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Outline

Treatment Landscape of R/R HL

Chemorefractory disease may not be really chemorefractory
AutoHCT post PD-1 blockade

PD-1 based combinations

Alternative immune checkpoints

CD30-targeted therapies beyond BV

Future directions

CITY OF HOPE



HL R/R

[ Eligible for ASCT

| [ Not eligible for ASCT |

Standard Risk (Late localized relapse) |

2 1 risk factor’ Previous BV treatment

Not previously BV treated [
] |

2 PD1i-Chemoor 2 BV-Chemo

) (

I
4 PD1i-Chemoor 4 BV-Chemo (single agent) | (4 PD1i-Chemo or 4 PD1i-BV |

v v v v v 1 1
PET 2- (DS 1-2-3) (CPET2+ (DS 45) ) PET 2- (DS 1-2-3) PET 4- (DS 1-2-3) ( PET 4+ (DS 4) ) (PET 4+ (DS 5) )
} !
[ 2 or:ladr:;uoml courses ] [ 2 ;XD;&?':\';MW ] One A ‘fyA‘g%_lt_hen. [ E/?t:%l;loml e:::‘r:;sagm
- radiotherapy or 2 * +/- Radiotherapy A iothera;
* Maintenance BV or PD1i* i Py
; ; , I
CLR @p (PD) CR/PR (P )
v
1 (or two) more cycle, then:
« BEAM-ASCT Maintenance BV or PD1i?
« +/- Radiotherapy +/- Radiotherapy
* Maintenance BV or PD1i*
Relapsed/ Refractory disease )

CITY OF HOPE

p—

* PD1i+ other chemotherapy : gﬂg}gﬁ:‘gzl
* orPD1i monotherapy S Chamoth efg{)y
* #/-Radiotherapy « BV or PD1i +/- combinations
1
v v v
CR SD/PD SD/PD
( Maintenance? ) ( Allo-SCT ) ( clinical trial / supportive care )




CLINICAL CASE

25yo female

« 1LABVD-PR

e 2LICE-PD

e 3LIGEV-SD

e 4LBV-SD

5L Pembro—- PR (near CR)

Is AutoHCT still feasible?

BUTIWENVE AlWAYS DONEIT THIS
£ WY,

makeameme.org
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25yo female

e 1LABVD-PR

e 2LICE-PD

e 3LIGEV-SD

e 4LBV-SD

* 5L Pembro— PR (near CR)

Is AutoHCT still feasible?

AutoHCT with BEAM

Remains in long-term remission

CITY OF HOPE

CLINICAL CASE

BUII'P‘WE'VE AlWAYS DONEIT THIS
—~WAY

makeameme.org



N=28 patients with
progression on PD-1
blockade who then

received chemotherapy
64% prior auto, 100%

prior BV

ORR 93%, CR 82%
25 pts proceeded to

allo

2y PFS 71%, 2y OS 80%

CITY OF HOPE

CHEMO AFTER PD-1 BLOCKADE

_

>

=
=
=3
S

|~

@

<

o
)

Probability of Survival
&
o

0251
0-001
0 10 20 30 40 50 60
Months
Number at risk
al{ 28 22 15 9 1 1 1
0 10 20 30 40 50 60
Months
(B)
®
2
c
& 1-001
[0]
e
T 0751 .
S
&
® 0501
(2]
e
o
<5 0257
2
30001 . . . . . .
£ 0 10 20 30 40 50 60
a Months
Number at risk
ai{28 21 14 9 1 1 1
0 10 20 30 40 50 60
Months

Chemotherapy after PD-1 blockade

highly effective

* Chemosensitization effect

e Could it apply to high-dose
chemotherapy?



AutoHCT post PD-1 blockade

AutoHCT post PD-1 highly effective

Retrospective study (n=77) of ASCT post

PD-1 blockade (PD-1 in 3L+)

e All patients ineligible for ASCT post
2L due to poor response

 18m PFS 81%!

