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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

LEUCEMIE LYMPHOBLASTIQUE AIGUE DE L’ENFANT : PRELEVEMENTS DE SANG ET SUIVI

PRELEVEMENTS DE SANG AU DIAGNOSTIC

e FSC (avec frottis) et apres 1x/jour

e C(Créatinine, urée, glucose, acide urique

e Na, K, Ca, Mg, PO4

AST, ALT, Bilirubin T/D, PAL

Protéines totales, albumine, LDH

Amylase

Crase

Groupe ABO-RH

Sérologies VZV, HIV, CMV, EBV, HAV, HBV, HCV

e Cytomorphology
[] 6 frottis de sang (unstained smears of peripheral blood) préparés avec le reste de sang de la formule du jour et envoyés a Ziirich

e PCR-MRD (seulement si I'analyse n’a pas pu étre faite sur la ponction de moelle et si assez de blastes en périphérie)
0 5-10ml Héparine (si >25% de lymphoblastes dans moelle)

o Immunophenotyping, FCM-MRD (seulement si I'analyse n’a pas pu étre faite sur la ponction de moelle et si assez de blastes en périphérie)

] 2ml Héparine pour I'analyse locale a Lausanne
[ 2-5ml Héparine pour I'analyse a Ziirich

e Cytogenetics / molecular genetics (seulement si 'analyse n’a pas pu étre faite sur la ponction de moelle et si assez de blastes en périphérie)

[1 5-10ml Héparine (si >80% de lymphoblastes dans sang périphérique) pour 'analyse locale a Lausanne
0 5-10ml Héparine (si >80% de lymphoblastes dans sang périphérique) pour 'analyse a Zirich

SOP_Leucémies lymphoblastiques aigués de I'enfant: prélévements de sang et suivi_V01 Page 1/40



HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE D’INDUCTION (CYTOREDUCTIVE PREPHASE OU PROTOCOL IA-PRED OU PROTOCOL IA-DEXA OU
PROTOCOL IA-CPM)

Formules sanguines complétes tous les jours jusqu’a la sortie
Chimie, ASAT/ALAT, BILI T/D 3x/semaine ou selon la clinique

Mesure de 'activité de I'asparaginase
A faire chez tous les patients avec suspicion de réaction allergique a I'asparaginase, 2 heures apres I'arrét de I'infusion.
J 0.5-1ml de sang dans tube Sérum, a envoyer a température ambiante a Ziirich avec le formulaire « Asparaginase — Monitoring » (en annexe)

Génotypage de la TPMT
O 1 ml de sang (au moins) dans tube EDTA
A envoyer a température ambiante a Ziirich avec le formulaire « Molekulare and Pranatale Diagnostik » (en annexe)

Au jour 8, prélevement de sang pour cytomorphology
[ 6 frottis de sang (unstained smears of peripheral blood) préparés avec le reste de sang de la formule du jour et envoyés a Zurich par le laboratoire des moelles

Au jour 15 et a tous les timepoints suivants (TP1, TP2, TP1a, TP HR1, TP HR2, TP HR3, TP HR Blinal d15, TP HR Blinal d29, TP HR Blina2 d29, TP MR contr.1, TP MR
contr.2, TP MR Blina d1, TP MR Blina d29, TP1b), préléevement de sang pour PCR-MRD (seulement si I’analyse n’a pas pu étre faite sur la ponction de moelle et si

assez de blastes en périphérie)
0 5-10ml Héparine (si >25% de lymphoblastes dans moelle)
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

e Conditions pour retour a domicile aprés J15 et suivi ambulatoire
v' Afébrile, pas de signes d’infection, pas d’antibiothérapie en cours
v’ Critéres pour un retour a domicile remplis (bonne compréhension de la maladie et du traitement de la part de la famille, situation sociale et psychologique
de I'enfant et sa famille permettant un retour a domicile)
V' Suivi:
= Examen clinique (EC) et bilan sanguin au minimum 2x/semaine pour < 10 ans & 3x/semaine pour = 10 ans
» Laboratoire : FSC, chimie (Na, K, Urée, Créat, ASAT/ALAT, BILI T/D, Amylase et lipase avant PEG-ASP), stix urinaire (exclure glycosurie),
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Stud.-No. (Pat.-ID): AIEOP-BFM ALL 2017: Protocol IA-Pred (lA;)

DOB: for pB-ALL
Weight: kg Height ___ cm Version 1.3, 12.03.2019
BSA: m2

PRED p.o.i.v. 60 mg/m/d L mad b | -

Please enter actually administered medication with
start date (and if applicable end date and other

application phases&])!
Date
Start End
PRED
Pre-phase

Main phase (if appl. part 1)

Flease enter cumulative dose of PRED per phase*. | | | | |

if appl., Main phase part 2%

if appl., Main phase part 3*

VCR iv. 1.5 mg/im?/dose L. L Img I I I I
max. 2 mg

DNR p.i. (1 h) 30 mg/m?/dose | 1.1_|mg I I I I
PEG-L-ASP p.i. (2 h) 2500 IU/m3dose |__|__|_|_|IU I I

ONCASPAR® (max. 3750 1U)

* *
MTX i.th. dose age-adjusted | | | mg l l i i l
Age <ly 1<2y 2-<3y =3y A A
MTX dose i.th. 6 mg 8mg 10mg 12mg MRD initial FCM-MRD d15 MRD TP1
*additional i.th. MTX on days 19 and 26 if CNS-positive (CNS 3) | o L ®
I L Il Il L Il L I Il L 'l I 'l Il I Il Il L I L Il I L L Il I 1 I Il Il L I
| | | |
Day 1 8 15 22 29 33
# Please mark therapy interruptions with E g
a vertical line and enter the cumulative 5 E
dose for the resulting application phases o

Tapering phase 1

Tapering phase 2

Tapering phase 3

VCR A1

VCR 2

VCR 3

VCR 4

ONR 1

DNR 2

DNR 3

DR 4

PEG-L-ASF 1

PEG-L-ASP 2

MTX i.th. day 1

MTX i.th. day 12

MTX ith. day 19" if appl.

MTX ith. day 26" if appl.

MTXith. day 33

Hospitalisation: Number of nights with hospitalisation (from start of this treatment phase until beginning of the next therapy element):. |__| |

MRD initial

FCM-MRD d15

Switch from PEG-L-ASP to Erwinase in this element? Therapy according to the protocol?
O no O vyes
O yes, 1% Erwinase administration: 1 || (date) O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
last Erwinase administration: || | | (date) additional antileukemic drugs given)
number of Erwinase doses: | | 8 medical redson
o . - O psychosocial reason
administered dosage/administration: |__|__[_ | | |IU  other reason
Reason for switch to Erwinase: Were additional antileukemic drugs administered?
O allergic reaction, date: |___|___ | O no
O other: O vyes (please document on CRF ,Documentation of cytotoxicfantileukemic drugs or

treatment phases deviating from the treatment protocol”)

MRD TP1

Therapy plan caiculafed and prepared

Date, name and signature of the investigator

Therapy plan administered as documented

Date_name and signature of the invesfigator (or documentaist]




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Stud-No. (Pat-ID): AIEOP-BFM ALL 2017: Protocol I1A-Dexa (IA,)

DOB:

) , for T-ALL PGR
Weight: kg Height: ____ cm Version 1.3, 12.03.2019
BSA: m=

PRED p.oiv. 60 mg/m?/d Ll mgd |

DEXA p.oJiv. 10 mgiméd 111l mgi I ==

Flease enter the cumulative dose of PRED/DEXA per phase: | | | | |

Please enter actually administered medication with
start date {and if applicable end date and other

application phases &)/
Dafte
Start End
PRED Pre-phase
DEX&

Main phase (if appl. part 1%)

if appl_, Main phase part 2¢

if appl_, Main phase part 3*

Tapenng phase 1

VCR iv. 1.5 mg/m¥/dose L 11| _Img | | | |
max. 2 mg
DNR p.i. (1 h) 30 mg/m3/dose L 1.1_|mg I I I I
PEG-L-ASP p.i.(2 h) 2500 IlU/m%dose |__ | | | |IU I I
ONCASPAR® (max. 3750 1U)
MTX i.th. dose age-adjusted ||| mg i l i , l
Age <1y 1<2y 2<3y 23y A ¥
MTX dose i.th. & mg 8mg 10mg 12mg MRD initial FCM-MRD d15 MRD TP1
* additional i.th. MTX on days 19 and 26 if CNS-positive (CNS 3) ‘ 7 | | b | I I I 7
'l Il Il Il L Il 'l L L 'l Il I Il Il Il Il L L 'l L L Il Il 'l Il
I T
Day 1

# Please mark therapy interruptions with -

a vertical line and enter the cumulative s §

dose for the resuiting application phases E ju

Tapenng phase 2

Tapering phase 3

VCR 1

VCR 2

VCR 3

VCR 4

DNR 1

DNR 2

DNR 3

ONR 4

PEG-L-ASP 1

PEG-L-ASP 2

MTXith. day 1

MTX ith. day 12

MTXith. day 19° if appl.

