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GELA
GROUPE D'ETUDE DES LYMPHOMES DE L'ADULTE

PRIMA Protocol
Primary Rituximab and Maintenance

AN MULTICENTRE, PHASE III, OPEN-LABEL, RANDOMIZED STUDY IN
PATIENTS WITH ADVANCED FOLLICULAR LYMPHOMA EVALUATING
THE BENEFICIT OF MAINTENANCE THERAPY WITH RITUXIMAB
(MABTHERA®) AFTER INDUCTION OF RESPONSE WITH CHEMOTHERAPY
PLUS RITUXIMAB IN COMPARAISON WITH NO MAINTENANCE
THERAPY

&'(0)

Case Report Form - Amendment n°3

PRIMA
CENTER : Principal Investigator :
Hospital :
PATIENT: Surname :
First Name :

Inclusion Numser = | (200104 [ [ L L0 ]

After Monitoring by Local Representative of Sponsor,
Please send CRF pages to :

GELARC
Centre Hospitalier Lyon Sud
Secteur Ste Eugénie - Bat 6D
Chemin du Grand Revoyet
69310 PIERRE-BENITE France

Tél.: +33472669333 Fax:+33472669371

Note : This Case Report Form is the property of GELA. Its content can not be published or divulged to
a third party, even partially, without the written authorization of GELA.
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VALIDATION .
Initials | BT N R R A . ¥ Gela
3 of name/2 first name PRIMA
I, the undersigned Doctor / Professor certify that

I have carefully examined all entries on the CRF for this subject.

To the best of my knowledge, informations are correct.

Date

I A A

Investigator's Signature :

&'(0)

Please complete this form only at the end of
study, when all data and queries have been
validated by GELARC.

Do not complete before.
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Initials ‘ | ‘

Baseline Period

lzpofois | [ [ [ [ ]

3 of name/2 first name

PRIMA

&'(0)

PATIENT DEMOGRAPHY

Surname

First Name

Maiden Name

Date of Birth
(dd/mm/yyyy)

Place of Birth

Zip Code

Birth Country

Gender Male 1. [ ]
Female 2. [ ]

REGISTRATION / INCLUSION

Registration date

Registration number

Chemotherapy

Signature of consent

Principal Investigator :

Address :

| (dd/mm/yyyy)
(0 ] T3 I NI I O

R-CHOP 1.[]
R-FCM 2. []
R-CVP 3. []

Date (dd/mm/yyyy)

Country :

Phone Number :

Fax Number :

With country code

Email :

Monitoring date :

Name of Monitor : 1

#, C
3 42 5.#,
3! ,D 4
3 n
0
E" F
0
/
!
#
"2 B
5.
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‘ Baseline Period

\\2\0\0\4”\\\”\\

Inifials‘ [ \ |

3 of name/2 first name

PRIMA

INCLUSION CRITERIA

1.YES 0.NO

&'(0)

1- Histologically confirmed follicular lymphoma grade 1, 2, or 3a with a lymph node biopsy
performed within 4 months before study entry and with material available for a central
review.

2- Patients not previously treated. Patient previously on watch and wait can enter the trial
if a recent biopsy is available (obtain within the last 4 months).

3- Patient with at least one of the following high tumor burden GELF criteria requiring
initiation of treatment :

O Bulky disease defined as nodal or extra-nodal (except spleen) mass > 7cm in its
greater diameter

or B symptoms

or Elevated serum LDH or p2-microglobulin

or Involvement of at least 3 nodal sites (each with a diameter greater than 3cm)

or Splenic enlargement

or COI’HPI"ESSiVE syndr'ome.

O or Pleural/peritoneal effusion.

00000

4- Age must be > 18 years.

5- Performance status < 2 on the ECOG scale.

6- Adequate hematological function (unless these abnormalities are related to lymphoma
extension) within 28 days prior to registration,including : Hemoglobin = 8,0 g/dl (5,0
mmol/L), Absolute neutrophil count (ANC) = 1,5. 10°/L, Platelet count = 100. 10°/L.

