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ANNEX 4.1 SPECIFIC ADVERSE REACTION FOLLOW-
UP QUESTIONNAIRE FOR LIVER INJURY
(DRUG INDUCED LIVER INJURY FORM)
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SANOFI .7

DILI (Drug Induced Liver Injury) check list Teriflunomide (HMR1726D)70 be attached to the

corresponding completed SAE/ER and AE forms, concomitant treatment page and to all necessary reports (lab test, discharge summary)

Date of report Study ID if applicable Patient ID if applicable

Country of origin

Reporter Name: Reporter telephone Reporter email Country of case

Reporter Type:

MD [INurse CIPharmacist[]
[lother, Please specify ___

PREVIOUS RELEVANT HISTORY AND CONCURRENT DISORDERS
NO YES Specify details — ONSET Date DD/MM/YYYY

Is the patient pregnant

Hepato-biliary

Allergic disease

Allergy to drug

Auto-Immune

Heart/vascular disease

Respiratory disease

Cancer

Surgical/Dental operation

Alcohol consumption Number of drinks per day

Acupuncture

Occupational/toxic agent exposure

Travels to Africa

Travels to Asia

Intravenous drug abuse

Other

ooy ooyt
Oojojojojojoiojojoioyjojo ooy

DOCUMENTATION OF THE ADVERSE EVENT

Main diagnosis: Start Date

Are the following signs and symptoms tick box if applicable
associated?

Asthenia

Fever

Pruritus

Jaundice

Joint pain

Abdominal pain

Vomiting

Skin eruption Type:

Ojoiojoyjoojo oo o

Purpura

Property of Sanofi Teriflunomide DILI checklist v2.1 May-2019
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Hepatomegaly

Splenomegaly

Lymph nodes

Ascites

Asterixis

Coma

Malaise (with or without loss of
consciousness)

INR>2 or prothrombin T.<50%

Dizziness

Hypotension

Arrhythmia

Oojojop gjgjoyojojo)| o

CENTRAL LABORATORY DATA performed: NO [

YES []

Date:

LOCAL LABORATORY DATA performed:

No [0  YES [

Date:

ADDITIONAL TEST DATA (to be performed at local level)

Not tested Negative result Positive result Date of test Titration
MM/DD/YYYY

HBa Ag | ] Ol
Anti-Hbs Ab O O O
Anti-Hbc Ab O ] Ol
Anti-Hbc/IgM Ab O ] Ol
Anti-HAV/IgM Ab O O ]
Anti-HCV Ab O O |
PCR-C O O O
Anti-CMV IgM Ab O O O
Anti-EBV Ab O O O
Anti-nuclear Ab O O O
Antinative DNA Ab O O O
Anti smooth muscle O O O
Ab

Anti mitochondrial O O O
AB

OTHER INVESTIGATIONS
Date DD/MM/YYYY NATURE RESULTS

Property of Sanofi Teriflunomide DILI checklist v2.1 May-2019
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LIVER BIOPSY NO [ YES [ DATE DD/MM/YYYY
if YES is ticked a report needs to be attached
LIVER IMAGING if YES is ticked a report needs to DATE DD/MM/YYYY BRIEF RESULTS

be attached

ULTRASONOGRAPHY NO [ YES []

CT SCAN No [0 YES [
MRI NOo [ YES I
l. CONCOMITANT OR PREVIOUS DRUGS POSSIBLY SUSPECTED OF INDUCING Liver Injury
Name Indication Daily Dose Route Start Date End Date
Laboratory Tests Date Baseline Values Result Normal High / Low

Property of Sanofi Teriflunomide DILI checklist v2.1 May-2019
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ANNEX 4.2 SPECIFIC ADVERSE REACTION FOLLOW-
UP QUESTIONNAIRE FOR PANCREATIC
EFFECTS (PANCREATIC DISORDER FORM)
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Pancreatic Disorder
Information to be transmitted to Global Pharmacovigilance & Epidemiology Dpt

* To be attached to the corresponding completed AE/SAE form

PROJECT: Protocol N° if clinical trial: | J__ || [ JL L J |

Date of this report: ......... /R R Patient ID: (| |
day month year

INVESTIGATOR/REPORTER NAME: GPE case ID (for Sanofi internal use):