* Pre-autoHCT PR vs. CR no difference!
(p=0.17)

* Response to PD-1 vs. no response to
PD-1 blockade important (p < 0.001)

CITY OF HOPE

A

Percent alive and progression-free

100

50

25 4

0

All patients

S

75 4

0 6 12 18 24

Months from ASCT
Number at risk
Al — 78 69 53 35 23

Percent alive and progression-free

100

75 4

50

25 4

pre-ASCT PET positive versus PET-negative p =0.17

I

0 T T T T
0 6 12 18 24
Months from ASCT
Number at risk
Negative =— 47 43 34 22 15
Positive = 31 26 19 13

B
PD-1 responders vs non-responders p <0.001
100 A
8
T
2 754
&
S
=
=] 50 1
s
2
<
g 25 1
£
0 T T T T
0 6 12 18 24
Months from ASCT
Number at risk
Response =— 63 59 45 29 18
Non response =— 15 10 8 6 5
D
Intervening salvage therapy vs not p=0.010
100
§ HM
T
2 754
8
S
=
= 504
s
2
<
g 25 1
£
0 T T T T
0 6 12 18 24
Months from ASCT
Number at risk
Yes =— 20 14 12 5 5
No — 58 55 41 30 18

Merryman, et al. Blood Advances 2021.




Importance of PD-1 blockade pre-autoHCT

Retrospective study of 1293 _ ) )

100
patients with HL R/R post
90 -
autoHCT e
. 80 |
* 318 pts received PD-1 +/-
o
BV pre-HCT £ " -
360 pts received BV Q 604
WITHOUT PD-1 pre-HCT E 50 -
2 ol
. <
Improved PFS with PD-1 R* 30
bIOCkade prE'HCT 20 Salvage Therapy (any line) Events/Total HR (95% Cl) Time-Point KM Est (95% CI)
. . —_ BV only 122/360  0.86 (0.69-1.08) 2 Years 70.5 (65.9-75.5%)
* Not just due to higher CR 0l— Chemo only 238/615  Reference 2 Years 67.6 (63.8-71.5%)
— PD1 +/- BV 33/318  0.32(0.22-0.46) 2 Years 88.3 (84.3-92.4%)
rate pre'HCT: 0 Stratified Logrank P-value: <0.0001 + Censor
* Effect maintained on 0 1 2 3 4 5
MVA *controlling* for Years from Transplant
Patients-at-Risk
response 360 263 213 178 142 114
615 417 337 275 222 179
318 223 139 83 43 27

CITY OF HOPE



PD-1 / BV refractory patients

R/R HL patients eventually A
will become PD-1 and BV o
refractory (neither curative®) iy
Retrospective study of 173 [ SR
pts with R/R HL refractory or B i
intolerant to BV + PD-1 -
* Median 3.4y from dx
« Median 5 lines of tx i
Prognosis improved with time wWho3o% o omw
e 0OS 7.4y from time of e
refractoriness ¢
* ORR to PD-1 rechallenge e
55%,
* ORRto BV rechallenge ' o
62% Pt 4 P pmT

PFS from rechallenge (years)

CITY OF HOPE



Can we restore PD-1

sensitivity?

* Would be useful — PD-1
blockade still most
effective mechanism in
R/R HL

How does acquired

resistance appear?

* May be an issue more
with the immune system
than the tumor

* Slow progression on PD-1
blockade common — can
continue tx for months /
years

* How to reinvigorate the
immune system?

CITY OF HOPE

Restoration of PD-1 sensitivity

PD-L1 binds to PD-1 and inhibits
T cell killing of tumor cell

Tumor cell

Blocking PD-L1 or PD-1 allows
T cell killing of tumor cell

Tumor cell
death

Credit: © Terese Winslow




Vorinostat — various

Pembrolizumab + vorinostat

immunomodulatory effects.

