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Centre | Subject Subject SB Receipt Date TNy ;
Protocol Tt : et} :
Number Number Initials _Day _ Month  Year 2:\:2:2
SERIOUS ADVERSE EXPERIENCE (SflE)
Person Reporting SAE _J_, A TCHEVLL AEGIS [ : 2T [ |’_‘—| -
(Please print clearly) Number 1L L LI I I I I sl

Serious Adverse Experience
(Please print clearly)

/ééjm A A
wadana.

For SmithKline Beecham

Onset Date and Time

@] 0{9 il 0|| dl-’(l'

Day Month Yr  24hr:min
End Date and Time I | { ] [ I l | I | |_|
(If ongoing please leave blank) Day Month Yr  24hr:min

QOutcome
If subject died, please
complete Form D

+«—{ ] Died

D Resolved

[E’ Ongoing

Experience Course

[ >4 Intermittent —No. of
[_] Constant episodes

Intensity (maximum)

] mild

|:’ Moderate

[Q Severe

—— Specify reason{s) for considering this
a serious AE. Mark all that apply.

(1 [] fatal
(2] [:| life threatening
(3] [ ] disabling/incapacitating

(4] [E results in hospitalisation (excluding
elective surgery or routine clinical

procedures) .

(5]
(6]
(71
[8]
[9]

|___] hospitalisation prolonged
] congenital abnormality
[ cancer

D overdose

Investigator considers serious or a
significant hazard, contraindication,
side effect or precaution

Action Taken with Respect to
Investigational Drug

IE None
D Dose reduced
I:] Dose increased

D Drug interrupted/
restarted

D Drug stopped

_i Yes E_No

If study medication was interrupted,
stopped or dose reduced;

Was study medication reintroduced (or dose
increased)? Yes No

D Yes D No

Did the SAE abate?

If yes, did SAE recur?

Relationship to Investigational
Drug

31 Not related ]—

[ ] Unlikely

D Suspected (reasonable
possibility)
[ Probable

Corrective Therapy
If 'Yes', record details in the +————
Concomitant Medication section

—@ Yes D No

Was subject withdrawn due to
this specific SAE ?

D Yes lzl No

> Assessment

The SAE is probably associated with:

D Protocol design or procedures
(but not to study drug)

Please specify

|E Another condition (eg, condition under
study, intercurrent iliness)

Pleadespecife. _ oo
lj Another drug

Please specify

2 8 DEC 2000
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: Centre | Subject Subject ~ SB Receipt Date AL
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>ERIOUS ADVERSE EXPERIENCE (SAE) (cont)

Relevant Laboratary Data
Please provide relevant abnormal laboratory data below

Test Date Value Units Normal Range

51a0d Yo, Sl wre
L Jis |y |_L]

Day Month Yr
|

ol

| A 1
Day Month Yr

Day Month Yr

Remarks (FPlease provide a brief narrative description of the SAE, attaching extra pages eg. hospital discharge
summary if necessary)

If applicable, was randomisation code broken at investigational site? .5 I No [ ] Yes
Randomisation / Study Medication Number: | | J
Investigator’s Signature: ’ f
tig MU e pae |/ [ |2 2]@0
(confirming that the above datéd are accurate and complete) Day Month Year
Please PRINT Name S COQ77T"  #a TOMENERL
~ SB Medical Monitor’s Signature: Datad SR ARl e
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. Please PRINT Name

B e i e

o s =




NPT "NFORMATION

[ Page [ 7. ]
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Initials e S ) (e Concomitant

*ONCOMITANT MEDICATION

Record any changes in concomitant medication taken.

‘Protocol | -

Unit Frequency Medical lliness/ Start Date End Date
Drug Name Dose (eg od, bd, | Route* Diagnosis (be as precise (or if Continuing
Trade Name Preferred)| (e.q. 9 rn'} d (or symptom in ab- as possible) mark box)
500mg) P sence of diagnosis)| Day Mth  Yr |Day Mth  Yr
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SmuthKline Beecham

IiNnternationa [
(LS fraLilia gl

Thursday, 21 December, 2000

The Secretary

ADRAC

Australian Drug Evaluation Committee
PO Box 100

Woden ACT 2606

Dear SirfMadam

Re: Clinical Tria@_rli_nyi_ﬁ_duir_se_f_uem (Local ID# 2461 )

Please find attached details regarding a serious adverse event for the following trial:

Please note that this case was NOT unblinded as the drug is being provided under compassionate use.
StudyTitle: Study 046G

Study # 257263/046

CTX/CTR#: N/A

Study Drug: Tafenoguine

Comparator Drug(s):

Relationship to Study Drug (causalitg‘f]: Mot Related '

Please note the investigator has classified this Adverse Experience as not related to the drug under investigation. This
form has heen sent to you because of @n apparent failure in the treatment with this drug.

