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ACCREDITATION

This activity has been planned and implemented in accordance with the accreditation requirementsand policies of the Accreditation Council for Continuing Medical Education through the joint providership of i3 Health and
ANCO. In support of improving patient care, this activity has been planned and implemented by i3 Health and ANCO. i3 Health is jointly accredited by the Accreditation Council for Continuing Medical Education (ACCME),
the Accreditation Council for Pharmacy Education (ACPE), and the American Nurses Credentialing Center (ANCC), to provide continuing education for the healthcare team.

Physlclans i3 Health designates this live activity 15 AMA PRA Category 1 Credits™. Physicians should claim only the credit commensurate with the extent of their participation in the activity.
Physician Assistants, American Academy of Physician Assistants (AAPA) accepts certificates of participation for educational activities approved for AMA PRA Category 1 Credit™ from organizations
accredlted by ACCME. Physician assistants may receive a maximum of 15 hours of Category 1 credit for completing this program.

Successful completion of this CME activity, which includes participation in the evaluation component, enables the participant to earn up to 15 Medical Knowledge MOC points in the American Board of Internal Medicine’s
(ABIM) Maintenance of Certification (MOC) program.

Participants will earn MOC points equivalent to the amount of CME credits claimed for the activity. It is the CME activity provider’s responsibility to submit participant completion information to ACCME for the purpose of
granting ABIM MOC credit. By providing this information, participants are agreeing to allow i3 Health to share this information with the ACCME.

INSTRUCTIONS TO RECEIVE CREDIT

An activity evaluation form will be distributed. To claim credit, you must fill out and submit the form at the conclusion of the program. Your certificate of attendance will either be mailed or emailed to you after your
evaluations have been reviewed.

UNAPPROVED USE DISCLOSURE

This educational activity may contain discussion of published and/or investigational uses of agents that are not indicated by the FDA. The planners of this activity do not recommend the use of any agent outside of the
labeled indications.

The opinions expressed in the educational activity are those of the faculty and do not necessarily represent the views of the planners. Please refer to the official prescribing information for each product for discussion of
approved indications, contraindications, and warnings.

DISCLAIMER

The information provided at this CME activity is for continuing education purposes only and is not meant to substitute for the independent medical/clinical judgment of a healthcare provider relative to diagnostic and

treatment options of a specific patient’s medical condition. )
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QOutline
1. DLBCL

2. Follicular Lymphoma
3. AITL

4. Hodgkin Lymphoma
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25th Multidisciplinary Management of Cancers: A Case-Based Approach
Case 1l
+ 78 yo M presents to urology with painless L testicular swelling. In-office
ultrasound unremarkable, initially treated with a course of antibiotics
without improvement.
* 3 months later, exam shows a non-tender rash on L calf and ankle
* Labs show a normal LDH, CBC unremarkable
* Excellent performance status, ECOG 0
* New leg lesion biopsy demonstrates primary cutaneous leg-type vs
systemic DLBCL. CD20 highlights the vast majority of the large, atypical |
infiltrate. BCL2 and MUM1 are diffusely positive. C-MYC positive by
IHC.
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«  PET/CT shows a single enlarged retroperitoneal lymph node (1.3 x 0.8 ;! Il 3
cm, SUV 5.3) and abnormal, enlarged appearance of the left testicle $

»  Consistent with primary cutaneous DLBCL, non-GCB

*  HemeSTAMP (NGS molecular testing) demonstrates the following g

mutations: ‘
. MYD88 L265P mutation (VAF 32%) o

+  CD79B Y196S mutation (VAF 30%)

. TNFAIP3 mutation (VAF 30%) . 1
Y i
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DLBCL Genetic Subtypes
A DLB?_L
genetic
DLBCL S A provatonce | MMvOES % éggg;ﬂsp
gene expression M CD79B
subgroups 1° Vitreo-retinal 1°CNS
 ei— (61%, 42%, 29%)
All nodal DLBCL 1+ Broast
(11%, 11%, 4%) - 29rf;fls1 -
MCD DLBCL (50%, 29%, 17%)
(66%, 50%, 38%) 1° Adrenal
1° Uterine (24%, 48%, 10%)
(50%, 25%, 13%) < 1°Cutaneous
i (59%, 43%, 38%)
1° Testicular

1° Intravascular

(67%, 16%, 16%)
(47%, 38%, 24%)

Wright et al, Cancer Cell, 2020
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What molecular characterization do you
require for new diagnosis DLBCL?

1. None beyond path confirmation of DLBCL | 2%
2. FISH (MYC/BCL2/BCL6) only T 19%
3. FISH plus cell-of-origin (GCB / non-GCB) I 50%
4. FISH plus cell-of-origin plus next gen sequencing | NI 29%
5. Other | 0%
010 62 .
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

What initial chemotherapy would you give this 78 yo patient
with cutaneous and testicular involvement?

