2016

Grade 3-4 immune
mediated AEs rare.

4-6% of patients
discontinued
therapy for toxicity.




BV plus nivolumab with favorable PFS in first relapse

Percent of patients
free of PD or death

iy B 00 Outpatient regimen
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Percent of patients
free of PD or death

N Events (%) (%)
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Pembrolizumab + GVD is highly active in second line

CR after 2 cycles eligible for ASCT I 1

Pembrolizumab (200 mg IVPB)
Gemcitabine (1000 mg/m2 IVPB)

Vinorelbine (20 mg/m2 IVPB)

Liposomal Doxorubicin (15 mg/m2 IVPB)T T

| Cycle1 | Cycle2 | Cycle3 | Cycle 4
X X X X

XX XX XX XX
X X ; X XX XX

ASCT

Days 1

22 L 43 50 E

PET after 2 and 4 cycles of treatment

Disease status after frontline therapy n=39
Refractory (no CR to frontline and 16 (41)
progression = 1 year)
Relapse (CR to frontline and remission 15 (38)
duration = 1 year)
Relapse (CR to frontline and remission 8 (21)

duration > 1 year)
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Early data promising with pembro-GVD in first relapse*

Characteristic Pembro-GVD x 2, n = 38° Pembro-GVD X 4, n =7 Pembro-GVD Overall, n = 38
ORR, % (95% CI) 100 (91 to 100) 100 (59 to 100) 100 (91 to 100)
CR, % (95% Cl) 92 (79 to 98) 71 (29 to 96) 95 (82 to 99)
PR, % (95% CI) 8 (2to 21) 29 (410 71) 5(1to 18)
Best response, No. (%)
CR 35 (92) 5(71) 36 (95)
PR 3(7.9) 2 (29) 2 (5.3)

Toxicity:
13% required steroids

Median f/u 13.5 m, no

relapses in patients who
underwent ASCT

Mucositis - 41% (10% gr 3)
Engraftment syndrome in 68%

20t International Ultmann Chicago Lymphoma Symposium *off label Moskowitz et al. JCO 2021



PD-1 before ASCT associated with favorable PFS

A B
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Is ASCT necessary

in all patients?
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maintenance
strategies

No plateau in

patients with

refractory HL
s/p PD-1

On-going
trials testing
BV-nivo

Pembro-GVD




BV-nivo vs BV-ipi-nivo in PD-1 naive relapsed/refractory HL

Progression-free survival (%)

25

—— Triplet therapy
group

—— Nivolumab group

B Ipilimumab group

Number at risk

(number censored)
Ipilimumab group 21 (0)
Nivolumab group 18 (0)
Triplet therapy group 22 (0)

T |
1 2 3

Years

12 (1) 4(4) 1(7)
11(2) 10 (2) 1(11)
16 (2) 3(14) 0(17)

Randomize

Stratify
* Prior BV or
no prior BV

Arm K
Nivolumab 360 mg day 1
cycles 1-34

Brentuximab vedotin 1.8
mg/kg IV day 1 cycles 1-16

Long-Term

Follow-Up
Arm L

Ipilimumab 1 mg/kg IV day 1
beginning cycle 1 every 12 weeks
through C34

Nivolumab 360 mg day 1 cycles

1-34
Brentuximab vedotin MTD day 1
cycles 1-16

Phase Il Accrual Goal=120 patients
Cycle=21 days

Grade 3-4 AE:
Ipilimumab 43%

Nivolumab 16%
Combo 50%

2 deaths (nivo and triplet)

Diefenbach et al. Lancet Heme 2020



PD-1 inhibitor plus decitabine active in relapsed/ref HL

Cohort 1 (anti-PD-1 naive) Cohort 1 (anti-PD-1 naive) Cohort 2 (anti-PD-1 resistant)
Monotherapy Combination Therapy Combination Therapy