7- Women are not breast feeding, are using effective contraception, are not pregnant and
agree not to become pregnant during participation in the trial and during the 12 months
thereafter. Men agree not to father a child during the participation in the trial and
during 12 months thereafter.

8- Having previously signed a written informed consent form.

O

|

O

O og

O

]

2|

=

@

D6

EXCLUSION CRITERIA

1.YES 0.NO

1- Transformation to high-grade lymphoma (secondary to "low-grade” FL).

2- Grade 3b follicular lymphoma.

3- Presence or history of CNS disease (either CNS lymphoma or lymphomatous
meningiosis).

4- Patients regularly taking corticosteroids during the last 4 weeks, unless administered
at a dose equivalent to < 20mg/day prednisone (over these 4 weeks) .

5- Patients with prior or concomitant malignancies except non-melanoma skin cancer or
adequately treated /n situ cervical cancer.

6- Major surgery (excluding lymph node biopsy) within 28 days prior to the registration.
7- Poor renal function : serum creatinine > 2.0 mg/dL (197umol/L).

8- Poor hepatic function : total bilirubin > 2.0 mg/dL (34umol/L), AST (S60T) > 3x the
upper limit of normal unless these abnormalities are related to lymphoma.

9- Known HIV infection or active HBV or HCV infection < 4 weeks at registration. Patients
with any serological evidence of current or past hepatitis B exposure are excluded
unless the serological findings are clearly due to vaccination.

10- Serious underlying medical conditions, which could impair the ability of patient to
participate in the trial.

11- Life expectancy < 6 months.
12- Known sensitivity or allergy to murine products.
13- Treatment within a clinical trial within 30 days prior to trial entry.

14- Any other co-existing medical or psychological condition that will preclude
participation in the study or compromise ability to give inform consent.

15- Adult patient under tutelage (not competent to sign informed consent form)

B BBE B B BEBH

BE2B B

B &

O 0ooo o o oogd

O o0ooood

Monitoring date : Narme of Monitor :

n
)
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Initials [ \ |

| Jziofoa] | L [ 1]

Baseline Period

Gela

&'(0)

3 of name/2 first name PRIMA
RELEVANT MEDICAL CONDITIONS jlis %
If Yes, Please complete Type of Disease Mi::;f/?/:';i 1:::Sisgnzlo
t Lol | o $ _( #
2 Lol o | O O
*
3 [ R 0 o . *C
: Lol 1] OO0
#,:G & 63:G 4
5
Lol 1 8o 2 5
¢ I IR 0 O
7 Lol | 0 O #, 9
’ Ll 1| OO & C 3
0 Ly | 1 0l
CONCOMITANT TREATMENT AT REGISTRATION Yes 1. []
Please, note current treatments at registration continuing up to 4 weeks during trial. No © 0
Due to symptoms
Drug Name Indicati
(Please report Active substance) neication rellcn\'/ed to IY;"F"\:"’"““
. yes . No
v O O
2. O O / ,
3. L] L] ’
-=96 & 9 63:G4.
4. ] ]
6. 0 O 2# 5,
7. O O
. O O

Monitoring date :

Name of Monitor :
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‘ Baseline Period

| lz0loal [ L[] Cela

Initials [ \ |

3 of name/2 first name

PRIMA

PATHOLOGICAL DIAGNOSIS

(Conducted within 4 months window before registration)

DATE OF DIAGNOSIS BIoPsy | (dd/mmiyyyy)

Site of biopsy :

Pathological Report  Yes 1. 0 (Please, provide a copy)
No O. [ ] (Please, complete below)

Examination Registration |1 1 1 1 1 v 1 1 1 1 0]

Name of Pathologist :

Address of Pathologist :

Country of Pathologist :

BONE MARRQW BIOPSY

Date | (dd/mmeyyyy)

Not Done 9. [ ]
Not involved 0. [ |
Involved 1. [ ] If involved Minimal 1. []
Unspecified 2. [ ] Moderate 2. [ ]
Important 3. [ ]
Unspecified 4. []
Monitoring date : Name of Monitor : 4