Pembrolizumab + vorinostat:
* N=32 (18 PD-1 refractory)
* ORR72% (56% in PD-1

refractory)

* DOR12.2m (8.6min PD-1

refractory)

PRINCIPLES OF SYSTEMIC THERAPY

Classic Hodgkin Lymphoma

* Consider the ing when g re-i
» Clinical trial enrollment
» Referral to a center with expertise

Relapsed or Refractory Disease

or subsequent therapy:

(Candidate for or Not a Candidate for HDT/ASCR)

Primary Refractory Disease or Relapse (within any time frame)

Additional Considerations for Relapsed/
Refractory CHL (Not a Candidate for HDT/
ASCR)

Second-Line and Subsequent Therapy™®
(in alphabetical order)

Therapy for Disease Refractory to at
Least 3 Prior Lines of Subsequent
Therapy (in alphabetical order)

CPI-containing regimens
+ BV-Nivolumab'

. GVD-PembroIiz‘,,umab2
« ICE-Nivolumab

+ ICE-Pembrolizumab*

Non-CPI-containing regimens
*BV

« BV-bendamustine®

» Gemcitabine/bendamustine/vinorelbine

* GVD (gemcitabine, vinorelbine, Iiposomgl ﬁ!qxorubicin
« ICE (ifosfamide, carboplatin, etoposide) 11,12

« ICE-BV13

« IGEV (ifosfamide, gemcitabine, vinorelbine)14

« DHAP (dexamethasone, cisplatin, high-é!ose cytaralbine)7-8

« Bendamustine'®

- Bendamustine-carboplatin-etoposide 16

« Decitabine-pembrolizumab'7:18.19

« GCD (gemcitabine, cisplatin,
dexamethasone)

* GEMOX (gemoitabine, oxaliplatin)?2

<| Vorinostat-pembrolizumab?®

)10

« Individualized treatment is necessary.
« For localized relapse, consolidative ISRT
should be strongly considered.
« Refer to or consult a center with expertise.
« Single-agent palliative therapy options
include:
» CPI:
0 Nivolumab?7-28
0 Pembrolizumab?29:30
» Non-CPI containing regimen:
0 Bendamustine'
0BVS
0 Everglimus2°
0 ISRT

0 Gemcitabine3!
0 Lenalidomide?®
0 Vinblastine?*

o
o
L

o
>
L

Probability

0.2 4

0.0 1

~+ Censored

o
o

AtRisk 23 14

o
o
1

o
~
L

Probability

0.2

0.0

-+ Censored

o
o
N

AtRisk 32 18 9

0.8

Probability
o o
e o~

o
[N)
1

o
<)
L

Naive/Sensitive

Refractory

0.8

Probability
o o
= o

o
N
1

o
o
L

0 6 12 18 24 30
13 7 4 2 1 0
10 7 4 1 0

Naive/Sensitive
Refractory

0 6 12 18 24 30 36
14 10 5 3 1 1 0
18 8 4 2 0

CITY OF HOPE

Mei M, et al. Blood 2023..




Decitabine 10 mg/day x 5,
camrelizumab 200 mg IV D8

g21d

PD-1 experienced cohort:

* N=50

* ORR 62% (test cohort),
80% (expansion cohort)

* DOR not reached

CITY OF HOPE

Camrelizumab + decitabine

Both cohorts
After ASCT failure: 25.6 months

Test cohort: 20.0 months

Expansion cohort: 21.6 months ASCT-ineligible: 16.1 months
9

P=0.2
1 c T T T T 1

24 36 48
Months

T T

(I) 1l2 24 36 48 0 12
No. at risk (censored) Months No. at risk (censored)

Testcohort 25 (0) 14 (1) 11(1) 6(2) 0(8) ASCT-ineligible patients 36 (0) 18(2) 6 (10) 3(12) 0 (15)

Expansion cohort 26 (0) 15(2) 1(13) 0 (14) Patients after ASCT failure 15 (0) 11 (1) 6(4) 3(4) 0(7)

5 mmm  PFS for prior anti-PD-1 monotherapy T Censored
1 SR mmm PFS per investigator on decitabine-plus-camrelizumab T Censored

4 LT
? Y
£ :
53 .
E o I I
on 2 Tl T .
w T T
[ T y

1

* bk
Response to decitabine CR " PR SD PD CR PR SD PDNE
plus camrelizumab Test cohort (N = 25) Expansion cohort (N = 26)
E