B

Should ‘uu have any enquiries regarding this case, please do not hesitate to contact me on ||| diectly on

Yours Sincerely

2 8 DEC 2000

Medical Affairs Department







TO:HEAD,CES 1 (3 3 4 5 (cicle)
- FROM: Rhonda Whybrow
Experimental Drugs Section.

DATE: nhss /o)
Please find attached an Adverse Drug Reaction report from (4 la%@sm"ﬂ’l Lhine

1.  Please indicate whether further information should be requested regarding this

report. w}, J

Request further information: D Ye

No

2. If further information is required, please indicate below any text to be included
in footnote 2 of the standard request letter.

3. | In accordance with instrugiiong listed on the inside cover of this temporary file,
please indicate below if you want a copy of this ADR forwarded to ADRAC for

coding into the ADRAC fatapase. &
To ADRAC forcoding: § | Yes (please sign) \ et

InNo \\\\) \,D \







Friday, 23 March 2001

The Secretary DT
ADRAE Posig| Add
Australian Drug Evaluation Committee it
PO Box 100
Woden ACT 2606

Dear Sir/Madam

Re: Clinical Trial Serious Adverse Event (Local ID# 2461 )

Please find attached additional details regarding a Serious Adverse Event for the following trial which was initially
reported on 21 December, 2000

StudyTitle: Study 046

Study # 2562263/046

CTXICTN #: N/A

Study Drug: Tafenoquine

Comparator Drug(s):

Relationship to Study Drug (causality): Not Related

Should you have any enquiries regarding this case, please do not hesitate to contact me on _ur directly on

Yours sincerely

Medical Affairs Department

7 9 MAR2001

eacham (Australia) Pty Ltd
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é e
ADDITIONAL INFORMATIO N
FAX
To Clinical Trials Group - Attn Andrea Corbin

........................................................................................................
........................................................................................................

Subject Fellow up SAE Reaprt

........................................................................................................

Please respond to our fax no: 61 3 9213 4539

Study Number: 252263/046
Centre Number: 001

Patient Number: _

AEGIS: 2000036277-1

SAE: Relapsed vivax malaria
Date of event: 2/12/00

Outcome: ongoing

Investigator Causality Assessment: Not related

SAE follow up from site attached.

Kind regards
GLAXOSMITHKLINE

- Ca —_
.-"J.:','; 2y a8 ..f./(,/
GlaxoSmithKline

SmithKline Beecham (A ustralia)
Pty Ltd

ABN 73 008 399 415

300 Frankston Road

Private Mail Bag 34

Dandenong Vic 3175

Australia

Tel: 613 9213 4444
Fax B13 9706 5883
www. gsk.com

7 9 MAR 2001

This fax is intended for the addressee(s) only and may contain information which is confidential or legally privileged.

If received in error, please contact the wrter immediately.
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Department of Defence beal - oo 0271 |

To: _ From: LTFAM-A U —APC T CagTHaN
AMI

Gallipoli Barracks

Enoggera Qld 4052

oo T Fax: (07) 33324886 A5SS _

Tel: Tel; (07) 33324846 —4-35*-,
Email: Email: Alyson.Auliff@defanca.gov.au

Subject: CRF FOR SAE PATIENT
Reference: |Date: 01 February 2001 |Pages (including cover): ﬁ—}

IMPORTANT: This facgimile remainsg the proparty of the Defence Organlsation and Is subject to the jurlsdlctmn
of section 70 of the Crimes Act 1814. If you have received the facsimile in error, you are requested to
immediately contact the sender by telephone 80 that arrangements can be made for tha return of the document

to the sender.