100 i i HcRr

D Cohort 1 Cohort 2
100 . : :
(a5} 100 - i D 100 - : :
s : 89
u Egm u = E : 59
Grade 3-4 toxicities occurred in 2 Swl | T 3 S 5 San W
] . 8 j. E - GLJ jes
37% of pts on combination >3 oy DG
therapy (37% leukocytopenia, o i = combineen & ii
o, = 0 5 10 15 20 25 30 0 5 10 15 20 25 30
3% thrombocytOPema) Time Since First Dosing (months) Time Since First Dosing (months)
Monotherapy No. at 18 8 4 1 0 0 No. atrisk 19 13 10 4 2 0
risk (censored) 0 5 8 11 12 12 (censored) 1 4 6 11 13 15
Combination No. at 42 30 15 9 1 0
risk (censored) 0 9 22 28 36 37
Nie et al. JCO 2019
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Tislelizumab with gemcitabine and oxaliplatin

| Accessed for eligibility (N = 32)
; Characteristics N=30 -
{ Previous lines of therapy, n (%) » 25 -
d 1 prior line 17 (56.7) 5
2 prior lines 4(133) g 20+ W ORR
>3 prior lines 9 (30.0) o W PR
Prior chemotherapy, n (%) 30 (100) S 15- D)
¢ ABVD 30 (100) g 10 H PD
%  BEACOPP 2(6.7) E 7
T GDP 4 (13.3) < 5l
- ICE 4(13.3)
IGEV 3 (10.0) 0 4 — ==
GVD 2(6.7) Best Response Post-induction Response
Others 2(6.7)
Prior radiotherapy, n (%) 4 (13.3) B i
Prior ASCT, n (%) 5(16.7) _ 1.0 H e —
Prior brentuximab vedotin, n (%) 2(6.7) = 0.8.
Prior PD-1 antibody, n (%) 4 (13.3) o
Prior PD-L1 antibody, n (%) 2(6.7) '8 0.64 Med f/u 15.8 m
Response to PD-1/PD-L1 antibody*, n (%) = 04
Partial remission 2(33.3) e —+ Progression-free survival
Stable disease 2(333) £ 0.2,
(  Disease progression 2(333) @
E Disease status, n (%) 0.0{_ _ _ _ _
: Relapsed after first-line chemotherapy 10 (33.3) 0 5 10 15 20
k Refractory to first-line chemotherapy 20 (66.7) Months after Tislelizumab plus GemOx
< Refractory to the most recent therapy 20 (66.7) No. at risk
! 30 30 24 17 9 0
Maintenance ongoing (N = 24)
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Adoptive T-cell therapy for cHL

20t International Ultmann Chicago Lymphoma Symposium Ho et al. Blood Adv 2021



CD30 CAR-T in relapsed/refractory HL

All Patients Benda Benda-Flu Cy-Flu
Response (N=37) (=35 (=15 (h=17)
ORR
CR + PR 23 (62) 0 (0) 12 (80) 11 (65)
Response rate
CR 19 (51} 0 (0} 11 (73) 847
FR 4 (11) 0 (0} 1i7) 3 (18)
sD 4 (11} 1 (20 17} 21(11)
FD 10 (27} 4 (80} 2(13) 4 (24)
‘| -
P = 0002
= 0.8 4 = Flu
E = Po flu
S 06-
o
[=]
8 04
0
o 0.2 5

0 100 200 300 400 500 &00 700 BOOD 900
Time Since Initial Infusion (days)

o. at risk:
Flu
Mo

32 24 18 13 a i 2 2 1 1]
flu & 1 1] a Q 1] 1] L] 0 1]

On-going trials:

Allogeneic CD30.CAR-EBVSTs in Patients
With Relapsed or Refractory CD30-
Positive Lymphomas

CD30 CART Cells, Relapsed CD30
Expressing Lymphoma (RELY-30) (RELY-
{0))

Study of CAR-T Cells Expressing CD30
and CCR4 for r/r CD30+ HL and CTCL

Ramos et al. JCO 2020
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