Primary resistance to prior anti-PD-1 monotherapy Acquired resistance to prior anti-PD-1 monotherapy
10 10i

li b: With decitabine plus camrelizumab:
21.6 months

With decitabine plus c
14.6 months

PFS (%)
o
PFS (%)
o

With prior anti-PD-1:

With prior anti-PD-1: 10% 10 months

4.7 months o
0 12 24 36 48 0 12 24 36 48
No. at risk (censored) Months No. at risk (censored) Months
Prior anti-PD-1 monotherapy 22 (0) 3 (0) 0(0) Prior anti-PD-1 monotherapy 29 (0) 11(0) 3(0) 0(0)
Decitabine-plus-camrelizumab 22 (0) 11 (1) 5(5) 3(5) 0(8) Decitabine-plus-camrelizumab 29 (0) 18(2) 7(9) 3(11) 0 (14)

0
U

Wang C, et al. Cancer Res. 2021 May 15;27(10):2782-2791.



Nivolumab + CC-486
(azacitidine oral) in R/R HL
refractory to PD-1 blockade

CC-486 300 mg PO D1-7
Nivolumab 480 mg IV D8
Q28d

Preliminary analysis (ASH
2023)

e 19 patients evaluable
* ORR63%

* PFS 11.3m (est)

Fully enrolled, data being
analyzed

CITY OF HOPE

PD-1 + HMA, cont’d

10 ] -|__ —|— Censored

0.8

0.6

0.4

Probability

0.2

0.0

At Risk 12 7 0

Time (months)

Mei M, et al. ASH 2023



Phase 2 trial in China of chidamide
(HDACI), decitabine, camrelizumab in
patients previously exposed to PD-1 ;i
blockade

N=52, 5 median lines of tx 8

PD-1 + HMA + HDACi

Patients
&,

 Only 5 had prior BV, 12 prior autoHCT e

ORR 94%, CR 50%, PFS 29.4m = s
ggog_ef,-:z B 2% 0 % @ 4

12 patients in CR discontinued therapy, 9 b i

remained in CR @ 1y

CITY OF HOPE

Progression-free survival (%)
@
g
.

PR: 23.3m 49% (26-71%)
SD: 58m 0

-t CR
it PR
— SD/PD

P <.0001

0

SD/PD 3 (0)

12 24 36 48
Months since CDP treatment

No. at Risk (censored)
CR 26(0)
PR 23(0)

23(2) 16(4) 4(12) 0(16)
22(1) 94 18 0@®)
10 0(0) 0(0) 0(0)

3
3

~
&

Duration of response (%)

Patients in CR/PR

50
P=.016
25 2-year DOR
—— CR 332m 75% (58-92%)
-t PR 209m 43% (21-65%)
0 T T T T
0 12 2 36 48

Months since CDP treatment

No. at Risk (censored)

CR 26 (0)
PR 23(0)

3
3

~
&

~
]

ml

Progression-free survival (%)
a
8

14
24

22(2) 15(5) 2(14) 0(16)
1903) 705 0(®) 0(8)

Overall patients

PFS: 29.4 m (95% Cl, 20.7-38.0 m)
year PFS: 94% (95% Cl, 88-100%)
year PFS: 60% (95% Cl, 45-74%)

T T T
12 2 36 48
Months since CDP treatment

No. at risk (censored)

52(0)

=
3

~
&

~
]

Progression-free survival (%)
a
g

o

46 (3) 25(8) 5(20) 0(24)

Best response to prior DP therapy

mPFS (95% CI)
— CR/PR  33.8m (25.4-42.3 m)

—._ SD/PD_ 223 m (19.4-25.2 m)
T T T

0

No. at Risk (censored)
CR/PR 40 (0)
SD/PD 12 (0)

12 24 36 48
Months since CDP treatment

35(2) 21(7) 5(16) 0(20)
11(1) 41 0(4) 0(4)

Chidamide PO 10 mg/day D1-4, 20 mg/day D8, 11, 15, 18
Decitabine IV 10 mg/day D1-5

Camrelizumab 200 mg IV D6

g21d

Nie J, et al. Blood 2024.




