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Bac kg round Pola-R-CHP significantly improved PFS vs R-CHOP Subsequent treatment for lymphoma

* The 2-year PFS rate was 76.7% (95% confidence interval [Cl]: 72.7-80.8) with Pola-R-CHP vs 70.2% « At the time of data cut-off, 99 (23%) and 133 (30%) patients in the Pola-R-CHP and R-CHOP arms, respectively, had
(95% CI: 65.8-74.6) with R-CHOP (A=6.5%). received at least one subsequent anti-lymphoma therapy.

« The current standard of care for patients with newly diagnosed diffuse large B-cell ymphoma (DLBCL) is R-CHOP; * Pola-R-CHP demonstrated a 27.0% reduction in the relative risk of disease progression, relapse or death vs R-CHOP * Fewer patients in the Pola-R-CHP than the R-CHOP arm received subsequent anti-lymphoma therapies across various
however, approximately 40% of patients are not cured,’? and an unmet need remains for patients with previously (hazard ratio [HR] 0.73; 95% CI: 0.57-0.95; P=0.02; Figure 2). treatment modalities (Figure 5).
untreated disease.

Polatuzumab vedotin, a CD79b-targeting antibody—drug conjugate, is approved in relapsed/refractory DLBCL in Figure 2. Investigator-assessed progression-free survival. Figure 5. Proportion of patients receiving subsequent therapies.

combination with bendamustine and rituximab, and has also demonstrated promising first-line activity when combined with — Pola-R-CHP (n=440) —— R-CHOP (n=439) + cCensored 40 - ® Pola-R-CHP (n=440) m R-CHOP (n=439)
rituximab, cyclophosphamide, doxorubicin, and prednisone (Pola-R-CHP) in a Phase Ib/Il study.3 100

Polatuzumab Vedotin plus Rituximab,
Cyclophosphamide, Doxorubicin, and
Prednisone (Pola-R-CHP) Versus Rituximab,
Cyclophosphamide, Doxorubicin,
Vincristine and Prednisone (R-CHOP)

Therapy in Patients with Previously ot i lacebo-contoled,mermatonsl iy of ptetsithpreviously uneated DLECL and an niermatonal - &

Prognostic Index (IPI) of 2-5.

U n t r eat ed DI ff U S e L a.r g e B 'C el I Ly m p h O m a + Patients were randomised 1:1 to receive six cycles of Pola-R-CHP (with a vincristine placebo) or R-CHOP (with a 0

) : : oy Lo : - 95% ClI: —0.95' P= Any treatment* Radiothera Systemic’ SCT CAR-T
polatuzumab vedotin placebo); all patients also received two additional cycles of rituximab (Figure 1). 0 HR 0.73; 95% CI: 0.57-0.95; P=0.02 y Py y
O 1 1 1 1 1 1 1
D L B ‘ L R eS u I tS f r O I I I t h e P h aS e I I I e The primary efficacy endpoint was investigator-assessed progression_free survival (PFS)_ 0 6 12 18 24 30 36 42 Data cut-off: 28 June 2021. *Subsequent lymphoma treatment was defined as non-protocol anti-lymphoma therapy; fIncludes any monotherapy, multi-drug, or cell-based regimen.
" CAR-T, chimeric antigen receptor T-cell therapy; Pola-R-CHP, polatuzumab vedotin with rituximab, cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab,

« Key secondary endpoints included investigator-assessed event-free survival (EFS), independent review No. of patients at risk Time (months) cyclophosphamide, doxorubicin, vincristine and prednisone; SCT, stem cell transplant.

committee-assessed complete response (CR) rate at end-of-treatment by positron emission tomography-computed Pola-R-CHP 440 404 353 327 246 78 NE NE

P O L A R I X St U d y tomography (PET-CT), disease-free survival (DFS), overall survival (OS) and safety. R-CHOP 439 389 330 296 220 8 3 NE