Instructions or comments:

The following is the relevant pages from the CRF for the SAE patient.’F on the
Tafenoquine treatment trial. Please let me know if you also reguire the source documents. The
H You can contact me on my

subject number for this patient has change from
mobile 0417744492 or the above phone number if you need to discuss any of the information.

Thanking you

Alyson

A Provwasers Toe <pe PR ReELATED To SAT <

e NN G

OF THe CRGINKC. SRE R-EPORT 1o i1H THE Repu D
Cc::\:aﬂsrac;.ﬂcn\g

A You AN See AL ysomy B RO SereT (o Tye=c

Proes o s o) o221 | NoT suReE LorteT  nakdy
e e penaey |

DL__E:\O:&E._ AL W THeERe = Pty FueTtel . ASSISTRNCL
e W] Q\UE_

-'-”’/\-a_;z:d

ODLT | My omreo | PRGE - S e =
To TR oFTCRE pagf — 1% 1 "‘I’@kcs-.,a

2 9 MAR 2uu
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ADDITIONAL INFORMATION
| Page | 1
gﬁxﬁ'; %%%:% ST Patient Visit Date %?;:?%Eg\%;{\w@%%, =

" U
RIS
WS ks:: v %
i

Day Month  Year

o, Au.Gloo

ELIGIBILITY CHECKLIST

1

Z:

F i

Piease complete the following incluslon criteria.

INCLUSION CRITERIA

Subject has given Informed consent

Subject is a memnber ot the ADF, currently medical class 1 ar 2

Subject is aged between (and inclusive of) 18 years and 55 years at the onset of treatment for
recurrent P vivax malana

Subject has a confirmed diagnosis of recurrent P. vivax malaria - confirmation by blood smear to
the satisfaction of Study Coordinator (Prof. K Reickmann)

Subject has a previously established and confirmed diagnosis of P, vivax malaria as the primary
episcde of malaria within 6 months of relapse occurring - confirmation by blood smear 1o the
satisfaction of Study Coordinator (Prof. K Reickmann);

Subject has a previous treatment of clinical £ vivax malaria (primary episode or relapsg) with
chloroguine and primaquine (in accordance with Health Policy Directive (HPD) 215 ) OR
chioroguine followed by a 3 day tafenoquine regimen (200-400mg once daily)

Subject is intending to stay within ADF for the next 12 months

Do not admit the Subject to this study If any "No" box has been marked.

LU OO0 080z

i

1.

5.

Please complete the following exclusion criteris.

EXCLUSION CRITERIA

Subject has a concomitant significant illness or medical condition

Subject is female and is :

= pregnant,
= intending pregnancy within next thres months,
= lactating,

= unwilling or unable to comply with recognised contraception (if sexually active) for a
minimum of 6 months

Subject has a Glucose-8-Phosphate Dehydrogenase deficiency

Subject has a previous intolerance to any of the trial compounds

Subject has received another investigational drug within 30 days or 5 half lives (whichever is
longer), of study start

Do not admit the Subject to this study If any "Yes" box has been marked.

9 9 MAR 200
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[ Page [
T

R
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e S i ""filrliil&m

PR B P e T AR
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Subject

TrEhatian P

3 - .""--:lr 3_“-‘"‘, o L
"'--;«é&-ﬁ\f-muw 4 R A e K fiias
it MO e R S N T L

rentos
by

DEMOGRAPHY
Date of Birth Race
4 hite
Siender Maile riemal
Fermale ther —+ Specify: ___ _ _______
PREVIOUS TAFENOQUINE STUDY
Previous Study : N/A
[ ] o33
[ ]o39
D BT SeeE oo e e e =L AN DR

SUBJECT IDENTIFICATION

BEg === S PR ]

Unit :

Saear® R N I S o S

LABORATORY TESTS

Please lake a blood sample for Haematology and Biochemistry and record the resuits in the appropriate column.
Visit Diagnosis

Sample Date IO =1 ]37 unMo Ol

Day Month Yr
Test Value !

