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Guideline for e-form completion of the VOD Registry is divided in 3 parts:
e  Part 1: general recommendation for data entry in ProMISe and instructions of completion for the
Registration Form and the Med-AB
e  Part 2: instructions of completion for the Follow-up Form 100 days post HSCT
e  Part 3:instructions of completion for the Follow-up Forms 6 & 12 months post HSCT
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I/ MEANS TO ENTER PATIENTS INTO THE REGISTRY

=  Patients to be included

1. Any patient in which you have made a diagnosis of severe VOD post-HSCT

o Note: It is important that you include also patients not treated with Defite/io® (for example
patients in which Defitelio® is not used due to the presence of contraindications or patients
considered unsuitable as a result of the special warnings and precautions listed in the Defite/io®
SmPC)

o Note: All consecutive and consenting patients with a diagnosis of severe VOD should be entered
into the Registry

2. Any patient receiving treatment with Defitelio” for any other condition

o Note: If in your clinical practice you treat conditions other than severe VOD with Defitelio® you
should also enter these patients in the Registry (VOD-Project + EBMT Med-AB)

=  Contacts

If you have any questions on this Registry, regarding the means to enter patients into it or questions around
Defitelio®, please contact:

L INFO ON REGISTRY:

jessica.lemaitre@upmc.fr & emmanuelle.polge@upmec.fr

. INFO ON DEFITELIO®:

medical-enquiries@gentium.it

=  Forms to be reported

The registration form to enter patients into the Registry can be accessed via the EBMT website at:
http://www.ebmt.org/Contents/Research/EBMTStudies/CurrentResearch/Pages/Study%20Pages/VOD-

Project.aspx

EBMT CICs will be asked to report information for patients included in the VOD project via Internet and e-forms, at
Registration, Day 100, 6 and 12 months after transplant as described below:

Once patient has given his/her consent,

e At sVOD diagnosis or start of Defitelio” (if Defitelio is administered for other reason than treatment of
the sVOD)
o Fill in VOD-Project Registration Form :
e At 100 days post HSCT
o Fillin Med-B and comorbidities Form (Med-AB project specific link)
o  Fillin VOD-Project 100 days Follow-up Form
e At 6 months post HSCT
o  Fillin VOD-Project 6 months Follow-up Form
e At 12months post HSCT
o  Fillin VOD-Project 12 months Follow-up Form
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Figure 1 - Data Flow Chart
11/ e-Form Completion Instructions in ProMISe

1I-1/ Connection to VOD Project (Med C)
VOD-Project e-forms are available on Internet:

https://www.clinicalresearch.nl/PROMISE/S/HEIT/S O EBMT C NIS VODPROJECT /LOGON/INDEX.HEI

To connect for data entry:

e 1% select either session “All programs” or session “Data entry only (simplified)”

"IProMISe  VODPROJECT

Type of this Session
All programs

<€ Session selection
Data Reports anly
Predesigned Repors
SecurelUploadOnly

[] force XPAES compatibility

1 1 e
assword | %’
. B> Start Session | =

# Click here to get a new password.
# Click here to change a valid password.
# Usual logon "

=—— Personal Password
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Your password is personal. Please, keep it confidential. This personal password will be attributed and
sent by email to the people in charge of the data entry after the training session. In case of loss or

expiration or jessica.lemaitre@umpc.fr

Then fill in the username and password fields then click on the “Start Session” button to enter

the VOD Project.

blocked

account,

emmanuelle.polge@upmec.fr

please

contact

VOD Project opens on the Data Entry tab, and Editor sub-tab (screen copy below).

Index Overview

Create Delete Move

@@@ [00/0) @@@mﬁmmar-_

met Explorer

\alug label

Banner

O UL Q42902 %

CIC DEMO
Patient Study Id... |38
Specify your Cen... TEST

| IRecord Locator - Patient Study Identification number (Subject ID) 38 38 Hospital Unique ... | 12342
@Patient [8000] 38 Form abo to be entered? 1 Registration form Date of this rep... 2014/11/25
Registration form, centre data :”'Uals “; ?rs S :
jl:hapters & Sections .- Specify your Center Identification (CIC) 1/ TEST g"g’: f/euari’f“;‘z-;, ‘iSTI
= Hospital name department demo1 department demo1
ﬂKey Al @ Unit name unit demo unit demot Sirihimanih ipes R
[ -REGISTRATION FORM B Contact person peson demo peson demo +lactions
Banner Telephone 33 +33.
[Registration form, centre data Fax 433 +33
> [Registration form, patient data Contact e-mail address demo@gmail fr demo@gmail fr
ﬂD\SEASE HISTORY Registration form, patient data
ﬂVOD - Hospital Unique Patient Number or Code (UPN)12342 12342
- Date of this report 2014/11/25 2014/11/25
ﬂDEHTEUO@ B Informed consent 2 Yes
ﬂCummenta Initials of first name
Initials of family name:
- Birth year of patient 1977 1977
- Birth month of patient 10 October
Birth day of patient
& Gender 2 Female
Weight (kg) 6868

11-2/ List of patients already reported

The list of patients already reported in the VOD project is available on:

Tab: Data Entry
Sub-tab: Index
NIS][EBMT]IS][defit8000epdemo] [CIC:8000(3)] - Windows Intemet Explorer
Report Export Help FEilter |
Data Entry tab %Q@@ %
Editor Overview
ﬂData Manager i - Create/Load Patient-record ALL cases (n=62) Link to History
[+|Build a Patient-index: || C\C | Patient ,,,'Pat\ent...l Specify .. | Hospital name [Birth ye...[Bith mo..| *
8000 41 41
8000 42 42
8000 43| 43 TEST qgsgnoer
8000 44 44 TEST regser 1950 June
8000 45 45 TEST 1 1960 August
8000 % < List of already
Index sub-tab  |[8000____ 47 47 wsdgs< recorded patients
8000 100 100 /Knappschafts Kr Central Hospital 1946 May
8000 101 101 KI Minden ABC 1930 October
8000 102 102 Franziskus H Franz 1910 November =
8000 103] 103 Lukas Kh lukas 1910 October
8000 104 104 KI Chemnitz Regina 1936 December
8000 105 105 123
8000 106 -
Mark ﬁ'“ any entry in this INDEX; then load that case into Data-Editor or Status Report.
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11-3/ Patient Record & Selection of the Form to be entered

1/ To load a patient already recorded, click on “Data Entry” Tab (1), then “Index” sub tab (2), followed by “All
cases” list (3) and RIGHT click on the patient you want to report a follow up Form Day 100 (4).