ITT population. Data cut-off: 28 June 2021; median 28.2 months’ follow-up.
Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; NE, not evaluable; PFS, progression-free survival; Pola-R-CHP, polatuzumab vedotin with rituximab, cyclophosphamide, Safety summ ary
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Matthew Matasar,° Shinya Rai,!! Koji Izutsu,'2 Neha Mehta-Shah,? Lucie Oberic,4 R-CHP + vincristine placebo « The most common grade 3 or 4 adverse events were neutropenia (28.3% in the Pola-R-CHP group and 30.8% in the
Adrien Chauchet ’15 Wojciech Jljrczak 16 Yuqi’n Song,” Richard Gr;eil 18 | arysa Myi<ha|ska 15 S R-CHOP group), febrile neutropenia (13.8% and 8.0%, respectively), and anemia (12.0% and 8.4%, respectively, Figure 6).

. , . . . . * Previously untreated DLBCL Kev secondarv endpoints * The frequency and severity of peripheral neuropathy were similar for Pola-R-CHP vs R-CHOP (any grade, 52.9% vs
Juan Miguel Bergua Burgués,?® Matthew C. Cheung,?! Antonio Pinto,?? Ho-Jin Shin,?3 « Age 18-80 years Cycles 16 ' Rituximab y y endp 53.9%:; grade 2—3, 13.8% vs 16.7%).

Greg Hapgood,?* Eduardo Munhoz,?® Pau Abrisqueta,?® Jyh-Pyng Gau,?’ Jamie Hirata,?® *IPI 2-5 (hoyele=21 days) g * EFS favored Pola-R-CHP compared with R-CHOP (HR 0.75; 95% CI: 0.58-0.96; P=0.02).
Yanwen Jiang,28 Mark Yan,2° Calvin Lee,?8 Gilles Salles3? * ECOG PS 0-2 Cycles 7 & 8 * The end-of-treatment PET-CT CR rate was not significantly different with Pola-R-CHP vs R-CHOP (78.0% vs 74.0%; Table 2. Adverse events during treatment period.

P=0.16); however, DFS suggested responses were more durable with Pola-R-CHP than with R-CHOP (HR 0.70;
) : Pola-R-CHP (n=435 R-CHOP (n=438
Stratification factors R-CHOP 95% CI: 0.50-0.98; Figure 3). o (n ) (n )

Here we report the efficacy and safety analysis from the Phase Ill POLARIX study (NCT03274492),* which compared 30.3%

Pola-R-CHP vs R-CHOP in patients with previously untreated DLBCL. 80
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« Safety profiles were similar with Pola-R-CHP and R-CHOP (Table 2).

