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SERIOUS ADVERSE EXPERIENCE 
Pe"'°" Reporting SAE ... _ 
(Plea!le print dearly) 

S.riou• AdvurM ES'xpcrience 
(P/63$0 pn'nl r;le2rly) 

E 'I.e. f rob~ 

~~~1.r?r1\-~\::}~:~.-·:!··:?)t}}:-~;t:~_(·_:·~-·_ -.::.-_.f·t t{?~~r 
On.set Oata at1d Tl~ ool IU:-1Bif 1Jtl I 

Day Momtl Yr 
I 1.,..u' , 
24hr:min 

I 
End Data and Ttme 1, 1 , ·, 1 1 l [ 1 I r ) 
(Jf angoll1g pwasa 196"9" bltJ/lk) Oay Month Yr 24ht:min 

"- · ~ Resohled 01,1tcame 
If :!Jubjsct died, please Ongoing 
complete Form D 

: Oo1ed 
E•i:>erietu:e CO\t'1N 0 lntermittent.....,Na. of D 

~ Constant episodes 

lntenaity (mtoomum) 
~ Mlfd 

Mode,ate 
0 S8"8r& 

~ None 

D Dase redu~d 

Action Taken with Respect to 0 D~~sed 
lnvestlgatJonal Dn.lg D Drug intem,pted/ 

restarted 

0 Drug stopped 

0 Not related -

0 Ur16kaly 
Flefatlon9h1p to lnvcstlgetional 
Crug j:g Suspected (reasonable 

prJSSibillly) 

0 Probable 

Correc$ve Ther11py 
If Yes: f'Qcord tJ8fhilS In~ ~ Yes ~No 
Concomitanr M8dir;at;a11 1J$Crf on 

Wai:, ~1:,lt<t wfthdt'ffln due tc 0 Yes ~No tt,is specific; SAE 1 

--+ Specify l9Sson(s) lo, ctJn£id6rin9. rhis 
a serious AE, Marl< ah that appl)! 

r,1 D 1ata1 

121 0 life threatenirig 

(a) D di&abling(&noap~~ng 

M 0 results in hospitalisation ('IXCltJding 
electiw surgery or routine clir,bal 
procadures) 

[sJ D hr;ispitalisation proh:mgS!!d 
[e} 0 congenital abno,.,,,artty 

17) 0 cancer 
foJ' 0 IM!f'dO&a 

{BJ ~ 'Investigator considers siorio1.1$ or a I 
signrfkant hazard, eontraindic:a1icm, 
~ide effect or pteceution 

O(d the SAS abate? LJ Yes LJ Ng 

If •tudy m@dh:.:atiotl was l71terrup,ed. 
stopped at dase redu~: 
Wes study rnedic:alic:in reln1roch.iaid {or dose 
inoree,ed)? 0 Yl!s O No 

If yea, did SA.6 recur? 0 Yes 0 No 

Assessment 
The SAE is _probab>y associated with: 

D Ptoto=I design ot p(~edu~s 
(but not to :ttody drug) 

Please$peJcifo/ ___ ______ _____ 

D MO?het eoncflfion (eg. e1:indition under 
&tudY, intercul't1!nl illness) 

Please spec]fy ____ ,.. ________ _ 

D Another drug 
Please specify __ ____ _ _____ ... ~ 
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SERIOUS ADVERSE EXPERIENC~ (SAE) (cont) 

RQJ~nt t..-.t,otntary Ca1'! 
Pleasa pmvlda n1Jeva,,t sbnomtal Jabora1r;11y dara below 

l".as, Date Yalu& 

f I 
Day 

I I I I :;] 
MQnth Yr 

I I 6ay 
[1 I I I 

Mon~ Yr 
I 

l I 
Day 

[ I 11 I 
Mcnth Yr 

I 

I I I I [ ! I I 
Day Month Yr 

' 

Units Normal Ran!I~ 
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Remark& (Plea::;e prt:Hidt!i s brief ns.rrati119 descriptlcn ol the SAE. ~ching extta pages eg. hosplt::1/ discharge 
summary if noC8SS8fY) 
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FAX - 7 MAY 2001 

To ADRAC 
......... ,., ......................................... , ..................................................... ' 
Company 
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From . ' ,,,.,. .......... ,,,,,,,, ... , .............. , ... , .... , ........... . 
