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Protocol Amendment
Major Changes
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ICH GCP 3.1.4
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CIOMs Guideline 2: Ethical review committees
The ethical review committee should conduct
further reviews as necessary in the course of the

research, including monitoring of the progress of
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Minor protocol deviation
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Major protocol violation
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Major protocol violation
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Protocol deviation/violation
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Adverse event

Any untoward or unfavorable medical occurrence in a
human research study participant, including any
abnormal sign (for example, abnormal physical exam
or laboratory finding), symptom, clinical event, or
disease, that occurs during the subject’s participation
in the research, whether or not it is considered related
to the subject’s participation in the research.
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Serious adverse events (SAE)

Any untoward medical occurrence that at any dose
Results in death
Is life-threatening
Requires in-patient hospitalization or prolongation of
existing hospitalization
Results in persistent or significant disability/capacity
Is a congenital anomaly/birth defect
Require medical intervention to prevent the outcome

listed in this definition




Unexpected adverse events

ICH GCP- nature or severity is not consistent
with investigator brochure or Package inserts
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Unexpected adverse events

Any incident, experience, or outcome that meets each of
the following criteria:
unexpected (in terms of nature, severity, or
frequency); and
related or possibly related to participation in the
research; and
suggests that the research places subjects or others

at a greater risk of than was previously known or
recognized.
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Unanticipated problem
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Adverse drug reaction (WHO)

Any response to a drug which is noxious and
unintended, and which occurs at doses normally used in

man for prophylaxis, diagnosis, or therapy of disease, or
for the modification of physiological function.
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Adverse drug reaction (28)
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Adverse drug reaction (28)
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SUSAR

(Suspected Unexpected Serious Adverse Reaction)

Serious unanticipated problems and serious adverse

reaction
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OHRP requirement of SUSAR

Adverse events Unanticipated problems

B=Adverse

C=Unanticipated

A=Advers.e. events that are events oroblems that are
not unanticipated problem that are I I8
unanticipated / events

problem

Report B and C, not A
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v SUSPECT ADVERSE REACTION REPORT v
g -
ry
- g
T =
o I. REACTION INFORMATION 1
- 1. PATIENT INITIALS | 1a. COUNTRY [ 2. DATE OF BIRTH |2a. AGE| 3. SEX [4-6 REACTION ONSET | g.12 CHECK ALL ,.:./
S (first, last) Day | Month | Year | Years Day | Month | Year APPROPRIATE o
/ TO ADVERSE >
REACTION -
, rl 1 -
ot CI OM f 7 + 13 DESCRIBE REACTION(S) (including relevant testsflab data) 4 PATIENT DIED -7
e Or m O INVOLVED OR .
/ 2 PROLONGED .
, INPATIENT /
&) HOSPITALISATION s
7 0 INVOLVED 4
— PERSISTENCE OR 37
= SIGNIFICANT 7
> DISABILITY OR
P INCAPACITY
’, . -
S O LIFE z
N2 THREATENING <
/’ — s
Il. SUSPECT DRUG(S) INFORMATION 4
lv: 14, SUSPECT DRUGIS) (include generic name) 20 DID REACTION -‘,
7 ABATE AFTER “
STOPPING DRUG? v
= 0 YES O NO [ NA .
! ) . 7
—~
l. P -
- - "/
/' - /
- ¥ 4

; p . - -G . - B~ rAYA o a~~o. A A - ) v T - T X
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Il. SUSPECT DRUG(S) INFORMATION 4
14. SUSPECT DRUG(S) linclude generic name) 20 DID REACTION ot
) ABATE AFTER .
-~ STOPPING DRUG? L,
/N O YES TINO T NA "
Y 15. DAILY DOSE(S) 16. ROUTE(S) OF ADMINISTRATION | 21. DID REACTION ~3
— REAPPEAR -
. AFTER REINTRO- —
/> 17. INDICATION(S) FOR USE DUCTION? ~,
= T YES TINO T NA &
)5 18. THERAPY DATES (from/to) 19. THERAPY DURATION - §
v = g 4
B £ 4
s lll. CONCOMITANT DRUGI(S) AND HISTORY =
B 22. CONCOMITANT DRUGIS) AND DATES OF ADMINISTRATION (exclude those used to treat reaction) X4
a:'—~ _/,
.'/-/ N {
o~ %
= 23. OTHER RELEVANT HISTORY (e.g. diagnostics, allergics, pregnancy with last month of period, etc.) ~
(M 7
':’: _'/
2 7,
’/_ V. MANUFACTURER INFORMATION /
e 24a. NAME AND ADDRESS OF MANUFACTURER 4
¥ o,
/‘ —
. 4
" A
l: / ;/
/= 24b. MFR CONTROL NO. =%
4 ~ ’
/7
/) 24c. DATE RECEIVED 24d. REPORT SOURCE 23
e BY MANUFACTURER LI STUDY [ LITERATURE 2§
o (] HEALTH PROFESSIONAL 4
= DATE OF THIS REPORT 25a. REPORT TYPE 4
AL JINITIAL [ FOLLOWUP 2
2 “i F 4
/’
4/- $