1. R-mini-CHOP x 6 L 12%
2. RCHOP x 6 [ 1%
3. lbrutinib-R-CHOP x 6 [ | 3%

a. Pola-R-CHP x 6 I 6 1%
s. Dose adjusted R-EPOCH x 6 1 12%
6. Other | 0%
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Phoenix Trial: The addition of ibrutinib to RCHOP in non-GCB DLBCL

MCD subtype
1.0
T 08 B veD iorutinio il Non-MCD Ibrutinib
% ) 0 MCD Placebo I Non-MCD Placebo
Event-free § 0.6
Survival @ 507
Younger ©
MC% £ 044
8 p value
g 0.24 McD 0.0105
& non-MCD 0.0125
04 Interaction 0.0084
0 1 2 3 4 5
Years

* 3year EFS 100% (ibrutinib + RCHOP) compared to
48% (RCHOP alone)
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Polarix Trial: pola-R-CHP demonstrates improved PFS, EFS, DFS compared to R-CHOP, but not OS

B Investigator-Assessed Event.free Survival
100-
90-
80-

En fls i cHp * 2 yr PFS higher for pola-R-CHP: 76.7%
T % [95% CI 72.7-80.8] vs [95% CI
g :g Hazard ratio for event or death, 65'8-74'6]

0 b 007052(95% Cl,0.58-0.96)

Months

No. at Risk
PolaRCHP 440 402 348 323 243 78 NE NE
RCHOP 439 386 327 204 218 78 3 NE

D Overall Survival
100-
90-
80-
70

Pola-R-CHP

60
50

* 2 yr 0S not significantly different for
pola-R-CHP: 88.7% [95% Cl 85.7-91.6] vs

Percentage of Patients

B oo 617 [95% Cl 85.6-91.6]
109 pg75
é é 1'2 JIB Z‘A ]‘0 3‘6 4'2
Months
No. at Risk
Pola-R-CHP 440 423 397 384 362 140 15 %
R-CHOP 439 414 401 376 355 132 20 1 —~
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DADCS3 call ABC or non GCB?
Dr. A. Dimitrios Colevas, 2/12/2025
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DADC4 graphs not readable. select 1-2 bigger?
Dr. A. Dimitrios Colevas, 2/12/2025
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ABC tumors are more responsive than GCB tumors to regimens containing polatuzumab vedotin

D Cell of Origin and Benefit of Polatuzumab Vedotin in DLBCL
HR for Disease Progression, HR for Death
Relapse, or Death (95% Cl) (95% ClI)

G0O29365 trial
Overall —— e
GCB
ABC —— —a——
POLARIX trial
Overall -1 g
GCB
ABC — —_—
Combined trialfs:F "
Difference Difference
Overall
b by factor of i by factor of ey
GCB  38inHR; 5.0in HR; ————
ABC P<0.001 —— P<0.001 ——
T Trrrrmm Lo LLRLLIE T LI )
01 03 1.0 3.0 01 03 1.0 3.0

Modest overall benefit to pola-R-CHP seen in the POLARIX trial arises from the large benefit in ABC

DLBCL
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

How do you manage the possible CNS risk?

1. Intercalate high dose IV methotrexate into

your regimen with each cycle 6%
2. Give intrathecal methotrexate with each cycle [N 20%
3. Give high dose IV methotrexate x 2-4 cycles 53,

after completion of chemotherapy regimen
4. Give a combination of IT chemotherapy plus g 59%

high dose IV methotrexate
5. Do not give CNS prophylaxis . 14%
6. Other | 2%

010
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Data around CNS PPx Remains Mixed

LYMPHOID NEOPLASIA | JANUARY 20, 2022

Single-route CNS prophylaxis for aggressive non-Hodgkin lymphomas: real-
world outcomes from 21 US academic institutions

CNS relapse after ) Key findings:
5.4% intrathecal 1. CNS relapse rates similar to CNS-IPI predictions, despite all
prophylaxis patients receiving prophylaxis
L P=0.40 2. PPxroute did not significantly affect CNS relapse rate
NS rel ft 3. Higher CNS relapse risk despite single-route PPx with:
o= : (Siapne alior * Testicular involvement
6.8% mizavenous * Non-GCB subtype
prophylaxis ~ * Increased extranodal burden
Orellana-Noia et al, Blood, 2022 §at"?‘9['1fo"l;g t COMPREHENSI%I,E%F cendiilen Bl El '}\ \ILO
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

In addition to systemic chemotherapy, what
radiation plan do you recommend?

1. No radiation I 10%
2. Radiation to involved testis ] 12%
3. Radiation to bilateral testes ] 31%
4. Radiation to involved site in the leg only m 5%

5. Radiation to bilateral testes and involved | £ 12

sitein leg

010 0 . '
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

A _aiad
*  The patient is treated with 6 cycles of R-CHOP and 4 doses of IT MTX ?
* Additionally receives consolidative XRT to testes bilaterally and the L
lower leg :
{ P
*  EOT PET demonstrates a CR f

* 3 months later, noted to have biopsy proven skin recurrence of left
lower leg that is progressing with multiple lesions in the leg
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

How do you treat this now 79yo patient’s
relapsed disease?