ALTERNATIVE CHECKPOINT INHIBITION

Many other immune checkpoints

besides PD-1 / PD-L1 tried in HL :

- CTLA-4 X-—== o
* CD47 /SIRPa & .S

y LAG 3 s Tumor cell

* TIM3 msg

* TIGIT = AU

Little interest in HL

Discontinued in HL (trials COH involved

in)

 TTI-621 (CD47i) /

* Vibostolimab (anti-TIGIT mAb) oo R N

* Favezelimab (anti-LAG3 mAb) — ORR ~ 2O wonen
29% to PD-1 refractory -:—(’)X'\;..

« AZD7789 (PD1/ TIM3 BsAb)

o SEA-TGT (antl-TlGlT mAb) Marin-Acevedo JA, et al. ] Hematol Oncol 14, 45 (2021).

CITY OF HOPE



| MTOR inhibition

- ORR 46% in phase 2 study LZZ,ST::;ICI,T;;?CJ; Izeonzazll)domlde (Major A, et al.

Johnston P, et al. E
(Johnston P, et al. Exp * Temsirolimus 25 mg weekly + lenalidomide 20 mg

Hematol Oncol 2018)

. DOR7.3m PO D1-2.1 g28 |
- Thrombocytopenia e 111 patients total (20 with HL)
° 0, o/ __ 0, ; |
(46%, 21% G3+), ORR 80%, CR 35% -- 40% bridge to allo
. o * 3deaths
Stomaticis (22.8%, . .
* G3+ hem toxicities common (neutropenia >
3.5% G3+) . .
thrombocytopenia > anemia)
%] + Censoring time
a.i 80 o W DLBCL
g 60: % . TTA_HL
% . § 50% L] :2—_
| III|||||| |
10 H: fi ‘
o- n : |
’ N ? Progres:ign free survival, 284:3 cycles ? ® o

CITY OF HOPE




CD30-DIRECTED THERAPY

CD30 expressed in ~100% of HL

* Multiple downstream effects of 030

activation /—'mmmN
e BV active in cHL and PTCL (recently /

approved in DLBCL + R2) ._ ks
* CD30 antigen retained in BV- mm \

refractory cases
e BV + cyclosporine is active in BV-

\
N .

refractory HL (Chen R, et al. CCR ™ Nk canonical pathway
2020, Kambhampati S, et al. m::gﬂkl/iﬂx? _
CLML 2024). ' " ! :

What qbout other CD30-targeted R ‘ Fom | o geCmdeE
therapies? @/ W NG NG N

Van der Weyden CA, et al. Blood Cancer J 2017.

CITY OF HOPE



CD30 CAR-T

Initial phase 1 promising A B
(Ramos CA, et al. JCO 2020) T Ty ‘
N=41, median 7 prior lines of tx £°] =
< 0.6 ‘T 06
ORR 72%, CR 59% £l 5 .|
1y PFS 36% g 0.2 E 0.2 4
1-Year OS, 94% (95% Cl, 79% to 99%) 1-Year PFS, 36% (95% Cl, 21% to 51%)
0 260 4(l)0 G(I)O 860 1,OIOO 1,2|00 0 1(I]0 2(l]0 3(')0 4(I]0 5(']0 6(')0 7;)0 8(')0 9(l)O
Very Safe! Time Since Initial Infusion (days) Time Since Initial Infusion (days)
CRS . 10/41 t II Gl No. at risk: 41 35 26 17 7 3 0 No. at risk: 37 25 19 13 8 6 2 2 y 0
hd N pts —a
D
* No ICANS ¢ :
s = 081
= 2 05/
Tessa Therapeutics obtained the rights to £ & o4
. wn g_)
develop this CAR-T further... S & 02
1-Year PFS, 61% (95% Cl, 35% to 70%)
0 100 200 300 400 500 600 700 800 900 0 100 200 300 400 500 600 700 800 900
Time Since Initial Infusion (days) Time Since Initial Infusion (days)
No. at risk: No. at risk: 19 18 15 12 74 6 2 2 1 0

CITY OF HOPE

Flu 32 24 19 13 8 6 2 2 1 0
Noflu & 1 0 0 0 0 0 0 0 0

Ramos CA, et al. JCO 2020.