&'(0)
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Baseline Period .
wirits |1 |1 || 1250l [ | [ )] % Gela
3 of name/2 first name PRIMA
NODAL INVOLVEMENT
(Conducted within a month window before inclusion)
0. Normal 1. Involved 9. Not Evaluated
Cervical right o [] 1. [ 9. [
Cervical left 0. [] L[] 9. []
Supraclavicular right 0. [] L[] 9. [}
Supraclavicular left o.[] L[] 9. [
Axillary right o [] L[] 9 [
Axillary left o. ] L0 9. [
Inguinal right 0. [] L[] 9. [
Inguinal left o. [] L[ 9. [
Mediastinal 0. [] 1. [ 9. f
Pulmonary Hilar o [] L[] 9. [
Para-aortic o [] 1. [] 9. [}
Mesenteric o. [] L[ 9. [
Iliac right o. [] 1 [ 9. [
Tliac left 0. ] L 9 [
Splenic Hilar o [] 1 [ 9. [
Other: No 0. []
Yes 1. []
If yes, precise :
1. o.[] L[] 9. []
2 0. [] L[] 9. 1]
3 o ] 1 [ 9. [
4 0. [] L[] 9. [
Monitoring date : Name of Monitor : 5

%

&'(0
G: 6

/ & & ;

2 I5.
#, & 6 H :GC
, EG F.G 9 & 6EJF , 9

2 5.
2.7 K5.
/
# L
I B
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Baseline Period .
wrias | 1 | ||| l20foal | [ % Gela
3 of name/2 first name PRIMA
EXTRA-NODAL INVOLVEMENT
(Conducted within a month window before inclusion)
0.Normal  1.Involved Evi'lt‘:; d 0.Normal 1.Involved Evi.ltl::e d
Spleen o [] L[] 9.1 Head and Neck Area
Liver 0. D 1 D 9. D Tonsil 0. D 1 D 9. D
Pleura o J 1. [ 9. [ Cavum o. [ 1 [] 9. ] /
Lung o [] L[ 9. 1 Parotid o. [ L[] 9. ]
Ascites ol 1 o[l Orbit o.[] 1] o[ G:
Pericardium o [] 1. [ 9.1 Sinus o. ] L[] 9. [ : : B 6
Breast 0. [] L[] 9. [] .
0 0 o Digestive Tract #1 ’ B &
Gonadal 0. 1 9. .
e Oesophagus 0. [] 1] 9.[] 6HGC, EG F.
idney o0l 100 om@ G 9 & 6EJF 9
Stomach 0. [] L[] 9.[] . B 2 5
Adrenal o [] L[] 9.1 ) .
Duodenum o. ] L] 9.[] 2..* K5.
Thyroid o] L[] 9f]
vre! Colon 0. [] L[] 9.1}
Ski o] 10 of] I
" Caecum o. [ L[] 9. [] ’ B 4% 9 3G
Bone 0. [] L[] 9.1 X
Ileum 0. [] L[] 9.1 —
CNS o.[] L[] 9.1 =.
Rectum o [] 1 [] 9.1
Blood o0 10 o # LMM
Other extra-nodal involvement : No 0. ] %
Yes 1. [
If yes, specify: o.[] 1] 9.[1] D6 :
69 ‘2 5
o] 1 9.1
ol 1] o
COMPRESSIVE SYNDROME
0.
y':: . S If yes, Please, specify:

Monitoring date : Name of Monitor : 6 10/35
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Baseline Period i . |
e TR N TV T I I B * Gela o
3 of name/2 first name ) ( (0 2
SITES USED FOR EVALUATION OF RESPONSE 5.

(These sites can be nodal or extra-nodal but they must be re-evaluated after

Lesions
Please specify right or
left if necessary

induction and maintenance phases)
Measurements

e Date of measurements
L}
GELARC | Methods Day/ Month/ Year mm x mm * [ K5 6 &

1 L | x ]

2 N M o L
J NN T | (M !

- NR [ |

5 I [ | N P ! 2,

6. L]

‘\‘\\\\\“\\‘X‘\\‘

4= NMR/MRT/MRL

5= CT/Pet Scan #, 9 &

* If unidimensional measurements, please note ND in the second the measurement

1 = Clinical Examination
2=CT Scan
3 = Ultrasound

Methods of measurements

STAGING & , + H#IH
Performance Status | ] Waight L N7 N'".
ECOG scale (9)
|
Ann Arbor Stage || Height u(_)‘J ) !
cm
e A N Body Area | || || / 6 2 K5