1. Platinum chemotherapy followed by autologous SCT [ | 4%,
2. CD19 targeting CAR-T therapy D 550
3. CD20/CD3 bi-specific antibody +/- chemotherapy ] 2%
4. Antibody or Antibody drug conjugate (polatuzumab-based

regimen, loncastuximab, or tafasitimab+lenalidomide) | 6%
5. BTK inhibitor +/- anti CD20 | 29,
6. Radiation I 220,

23
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Evidence for some R/R DLBCL Regimens

ORR (CR) PFS 2grade 3
AEs
Axi-cel (ZUMA-7)  83% (65%) 24m PFS: 46% 91%
[n=180]
Glofitamab [n=154]  52% (39%) 12m PFS: 37% 62%
Glofit + BR 60% (50%) 12m PFS: 51.7% 78%
(STARGLO) [n=183]
Epcoritamab 63% (40%) 24m PFS: 27.8% 45%
(EPCORE NHL-1)
[n=157]
Pola + BR [n=35] 43% (34%) mPFS: 5.2m (5.4m 89%
median follow-up)
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CAR-T in patients 280 years old

Octogenerians have:

» Similar response rates

+ Similar PFS (47% octogenarian vs 56% ages 65-79)
* Grade 3 ICANS 33% vs 25%

» Hospital stay 21 days vs 14 days (P <0.05)

» One year non-relapse mortality 11% vs 1%

. Stanford =~ oeevenscSF Helen Diller Family [l ANCO
Lee, Bharadwaj, et al, ASH, 2024 Cancer Institute " EALTH | CANCER CENTER Comprehensive : 25 s,
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*  He elects to pursue axi-cel therapy, proceeded by FluCy lymphodepletion

How do you consider bridging therapy before planned CAR-T?
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

*  Course is complicated by Grade 3 ICANS and Grade 2 CRS, requiring tocilizumab, anakinra, and
steroids

* Achieves a CR
« 17 months post-treatment, PET/CT demonstrates an ongoing CR

e 21 months post-treatment, PET/CT demonstrates New small intensely hypermetabolic
cutaneous and subcutaneous nodule on the right posterior-superior calf as well as other
punctate skin foci in this region are suspicious for recurrent DLBCL.

*  Biopsy confirms diffuse large B-cell lymphoma, non-germinal center type, CD19 positive

Stanford UGSF Helen Diller Family [l ANCO
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How do you treat this patient’s second
relapsed disease after CAR-T?

1. Platinum chemotherapy followed by autologous SCT [ 4%

2. Another CD19 targeting CAR-T therapy / CAR-T | 2%

3. CD20/CD3 bi-specific antibody +/- chemotherapy I 53

4. Polatuzumab-bendamustine-rituximab [ | 10%

5. BTK inhibitor | 2%

6. Other | 0%

010 e ‘
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Case 1 —Summary

> Polarix Trial:

> ABC tumors are more responsive than GCB tumors to regimens containing
polatuzumab vedotin

> The role of CNS prophylaxis remains unclear
> No age restriction on CAR-T
> Numerous options for refractory DLBCL, and field is rapidly evolving

Stanford comprenensiSF Helen Diller Family [l ANCO
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*  He starts Epcoritamab

« 2 months into tx, PET/CT shows decreased FDG activity and size of cutaneous and
subcutaneous nodule on the right posterior-superior calf. Other punctate mild cutaneous foci
in this region are nearly resolved.

*  Epicoritamab is continued with ongoing CR

®

Stanford UGCSE Helen Diller Family i ANCO
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 2

+ 55yo F presents with a L lower mandible nodule. No fevers, night sweats, or weight loss.
+ Initial CT NCAP: only an enlarged L mandibular LN 1.6 x 1.7 x 2.4 cm.
+ Labs: LDH 155 (wnl), CBC wnl, CMP wnl

+ Excisional biopsy: neoplastic cells positive for CD20, CD10,and BCL2; they are negative
for CD3 or CD5. Focal areas show increased centroblasts; however overall, they
represent <15 per high-power field, consistent with follicular ymphoma grade 1-2. No
sheet of large cells is identified.

« Stage IA, FLIPI score 0: low risk, 10yr OS ~70%

Stanford YGSF Helen Diler Family Jll ANCO
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How do you initially manage her?

1. Observation only I 4%
2. Rituximab only i 2%
3. Bendamustine and Rituximab or
Obinutuzumab 7%
4. Radiation to excised prior site D 4%
s. Get additional info to make decision
(e.g. m7-FLIPI) - %
6. Other I 0%
1o " @
34

25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 2

« Patient is observed without treatment

+ One year later, presents with growing palpable lymphadenopathy,
fatigue, and night sweats

+ Labs: CBC wnl, LDH 175 (wnl), albumin 4.4, CMP wnl

+ PET/CT shows: innumerable LN above and below the diaphragm
involving every nodal station, osseous and subcutaneous lesions (ie. left
inguinal nodal conglomerate measuring: 4.3 x 4.2 cm, SUV: 18.5)

omu =
oo~

« Excisional biopsy consistent with Stage IV Follicular Lymphoma, WHO
Grade 1-2 i

» No signs of large cell transformation
»  FLIPI score 2: intermediate risk, 10 yr OS ~50%

COMPREHENSIVE !
< HEALTH | CANCER CENTER Comprehensive
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Now how do you manage her?