Tel 

E-mail 
............... , ............................................... , ........................... , ............ , .. 
Date 07-May-2001 Pages including cover 12. ............................................................................................................. 
cc 
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Subject Clinical Trial Serious Adverse Event (local ID# 

2806 to 281 O) 
. . . . .... . .......... ............. . . .............. . .... . . .. . ........ 11 1 1,,, •••••••••••••• • •••• • • • , .. 

Dear Sir I Madam 

.laxoSmithKline 

SmlthKllnn 89acham (Australia) 
Pty Ltd 
ABN 73 006 399 415 
300 Fl'$nk.ston Roao 
Private Mall Bag 34 
Dandenong Vic 3175 
Australia 

Tel: 613 9213 4444 
Fax 613 9706 5883 
www.gsk.c;om 

Toe attached fax contains five cases for reporting to you in this investigator driven study. 

Study: 252263/033 C.:-1 _/ 
Study Title: A randomised, ~ ble-blind, C_9.Dl~Ve study to evaluate the safety, 
tolerability and effectiveness of tafenogJJH"l9and mefloquine for the prophylaxis of 
malaria in non-immune Austr~iers deployed o.-E t Timor. 

Ptts5 Study Drug: Tafenoquine, This Study has been 

Relationship to study Drug (causality): Suspected 

Please note full documentation of the Safety Report has been sent to the TGA under separate 
cover. To follow as an attachment is a summary of the Safety Report as background 
information. 

~ e any enquir~s case, please do not hesitate to contact me on 
--or directly on--

This fa-,; is intended for the addressee(s) only and may contain ;,,formation which is confidential or legally privileged. 
ff recerved in error, please contai;t the writer immediately. 
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- 7 MAY 2201 

CONFIDENTIAL 

Letter to the Regulatory Authorities 

TO WHOM IT MAY CONCERN 

Dear Sirs 

Summary 

The purpose of this Safety Report i$ to inform Regulatory Agencies, Ethics Committees and 

Invstigators of preliminary safety findings related to the monitoring for the effects of 

phospholipidosis in a Phase Ill Tafenoquine clinical study. 

These data are from a subset of subjects (n = 33/99) in a Phase ID study (Study 252263/033) 

investigating the safety, tolerability and effectiveness oftafenoquine in the prophylaxis of. 
malaria in non-immune Australian soldiers deployed to East Timer. 

Ophtha!rnological ( corneal examination, visual acuity, visual field) and lung function testing 

(diffusing capacity of carbon monoxide- DLCO) data are presented on the first 33 soldiers 

within this subset, 26 of whom were receiving tafenoquine and 7 of whom were receiving 

mef!oquine. After 6 months weekly dosing corneal changes (a vortex keratopathy) have been 

seen in 25 of26 tafenoquine subjects, but in none of the 7 mefloquine subjects. Amsler Grid 
examinations suggest mild visual field changes in 4 tafenoquine subjects, but not mefloquine 
subjects. Minor visual acuity changes are reported across both treatment groups. All 

examinations were normal at baseline. 

The changes considered to be clinically significant are the 4 tafenoquine subjects with Amsler 

Grid changes (subjects 17, 18, 22, 24 in Appendix B), and single tafenoquine subject (subject 
14) with more central corneal changes in a Lasik-corrected eye and a reduction in visual acuity. 
These have been reported as SAEs by the Investigator. 

Similar corneal changes (vortex keratopathy) have been observed with other cationic 
amphiphilic agents. However given the requirement to establish the reversibility of these 
changes off study drug, and more fully understand the associated visual field and visual acuity 

changes, GlaxoSmithKline have voluntarily $uspended all tafenoquine dosing across both the 

adult and paediatric programmes. 




