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Overview
Limited comparative data exist for the treatment of HIV-
associated non-Hodgkin lymphoma.
Literature search using PubMed and Embase databases.
42 eligible trials — data available from only 19 of those trials.
Average of 61 patients were enrolled per trial.
Analyzed pooled individual patient data for 1546 patients.

Findings provide supporting evidence for current patterns of
care.
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Table 2. Demographics and characteristies Tor all 1546 palients included in the pooled analysis

Demographics & Characteristics of the 1546 patients

RituEimalh:

Bascline characteristics ANl patients Mo (N = 1004) Yes (H = 547) P
Age in yaars, medan (rangs) 40 {15-78) 36 (18-73) 42 [20-7) ==
Gender, n (%)

Malke 1228 {84) a0 (87) 424 (T8} o
Histology, m (%)

BELHELL 35 {P6) 251 [25) 1438 {27)

e 10583 69) GAD [E8) 9 (10}

Cither &3 {B) T3 [T 15{F)
Age-adjusted IP1, n %)

i 151 (17) 104 (13 47 (11) a5

1 384 (9] 248 (249 135 (31)

2 519 {40) 344 (40 175 {40)

3 250 (19) 165 (159 &5 (19)
Treatmeont, m (%)

Inlcrnsee regiman 185 {10) TF i (14) <=0

CHOP X2 f41) 391 (39 241 (44)

Low-dose CHOP 168 (1) 165 [16) o

EPOCH TEG {11) 17 (2} 148 (Z7)

V5 41 {3 41 (4) 0

ACNBRLNHINVE 154 {10) 158 (165 i}

CDE e 12} 1T (1) ™4

Remick regimen 8 2 36 (4) o
GCSF, n (%) 1467 {849) 86 (28] AE1 {100} =001
Concurment GART, n [3%) T 53 423 (43) 3546 {6 ==
CO4 cound, cellafl (median; 1C) 248 {101-852) M (120-1200) 78 (74330 =00
Wiral boad, copeesipl (median, MIR) 23 B0 (600160000} 42 D00 [230-120 461) 1T 420 {4-42-145 000} Reo
Higloay ol price AIDS 430 {35) 302 (37 178 {33 A28
C4 50 callsipd , m (%) T (14] 120 (13 BT {17} 25
Enrodiment dabs {year)

80-95 388 {75 388 (35 Q <0

96-97 298 {19) 208 (300 o

98-00 56 (76) 256 [(26) 1440 {5}

o1-04 282 (18) 44 [5) 733 {43)

o510 122 (17) 13 (1) 16 31)
Meian inllow-up, years (KIA) 1.2 {Dd-4.8) 0.5 [0.4-4.0) 23 (0646 <
CH, n (%) 791 {57) £27 (43 364 (T1) <001
Progression, m (%) 2 {40} A0 () 165 {30} =01
Survival* n (%) 50 {43} 303 (32 34T (54) =01

"Hahenls alve af the end of follow-up.




Rituximab and outcomes

Table 3. Assccletions of treatment factors and outcomes for CR rafe and progression-free and OS

Cuicomas
Unlveriabe analysia Multhvariate analysls®
OR (86% CI; A HRA (88% CI; M OR (86% C1; A} HA (95% CI; A

Trastmani factors CR PFS =11 Ch PFS OB
AMuxImak

Yam = 542 no = 1004 2,48 01.88-3.76; =001} 0,53 [Doad-0.63; <001} D43 0.37-0.51; <.01) 288 [1.84-5.08; <.001) 050 (0.34-0.72; <.001) Q.51 [0.38-0.71; <.0001)
Chamarag/men

GHOP (n = B33 1.0 (ralerarcs) 1.3 {ralerenca) 1.0 (mfarance) 1.0 [reference) 1.0 [referance) 1.0 (redarance)

infusiznal regimans
EPGGH; n = 186
ChOE n= 191

Jose-intansn regmars
IFiersiva [n = 155)
ACVER, 158

Lass dase-riorsa regimans
Loe-dosa'modied CHOP; n = 165
VB n o= 41
Ramick; n = 38

Canourrent cART
Yag = TTE no = T2d

1.73 {1.17-2.57; 006}
Q.54 (0.98-0,75; <.001)

1.87 (0,672 88; .07
1,34 (0.81+1.67; 1%

.34 (0.230.48; .001)
0,02 (0.003-0.14; <,001)
0,32 (0.18-0.84; .001)

1.3 (1.12-1.78; .00%)

0.57 (0.81-0,79; <001}
1,10 [0.85-1,40; £E)

0,88 [0.86-1.18; .42)
107 [081-1,58; B4

2.80 [204-2.28; <.001)
7.27 (4.84-10.58; <.007)
M

0.78 [0.88-0.62; .00K)

CUSE [0.494-0.76; =<.001)
CUES [0.78-1,18; B4

Q78 [0.56-0.98; 043}
191 (0.B0-1.28; B4)

255 2.08-220; =.001)
E13 [2.BE-T.14; =.001)
248 [1.72-3.47; <.001)

0L.4E [0.26-0.TE; .0O1)

097 [0.42-2.24; B8)
QAT [0.54-1.40; 55

185 [0.57-4.77; .36
170 [1.04-2.78; 054)