1
5 = o
CIC Patient ... Hospital name irth mo.... ~
‘ 8000 vthsr 1953

8000 vtbz 1981, Octobel

8000 113 DEMO jikim,ill 1985 October 3

8000 114 DEMO uiserjlihgtrké] 1992 October

8000 115 DEMO sbthigj 1968/ October

8000 130 January

2 8000 131 TEST  Hospital d'Jazz

8000 , 133 TEST dedr 1973 November

8 134 TEST 1973/ November
135 19 dffff 1910, February

000 137 TEST re 1983 February I

8000 v

Or

In “Data entry” tab and “Index” sub-tab, click on “Create/Load Patient-record” button

! LAaBRes

n CIC_Patient | Patient Specify i Birthye...[Bithmo...|
1 1 15, hpstanl 1949 June

8000, a 2 |
8000 3| Regina El 1970 Februar
8000 |
oo 38
8000 ; 6 TEST _195{] Februar
8000/ 7 TEST
8000, 8 B TEST
8000 9 TEST St Antoine
8000 i 10 TEST lest 2005 Febual

2 8000 k| n St Antoine 1986 Mar
8000/ 1 12 TEST
8000, 1
8000, 1 14 DEMO demot4 1962 Janua
8000/ 1 15 TEST stanl 1969 June
8000, 1 16 TEST fohlimk 1950 June
8000 ! 17 TEST 11111 1950 June:
8000 AL 18 TEST | | 1950
8000 1! 19 TEST, umu# 1950 June,
200 \
8000, 21 21 TEST W 1950 June
8000,
8000 23
8000 24
8000 25 I

Enter the Study Number of the patient you want to complete the follow-up, and then click on “load existing
patient”.
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Index
I)ata Mana
Buid a Pat

123456790
ElCreate (or load) a Pat

2/ To create the Follow up at D100, click on the menu “Registration form” (1), then select in “Form about to be
entered?” the appropriate form you wish to create (2). Choose the follow up form you wish to report (Day 100
Follow up).

Data Entry
Resume with the first item in the current section by pressing Tab (or click on any other item

Browser/Server General
Editor

= Patient Study Identification number (Subject ID]

- Record Locator ;
= Specify your Center Identification (G |
[B= Hospitalname

@ followup Follow up at 100 days.

+ DISEASE HISTOR
+vop

\;] DEFITELIO®

| Comments to the Registration Form

®145% v
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You can see the follow up Form at Day 100 post HSCT is created below:

2 https:/www.clinicalresearch.nl/ - VODPROJECTINIS]IEBMTSI{eRtB000jicemol CIC:B000(9) Datak - Windews Intemet Explorer e c——— —— o= o
Help Filter [BO0OJDENCIDEMO city] | 16:10 -
Resume with the first item in the current section by pressing Tab (or click on any other item) E A E @ o

4@ = )

Index Overyview

L o [ YCroLLowuP. RECORDS.. . liabet .| cic DEMO
[é @ “‘; 5 EA ma x| cic 8000 Patient Study 1d_. | 155
: 5 c Bambini
Create Delete Move  pending modifications Patient 155 o on.. 3% Bambin
nformation on CRI
= Dato of this rap_ | 2014/11/14
~Irecord Locator £ Information on FollowUp moment ok o T 7
= = algh For which follow-up moment are you entering d2 t=sisteof fami.. fz
@ Date of follow-up (last contact or date of s 2 06| ® barofpa | 1985
foath) ’—Dah of follow-up (last contact or date of death) onth of p...JApril |

_-lchapters & sections e
[+ [Key Adminisration 2015/04/29] ! (loday)

[= JIntormation on CRF J(current value)

=
> Information on FollowUp moment

[+ [PATIENT STATUS AT LAST CONTACT
iIDEFITELI() ADMINISTRATION
+[CLINIGAL RESPONSE

+[FRE

iPTHER EVENTS

%160% -

As the form is created, you can now start the data entry for this patient.

1I-4/ Data entry navigation

Data entry in ProMISe is interactive: it means that the programmed navigation will follow your form order, while
skipping any irrelevant questions for that particular patient according to data already reported.

IMPORTANT: To navigate within the eform from one item to the other, please use the Tabulation key.
Avoid using the mouse to go from one section to another, follow the cursor jump navigation.

Tab
—»
—

1I-5/ How to modify data in a form

Please note that when you want to change the data already recorded, this is possible, but the system will ask you
the reason why you have decided to make any change. Please be careful and record, for any changed data, the
reason as:

-Data Entry Error
-New data available

-Any other reason can be also specified here, as this is a free text field

And finalize the “Save action” by clicking on the pending modification button.
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11-6/ How to save or remove pending modifications

It is very important to note that the data entered in the browser are not automatically stored in the database on
the server. In order to save the data on the server, you have to explicitly give the command to save the data, which
is done by clicking the Save button above the record locator (Fig. 1) or by using the shortcut ctrl + s. If you wish to
cancel all pending modifications, you can click on the cross button in the save dialog.

The save dialog also shows a counter with the number of pending modifications. The pending modifications count
the number of items that have been modified, filled or erased since the last save. You can review the pending
modifications by using the function buttons shown in Fig. 2. This allows you to either view the pending
modifications or view the original, unmodified data of the current case as stored on the server. The current case as
on the server can also be viewed by selecting the Overview sub tab in Data Entry main tab and clicking Horizontal
or Vertical.

.ﬂmf@| CEA o
pending modifications

Figure 1: Clicking the save button will save all pending modifications to the server. To cancel pending
modifications, click the cross button on the right of the dialog.

1 2

Figure 2: Buttons for browser to server comparison. Clicking (1) will show a list of all pending
(unsaved) modifications. Clicking (2) will show an overview of the current, unmodified data of the
current case as on the server (without pending modifications).

