R-CHOP es insuficiente
en LBCG de alto riesgo

Beatriz Wills, MD
Fundacion Santa Fe de Bogota



Caracteristicas clinicas de nuestro paciente

IPI risk factors, 1 point each: 2.°

Age > 60 years

Serum LDH > normal

Stage IlI-1V disease

ECOG PS 24

Two or more extranodal sites

Progression Free Survival by IP| Overall Survival by IPI
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53 4%

Progression-free survival (R-

3 points

Poor prognosis (R-IPI)

High-intermediate risk 49% overall survival (IPI) IPI)
group (IP1) 57% progression-free
survival (IPI)
IPI 3
NCCN IP1 4

Riesgo alto-intermedio

Despite the ease in its implementation, IPI
does not fully represent disease
heterogeneity.

Therefore, efforts have shifted to broad
molecular profiles that model and stratify
risks of adverse outcomes.

a) The International NHL Prognostic Factors Project. N Engl J Med. 1993;329:987-94 ; b) Ruppert AS et al. Blood. 2020 Jun 4;135(23):2041-2048 ; c) Schmitz N et
al., J Clin Oncol. 2016 Sep 10;34(26):3150-6



Indices clinicos prondsticos en LBCG tienen limitaciones

Andlisis de 2124
pacientes.

NCCN-IPI tuvo el mejor
poder de

discriminacion para OS.

e Comparacion de IPI, R-IPI, IPI NCCN

* No logro identificar un grupo de pacientes de alto
riesgo con supervivencia global significativamente

por debajo del 50%.

J

Ruppert AS et al. Blood. 2020



Linfoma Difuso de Células Grandes B, centro germinal
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¢ Cuales son las Caracteristicas moleculares de nuestra paciente ?

Diffuse large B-cell
Iymphoma

de Level. Blood. 2022

Pero no todos los GCB se compartan igual...

Gene expression
subgroups

Overall survival

Candidate drug target

R-CHOP
Genetic Hallmark genetic features chemotx
subtypes
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/- CD79B mutation 40% | v | v
/ NOTCH1 mutation 27% | v
BCL6 translocation o
NOTCHZ2 mutation 67% v v
SGK1 mutation o
TET2 mutation 84% v
- MYC translocation o
[ DfFalgg. ez N 48%
mutation v
BCL2 . .
rerdaeeien TNFAIP3 inactivation
DH-alg CARD11 mutation

0246810
Years

Composite

I Fish positivo para rearreglo de Myc

Heterogeneity observed within the COO subtypes




Subtipo agresivo de linfoma CG caracterizado por perfil molecular
Dark zone +

1.0
1. DHITsig expression extends beyond HGBCL-DH-BCL2 to identify dark zone lymphomas, and was thus
renamed the “dark zone signature” (DZsig)
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Alduaij, Blood 2023.
Ennishi . J Clin Oncol 37:190-201.
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157 GCB Tumors With DLBCL Morphology
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Alteraciones en MYC--> fenotipo mas agresivo y peores desenlaces
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A pesar de entender mejor |la biologia de LBCG...

Segui(a)mos tratando a los pacientes con LDCBG igual por mas de 20 aNos ...

CHOP* R-CHOP3
Standard of care

1997

1976 2002

Rituximab?

First targeted treatment
for B-cell NHL

McKelvey. Cancer. 1976;38:1484. 2. McLaughlin. JCO. 1998;16:2825. 3. Coiffier. NEJM. 2002;346:235.



Desenlaces con R-CHOP en primera linea para DLBCL

0.75 [

0.50

— Time to progression
0.25 Progression-free survival
Overall survival

Probability of Survival

Sehn. NEJM. 2021;484:842.



Resistencia al tratamiento a primera linea es multifactorial

Tumor Heterogeneity

Genetic and/or epigenetic changes in cancer cells generate spatial
and temporal diversity to confer resistance to treatment
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Expansion of preexisting \
R/R DLBCL resistant clones and cells
with acquired resistance Therapy

Examples of genetic and/or epigenetic alterations in R/R
DLBCL

Genetic modifications

Cell cycle regulation

CCND3, CDKN2A, CDKN2B

DNA damage response

TP53

Epigenetic regulation

EZH2, CREBBP, MEF2B, KMT2C, KMT2D

Immune surveillance

B2M, CD58, HLA-A, MIS4A1

Oncogenes

MYC, PIM1, PRKCQ, GATA3,

MLLT10, ABI1 Epigenetic modifications
Signaling pathway activation DNA methylation
STAT6, SOCS1, FOXO1, MYD88, Histone