033 [0.16-0.58; =.001)
004 [0.01-0.33; .002)
BTF [021-2.90; 70

1.88 [1.21-2.83; 008

.11 [0.56-2.05; .78
083 [0A7-1.57; 64

0U3Z (0.1B-0.54; <.0001)
OUT2 [0.82-0.898; 048]

291 [1.83-2.83; =.0001)
234 (206-8.23; =.0001)
1

BAG [0 BE-1.21; 48

067 (0.35-1.28; &2
0.73 (0.55-0.96; ,03)

0,54 (0.36-0.82; 008
0,88 (0,67-1.18; 28]

187 (1442 82; < a801)
241 [1.88-2.80; =.0001)
088 (0.46-1.81; B2

0.78 0,801 42 07
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Univariate analysis — use of Rituximab was strongly associated

“

reatment factors with

. §
th improved outcomes.
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Only significantly associated with improved outcomes for patients with CD4* counts = 50

cells/pl

. Not if the CD4* count was < 50 cells/ul



Kaplan-Meier plots comparing the OS for patients
treated with rituximab-containing regimens vs
non—rituximab-containing regimens
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Concurrent use of antiretroviral therapy

. Use of cART with chemotherapy was associated with significantly

higher CR rates and OS on univariate analysis.

. Compared the effect of rituximab In concurrent CART users and in
patients not using CART concurrently with chemotherapy.
. Neither clinically meaningful nor statistically significant differences
between the groups were identified.

. G-CSF use was nearly ubiguitous — no meaningful comparison could
be performed.



Chemotherapy Regimen and Outcomes

Table 4. Associations of rituximab use, type of initial

ic regimen, and baseling CODM count with cause of death |(polytomous

miodel}
Causc of death (OR; 35% Cl; B}
Factors Dcath trom all causecs TRM [n = 180) PO (n = 457) HIV [n = 57} Other [n = 91)
Mor-ritusimealy use |n — BEE) 585 Mefer e Fesdesrasyze Mo rasyus Mefer e
Riluceirrealy use (7 = 537) 190 DUES (D 48-1.06; ) 030021041, .0y OUSE (Q30-1.12, 1) 38 (0200068, 03]
Chematherapy redgimsen
CHOP {n = G14) i | Relarance Redarancs Redamancs Melanance
Wnilussioral regimens (EPOCH, n = 145, 4 028 (DAH0ET, <001} 1.54 (112211, 00E) OUB (0268-1.40; 30) 1.53 (0E3-2.683; 18)
CDE, m = 184)
Dosa-intensa mgimens (0 = 3177 162 1,24 (UEP-1.B8; 30) S0 |0EE-1.77, 49) 185 [DET-383; 11} 076 (035167, 47)
Lass dosa-niares moimans 153 1,76 (L T7-2006; 37) 175 (129257, <001} D4 (Q02-1.07; 0] 056 (0.22-1.41; 27
in = 1800t
Baseling COM count (cellafpl )
<50 (n = 175) 124 0.96 (080116 68) 1.04 |D81-1.19; 53) 074 (Q57-097, 0F) 096 L76-1.72; 75
50-198 jn — 37 M7 057 (0093100, 08y (.51 {0LEHG- 1.0, 42 UMD (ELSHE-0.08; BE) 0.5 (RE1-1.00; 13
=00 v — HEE) 413 1.00 {1.00-1.00; 57} 100 {1.00-1.00; 68) DL (OLEP-0LSEE 0F)  1.00 (0.5 1.00; 14)

Thaa mindial was adjusiad for e, gended, history of ANDS, time of ennolment, yps of ymphoma, and aalP

“Doee-nlenss regimens ans inlengive regimens and ACYEFP.
fless dosa-imlanss fmgimsns ame VS, low-doss of modiied CHOP, and Be Remick regiren.
BChaange in OF as per 10-unil incresss of COM count.

e —__—
Compared effect of the initial choice of chemotherapy regimen while adjusting rituximab

use.

Treatment with less dose-intense regimens was associated with significantly inferior
clinical outcomes in both univariate and multivariate analysis — except Remick regimen.

Oral Remick regimen resulted in lower CR rates and a worse OS on univariate analysis
but not on the multivariate analysis.

Infusional EPOCH had a higher CR rate and improved PFS and OS in the univariate

model.



Kaplan-Meier plots comparing OS for patients with DLBCL
treated with EPOCH vs CHOP and R-EPOCH vs R-CHOP
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Summary

Addition of rituximab to any chemotherapy regien was
associated with a nearly threefold increase in the CR rate and
50% reduction in risk of progressive lymphoma or death.

Use of rituximab in this analysis was not associated with
Increased risk of death due to treatment toxicities or HIV-
related complications.

Dose-intense chemotherapy regimens resulted in better
clinical outcomes compared with treatment with CHOP In
patients with more aggressive BL or BLL.

Dose-intensive regimens did not result in an OS advantage
compared with the less toxic infusional regimens EPOCH and
CDE.

Patients using cART concurrently with induction chemotherapy
experienced higher CR rates and a trend toward improved OS
compared with patients who did not take cART during the
Initial therapy phase.
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