= |Haemoglobin 133

Q :

r= WEBC Ei'»b

E Granulocytes MDY

@ | Lymphocytes o ‘59

T |Monooytes 119

Platelets 123

G [GGT 10%

£ |AGOT/ASAT 30

O |SGPT/ALAT 1%

Are there any clinically significant

abnormal laboratory values? No [_] ves

'Enler laboratory resuit or one of the following codes: ND = not done, LE = documented laboratory error
" Circle any significant laboratory value and record details in the Adverse Experiences section.

7 9 MAR 2001
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FROM ARMY MALARIA [NSTITUTE

o

ADDITIONAL INFORMATION

FP.84-11

/63217

808

[ Page | 3
e e
el R ‘wm 5 -.RWW“'*'
DU ‘,‘“{f@,ﬁ:ﬁ SRR W\- e o TSATe BN prar ]
= T
R R, ﬁg e SR e e
HISTORY OF MALARIA
Date of initial P. vivax attack @
g Day Month Yr
1, UNOD
Date of Relapse Day Month Yr
200
P vivax count (per BC) — V D
2|
PREVIOUS MALARIAL TREATMENTS
Start Date Stop Date
Trade Name Day Month Year | Day Moanth Year

QuivivE

[ 3T Adoo]

Dox~c=€) ME

JI|ELI|££O|{}I

( HLORD ALIAE

Al MnAR O]

PZiMARUINE.

|3 |Sif ﬁﬁ|&]0;5l

LTy 1]

| III

e e

I_LF;JI |

SIGNIFICANT MEDICAL/SURGICAL HISTORY AND PHYSICAL EXAMINATION

condition?

N'o

Is the subject suffering from or has he/she ever suffered from any clinically significant medical or surgical

D Yes —» If 'Y8s', please list below one diagnosis per line. (Please print clearly)

Only in the absence of a diagnosis, record the signs and symploms on separate lines.

Diagnosis

Year of
first dlagnosis

Ongoing

gidyo|oy o) &

1DDDDD

7 G MAR

2001
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Centre Patient Visit Date
Number Day Month  Year
olo] | o UAhu6loo
PREGNANCY TEST

Is the subject a female of child bearing potential ?

No
. Yes —» |s the subject pregnant ?

No
Yes —» Withdraw subject from the study

STUDY MEDICATION
Date
Visit Treatment Day Month Year
CQ Day 1 % Chiloroquine 600mg ]§|5|.;rl “![ go[
CQDay 1 + 6 hours Chloroquine 300mg ||, slTiuind 0
CQ Day 2 Chloroquine 300mg (& 1T LAD.O)
CQDay 3 Chloroquine 300mg  ||o3l7,uM o, 0l
Has the patient demonstrated a reduction in parasitaemia ?
[ ] no
@ Yes — Continue into the tafenoquine dosing phase
P vivax count (per BC)
I"20) Ololo

Loading Day 1

S tafenoquine 200mg

o lAvgiool

Loading Day 2

tafenoquine 200mg

OalAusioo)

Loading Day 3

tafenoquine 200mg

02lAucloo

Week 1 tafenoguine 200mg |Qﬂ|&t we Oi£_§|
Week 2 tafenoquine 200mg | b |d1| !JG_IO o)
Week 3 tafenoquine 200mg  |[3] A UGlo.ol
Week 4 tafenoquine 200mg I:QQ ﬁu.ll_&inQ]
Week § tafenoquine 200mg  ||g,<IS E P O
Week 6 tafenoquine 200mg || 121S) EI‘PIQ |0]
Week 7 tafenoquine 200mg ([ 1,9]5,&°l6 .0
Week 8 tafenoquine 200mg A 615.EL 10T

7 9 MAR 2001
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ADDITIONAL INFORMATION i
[ 32/ W,

[ Page | & ]

Subject ﬁﬁwmﬁm“@?ﬁ“% S e

e, e e e oA g T E g iy e \1‘;:-"‘

S meatment 1

SR RS TR A e

ADVERSE EXPERIENCES - All Visits

AN ateh AR S KD T

[f there have been any adverse experiences observad or elicited by the following direct question to subject: “Do you
feel different in any way since the previous visit 7', record details on an Adverse Expsrience page.

CONCOMITANT MEDICATION - All Visits

Please record all changes in concomitant medication on a Concomitant Medication page.