1. PATIENT INFORMATION
Initials Age DOB Gender: [1Male [IFemale

Known allergies

2. DRUG BEING REPORTED
Name:

3. SYMPTOMS
Were any of the following symptoms associated with the event:

Symptoms Date of Description Outcome
Onset

Abdominal I Yes
Pain 1 No

[ Recovered
1 Recovering
(] Continuing
] Not Recovered

[1 Recovered with
Sequelae

] Fatal

Malaise 1 Yes
7 No

[ Recovered
[ Recovering
(] Continuing
[1 Not Recovered

1 Recovered with
Sequelae

] Fatal

Nausea JYes
I No

[ Recovered
[ Recovering
(] Continuing
[1 Not Recovered

[1 Recovered with
Sequelae

[] Fatal

Vomiting Yes
"1 No

[l Recovered
[ Recovering
(1 Continuing
[1 Not Recovered

[1 Recovered with
Sequelae

[ Fatal

Jaundice | Yes [ Recovered
I No \ RecovBriﬂéz’0

Property of Sanofi — Pancreatic Disorder Version 2.0 March 2015 1/5
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[] Continuing
1 Not Recovered

[1 Recovered with
Sequelae

] Fatal

Fever 1Yes
1 No

[l Recovered
[l Recovering
[ Continuing
[ Not Recovered

1 Recovered with
Sequelae

1 Fatal

Weight Loss T1Yes
‘1 No

[ Recovered
[1 Recovering
[ Continuing
[ Not Recovered

[1 Recovered with
Sequelae

1 Fatal

Abdominal I Yes
bleeding 1 No

[ Recovered
[1 Recovering
[ Continuing
[ Not Recovered

[1 Recovered with
Sequelae

1 Fatal

4. Any known results of genetic tests indicating an increased risk for pancreatitis?

T Yes, please provide details below 1 No

5. Any anatomic anomalies potentially associated with pancreatitis?

[ Yes, please provide details below [ No

6. PAST MEDICAL HISTORY

Please indicate if the patient had or has one or more of the following conditions

Condition Date Treatment (if available)
diagnosed
Pancreatitis ‘1Yes
| No
Cholelithiasis/ | Yes
choledocholithiasis | No
Hepatitis I Yes p- 131
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71 No
Abdominal tumor ‘1Yes

71 No
Abdominal surgery 1Yes

71 No
Abdominal trauma ‘1Yes

[1No
Condition Date Treatment (if available)

diagnosed

Hypertriglyceridemia ' Yes

71 No
Hyperparathysoidism T1Yes

71 No
Hypercalcemia T1Yes

71 No
Human immunodeficiency JYes
virus 1 No
Post-ERCP T1Yes

1 No
Malignancy JYes
Specify: 71 No
Other suspected disorders 1 Yes
Specify: [1No
7. SOCIAL HISTORY
Alcohol Consumption (Drinks/day)
Tobaccouser:[1Yes [INo___ packyears

8. MEDICATION HISTORY

8.1. Please indicate if the patient has taken one or more of the following medications

Medication Start | End | Dose | Frequency | Reason for Investigator
Date Date Discontinuation Causality’
Leflunomide 1 Yes Related O
1 No Unrelated d
Unknown [
Azathioprine JYes Related O
7 No Unrelated O
Unknown [
Valproic Acid JYes Related O
7 No Unrelated O
Unknown [
Estrogen ‘1Yes Related O
I No Unrelated O
Unknown [
Corticosteroids Yes Related O
I No Unrelated O
Specify: Unknown O
Statins: T Yes Related d
I No Unrelated O
Specify: Unknown O
1Physician‘s assessment of relatedness to Pancreatitis
9. INVESTIGATIONS
9.1. Laboratory Tests
Investigation Date Baseline Values Result Normal
High / Low
Red blood cell O
count Yes
I No
WBC count ]
Yes
| No p. 132
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Blood urea nitrogen [}
Yes
1 No
Blood glucose O
Yes
1 No
Amylase O
Yes
1 No
Lipase O
Yes
1 No
Gamma GT 0
Yes
1 No
Investigation Date Baseline Values Result Normal
High / Low
Tripsinogen O
Activation Peptide Yes
1 No
Alanine O
aminotransferase Yes
(ALT) I No
Aspartate O
aminotransferase Yes
(AST) I No
Alkaline O
phosphatase Yes
1 No
Bilirubin O
Yes
1 No
Calcium 0
Yes
1 No
Other Date Baseline Values Result Normal
Investigation High / Low
9.2. Imaging studies
Investigation Date Results
Abdominal ultrasound " Yes
"I No
Contrast enhanced ‘1Yes
abdominal CT 1 No
Magnetic resonance I'Yes
imaging (MRI
ging (MRI) I No 0. 133
Property of Sanofi — Pancreatic Disorder Version 2.0 March 2015 4/5
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Endoscopic Retrogra

