Frontline DLBCL: Are We Done With R-CHOP?
R-CHOP Remains Standard
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CHOP PLUS RITUXIMAE VS. CHOP ALONE IN ELDERLY PATIENTS WITH DIFFUSE LARGE-B-CELL LYMPHOMA
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ABSTRACT

Backgronund The standard treatment for patients
with diffuse large-B-cell lymphoma is cyclophospha-
mide, doxorubicin, vincristine, and prednisons
(CHOP). Rituximab, a chimeric monoclonal antibody
against the CD20 B-cell antigen, has therapeutic activ-
ity in diffuse large-B-cell lymphoma. We conducted a
randomized trial to compare CHOP chemotherapy
plus rituximab with CHOP alone in elderly patients
with diffuse large-B-cell lymphoma.

Methods  Previously untreated patients with diffuse
large-B-cell lymphoma, 60 to 80 years old, were ran-
domly assigned to receive either eight cycles of CHOP
every three weeks (197 patients) or eight cycles of
CHOP plus rituximab given on day 1 of each cycle (202
patients).

Results  The rate of complete response was signifi-
cantly higher in the group that received CHOP plus ri-
tuximab than in the group that received CHOP alone
(76 percent vs. 63 percent, P=0.005). With a median
followr-up of two years, event-free and overall surviv-
al times were significantly higher in the CHOP-plus-
rituximab group {P<0.001 and P =0.007, respectively).
The addition of rituximab to standard CHOP chemo-
therapy significantly reduced the risk of treatment
failure and death (risk ratios, 0.58 [95 percent confi-
dence interval, 0.44 to 0.77] and 0.64 [0.45 to 0.89],
respectively). Clinically relevant toxicity was not sig-
nificantly greater with CHOP plus rituximab.

Conclusions The addition of rituximab to the CHOP
regimen increases the complete-response rate and
prolongs event-free and overall survival in elderly pa-
tients with diffuse large-B-cell lymphoma, without a
clinically significant increase in toxicity. (N Engl J Med
2002;346:235-42.)
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HE most frequent type of non-Hodgkn's
lymphoma, diffuse barge-B-cell lvmphoma,
accounts for approximately 40 percent of
new cases of lymphoma.? More than half of
patents wath diffuse large-B-cell lymphoma are over
60 years of age,** and the treatment of these cld-
erly patients 1s a difficult challenge. The CHOP reg-
imen (cvelophosphanude, dosorubian, vincnstine,
and prednisone) s the standard of care for vounger
and elderly patients with diffuse harge-B-cell lvm-
phoma,® but it induces complete responses m only
40 to 50 percent of elderly patients, wath three-year

event-free and overall survival rates of 30 percent
and 35 to 40 percent, respectively.s Attempts to -
crease the efficacy of CHOP by adding other cyto-
toxie drugs have not succeeded, probably because
these additional drugs cannot be adnunistered un-
less the doses of cyclophosphamide and dosorubian
are reduced below those given in the CHOP regr-
men®7 Intensthed chemotherapy regimens may im-
prove the outcome i young patieats with a poor
prognoss.® but they are not well tolerated by elderly
patients. Indeed, CHOP mtself may be too toxe for
clderly patients. %9 More casly tolerated regamens
have been desgned for elderdy patients, bae although
they cause fewer side effects, they are less effectve
and no more beneficaal than CHOPRe s

Rituximab, a2 chimene ant-CD20 IgGl mono-
clonal antibody, 1s effective when given as a sngle
agent in the treatment of relapsed or refractory in-
dolent lvmphomas and has activaty in relapsed or re-
fractory diffuse large-B-cell lymphoma 1215 CD20 s a
cell-surface protan that occurs almost exclussely on
mature B cells. The chimene antibody 1s a human
1gGl in which the CD20-bindmg region was derned
by genetic engincermg from a mouse monoclonal
antiboddy. On the basis of phase 2 studies in which
rtuximab in combmation with CHOP had a good
safety profile and mduced responses in over 90 percent
of patients with indolent or aggressive lymphoma les
the Groupe d'Etude des Lymphomes de 'Adulte
(GELA) undertook a study to compare CHODP plus
rntuximab with CHOP alone in elderly patients with
diffuse large-B-cell lymphoma.,

METHODS

Patients
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What are we trying to beat?