11-7/ How to close ProMISe session

Finally, after a data entry session, you may wish to close the ProMISe application. To close the session, click the
exit button in the upper right bar of the screen (Fig. 1). ProMISe will warn you if there are unsaved changes and
give an option to save these changes before closing. You can also use the “x”-button on the browser window to
close ProMISe, but then ProMISe will not be able to give warning messages with regard to unsaved data.

There may arise situations in which you wish to restart the session. To restart the session, click the refresh session
button next to the exit button (Fig. 1).This will close the current session and build a new session. This option is not
available if there are unsaved changes; you must first save or discard all pending modifications.

@z

Figure 1: The Exit and Refresh session buttons

11-8/ READ ONLY status

In some rare case, you can see READ ONLY in watermark. This means that 2 persons are connected at the same
time on the patient record. It can be 2 persons form the center if several persons have access (have personal
password) to the VOD project data-base in you center, or it can be the data manager in charge of VOD Project at
the EBMT Data Office in Paris.

In such cases, try to load the patient later or contact your colleague or the EBMT Data Office in Paris to disconnect
the patient.
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11/ FOLLOW UP FORM Day 100 post HSCT

lll-1/ Please complete the section INFORMATION ON CRF:

Data Entry

Vv =%

Browser/Server General

Editor DynFil:44:Follow up at 100 days post-HSCT males

? ? E' Savi EFOLLOWUF’_RECDRDS
+ = = cic
___Patie

Information on CRF

- |chapters & Sections
Administration

ATIENT STATUS AT LAS
EPEFITELIO ADMINISTRA
EPeﬁlziu administration
l:rienson for withdrawing
LINICAL RESPONSE

OTHER EVENTS

- Subsection Information on follow up moment:

= Date of the follow up (Last contact or date of death): If the patient at last contact by Day 100 is alive,
please record the date closest to 100 days follow-up after transplant when the patient contact
happened; If the patient died before Day100, please record the date of death.

The data entry is dynamic; sections will appear if necessary
and according to information previously reported (in registration or in follow-up forms)

10
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111-2/ Please complete the Section PATIENT STATUS AT LAST CONTACT:

7

Browser/Server

r‘,\',v 1
No

DI nor Lymphocyte Infusion)?

[ |

B Has VOD been diagnosed since registration
| = Survival Status?

-

| lAcule Graft versus Host Disease? |

e |
BVes |
Slnkoown)
—

|/
Browser/Server

DysiFd:44:7olow up at 100 days post-HSCT males

<YCFOLLOWUP_RECORDS I
SEI3 ©™ inex Administration —

reerorereen

Relapse: Please record if the patient had a relapse of the underlying disease, by clicking the
appropriate answer “No” or “Yes” or “Unknown”. If “Yes” is selected, please also record the first

relapse date.

11
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= DLl (Donor lymphocyte infusion): Please record the date when the first DLI was performed, when
known.

= Has VOD been diagnosed since registration: If defibrotide was administered initially for another
reason than treatment sVOD then sVOD appeared, please tick Yes otherwise tick No.

= Survival Status: Please provide the most recent information you have. The status must be the status
at the date of last contact and the latter must be either the very last date the patient was known to
be alive or the date of death if the patient is known to have died; so please choose the applicable
answer “Alive”, “Dead” or “Died before HSCT and after start of conditioning”.

- Subsection Main Cause of death:

@ hitpsy//wwwchinicalresearchnl/ - VODPROJECTINIS]EBMTIISI{deRt8000jidemol CIC:B000(S)] Datak - Windows Intemet Explorer - — e - e (=)
PECYSNGA Help  Filter | | 12:422 =
Resume with the first item in the current section by pressing Tab (or click on any other item) e — 1 A\a ) A .
U A=@2 % ki
Index Editor Overview
s SAvi NUP_RECOR liabel | cic DEMO
: S Ba YCEoLLOW ORD
B Eé Eﬁ“} £ E—j ma @ Index Administration Patient Study Id.. 153
Create Delete Move  panding modifications cic 8000 gnecm o Cen I;ST
. jospital Unique
_Irecord Locator ﬂ Cogent - ©TCONT/ 2 Date of thisrep.. | 2015/07/23
: \TIENT STATUS AT LAST CONTAC? Jotials of is, .
| @patient (8000) 163 Patient status at last contact initials of fami ol
8 followup 2 B Relapse? No Birthyear of pa.. | 1985
. DLI (Donor Lymphocyte Infusion)? No Birth month of p. . ' August

“lchaptess & Section "l: Has VOD been diagnosed since registration? Yes

Key K
il Main cause of death g,
[iometonce 00e
> ;IPATIENT STATUS AT LAST CONTACT only one main cause) |
Patient contac

Acute Graft versus Host Disease?

1[Relapse or progression of oniginal disease
2iSecondary malignancy

3HSCT related cause (check as many as
4[Cell therapy (non HSCT) related
7|
9)

Other
9/Unknown

[+ |PEFITELIO ADMNISTRATION
[ |CUNICAL RESPONSE
+[SAE

[+]OTHER EVENTS

%150% ~

= Main cause of death (check only one main cause): If the patient status at Day 100 was “Dead”, please
click only one major cause of death in the list to indicate the primary cause of death:

e Relapse or progression of original disease

e Secondary Malignancy

e  HSCT related cause: in this case, please also check all the applicable choices:
e Cell therapy (non-HSCT related): please specify.

e  Other: please specify.

® Unknown

Please note: if the patient died, a SAE form needs to be filled and sent to the contact
details specified on the SAE form, 24 hours from the event awareness.
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4 |[DEFITELIO ADMINISTRATION
+ICLINICN. RESPONSE
L

JJIHPR EVENTS

Renal toxicity?
Rejection / poor graft function?

‘Other transplant related cause of death?
Acute Graft versus Host Disease
Acute Graft versus Host Disease?

