CART Cell Therapy and Emerging
Bispecifics for the Treatment of
Follicular Lymphoma

Sairah Ahmed MD

Department of Lymphoma/Myeloma and Dept of Stem Cell Transplant and Cellular Therapy
Clinical Director CART program - Lymphoma/Myeloma
MD Anderson Cancer Center

CHICAGO

MEDICINE &
BIOLOGICAL
SCIENCES




Disclosures

Research support: (paid to my institution)
- Tessa Therapeutics, SeaGen, Merck, Xencor

Advisory committee member:
- Sanofi, SeaGen, Tessa Therapeutics

Consultancy:
- Novartis, Myeloid Therapeutics, Servier

19th International Ultmann Chicago Lymphoma Symposium



Follicular lymphoma is characterized by recurrent relapses
but not all FL is the same

. Survival for patients with follicular lymphoma has FL OS vs. General Population

Improved considerably with incorporation of anti-
CD20 antfibodies and chemotherapy or more
recently, immmunomodulatory agents like
lenalidomide

Probability of survival
B =]

« These approaches yield overall response rates of
more than 90%, and nearly half of patients remain o
alive without progression at 10 years o.surer

« Life expectancy of FL patients in CR30 is similar to Overall Survival
general population but shorter for non-CR30

0.8+

National LymphoCare Study

o
o

« Early relapse denotes a significantly poorer survival
and defines a High-Risk group needing better
therapies

o
»
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Disease Response Changes By Line of Therapy

 As the disease A OS by line of therapy
recurs, patients 1,00
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multiple lines of
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B PFS by line of therapy
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Number at risk

1st 922
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14 0 0
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Line 2 Line 3

| Non-novel monoth

Non-novel monotherapy

Anti-CD20 monotherapy

=
v, J

v =

-CD20 CHOP =

tional agents | > ‘

-CD20 CVP + |

tional agents | ‘
C I 3 S Anti-CI 1ts

|

‘ Anti-Cl ' nts
‘

\

\

I

[

|

Anti-CD20 bendamustine +
additional agents

Anti-CD20 lenalidomide +
additional agents

Anti-CD20 salvage +
additional agents

Anti-CD20 s

Anti-CD20 with novel therapy

AN Fj:[' -C Dz

Novel monotherapy

Other combination therapies

Radioimmunotherapy +

additional agents
Salvage + additional agents
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Progression-free survival (N=90)

1.0

0.8

Mosunetuzumab (IV/SQ)

% 0.6
° 0.4
CD20 Mosunetuzumab CcD3 - Median follow-up of 18.3 mo
B-ce"“ T-cell 0.2 Median PFS 17.9 mo
] ~— ) o0 0 2 4 6 8 10 12 14 16 18 20 22 24
Patients Time from the first response (months)
. atrisk 90 80 66 56 55 46 39 35 26 15 12 10 3
IgG1 N=%90
* single agent and combinations Median # of prior lines,n (range) 3 (2-10)
* Monotherapy as third-line or greater in FL: ORR 79%, CR 58%, 1-yr TF’r:ior systemic  Anti-CD20 Zg ﬂgg?;
o . . ] erapy Alkylator o
EFS 65%, CRS primarily grade 1-2 (Budde_ et al, ASH 21 #127) PI3K inhibitor | 17 (18.9%)
* Monotherapy as second-line or greater: with subcutaneous step- IMID 13 (14.4%)
up dosing, low CRS rates and ORR 80% in recurrent FL (Bartlett et CAR-T 3 (3.3%)
al, ASH 21 #3573) Prior ASCT 19 (21.1%)
« M+Len in R/R FL as second-line of greater - ORR 92% in 13 pts  Refractory to last prior therapy 62 (68.9%)
evaluable for efficacy, CMR 77% (Morschhauser et al., ASH 21) Refractory to any prioraCD20 (78.9%)

therapy

Refractory to prior aCD20 and
alkylator (double refractory)

19th International Ultmann Chicago Lymphoma Symposium POD24 47 ( 52 2%)

48 (53.3%)



T-cell proliferation

T cell
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Epcoritamab (SQ dosing) 0 @ Ll
« Monotherapy and combinations ‘ m