MTXith. day 26 if appl.

MTX ith. day 33

Hospitalisation: Mumber of nights with hospitalisation (from start of this treatment phase until beginning of the next therapy element): |__| |

Switch from PEG-L-ASP to Erwinase in this element? Therapy according to the protocol?

O no O yes

O vyes, 15tErwinase administration: || | | (date) O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
last Erwinase administration: |__|__|__ | (date) additional antileukemic drugs given)

O medical reason

number of Erwinase doses: | | 3 psychosocial reason
administered dosagefadministration: [__|__[_|_[_[U I other reason
Reason for switch to Erwinase: Were additional antileukemic drugs administered?
O allergic reaction, date: |___ | | | A no
O other O vyes (please document on CRF Documentation of cytotoxic/antileukemic drugs or

treatment phases deviating from the treatment profocol™)

MR initial

FCM-MRD d15

MRD TP1

Therapy plan calciated and prepared

Date, name and signaturs of the investigator

Therapy plan administered as documented

Date_name and signafure of the inveshigator (or documentalbsi)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Stud -No_ (Pat -1D):

AIEOP-BFM ALL 2017: Protocol IA-CPM (l1A.py)

Please enter actually administered medication with
start date {and if applicable end date and other

- application phases #)!
DOB: for T-ALL PPR —
Weight: kg Height: cm Version 1.3, 12.03.2019 Start End
BSA- m? PRED

Pre-phase
PRED p.o.fi.v. 60 mg/m¥d I |_Imgd [ — | — Main phase (if appl part 1¥)
if appl., Main phase part 2
Please enter the cumulative dose of PRED per phase®. | | | | | if appl., Main phase part *
Tapering phase 1
VCR iv. 1.5 mg/m?dose | L1 |mg I | I I Tapering phase 2
max. 2 mg Tapering phase 3
VCR 1
DNR p.i. (1 h) 30 mg/m¥dose || |.1_|mg I I I I VCR2
VCR 3
PEG-L-ASP p.i. (2 h) 2500 IU/m%dose || | | |IU I I VCR4
ONCASPAR® (max. 3750 IU)
DNR 1
CPM p.i. (1 h) 1000 mg/m/dose L _|.1_Img DNR 2
DNR 3
| i
MTX i.th. dose age-adjusted || _|mg l l ' ' l DNR 4
Age <y 1<2y 2<3y =23y M M PEGLASP 1
MTX doseith. &mg 8Bmg 10mg 12mg MRD initial FCM-MRD d15 MRD TP1 PEGLASE?
P - ._ ® L o
addlhonal|.th_MTXOndays1Sand25rfCNS—pUsrhve{CN83]|| II L I Sl I. L I. ol I L | CPM
Day 1 MTX i.th. day 1
5 = MTX ith. day 12
# Please mark therapy inferruptions with @ & MTX ith. day 19" if appl.
a vertical line and gnfer fhg cqmu#aﬂve g 2 MTX i.th. day 26" if appl.
dose for the resulting application phases MTX ith. day 33
MRD initial
Hospitalisation: Number of nights with hospitalisation (from start of this treatment phase until beginning of the next therapy element): |__| | ECM-MRD di5
MRD TP1

Switch from PEG-L-ASP to Erwinase in this element?
O no

O vyes, 18t Erwinase administration: || |(date}
last Erwinase administration: || | | (date)
number of Erwinase doses: |___ |
administered dosagefadministration: |__|__|_[_|_|IU

Reason for switch to Erwinase:
O allergic reaction, date: |___ |
O other:

L

Therapy according to the protocol?
O vyes

additional antileukemic drugs given)
O medical reason
3 psychosocial reason
O other reason
Were additional antileukemic drugs administered?

O no

treatment phases deviating from the treatment protocol”)

O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or

O vyes (please document on CRF ,Documentation of cytotoxic/antileukemic drugs or

Therapy plan caiculated and prepared

Dafe, name and signafure of the invesiigator

Therapy plan administered as documented

Date, name and signature of the investigator (or documentalisf)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

POUR LLA PRE-B: PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE DE CONSOLIDATION (CONSOLIDATION A OU SHORT CONSOLIDATION B OU
EXTENDED CONSOLIDATION B OU EXTENDED CONSOLIDATION B + BORTEZOMIB)

e Examen clinique au début du cycle et avant le début de chaque bloc de ARA-C ou VCR
e Formules sanguines complétes au début du cycle et avant chaque bloc d’ARA-C
e Chimie: Na, K, Urée, Créat ASAT/ALAT, BILI T/D au début du cycle et avant chaque bloc d’ARA-C

e Conditions pour débuter la phase
Requirements for starting Consol. A
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Recovering (increasing) blood counts
v' Granulocytes > 500/l
v Platelets > 50 000/ul

Requirements for starting Consol. Bshort
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Normal renal function
- Blood counts
v Granulocytes > 500/ul
v’ Platelets > 50 000/pl
There are no specific blood count requirements for the administration of the last Cyclophosphamide dose on day 64.

Requirements for starting Consol. Bext or Consol. Bext+BZM
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Creatinine clearance = 20 ml/min/1.73 m2(only Consol. Bext+ BZM)
- Bilirubin <1.5x upper normal limit
- Blood counts
v" Granulocytes > 500/l
v Platelets > 50 000/ul
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Requirements for starting with Cyclophosphamide on day 64 (during Consol. Bext or Consol. Bext+BZM)
- Creatinine clearance = 25 ml/min/1.73 m2. Dose adjustments of Cyclophosphamide are recommended if Creatinine clearance < 25 ml/min/1.73 m2

- Recovering (increasing) blood counts
v Granulocytes > 500/l

v Platelets > 50 000/ul
There are no specific blood count requirements for the administration of the last Cyclophosphamide dose on day 78
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Consolidation A

for pB-ALL
Version 1.3, 12.03.2019

Stud.-No. (Pat.-ID):

ARA-C iv. 75 mg/m?/dose

DOB:

Weight: kg
Height: cm
BSA: m?

_I_|_Img |11

Please enter the cumulative dose given in each ARA-C block: |

FPlease enter the number of doses given in each ARA-C block: |

6-MP p.o.(14d) 60 mg/m3/d |__| mg/d

Please enter actually administered medication with start

date (and if applicable end date and other application
phases &)

Date

Please enter the cumulative dose of 6-MP*: |

Start End

ARA-C black 1 (4 doses)

ARAC block 2 (4 doses)

6-MP (if applicable part 1%)

if applicable: 6-MP part ¢

MTX ith.day 45

MTX i.th. dose age-adjusted |__|_|Img l
Age <ly 1<2y 2-<3y =23y
MTX dose i.th. 6 mg 8mg 10mg 12mg
o bl
| ] L ]
Day

# Please mark therapy inferruptions with a
vertical line and enter the cumulative dose
for the resulting application phases

Dates of
therapy

Hospitalisation: Mumber of nights with hospitalisation
{from start of this treatment phase until beginning of the
next therapy element): |__| |

36 43 49
Therapy according to the protocol?
O vyes
O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
additional antileukemic drugs given)
O medical reason
O psychosocial reason
O other reason

Were additional antileukemic drugs administered?
O no

O vyes (please document on CRF Documentation of cytotoxic/antileukemic drugs or
treatment phases deviating from the treatment protocol™)

Therapy plan calcuiated and prepared

Date, name and signature of the investigator

Therapy plan administered as documented

Date, name and signature of the investigator (or documentalisi]




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Short Consolidation B

for early non-HR (pB-ALL)
Version 1.3, 12.03.2019

CPM p.i.(1h) 1000 mg/m?/dose |_|_| _|__|mg
(+MESNA)
ARA-C iv. 75 mg/m?/dose || mg i

Flease enter the cumulative dose given in each ARA-C block:
Flease enter the number of doses given in each ARA-C block:

6-MP p.o.(14d) 60 mg/m2/d |__| mg/d

Please enter the cumulative dose of 6-MP=: |

MTX i.th. dose age-adjusted || mg l
Age <ly 1-<2y 2-<3y =3y
MTX dose i.th. 6 mg 8mg 10mg 12mg

Day

# Please mark therapy interruptions with a
vertical fine and enter the cumulative dose
for the resulting application phases

Dates of
therapy

Stud -No_ (Pat -ID):

DOB:

Weightt kg
Height: cm
BSA: m2

Please enter actually administered medication with start
date (and if applicable end date and other application
phases &)/

Date

Start End

CPM 1

CPM 2

ARA-C block 3 (4 doses)

ARA-C block 4 (4 doses)

&-MP (if applicable part 1%)

if applicable: 6-MP part 2%

MTX.i.th. day 59 |

Hospitalisation: Mumber of nights with hospitalisation
from start of this treatment phase until beginning of the next
therapy element): L1

Lo b
| T 1
50 57 64
Therapy according to the protocol?
3 yes
3 no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
additional antileukemic drugs given)
3 medical reason
3 psychosocial reason
3 other reason

