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Figure 2. Main mechanisms of action of rituximab. Rituximab can deplete B cells through direct
induction of apoptosis and activation of the immune effector mechanisms CDC and ADCC.
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Initial combination therapy Maintenance treatme
phase of 24 weeks phase of 2 years

N =627

18-75H% : :
e GP2013-CVP GP2013 375 mg/m

{7HA g3w x 8 cycles every 2(3) mo.

(stage
[/111) R 375 mg/m? day1

The maintenance

CD20B51% 11 CPA 750 mg/m? day1 neither powered
DFL *'  VCR 1.4 mg/m?day1 nor planned to a
(WHO PDN 100mg day 1-5 biosimilarity. -

grade 1,

2, 3a) MabThera-CVP MabThera 375 mg/m?
PS: 0-2 q3w x 8 cycles every 2(3) mo.

stratified by low/intermediate vs high FLIPI score
nd by geographic region
Primary endpoint: equivalence of GP2013 and MabThera in ORR during

combination phase
Jurczak W et al. Lancet
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EER IS (Infusion reaction) DLEHK

GP2013-OVP R-CVP (n=315)
(=312}
Any potential infusion- related 154 (49%) 152 (48%)
reaction® adverse event (ocowmring in
=2% of all patients)
Infusion-related reaction 41 {13%) 37 (12%)
Mawrsaa 34 (11%) 35(11%)
Fatiguws 26 (8%]) 18 (6%)
Asthenia 21 (7)) 22 7m)
Vomiting 16 (5%) 14 (4%)
Pyresxda 11 {4%) 16 (5%)
Diarrhoea 12 (4%) 14 (4%)
Myalgia 11 (4%) 11(3%)
Abdominal pain 12 (4%) Q(3%)
Headache 9 3%) 11 (3%)
Pruritus 9 (3%) 10 (2%)
Abdominal pain, upper 9 (3%) 8(3%)
Dyspnoea 10 (%) T (2%)
Rash 83%) 7(2%)
yv=pepsia 6 (2%) ¥ (2%)
Data are n (%). Prefemed termiswere sorted by descending frequency. A patient
wiith rasltiple ocourrences of an adverse event for a preferred term under one
treatment was coasmted onby once. For patients who did not enter the
maintenance phase, adverse events ocowrming more than 30 days after the stody
discontinuation are not summansed. GP20 3- O P=LP2013 plus
oydophosphamide, vincristine, and prednisone. R-OVP=rtuximab phes
oydophosphamide, vincristine, and prednisons. * Infusion-related reactions wers
dizfined wsing the program case retrieval strategy.
Table &: Infusion-related reaction adverse events during combination
therapy phase (safety dataset)