No

European Society for Blood and ] .
Warow Tarsplaiain azz Pharmaceuticals Sentium
A Jaz Pharmaceuticals Company
nnpsfmw(hmm\rmmnlf VODPROJECTINIS][EBMTIEIL 1C:8000(3)] Dotak - - —— - )
Data Entr[ Help  Filter 12:13
Resume with the first item in the current section by pressing Tab (or click on any other item} r g 2 &
4 A= «
Index m Qverview
L Cau ICIFOLLOWUP RECORDS  liabel | cic DEMO
Lb Lé L@ & 044 50 Index Administration PricfSoyF_HIEN
o PN BTSN o L Hﬁf:ﬂ.’ﬂ:q.:" Sz
_-IRecord Locator £ A Date of this rep. | 2015007723
ey Initiaks of fi
| @paticat jsoon 153 Patient status at last contact e —
a FoRoiEl - Relapse? No Birthyeai olpa | 1985
= DLI (Donor Lymphocyte Infusion)? No Birth morth of p._ | Augist
e 3 7
[T ﬂ.ghrl-:::(\,:go been diagnosed since s
o B Sunvival Status? Dead
[+ frtommation on CRF Main cause of death
ATIENT STATUS AT LAST CONTACT A Main calise of ceath HSCT related
acr —
Paint v o8
Infection? GvHD?
> vop? —
Cardiac Toxicity? o
Pulmonary Toxicity? 2ves
Sunkow

If the death is HSCT related, check as many causes as are considered to have been contributing to the

outcome:

e GvHD

e Infection
e VOD

e  Cardiac Toxicity

e  Pulmonary To
e  Renal Toxicity

Xicity

e Rejection/poor graft function

e  Other transplant related cause of death: please also specify.

Please check with your physician since this information is sometimes difficult to find in the patient’s
file. In the absence of clinical disease, a death caused by complications or infections after transplant
is considered HSCT-related. In the presence of clinical disease, if the disease is progressing, the death
will be considered as relapse or progression, even if there are complications or infections during the
post-transplant period. However, if the disease was stable, or there had been an improvement after
transplantation and the patient were to die of complications or infections, the death should be
considered HSCT-related.

Paper CRF screen shot template is reported below for your reference only:

Relapse ] YES [JNO Date of relapse
DLI [ YES [NO, If yes, date of 1#t DLI (Donor Lymphocyte Infusion)

PATIENT STATUS AT LAST CONTACT

Has VOD been diagnosed since last visit? [ YES [INO (for off label use or if absent at registration)

Survival Status: Alive (D Dead [J Died before HSCT but after start conditioning [J

Date of follow-up (last contact or Date of death): I Y

Main cause of Death (check only one main cause):
Relapse or progression/persistent disease
Secondary malignancy
HSCT related cause (check as many as appropriate)

oo

Rejection/poor graft function JYES CONO
Renal Toxicity [J YES O NO

GvHD [ YES ONO
Infection [ YES [ NO

Cardiac toxicity [0 YES OO NO
Pulmonary Toxicity [1 YES LI NO

VOD [ YES ONO Other: [IYES [INO
Specify.
Cell therapy (non HSCT) related O
Unknown O
Other O Specify
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- Subsection Acute graft versus host disease:
— o —
— = =l 044 0O P R OR be C S A
cic 8 ‘your Cen...
B atient 153 Unique ...
l!lileord Locator PA A A A ONTA Wsﬁofﬁsm"
@ratient 153 of firs...
| ffollowup 2 Relapse? No liﬂd;;fr:l:;
DLI (Donor Lymphocyte Infusion)? No month of p...
Elcm pters & Sections! Has YOD been diagnosed since registration?| st
"4 ey Administat A - Alive
Information on CRF . 7
- [PATIENT STATUS ATLAS
l:ratlem status at last cor
[ Main cause of death
> [ Jhcute Graft versus Hos
[ [Chronic Graft versus |
EFITELIO ADMINISTRA
BCLINICAL RESPONSE
v I
mmmmmm-ﬁmm«mmmﬁmmmimm £200% v

» 16 0 T

This section will appear ONLY IF the patient underwent an allogeneic HSCT (please double check eForm
Registration Form — Section HSCT):

= Please tick if the patient suffered from acute GvHD or not, by selecting the corresponding answer
“Yes” or “No”.

= Acute GvHD date of diagnosis: If “Yes” is selected, please add the diagnosis date. In a conventional
transplant the onset of acute GvHD in T-cell depleted transplants or in non myeloablative transplants,
the onset of GvHD may be later than D100.

2 sy B <l
o o
D 00
IC your Cen... =
Patient 153 | Unique ...
_=IRecord Locator — e of this rep...
L s
[ followup 2 Relapse? No irth year of pnu
DLI (Donor Lymphocyte Infusion)? No rth month of p...
Bch- pterals o Has YOD been diag since v YB_S
KuyMnﬁimH Survival Status? Alive
[Ge]inrormiticnioliEtEg ute Graft versus Host Disease? Yes
pATeTSTATIS AT
atient stati= Bt A=k Maximum grade of acute GvHD?
E’\dein cause of death [
015/07/23 |! (today)
R current value,
ronic Graft versus Hi
DEF\TELIO ADMINISTRA
LINICAL RESPONSE
THER EVENTS
& o
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Maximum grade of acute GvHD: Please record the maximum GvHD grade, by selecting only one of
the following:

The overall grade (or the grade of skin, liver and or gut) should be mentioned in the patients’ file. The maximum
grade for acute graft versus host disease (aGvHD) is defined according to the stage presented by the skin, liver and

gut.
ORGAN STAGE
Skin 1 Skin rash < 25% body surface
2 Skin rash 25-50% body surface
3 Skin rash >50% body surface
4 erythroderma
Liver 1 Bilirubin 34-50 micromol/L
2 Bilirubin 51-102 micromol/L
3 Bilirubin 103-255 micromol/L
4 Bilirubin > 255 micromol/L
Gut 1 Diarrhoea volume 501 - 1000 ml/day
2 Diarrhoea volume 1001 - 1500 ml/day
3 Diarrhoea volume 1501 - 2000 ml/day
4 Severe pain with or w/o ileus
grade 1: Skin stage | or 2 AND Liver stage 0 AND  Gut stage 0
grade 2: Skin stage 3 OR Liver stage | OR Gut stage |
grade 3: Liver stage 2 or 3 OR Gut stage 2, 3 or 4
grade 4: Skin stage 4 OR Liver stage 4