Were additional antileukemic drugs administered?
O no

O vyes (please document on CRF  Documentation of cytotoxic/antileukemic drugs
or freatment phases deviating from the treatment protocaol™)

Therapy plan calculated and prepared

Date, name and signature of the invesfigator

Therapy plan administered as documented

Date, name and signature of the nvestigator (or documentalisf)
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Extended Consolidation B

for early HR (pB-ALL in R-eHR control arm)
Version 1.3, 12.03.2019

] ]
Flease enter the cumulative dose of DEXA*®:

DEXA p.o.fi.v. 10 mg/m¥d ||

| mg/d

VCR iv. 1.5 mg/m?/dose 1.1 _|mg
max. 2 mg

|| _Img
|1 _Img | | | | | ‘ | |

Please enter the eumulative dose given in each ARA-C block:
Flease enter the number of doses given in each ARA-C block:

L ||| mgd | |

PEG-L-ASP p.i. (2 h) 2500 IU/mZdose
ONCASPAR® (max. 3750 IU)

| 1U

CPM p.i. (1 h) 1000 mg/m?/dose
(+MESNA)

ARA-C iv. 75 mg/m?/dose

6-MP p.o.(14d) 60 mg/m¥d

Stud -No_ (Pat -I1D):

DOB:

Weight: kg
Height: cm
BSA: m?

Please enter actually administered medication with
start date (and if applicable end date and other
application phases #)!

Date

Start End

DEXA (if applicable, part 1%)

if applicable: DEXA part 2#

VCR 1

VCR 2

PEG-L-ASP

Please enter the cumulative dose of 6-MP*: | |

CPM 1

CPM2

MTX i.th. dose age-adjusted ||| mg i ARALC block 3 (4 doses)
Age <ly 1<2y 2<3y =23y ARA-C block 4 (4 doses)
MTX doseith. 6mg 8mg 10mg 12mg MRD TP1a
9 &-MP (if applicable, part 1%)
| I e NN N R | if applicable: &-MP part 2¢
I ' 1 ' T ]
Day 50 57 64 71 78 |[MTXith day 64 |
# Please mark therapy interruptions with a _ VRD TP1a |
vertical line and enter the cumulative dose o §
for the resulting application phases e Hospitalisation: Number of nights with hospitalisation
o+ from start of this freaiment phase unfil beginning of the

Switch from PEG-L-ASP to Erwinase in this element?
O no

Therapy according to the protocol?
O vyes

O yes, 1% Erwinase administration: || |idate} O no (deviations of cumulative dose for a drug by =10% in this therapy phase, ar
last Erwinase administration: || | | (date) additional antileukemic drugs given)
number of Erwinase doses: | | 8 medical regson
- L O psychosocial reason
administered desage/administration: |__|__|__|__|__| U O other reason

Reason for switch to Erwinase: Were additional antileukemic drugs administered?
O allergic reaction, date: [___|_ O no
O other:

O vyes (please document on CRF ,Documentation of cytotoxic/antileukemic drugs
or treatment phases deviating from the freatment protocol™)

next therapy element): (]

Therapy plan calcwlated and prepared

Date, name and signafure of the investigator

Therapy plan administered as documented

Dafe, name and signature of the vestigator (or documentalist)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Extended Consolidation B + Bortezomib

for early HR (pB-ALL in R-eHR experimental arm)
Version 1.3, 12.03 2019

BZM i.v. 1.3 mg/m?dose L. 1_|_[mg | I I I

DEXA p.o.Ji.v. 10 mg/m3/d 1. _

Please enter the cumulative dose of DEXA*:

|__| mg/d # Please mark therapy interruptions
with a vertical line and enter the

cumulative dose for the resulting

Stud -No. (Pat.-ID):

DOB:

Weight:
BSA: m?

kg Height:

cm

Please enter actually administered medication with
start date (and if applicable end date and other

VCR i.v. 1.5 mg/m?dose L |._l_Img I I application phases application phases #)!
max. 2 mg - T Date
PEG-L-ASP p.i.(2h) 2500 1U/m3dose | | | | |IU I Start End
ONCASPAR® (max. 3750 IUldose) BZM 1
CPM p.i. (1 h) 1000 mg/m?/dose LI || Img [ BiM 2

(+MESNA) BZM 3
ARA-C iv. 75 mg/m?/dose || |_|mg | | | | | | | | Bz 4

Please enter the cumulative dose given in each ARA-C block:

DEXA (i appl. part 19)

— |
— I_I

Flease enter the number of doses given in each ARA-C block:

Y . VCR 1

6-MP p.o. (14 d) 60 mg/m3/d ] mg/id | | YCR2
Pi ter th lative d f 6-MP=:
ease enter the cumulative dose o | | SEGTASE
MTX i.th. dose age-adjusted | |_Img l i
Age <ly 1-=<2y 2-<3y =23y
MTX doseith. 6mg B8mg 10mg 12mg MRD\'.TPM CPM 2
I T T T O l | TS I . | ARA-C block 3 (4 doses)

if applicable: DEXA part 2#

Day 50 57

Hospitalisation: Mumber of nights with hospitalisation
from start of this treatment phase until beginning of the next
therapy element): |_| |

Dates of
therapy

ARA-C block 4 (4 doses)

6-MP (if applicable part 1%)

if apphicable: 6-MP part 2%

| (opooc

MTX ith. day 64 |

Switch from PEG-L-ASP to Erwinase in this element? Therapy according to the protocol?

O no O yes
O yes, 1% Erwinase administration: 1| |{date) O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
last Erwinase administration:  |__ | | | (date) additional a_ntlleukemu: drugs given)
number of Erwinase doses: | | 8 medical re?son
- . . 0O psychosocial reason
administered dosage/administration: |__|__|__|_|__| U 0 other reason

Reason for switch to Erwinase:
O allergic reaction, date: |___|_ |
O other

Were additional antileukemic drugs administered?

| O no

O vyes (please document on CRF ,Documentation of cytotoxic/antileukemic drugs
or treatment phases deviating from the freatment protocol™)

MRD TP 1a |

Therapy plan calcuwated and prepared

Date, name and signafure of the investigator

Therapy plan administered as documented

Date, name and signature of the imveshigafor {or documentalis!)
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

POUR LLA-T: PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE IB (PROTOCOL IB/PART 1 OU REGULAR PROTOCOL IB/PART 2 OU LONG
PROTOCOL IB/2)

Examen clinique au début du cycle et avant le début de chaque bloc de ARA-C
Formules sanguines complétes au début du cycle et avant chaque bloc d’ARA-C
Chimie : Na, K, Urée, Créat ASAT/ALAT, BILI T/D au début du cycle et avant chaque bloc d’ARA-C

Conditions pour débuter la phase :
Requirements for starting Prot. IB/1
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Creatinine clearance = 25 ml/min/1.73 m2. Dose adjustments of Cyclophosphamide if Creatinine clearance < 25 ml/min/1.73 m2
- Recovering (increasing) blood counts:
v' Granulocytes > 500/l
v Platelets > 50 000/ul

Requirements for starting Prot. IB/2reg
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Creatinine clearance = 25 ml/min/1.73 m2. Dose adjustments of Cyclophosphamide if Creatinine clearance < 25 ml/min/1.73 m2
- Recovering (increasing) blood counts
v Granulocytes > 500/ul
v Platelets > 50 000/pl

As far as possible, Prot. 1B/2rez should not be interrupted. If interruption is nevertheless required, 6-Mercaptopurine should also be withheld for the same period.
Omitted 6-Mercaptopurine doses should be made up until the scheduled cumulative dose of 420 mg/m2(7x60 mg/m2) has been reached.
There are no specific blood count requirements for the administration of the last Cyclophosphamide dose on day 64.
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Requirements for starting Prot. IB/2iong
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Creatinine clearance = 25 ml/min/1.73 m2. Dose adjustments of Cyclophosphamide if Creatinine clearance < 25 ml/min/1.73 mz
- Recovering (increasing) blood counts
v Granulocytes > 500/l
v Platelets > 50 000/ul

As far as possible, Prot. IB/2-long should not be interrupted. If nevertheless a Cytarabine block has to be interrupted or postponed, 6-Mercaptopurine should also
be withheld for the same period. Omitted 6-Mercaptopurine doses should be made up until the scheduled cumulative dose of 1260 mg/m2(21x60 mg/m2) has been

reached.
There are no specific blood count requirements for the administration of the last Cyclophosphamide dose on day 78
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Protocol IB/Part 1 (1B/1)
for T-ALL

Version 1.3, 12.03.2019

___|_Img

R B R

CPM p.i.(1h) 1000 mg/m?/dose
(+MESNA)

ARA-C iv. 75 mg/m?/dose

Please enter the cumulative dose given in each ARA-C block: | | | |

Please enter the number of doses given in each ARA-C block: | | | | | |

6-MP p.o.(21d) 60 mg/m3/d |__| mg/d

Please enter the cumulative dose of 8-MP*: |

MTX i.th. dose age-adjusted __|_|mg l
Age <ly 1<2y 2<3y =3y
MTX dose i.th. 6mg Bmg 10mg 12mg
v b bl
| L] 4 |
Day 36 43 50 56
# Please mark therapy interruptions with a E =
vertical line and enter the cumulative dose 2 S
for the resulting application phases os

Stud -No. (Pat -I1D):

DOB:

Weight: kg
Height: cm
BSA: m?