CD79B, NFKBIE, NFKBIZ methylation/acetylation

Y Heleukemia (2021)

Deficiency in TIICs

Immune dysfunction and supportive stromal cells promote a
protumor environment for treatment resistance

Upregulation of inhibitory
immune checkpoint molecules

Inhibition of apoptosis by cell
adhesion-mediated resistance

PD-1
T-cells
CEIIS BMSC

TCR Macrophage \
Reduced @ ZOH'SL!L?r e cell
infiltration B-cell- d€nadritic=iike ce

C) PD-L1 .ce .
activating
. . factors
Dysfunctional immune
Inadequate TME Protection from
apoptosis @ apoptosis

Host variabilities
Interpatient variabilities represented from multiple host-specific

factors lead to highly variable responses to treatment
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La mayoria de esfuerzos de mejorar R-CHOP han fallado

Intensificar terapia:
ASCTY, CHOP-14% ACVBP? DA-R-EPOCH*
R-CHOP-21
Adicionar agente adicional:
bortezomib>, ibrutinib®
and lenalidomide”’

1.00 =

AN

; \\ [ ] o
Mantenimiento
o rituximab?®, lenalidomide®,
S 025 ProgressiO”_‘free survival enzaStaurinlal everOIim usll

0.00 T T T T T T T T T 1

Remplazar un componente
bortezomib!?, obinutuzumab?!3

1: Schmitz 2012; Stiff, 2013 ; Chiapella 2017 ; 2: Cunningham, 2013 ; Delarue 2013; 3 Recher 2011, 4: Bartlett, 2019 ; 5: Leonard, 2019 ; Davies, 2019 ; 6: Younes, 2019 ;
7: Nowakowski, 2021 ; 8: Habberman, 2006; Jaeger, 2015 ; 9 :Thieblemont 2017 ; 10: Crump 2018 ; 11: Witzig 208 ; 12: Offner 205 ; 13 : Vitolo, 2017.




Mecanismo de accion Polatuzuman Vedotin

Anticuerpo monocolonal anti-CD79b
conjugado a monometin auristatin E (MMAE)

Polatuzumab
vedotin ¢ o

e =X

Binds to CD79b and
is then internalized

l»
J

Apoptosis

Microtubule
Sawalha. Onco Targets Ther. 2020;13:5123. disruption



POLARIX: Diseno del estudio

Ensayo doble ciego, fase 3, controlado con placebo

ARM A

Pola Rituximab
S 1.8mg/kg 375 mg/m?
Patients R-CHP + vincristine placebo Cycles 7 and 8
* Previously untreated Q21D x 6 cycles

DLBCL

+ Age 18-80 years

« IPI2-5 ARM B

+ ECOG PS 0-2 -
N=875 R-CHOP + pola placebo FTPAEL

2
Q21D x 6 cycles 375 mg/m

Cycles 7 and 8

Stratification factors

» |Pl score (2 vs 3-5)

» Bulky disease (=7.5cm)
» Geographical region

ECOG PS, Eastern Cooperative Oncology Group Performance Status; IPI, international prognostic index; Collaboration with LYSA and LYSARC
LYSA, Lymphoma Study Association; LYSARC, Lymphoma Academic Research Organisation; Q21D, every 21

days; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; R-CHP, rituximab,

cyclophosphamide, doxorubicin, and prednisone.



POLARIX: Pola-R-CHP mejoro significativamente la
supervivencia libre de enfermedad frente a R-CHOP.

100 = — Pola-R-CHP (N=440)
— R-CHOP (N=439) .
. 4 Censored HR 073 95% ClI, 0.57, 0.95
» Pola-R-CHP demonstrated a 27%
—~ 0 reduction in the relative risk of
= disease progression, relapse,
o or death versus R-CHOP
o 40 -
* 24-month PFS:
20 = 76.7% with Pola-R-CHP versus
70.2% with R-CHOP (A=6.5%)
0 | | | | | | |
0 6 12 18 24 30 36 42
Time (months)

R-CHOP 439 389 330 296 220

ITT population. Data cut-off: June 28, 2021; median 28.2 months’ follow-up.
NE, not evaluable.

78

NE

Tilly H et al. N Engl J Med. 2022;386(4):351-363.