60-65%

Cure rate

100+

countries where it is
accessible & generic

24 yrs

as frontline
standard-of-care
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cycles — simple,
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Alliance/CALGB 50303: DA-EPOCH-R vs R-CHOP
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Treatment

R-CHOP DA-EPOCH-R Total

CTCAE Toxicity Grade (n=243)* (n=237)* (n=480)* Pt

3/4/5 AE <.001
No 53 (21.8) 4(1.7) 57 (11.9)
Yes 190 (78.2) 233 (98.3) 423 (88.1)

3/4 Hematologic <.001
No 64 (26.3) 6 (2.5) 70 (14.6)
Yes 179 (73.7) 231 (97.5) 410 (85.4)

3/4 Nonhematologic <.001
No 138 (56.8) 66 (27.8) 204 (42.5)
Yes 105(43.2) 171(722) 276 (57.5)

3/4 Infection 0494
No 217 (89.3) 197 (83.1) 414 (86.3)
Yes 26 (10.7) 40 (16.9) 66 (13.8)

3/4 Febrile neutropenia <.001
No 200 (82.3) 154 (65.0) 354 (73.8)
Yes 43 (17.7) 83(35.0) 126 (26.3)

3/4 Mucositis .0017
No 238 (979) 217(916) 455 (94.8)
Yes 5(2.1) 20 (8.4) 25 (5.2)

1/2 Neuropathy <.001
No 128 (52.7) 82 (346) 210 (43.8)
Yes 115 (47.3) 155(65.4) 270 (56.3)

3/4 Neuropathy <001 I _JSYLVESTER
No 235(96.7) 193 (81.4) 428 (89.2) I
Yes 8 (3.3) 44 (18.6) 52 (10.8)