Please enfer actually administered medication with start
date (and if applicable end date and other application
phases #)!

Date

Start End

CPM 1

ARA-C block 1 (4 doses)

ARA-C block 2 (4 doses)

ARA-C block 3 (4 doses)

6-MP (if applicable part 1%)

if applicable 6-MP part 2¢

if applicable 6-MP part 3

MTX ith. day 45 |

Hospitalisation: Number of nights with hospitalisation
from start of this freatment phase until beginning of the
next therapy element): |

Therapy plan calculated and prepared

Therapy according to the protocol?
3 yes
3 no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
additional antileukemic drugs given)
3 medical reason
3 psychosocial reason
3 other reason

Were additional antileukemic drugs administered?
O no

O yes (please document on CRF _Documentation of cytotoxic/antileukemic drugs
or treatment phases deviating from the treatment protocol™)

Date, name and signature of the invesfigator

Therapy plan administered as documented

Dafe, name and signafure of the investigator {or documentalist)

10



HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Regular Protocol IB/Part 2 (IB/2,,)

for early SR T-ALL and early non-SR T-ALL in R-T control arm
Version 1.3, 12.03.2019

|—|—I—_I_Img

Please enter the cumulative dose given in the ARA-C block: |
Piease enter the number of doses given in the ARA-C block: |

CPM p.i. (1h) 1000 mg/m?/dose
(+MESNA)

ARA-C iv. 75 mg/m?/dose __|_|_|mg

6-MP p.o.(7d) 60 mg/m3/d | mg/d

L]

MTX i.th. dose age-adjusted _|_Img l
Age <1y 1-<2y 2-<3y =3y
MTX doseith. 6m 8 10 12

g m m ™ MRD TP 1b~

Please enter the cumulative dose of 6-MP#:

*MRD on TP 1b (d57) only for randomized patients ®

ity

Day &7 64
# Please mark therapy interruptions with a
vertical line and enter the cumulative dose E § H H
for the resulting application phases £ B

O

Stud.-No. (Pat.-1D):

DOB:

Weight: kg
Height: cm
BSA: m?

Please enter actually administered medication with
start date (and if applicable end date and other
application phases #)!

Date

Start End
CPM 2

ARA-C block 4 (4 doses) |

6-MP (if appl. part 1%)

if appl. 6-MP part 2¢

MTXi. th. day 57 |

ifappl MRD TP 1b* |

Hospitalisation: Number of nights with hospitalisation
from start of this treatment phase uniil beginning of the
next therapy element): L1

Therapy according to the protocol?
J yes
J no {deviations of cumulative dose for a drug by =10% in this therapy phase, or
additional antileukemic drugs given)
3 medical reason
3 psychosocial reason
3 other reason

Were additional antileukemic drugs administered?

d no
O yes (please document on CRF Documentation of cytotoxic/antileukemic drugs
or freatment phases deviating from the treatment protocal™)

Therapy plan calculated and prepared

Date, name and signature of the investigator

Therapy plan administered as documented

Date, name and signature of the invesbyator (or documentalist)
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Long Protocol IB/2 (IB/2,,,,)

for early non-SR T-ALL in R-T experimental arm
Version 1.3, 12.03.2019

|| mg

11 Img [ L
L L]
|

Flease enter the cumulative dose given in the ARA-C block:

CPM p.i.(1h) 1000 mg/m?/dose
(+MESNA)

ARA-C i.v. 75 mg/m?/dose

Please enter the number of doses given in the ARA-C block:

6-MP p.o.(21d) 60 mg/mZ/d | mg/d

Please enter the cumulative dose of 6-MP*: |

MTX i.th. dose age-adjusted __|_|mg
Age <ly 1<2y 2-<3y =3y l
MTXdoseith. 6mg 8mg 10mg 12mg
MRD TP 1b
®
Lo o b
| | ! ! | |
Day 57 64 71 78

# Please mark therapy interruptions with a
vertical line and enter the cumulative dose
for the resulting application phases

Dates of
therapy

Stud.-No. (Pat.-1D):

DOB:

Weight: kg
Height: cm
BSA: m?

Please enter actually administered medication with start
date {and if applicable end date and other application
phases #)!

Date

Start End

CPM 2

CPM 3

ARA-C block 4 (4 doses)

ARA-C block 5 (4 doses)

ARA-C block 6 (4 doses)

&-MP (if appl. part 1%)

if applicable 6-MP part 2%

if apphicable 6-MP part 3*

MTX iith. day 57 |

MRD TP 1b |

Hospitalisation: Number of nights with hospitalisation
from start of this treatment phase until beginning of the
next therapy element): L1

Therapy according to the protocol?
3 yes
3 no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
additional antileukemic drugs given)
3 medical reason
3 psychosocial reason
3 other reason

Were additional antileukemic drugs administered?
O no

O ves (please document on CRF _Documentation of cytotoxic/antileukemic drugs
or freatment phases deviating from the treatment protocol™)

Therapy plan calculated and prepared

Date, name and signature of the invesfigator

Therapy plan administered as documented

Date, name and signature of the investigator jor documentalist)

40



HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE PROTOCOL M
e Formules sanguines completes au début de la phase M & la veille de chaque HD-Methotrexate
e Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D au début de la phase M & la veille de chaque HD-Methotrexate
e Examen clinique au début de la phase M et a I’'admission pour chaque HD-Methotrexate

e Conditions pour débuter la phase et chaque HD-MTX
Requirements for starting Protocol M
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Normal renal function. Dose adjustments of HD-MTX are recommended in the case of reduced creatinine clearance
- No urinary obstruction
- No pleural effusion, no ascitis
- Recovering (increasing) blood counts:
v" Granulocytes > 500/l
v Platelets > 50 000/ul
- GOT/GPT <10 x upper normal limit
- Bilirubin <3 x upper normal limit with normal direct bilirubin

Requirements for start of a HD-MTX block
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Normal renal function. Dose adjustments of HD-MTX are recommended in the case of reduced creatinine clearance.
- No urinary obstruction
- Stable blood counts
v" Granulocytes > 500/l
v" Platelets > 50 000/ul
- GOT/GPT <10 x upper normal limit
- Bilirubin <3 x upper normal limit with normal direct bilirubin
If transaminases are between 10 and 20 times of the upper normal limit, wait 36 to 48 hours and check to ensure that the levels are decreasing. If GOT and/or GPT
are > 20 times of normal upper limits, contact the national study coordinator for further recommendations.
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Protocol M Stud-No. (Pat -ID):

for non-HR patients (pB and T-ALL) DOB:
Version 1.3, 12.03.2015

Weight: kg
Heightt _  cm
6-MP p.o.(56d) 25mg/im#d | | |.|_|mg/d BSA: m?

{in the evening)

Please enter the cumulative dose of 6-MP*: | |

Please enter actually administered medication with
start date (and if applicable end date and other
HD-MTX p.i. (24 h) 5000 mg/m?/dose I I I I application phases #)!

(10% over 0.5 h, 90% over 23.5 h) Date
Start | End
I Jmg [_|_I_J _Jmg |_|_|_|_Img |_[_I_I_Img | T5MP Protocol M
&-MP (if appl. part 1%}
LCV-Rescue iv. 15 mg/m?/dose Il il | | if applicable part 2*

42, 48, and 54 h after start HD-MTX if applicable part 3*

MTX ith. d diusted L if applicable part 4%
i.th. dose age-adjuste || mg : :
{during MTX infusion) l l l \L if applicable part 5
Age <ly 1-=2y 2-<3y =3y HO-MTX p.i. dose 1
MTX dose i.th. 6mg 8mg 10mg 12mg MRD TP2 AOMTX EI dose 2
[ HDMTX pi dose 3
HO-MTX pi. dose 4
IIIIIIIIIlIIII|IIIIII‘IIIIIJIIII||IIIIIIIIIIIIIIIlIIIIII p
T I T T 1 1 1 1 .
MTX i.th. day 8
Day 1 3 15 22 29 36 43 50 56 MTXi.th. day 22
MTX i th. day 36
# Please mark therapy interruptions with a - MTX i th. day 50
vertical line and enter the cumuiative dose 3 ﬁ
for the resulting application phases = ?g MRD TP2 |
o
; Thera lan calculated and prepared
Hospitalisation: Mumber of nights with hospitalisation ;he;zg!" according to the protocol? oy p prep
from start of this treatment phase until beginning of the next A no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
therapy element): | additional antileukemic drugs given)
O medical reason Date, name and signature of the investigator
3 psychosocial reason .
3 other reason Therapy plan administered as documented
Were additional antileukemic drugs administered?