Jurczak W et al. Lancet Hag




CVPELE L DHABREMITROBRES

Grade 1or2 Grade 3 Grade 4 Grade Lor 2 Grade 3 Grade 4
Any primary system organ dass 280 (90%) 127 (41%) 39(13%) IF7(BE%)  132(43%) 47 (15%)
Gastrointestingl disardars 171 (55%) 14 (4%) 2(1%) 151 (48%) 237%) 3(1%)
Mervous system disorders 132 (42%) 11 (4%) 1 (<1%) 128 [41%) 6 (2%) 1 (1%)
Infections and infestations 115 (I7%) 71 (7%) 6 (2%) 135 (40%) 18 (6%) 5 (2%)
Ganeral disorders and administration site conditions 117 (36%) & (2%) 1(<1%) 124 (39%) 10 (3%) 1 (<1%)
Musculoskeletal and connective tissue disordars 95 (30%) 3 (1%) MIA 101 (32%) 4(1%) WA
Blood and kymphatic system disorders 75 (24%) 64 (21%) 7 (9%) 93 (30%) TO0Z2%)  36(11%)
Respiratory, thoracic, and mediastinal disorders 81 (26%) 9(3%) 3(1%) 85 (Z7%) 14 (4%) 3 (1%)
Skin and subcutaneous tissue disorders 79 (25%) 5(2%) 0{0%) 64 (20%) 4(1%) 0 (0
Metabolism and nutrition disorders 58 (19%) 14 (4%) 4(1%) 79 (25%) 22(7%) 2 (1%)
Investigations (laboratory tests and ather procedures) 48 (15%) 14 (4%) 4(1%) 54 (17%) 13 (4%) 2(1%)
Injury, poisoning, and procedural complications 50 [16%) 7(2%) A 45 (16%) 4(1%) M A
Peychiatric disorders 31 (10%) 1{=1%) N/A 30 (12%) 3 (1%) MA
Wascular disorders 31 (10%) 7 (2%) 1(<1%) 29 (9%) 7 (2%) 0 (0}
Renal and urinary disorders % 3(1%) N/A 29 (9%) 2(1%)  NA
Cardiac disorders 77 (9%) 5(2%) 1 (<1%) 12 (4%) 2(1%) 1 (1%)
Eye disorders 14 (4%) MiA o0}y 15 (5%) MIA 0 {0y
Reproductive systerm and breast disorders 13 (4%) NiA 0(0) 9(3%) NA 0 (0}
Ear and labyrinth disorders 9 (3%) L] ooy 9 (3%) 0o o0y
Hepatobiliary disorders 10 (3%) 4(1%) 0{0) 6 (2%) 3(1%) 0 ()
Immune system disarders 7 (2%) 1(<1%)  NA g (3%) (1%} MA
Neoplasms benign. malignant. and unspecified (indluding 4(1%) N/A 00} 6 (2%) N/A 0 (0}
oysts and polyps)
Endocrine disorders 3(1%) NiA 0(0) 3(1%) N/A 0(0)
Congenital, familial, and genetic disorders 1(<1%) YA ) 1(<1%)  NA 0 (D)

Data are n (% ). Pimary system organ dasses are presented numerically according to incidence of grade 1 or 2 adverse events in all patients. M/A denotes cells where the
imbalance of adverse events betewaen the two treatment groups would potentially allow unblinding of patients in this ongoing shedy. A patientwith multiple ocowrrances of
an adverse event under one treatment is cownted only once in the adverse event category for that treatment. A patient with multiple adverse events within a primary system
organ dass is counted only once in the total row. For patients that do not go into the maintenance phase. adverse events ooourring more than 30 days after the

discontinuation of study dreg are not semmarised. GP2013-00P= GP201 3 plus oyclophosphamide, vincristine, and prednisone. B-COWVP=nituximab plus cyclophosphamide,

Table 5: Adverse events occurring during the combination phase

Jurczak W et al. Lancet H
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Progression—free survival by treatment based
on investigator assessment (FAS)

2{

GP2013-CVP  R-CVP HR (90% CI)*
(n=312) (n=315)
Progression-free survival
Events 04 (30%) 76(24%)  1-31(1-02-1-69)
Censored events 218 (70%) 230 (76%)
Median Kaplan-Meler Mot reached Mot reached
estimate
Overall survival
Events 23 (7%) 29 (9%) 0-77 (0-49-1-22)
Censored events 2840 (93%) 286 (91%)
Median Kaplan-Meier Mot reached  Notreached
estimate

Data are n (%) or median, unless otherwise specified. Follow-up period median
23-8 months (IQR 11.6-30-5). GP2013-CVP-GP2013 plus gydophosphamide,
vincristine, and prednisone. R-CVP-rituximab plus cydophosphamide, vincristine,
and prednisone. HR=hazard ratio. FLIPI-Follicular Lymphoma International
Prognostic Index. *HR estimate and 90% Cl are obtained by fitting Coe: regression
miodel with treatment allocation as covanate and FLIPI score as stratification factor:
this study is not powered for any hypothesis testing, hence, the HR and its
associabed 90% O are presented for descriptive purposes only.

Table 3: Progression-free survival and overall survival (full-analysis dataset)

Jurczak W et al. Lancet Hag
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4-year overall survival estimates:

F= 0230 R-CVF, 83%; CVP, 77%

0

Patients at risk
CVP 189 165 151 141 136 132 125 120 111 67 30 8 0]
162 162 160 155 150 144 142 132 124 B1 40

R-CVP

Hiddemann W et al. Blog
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