‘(Przepiorka et al, Bone Marrow Transplantation IWS'.] 5: 825-828)

Paper CRF screen shot template is reported below for your reference only:

ACUTE GRAFT-versns-HOST-DISEASE

L1 NO L1 YES
If ves, Date of diagnosis: I

Maximum grade of acute GvHD:

Or o Om Omv
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111-3/ Please complete the section DEFITELIO ADMINISTRATION: this section is completed
ONLY IF the patient was treated with Defitelio®

Entry

Browser/Server General
Editor DynFil:44:Follow up at 100 days post-HSCT males

o 5 5, - YCFOLLOWUP_RECORDS
I |
F e 0.0 4 [ SEEoL QR RECOR
—~—Patient
I DEFITELIO ADMINISTRATION

- |Record Locator & ~ Defitelio administration
= @patient Defitelio administration status?
Dfollwup Q ‘emporary withdrawal since registration form?

Elch-pwr- & Sections
Administration

Infon'naﬂon on CRF
ATIEN'I‘ STATUS AT

LINICAL RESPONSE

THER EVENTS

= Defitelio® administration status: Check if Defitelio® treatment is ongoing or if it is completed. If it is
completed, please also give the date when the last infusion was administered to the patient.

= Temporary withdrawal since last visit: Please indicate if Defitelio® treatment has been withdrawn or not
and, if applicable, the number of days for which the treatment was withdrawn.

ProMISe can not function correctly when the window dimensions are below 1000750:PLEASE MAXIMIZE THE MAIN WINDOW

5 Jo] ™ S 'L

If the drug has been withdrawn or stopped, please check “Yes” for only one reason (if more than one
reason is existing, please check only the main one):
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VOD resolution

No improvement

Death

Hospital Discharge

Untoward reaction to Defitelio® (in this case, please specify which
reaction took place. If the event is serious, please also complete and
submit the SAE form: for the details, please refer to the last version of
the “Registry SAE Completion Guidelines”)

o Other: please specify.

O O O O O

IMPORTANT: If a patient has been enrolled and treated with Defitelio® for another reason than sVOD
and, in a second moment, developed sVOD after registration, for which a new Defitelio® treatment is
planned.
In this case, you should consider the patient and his/her follow-up in the way outlined below:
o Defitelio Administration: please select Defitelio® Administration: Completed Treatment.
e Complete the date of last infusion when Defitelio®was administered for another reason than
svoD
e For Reason for withdrawing or stopping treatment: Select Other and specify sVOD diagnosed
after registration.Please record the patient in a new Registration Form (please refer to the
most recent Registry eForm Data Entry Guidelines Part 1) with a new patient ID and report the
patient as enrolled in the sVOD arm. Please in comment section, indicate the previous Patient
Id used in the first Registration form.
e If the patient is re-enrolled after a new HSCT, he/she needs to re-sign the Registry ICF,
otherwise this is not necessary.

Paper CRF screen shot template is reported below for your reference only:

DEFITELIO® ADMINISTRATION
Defitelio® administration status?

[1 Ongoingtreatment [ Completed
(permanentwithdrawal)

If completed: Date of lastinfusion?

Y S

Temporary withdrawal since registration
form?

O YESCINO

If temporary withdrawal, Total No.days of
withdrawal?

. Hospital discharge OOYES [OINO
Reason for stopping treatment: *temporary or Untoward reaction to Defitelio®
permanent OYES [ NOSpecify:
VOD resolution [1YES [INO
. Other O YESCONO
No improvement [1YES [1NO ]
Death CYES CINO Specity:
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111-4/ Please complete the section CLINICAL RESPONSE:

Data Entry

Browser/Server General
Editor DynFil:44:Follow up at 100 days post-HSCT males

? ? E' GV <YCFOLLOWUP_RECORDS label
O LE - cic 8000
Patien 155

EI . sl CLINICAL RESPONSE
Record Locator -W_l_

_-| @patient &> vOD RESOLUTION? ]
Elfulluwup E OF respon
—_Multiple Organ Failure RESOLUTION?|

_-|chapters & Sections
Administration

Infmﬁon on CRF

EFITELIO ADMINISTR
EICLINICAL RESPONSE
DVOD response

I:PAOF response

OTHER EVENTS

= VOD Resolution: If the patient suffered from VOD (please double check the Registration Form),
please check the appropriate answer “Yes” or “No”, to record if the patient’s VOD resolved.
-“Yes” should be checked if the patient suffered from VOD at the registration and resolved within Day 100 follow-
up; If the patient had a VOD response within Day 100, please also record the date when VOD resolved.
-“No” should be checked if the patient suffered from VOD at the registration, but his/her VOD didn’t resolve within
Day 100 follow-up.

Editor DynFil:40:Follow up at 100 days post-HSCT females

N I FOLLOWUP_RECORDS valuelabel
& ldle -CLINICALRESPONSE
pendngmodiications | ~y/op response

= VOD RESOLUTION? | 2 T
ec | 00®

||
~ Muttiple Organ Failure RESOLUTION?|

Elllmord Locator &
~lapatient
Dfolowup

N 1808/08/08]\ (not applicable
EICa pters & Sections 1809/09/09]7 (unknown)
+|Key Administration 2015/06/01]! (today)

onnaﬁon on CRF

(current value
PATIENT STATUS AT

+OTHER EVENTS

=  Did the MOF developed after patient’s registration? Please check the appropriate answer “Yes”
or "No”.
-“Yes” should be ONLY clicked if the patient didn’t suffer from MOF at the registration, but he/she developed MOF
between the registration and Day 100 follow-up;
-“No” should be checked in all the other cases.
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Editor

EEE 828 o
pending modifications

E|Chapters & Sections
|+|ey Administration
|+|information on GRF
|+|PATIENT STATUS AT

|+loTHER EVENTS

DynFil:40:Follow up at 100 days post-HSCT females

OLLOWUP_RECORDS valuglabel
CAL RESPONSE

= MOF resolution: If the patient suffered from MOF at the study entry or at any time between the
study entry and Day 100, please check the appropriate answer “Yes” or “No”, to record if the
patient’s MOF resolved.
-“Yes” should be checked if the patient suffered from MOF at the registration, or at any time between the
registration and Day 100 follow-up, and resolved within Day 100;
In this case, please specify the affected system(s) and the date when the MOF dysfunctions resolved:

Renal: If selected, please add also the renal dysfunction resolution date
Respiratory: If selected, please add also the respiratory dysfunction resolution
date

Cerebral: If selected, please add also the cerebral dysfunction resolution date
Other: If selected, please add the date of resolution

-“No” should be checked if the patient suffered from MOF at the registration, or at any time between the
registration and Day 100 follow-up, but his/her MOF didn’t resolve within Day 100.