O no

O vyes (please document on CRF Documentation of cytotoxic/antileukemic drugs - - - -
or treatment phases deviating from the treatment protocol™) Date, name and signature of the investigator (or documentalist




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE PROTOCOL II

Formules sanguines complétes 1x/semaine

Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D 1x/semaine

Stix urinaire (exclure glycosurie) 2x/semaine sous stéroides

Examen clinique au début du cycle et 2x/semaine pendant le traitement par Dexamethasone et avant chaque bloc de ARA-C iv
Echo-ECG is mandatory prior to the 1st Doxorubicin

Mesure de I'activité de I'asparaginase
A faire chez tous les patients avec suspicion de réaction allergique a I'asparaginase, 2 heures aprées I'arrét de I'infusion.
[] 0.5-1ml de sang dans tube Sérum, a envoyer a température ambiante a Zirich avec le formulaire « Asparaginase — Monitoring » (en annexe).

Conditions pour débuter la phase IIA & 1IB :

Requirements for starting Protocol IIA
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Recovering (increasing) blood counts
v Granulocytes > 500/ul
v Platelets > 50 000/pl
If symptoms/signs of cardiac insufficiency are present and/or if the LV-SF is repeatedly below 30% or the EF below 50%, contact the national study coordinator for
consideration of procedure.

Requirements for starting Protocol 1I1B
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Creatinine clearance = 25 ml/min/1.73 m2. Dose adjustments of Cyclophosphamide are recommended if Creatinine clearance < 25 ml/min/1.73 m2
- Recovering (increasing) blood counts
v" Granulocytes > 500/l
v Platelets > 50 000/ul
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Stud -No. (Pat-ID):

AIEOP-BFM ALL 2017: Protocol Il

DOB:
Weight kg Height em for non-HR patients (pB and T-ALL)
BSA: m2 Version 1.3, 12.03.2019

Please enter actually administered medication with
start date (and if applicable end date and other

application phases #)!

Date

Start

End

DEXA

DEXA p.oJiv. (21d) 10 mg/m3/d L

I
|mg d‘— # Please mark therapy

| interruptions with a

Please enter the cumulative dose of DEXA per phase®: vertical line and enter the

Main phase (if appl. part 1%)

if appl., Main phase part 2%

if apgl., Main phase part 3*

- cumulative dose for the -
VCF'\:. iv. 1.5 mg/m?dose 1.1l _Img I I I I resulting application Tapering phase 1
max. 2 mg phases Tapenng phase 2
Tapen 3
DOX p.i. (1h) 30 mg/m?dose L | || mag [ | [ [ spenng phase
VCR 1
PEG-L-ASP p.i. (2 h) 2500 IU/m3/dose| | | | |IU I VCR 2
ONCASPAR® {max. 3750 IU) VCR 3
CPM p.i. (1h) 1000 mg/m¥dose L LI I _Img ﬂ VCR4
(+MESNA)
ARA-C iv. 75 mg/m*/dose || |_Img | | | | | | \ | Bgil
Please enter the cumulative dose given in each ARA-C block: DOX 3
FPlease enter the humber of doses given in each ARA-C block: DOX 4
TG p.o.(14d) 60 mg/m2/d L] mg/d l | |[PEcLAse |
Please enter the cumulative dose of TG*: | | CPM |
MTX ith. dose age-adjusted |_|_|mg 1x '
Age ) <1y 1-=2y 2-<3y =3y ;.. + l l ARA-GC block 1
MTX dose i.th. 6 mg 8 mg 10 mg 12 mg MRD TP3 ARAC block 2
*additional i.th. MTX on day 1 and 18 in CNS-positive (CHS 3) patients ] ®

43 50

TG |if applicable part 1%)

if applicable TG part 2*

Reason for switch to Erwinase:
O allergic reaction, date: |__ | |
O other:

Were additional antileukemic drugs administered?

O no

O vyes (please document on CRF _Documentation of cytotoxic/antileukemic drugs or
treatment phases deviating from the treatment protocal™)

LI

Date, name and signature of the invesfigator

1 36 : :
Hospitalisation: Nurber of nights with hospitalisation Day if applicable TG part 3#
from start of this treatment phase until beginning of the next "g § appl MTXith day T
therapy element): L_L L | 52 i appl MTX i th_day 18"
MTX i.th. day 38

Switch from PEG-L-ASP to Erwinase in this element? Therapy according to the protocol? MTX i.th. day 45
9 no 3 yes MRD TP3 [
O yes, 1% Erwinase administration: ||| (date) 3 no (deviations of cumulative dose for a drug by =10% in this therapy phase, or

last Erwinase administration: || || (date) additional antileukemic drugs given) Therapy pian calculated and prepared

number of Erwinase doses: | 3 medical reason

- o - 3 psychosocial reason
administered dosagefadministration: [__[__[_|__|__| U =3 other reason

Therapy plan administered as documented

Dafe, name and signafure of the mvestigator (or documentalist)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES
PRELEVEMENTS DE SANG ET SUIVI PENDANT LES CYCLES HR (BLOCK HR-1' OU BLOCK HR-2' OU BLOCK HR-3')

e Formules sanguines complétes avant chaque bloc
e Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D avant chaque cycle et aprés selon indication
e Patient hospitalisé pendant le cycle et jusqu’a récupération des valeurs sanguines

e Maesure de I'activité de I’asparaginase
A faire chez tous les patients avec suspicion de réaction allergique a I'asparaginase, 2 heures apres I'arrét de I'infusion.
[J 0.5-1ml de sang dans tube Sérum, a envoyer a température ambiante a Zirich avec le formulaire « Asparaginase — Monitoring » (en annexe)

e Prophylaxie antifongique et antibiotique dés la fin du cycle

e Conditions pour débuter chaque HR bloc :
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- No urinary obstruction
- Intact mucous membranes
- Recovering (increasing) blood counts
v Granulocytes > 500/ul
v Platelets > 50 000/ul
- No essential organ dysfunction: Normal renal function. Dose adjustments of HD-Methotrexate and High-dose Cytarabine are recommended in the case of reduced
creatinine clearance.
Dose adjustment of Cyclophosphamide is recommended if creatinine clearance < 25 ml/min/1.73 m?
v" GOT/GPT <10 x upper normal limit
v Bilirubin <3 x upper normal limit with normal direct bilirubin
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Block HR-1'

DEXA p.o.iv. {5d) 20 mg/m2/d

Version 1.3, 12.03.2019

—|_I. ]| mgid

Please enter the cumulative dose of DEXA per phase®: | |

VCR iv. 1.5 mg/m?/dose

max. 2 mg

HD-ARA-C p.i.(3h) 2000 mg/m?/dose

HD-MTX p.i. (24 h) 5000 mg/m3/dose
{(10% owver 0,5 h., 90% over 23.5 h)
LCV-Rescue iv. 15 mg/m?/dose

42,48, and 54 h after start HD-MTX

CPM p.i. (1 h) 200 mg/m?/dose

with MESNA: 70 mg/n?idose 0, 4, and 8 h of CFM

PEG-L-ASP p.i.(2h) 2500 IU/m?/dose
ONCASPAR® (max. 3750 IU)

MTX ith. dose age-adjusted

(during MTX infusion)

Age <1y 1-<2y 2-<3y
MTX doseith. 6mg 8mg 10mg

# Please mark therapy inferruptions with a
vertical fine and enter the cumulative dose
for the resufting application phases

=3y
12mg

1 dmg | |

l_|_[_I mg

_l_I_I mg
LI _Img

N I ¢

U I
|_|_Img l

MRD TP2
[
| |
day 1 ' 2 ' 3 ' 4 ' 5 I 6
Dates of therapy | | l I ] ] |

Stud.-No. (Pat.-1D):

DOB:
Weight: kg Height: cm
BSA: m?

Please enter actually administered medication
with start date (and if applicable end date and
other application phases #)!

Date

Start End

DEXA (if appl. part 1)

if appl. DEXA part 2¢

VCR 1

VCR 2

HD-ARA-C 1

HD-ARA-C 2

HD-MTX

CPM 1

CPM 2

CPM 3

CPM4

CPM 5

PEG-L-ASP |

MTX ith. day 1 |

MRD TP 2 |

Hospitalisation: Number of nights with hospitalisation (from start of this treatment phase until beginning of the next therapy element): 1

number of Erwinase doses: | |

Reason for switch to Erwinase:
3 allergic reaction, date: |___ | |_ |
3J other:

Switch from PEG-L-ASP to Erwinase in this element?

administered dosagefadministrationz [__1_ 1_ | || IJ

Therapy according to the protocol?

O no O yes
O vyes, 1% Erwinase administration: ] | (date) O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
last Erwinase administration: |__|___|__ | (date) additional antileukemic drugs given)

O medical reason
O psychosocial reason
O other reason
Were additional antileukemic drugs administered?
O no
O vyes (please document on CRF _Documentation of cytotoxic/antileukemic drugs or
treatment phases deviating from the treatment protocol™)

Was G-CSF
administerad?