(Including spleen and head and neck area)

(m®)

Nb Peripheral Lymph Nodes u B Symptoms (fever, weight loss ~ Yes 1. [
(8 maximum : cervical, supra-clavicular, axillary, inguinal) or night swea?) No O D 6 D * |
. 1]
; 6 & 6
FLIPPI score (5 variables) u Qol. given to the patient Yes 1. [ ] E - B F.AQ
No 0. [] ) :
b
Monitoring date : Name of Monitor : 7




I"# $

Initials [ \ | ‘ ‘

2jofo| [ [ [y ]

3 of name/2 first name

Baseline Period

PRIMA

79 Gela

BASELINE LABORATORY TESTS

Please, if a value is not done, write ND in the value

HEMATOLOGY Date of sampling | (dd/mmryyyy)
UNIT VALUE
Hemoglobin (Hgb) g/dL LI
Leukocytes (WBC) 6L (I O
Neutrophils (ANC/AEC) % Lo Ly
6L (I O
Lymphocytes % Lol
Lymphoma Cells % L.
Platelets G/L
BIOCHEMISTRY Date of sampling [ (dd/mm/yyyy)
UNIT VALUE LOWER LIMITS | UPPER LIMITS
AST (S60T) UI/L L] NA Lot |
ALT (SGPT) UI/L [ NA ]
| Gemicreglobiin | mt | L L. oNa | Lol
Alkaline Phosphatase UL/l L NA Loy
Total Bilirubin mol/L L NA L]
LoH UI/L \ NA Ly ]
Serum Creatinine Lmol/L \_A_AJ LA_\J M‘
Caleium mmol/L (I P I I O Y T I A T
Sodium mmol/L LuJ LA_AJ I_\__l_,
Potassium mmol/L LA;‘ R LL‘ L@‘ N LA;‘ LA;‘ N LA;|
SERUM ELECTROPHORESIS Yes 1.[] ONo []
Total Proteins |1 1 |, [ | gnL Abumin - L1 ][] on
MComponant  No 0.[]  LYes [] Tfyes, | 1 1 |,l | gn
Monitoring date : Name of Monitor : 8

%

&'(0
/
6 1 6 4
#, , &9 E:F,
H# & C 9
wo 2L (, 5.
#l 1 1 )
&
9*
nit | CONVeISION| it s
rate
Haemoglobin mmol / L X 1.61 g/dL
_ 10°/L X1 G/L
Leukocytes/Neutrophils/Lymphocytes 3 3
10"/ mm X1 G/L
Platelets / uL /1000 G/L
Total Bilirubin mg /| x 1,71 pmol /1
Beta2-microglobulin nmol / L x 0.118 mg/L
AST, ALT, LDH, Alkaline Phosphatase pkat/L | X 59.998 IU/L
Creatinine mg /| x 8,84 pmol /1
Calcium mg /| x 0,025 mmol /|
Sodium mEq /L X1 mmol / L
Potassium mEq /L X1 mmol / L
* 2.7 &
& & K5 ,
, 6 9
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Baseline Period
Tnitials | | | | | |2\0‘004\ ‘ | ‘ l ‘ | L1 |

3 of name/2 first name PRIMA

"9 Gela

SEROLOGIES (< 4 weeks at registration)

HIV Serol HCV Serology HBV Serology
erology (anti-HCV antibody) (HBs antigen)
Not Done 9. [ ] Not Done 9. [] Not Done 9. [ ]
Negative 0. [ ] Negative 0. [ ] Negative 0. [ |
Positive 1. [] Positive 1. [ ] Positive 1. []
/ ,
PREGNANCY TEST
, 9 @@
Not Applicable 9. [ ] # ’ 9 @@
Negative 0. [ | Date of sampling | | | | | | | | '
Positive 1. [ | (dd/mm/yyyy) ’
$2E
CARDIAC FUNCTION LVEF % F5.
Electrocardiogram Echocardiography / Isotopic Method # 3G ; 4&
Not Done 9. [] Not Done 9. [] X 9 9
Normal 0. [7] Normal 0. [] 9
Abnormal 1. [7] Abnormal 1. [7] 2..F /1 /
If abnormal, If abnormal, K5
specify : specify : )
OTHER IMPORTANT EXAMS
No 0. []