1. Observation only (. 8%
2. Rituximab only [ 12%
3. Bendamustine and Rituximab I 5%
2. R-CHOP 5%
s. Rituximab/lenalidomide [ 10%

6. Other

0%

3/11/2025
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BRIGHT and STilL trials — BR better than R-CHOP

A
10+ Median (IQR; months)
s ;g 09 —B-R Not reached (221 to not yet reached)
£ — R-CHOP 409 (15:2 to notyet reached)
3 0 sl
o 05 074
a 04
£ 5] —m £ 0
o 01 — RovoPROVP E 054
— T [
002 4 6 8 10 12 18 24 W % 4 4 4 0 6 7 & 044
Time (months) 03
No. at risk: 024
BA 187 182 176 170 165 183 160 155 151 139 134 129 122 116 10 N 0 HR061 (BS%CI 042‘087)
RCHOP) 186 175 172 168 165 162 158 18 135 126 18 107 0 & 82 n 0 01+
RLVP p=0:0072
0 T T T T T T T 1
The initial BRIGHT trial comparing BR to R- * The estimated 10-year survival rates were 71% for B-R
CHOP/R-CVP, favored BR in FL5-yr follow-up and 66% for CHOP-R.
data show improved PFS with BR:
Difference in PFS = HR of 0.61 (95% Cl, 0.45 to
0.85; P =.0025)
Stanford YGSF Helen Diler Family Jll ANCO
Flinn et al, Blood, 2014 Rummel et al, Lancet, 2013 Cancer Institute HEAI.TH %?\ngg'gl;?lmis Comprehensive it 1
Flinn et al, JCO, 2019 Rummel et al, JCO, 2017 — 38
,JCO, @ sanford weoicine Cancer Center

38

15



3/11/2025
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RELEVANCE Trial: R2 vs R-Chemo Frontline — 6 yr follow-up
A
z
£ * Lenalidomide + rituximab versus rituximab-
e (055 ) = 1030, 10 107, P 78 chemotherapy demonstrated comparable 6yr
. . . . . . : . . PFS (60% vs 59%) and OS (89% for both
0 12 24 36 48 60 72 84 96 108
Time Since First Dose (months) groups)
’F\:—t:‘,.hae‘rrrvlzk: 517 446 390 333 277 243 146 56 3 0
R?2 513 412 370 328 281 242 157 51 5 0
Stanford =~ | o ens S Helen Diller Family [l ANCO
Morschhauser et al, JCO, 2022 Cancer Institute " EALTH | CANCER CENTER Comprehensive e 1
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Case 2 — Patient receives BR

@ stanford meorcime

R L * o " t
3 3 —p 4 49— 3 H
5 5 6 ] 0 0
0 0 7 7
Ho YD1 Wi
Before treatment After 4 cycles of BR 9 mos after completing
BR, she progresses
Stanford UGSE Helen Diller Family il ANCO
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

56 yo with low grade FL, POD24 after BR (9 months)
Biopsy shows low grade FL only

Now how do you manage her?
1. High dose chemotherapy with autoSCT -

2. Targeted agent (tazemetostat or
zanubrutinib + Obinutuzumab) I 22%

3. R-CHOP [ ] 3%

4. CAR-T I 50°%
5. Rituximab/lenalidomide s 12%

9%

6. Other B 3%

010
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POD24: Progression of disease within 24mos of frontline therapy

24-month landmark overall survival based on status of disease progression
within 24 months in patients with follicular lymphoma
=
z
S
2
£ 40
g Events/total Median (95% Cl)  HR* (95% Cl)  Time-point KM Est (95% Cl)
309 — No-PD 459/3328  17.9 (17.5-NE) Reference 3years  98.5(98.0-98.8%)
5 year
209 —pp 42211095 114(9.8-NE)  3.03(265.347)  3years
104 g s N
e All patients  881/4423 17.9 (17.5-NE)
0+ T T T T T T T T
2 3 4 5 6 7 8 9 10
Time (years)
Patients-at-risk
No-PD 3328 3213 2833 2444 2062 1735 1302 1009 649
PD 1095 940 803 670 534 431 317 211 131
All patients 4423 4153 3636 3114 259 2166 1619 1220 780
*Adjusted for gender; stratified by PS, FLIPI
~
" " Al
Stanford = YGSF Helen Diler Family Jll ANCO
Casulo et al, Blood, 2022 Cancer Institute UCDAVIS | COMPREHENSIVE A
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Patients treated with rituximab + benda
POD24 vs other

1.00
BR REFERENCE GROUP
N=198
= 075 Ref group
4 NO POD24
£
[=]
G 050
= BR+ POD24
E
2
025
0.00
0 1 2 3 4 5 6 POD24 after bendamustine has a high risk of
Time from risk defining event(years) transformed disease in FL
Number at risk
BRref 198 135 52 n 3 3 1 . .
pQD'u 7 2 10 s 2 ) 1 Biopsy these patients thoughtfully

Freeman et al, Blood, 2019
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Case 2: Receives rituximab and lenalidomide

R L R L
3 3 3 3
5 5 5 5
] [] 0 0
Ho %01 ' Ho ¥01
PET after lenalidomide + Surveillance PET 26 months
rituximab demonstrates a CR later shows progression; still

low grade FL

45

45
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Now how do you manage her?