Tasas de respuesta y supervivencia libre de enfermedad

Best overall response

PR: 9.3%
CR: 86.6%

Patients (%)

Pola-R-CHP
(N=440)

PR: 11.4%

CR: 82.7%

R-CHOP
(N=439)

Disease-free survival

— Pola-R-CHP (N=381)
— R-CHOP (N=363)
Censored

HR (95% Cl): 0.70 (0.50, 0.98)

Time (months)

No. of patients at risk
Pola-R-CHP
R-CHOP

Tilly H et al. N Engl J Med. 2022;386(4):351-363.



0S (%)

POLARIX: Supervicencia global y necesidad de tratamientos adicionales

Necesidad de tratamiento adicionales

100 =
40 -
M% 0 = Pola-R-CHP (N=440) m R-CHOP (N=439)
80 = 35 ~
30.3%
60 = — Pola-R-CHP (N=i40)30 T
— R-CHOP (N=433}, 5 .
+ Censored )
40 - S 20 -
©
& 15 -
20
HR 0.94 (95% Cl 0.65, 1.37); P=0.75 10 4
0 T T T T T T 1 5 -
0 6 12 18 24 30 36 42
Time (months) 0 -

Any treatment* Radiotherapy Systemic SCT CAR-T

No. of patients at risk
Pola-R-CHP 440 423 397 384 362 140 15 1
R-CHOP 439 414 401 376 355 132 20 1

Tilly H et al. N Engl J Med. 2022;386(4):351-363.




Pola-R-CHP R-CHOP

(N=440) {N=439)
Total 2-year 2-year Hazard 95% Wald Pola-R-CHP R-CHOP

Baseline Risk Factors N n Rate n te Ratio Cl Better Better

Age group
=§0 271 140 741 131 719 0-9 (0-6to 1-5) —a—
>60 608 300 779 308 695 0-7 (0-51t00:9) —a—

Sex
Male 473 238 759 234 659 0-7 (0-5 to 0-9) —i—i
Female 406 201 777 205 752 08 (06to14) iz

ECOG PS
0-1 737 374 784 363 712 08 (D6to1 -0; Il
2 141 66 672 75 650 08 (05014 | o}

IPI score 10% PFS difference in
IPI 2 334 167 793 167 785 10 (06to 1-6; .

IPI 3-5 545 273 752 272 651 07 (051009 —— pts with IPI 3-5

Bulky disease
Absent 494 247 827 247 707 06 (04 to 0-8) —a—

Present 385 193 690 192 697 1-0 (0-7 1o 1-5)

Geagraphic region
Western Europe, United States, 603 302 786 301 720 08 (06lo1-1) —

Canada, and Australia
Asia 160 81 743 79 656 0.6 04to15 ——H
Rest of world 116 57 708 50 67.3 0.9 Eo-a to 15 [ — I |

Ann Arbor stage
-l 499 47 891 52 855 06 02t018) - {

I 232 124 807 108 736 08 (05t01:3) 81
v 548 269 726 279 661 0-8 (0-6to1-1) —l—

Baseline LDH
=ULN 300 146 789 154 756 08 (065t01-3) —la—r
>ULN 575 291 754 284 672 07 (05t010) ——

No. of extranodal sites
0-1 453 227 802 226 745 08 (05t01 .12 a1
22 426 213 730 213 658 0-7 (051010 ——

Cell-of-onigin . .
Ges 352 184 751 10 (07t015 15% PFS difference in
ABC 221 102 B39 04 (0-2100-6) «——=—i .

Unclassified 95 44 730 19 (08tod5 ; i pts with ABC DLBCL
211 110 738 -7 W EENE IO e

Double expressor by IHC
DEL 290 138 755 06 0-4 10 1-0) ]

Non DEL 438 223 7717 09 (0-6to 1-3) —a—
Unknown 151 78 760 08 (04to15) —a——
Double- or triple-hit lymphoma
i A AT R 1
0 0 . . o .
Unknown 214 109 785 06 (04to11 ——a—h control arm pts with DH/TH
' 1
025 1 5

Tilly H et al. N Engl J Med. 2022;386(4):351-363.