Editor
RSN

Elllncord Locator B
~l@patient
Dfolnwup

ElChapters & Sections
+Key Administration
Ehiomnaﬁon on CRF

+|OTHER EVENTS

ElPATIENT STATUS AT

DynFil:40:Follow up at 100 days post-HSCT females
valuelabel
LINICAL RESPONSE

VOD RESOLUTION?

Organ Failure RESOLUTION?

Renal resolutiol

espiratory resolution?

Cerebral resolution?

Other MOF resolution?
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Paper CRF screen shot template is reported below for your reference only:

CLINICAT. RESPONSE

VOD RESOLUTION [ YESTINO
Ifyes, Date: [/ [

Did MOF developed after patient
registration? L1 YES I NO

MOF RESOLUTION [ YESTINO

Renal :0 YES ONO
Date [

Respiratory: 0 YES 0 NO
Date [

Cerebral: 0 YES 0 NO
Date [

Other: 0 YES 0O NO
Date )
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111-5/ Please complete the section SAE:

£ http: - VODPROJEC 0)[CIC:B000(3)] Datak - Windows Internet Explorer - - — e — - he (2 ]
pata ntry I [8000][DEMO][DEMO city] | \13:—202_|—=
Resume with the first item in the current section by pressing Tab (or click on any other item) . — I %
V4| AT &

Index Editor Qverview

= n \ —— ICIFOLLOWUP R ORD llabel (of[o} DEMO
6 SAV ¥

;’155 |:é @ £ | mﬂﬂ @ cIC \ 8000 Patient Study Id... | 155

Specify your Cen... Osp Bambini

Create Delete Move i ificati Patient 155
pending modifications = ‘l Hospital Unique .. |7
;IRecnrd Locator ﬂ /Seriuus Adverse.Events Date of this rep...  2014/11/14
= ; Initials of firs...
| @eatient 000y 155 .- ANY SERIOUS ADVERSE EVENTS (SAES)? o ooy s
followup 2 Serious Ad Events of Int t Birth year of pa... 1985

Birth month of p... | April

;lchapters & Sections
iIKey Administration

iIlnir:rmalion on CRF

1IF'J’\TIENT STATUS AT LAST CONTACT
lIDEFITELIO ADMINISTRATION
1ICLINICAL RESPONSE

> ] ;ISAE
> Serious Adverse Events

Serious Adverse Events of Interest

i|OTHEF! EVENTS

- Subsection Serious Adverse Event:

Please indicate if one or more SERIOUS adverse events occurred within 100 days follow-up. Please note that all the
serious events need to be reported, irrespective of the relationship with Defitelio® and also for patients treated
with supportive or alternative care and not only for patients treated with Defitelio®.

If any, “Yes” is selected, please be sure that a SAE form has been submitted to the contact details specified on
the SAE form, within 24 hours from the event’s awareness.

For serious adverse event seriousness criteria and for SAE form completion guideline, please refer to the most
current version of DFVOD-2013-03-REG SAE completion guideline.

Paper CRF screen shot template is reported below for your reference only:

ANY SERIOUS ADVERSE EVENTS (SAEs) since last visit?

L NO
U YES
if YES complete in detail the SAE FORM and SEND A FAX

OR A SCANNED COPY TO THE CONTACT
INFORMATION LISTED ON THE SAE FORM

21


http://www.google.it/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&docid=3yLemV3nfmAjPM&tbnid=LQL42KrGqjzUIM:&ved=0CAYQjRw&url=http://www.comtecmed.com/comy/2014/&ei=CgssU5OQNcyFtQbM3oD4Bw&bvm=bv.62922401,d.bGQ&psig=AFQjCNEzVbcTVcgEpvWB-HJvA_q0uFvOhA&ust=1395481722789094

NSy

N s
EBN= _ SOTP~ SN
e @ Jazz Pharmaceuticals Gentium

- Subsection Serious Adverse Event of Interest:

If “Yes” is selected, please indicate in “sequence number of the SAE of interest” a chronological number. So, please
start numbering with “1” and if you need to declare another SAE of interest later on, please increment the number
to “2” and “3”, etc

Browser/Server
DynFil:44:Follow ugi at 100 days post-HSCT males
< LL} OLLOWUP _RECORDS label

| Pate
Bl sAc
iz ANY SER

DynFil:43:SAE of interest

CIC SAEs_of INTEREST
CIC
Patient
-SERIOUS ADVERSE EVENTS OF INTEREST

~ Seric dver:

Sequence number of the SAE of interest
> Date SAE of interest started
IkWhich type of SAE of interest occured?
Would you like to report another SAE of interest?

Also record the onset date and the type of SAE of interest declared:

=  Bleeding: If “Yes” is selected, please also specify the localization

=  Hypotension

= Coagulopathy

= Allergic/Hypersensitivity reactions

= |njection site reaction

= Infection: If “Yes” is selected, please also specify the localization and the type of infection
=  Thromboembolic events
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Index Owverview

avE EISAEs of INTEREST  kalue  label |
% @ @ EEE o Index Administration
pending modifications

Create Delete Move

ciC 8000 DEMO
~IRecord Locator B Patient 140/ 140
j.Patlent [8000] 140 'SERIOUS ADVERSE EVENTS OF INTEREST
jful\owup 2 Serious Adverste Events of Interest
N Sequence number of the SAE of interest 11
SAE iR &= Date SAE of interest started 2015/06/01 2015/06/01
- Which type of SAE of interest occured? 1 Bleedina
jChapters & Sections Bleeding site oo®
ﬂKey Administration &= Would you like to report another SAE of interest? |Bleeding site

Ed JSER\OUS ADVERSE EVENTS OF INTEREST 10005103|Bleeding (other)
10017936|Bleeding gastrointestinal

10022049(njection site bleeding
10037313|Pulmonary alveolar haemorrhage|
10046564 |Urinary tract bleeding
10051109|Catheter site bleeding
10071793|Cerebral bleeding

10071838 Lower gastrointestinal bleeding
10071870|Pulmonary bleeding
10071910{Upper gastrointestinal bleeding

> Serious Adverste Events of Interest

If you have another SAE to declare, please do the same way again.