1. High dose chemotherapy with autoSCT g 18%
2. Targeted agent (tazemetostat or
zanubrutinib + Obinutuzumab) - 10%
3. R-CHOP | 0%
s. CAR-T [ E3A
s. Repeat Rituximab/lenalidomide B 4%
6. Bispecific CD20/CD3 B 10%
7. Other | 2%
1o 7 0 @
47

25th Multidisciplinary Management of Cancers: A Case-Based Approach

Mosunetuzumab in R/R iNHL Tazemetostat in R/R FL Zanu + obin in R/RFL

* ORR 65.7%, CR rate 49.3% EZH2-mutated: Zanu + obin:

+ Median PFS 12.2 months * ORR 69%, CR rate 13% * ORR69%, CR rate 39%
+ Median PFS: 13.8 months * Median PFS: 28 months
EZH2-WT:

* ORR 35%, CR rate 4%
* Median PFS: 11.1 months

Budde et al, JCO, 2024 Stanford 3 UGCSE Helen Diller Family El ANCO

. . CDAVIS | COMPREHENSIVE :
Zinzani et al, JCO, 2023 e HEALTH CANCER CENTER Comprehenswe
Morschhauser et al, Lancet, 2020 e i

Gancer Center 8
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Efficacy and safety of CAR T-cell therapy in Follicular Lymphoma

Median follow-up

Axi-cel (n=124)
41.7 months

Liso-cel (n=130)
18.9 months

Tisa-cel (n=97)
9.9 months

Morschhauser et al, Nature Medicine, 2024

@ stanford meorcime

ORR (CR) 94% (79%) 3LFL:97% (94%) 86.2% (69.1%)
2L FL: 96% (100%)
Median PFS 40.2 months Not reached Not reached
Median DOR 38.6 months Not reached Not reached
CRS (>Grade 3) 78% (6%) 58% (1%) 49% (0%)
Neuro Events 56% (15%) 15% (2%) 37.1% (4.1%)
(>Grade 3)
Any >Grade 3 AE  83% 3LFL: 75% 78.4%
2L FL: 61%
Dreyling et al, Blood, 2024
Neelapu et al, Blood, 2024 Stanfo_rd =i COMPREHENSHESF
Jacobson et al, The Lancet, 2022 Gancerinsttute IHEAI.TH CANCER CENTER Comprehensive

Cancer Center

Helen Diller Family El ANCO

49

49

25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 2

« She declines CAR-T and is started on mosunetuzumab
» Experiences grade 1 CRS and rash, which self-resolve
« After four cycles, PET/CT demonstrates a mCR

+ She continues to do well, now s/p 8 cycles of treatment
and off treatment

oW =
omw r

Mo ¥O1

cStanlﬁgtr(ti e COMPREHENSIU%FVE Helen Diller Family I.I ANCO
ncer Insti UL BPAYIS .

A amints HEALTH | CANCER CENTER Comprehensive i .
@ stanford wecicie Cancer Center
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BBSE  24th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 2 — Summary

POD within 24 mos of frontline therapy is prognostic

BRIGHT and STiL demonstrate a benefit to BR over RCHOP/RCVP in frontline
therapy for FL

> Inthe relapsed refractory setting, mosun, taz, vs zanu + obin have
demonstrated good response rates

> Axicel, tisacel, and lisocel have demonstrated benefit in the R/R setting

Stanford UGSF Helen Diller Family [l ANCO

e UCDAVIS | COMPREHENSIVE .
* HEALTH | CANCErCENTER  Comprehensive

Gancer Center ot
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 3

* 73 yo M presents to the ER with several weeks of SOB and cough. Eruption of new pruritic rash.

» CT CAP demonstrates diffuse adenopathy throughout the base of the neck, chest, abdomen and
pelvis and hepatosplenomegaly

* Labs: elevated LDH, undetectable haptoglobin, and positive Coombs test. Treated for warm AIHA

cStanlf(gtr(ti ) comprenensiSF Helen Diller Family [l ANCO
n T NSt UL WRYIia .

=y HEALTH CANCER CENTER Comprehenswe et d
@ stanford wecicie i Cancer Center
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 3

e Lymph node biopsy reveals atypical T cell infiltrate with a T follicular helper cell
immunophenotype, including expression of PD-1, CD10, BCL-6, ICOS, and CXCL13, that is
associated with residual but disrupted B cell follicles with irregular expansion of follicular
dendritic meshworks and high endothelial venules. these T cells also express at least partial CD25
and CD30 (10%). Consistent with nodal T follicular helper cell ymphoma, angioimmunoblastic-

type

e Next generation sequencing reveals the following mutations:
e TET2Q1414fs, VAF 13%
e DNMT3A W327*, VAF 9%
e RHOA G17V, VAF 8%
® (D28 T195I, VAF 6%

Stanford comprenensiSF Helen Diller Family [l ANCO
ncer Insti UK AV IS #

=y HEALTH CANCER CENTER Comprehenswe e

@ stanford wecicie i Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

How would you treat him?