- Monotherapy (NCTO3625037) DLBCL = 46 FL = 12 el

* In FL 80% ORR, 60% CR (dose 12-48 mg)
« When given at a dose of 0.76 mg or higher, ORR of 90% (95% CI, 55%-100%)
« among the 10 evaluable patients with RR FL

« CRS 590/0; 0% Grade 3+ CRS Numibar of lines of previous therapy 30 (2-0-4-0) 45 (25-80) 30(2-0-45)
Previous therapies
Anti-C020 monoconal antibody 406 (100%) 17 (1) 68 (1009%:)
Anthragyclines 406 (100%) O (75%) 62 (91%)
Alkylating agents 46 (100%) 12 (100%) 67 (99%)
Autologous stem-cell transplantation TA5%]) 1(8%) 10(15%)
CAR-T therapy L (11%) 0 B 9%
Treatment-refractony patients by therapy
Last line of systemic therapy 41 (B9%) 10 (B3w) CB(8Bow)
Trial in progress EPCORE NHL-2 phase I/II fommesEms 4’?527:;"%-! oo fj';jjf*g'
trial with epcoritamab + R2 for R/R CD20+ FL; - -

All 5 response-evaluable pts achieved an objective response by week 7, with 4 achieving complete
metabolic response. CRS 31% (§rade 1/2; median time to onset was 15 days, median resolution 2
days (Linton et al., ASH 21 #3535)
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Glofitamab

Glofitamab (I1V) '° y 4
* single agent and combinations - !f

Silent Fe
region extends
halfife and

reduces

toxicity

* ORR 81% with monotherapy (n = 53) and 100%
with obinutuzumab

( n — 19 ) ’ C RS p rl m a rl |y gra d e 1/ 2 ( M O rSC h h a u Se r ;iagb}ter:i:ngz:zlsj:lith glofitamab as monotherapy or in combination with obinutuzumab by
et al, ASH 21 #138)

CMR rate
* With obinutuzumab (n = 75 with FL): ORR 81%, o s oty | S cambinton i
69% CR, median duration of CR not reached (%) (r=53) (n-19)
(Dickinson et al, ASH 21 #2478) Pouerefacens” Fie o 2763
POD24 11/19 (58%) 7/10 (70%)
* CRS rate was 78.9% in the combination cohort Prtelecn 7 2 e
and CRS in the monotherapy cohorts was 66% - =0 15/24 (63%) 3/7(43%)
with almost all being grade 1-2 GV, comple metabsic rsponse: A, phosshomaad -inase il D24, progresion

of disease within 24 months of frontline treatment; SPD, sum of the product of the diameters
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Odronextamab (1V)

e trials in progress

* Monotherapy trial with 25 FL pts; CRS rate was 57%
(n=7 with grade = 3)

* Grade 3 or higher neurotoxicity occurred in two patients
* The trial was suspended temporarily due to toxicity

* Responses were evaluated over a broad range of dosages
with dosage-dependent responses seen

* With treatment > 80 mg, the FL cohort demonstrated an
* ORR of 95.5% (CR rate = 77.3%)

* A global phase Il study is currently enrolling 5 separate
disease cohorts of rel/ref NHLs, one of which is rel/ref FL

Bannerji R, et al. Blood. 2019;134(Suppl_1):762.
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Odronextamab bispecific antibody structure

o Odronextamab __ 1
e O ;.;.j— $ 3 (vt et
N=96
Disease, n
DLBCL 53
FL Grade 1-3a 25
MCL 6
MZL 6
Other 6
Prior therapies
3(1-11)
Median (range) 12 (efficacy
analysis)

CAR T therapy, n

6 (safety analysis)

Status at Reporting, n
Remain on therapy
Completed treatment

Discontinuation due to PD

24
18

54




Conclusions: Bispecific Antibodies

« CD20-CD3 bispecific monotherapy is effective off the shelf therapy
for R/R FL

* Poor-risk Indolent NHL
« CD20- and alkylating agent-refractory disease

« PI3K inhibitor-refractory disease
* history of POD24 months

CRs have been maintained after completion of therapy

CRS may reduce with step up dosing and SC administration

Single-agent and combination studies ongoing
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CAR T-cell therapy and bispecific antibodies for R/R FL