Yes 1. [  Ifyes,specify: Date (dd/mm/yyyy)

Monitoring date : Name of Monitor : 9

13/35
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Induction n
tials | | ||| J20lo@] [ [ L] tremen Gela
3 of name/2 first name PRIMA
INDUCTION TREATMENT : R-CVP NA9.O
CYCLE 1 NDO | CYCLE 2 NDO | CYCLE 3 ND O CYCLE 4 ND O
Doy 1 Day 1 Day 1 Day 1

I VI A

l\‘\‘\\\‘

(I A A

Lol b

Full Dose : Yes 1. [ ]
No 0.[]

If No, note the reason

Full Dose : Yes 1.[ |
No 0.[]

If No, note the reason

Full Dose : Yes 1. [ ]
No 0.[]

If No, note the reason

Full Dose : Yes 1. [ |
No 0. [ ]

If No, note the reason

Delayed :  vyes 1.[ ] Delayed :  vyes 1.[ ] Delayed : vyes 1.[ |
No 0.[] No 0.[] No 0.[]
If Yes, number of days | If Yes, number of days If Yes, number of days
RESPONSE AFTER 4 CYCLES OF R-CVP
Complete Response L[] 4. Stable Disease ]

Unconfirmed Complete  2.[ |

Response (>75%)

5. Progressive Disease | |
Please, complete the progression and withdrawal forms

Partial Response (>50%) 3.[ | 9. Not Evaluated ]
CYCLE 5 ND O CYCLE 6 ND O CYCLE 7 ND O CYCLE 8 ND O
Day 1 Day 1 Day 1 Day 1
‘ | ‘ 1 ‘ [ ‘ ‘ | ‘ | ‘ || ‘ ‘ | ‘ | ‘ L 11 ‘ ‘ | ‘ | ‘ L 11 ‘
Full Dose : Yes 1. [ | Full Dose : Ves 1. [ | Full Dose : Yes 1. [ | Full Dose : Yes 1. [ |
No 0.[] No 0.[] No 0.[] No 0.[]

If no, note the reason :

If no, note the reason :

If no, note the reason :

If no, note the reason :

Delayed :  ves 1. [ ]

No 0.[]
If Yes, number of days

L]

Delayed : Ves 1. [ |

No 0.[]

If Yes, number of days

L]

Delayed :  Ves 1. [ ]

No 0.[ ]

If Yes, number of days

1]

Delayed :  Yes 1. [ |

No 0. []

If Yes, number of days

L]

Monitoring date :

Name of Monitor :
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Monitoring date :

Name of Monitor :