O yes (enter date)
O no

Therapy plan calculated and prepared

Dafe, name and signature of the investigator

Therapy plan administered as documented

Dafe, name and signature of the investigator (or documentalist)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: Block HR-2'

Wersion 1.3, 12.03.2019

DEXA p.o.iv.(s9) 20 mgim?/d EEEEET o

Please enter the cumulative dose of DEXA per phase®: | |

Stud.-No. (Pat.-1D):

DOB:
Weight: kg Height: cm
BSA: m?

. 2/ Please enter actually administered medication
::B(SE r:l;r 3 mg/m?/dose 111 mg I I with start date (and if applicable end date and
other application phases #)!
DNR p.i. (24 h) 30 mg/m%/dose L L L] | mg Date
Start End
HD-MTX p.i. (24 h) 5000 mg/m¥dose L Ll | mg |: DEXA (i appl. part 17)
(10% over 0.5 h, 90% over 23.5 h) if appl. DEXA part 2¢
LCV-Rescue i.v. 15 mg/m?/dose ||| mg | | | VDS 1
42 48, and 54 h after start HD-MTX VDS 2
IFO p.i. (1h) 800 mg/m?/dose L1 || mg DNR [
with MESMA: 300 mgfm?/dose 0,4, and & h of IFO
PEG-L-ASP pi.(2h) 2500 lU/m%dose | | | | |IU HO-MTX |
ONCASPARE (max. 3750 IU)
IFO 1
i . L IFO 2
MTX i.th. dose age-adjusted || |mg ! K
(during MTX infusion) v o1
Age <1y 1-<2y 2-<3y =z3y IFO5
MTX doseith. 6mg &mg 10mg 12mg MRD TP HR1
* additional i.th. MTX on day 5 if CNS-positive (CNS 3}| I PEGLASP |
# Please mark therapy interruptions with a day 1 2 3 4 5 6 if appl. MTX i.th. day 5"
vertical lime and enter the cumulative dose for
the resuiting application phases Dates of therapy | | | | | | MRD TP HR1 |
P ) ) . - ] - i Was G-CSF
Hospitalisation: Number of nights with hospitalisation (from start of this treatment phase until beginning of the next therapy element): || | administered?
Switch from PEG-L-ASP to Erwinase in this element? Therapy according to the protocol? O yes (enter date)
O no O yes _ o O no
O yes, 1% Erwlr?ase admlr?ls_tratlgn: 1| |idate) ) ngdtitljiewaltlonzl of:um_ul::jtwe do_se for a drug by =10% in this therapy phase, or Therapy plan calculated and prepared
last Erwinase administration:  |_|___ || (date) additional antileukemic drugs given)
number of Erwinase doses: | | 0 medical reason
. . ! O psychosocial reason
administered dosagefadministration: |__ | | [ | | IU 03 other reason Date, name and signature of the investigator
Reason for switch to Erwinase: Were additional antileukemic drugs administered? Therapy plan administered as documented
O allergic reaction, date: |___ || | O no
O other: O vyes (please document on CRF ,Documentation of cytotoxic/antileukemic drugs or
treatment phases deviating from the treatment protocol”) Date, name and signature of the inveshigator (or documentakst




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM

DEXA p.o.iv. (5d) 20 mg/m3/d

Please enter the cumulative dose o
HD-ARA-C p.i.(3h) 2000 mg/m¥dose

VP-16 p.i. (1 h) 100 mg/mZ/dose L]

PEG-L-ASP p.i.(2h) 2500 IU/m?/dose
ONCASPAR® (max. 3750 IU)

MTX i.th. dose age-adjusted
(during MTX infusion)
Age
MTX dose i.th.

<1y
6 mg

1-<2y 2-<3y
8mg 10mg

=3y
12 mg

# Please mark therapy inferruptions with a
vertical line and enter the cumulative dose
for the resulting application phases

ALL 2017: Block HR-3'

Version 1.3, 12.03.2019

L mgd [
f DEXA per phase® | |
11| | mg IE EE
_ || mg

]I I

| mg l

Stud -No. (Pat.-ID):

DOB:

Weight: kg
Height: cm
BSA: m?

Please enter actually administered medication
with start date (and if applicable end date and
other application phases #)!

Date

Start End

DEXA (if appl. part 1)

if applicable DEXA Teil 2¢

HD-ARA-C 1

HD-ARA-C 2

HO-ARA-C 3

HD-ARA-C 4

VP-16 dose 1

VP-16 dose 2

VP-16 dose 3

VP-16 dose 4

VP-16 dose 5

PEG-L-ASP |

MRD TP HR2
®
|
pay 4 ' 2 " 3 ' 4 1V 5 T ¢

Dates of therapy | | | | | |

MTXith day 1 |

MRD TP HR2 |

Hospitalisation: Number of nights with hospitalisation (from start of this treatment phase until beginning of the next therapy element): L1

Switch from PEG-L-ASP to Erwinase in this element?
d no
3 vyes, 1% Erwinase administration: 1 || {date)
last Erwinase administration:  |___|_ | | (date)
number of Erwinase doses: |__ |

administered dosage/administration: |_ || | | JIJ
Reason for switch to Erwinase:

3 allergic reaction, date: |___|__ ||
3 other:

Therapy according to the protocol?
O yes
O no (deviaficns of cumulative dose for a drug by =10% in this therapy phase, or
additional antileukemic drugs given)
O medical reason
O psychosocial reason
O other reason
Were additional antileukemic drugs administered?
O no
O vyes (please document on CRF _Documentation of cytotoxic/antileukemic drugs or
treatment phases deviating from the treatment protocol™)

Was G-CSF
administerad?

O yes (enter date)
O no

Therapy plan calculated and prepared

Date, name and signaturs of the investigator

Therapy plan administered as documented

Date, name and signature of the inveshgator (or documentalist)

40



HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES
PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE BLINATUMOMAB (IN MR OR IN HR)

e Formules sanguines complétes 1x/semaine

e Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D 2x/semaine au changement de la casette (voir SOP Blinatunomab)
e Examen clinique 2x/semaine au changement de la cassette (voir SOP Blinatunomab)

e Alafin de I'administration du Blinatumomab, doser IgG, IgA et IgM

e Détails de la préparation et de I'administration du Blinatumomab dans le SOP Blinatunomab

e Conditions pour débuter le Blinatunomab :

- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Intact mucous membranes
- Recovering (increasing) blood counts
v" Granulocytes > 500/l
v" Platelets > 50 000/ul
- No essential organ dysfunction:
v" No renal dysfunction
v" GOT/GPT <10 x upper normal limit
v' Bilirubin <3 x upper normal limit with normal direct bilirubin

SOP_Leucémies lymphoblastiques aigués de I'enfant: préléevements de sang et suivi_V01
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Stud.-No. (Pat -ID)

DOB:

Weight kg
Height: cm
BSA me

BELINATUMOMARE p.i. (28 d) 15 pg/m3/d

AIEOP-BFM ALL 2017: Blinatumomab in MR

for MR pB-ALL in R-MR experimental arm

Version 1.3, 12.03.2019

| —|—'- [—I ngrd

MRD TP
MR Blina d1*

MRD @

*only if PCR-MRD was positive at TP2

Day 1 8

MRD TP
MR Blina d29*

e

16 22 29

Plaase enter date of MRD!

Date

MRD TP MR Blina d1*

MRD TP MR Blina d28"

Please enter actually administered
glucocorticoids!

Drug name Dase (absolute) |Date

cycle?
O no

Dose (absolute)

Was Tocilizumab administered dunng this

O yes, on: (date)

phase) (see legend on the right).

Please enfer actually administered Blinatumomab with start and end date!
For interruptions > 1 h and'or dose changes = 10 %, please start @ new application phase within this cycle and
document weight, height and body suwirface for each application phase.

Please document the reason for interruption{s) or {premature) discontinuation of the cycle (=end of application

For a cycle that was restarted from the beginning after previous interruption, please use a new CRF.

Ap::::::un CE::]lT;ﬁZZr;::e Date Sta"%m Date En?'lme R;I?:Egg;%ﬁzd Weight (ks;j dagg:tsﬁ:rriTenESA[mE}
1
2
3
4
5

O yes O no

|5 this a restarted cycle after previous discontinuation of a cycle?