Paper CRF screen shot template is reported below for your reference only:

SERIOUS ADVERSE EVENTS OF INTEREST
Did a SAE of interest occur since last visit? O YES O NO

Sequence number of the SAE of interest :

Date SAE of interest started? Y A
Bleeding [ Site:

Hypotension Ol

Coagulopathy O

Allergic/Hypersensitivity reactions ([

Injection site reaction ([

Infection [ Site:

Thromboembolic events ([

If any Yes, please complete in detail the SAE FORM and submit to the Drug Safety Department

*if several episodes please indicate each date
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111-6/ Please complete the section OTHER EVENTS:

- Subsection Pregnancy and Lactation: (If the patient is a female)

Index Editor

Lo Ldlg

Overview

) B2 o

<ICFOLLOWUP. RECORD

Create Delete Move

pending modificatiol

Pregnancy and Lactation

i PREGNANCY?
~Comcomitantlizdication _

jRecnrd Locator
|-| @Patient [8000] 140

followup 2 ication

@ CONCOMITANT MEDICATION? |
Comments

CIC number of the 1st HSCT when known
Patient number in MEDAB

Comments to the Follow Up Form at 100 days
Next follow-up is due at 6 MONTHS POST HSC

jChapters & Sections
ﬂKey Administration
ﬂlnfurmat\un on CRF
ﬂPATIENT STATUS AT LAST CONTACT
ﬂDEFITELIO ADMINISTRATION
ﬂCUNICAL RESPONSE
| +|sAE
[ -JoTHER EVENTS
> Pregnancy and Lactation
Concomitant Medication
Comments

(“Ix] ]
|PREGNANCY2 —~
o "If Yes is selected, please also
2lves complete and submit the pregnancy|
7|Nut applicable (patient is a child) form

=  Please check if the patient was pregnant or not at Day 100 and please complete and submit the
pregnancy form within 24 hours since the awareness in case of positive answer.

=  Please check if the patient was lactating or not at Day 100 and please complete and submit the

pregnancy form within 24 hours since the awareness in case of positive answer.

Paper CRF screen shot template is reported below for your reference only:

PREGNANCY*

LACTATION

O YES OONO

*If Yes is selected, please
also complete and submit
the pregnancy form

O YES OONO

- Subsection Concomitant medication:

Please record here all the relevant Concomitant Medications that the patient is taking while VOD is under
treatment (including supportive care) - or in general while the patient is enrolled in the study - until D100 time

point.

Index Overview

[3[8 B @0 o

Create Delete Move pending modifications

KICFOLLOWUP_RECORDS . haluelabel

Pregnancy and Lactation

/lr'EB.EQ-'J‘ Y | AL
oncomitant Medication

B> CONCOMITANT MEDICATION?

Sequance number of concommitant medication
Comments
CIC number of the 1st HSCT when known
Patient number in MEDAB

Comments to the Follow Up Form at 100 days
MNext follow-up is due at 6 MONTHS POST HSC

jRecurd Locator B
-|@Patient [8000] 140
followup 2 <

jChapters & Sections
ﬂKey Administration
ﬂlnfnrmat\on on CRF
ﬂPATIENT STATUS AT LAST CONTACT
ﬂDEFITEL\O ADMINISTRATION
ﬂCL\N\CAL RESPONSE
+lsAE
-|oTHER EVENTS

Pregnancy and Lactation
> Concomitant Medication

Comments

2 Yes
|7OD

|Sequence number of concommitant medication

This number will identify the concomitant medication record.
Select a number and press Enter to enter details on this treatment.
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If “Yes” is selected, please indicate in “sequence number of concomitant medication” a chronological number. So,
start numbering with “1” and if you need to declare another concomitant later on, please increment the number
to “2” and “3”, etc

Index Overview

BavE T CONCOMITANT _MED valuelabel |
Ig @ @ Emm 9 Index Administration
Create Delete Move |__pending modifications | cic 8000 DEMO
jRecord Locator & Patient ‘ 140 140
| @Patient [8o00] 140 Concomitant medication giver
jfol\owup 2 Concomitant medication giyen o
Concomitant Medication 1 Sequen number of concomitant medication Q08
- Medicinal product =
= Medicinal product, daily dose -l- ‘Medlcmal product
jChapters & Sections &> Medicinal product unit 1 \Antithrombotic agents (other) ~
ﬂKey Administration & Duration (in days) of medicin administration BO1AA  |Vit. K antagonists (other)
= Indication for medicinal product B01AA03[Warfarin

- |Concomitant medication given R " o
= J Y - Additional concomitant medication given?

BO1AB  |Heparin group (other)
B01ABO1[Heparin

B01AB02 Antithrombin

l_BO1ABO4 Dalteparin
B01ABOS|Enoxaparin

BO1AD [Enzymes (other)

BO1AD02|IPA Alteplase)
B01ADO04|Urokinase

BO1AE _ |Direct thrombin inhibitors
BO1AE01|Desirudin
BO1AEQ7|Dabigatran

BO1AF  |Direct factor Xa inhibitors (other)
BO1AF01|Rivaroxaban

H02 Corticosteroids for systemic use (other)
HO2AB  [Glucocorticoids (other)

> IConcomitant medication given

Among relevant Concomitant Medications, please make sure to record thrombolytic therapy, anticoagulant
therapy (including direct thrombin and Xa inhibitors) and corticosteroids. Please record the following details:

e Drug Name

e Daily Dose

e Dose Unit

e Treatment Duration (in days)

® [ndication

Paper CRF screen shot template is reported below for your reference only:

CONCOMITANT MEDICATIONS [IYES LINO

Sequence number of the concomitant medication:

Medicinal product

Medicinal product daily dose?