CAR T-Cell Therapy Bispecifics
Axi-cel Tisa-cel Glofitamab Odronextamab Mosunetuzumab Epcoritamab
. . R/R NHL patients 2L+ Indolent B-cell R/R aggressive NHL Aggressive NHL
Patient Pop. RigFl;igftf:rtas ?:fr RLZFLriSSIf::: ?;tser after = 2 prior NHL (prior CD20 patients after = 1 prior patients after anti-
=<P P =<P P therapies treatment) therapies CD20 treatment
and/or ASCT
Trial/Phase NCT03105336 NCT03105336 NCT02500407 NCT02290951 P1 NCT03075696 NP30179, NCT03625037
ZUMA-5, P2 ELARA, P2 G029781, P1/1b ’ P1 P1/2
—
. 0, . 0, . 0,
Efficacy CR: 80% OCRR|.\',_6853/0°/ CR: 50% OC|'\)R|'\;-7953/;)/CC CR: 50% OCRR§_650®
ORR: 95% e ORR: 68% B ORR: 67% D
(ITT population) (dose = 12 mg)
CRS: 84% (8% grade CRS: 48% CRS: 23% . _
Safety 3+) Grade 3+ (SAE CRS: 6%) CRS: 62.2% (7.1% CRS: 59%
(Severe AEs) Neutropenia: 41% Neutropenia: 28% Hypophosphatemia: grade 3+) CRS: 56.4% (Total population);
penia. 17 Jropenia. 26 7o ypop E " | Gr 3 neurologic AEs: Neutropenia: 30.8% no Grade 2 3 CRS
(for all patients with Serious Neurologic 23% 49 ovents
iNHL) Events:10% Neutropenia: 21% °
\. /




CART vs. Current SOC Treatment for >3 line FL

Therapy m Tisa-cel Copanlisib Tazemetostat m

Trial ZUMA-5  ELARA CHRONOS-1 NCT0189757 NCT01849263.

N 84 52 104 42 (EZH2mv1) 110

CR rate 79% 69% 14% 12% 12.5%

PFS at 1 yr 78% 67% ~42%0 14% 20.4% (2 yr PFS)
Therapy 1 mo 1 mo Until PD Until PD Until PD
duration

Reference Jﬁfﬁ%‘;%ﬁl&" riEreial I oyl Morschhauser ef ol et NI ef of, Blood 2018

alncludes FL, MZL, SLL, and/or LPL
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ELARA Study Design

ELARA ELARA PFS

Study Design

Screening, apheresis, Optional
and cryopreservation | bridging chemotherapy?*
First efficacy assessment

—
Tisagenlecleucel — Month 3

manufacturing

Censoring times a
All subjects (n=94) — ——|{f——

Number of events (n)
All subjects: 26

Restaging,
Enroliment lymphodepletion

Tisagenlecleucel

infusion®
infusion Long-term safety and efficacy

follow-up
every 3 months until Month 12,
every 6 months until end of study

Kaplan-Meier medians
ility criteria Study treatment End points All subjects: NE months, 95% Cl (12.3, NE)
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« 218 years of age « Lymphodepleting chemotherapy options were Primary: CRR by IRC i i
« FLgrade 1, 2, or 3A + Fludarabine (25 mg/m? IV daily for 3 days) + (Lugano classification
Relapsed/refractory disease® cyc\ophospﬁamide (250 mg/mz. IV daily for 3 days) 2014) 0 2 4 10
N . . . « Bendamustine 90 mg/m? IV daily for 2 days
No evidence of histological transformation/FL 3B . X . . Ti h
) ) A « Tisagenlecleucel dose range (single IV infusion) Secondary: ORR, DOR Ime (mont S)
No prior anti-CD19 therapy or allogeneic HSCT -'0.6-6%108 CAR-positive viable T cell ry: g 4
was: & postiive viable T cels PFS, OS, safety, callular Number of patients still at risk

kineti
metes Allsubjects 94 91 a7 24

*Disease was reassessed prior to infusion for all patients requiring bridging therapy. ?Infusion was conducted on an in- or outpatient basis at investigator discretion. °Refractory to = 21 line of systemic therapy (including an anti-CD20

antibody and alkylating agent) o relapsed within 6 months after > 21 line of therapy or after an autologous HSCT.
CAR, chimeric antigen receptor; CD, cluster of differentiation; CR, complete response rate; DOR, duration of response; FL, follicular lymphoma; HSCT, hematopoietic stem cell ransplant; IRC, Independent Review Committee; IV,
PF

intravenous; ORR, 3 0S,

Presented By:  Stephen J. Schuster, MD #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO M e d| an fo” OW'U p of 1 6 6 m Onth S

