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ASSESSING PARTICIPANTS FOR ADVERSE EVENTS

The medical records should be checked daily for any reported medical problems

Additionally, participants should be asked an open question e.g. Have you had
any new problem since yesterday?

Any event reported by the participants should be checked against the Protocol
to see if onward reporting is needed



DEFINITIONS

Adverse event (AE)

Any untoward medical occurrence in a participant to whom a
medicinal product has been administered, including
occurrences which are not necessarily caused by or related to
that product.

An AE can therefore be any unfavourable and unintended sign
(including an abnormal laboratory finding), symptom, or
disease temporally associated with the use of an
investigational medicinal product (IMP).

Serious Adverse Event (SAE)

A serious adverse event is any untoward medical occurrence

that:

results in death;

* s life-threatening;

* requires inpatient hospitalisation or prolongation of existing
hospitalisation;

* results in persistent or significant disability/incapacity

* other ‘important medical events’ may also be considered
serious if they jeopardise the participant or require an
intervention to prevent one of the above consequences.




DEFINITIONS

Any untoward and unintended response in a participant to an
investigational medicinal product which is related to any dose
administered to that participant.

Adverse Reaction (AR) The phrase “response to an investigational medicinal product”
means that a causal relationship between a trial medication
and an AE is at least a reasonable possibility, i.e. the
relationship cannot be ruled out.

An adverse event that is both serious and, in the opinion of the
reporting investigator, believed with reasonable probability to
be due to the trial treatments, based on the information
provided.

Serious Adverse Reaction (SAR)

A serious adverse reaction, the nature and severity of which is
Suspected Unexpected Serious |not consistent with the information about the medicinal
Adverse Reaction (SUSAR) product in question set out in the in the Investigator’s
Brochure (IB).




WHAT SHOULD BE REPORTED?

1. WHILE THE PARTICPANT IS IN HOSPITAL:

Any untoward medical event that occurs up to 42 days after randomisation and NOT collected
on the outcome form

X What does not need to be reported :

= Data already collected on the outcome form

= Events that are part of the natural history of anaemia, PPH or childbirth, or expected
complications of these

= Events relating to a pre-existing condition or any planned hospitalisations for elective treatment
of a pre-existing condition

If in doubt: Please call the
24-hour helpline for advice or email woman2@Ishtm.ac.uk



WHAT SHOULD BE REPORTED?

2. AFTER PARTICIPANT DISCHARGE

After discharge, any untoward medical event, which develops up to 42 days after randomisation
(including those listed on the outcome forms)

e All participants should be given an ALERT CARD at discharge which contains information on
who to contact if they develop any problems

The trial is sponsored and coordinated by
a team at the University of London ALE RT CAR D w&man

Clinical Trials Unit,

London School of Hygiene & Tropical Medicine, Please keep this card with you and show to

. Keppel Street, London WC1E 7HT, UK anyone giving you medical treatment.
If In dou bt: Please re po rt Or call the WOMAN2@LSHTM.AC.UK If you require any medical treatment within
. . six weeks of having your baby, the doctor
d leaf be infi d.
24-hour helpline for advice ramed overeaf st beinforme

Version 1.1 : Date 30 April 2018




REPORTING EVENTS

* Record all Adverse Events (AEs) in the Case Report Form (CRF) Booklet
* The report can be completed by any clinical member of staff and should be completed at first
knowledge of the event
ADVERSE EVENTS
wss | e | e o LI [ ma (][4 ]
4 — | e e ey i e e g |
| Report type (circle) | Initial | Follow-up o

If the event meets ANY Of the lseriousness’ Criteria’ a Serious 2. Serious Adverse Event in medical terms (diagnosis needed — avoid signs ond symptoms if possible)
Adverse Event (SAE) report form should also be completed

Copies of the SAE report form can be found in the Investigator _
Site File, Section 4 — B

signs/symptoms of SAE

agy month yEar




REPORTING EVENTS

Event Medical Term and Seriousness Criteria

Adverse event medical term

* Record only one diagnosis per event/form
* Multiple diagnoses needed to be reported separately

* Signs and symptoms should be avoided unless diagnosis/cause is unknown

Seriousness criteria

* Indicate ALL that apply — can be more than one

* Should be an assessment of the seriousness in relation to the specific event only, not
the participant status as a whole



REPORTING EVENTS
Causality

Assessment of causality

* The site Pl or medical delegate must assign a causality using the definitions in the
table below:

Relationship Description

Suspected to be |There is evidence to suggest a causal relationship with administration of the
related trial treatment and the influence of other factors is unlikely.

Not suspected to | There is little or no evidence to suggest there is a causal relationship (e.g. the
be related event did not occur within a reasonable time after administration of the trial
treatment). There is another reasonable explanation for the event (e.g. the
participant’s clinical condition, other concomitant treatment).