. _ o . . . Any grade AEs 426 (97.9 431 (98.4
IPI score (2 vs 3-5) R-CHOP' + - There was no difference in OS between treatment arms (HR 0.94; 95% Cl: 0.65—1.37; P=0.75; Figure 4). J gGr Tn e oe1 (57 7) 05> (57 5)
Summary * Bulky disease (<7.5 vs 27.5cm) polatuzumab vedotin placebo Srade 3- 0330 05
* Geographic region (Western Europe, US, Figure 3. Response rates and disease-free survival. , ' '
Canada, and Australia vs Asia vs rest of world) Serious AEs 148 (34.0) 134 (30.6)
;I;ISZEE);;; TlFi-SC?HOP: IV rituximab 375mg/m2, cyclophosphamide 750mg/m2, doxorubicin 50mg/m?, and vincristine 1.4mg/m2 (max. 2mg) on Day 1, plus oral prednisone 100mg once Best overall response 100 Disease-free survival* AEs Iegding_to: _
DLBCL, diffuse large B-cell lymphoma; IPI, International prognostic index; 1V, intravenous; ECOG PS, Eastern Cooperative Oncology Group performance status; Pola-R-CHP, 100 = Discontinuation of qny SFUdY d_rUQ 27 (6'2) 29 (6'6)
polatuzumab vedotin with rituximab, cyclophosphamide, doxorubicin, and prednisone; R, randomised; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone. 90 - PR: 9.3% | : 0 Polatuzumab vedotin / vincristine 19 (4.4) 22 (5.0)
Tilly H, et al. New Engl J Med 2022;386:351-63. Copyright © 2022 Massachusetts Medical Society. - 2070 PR: 11.4% 80 = -
) = . . 0 | Dose reduction of any study drug 40 (9.2) 57 (13.0)
v 80 CR: 86.6% CR: 82.7% —
. [ —~ 70 = o —_ Safety population. Data cut-off: 28 June 2021
R-CHORP is the current standard of o — e\i 60 - : § 60 = AE, adverse event; Pola-R-CHP, polatuzumab vedotin with rituximab, cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine
care for patients with newly ) — 2 ep : ? and prednisone.
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diagnosed DLBCL; however, Patient population 8 40+ | g 40 Eoéa;'%g?'n'igégm)
: : - 30 A — R- = .
approximately 40% of patients are POLARIX is a Phase Il study of : : @ I 4 + Censored Figure 6. Common adverse events.
PP y P y « Overall, 879 patients were randomised, 440 to Pola-R-CHP and 439 to R-CHOP (Table 1). 20 o | 20 g
not cured and an unmet need Pola-R-CHP vs R-CHOP _ o _ . 10 - HR 0.70: 95% CI: 0.50—0.98 Pola-R-CHP R-CHOP
. . . . . . . . ° — — i * [
remains for patients with previously in patients with previously Median age was 65 (range 19-80) years, and the majority of patients had an IPl 3-5 (62.0%). 0 o 0 T é 1.2 1.8 2.4 3.0 3.6 4.2 Peripheral neurﬁgﬁ?ga ] I —
: Pola-R-CHP R-CHOP i - [ [
untreated disease. : - - : Diarrhoea
untreated DLBCL Table 1. Baseline characteristics. (n=440) (n=439) No. of patients at risk Time (months) Neutropenia - I | [
Pola-R-CHP 381 342 322 266 106 2 NE NE Anaemia - _I __
Pola-R-CHP (n=440) R-CHOP (n=439) R-CHOP 363 326 282 238 96 5 NE NE Conslﬂgfi‘“gg " I Coom
ITT population. Data cut-off: 28 June 2021; median 28.2 months’ follow-up. *DFS defined as the time from the date of the first occurrence of a documented complete response to the Alo egCia i I
Age in years, median (range) 65 (19-80) 66 (19-80) date of progression, relapse, or death from any cause for the subgroup of patients with a best overall response of CR. D d P tit 1 L
' Cl, confidence interval; CR, complete response; DFS, disease-free survival; HR, hazard ratio; ITT, intent-to-treat; NE, not evaluable; Pola-R-CHP, polatuzumab vedotin with rituximab, ecreased appe I.e 7 [ ] ]
SeX, n (%) cyclophosphamide, doxorubicin, and prednisone; PR, p_artial response; R-CHOP, rituximab, cyc_lophosphamide, doxorubicin, vincristine and prednisone. VEX"]‘EI)F’:a : 1 e Grade
Male 239 (54) 234 (53) Tilly H, et al. New Engl J Med 2022;386:351-63. Copyright © 2022 Massachusetts Medical Society. Febrile neutropenig i _- 1
_ ECOG PS, n (%) _ _ Hea%gggg I | 1 7] I |
The safety profiles of 0-1 374 (85) 363 (83) Figure 4. Overall survival. Decreased weight - r — SHH
Pola-R-CHP and R-CHOP 2 66 (15) 75 (17) — Pola-R-CHP (n=440) —— R-CHOP (n=439)  + Censored D?:gtgﬁg:g ] . : : S . . 1|

ve~ were comparable. Presence of bulky disease (27.5cm), n (%) 193 (44) 192 (44) 100 -M 100 75 50 o5 0 o5 50 75 100
Elevated LDH, n (%) 291 (66) 284 (65) . —t Frequency (%)
i i i initiati . 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
The pI‘OpOI‘tion Of patients Surviving d U103 Wl CIEETCES 9 HEEmEME I EUel, CEYE 22 2 80 | : ;“ I patients in any treatment arm. *Peripheral neuropathy is defined by standard organ class group of preferred terms.