1. CHOP x 6 [ ] 25%

2. CHOEP x 6 [ ] 12%

3. BV-CHP x 6 I 502

a. AIte_rnati\{e monqthgrapy (beli-n-ostat,. »
romidepsin, azacitidine, duvelisib)

5. Other | 0%

1o 2 @

55
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

CHOEP vs CHOP does not improve OS in AITL

HR(95% Cl)
» CHOP (vs.CHOEP)  —— 0.95 (0.64-1.42)
PTCL (vs. ALK- ALCL) — 2.05(1.12-3.74)
AlTL{vs. ALK-ALCL)  —— 1.01 (0.54-1.86)
IPl-score 3-5 (vs. 1-2) —— 1.66 (1.11-2.49)
No ASCT (vs. yes) L 5.68 (3.45-9.37)
T T T T T T T T T T

0 1 2 3 4 5 6 7 8 9 10

* CHOEP improved OS in ALK* ALCL but not in ALK~ ALCL, AITL, or PTCL NOS
* In ALK™ ALCL, AITL, or PTCL NOS, use of etoposide did not translate into an OS benefit when corrected for
IPI score, PTCL subtype, and use of ASCT.

' Stanlfo_rd s COMPREHENSHE%F Helen Diller Family [l ANCO
Brink et al, Blood, 2022 Canceyinstiie HEALTH | CANCER CENTER Comprehensive — J
@ stanford wecicie Cancer Center
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

ECHELON-2: Frontline A-CHP vs CHOP in CD30+ PTCL

Disease indication

ALK-positive SALCL 5/49 16/49 e 029 (0-11-0.79)

ALK-negative SALCL 50/113 60/105 —a—| 0-65 (0-44-0-95)
[ AITL 18/30 13/24 — - 1.40(0-64-3-07)

PTCL-NOS 19/29 31/43 —a— 075(0-41-1:37)

r T 1
01 05 1
+“— —>
Favours A+CHP Favours CHOP

* Brentuximab-CHP was not superior to CHOP in frontline therapy for AITL with respect to PFS (shown above)
or OS

» Safety profile of both regimens was comparable (similar neuropathy and neutropenia), Gl side effects more
common with Brentuximab-CHP

Horwitz et al, The Lancet, 2019 Stanford == = o ehEnsiCSF Helen Diller Family [l ANCO
fancel it HEALTH | CANCER CENTER Comprehensive e J
@ stanford wecicie Cancer Center

57

23



Slide 57

DADC14 what is A-CHP?
Dr. A. Dimitrios Colevas, 2/12/2025



3/11/2025

25th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 3

e Heis started on CHOP
e Interim PET/CT demonstrates CR after 2 cycles
e However, EOT PET after 6 cycles demonstrates recurrence, biopsy confirms recurrent AITL

B .
HD HIP Mo cut ; e ﬁ
_ > &

b

A Y
= eyt
Kz A

Interim PET EOT PET
R L R : : L
3 - 4 ;. :
5 5 0 ! 0
/
»
Stanford UGSF Helen Diller Family [l ANCO
Cancer Institute LUCDAVIS | COMPREHENSIVE i
aneneacs. HEALTH | CANCER CENTER Comprehensive e T :
@ stanford wecicie Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Patient is not felt to be good candidate for allogeneic
transplant. Now how do you treat in second line?

1. ICE [ | 4%
2. Romidepsin +/- azacitidine I 5%
3. Brentuximab +/- bendamustine I 4 1%
a. Duvelisib [ | 4%
s. Gemcitabine regimen (e.g GemOx or GDP)_ 14%
or pralatrexate
6. Other i 2%
010 7 s '
60
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Single agents vs combination chemotherapy in R/R PTCL
(A)

1.0

Overall Survival |

0.5

0.6

Survival

04

02

0.0 +

-« e
T T

18

T T T T
30 48 54 60 66

" 3 1 1 1

i 5

2 1 1

Median OS was 38.9 months in the single agent group vs 17.1 months in the combination therapy group
Median PFS was 11.2 months in the single agent group vs 6.7 months for the combination therapy group

Stanford YGSF Helen Diller Family Jill ANCO
Cancer Institute LUCDAVIS | COMPREHENSIVE R

Stuver et al, Am J Hematol, 2021 s HEALTH | CANCER CENTER Comprehensive B NS
@ stanford wecicie Cancer Center
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DADC21 A A Ar[IF .
BEE psth Multidisciplinary Management of Cancers: A Case-Based Approach
Romidepsin Romidepsin+ Brentuximab+ Duvelisib
Azacitidine bendamustine
PTCL (other tl
Tfh)
53% 49%
29% -
PFS(months)
LT -———
54% 80% 67% 62%
CR 25% 60% 50% 51%
PFS(months) 4.1 8.9 9.7 8.3
Aubrais Blood Adv 2023
Ghione Blood Adv 2020
Mehta-Shah ASH 2024 .
Falchi et al, Blood, 2021 Stanford UGSF Helen Diller Family ‘['I ANCO
Cancerlnstltute UCDAVISE | COMPREHENSIVE B i
< HEALTH | CANCER CENTER Comprehensive L S,
@ suanford weoicine Cancer Center
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 3

e He is started on romi + aza, achieves a CR after 2 cycles

e CR continues to persist, now s/p six cycles

HD WIP Wo cut
PET after 2 cycles
with CR
\
R L
5 5
0 0
0 0
!.
Stanford UGSF Helen Diller Family [l ANCO
Cancer Institute LUCDAVIS | COMPREHENSIVE i
ancesanbaess HEALTH CANCER CENTER Comprehenswe € T J
@ stanford wecicie Cancer Center
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24t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 3 — Summary