PARASITAEMIA ASSESSMENT

Visit Date and Time of PK sample| Smear Date Reai Syr:‘aﬁ::;ls?m g;“;‘;‘;&g";w

 1-3-0) = Neg | Pos | Yes No 200 2
= ;"05520&*351 Day Month Yr  24hr:mine»PDay Mtlajmﬂ Mr D D D |:| O Q DW
R S aseed Ugadl bdldusksl 1 |0 | O |2 | [glo]o]

: :
earzame | b AL S | S aeeed 2|0 | O |2 | bl
Weevomse | S0l 0Be0) Boldudecl 21 | O | O || blolo
zvr\}g::csﬁpgggéo %ﬁé%m 24hr:min %%éhﬁz_;b‘flrg! D D L'Z] ajo @)
L\zfer;okugsdzf;ir Da{: E;\11§nth Yr  24hr:min W E D |:] @ glo D’
7 9 MAR 2001
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| Page | 6 |
s Frrrrs i e R R ROs 00t 0MEN |
‘msf%q,sfjm — “x;: Subject  RECRETES “mmmm&éd“@q'iw«‘;‘ ’?;«%&i‘;h AR
Qco £ RS W'\K‘WN\ mau-%‘:\.: \»_" h&%{a 10 Ci) ‘E‘Eﬁ)‘&}
L ""5"" @ﬁ 7 “"'t::&a“"%‘* S SRR e e
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LABORATORY TESTS
Please take a blood sample for Haematology and Biochemistry and record the resuilts in the appropriaie columin.
Vish CQ Day 3 Loading Day 3 | 2 hours priorto <
+24hrs _, #12hrs - {  week 2 dose
2 by 21 U] i
Sample Date L ST alo ) ([ Glo ¢
Day Month Yr Day Moenth Yr | Day Month Yr
Test Value’ Value ' Value '

§ Haemoaglobin ] DR \4) 50

2 [wBC Bk S b4 | 1Bl

"g? Granulocytes AD h Sa)D MD AD

@ |Lymphooytes '?.,f:.b :y_\bb 2.2 2%

T |Monacytes L1k 2lliboz2| ot

Platelets T 2 % l '-F" | 255

o |GGT £3 ?—'?—

= [AGOT/ASAT 1% 29 1 ;j( 25

© |SGPT/ALAT 13 |as : LT x

Are thereany clinically M|

significant abnormal @/Nc [ Yes* [V No I:l Yes' A I No [ Yes®

laboratory values?

'Enter laboratory result or ona of the following codas; ND = not done, LE = documented laboratory error
" Circle any significant laboratory value and record details in the Advarse Experiences section.

LABORATORY TESTS - Continued

Please take a blood sample for Haematology and Biochemistry and record the resulis in the appropriate columm.

Visit 12 hours after 2 hours prilor to 12 hours after
Week 4 dose Week 6 dose Week B dose
Sample Date 3olAavieloel |t 215 2P b O]
Day Month Yr Lay Month Yr | Day iMoath Yr
| Test vajue’ Value’ value '

& | Haemagjobin b IS0 /49

5 ‘gBC | 4.2 I} . e !

@ ranulocytes

§ [Lymphocytes B0 Be) Ml

g L% 3.3 2k

T | Monooytes 0. | O O-L

Platelets 71 2AR A3 5~

S |GGT A< i0o 16735

£ [AGOT/ASAT =) 27} LO

G [SGPT/ALAT q L b1

Are there any clinically Aledf-

significant abnormal @No [:l Yes” @ No Yes‘@ No []ves

laboratory values? 20

'Enter laboratory result ar one of the following codes: ND = not done, LE = documented laboratory error

" Circle any significant laboratory value and record details in the Adverse Experiences section.

g MAR 2001
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ADDITIONAL INFORMATION

Subject
Number

bl L e e '
) o “__‘ B u‘_}“.;‘ e ¢ 02 D

SR o _ RS SRR o ;;;@;&g};ﬁf‘www‘%z:n

CONCOMITANT MEDICATION

Record any changes in concomitant medication taken since Screening
If there have been no concomitant medication changes since Screening, mark this box E |