(ERCP)

Cholangiopancreatogram 1 No

de 1 Yes

Magnetic Resonance

(MRCP)

Cholangiopancreatogram 1 No

1 Yes

10. Action taken with Aubagio as result of the adverse events:

Drug Withdrawn [] Dose Reduced [] Dose not changed []

Was Aubagio re-administration? [1Yes [1No

Did the patient experience any adverse event, upon re-administration of Aubagio?

11. MANAGEMENT

11.1. Causal relationship
Is there a reasonable possibility that the pancreatic disorder is associated with the use of the drug being

reported?

I Yes

1 No [1 Unable to assess

11.2. Has any treatment been given to the patient to treat pancreatitis? [ Yes [INo

Medication

Dose Frequency RoA Start date

End date

12. ABREVIATIONS

ALT Alanine aminotransferase

AST Aspartate aminotransferase

ERCP Endoscopic retrograde cholangiopancreatogram
MRCP Magnetic resonance cholangiopancreatogram
RoA Route of administration

Property of Sanofi — Pancreatic Disorder
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ANNEX 4.3 SPECIFIC ADVERSE REACTION FOLLOW-
UP QUESTIONNAIRE FOR
TERATOGENICITY (PREGNANCY
REPORTING FORM)
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ANNEX 4.4 SPECIFIC ADVERSE REACTION FOLLOW-
UP QUESTIONNAIRE FOR SERIOUS
OPPORTUNISTIC INFECTIONS, INCLUDING
PROGRESSIVE MULTIFOCAL
LEUKOENCEPHALOPATHY (PML)
(PROGRESSIVE MULTIFOCAL
LEUKOENCEPHALOPATHY FORM)
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SANOFI A SANOFI COMPANY

Progressive Multifocal Leukoencephalopathy (PML) check list*
Information to be transmitted to Global Pharmacovigilance & Epidemiology Dept.

* To be attached to the corresponding completed AE/SAE Form

PROJECT: Protocol N° if clinical trial: |l LI I_|

Date of this report: ......... [oviiin.. [oviiiinann. Patient ID: (N |

Day month year

INVESTIGATOR/REPORTER NAME:

GPE case ID (for Sanofi internal use):

Phone number:...........oiiii l_”_“ | |l_| l_| | | |l_|

1. PATIENT INFORMATION

Initials Age DOB Gender: [1Male [IFemale

2. DRUG BEING REPORTED

Name:

3. PML-RELATED QUESTIONS
3.1. PML Diagnosis

3.1.1. Please indicate whether the diagnosis of PML is
(1 Suspected 1 Confirmed ] Indeterminate

If indeterminate, what is the differential diagnosis?

3.1.2. Please indicate basis for diagnosis (check all that apply)
(1 Brain biopsy 71 CSF PCR [ MRI

3.2. Causal relationship
Is there a reasonable possibility that PML diagnosis is associated with the use of the drug being
reported?

T Yes 1 No [1 Unable to assess

3.3. Clinical symptoms

Symptoms Date of onset
Recent changes in personality or mood [ Yes [INo

Recent or sudden change in cognitive behaviour [1Yes [1No

Example: confusion, disorientation

Language or speech disturbances [1Yes [1No

Example: aphasia or dysarthria

Visual disturbances [1Yes [1No

Ataxia/loss of motor coordination/progressive weakness I Yes [INo

New onset of seizures [1Yes [1No

Other- if yes, please specify JYes [INo

3.4. EDSS score

Date Score

Prior to the onset of symptoms

After the onset of symptoms
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3.5. Laboratory and JCV information

Test*

Date Results

JCV DNA Detection by PCR

Laboratory used for detection (please provide name and location)

[1Yes [1No

L1 CSF

[1 Plasma

Brain biopsy

[1Yes [1No

Hospital facility (please provide name and location)

CD4 count

1Yes [1No

CD8 count

1Yes [1No

*Please provide copies of test results

3.6. Other Investigation

Other
Investigation

Date

Baseline Values

Result

Normal
High / Low

3.7. Imaging information

Date

Results

Was Brain MRI
performed prior to the
start of symptoms?