REPORTING EVENTS

Event follow up and outcome

Some serious events may take longer to resolve and the final outcome may not be
available at discharge

Events will require follow-up until the event has stabilised or resolved

A follow-up report (new SAE form but follow-up/indicated at Q2 - ‘Report type’) should
be completed when any additional/new information becomes available e.g. change in
the patients status from ‘condition improving’ to ‘resolved’

There may be more than one follow up form between the initial report and resolution
of the event

All changes between initial and follow up should be reflected on the follow up form.
E.g. if patient has received additional treatment for the adverse event, Q12 ‘Action
taken’ should be updated in line with this



COMPLETING THE ADVERSE EVENT FORM (IN CRF BOOKLET)

Complete one line per event reported

For questions A-E, use the coloured key to find the correct response and enter the corresponding
number into the table

If the event meets any of the seriousness criteria, i.e. if B is any of 2-6, a Serious Adverse Event
form needs to be completed in addition to the AE form

SCREENING 1Dy
NLUMEBER

ADVERSE EVENTS

Use this form to record any Adverse Event reported by the woman (and not already collected as an ouicome). See Protocol section 3.15 and guidance in the I15F

A. IS THE ENENT | B. SERIOUSNESS C. RELATIOMNSHIP TO D IF MOT SUSPECTED (2) AT C, POSSIBLE E. OUTCOME®
DUE T 1. Mon-serious TRIAL INTERWVEMTION ALTERMATIVE CALISE: 1. Recovered
PROGRESSIOMN Serious [causality) 1. Basic diseass/pre-existing condition 2. Recovered with sequelze
OF UNDERLYING | 2. Fstient died 1_Suspected to be related | 2. Intercurrent diseazs 3. Condrition improving
ILLMESS? 3. Invobeed or prolonged in-patient hospitalisation — if yes, provide regson 3. Concomitant medication 4'&:"':'_ _ =till p!‘ﬁEl’l‘t and unchanged
. . o el . . 5. Condition deteriorated
1 Yes 4. Results im persistent or significant ¥ 4. Mon-drug therapy/imtervention 6. Dot
. . - 2. Mot suspected to be - N -
2. Mo disability/incapacity related 5. Prior to randomisatian
5. Life-threatening 6. Other non-drug cause, specify *Only complete Column E and Date of
&. Other, medically impaortant outcome on final review of patientfevent

I 2-6 selected, complete SAE form

Date of
AE Start date of outoome Date reportad Person reporting
D Adverse Event A event B C (] E (i ongning, lese (e ir b B T {full nome)
fad ) - Bitank)
(ddmml




COMPLETING THE SERIOUS ADVERSE EVENT FORM

SITE MAME I:I SITE ID COUNTRY

* Any event that meets any of the

I ~ - .
INITIALS First - D PACK

seriousness criteria should be recorded
on the SAE form in addition to the AE

fo r m Flzase use this form to report any serious adverse event that occurs up to 42 days after randomisation
En Plezse refer to the Protocol/Study File for events which need to be reported whils the patient is in the hospital

Report type [circle] | Initial | Follow-up

1| 1. Age

Ears

 All 3 pages must be completed per :

2. Serious Adverse Event in medical terms [diognosiz needed — ovoid signs and symptoms if possibie)
serious adverse event

3. Is the event due to progression of YES MO 4. Onset of first
underlying illness? [circle) signs,symptoms of SAE

day month year




FORM COMPLETION TIPS

Please write clearly on all paper forms
All fields must be completed — do not leave any fields blank.
» If there is no information to record, write NK (not known) or NA (not applicable)

The information supplied must be consistent and fully representative of the data recorded on the
source data i.e. medical records and other data forms

Guidance for completing the questions is provided in Trial Procedures File, 8.2

Once the initial paper report is complete, enter into the database within 24 hours of notification of

event:
See presentation ‘The Trial Database and
) Online Data Queries’ for guidance on
https://ctu-auth.Ishtm.ac.uk/woman2/ database entry

IF YOU NEED URGENT ADVICE ABOUT REPORTING AN ADVERSE EVENT PLEASE CALL
+44(0)7768 707500


https://ctu-auth.lshtm.ac.uk/woman2/

PRINCIPAL INVESTIGATOR CERTIFICATION

* When an event is resolved, and the final follow-up form received, there will be a
request for Principal Investigator (Pl1) certification

* Itis the Pl’s responsibility to:

» Review the adverse event in its entirety (initial and any follow-ups)

» Confirm that the final report form is accurate according to the medical records, and
are representative of the whole event

» Confirm the final diagnosis

» Record their name, date and signature (Q21 on the paper form for SAE, or page 41
on CRF booklet for AE)

» Update the PI certification fields on the database



COMPLETING Pl CERTIFICATION ON THE DATABASE

* The Pl will receive an email once an event is ready for certification
* The email link will take Pl directly to the adverse event
* Pl must review Adverse event data and once happy, complete ‘Principal Investigator’ tab

e A Home > Adverse Events » View
A Home atient » View A Home ;> CriPiCertification > Add

Database entry # 5 AE |D #8 _ Patient Trial |D 201 0_202 Add Pi Certification

Screening ID 100-00004
1. Pl certification provided as confirmation that all information present is accurate and representative of the event as a whole:
Randomisation status Randomised Patient Details
Pl certified
Box-pack 2010-202 ® Not certified
ox-pac Country United Kingdom

Site | Country sunnyside Hospital | g8 United Kingdom . ) B 2. Comments

Site & Site ID Sunnyside Hospital, #10
Source of data Online X .