Subject

unit Frequency Medical lliness/ Start Date End Date
Drug Name Dose (eg 0d, bd, |Route® Diagnosis (be as precise (or if Continuing
(Trade Name Preferred)| (e.g. 9.90, W, (or symptom in ab- as possible) mark box)
500mg) prr) sence of diagnosis)) Day Mth  Yr |Day Mth Yr 1

|
o]
JII
|
|
|
|
[

L

|

i

pmr

1

A

I [ J ([

I H ]

f W |

| | =

I | ]

L | []

| -

| | ]

LI IIII[ITII—IﬁD
LL IPI |I|iIJIIG:
L Bcl oo 4o 1]
Ve B B | JYED
N T O ) R D
o L d DBl ¢ b s T JHET]
TS || B
S P || I e i e
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LL'IlIIthl_I_!II'D
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ARMY MALARIA INSTHIUIE

Centre

SERIOUS

(SAE)

(Pleasa print cieariy)

Peraon Reporting SAE _JJ_,_ "t‘@z‘é{iﬁ

Seorious Advarse Exparience
(FPlease print clearly)

Blpr v
W\ﬁlﬁﬂ:ﬁb

—» Specify reason(s) for congidering this
a serious AE. Mark all that apply

[0 [ ] fatal

For Smithiiine Bescham =" ']zl

2 »avy
A Bl R
mpladem = S

Onget Date and Time

-.: {g]

Day Month Yr  24heimun

D |fe threatening
[ disabling/incapaciating
[ results in hospitalisation (excluding

Actlon Taken with Respect lo
Investigational Drug

1:] Dose reduced
D Dosge increaged
D Drug interrupted/

electi orroutine clinical
End Date and Time Ll s 1% pmce?uf;?m rrou linica
(If ongoing please leave blank) Day Month Yr  B4hr:min " [:] : )
Outcome Resolved & hospilallsation prolonged
If subject died, please [2= Ongoing ] congenital abnormaiity
complate Form D < Jl: Died [7) D cancer
=11 18 [] overdose
Experience Course intermittent —>No. of .
s [ ] constam ©pisodes d l (8) [] investigator considers serious or a
D Mild s;gniﬁcam hazard, Golnlmin!icalian.
inwenshy (maximum) [ Moderate side effeci or precaution
[E Severe
() None Did the SAE abate? L] Yes L] No

If study medieation was interrupted,
stopped or dose reduced:
Was siudy medication reintroduoed (or dose

thia specific SAE ?

increaaed)? Yes No
restarled
[ Drug stopped i yes, did SAErecur? [_] Yes [_] No
5] Not retated > Assessment
: The SAE is probably associated with;
= D Unlikely
Relstionship to Investigstianal [ Protocol design or procedures
Drug D Suspected (reasonabla (but not to study drug)
possibility) .
Flegge specly_— ' i 2
[] Probable
corn'cli\m Therapy . [E Another condition (eg. condition under
If Yos', record delails in the +——{X Yes ] No study, intercurrent liiness)
Concomitant Medication section
PIe 2000y - o it
Was subject withdrawn due t
j i wn due to [ ves o [ Ancther drug

Please speclfy

——— i —— -
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ce—IHR=2aal  14i53  FROM  ARMY MALARIA INSTITUTE T _

(]
ADDITIONAL INFORMATION

] Cantre Subject Subject
oo
SERIOUS (SAE) (cont)

RAelevant Laboratory Data
Please provide relevanl abnormal [aboralory data below

Test ' Date Value Units Narmal Range

Brad B O£, 9] IR

Day Menth Yr
|

[, 1, ]
[1]!1!I|

1
Day Month Yr
Day Month Yr

|l|ll]1]

- Day Monmih Yr

Remarks (Please provide a brief narrative description of the SAE, attaching exira pages eg. hospital discharge
summary if necessary)

- e o e e R W e e e e e e wm e R e e e S e

S Y - . - - -
e e e o e e e e e AR e R M e e e e e e e e e e e e e e e

T T T I e T T T il g S S

)f applicable, was randomisation code broken at invastigationsl aite? _ m 3 ves
BATEW Nusagerz. N A9 2354

Randomisation / Study Madication Nymber: Lo

Invastigator's Signeture: 2 . ook

N MU A Lp o~ . Date 2« el
(confirming thal the above are accurale and complete) L . ld —]

Please PRINT Name .S.m.?‘r— &a rM&e

a3t T LI R B R
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