POLARIX: Efectos adversos son similares

Pola-R-CHP R-CHOP
Peripheral neuropathy* = | a Pola + R-CHP " R-CHOP
Nausea = I e (n = 435) - . (n=438)
Diarrhea N ol Any Grade Any Grade
Neutropenia _ _ Grade 3/4 Grade 3/4
Anemia = e s Peripheral 529 . 1.6 -53.9 1A
Constipation = I e neuropathy
Fatigue - | 1 Nausea 41.6 11 36.8 0.5
Alopecia - s Neutropenia 308 . 28.3 "32.6 - 30.8
Pyrexia = I B Pola +:!;(S;HP : R-Cl:g::
Vomiting = I L R in=438).
. , Any Grade Any Grade
Febril t -
ebrile neutropenia ] s 3/ ehde 3/4
Cough = B ; : . :
Pyrexia 516 1.4 . 12.6 .0
Headache = | Ml : :
. Vomiting 14.9 b 144 0.7
Decreased weight = | | — : _ :
Astheni Febrile . 143 13.8 . 8.0 8.0
sthenia I . neutropenia E ' : .
Dysgeusia = ]
100 -7.5 -F;O -2.5 (.) 2.5 5.0 7.5 1 (.)0
Frequency (%)

Data cut-off: June 28, 2021. Adverse events are Medical Dictionary for Regulatory Activities version 24.0 preferred terms; shown
are all-grade adverse events occurring in 212% of patients in any treatment arm. *Peripheral neuropathy is defined by standard

organ class group of preferred terms. Tilly H et al. N Engl J Med. 2022;386(4):351-363.



621.LYMPHOMAS: TRANSLATIONAL-MOLECULAR AND GENETIC | NOVEMBER 28, 2023

Deciphering the Clinical Benefit of Pola-R-CHP versus R-CHOP in
Different Genetic Subtypes Beyond Cell of Origin in the POLARIX Study

Franck Morschhauser, Wilfred Leung, Vibha Raghavan, Georg Lenz, Fabrice Jardin, Alex F. Herrera, Laurie H. Sehn,
Jeff P. Sharman, Christopher R. Flowers, Jonathan W. Friedberg, Marek Trnény, Hervé Tilly, Charles Herbaux, Samuel Tracy,
Christopher R. Bolen, Will Harris, Jamie H. Hirata, Calvin Lee, Yanwen Jiang, Gilles Salles

'.) Check for updates

Blood (2023) 142 (Supplement 1): 3000.

https://doi.org/10.1182/blood-2023-178623

Ciertos subtipos moleculares CS independiente del COO) se han asociado
con mal pronostico con R-CHOP

+ EZH2 mutations/BCL6 translocations (EZB), MYD88/CD79B, dark
zone gene expression (DZ)
Analisis post hoc POLARIX.
. EtchHOSPGCB DLBCL DZsig+ beneficio significativo Pola-R-CHP vs

DZsig refines cell-oforigin classification by identifying patients within GCB-DLBCL
with inferior outcomes and shorter time to treatment.

Pola-R-CHP: DZsig+ —— Pola-R-CHP: DZsig- —— R-CHOP: DZsig+ —— R-CHOP:DZsig- < Censored
1.00 et
0.75
£
2
3
e 0.0
&
”n
w
o
0.25 9 2.yr PFS: 2.yr PFS:
Pola-R-CHP: DZsig+ 77% (95% Cl: 66-89) R-CHOP: DZsig+ 62% (95% Cl: 51-77)
Pola-R-CHP: DZsig- 79% (95% CI: 74-84) | R-CHOP: DZsig- 73% (95% CI: 68-79)
HR 0.97 (95% CI: 0.54-1.75)* HR 1.61 (95% CI: 1.02-2.56)"
0.00 T T T T T T T T
0 6 12 18 24 30 36 a2 48
Number at risk Time (months)
52 48 42 40 37 3 10 9 0
Pola-R-CHP: DZsig- 279 259 231 215 203 152 70 a2 0
R-CHOP: DZsig+ 56 45 37 32 31 18 1" 10 0
R-CHOP: DZsig- 278 258 221 201 191 155 62 39 2

*HRs compare DZsig+ versus DZsig- in each treatment arm

CI, confidence interval; DZsig, dark zone gene expression signature; HR, hazard ratio; PFS, progression-free survival;

Pola-R-CHP, polatuzumab vedotin in combination with rituximab plus cyclophosphamide, doxorubicin, and prednisone;
R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone.