Stephen icine.upenn.edu Permission required for reuse. ANNUAL MEETING

12-month PFS rate for FL was 67%
Fowler et al, Nat Med, 2021




ELARA

CRR Was Consistent Across Subgroups

| CRR n/N (%) [95% CI]
All patients N=94 i —- 62/94 (66.0) [65.5-75.4]
Age <65y (n=70) —-.— 46/70 (65.7) [53.4-76.7]
265y (n=24) ! —H8—— 16/24 (66.7) [44.7-84.4]
Sex Female (n=30) i —#— 21/30(70.0) [50.6-85.3]
Male (n=64) ! —il— 41/64 (64.1) [61.1-75.7]
Number of prior lines of antineoplastic therapy <2 lines (n=24) i —a— 12/24 (50.0) [29.1-70.9]
3-4 lines (n=43) —il— 34/43 (79.1) [64.0-90.0]
>4 lines (n=27) i —ai— 16/27 (59.3) [38.8-77.6]
PI3K inhibitor use Pretreated (n=19) i —HB—  15/19(78.9) [54.4-93.9]
Naive (n=75) ! —- 47175 (62.7) [50.7-73.6]
Prior HSCT therapy Yes (n=35) i —— 22/35 (62.9) [44.9-78.5]
No (n=59) —., 40/59 (67.8) [54.4-79.4]
Disease status to last line of prior antineoplastic therapy Refractory (n=74) i —- 48/74 (64.9) [62.9-75.6]
Relapsed (n=17) —a— 12/17 (70.6) [44.0-89.7]
POD24 from first-line anti-CD20 mAb containing therapy Yes (n=58) i —i— 32/58 (55.2) [41.5-68.3]
No (n=34) i — 29/34 (85.3) [68.9-95.0]
Cl, confidence interval; CRR, complete response rate; HSCT, hematopoietic stem cell transplant; T : T T T T T T T 1
al;Flin g\ier:?(lmiz;.)onse rate; PI3K, phosphatidylinositol 3-kinase; POD24, progression of disease 0 10 20 30 40 50 60 70 80 90100
Presented By: Stephen J. Schuster, MD #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO

Stephen.Schuster@pennmedicine.upenn.edu Permission required for reuse.

ANNUAL MEETING

19t International Ultmann Chicago Cymemosnehiymessitiation is the property of the author, licensed by ASCO. Permission required for reuse.



ZUMA-5 Study Design

ZUMA-5 PFS

Events not due to PD

ZUMA-5 Study Design

Fost-treatment
assessment and
long-term
fallow-up periods

Leukapheresis

Progression-Free Survival, %

Key ZUMA-5 Eligibility Criterla Primary Endpoint Key Secondary Endpoints
« R/RFL(Grades 1-3a) or MZL « ORR [IRRC assessed per + CR rate {IRRC assessed)
{nodal or extranodal)® the Lugano classification’) + Investigator-assessed ORR*
* 22 Prior lines of therapy that must -l il 1|4 1I6 1I8 2|O 2I2 2I 2I6 zlg 3I 3I2 3|4 3I5 3I8 4I
have included an anti-CD20 mAb e
combined with an alkylating agent® * CAR T-cell and cytokine levels Months
No. at Risk
FL 86 74 69 65 62 60 55 53 53 49 48 27 13 12 11 10 9 7 1 0
24 19 19 17 15 10 7 7 6 4 4 3 0
‘I‘::::1:h;l:l;::e;:::;::l,;l:;;l;b:r-:m completion af kast ther sy mars not ol igible * Sngle- sget ank-C00 enti body did nok countas line of therapy for sligbiliy 110 93 88 82 77 70 62 60 59 53 52 30 13 12 11 10 9 7 1 0
AE, acherse svent; sock-cul, scccabtapereciicloucsl, CAR, chimerica rtygen recepior; CR, complots responss; DO, duration of response; FL, follculer iynphome; (0L ndolent: ren-Hodgion bmphoms;

AR, Indapenclent Aadiciogy v Cormmition; 0, inkrevenous; mak, moncelonsl anbibody; M2L, marnginsl sons by phoma; G, overslres peras rebs; 05, oversllaurvval; PP, progression-fres survival
AR, rolspaed/refrectary.