1Yes [INo

Was Brain MRI
performed for PML
diagnosis?

1Yes [INo

Was Brain CT
performed prior to the
start of symptoms?

1Yes [INo

Was Brain CT
performed for PML
diagnosis?

JYes [JNo

3.8. PML treatment

Has any treatment been given to the patient to treat PML?

TYes [INo

Medication Dose

Frequency

Route

Start date

End date

4,

MEDICAL HISTORY

4.1. Please indicate if the patient had or has one or more of the following conditions

Relevant medical information Date Treatment (if available)

HIV or AIDS “1Yes [INo

Leukemia/Lymphoma JYes INo

Other Malignancies 1Yes [INo

Please specify:

Opportunistic infection(s) (e.g CMV) I'Yes [1No e
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Specify:

Tuberculosis 1Yes [INo

Organ transplant 1Yes 1No

Please specify:

Other autoimmune disease 1Yes [INo
(e.g. SLE, Sjogren’s, Behcet's, RA, psoriasis....)

Please specify:

4.2. Please indicate if the patient had prior JCV testing

Relevant investigations

Date Results

JCV DNA testing before current illness 'Yes [INo | [ICSF
(please provide the name of laboratory
where the test was performed)

[1 Plasma

JCV Serology JYes [ No

5. DRUG HISTORY

5.1. Please indicate any treatment the patient received/receiving for multiple sclerosis

Medication Date of 15t Date of Last | No. of Dose/ Reason for Reporter
Course Course Courses | Route | Discontinuation Causality’
Lemtrada™ Yes Related 0
(alemtuzumab) 71 No Unrelated [
g;;’é;g? drug being Unknown 0
Medication Start | End Dose/ | Frequency | Reason for Reporter
Date | Date | Route Discontinuation | Causality’
Aubagio® ‘1Yes Related O
(teriflunomide) "1 No Unrelated [
(if not the drug being reported) Unknown 0
Tysabri® ‘1Yes Related O
(natalizumab) "1 No Unrelated [
Unknown 0
Gilenya® ‘1Yes Related O
(fingolimod) "I No Unrelated [
Unknown 0
Tecfidera® ‘1Yes Related O
(dimethyl fumarate) "1 No Unrelated [
Unknown 0
Interferon beta Yes Related O
(any product) 1 No Unrelated [
Unknown 0
Copaxone® Yes Related O
(glatiramer acetate) 1 No Unrelated  [J
Unknown 0
Novantrone®, Elsep® [ Yes Related 0
(mitoxantrone) 71 No Unrelated [
Unknown 0
Corticosteroids (most (] Yes Related 0
recent course) 1 No Unrelated [
Unknown 0
Other MS Therapies Yes Related 0
I No Unrelated \
Specify: __ Unknown \
Other MS Therapies | Yes Rela@d148 |
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I No Unrelated |
Specify: __ Unknown \
Other MS Therapies 1Yes Related O
1 No Unrelated [
Specify: __ Unknown O
Other MS Therapies ‘1Yes Related 0
1 No Unrelated [
Specify: Unknown 0
1Physician’s assessment of relatedness to PML
5.2. Please indicate if the patient has taken one or more of the following medications
Medication Start | End | Dose | Frequency | Reason for Reporter
Date Date Discontinuation Causality’
Rituxan®, Mabthera® ] Yes Related 0
(rituximab) JNo Unrelated  [J
Unknown 0
Raptiva® ‘1Yes Related O
(efalizumab) 1 No Unrelated [
Unknown 0
Arava® ‘1Yes Related O
(leflunomide) 1 No Unrelated [
Unknown g
Methotrexate JYes Related O
1 No Unrelated [
Unknown g
Other immunosu'ppressive or 1 Yes Related O
chemotherapeutic agents (e.g.,
cyclophosphamide, tacrolimus, [1 No Unrelated O
s;;tﬁ)\sl?)[;rrlir;;mycophenolate, Unknown 0
Please specify:
1Physiu:ian's assessment of relatedness to PML
Abbreviations
AIDS Acquired immunodeficiency syndrome
CMV Cytomegalovirus
CT Computed tomography
DNA Deoxyribonucleic acid
EDSS Expanded disability status scale
HIV Human immunodeficiency virus
JCV John Cunningham Virus
MRI Magnetic resonance imaging
PCR Polymerase chain reaction
Any trademarks not owned by Sanofi or Genzyme are the property of their respective owners
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