CD30 CAR-T, CD30 BsAb

Figure 1: Overview of Study Design

Phase 2 monotherapy (CHARIOT)
* Production difficulties — delayed > 1
- 1y PFS 20% (3/15) yy y (St

StudyPopulation | | Mol cye tenaz | regpgcns
Relapsed or refractory cHL
after frontline therapy LD Chentotherapy M
Phase 2 in 2L + nivolumab (ACTION) * Age: 12years and above - Flidarabite S0maiiday |
. . + 1 measurable lesion (FDG-avid |==r - Bendamustine 70mg/m?day Non-ASCT
* Nivox 2+ CD30 CAR-T + nivo x 2 cliz nesdllchle AND A
. . + CD30-positive biopsy CRET G Contlnue-d nivolumab
* Then nivo x 6 vs. ASCT (lnvestl gator . EC1OG performance status of 0 2 x 10° cells/m2, Single infusion S S unacg‘::t'azzgxicity
or o
ChOICG) kNo active autoimmune diseay PR :ycle S SlAECRon R EYE 8y
QBO mg (or 6mgl/kg) every 4 weeky s
freie s s 8 e o g ks i AL / Study Endpoints
I H
Company went bankr upt, CD30.CAR.T i N =14 evaluable patients | | Response assessment Frimary:
| O R S S e T LuganoClassiﬁcation . SafetY(AE/SAEv AESI)
development haItEd (Cheson 2014) Key Secondary:
Subgroup analysis + CRatEOT
* Relapsed vs. Refractory Other Secondary:
* Transplant-eligible vs. Transplant-ineligible - ORR, DOR and PFS post-ASCT
Another CD30 CAR-T 5F11-28Z halted (ASCT patients)
o s » ORR, DOR and PFS (for non- /
due to toxicity (Brudno JN, et al. Blood ASCT patients) y

-
Adv 2024).

* Adults: Nivolumab 480 mg Q4W; Pediatric patients (aged 12-17 years and weighing = 40 kg): Nivolumab 480 mg Q4W;
Pediatric patients (aged 12-17 years and weighing < 40 kg): Nivolumab 6 mg/kg Q4W.

Abbreviations: AE: adverse event; AESI: adverse event of special interest; ASCT: autologous stem cell transplant; CAR-T:

CD30.CAR-T; cHL: classical Hodgkin lymphoma; CR: complete response; DOR: duration of response; ECOG: Easter
GEN3017 (CD30 BsAb, Genmab)

Cooperative Oncology Group; EOT: End of Treatment; FDG: fluorodeoxyglucose; LD: lymphodepletion; ORR: overall
response rate, PD: progressive disease; PFS: progression-free survival; PR: partial response; SAE: serious adverse event;

d is con ti nu Ed SD: stable disease

CITY OF HOPE




Novel ADC with camptothecin payload
* Phase 1 trial ongoing

e 11 patients treated @ COH

* No neuropathy

CITY OF HOPE

SGN-35C

PF-08046044 | SGN-35C

SGN-35C

® =

Glucuronidase-
/ cleavable linker

Anti-CD30
monoclonal
antibody

|
¢ |

A

Late endosome
and lysosome

Cytoplasm

CD30-expressing
tumor cell

TOP1 inhibitor
The active AMDCPT
cytotoxic payload

released in target cells

Release of TOP1
inhibitor AMDCPT

Proposed Mechanism of Action of a CD30-directed, Next-Generation
Antibody-Drug Conjugate With Novel Topoisomerase 1 Inhibitor Payload*

DNA replication inhibition
and ssDNA/dsDNA
damage, leading to
cell cycle arrest

Direct cytotoxicity

O
- 9
v O - o
* " Nucleus

* e Ee
& N Other Proposed Mechanisms of Action:®
- " 3 .
LY <
. T 3 )‘)J o
AMDCPT T 99

¥ Bystander effect

AMDCPT: 7-aminomethyl-10,11-methenedioxycamptothecin; CD30: cluster of differentiation 30; dsDNA: double-stranded DNA; ssDNA: single-stranded DNA; TOP1: topoisomerase 1
*Additional mechanisms of action and their potential to complement the direct cytotoxicity of some camptothecin-based antibody-drug conjugates are currently under investigation.