T —r— Median follow-up of 30.9 months

24-month PFS rate for FL was 63%

No PD events after month 19

Neelapu et al. ASH 2021; Abstract 93 Jacobson et al, Lancet Oncol, 2022




ZUMA-5: PFS rates at 24 mo were consistent in key subgroups

Follicular Lymphoma (n=78)?

With POD24 Without POD24

0,
Parameter (95% Cl) (n=49) (n=29)

Neelapu et al. ASH Z2UZ1; Abstract 3

th - - - - ]
19th International Ultmann Chicago Lymphoma Symposium Jacobson et al, Lancet Oncol, 2022



PFS and OS was significantly higher in ZUMA-5 compared to SCHOLAR-5

w O

100%1

75% 1

== SCHOLAR-5 == ZUMA-5

» Findings were consistent in sub-
groups including patients with
disease failing = 3 prior LoT

c
S
s 50%
e
& . N HR (95% ClI) Favors axi-cel
2591 Hazard ratio: 0.28 < ,
(95% Cl: 0.17 - 0.45)
p = <0.001 Overall 56,86  0.28 (0.18, 0.45) —
0%1
0 6 12 18 24 30 3%
Time (months)
Number at risk =3 Prior LoTs 38, 60 0.20 (0.12, 0.34) —
SCHOLAR5| 56 28 15 6 4 1 1 R o :
ZUMA5{ 86 69 60 53 27 11 Ra "\?@ 0T 02 05 10
S : . . .
0 6 12 18 24 30 36 .
Time (months) é}z‘ Hazard ratio
= SCHOLAR-5 = ZUMA-5 N HR (95% CI) Favors axi-cel
100% i
Overall 85,86  0.52(0.28, 0.95) — e
75%
c 1
2 =3 Prior LoTs 59, 60 0.43 (0.23, 0.82) —— |
g 50% . ® !
E% 3 @Vt ;
pso|  Hazard ratio: 0.52 F A 01 02 05 1.0
°|  (95%CI: 0.28 - 0.95) é*}“ Hazard ratio
p =0.033
0%
0 6 12 18 24 30 36 42 48 54 60 66
Time (months)
Number at risk
SCHOLAR5| 85 70 66 49 44 37 32 28 21 18 5 1

ZUMA-5

86 83 80 75 69

40 15 2 0 0 0

0 6 12 18 24

30 36 42 48 54 60 66
Time (months)

SCHOLAR-5 is an
international,
multicenter external
control cohort,
generated to
provide
comparative
evidence inr/r FL
patients meeting
LUMA-5 eligibility
criteria with at least
24 months follow up

Patel et al JSMO 2022

Median follow-up time for ZUMA-5 was 23.3 months and for SCHOLAR-5 was 26.2 months
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We Don’t Talk About Cure

Lifetime costs for treated FL pts in US is ~$560k in 2021 - how will
that change in the future... (Eichten et al, Pharmacoeconomics, 2021)

New therapies increase the cost of care

However, addition of rituximab to chemotherapy or R maintenance

Improved clinical outcomes in a cost-effective manner (Monga et al,
Pharmacoeconomics, 2020)

Can we define “cure” for FL or Should “functional cure” be the goal

Considerations for time toxicity with “on treatment” and “treatment-
free” periods in FL; how to sequence novel therapies;