I"# $ %
Induction i
mitiis |1 1 | ||| J2j0loa] [ | [ [ ) || meeme | T8 Cela
3 of name/2 first name PRIMA
INDUCTION TREATMENT R-CVP NA9.O
CYCLE1 NDO CYCLE2 NDO CYCLE 3 NDO CYCLE 4 ND O
Day 1 Date (T N NI I I I N A A AR B R I RO
Rituximab mg \_I_IJ mg Ll_\_, mg L\_IJ mg
Cyclophosphamide ‘ [ | mg \ [ ‘ mg ‘ [ ‘ mg \ [ ‘ mg
Vincristine u u mg U u mg u u mg u | | mg
Day 1 to 5
(Total cumulative dose)
Prednisone mg ‘ [ ‘ mg ‘ 11 ‘ mg JJ mg
CYCLE5 NDO CYCLE6 NDO CYCLE 7 NDO CYCLE 8 ND O
Day 1 Date T O IR I N I N O A B O 1 A A O
Rituximab mg L‘_|J mg L‘_l_’ mg L‘_lJ mg
Cyclophosphamide \ [ ‘ mg ‘ [ ‘ mg \ [ \ mg ‘ L1 ‘ mg
Vincristine L ||| m L] || m | | [ ] ma L] [ | mg
Day 1 to 5 '
(Total cumulative dose)
Prednisone mg ‘ mg \—‘—lJ mg ‘—‘—‘—‘ mg
HAVE THE DOSES CHANGED DUE TO THE BODY SURFACE AREA Yes L. D
CHANGE > 10% ? No 0.[]
If Yes, please provide :
- The cycle : LIJ
- The new Body Surface Area: u .
(m®)
10-2
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Induction
Initials ‘ [ \ | ‘ ‘ ‘2 | 0‘ 04 \ ‘ | ‘ | ‘ ‘ | ‘ Treatment
3 of name/2 first name PRIMA
INDUCTION TREATMENT R-FCM NA9.0O
CYCLE1 NDO CYCLE 2 ND O CYCLE 3 ND O
Day 1 Date Lol Pl b b I b b b b b o |
Rituximab mg i Ll | L g | L]
Mitoxantrone \_‘J u mg Day 15 , u mg , u mg
Day 1 to 3
(Total cumulative dose)|
Cyclophosphamide mg ‘ L ‘ mg ‘ [ ‘ mg
Fludarabine mg L L | mg \_——‘J mg
CYCLE 4 NDO CYCLE 5 ND O CYCLE 6 ND DO
Day 1 Date Lol b il b b b b b b by |
Rituximab ‘Ji\;‘ mg ‘ L1 ‘ mg ‘ L ‘ mg ‘ L1 ‘ mg
Mitoxantrone ‘ u mg Day 15 , u mg . u mg
Day 1 to 3
(Total cumulative dose)|
Cyclophosphamide mg \ [ \ mg ‘ L ‘ mg
Fludarabine mg LL mg \_‘—‘J mg

Yes 1.[]
No 0.[]

HAVE THE DOSES CHANGED DUE TO THE BODY SURFACE AREA
CHANGE > 10% ?

If Yes, please provide :

- The cycle :
- The new Body Surface Area : u s

(m*)

I"# $
Induction
wirals | | ||| J2j0foa] [ [ [y || eomen
3 of name/2 first name PRIMA
INDUCTION TREATMENT R-CHOP NA9.O
CYCLE1 NDO| (¢YCLE2 NDO CYCLE 3 NDO CYCLE 4 NDO
Day 1 Date I S AR I I O TN o A N N I O B A
Rituximab mg \_K_KJ mg \_l;/ mg \_‘_AJ mg
Cyclophosphamide ‘ [ ‘ mg \ [ ‘ mg ‘ [ ‘ mg \ [ ‘ mg
Doxorubicin ‘ [ mg ‘ I ‘ mg | mg mg
Vincristine L] [ | m L] [ ]m L] ] m [ ][] ma
Day 1 to 5
(Total cumulative dose)
Prednisone ‘ [ mg ‘ L1 ‘ mg Ll_l_l mg \—‘—‘—I mg
CYCLE5 NDO CYCLE6 NDO
Day 1 pate | Lol ol el b b b b il b b o
Rituximab mg \_‘—‘J mg \_‘—1 mg \_‘—‘J mg
Cyclophosphamide | |1 1 1 ) mg | L1 1 1 | mg Day 21 Day 42
Doxorubicin ‘ L ‘ mg ‘ || ‘ mg
Vincristine u u mg u u mg
Day 1 to 5
(Total cumulative dose)
Prednisone \ [ mg ‘ [ ‘ mg
HAVE THE DOSES CHANGED DUE TO THE BODY SURFACE AREA Yes 1.[]
CHANGE > 10% ? No 0.[]
If Yes, please provide
- The cycle : \_AJ
- The new Body Surface Area: u s LJ
(m®)
Monitoring date : Name of Monitor : 11-2

Monitoring date : Name of Monitor :

12-2
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belaved :  yes 1 [ belojed :  yes 1. [ beloyed :  ves 1.1 ]
No 0.[] No 0. [] No 0.[]
If Yes, number of days : If Yes, number of days : If Yes, number of days :
Name of Monitor : 12

Monitoring date :
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