) - : Ann Arbor stage /IV, n (%) 393 (89) 387 (88) Pola-R-CHP, polatuzumab vedotin with rituximab, cyclophosphamide, doxorubicin, and prednisone; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone.
at 2 years was significantly higher Extranodal sites 32. (% 213 (48 213 (45
. Xtranodal SItes =22, n -
with Pola-R-CHP (76.7%) compared These results support the L z2) “9 s 0
. . . C IPI score, n (% =
with R-CHOP (70.2%)); use of Pola-R-CHP in the initial . ) 167 (38) 167 (38) 2
an absolute difference of 6.5%. management of patients with DLBCL. 3-5 273 (82) 272 (62) 40 7 :
Conclusions
Cell of origin, n (%)*
ABC 102 (31) 119 (35) 20
GeB 184 (56) 168 (50) LR 0.94: 95% CL: 0.65-1.37 P=0.75 Pola-R-CHP significantly prolongs PFS compared with R-CHOP (HR 0.73) in patients with intermediate- or high-risk
Unclassified 44 (13) 51 (15) 0 o 0: - : : : : : previously untreated DLBCL.
Data first presented at the 63rd ASH Annual Meeting, December 11-14, 2021, Atlanta, GA Double-expressor (IHC of MYC and BCL2), n (%)* 139 (38) 151 (41) 0 6 12 18 24 30 36 42 _ : w - : _ _
Double-/triple-hit lymphoma, n (%)*t 26 (8) 19 (6) Time (months) The proportion of patients surviving at 2 years was significantly higher with Pola-R-CHP compared with R-CHOP
’ . . . . . No. of patients at risk (76.7% vs 70.2%, respectively); an absolute difference of 6.5%.
*In the Pola-R-CHP and R-CHOP groups, respectively, the numbers of patients evaluaple for COO were 330 and 338, with IHC for MYC/BCL2 expression were 362 and 366, and with Pola-R-CHP 440 423 397 384 362 140 15 1
IMD Anderson Cancer Center, Houston, TX, USA; 2Department of Hematology and U1245, Centre Henri Becquerel and University of Rouen, FISH for MYC/BCL2/BCLE rearrangements were 331 and 334; TMYC-rearrangement with BCL2 and/or BCL6 rearrangement. . o . -
.30 I f . : : @z ABC, activated B-cell; COO, cell-of-origin; ECOG PS, Eastern Cooperative Oncology Group performance status; FISH, fluorescence in situ hybridization; GCB, germinal centre B-cell; R-CHOP 439 414 401 376 355 132 20 1 The Safety prOflleS of Pola-R-CHP and R-CHOP were com parab|e.
Rouen, France; 3Univ. Lille, CHU Lille, ULR 7365 — GRITA — Group de Recherche sur les formes Injectables et les Technologies Associées, : : e . e T Tt ! bela R I - : . , , : : : .
. .4 . . . o . . B\AS . IHC, immunohistochemistry; IPI, International prognostic index; ITT, intent-to-treat; LDH, lactate dehydrogenase; Pola-R-CHP, polatuzumab vedotin with rituximab, cyclophosphamide, ITT population. Data cut-off: 28 June 2021; median 28.2 months’ follow-up. Cl, confidence interval; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival; Pola-R-CHP, polatuzumab
Lille, France; “BC Cancer Centre for Lymphoid Cancer and the University of British Columbia, Vancouver, Canada; *Wilmot Cancer Institute, doxorubicin, and prednisone; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone. vedotin with rituximab, cyclophosphamide, doxorubicin, and prednisone; PR, partial response; R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine and prednisone.

These results support the use of Pola-R-CHP in the initial management of patients with DLBCL.
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