AITL Upfront:

> The addition of etoposide to CHOP in frontline therapy does not improve
outcomes in AITL

> ECHELON-2: Even in CD30+ disease, BV-CHP was not superior to CHOP for
AITL

AITL relapsed:

> Romidepsin + azacitidine, bendamustine + brentuximab, and duvelisib all with
good activity

cStanlﬁgtr(ti e COMPREHENSIU%FVE Helen Diller Family [l ANCO
ncer Instr UL WRAYIS .

=y HEALT CANCER CENTER Comprehenswe e d
@ stanford wecicie Cancer Center
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 4

« 23 yo F presents with waxing/waning cervical adenopathy, fevers, night
sweats, and dyspnea

» Staging labs show: WBC 17.3, ALC 0.78, 4.5% lymph, Hgb 11.6, Plts 514,
Alb 3.8, ESR 47

oow W
oow

« PET/CT shows hypermetabolic masses/nodes in the anterior mediastinum,
above/below the diaphragm, and peribronchial pulmonary consolidations

» Biopsy reveals Stage IV classic Hodgkin lymphoma, nodular sclerosis type. e

CD30+, CD20 -, CD15+, EBER -, PAX5 dimly positive. IPS 4.

Stanford comprenensiSF Helen Diller Family [l ANCO
ncer Insti UK AV IS #

=y HEALTH CANCER CENTER Comprehenswe e

@ stanford wecicie i Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

How would you treat her?

.. BrECADD I 2%

2. Brentuximab+AVD [ 29%

3. Nivolumab+AVD - s

2. ABVD x2 then PET adapted to AVD vs — 179%
BrECADD (modified RATHL)

s. Other | 0%

010 o '

67
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

HD-21: Phase 3 Trial Comparing BrECADD vs eBEACOPP

* 4yr PFS with BrECADD was 94.3% vs 90.9% with
eBEACOPP (p-0.035)

HRO66 (95% Cl045-097;p-0035  *  Treatment-related morbidity was significantly
lower with BrECADD (312 [42%] of 738 patients)

Progression-free survival (%)
N
3

—;:EZ:;ED"t group ;I()mr:Z:::: gzg?;;gfigeé;s)timate(ss% a) than with eBEACOPP (430 [59%)] of 732 patients;
60 48months 943 (926-961) relative risk 0-72 [95% CI 0-65—0-80]; p<0-0001).
——eBEACOPP 36 months 92:3(90-3-94-2)
50 48 months 90-9 (88-7-93-1)
v + Censored
0T T T T T T T T 1
0 6 12 18 24 30 36 42 48

Number at risk

(number censored)

BrECADD 742(0) 721(14) 701(23) 688(32) 670(41) 639(70) 588 (120) 488 (217) 374 (329)
eBEACOPP 740(0) 711(18) 685(26) 663(35) 643(47) 628(59) 578(107) 471(209) 372 (306)

Borchmann et al, The Lancet, 2024

Stanford UGCSE Helen Diller Family il ANCO
Cancer Institute UCDAVIS | COMPREHENSIVE |
ancesanbaess HEALTH CANCER CENTER Comprehenswe : , d

@ stanford wecicie Cancer Center o
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

S$1826: Nivolumab+AVD in Advanced-Stage Classic Hodgkin’s Lymphoma

A Progression-free Survival
100-Pdagi -
] A ——— VD
AN g, 123014 13110
2 80 BV+AVD 2-Year Estimate
2 709 for Progession-free
& 604 Disease Progression or Death ~ Survival (95% Cl)
‘s so4 no. of patients percent
& N+AVD 41 92 (89-94)
£ 404 BV+AVD 81 83 (79-86)
g
g 304
& 204 Hazard ratio, 0.45 (95% Cl, 0.30-0.65)
10+
T T T T 1
12 24 36 48 60
Months since Randomization
No. at Risk
N+AVD 487 450 281 101 9 0
BV+AVD 483 392 244 97 7 0

* N+AVD resulted in longer PFS than BV+AVD

« High grade adverse events > with BV+AVD except neutropenia (56% with N+AVD vs 34% with
BV+AVD)

* Neuropathy: 29% with N+AVD vs 56% with BV+AVD

Stanlfo_rd —— COMPREHENSHE%F Helen Diller Family [l ANCO
Herrera et al, NEJM, 2024 CNEEIEE HeATH | cANCERCENTER  Comprehensive : '

@ stanford wecicie Cancer Center e
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

. . .
Sequential Pembro+AVD in Untreated Hodgkin’s Lymphoma
1.00
* Ongoing trial: NCT06164275 with 3to 6

g o7 cycles of pembro followed by AVD for 2 to 6

E PFS = 100%

n cycles

T 050

g

& s Median follow-up (range) .