Therapy plan calculated and prepared

Therapy plan administered as documented

Date, name and signature of the investigalor

Date, name and signature of the investigator (or documentalist)

Hospitalisation: Mumber of nights with hospitalisation (from start of the cycle until

beginning of the next therapy element):

Possible reasons for (premature) discontinuation or interruption of the cycle (- reason

for the end of a application phase):

a) Cycle completed
b) Interruption = 1 h:

c) Dose change = 10 %:

b1} (S)AE

b2) Non-Compliance

b3) Request of the patient or the patient's guardian(s)
b4) Delayed restart after bag change

b5) Malfunction of infusion pump

b&) Infusion bag emplied prematurely

bT) Other

c1) ) Dose reduction or re-escalation due to (previous) (S)AE

c2) Non-Compliance

c3) Adjustment to weight change
cd) Dose administration error
c3) Other

d) Premature discontinuation of this cycle:

d1) (S)AE

d2) Non-Compliance

d3) Request of the patient or the patient's guardian(s)
d4) Other

e) Permanent withdrawal of Blinatumomab treatment:

el) (SIAE

22) Hon-Compliance

23) Request of the patient or the patient's guardian(s)
e4) ALL relapse or progression

e5) Death

e8) Retrospectively ineligible

eT7) Other




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Please enter date for actually administered
Stud.-No. (Pat.-1D): . H H . MTX and MRD!
o (FatD) AIEOP-BFM ALL 2017: Blinatumomab in HR: an _
Weig'm. kg Height m 1. Cycle for HR pB-ALL in R-HR experimental arm MTXith. day 1
. - - Version 1.3, 12.03.2019 MTXLth, day 25
e MRD TP HR1
MRD TP HR Blinal d1%
BLINATUMOMAB O T I I s 1. Cycle svcle MRD TP HR Blinal d2%
p.i. (2x28 d) 15 pg/m*/d Please enter actually administered
glucocorticoids!
MTX ith.dose age-adapted |__|_ | mg | 1 Drug name Dose (absolute) |Date
Age =1y 1-=2y 2-=3y =3y
MTX dose i.th. 6 mg 8 mg 10mg 1Z2mg MRD TP MRD TP MRD TP
HR1 HR Blina1d15  HR BElina1 d29
® ® L

Day 1 8 16 22 29 36

Was Tocilizumab administered during this cycle?

O no

O yes, on: (date)
Dose (absolute)

Please enter actually administered Blinatumomab with start and end date/

For inferruptions > 1 h and'or dose changes > 10%, please sfart a new application phase within this cycle and
document weight, height and body surface for each application phase.

Please document the reason for interruption{s) or (premature) discontinuation of the cycle {=end of application
phase) (see legend on the right).

For a cycle that was restarted from the beginning after previous interruption, please use a new CRF.

Application | - Blinatumomab TR0 Stathirne Date En%me R:f :;};;ifcc:tiil:md Weight (kgE;j dm::ts[ﬁr]ﬂeng&t\ )
phase cumulative dose ohase

1
2
3
4
5

|5 this a restarted cycle after previous discontinuation of a cycle?

O yes O no

Therapy plan calculated and prepared Therapy plan administered as documented

Diate, name and signature of the investigator Date, name and signature of the investigator (or documentalist)

Hospitalisation: Number of nights with hospitalisation (from start of the cyce until
heginning of the next therapy element):

Possible reasons for (premature) digcontinuation or interruption of the cycle (= reason
for the end of a application phase):
a) Cycle completed
b) Intermuplion = 1 h: b1) (SIAE
b2) Mon-Compliance
b3) Request of the patient or the patient's guardian(s)
b4) Delayed restart after bag change
b5 Malfunction of infusion pumg
k&) Infusion bag emptied prematursly
bT) Other

c) Dose change = 10 %: ¢1) ) Dose reduction or re-escalation due to (previous) (SJAE
¢2) Non-Compliance
e3) Adjustment to weight change
cd) Dose administration emor
¢5) Other

d) Premature discentinuation of this cycle:
d1) (SIKE
d2) Mon-Compliance
d3) Request of the patient or the patient's guardian(s)
d4) Other

&) Permanent withdrawal of Blinatumomab treatment:
el) (SIAE
&2) Non-Comgliance
&3) Request of the patient or the patient's guardian(z)
e4) ALL relapse or progression
e5) Death
e6) Retrospectively ineligible
e7) Other




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

swdNo.Pat-py | AJEOP-BFM ALL 2017: Blinatumomab in HR: Please ente date for actually entered
Do8: . 2. Cycle for HR pB-ALL in R-HR experimental arm Date
Weight: kg Height: cm Version 1.3, 12.03.2019 I".J'IT){_l.th_ day 43
BSA m2 MTX Lth. da‘,f 71
MRD TP HR Blina2 d29 |
B_L'NATU MOMAB 1 -1_lug 2. Cycle Plaase enter actually administered
p.i. (2x28 d) 15 pg/m3/d glucocorticoids!
Drug name Dose (absolute] |Date
MTX i.th. dose age-adapted |__|__ | mg
Age =1y 1-=2y  2-=3y =3y r L
MTX dose i.th. 6 m 8m 10m 12m
¢ . : ¢ MRD TP
HR Blina2 d29
@ Was Tocilizumab administered dunng this
cycle?
IJ-I-I-II-I-I-I-IJ-I-I-I-I-I-I-I-I-I-II-I-I-I-I-I-II-I-IJ-I-IJ-I O no
: O yes, on: {date)
Day i 3 i£ 22 2 a5 43 50 57 64 71 78 Dose (absolute)
Please enter actually administered Blinatumomab with start and end date! Hospitalisation: Number of nights with hospitalisation (from start of the cycle until
For interruptions > 1 h and/or dose changes > 10%, please start a new application phase within this cycle and beginning of the next therapy element).
document weight, height and body surface for each application phase. Possible reasons for (premature) discontinuation or interruption of the cycle (- reason
Please document the reason for interruption{s) or (premature) discontinuation of the cycle (=end of application Eg:;::gr:glzt:p“m"m phase}:
phase) (see legend on the right). o o . b) Interruption > 1 h: b1) (SIAE
For a cycle that was restarted from the beginning after previous interruption, please use a new CRF. 12} Non-Compliance
b3) Request of the patient or the patient’s guardian(s)
Application | Blinatumomab Start End Reason for end Body measurements Egg ae'r?u:mdﬁm[;frF afztﬂ'r e
- _— - - alfunction of infusion pumgp
phase curnuiafive dose Date Time Date Time cfapﬁllcatlon Weight (kg) | Height (cm) | BSA (m?) b6) Infusion bag emptied prematurely
phase b7) Other
1 c) Dose change = 10 %: c1) Dose reduction or re-escalation due to (previous) (S)AE
c2) Non-Compliance
2 c3) Adjustment to weight change
c4) Dose administration ermor
3 c5) Other
d) Premature discontinuation of this cycle:
4 d1) (S)AE
d2) Mon-Compliance
5 gﬁg gthuest of the patient or the patient's guardian(s)
- " = X - =
|s this a restarted cycle after previous discontinuation of a cycle? &) Permanent withdrawal of Blinatumomalb treatment:
O yes O no e1) (SIAE
- e2) Non-Comgliance
Therapy plan calculated and prepared Therapy plan administered as documented o3) Request of the palient or the patient's quardian(s)
ed) ALL relapse or progression
e5) Death
ef) Retrospectively ineligible
Date, name and signature of the investigator Date, name and signature of the investigator (or documentalist) &7) Other




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES
PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE PROTOCOL Il
e Formules sanguines complétes avant le cycle et aprés 1x/semaine
e Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D avant le cycle et aprés 1x/semaine
e Examen clinique avant le cycle et aprés 2x/semaine pendant le TTT par Dexamethasone, aprés 1x/semaine
e Stix Urinaire 2x/semaine sous Dexamethasone (exclure une glycosurie)

e Mesure de I'activité de I'asparaginase
A faire chez tous les patients avec suspicion de réaction allergique a I'asparaginase, 2 heures apres I'arrét de I'infusion.
[] 0.5-1ml de sang dans tube Sérum, a envoyer a température ambiante a Zirich avec le formulaire « Asparaginase — Monitoring » (en annexe)

e Echo-ECG is mandatory prior to the 1% Doxorubicin of each Protocol lli

e Conditions pour débuter le protocol IIIA & B :

Requirements for starting Protocol IlIA
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Recovering (increasing) blood counts
v Granulocytes > 500/ul
v Platelets > 50 000/ul
If symptoms/signs of cardiac insufficiency are present and/or if the LV-SF is repeatedly below 30% or the EF below 50%, contact the national study coordinator for
consideration of procedure.

Requirements for starting Protocol 11IB
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Creatinine clearance = 25 ml/min/1.73 m2. Dose adjustments of Cyclophosphamide are recommended if Creatinine clearance < 25 ml/min/1.73 m2
- Recovering (increasing) blood counts
v" Granulocytes > 500/l
v" Platelets > 50 000/ul
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

Stud.-No. (Pat.-ID):

AIEOP-BFM ALL 2017: Protocol Il

DOB: .
. . for HR patients (pB and T-ALL)
Weight: kg Height: cm )
Version 1.3, 12.03.2019
BSA: m?

DEXA p.o.iv. (14d+) 10 mg/m3/d .| mg/d

e
I B N

Please enter the cumulative dose of DEXA per phase®:

Please enter actually administered medication

with start date (and if applicable end date and other

application phases #)!