Medicinal productunit?

Medicinal product duration (indays)?

Medicinal product indication

*if several please indicate each
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- Subsection Comments:
hiips:/ B
Resume with the first item in the current section by pressing Tab (or click on any other F ] =-: etz
d ; -}
[ B P 0 Q ) D ab IC
Y |- & cic 8 atient Study Id...
Patient 155 pecify your Cen...
o - ospital Unique ...
- [Record Locator & of this rep...
Patient [8000] 155
EI.El;'E" nitals of fami__.
llowup 2 vd irth year of pa...
| SAEs of interest irth month of p...
CIC number of the 1st HSCT when known
Patient number in MEDAB
Elchnpters & Sections Comments to the Follow Up Form at 100 da:
Amlnlsmﬂon Next follow-up is due at 6 MONTHS POST. o
Infonmﬁan on CRF
ATIENT STATUS AT
EFITELIO ADMINISTRATI
LINICA.L RESPONSE
ElSerious Adverse Events
rious Adverse Events

OTHER EVENTS

®200% v

*  CIC number of the 1° HSCT when known: If the patient is already recorded on the EBMT
Med-AB project please enter here the code of this center. If the patient had a previous
transplant in another center, the CIC number will be the one of the 1st Center.

= Patient number in MEDAB: If the patient is already recorded on the EBMT Med-AB project,
please enter here the Patient Code used in the Med-AB project.

=  Comments to the follow up Day 100: Free text field

= Next follow-up is due at 6 Months post HSCT: Automatic variable calculating and giving the
date for the next form to be filled in: “VOD project 6 months post HSCT Follow-up”

26


http://www.google.it/url?sa=i&rct=j&q=&esrc=s&frm=1&source=images&cd=&cad=rja&uact=8&docid=3yLemV3nfmAjPM&tbnid=LQL42KrGqjzUIM:&ved=0CAYQjRw&url=http://www.comtecmed.com/comy/2014/&ei=CgssU5OQNcyFtQbM3oD4Bw&bvm=bv.62922401,d.bGQ&psig=AFQjCNEzVbcTVcgEpvWB-HJvA_q0uFvOhA&ust=1395481722789094

Y3y
\,ﬂ\,

EBMT- | Sy
e . @ Jazz Pharmaceuticals Sentium

A Jazz Pharmaceuticals Company

111-7/ Please save the Follow up Form:

(2 hitps:/fwww.clinicalresearch.nl/ - VODPROJECT[NIS)[EBMT][S][defit8000jIdemc)[CIC:8000(8)) Datak - Windows Internet Explorer - - - —— - - iz X

Help Fllter [8000][DEMO][DEMO city] | -

1883 | =
Resume with the first item in the current section by pressing Tab (or click on any other ja @ @ @ @ ﬂ%i
item) E

Index g
o b = *YCFOLLOWUP_RECORDS . lliabell cic DEMO H]
cIC | 8000 Patient Study Id... 155
Create Delete Move - Patient || 155 Specify your Cen... Osp Bambini
= O Hospital Unique ...  ?
OTHEREVENTS || | :
;IRecord Locator n Pregnancy and Lactation | Date of this rep...  2014/11/14
- q Initials of firs...
—I @ ratient [8000] 155 Concomitant Medication \:iﬁ:\z 21 flarfni ;
= Ifollowup 2 B> CONCOMITANT MEDICATION? | Birth year of pa... | 1985
SAEs of interest 1 Comments Birth month of p...  April

CIC number of the 1st HSCT when known |

Patient number in MEDAB

- IChapters & _Sect_ions Comments to the Follow Up Form at 100 days |
[+[Key Administration Next follow-up is due at 6 MONTHS POST HSCT|
ﬂlniurmaﬁon on CRF
1IPATIENT STATUS AT LAST CONTACT
iIDEFITELIO ADMINISTRATION

+ |CLINICAL RESPONSE

lISAE
> ] ;,OTHER EVENTS
Pregnancy and Lactation

Concomitant Medication
v

> Comments
PROMISE %200% ~

The total number of data entered since last saved, is written on the pending modification counter.
To save them, please click on the Save Button (floppy disk icon).

An overview of missing mandatory variables and rejected controls will appear:

2 hitpsy/fwww.clinicalresearch.nl/ - VODPROJECTINISIEBMTIISI[@eRtB000j demo](CICB000(8)] Datak - Windows Intemet Explorer A - R - i sl

PECY=0 Help  Eilter [BOOOJDEMO][DEMO chty] | 18:54 =
PLEASE REVIEW THE REPORT(S) DISPLAYED FIRST. A «H» )
CLICK ON THE SAVE BUTTON AGAIN TO ACTUALLY SAVE THE = r

MODIFICATIONS ON THE SERVER

4

Overview of all values that would trigger an ERROR or WARNING if entered under the current system of quality checks

violates minimax cods without labsl rejscted by test

Click here to E‘“ pending modifications) after reviewing the report below o [o]
+|LAYOUT DISPLAY
null

TABLE PATIENT_RECORDS

SECTION Index Administration

D cic 8000
IDAA Patient Study Identification Number (Subject ID) 155
SECTION Registration form, centre data

VEDHAVEVOD  Contact person

VODMLAD Contact e-mail address This is not an e-mail address, please use this field for e-mail address only|
SECTION Registration form, patient data
UPN Hospital Unique Patient Number or Code (UPN) Item may not be left empty|

-
e

VPREVDOGVOD If>1, date of last HSCT before this one
VPASTGRFVOD Type of last HSCT before this one

MYELOAERVOD Was conditioning myeloablative? This item should not be left emptyl

TABLE FOLLOWUP_RECORDS

SECTION Index Administration

ID cic 8000

IDAA Patient 155 e
IDAABA followun 2

PROMISE #H150% ~

Please complete missing or incorrect information by clicking on the corresponding red box cursor. This will jump
directly to the variable to be corrected.

And finalize the “Save action” by clicking on the pending modification button.
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