83.11260,450) * Phase 2 study of pembrolizumab for 3 cycles
. followed by AVD chemotherapy for 4 to 6
0 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 CVC|es
Months since registration
Number at risk
A\I-l 30 30 30 30 30 30 30 30 30 30 30 30 30 30 20 19 16 14 10 8 3 1 0O
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44
Months since registration
Stanford UGSF Helen Diller Family [l ANCO
Cancer Institute LUCDAVIS | COMPREHENSIVE ,
Allen et al, Blood Advances, 2023 aancecsmnioacss HEALTH CANCER CENTER Comprehenswe e v

@ stanford wecicie Cancer Center
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Patient receives Nivo-AVD but 6 months after initial metabolic CR,
develops relapsed disease, what would you do next?
1. BV I 27%
2. ICE -BV I - 1%
3. BV-nivo [ | 5%
2. GVD-pembro [ 9%
5. ICE-nivolumab or pembro Il 9%
6. Other (| 9% "
ot0 " @
72
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25th Multidisciplinary Management of Cancers: A Case-Based Approach

Phase 2 (n=38):
Pembro-GVD for R/R cHL

Characteristic
ORR, % (95% Cl)

Pembro-GVD x 2 (n = 38)*
100 (91 to 100)

CR, % (95% CI) 92 (79 to 98)
PR, % (95% ClI) 8 (210 21)
Best response, No. (%)

CR 35 (92)

PR 3(7.9

ORR was 100% and CR was 95%

Advani et al, Blood, 2021
Mei et al, Blood, 2022
Moskowitz, JCO, 2021

Phase 2 (n=42):
Nivo/Nivo-ICE in R/R cHL

2-year PFS: 72% (95% Cl: 56-83)

PFS - all treated

0 3 6 9121518212427 30333639424548
Time (months)from initial reatment

ORR was 93% and CR was 91%

Phase 1/2 (n=91):

3yr Follow-Up of BV+Nivo in
R/R cHL

Stanford
Cancer Institute UCDAVIS | COMPREHENSIVE
i HEALTH | CANCER CENTER

@ stanford meorcime

ORR was 85% and CR was 67%

UGSF Helen Diller Family lil ANCO

Comprehensive

Gancer Center 73
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 4

« Patient receives ICE-BV x 3

lymph node

« Eventual biopsy shows persistent lymphoma

Stanford
Cancer Institute UCDAVIS | COMPREHENSIVE
i HEALTH | CANCER CENTER

@ stanford meorcime

UCsF

« Subsequent PET shows Deauville 4 with a solitary hypermetabolic mesenteric

Helen Diller Family lil ANCO
Comprehensive ‘ g

Gancer Center 7
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25t Multidisciplinary Management of Cancers: A Case-Based Approach

2. Radiation plus maintenance BV
3. AutoSCT +/- radiation

. AutoSCT +/- radiation and
maintenance treatment

s. Switch to an alternative systemic
regimen

010

How would you treat her now?

1. Radiation alone to solitary lymph nodel 0%

[ 18%
[ 18%
I 5%
[ | 9%

76

25t Multidisciplinary Management of Cancers: A Case-Based Approach

Case 4

AETHERA trial showed
PFS benefit with 16
cycles of BV

Real world data suggest
perhaps less BV is as
effective and less toxic

+ BV+Nivo maintenance
also shows strikingly
good results

S-year PFS For Brentuximab Vedotin Versus Placebo After auto-HSCT
100

HR 0521 0379 -0717)

3 8

Percent of subjects free of PO o death

3 88 85 8 8

o

8 12 16 20 24 28 32 36 40 44 48 52 56 60 44 6B 72 76 80 84 88
Time (months)

Moskowitz et al, Blood, 2018

0 54 50 ) 2 24 5
15910)  S4(4)  52(6)  48(8) 44Q1) 2609 LA 5

DAVIS | COMPREHENSIVE

.I‘:‘er;;‘r.a et al, Lancet Haem, 2023
i ANCO

77
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24t Multidisciplinary Management of Cancers: A Case-Based Approach
Case 4 — Summary

> Nivo-AVD has replaced brentuximab-AVD as standard of care in
the frontline setting for cHL given greater efficacy and tolerability

> Sequential PET-adapted treatments with immunotherapy are
being studied

> Treatment for relapsed/refractory disease is not well defined in
patients who received immunotherapy in the first line

Stanford comprenensiSF Helen Diller Family [l ANCO
ncer Insti UK AV IS #

=y HEALTH ‘ CANCER CENTER Comprehenswe e

@ stanford wecicie i Cancer Center
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24t Multidisciplinary Management of Cancers: A Case-Based Approach

Thank Youl!

Stna[rlford . COMPREHENSHESF Helen Diller Family il ANCO
awniicss HEALTH | CANCER CENTER Comprehensive x

Cancer Center
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