POLARIX: costo-efectividad de Polatuzumab Vedotin + R-
CHP comparado con R-CHOP

Cost Effectiveness

Treatment : Effectiveness, Incremental Cost in : Incre.mental cost
Life, yr QALYs effectiveness 2021, $ Increase in cost, $ effectiveness ratio,
’ S/QALY
R-CHOP 11.4 10.89 = 342,833 - .
Pola-R-CHP 11.9 11.80 0.91 419,769 76,936 84,308

* Compared with R-CHP, Pola-R-CHP is cost-effective
($84,308) at a willingness-to-pay (WTP) level of

H i i i i i A Cumulative QALY gained with pola-R-CHP B Cumulative life-years gained with pola-R-CHP
|§1|50£0$|/|9'ALY’hIf? PFS |mprovemPant |7s r;amtamed with e RcHON e B RCHOn
ola-R-C in the long term (5-yr PFS: 70%) 1.2 — s5.year PFS 70% (Base-case) - 1.2 1 — s5.year PFS 70% (Base-case)
. . . - | = 5-year PFS 75% 3 | — S-year PFS75%
* Pola-R-CHP has an incremental effectiveness of 1.23 life- g 11 — 5-year PFs 62.5% 5, 1| — S5-year PFS 62.5%
years and 1.16 QALYs > 08 § 08
) § 0.6 £ 06
* Cost effectiveness of Pola-R-CHP depends largely on the £ ®
. = 0.4+ = 0.4 -
high cost of CAR T-cell therapy E 2
3 0.2 § 0.2
* Further efforts are needed to reduce the cost of pola and 0+ e ———C
Other novel therapIeSIn DLBCL 01234567 8910111213141516171819202122232425 01234567 891011213141516171819202122232425
) Years since initiation of therapy Years since initiation of therapy

Kambhampati. Blood 2022



¢Mas alla de RCHOP — Terapia guiada por perfil
Molecular o agnostico?

2002: R-CHOP superior 2023: Pola-R-CHP
to CHOPt superior to R-CHOP¥

R-CHOP 399 patients : GELALNH-98.5
rotorsavart [T B 632 pationts : NCT00003150 |
Rcrior + ascT [ ] 397 patents : NCT00004031 ||
R-miniCEOP [ 224 pationts : NCTO1148446 |
NSy ——— - : worooasrss |
; rcrop-14 [ 1080 patients ' Noo16185981 1}
RGHOP + AsCT [ 249 patients ! NCT00355199
br£rocH [ e v S 52 puors : NoToottezos | Molecularly
R-CHOP + Enzadtaurin Maintenance || 758 pationts ! NCT00332202 Ag nostic driven
R-CHOP + Ritukimab Maintenance [N 683 patients : NCT00400478
R-CHOP + Bevacizumab [[NNNNNNNN 767 pationts : NCT00486759
F-CHOP + Everolimus Maintenance [N 742 patients : NCT00790036 |
R-GHOP + Lenalidomide Maintenance - [N 650 patients ) NCT01122472 Molecularly
P value : : i .
' R-CHOP + Bortezomib [N 1132 patients ! NCT01324596 Molecularly Agnostic selected
s ' acror [ 1418 patints ' NCT01287741
] 1 - .
: R-CHOP + Zevaiin [N 81 patients ! NCT01510184 = CAR T-cell therapy BTK inhibitors
' R-chemo vs G-chemo [ 670 patients ! NCT01659099
; wcror s [ ok gy NOTOSET- Tafasitamab/ PI3K
- 020 R-CHOP + Lenalidomice ([N 570 patients NCT02285062 el inhibitors
Polatuzumab + R-CHP 879 patients NCT03274492
Bispecifics BCL2
1995 2000 2005 2010 2015 2020 2025 : inhibitors
S & & P COO agnostic small
Year & & & Oth
molecules ers

Cumulative Patients
Enrolled in Ph3 RCTs




Mi enfoque en este caso

DLBCL

FISH MYC/BCL2

Double Hit (MYC/BCL2 rearranged) DLBCL

Fit Unfit

/ N

DA-EPOCH-R R-CHOP vs RCHP-Pola

Ensayo clinico Ensayo clinic



Conclusion

 La terapia de primera linea para
(DLBCL) con Pola R-CHP es
prometedora

* Hay margen para mejorar

* No hay suficiente evidencia para

excluir GCB del beneficio de Pola
RCHP

* El uso de terapias guiadas por el
perfil molecular/ctDNA/MTV es
Importante para optimizary
personalizar la terapia

e Debemos analizar la costo
efectividad en nuestro contexto

Which first-line therapy would you generally recommend for
an otherwise healthy 65-year-old patient with Stage IV
germinal center B-cell (GCB)-type high-risk DLBCL?

R-CHP + polatuzumab vedotin @@@D@@D@@@ 12

C), genetic classification is yet to be optimized for routine clinical

abolication..