Patient Initials AA
Patient initials AA

Patient Trial ID 2010-202 p
Date of randomisation 29/11/2018 (Participant ID) B

) 2a. A final version of this adverse event and all correspondence regarding any data amendments must be stored in the site
Fatient outcoime DOB or Age (age 25) Study File. Please confirm that you have printed all forms and correspondence and stored these in your Study File
— Patient Start Date 29/11/2018 Yes

Baseline Qutcome Quese No
Patient Start Time
4 Add Adverse Event . B
Patient Outcome

SAR #2 Nausea
Patient Outcome Date

Query D2 hello

Pl Certification

Click on PI Certification tab Complete fields and press ‘Submit’

Find patient record and
and ‘add’

adverse event to certify



FOR FURTHER GUIDANCE PLEASE SEE:

Trial Procedure file, section 8:

Adverse Event reporting flowchart, guidance number 8.1

uidance on Adverse Event Reporting, guidance numb

Trial protocol (Section 3.15)

er 8.2

GUIDANCE NUMBER 8.1

ADVERSE EVENT REPORTING FLOWCHART wdman?

Adverse Event (AE):

clinical triol”.

@ during the course of @

TRANEXAMIC ACID FOR TH |15 the cvent slready captured on the outcome form?

Event does not

require
o Adverse Event

MEN WITH ANAEMIA f

Adverse Event (AE)

BLIND, Pl | - Record on the paper Adverse Event form in the CRF booklet
- Reportthis to the CTU by entering into the WOMAN-2 database within 24 hours

CLINIC

Does the event fulfil any of the following s

Protocol N | * results in death
=T i e threatening
 requires in-patient

other, medically important

«results in persistent or significant disability/incapacity.

)GUIDANCE ON ADVERSE EVENT REPORTING

e [Toeious Adverse vt (5AF .
FE— o [= 540 | evormiv-pomrs 0 consioen

o '€ 2 pap: reportiy re is events
AMENDMENT 11 | - Reportthis to the CTU by entering into the WOMA

CAUSAI

Does the investigator / CTU suspect that

the SAE is possibly linked to the tisl crug?
1

Serious Adverse Reaction (SAR)
1s the SAR expected?
- CTUto assess against Reference Safety
Information

B o [ #7546 RS and SUSARS are reported through an
anntal report to the relevant Regulatory Authorities

T | <1 Ciics commifees.
Report includes:
st of A, SARs and SUSAR:
- Data Monioring Committee report
Reported annually on the anniversary of the fist
Regulatory agency approvel
The Site File con
 Guidnce on AE Reporting for the WOMAN-2 trial (Tria
 Additonsl copies o AE CRF (from CRF booklet)and bla
 Completed AE forms and SAE report forms should be
boxfile1
TV wil coordinate the reporting ool relevant Ethics €
F-URGENT ADVICE REQUIRED: CTU emergency number +44

+ Ifthere is an untoward medical event, assess f this meets the adverse event reporting criteria

WHAT TO REPORT

* Any adverse event as defined in the Trial Protocel that occurs up to 42 days after randomisation
* See Protocol Page 20 for full adverse event definitions

Consider:

© Isthe event untoward for that participant or the natural history of the primary trial disease under

investigation Le. anacmia > low haemoglobin?

© lsita new medical occurrence, not present prior to randomisation?

o Has a pre-axisting chronic condition appeared to worsen post-randomisation?

o Isitan event that s NOT already reported on the outcome form e.¢. PPH, anaemia, vomiting etc 2

IF YES = REPORT

Record all Adverse Events (AEs] in the Case Report Form (CRF) Booklet. Complete one row per Adverse
Event

If the event mests ANY of the seriousness criteria fi.e. any of 2-6 in Columin B), a Serious Adverse Event.
(S4E) report form should also be completed. Copies of the SAE report form
an be found in the Investigator Site File, Section 4

All adverse event data (serious and non-serious) should be entered directly
into the database within 24 hours of completion. See How 10 use the trial
Gotobose ond send trial dts, Euidance nuMmber 7.6 for instructions

In'the rare event you are unable to access the atabase in time, you may send
anverse event data to the CTU via email or fax (details on the forms)
Additional capies of the AE form can be found in the Investigator Site File,
sectiond

L L L oo aaaoo-




WadTldall

Clinical Trials Unit
London School of Hygiene & Tropical Medicine
Keppel Street, London WCI1E 7HT

Tel: +44(0)20 7299 4684
Email: woman2@Lshtm.ac.uk
Website: woman2.Lshtm.ac.uk
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