ZUMA-22 - Phase 3 study
for R/R FL comparing
axi-cel to SOC

Designed to determine if
axi-cel is superior to SOC
as measured by PFS

* Willinclude FL, grade 1-
3a R/R after at least 1 prior
line and

* high-risk disease
(POD24)
OR

e 272 prior lines

« EXCLUDES Prior CD19
targeted therapy

19th International Ultmann Chicago Lymphoma Symposium

STUDY SCHEMA

Figure 1. Study and Treatment Schema
z Treatment Period: Axicabtagene
= Ciloleucel Arm
2 ¢ A 3-day lvmphodepletion
- - chemotherapy regimen of
-z ‘5L fludarabine 30 mg/m*/day and
;i — f E — C}'Clt:lp.]ll'l!ip]liimi.du 500 mg/'m*/day ?E -
g = é& é admunistered daily x 3 days®. 2 E
= =" = = - -
B S S~ * A single infusion of axicabtagene 5 "—;
- E = oo ciloleucel administered at a target z Z
£ = ;gu dose of 2 x 10° ann-CD19 CART 2 =
5 = = cells’kg BWde < =
2|7 - g P
;- S = Fl
= & £
= o =
m ] -
&

Treatment Period: Standard of Care Therapy Arm

Subjects will recerve the imnvestigator's choice of the following
therapiesf:

s R2x 12 cyeles (28-day cycle)
e  R-CHOP= x 6 cyeles (21-day cvele)

* BRx 6 cycles (28-day cycle)

20




Parting Thoughts...

* How can we better choose individualized “Qol-targeted” treatment?
(fixed duration vs ongoing treatment)

* For regimens with similar OS, consider value of PFS benefit vs QoL

* Is there a benefit for fixed time immunosuppression vs prolonged
Immunosuppression?

* It is possible that developing “curative” therapies may both improve
overall survival for FL but also be cost-effective in the long run and
improve QoL

19th International Ultmann Chicago Lymphoma Symposium 21



THE UNIVERSITY OF TEXAS

MD Anderson
Acknowledgements ancer(Center:

* Department of mm Radiafion Oncology
Lymphoma/Myeloma

» Bouthaina Dabaja CART TEAM

e Sattva Neelapu*

* Loretta Nastoupil*

e Jason Westin

* Michael Green

e Chris Flowers*

* Michelle Hildebrandt
* Paolo Strati

* Krina Patel
*borrowed slides

19th International Ultmann Chicago Lymphoma Symposium

e Chelsea Pinnix

= AYA/Pediatric

* Michael Roth
e Branko Cuglievan

lead

Coordinator

—RN el

* Yago Nieto
e Chifra Hosing

e EJ Shpall

— CART data
lead

\

Misha Hawkins —

Sherry Adkins -
CART APP lead

Nicole Johnson

)




Thank you! Questions?

sahmed3@mdanderson.org

y @sairah_ahmed
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Number of Prior Regimens often used to judge
suitability for AutoHCT in FL

1.004 1.0

0.75- 0.8-
S —

= < 0.6
S 0.50- =
2 2

= > 0.4+
? 0.25] — 2 therapies &

— 3 therapies 0.2 _ 2 regimens
; > 3 therapies > 3 regimens
r+———rr"r—T—T—7
0 2 4 6 8 10 12 14 16 18 20 0o 2 4  _ 8 10 12 14
Years Years

N =121; Median F/U = 13yrs

N = 248; Median F/U = 6yrs

Rohatiner et al, JCO 2007;25:2554. Vose et al, BBMT 2008;14:36.



Autologous vs. Allogeneic HCT for ETF Follicular

Lymphoma?
Progression-free Survival Overall Survival
100 1 100 -
x - 2 ;
Z 801 > 80;
S 60 T 604
o ] o 1
o o
o 40 - - 40 -
Be ] 3 ]
g% ol
04 04
0 2 4 6 8 10 0 2 4 6 8 10

Years Years
I S S 7
AutoHCT MSD MUD MUD
5-yr PFS 38 (32-45)% 52 (41-62)% 43 (32-54)% p=0.03 p=0.47 p=0.24
5-yr OS 70 (64-76%) 73 (64-81)% 49 (39-60)% p=0.60 p<0.0007 p<0.0005
CIBMTR

R R Smith S. & Hamadani M. Cancer. 2018;124:2541-51



Autologous vs. Allogeneic HCT for ETF Follicular
Lymphoma?

Non-relapse Mortality Relapse / Progression
100 H 100 -
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5-yr NRM 5(2-8)% 17 (10-25)% 33 (23-43%) p=0.003  p<0.0001 p=0.01
5.yr Relapse 58 (52-65)% 31 (21-40)% 23 (14-32)%  p<0.0001  p<0.001 p=0.25
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