*SGN-35C is an investigational agent, and its safety and efficacy have not been established.
©2024 Pfizer, Inc. All rights reserved.



CD16/CD30 BsAb

Acimtamig (AFM13)
 (CD16/CD30 BsAb
* Monotherapy with ORR < 20% (Sasse

S, et al. Leuk Lymphoma 2022) Antitumor Activity
e AFM13 + pembro: 83% ORR in PD-1 + 39/42 responses (ORR 93%, 67% CR) l Hodtin
. : ~ NHL
naive ﬁngoDn:g 36 patients treated at the ) - ,esioln
* Unclear if more effective than e orR
PD-1 alone -« Among 32 cHL patients treated at ; h
the RP2D: o
* 97% ORR ‘
+ 78% CR B
AFM 13'N K + 10 patien;ts in PR after C1 converted *
. . . to a CR after C2
* AFM13 with preactivated NK cell given Al e
after LD chemo experienced PD with CAR-T had a CR

« 7 patients had a CR consolidated with

* ORR 97%, CR 77%, 63%in ongoing L N
response @ 6m )

Current trial:
AFM13 + AB101 (off the shelf NK cell)
* ORR 86%, CR 55%

CITY OF HOPE




Curative in R/R HL including after prior
auto

* PTCy appears to be very important

When to proceed?
* At first best response post auto?
» After exhausting PD-1 blockade / BV?

Ex:

Post-auto relapse

CR/PR with pembrolizumab

Proceed to allo now after wash-out? Or
wait for relapse and retreat?

My personal preference — wait until slow
progression on PD-1 blockade and then
add chemo -> allo.

CITY OF HOPE

AlloHCT in HL

(A) (B) (9]
100 - 100 - 100 -
0 . Chronic GVHD Non-relapse mortality - Relapse/progression
B o 80 P=012 80 P=0-54 80+ P=0-02
R _
E 8 60 60
35 T
° 5 40 40
D5 a
3= 204 20
g -
0 0
Years 0 1 2 3 4 5 Years 0 1 2 3 4 5 Years 0 1 2 3 4 5
Flu/Bu 99 33 18 16 11 5 Flu/Bu 102 50 29 22 12 6 Flu/Bu 102 50 29 22 12 6
Flu/Mel140 302 109 65 43 26 21 Flu/Mel140 317 165 123 87 62 42 Flu/Mel140 317 165 123 87 62 42
FluCy 68 32 19 15 14 9 FlwCy 72 30 21 15 12 7 FlwCy 72 30 21 15 12 7
(D) (E)
100 - - 100
= -\ Progression-free survival B Legend
= 80+ P=014 80 #
o i .
@ 60 60 Flu/Bu
axX H o — = = Flu/Cy
g 404 404
2 i a — — Flu/Mel
= 20 20+
2 B _
0 0-
Years 0 1 2 3 4 5 Years 0 1 2 3 4 5
Flu/Bu 102 50 29 22 12 6 Flu/Bu 102 78 65 51 31 20
Flu/Mel140 317 165 123 87 62 42 Flu/Mel140 318 246 200 147 101 71
FluCy 72 30 21 15 12 i Flu/Cy 72 60 44 34 27 19

Ahmed S, et al. BJH 2020.

uuuuuuuuuu

Months ater SCT

Montoro J, et al. TCT 2024.
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FUTURE DIRECTIONS

Many challenges:
* Perception of HL as “solved” (nivo-AVD)
* However, refractory patients are more difficult to salvage
e Difficult path to regulatory approval
* Low incentive for pharmaceutical companies
* No new mechanisms besides PD-1, CD30 targeting with ADC
e Alternative checkpoints disappointing

e (D30 CAR-T, CD30 BsAb disappointing

Most current efforts are in optimizing 1L, 2L tx.

CITY OF HOPE



Thank youl!

mamei@coh.org
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