’ . -~ - . ~ - 0N AT A . ’ 7 S " A - - g A T : < .
o —— —/-'/rvo-v ~/-v/(.v-/—rﬂ/(—nJ—f:’f—hJ-/o‘/l—o-/-/-‘/I——/-f.‘)tooq/—f»'/f—ﬁ/-f-v/lpv, v/.:/l-.-/ v,-./‘I,J —,o../o



MEDWATCH - Individual form

See OMB statement on reverse.

U.S. Department of Health and Human Services

L . For use by user-facilities, Mfr Report #
Food and Drug Administration importers, distributors and manufacturers
MEDWATCH for MANDATORY reporting UF/importer Report #
General Instructions ‘
FORM FDA 3500A (6/10) _ Page 1 of
—_— FDA Use Only
A. PATIENT INFORMATION Section A - Help _ C. SUSPECT PRODUCT(S) Section C - Help _
1. Patient Identifier |2. Age at Time 3. Sex 4. Weight 1. Name (Give labeled sfrength & mfr/fiabeler)
of Event: B
or ' | Female bs| #1
Date | Male or #2
In confidence of Birth: — gs - X
- 2. Dose, Frequency & Route Used 3. Therapy Dates (if unknown, give duration)
B. ADVERSE EVENT OR PRODUCT PROBLE Section B - Help I fromfo (or best estimate)
: : #1 #1
1. | | Adverse Event and/or l | Product Problem (e.qg., defects/malfunctions)
2. Outcomes Attributed to Adverse Event #2 #2
(Check all that apply) 4. Diagnosis for Use (Indication) 5. Event Abated After Use
| | Death: | | Disabiity or Permanent Damage Stopped or Dose Reduced?
| [mmiadlyyyy) | #1 #1 [ 1ves [ 1No [ ]Doesnt
| Life-threatening I | Congenital Anomaly/Birth Defect - — “ — Apply
| Hospitalization - initial or prolonged | Other Serious (Important Medical Events) ' " ] Doesn't
: pita e 9 I : 6. Lot# 7. Exp. Date #2 | |Yes | |No | ! Apply
| Required Intervention to Prevent Permanent Impairment/Damage (Devices)
— #1 #1 8. Event Reappeared After
3. Date of Event (mm/ddYyyyy) 4. Date of This Report (mm/dd/yyyy) Reintroduction?
#2 #2 #1 [ |Yes [ |No [ |Doesnt
5. Describe Event or Problem 9. NDC# or Unique ID w2 [y = Doesn't
i res LT L Apply
10. Concomitant Medical Products and Therapy Dates (Exclude treatment of event)

T I S S S — S R S B A S N . T ™ m =7 T



MEDWATCH - Individual form

| (Continue on page 3)

D. SUSPECT MEDICAL DEVICE Section D - Help

1. Brand Name

2. Common Device Name

3. Manufacturer Name, City and State

. Please type the manufacturer name, city and state of th

suspect medical device here.
Catalog # EXpiration DIte (mmrawyyyyy

[:] Lay User/Patient

Serial # Other # [[] Other.

PLEASE TYPE OR USE BLACK INK

- 6. If Implanted, Give Date (mm/dd/yyyy) 7. If Explanted, Give Date (mm/dd/yyyy)
| (Continue on page 3)

6. ts/La i
Salavant Tes boratory Data, Including Dates 8. Is this a Single-use Device that was Reprocessed and Reused on a Patient?