Date

Start End

DEXA

Main phase (if appl. part 1)

if appl. Main phase part 2%

if appl. Main phase part 3*

VCR iv. 1.5 mg/m3dose [ 1.1 Img I I Tapering phase 1
max. 2 mg Tapering phass 2
DOX pi.(1h) 30 mg/im?/dose L. Img I I Tapering phase 3
i Y VCR 1
PEG-L-ASP p.i. (2h) 2500 IU/m2/dose|__|_|_ | |IU I VCR 2
ONCASPAR® (max. 3750 IU
CPM p.i. (1 h) 500 mg/m?dose || | _|Img DOX 1
{(+MESNA) DOX 2
ARA-C iv. 75 mg/m?/dose || _|mg ‘ | | ‘ | ‘ | ‘
) o PEG-L-ASP |
Please enter the cumulative dose given in each ARA-C block:
Please enter the number of doses given in each ARA-C block: CPM |
_y ; ARA-C block 1
TG p.o.(14d) 60 mg/m</d L, mgid | | ARAC blogk 2
Please enter the cumulative dose of TG-".‘| |
T M E:
MTX i.th. dose age-adjusted ||| mg P TG {ﬁ.awlmblepam )
Age =1y =<2y 2-=3y z3y v l l ffappl@hle TG part ¢
MTX dose i.th. 6mg Bmg 10mg 12mg MRD if applicable TG part 3*
* additional i.th. MTX on day 1 in CNS-positive (CNS 3) patients ® : = *
Y v e ‘ PP B PR B S R P A B if appl. MTX ith. day 1
1 I T I 1 MTX ith. day 17
Day 1 8 15 MTX i.th. day 24

# Flease mark therapy inferruptions with a
vertical line and enter the cumulative dose
for the resulting application phases

Dates of
therapy

IRInm

MRD day 1 Prat. |1 |

Switch from PEG-L-ASP to Erwinase in this element? Therapy according to the protocol?

O no O vyes
O yes, 1% Erwinase administration: |_|___|__ | (date) O no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
last Erwinase administration: || | | (date) additional antileukemic drugs given}
number of Erwinase doses: | | 0 medical re?son
. - - O psychosocial reason
administered dosagefadministration: |__|__|__[__|__| U 0 ather reason

Reason for switch to Erwinase:
O allergic reaction, date: |___ ||
O other

Were additional antileukemic drugs administered?

O no

O vyes (please document on CRF ,Documentation of cytotoxic/antileukemic drugs or
treatment phases deviating from the treatment protocol”)

Hospitalisation: Number of nights with hospitali-
sation from start of this freatment phase until
beginning of the next therapy element): || | |

Therapy plan calculated and prepared

Date, name and signafure of the investigator

Therapy plan administered as documented

Diate, name and signature of the iwvestigator (or documentalizf)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES
PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE DNX-FLA

e Formules sanguines completes avant DNX-FLA

e Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D avant DNX-FLA et aprés selon indication
e Patient hospitalisé pendant le cycle et jusqu’a récupération des valeurs sanguines

e Prophylaxie antifongique et antibiotique dés la fin du cycle

e Conditions pour débuter DNX-FLA
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Recovering (increasing) blood counts
v" Granulocytes > 500/l
v" Platelets > 50 000/ul
- No essential organ dysfunction: o Normal renal function. Dose adjustment of High-dose Cytarabine and Fludarabine should be considered in the case of reduced
creatinine clearance.
v" GOT/GPT <10 x upper normal limit
v’ Bilirubin <3 x upper normal limit with normal direct bilirubin
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

AIEOP-BFM ALL 2017: DNX-FLA Stud.-No. (Pat-ID):

Version 1.3, 12.03.2019 DOE:
Weight: kg

Height: cm
Fludarabine p.i. (30 min) 30 mg/m2/dose |__|_ | mg I I I I I BSA-._____ me

; oy ] Please enter actually administered medication
HD-ARA-C p.i.(3h) 2000 mg/m¥dose | _| | | |mg E i E E E with start date {and if applicable end date and
starting 4 hours after end of Fludarabine infusion other application phases#)!

Daunoxome p..(1h) 60 mg/m¥dose |_|_ | |mg E E E Date

Start

MTX i.th. dose age-adjusted || mg
Age <1y 1-<2y 2-<3y =23y
MTX doseith. 6mg &8mg 10mg 12mg

Fludarabine dose 2
Fludarabine dose 3
Fludarabine dose 4
Fludarabine dose 5

l Fludarabine dose 1

MRD TP -
HR3 HO-ARA-C dose 1

P HO-ARA-C dose 2
| HO-ARA-C dose 3

Day 1 2 3 4 5

Dates of therapy | I | I

HO-ARA-C dose 4

HO-ARA-C dose 5

Daunoxome dose 1

Daunoxome dose 2

Daunoxome dose 3

MTX i.th. day 1

MRD TP HR3

Hospitalisation: Number of nights with hospitalisation ;“E"’W according to the protocol?
. ! o yes

from start of this freatment phase unfil beginning of the next 3 no (deviations of cumulative dose for a drug by =10% in this therapy phase, or
therapy element): 1 additional antileukemic drugs given)

0O medical reason

O psychosocial reason

O other reason
Were additional antileukemic drugs administered?
O no
O ves (please document on CRF .Documentation of cytotoxic/antileukemic drugs or

treatment phases deviating from the treatment protocol™)

Therapy plan calculated and prepared

Dafe, name and signature of the invesfigator

Therapy plan administered as documented

Date, name and signature of the investigator {or documentalist)




HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES
PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE INTERIM MAINTENANCE

e Formules sanguines complétes au début du cycle et aprés 2x/semaine
e Chimie, Na, K, Urée, créat, ASAT/ALAT, BILI T/D au début du cycle et aprés 2x/semaine
e Examen clinique au début du cycle et aprés 2x/semaine

e Conditions pour débuter la phase de interim Maintenance :
- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Recovering (increasing) blood counts
v" Granulocytes > 500/l
v' Platelets > 50 000/ul
- GOT/GPT <10 x upper normal limit
- Bilirubin <3 x upper normal limit with normal direct bilirubin
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HEMATO-ONCOLOGIE PEDIATRIQUE : GUIDELINES CLINIQUES

PRELEVEMENTS DE SANG ET SUIVI PENDANT LA PHASE DE MAINTENANCE

e Examen clinique (EC) et labo :

Avant le début de la maintenance : EC, labo : FSC, Na, K, urée, créat., ASAT/ALAT, BILI T/D

Sem 2 : EC, labo : FSC, Na, K, urée, créat., ASAT/ALAT, BILI T/D
Sem 4 : EC, labo : FSC, Na, K, urée, créat., ASAT/ALAT, BILI T/D, premier dosage des métabolites (TG, MPP)

Sem 8 et chaque 4 semaines pour la suite de la Maintenance et jusqu’a la fin : EC, labo : FSC, Na, K, urée, créat., ASAT/ALAT, BILI T/D

e Meétabolites (TG, MPP) d'office 4 semaines post début de la maintenance, 1x/mois jusqu’a dose stable de 6-Mercaptopurine et aprés 1x chaque 3 mois (cf. SOP
Métabolites 6-Mercaptopurine)

e Conditions pour débuter la phase de maintenance :

- Adequate clinical condition and no serious infection according to the assessment of the investigator
- Recovering (increasing) blood counts
v Granulocytes > 500/ul
v Platelets > 50 000/ul
- GOT/GPT <10 x upper normal limit
- Bilirubin <3 x upper normal limit with normal direct bilirubin
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AIEOP-EFM ALL 2017: Documentation of Maintenance therapy for patients of randomization R-MR

(Version 1.3, 12.03.2019)

Please document the first 8 weeks of Maintenance therapy for both treatment arms (control arm or experimental arm)!

Patient: Study No. (Pat.-1D}): Date of birth:
Date of examination": I I I I I I I
Blood counts:
WEC Ol
O Gt EEEEEE HEEENE EEEEEE HEEEEE L] L]
Neutrophils (%) | [ L[ L[ | [ | | [ | L
Lymphocytes (%) [ || [ | [ | - [ | -
Haemoglobin [ g/dl
A L L L L L L
Flatelets Ol
: I I . I . I . I I
O Gptl
Body measurements:
Weight (kg) (I (I (. (. L L] L L]
Height (cm) Ll ||| | || | || || L
Therapy decumentation:
in the periodt from (date) (I (I (| I (| (| (I
to (date) (I (I (| I (| (| (I
Cumulative dose (in the
above period):
6-MP {mg) | ||| | | | | | | L L] L L]
MTX (mg) | | | | | | | . .
Therapy break(s) (in the
above period):
Number of days | 1 [ [ | || | | | L
Nights of hospitalization
(in the above period): | || L L L L L]
Comments (e.g. infections,
reasens for treatment
breaks...)
Sheet No. (use additional sheets if needed) . )
Documented by (Investigator or Documentalist):
*Please document each medical visit.
iPeriod from the day of the last examination until the day preceding the current examination Name (in block letters) Date Slgnature

with the aim of a complete documentation of the first 8 weeks of Maintenance
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