Phoenix trial. Ibrutinib with R-CHOP
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No. at risk: No. at risk:
Ibrutinib + R-CHOP 419 374 336 316 300 291 276 233 179 120 63 25 3 0 Ibrutinib + R-CHOP 419 384 365 356 342 337 328 309 236 159 100 38 4 0
Placebo + R-CHOP 419 390 341 316 297 286 277 244 184 118 60 33 5 0 Placebo + R-CHOP 419 400 382 363 347 335 329 301 237 157 99 51 12 0
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Patients younger than 60 years
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Ibrutinib + R-CHOP 156 146 133 125 121 117 113 93 72 44 27 13 2 0 Ibrutinib + R-CHOP 156 151 145 142 138 137 134 125 9% 62 39 18 3 0
Placebo + R-CHOP 186 177 148 137 132 127 120 104 78 52 24 16 3 0 Placebo + R-CHOP 186 181 173 161 153 148 145 130 101 70 38 21 5 O
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ROBUST. Lenalidomide with R-CHOP
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POLARIX. Polatuzumab vedotin with R-CHP
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Pola-R-CHP 440 424 399 389 381 373 366 355 343 338 319 124 12 1 NE
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PFS 0s
, Pola-R-CHP R-CHOP o Pola-R-CHP R-CHOP
Baseline Risk Factor (n = 440) (n = 439) 95% Wald  Pola-R-CHP R-CHOP Baseline Risk Factor (n = 440) (n = 439) HR 95% Wald  Pola-R-CHP R-CHOP
. Cl Better Better Cl Better Better
No. 60-Month, % No. 60-Month, % No. 60-Month, % No. 60-Month, %
All patients 440 64.9 439 59.1 0.78  0.62t0 0.97 E All patients 440 82.3 439 79.5 0.85 0.63t01.16 -J-
Age group, years <65 225 69.6 219 64.3 0.80 0.57 to 1.1 — Age aroup, vears <65 225 89.1 219 84.7 0.73 0.44 to 1.21 S
BRA00Re Y >65 215 60.0 220 54.5 078  058t0 1.06 - ge group, y 65 215 753 220 74.5 095 06510138
T — <60 140 67.6 131 69.2 096  0.62to0 1.49 —a— Ao aroun. 2 vears <60 140 89.1 131 86.4 0.88  0.45t0 1.74
e IOUR.S. Y >60 300 63.6 308 55.8 072  0.551t00.93 - ge group &, v/ 60 300 79.2 308 77.0 087  0.62t01.22
o 2 167 67.2 167 68.3 0.91 0.61t0 1.36 —a— Siratification—iFiscore. 2 167 87.6 167 87.4 096 0.53t0 1.75 —
Stratification — IPl score 35 273 63.2 272 53.5 072  055t00.94 - 35 273 792 272 747 081 057t 115 —=
Stratification — bulky Absent 247 69.9 247 60.0 0.61 0.44 t0 0.83 —@— Stratification—bulky Absent 247 83.9 247 80.9 0.79 0.52to 1.20 —s1
disease (27cm) Present 193 58.5 192 57.9 1.02 0.73to 1.41 —— disease (27 cm) Present 193 80.3 192 77.9 0.92 0.60 to 1.43 —a—
Baseline LDH <1xULN 146 65.3 154 64.8 0.83 0.55 to 1.23 — Baseline LDH <1 x ULN 146 88.7 154 87.9 0.85 0.45to 1.61 —_
>1xULN 291 64.3 284 55.7 0.77  0.5910 1.01 - ! >1x ULN 291 79.0 284 74.9 0.85  0.60to 1.19 _ﬂ-
Yes 76 53.3 72 44.2 0.75  0.471t01.20 —a1 Yes 76 79.9 72 70.8 0.68  0.35t0 1.33 —_—t
Bone marrow involvement  No 342 67.3 349 63.2 0.80  0.61to 1.04 B !3°“T ma"°:“' No 342 82.7 349 82.4 0.97 0.69 to 1.38 ——
Indeterminate 1 70.0 1 51.9 044  0.10t01.85 «——--»F— involvemen Indeterminate 1 80.0 1 63.6 042 008t0230 e}
: 0-1 227 68.1 226 64.2 0.78  0.56to 1.09 —r 0-1 227 83.7 226 81.9 0.86  0.56t0 1.34
No. of extranodal sites : g
22 213 61.2 213 53.8 078  0.58t0 1.06 . No.of extranodal sites ) 213 80.9 213 77.1 085  0.56t01.28
DLBCL, NOS, ABC, GCB 373 65.7 367 58.8 0.75 0.59 to 0.95 - DLBCL, NOS, ABC, GCB 373 81.9 367 79.8 0.89 0.64 t0 1.23
HGBCL, NOS, DHL/THL 43 66.0 50 57.6 0.67  0.33t01.37 _— HGBCL, NOS, DHL/THL 43 85.4 50 72.4 046 01810122 «—u |
NHL subtype NHL subtype
(investigator) NOS 22 727 23 51.7 052 02010137 <———rt— ivestigaton NOS 22 86.4 23 68.2 038 0.10t01.48 o |
DHL/THL 21 56.7 27 64.2 084 029t0244 —— S DHL/THL 21 84.4 27 76.3 056 0.1410226 —e "t
Other LBCL 24 49.7 22 70.3 1.86 0.69 to 5.04 R B Other LBCL 24 83.3 22 90.9 193  0.35to0 10.52 _—
: DHL/THL+ 26 488 19 83.0 318 0.89t011.42 T ) DHL/THL+ 26 76.3 19 89.5 244 04910 12.11 —_—t
ﬁi‘: 'I‘brf’:;’;:‘; DHL/THL- 305 65.9 315 57.6 072 05610094 - ?I‘:‘l’br':’:c')‘r’r"z DHL/THL- 305 81.8 315 79.3 085  0.60t0 1.21 —=
YR Unknown 109 65.5 105 62.0 0.75 0.471t01.19 — yme! Unknown 109 85.2 105 79.6 0.72 0.37 to 1.38 —_—
GCB 187 65.9 170 65.8 1.07  0.74to 1.56 —— GCB 187 82.9 170 82.3 099  0.60to 1.61 - =
3 ABC 106 725 129 458 038  0.24100.59 <«—=— ABC 106 84.6 129 69.9 049  0.28100.88 —_—
NanoString COO :
9 UNC a4 55.2 53 70.8 160  0.79t03.25 -t NahoSning OO UNC 44 76.9 53 94.2 446 12310 16.21 —
Unknown 103 60.2 87 59.7 0.83 0.51t0 1.33 —_— Unknown 103 81.3 87 79.0 0.80 0.42 to 1.51 R——
DEL 139 63.1 151 50.0 0.65 0.45t0 0.94 — DEL 139 76.4 151 73.0 0.84 0.53t0 1.33 —t—
Double expressor by IHC Non-DEL 223 66.6 215 64.7 089  0.64t01.24 Double expressor by IHC  Non-DEL 223 86.3 215 82.8 081  0.51t01.30 ——
Unknown 78 63.7 73 63.5 0.84  0.48to 1.47 Unknown 78 81.6 73 84.1 118  0.53t0 2.59 —_——
T L
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Table 3. Adverse Events during the Treatment Period (Safety Population).*

Adverse Event

Peripheral neuropathy

Nausea
Neutropenia
Diarrhea

Anemia
Constipation
Fatigue

Alopecia
Decreased appetite
Pyrexia

Vomiting

Febrile neutropenia
Headache

Cough

Decreased weight
Asthenia

Dysgeusia

Pola-R-CHP

Any Grade

230 (52.9)
181 (41.6)
134 (30.8)
134 (30.8)
125 (28.7)
125 (28.7)
112 (25.7)
106 (24.4)
71 (16.3)

68 (15.6)
65 (14.9)
62 (14.3)
56 (12.9)
56 (12.9)
5 (12.6)
3 (12.2)
9 (11.3)