[JYes [JnNe

9. If Yes to Item No. 8, Enter Name and Address of Reprocessor

10. Device Available for Evaluation? (Do nof send fo FDA)
D Yes D No D Returned to Manufacturer on:

(mm/ddiyyyy)
11. Concomitant Medical Products and Therapy Dates (Exclude freatment of event)

' (Continue on page 3)

7. Other Relevant History, Including Preexisting Medical Conditions (e.g., allergies,
race, pregnancy, smoking and alcohol use, hepatic/renal dysfunction, efc.)

(Continue on page 3)
E. INITIAL REPORTER Section E - Help
1. Name and Address Phone #
| (Continue on page 3)
Submission of a report does not constitute an admission that medical 2. Health Professional? |3. Occupation 4. Initial Reporter Also Sent
personnel, user facility, importer, distributor, manufacturer or product " N EI Report to FDA
caused or contributed to the event. [ Yes [Jne [] yes []Ne [Junk.

T T ———— I O ) o O O 7 T AT &
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WHO - Individual form

SERIOUS ADVERSE EVENT REPORT

Protocol Title: Protocol ID No: | Study Site:
Trial Information
Participant’s | Investigation Product: Report type

Study No. [] Initial

[ ] Follow-up No. __
Adverse Event Information
1. Patient 2. Date of Buth 3. Age | 4 Sex 5. Height | 6.Weight 7.Event onset
initials (3@[ meme ] yy) pears) | []1. Female (con) (ks2) (Gd[ mem | yy)

[ | 2. Male Y R

8. Adverse event in MEDICAL TERMS:

Expedited Report Criteria
(Tick all appropgiate to Event)

[]9Patient diedon | []10. Life- LJi1 Prolonged iz Sign:ficant FE Congenstal []14.Other
] \ I I threatening hospitalisation disability Anomaly SAE

15. Descuption:

Suspected Trial Product Information

16. Suspected Product: 17. Daily dose at onset of event 18. Route of administration

19. Indication for use:

20.Therapy dates (from/to, dd/mm/ yy)

21. Therapy ducation until onset (b/d/ »)

22. Did the event abate after stopping product® [ ]1 No [ ]2 Yes [J3N/A
Concomitant Drug(s)
23. Relevant concomitant drugs up to the time of the event [J1No [J2.Yes
If yes, then list the name(s) and details
Dose Unit Discontinued
Dmg name Staried on Continue on Reason for use
€ Ronte Schedule (dd/mm/vy) Caar ’ :
C- (dd/ mm [ yy)
[J1No
||| [DI2Yes | ) |
OJ1No
||| [OJ2Yes | |||

- —— -
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— r g
S
v
WHO - Individual
i
: - 1natoiauali jorm -
= 7
d vy Protocol | Study Site: : .
4 Serious Adverse Event Report ID No:
£ /.; I .
f Other Relevant History, Laboratory Findings and Action Taken =
o — P‘
= 24. Other relevant history: =
— 7
“ X 25. Relevant test/laboratory findings r:‘,
/‘- Laboratory test Unit Date Value Comments on lab finding - >
V) (dd] mm/ ) ~{
- — || 2,
£ :" || ~
- — .
— —l -
e || 'y
SN Y R L
/;_; || ¢
| I pl>
2 ) Y R | :
:‘_ 26. Action taken by Investigator: o
" [Jo = none []5 = Concomitant drug discontinued .
/ []1 = Tgal dosage change []6 = New dmg therapy added <
/. []3 = Tgal dmg discontinued [[]7 = Prolonged hospitalisation o
=4 []4 = Non-dmg therapy =
, ’
:. 27. Outcome: [_] :
l —

/ ,;: [J1 = Completely recovered on (dd/mm/yy) | | | | A
2 []2 = Recovered with sequel [J5 = Condition deteciorated >
< []3 = Condition improving [16 = Death, autopsy done (artach summary) -
; [J4 = Condition still unchanged 7 = Death, autopsy not done ’/
e 28. Causality Assessment by Investigator (Is there any relationship with test product?): - »
AN .-
':' [Jo = Not related [J3 = Probable Y

Y [J1 = Unlikely [J4 = Most Probable
— [J2 = Possible [J5 = Insufficient data to assess ’
o -
~ o
/= 29. Is further information on this serious adverse event expected? [ ]1.No [(J2.Yes a >
Nl Va
/ If ease send a follow-up report within one month or earlier if new information becomes available. v,
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THANK YOU
FOR YOUR ATTENTION

AND

ANY QUESTIONS?