(N =435)

Grade 3 or 4

Any Grade

number of patients (percent)

7
5
123

(1.6)
(1.1)
(28.3)
3.9)

236 (53.9)
161 (36.8)
143 (32.6)
88 (20.1)
114 (26.0)
127 (29.0)
116 (26.5)
105 (24.0)
62 (14.2)
55 (12.6)
63 (14.4)
35 (8.0)
57 (13.0)
53 (12.1)
52 (11.9)
53 (12.1)
57 (13.0)

R-CHOP
(N =438)

Grade 3 or 4
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FrontMIND. Tafa+len with R-CHOP

Stratification: IP13/aalPI2

vs IPI4-5/aalPI3, Region
Experimental Arm:

» 12 mg/kg Tafasitamab D1, DS,
/ \ A and D15 of each cycle + 25 r \ - \ —
Previously untreated ‘\‘ mg/day lenalidomude (D1-D10)
DLBCL and HGBL \ + R-CHOP x 6 cycles q21 days
patients — ) \ n=440 g
* Age=>181t080 2 ) % £y -§
s Ecocer . [ B El : o 2
, S 3 k) © 9
¢ Diagnosis to tx @ ( \ - &
nterval < 28 days \ ; Control Arm: E
e Candidate for R- Tafasitamab placebo D1, D8,
CHOP and D15 of each cycle + I ) “
\ / lenalidomide placebo (D1-D10) s N —
+ R-CHOP x 6 cycles q21 days
Kn=440
4
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ctDNA
not detected % 0 8 4 21 n
cHTA -— 13 8 2 1 1 1

detected

Multivariable Cox Regression

for PFS
EOT ctDNA Detected @i P < .001%**
EOT PET DS =4 ~-o— P=.26
IPl 94 P =.08
Non-GCB COO —a— P=85
DLBCL Histology —a—1 P=.78
B* 2™ got apf
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Do we need fixed-duration R-CHO

in 20267

Benchmark
POLARIX
Ongoing
SKYGLO
OLYMPIA-3
EPCORE DLBCL-2

ZUMA-23

frontMIND

GolSeek-1

WavelINE-010
ESCALADE

BELIEVE-01

ENGINE-1

Tucidinostat + R-
CHOP

GUIDANCE-02

Experimental Arm

Polatuzumab vedotin + R-CHP

Glofitamab + pola-R-CHP
Odronextamab + CHOP
Epcoritamab + R-CHOP

Axicabtagene ciloleucel

Tafasitamab + lenalidomide + R-
CHOP

Golcadomide + R-CHOP

Zilovertamab vedotin + R-CHP
Acalabrutinib + R-CHOP
Orelabrutinib + R-CHOP
Enzastaurin + R-CHOP

Tucidinostat + R-CHOP

R-CHOP +X

Control Arm

R-CHOP

Pola-R-CHP
R-CHOP
R-CHOP

R-CHOP or Pola-R-
CHP

R-CHOP
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Figure 1. Treatment and Response Assessment with ctDNA-Guided Patient courses to date with corresponding PET and ctDNA-MRD responses
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Conclusions

*R-CHOP remains an appropriate frontline regimen for most patients
* Highly effective regimen
e Significant cure rates
* Well-known toxicity profile
* Administration across multiple practice settings

*Pola-R-CHP in patients with IPI score 22 and/or ABC subtype

*Emerging data supports de-escalation strategies integrating ctDNA
into the decision-making
* Personalized approach
* Decrease treatment-related toxicity L_JSIVESTER

IVERSITY OF MIAMI HEALTH SYSTEM




Acknowledgments

Lymphoma Section
Craig Moskowitz
Alvaro Alencar
David Lessen
|zidore Lossos
Georgios Pongas
Joseph Rosenblatt
Juan Ramos
Ney Alves
Jonathan Schatz
Michele Stanchina
Asaad Trabolsi
Ashley Rose

Lymphoma
Research
Foundation

Jaime Peykoff Follicular Lymphoma Initiative

PR CDMRP

m DEPARTMENT OF DEFENSE
pr———Wl CONGRESSIONALLY DIRECTED
@8 MEDICAL RESEARCH PROGRAMS

NATIONAL
CANCER
INSTITUTE

Jae: CASTAWAYS

w AGAINST CANCER

st cbé e

Dwoskin Charitable
Trust Foundation

\£1Y Op
» 4

o %
7 (%
5’ A
= @
£y O
O

L

~\ At
Sy -
®

W/’ o7



Thank youl!

L JOYLVESTER et

COMPREHENSIVE CANCER CENTER
UNIVERSITY OF MIAMI HEALTH SYSTEM




