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SERIOUS ADVERSE EXPERIENCE SA 
Pe190n Reporlh,9 SAE __ 
(PloGS& print t:laarly) 

Serious Adverse ErparieJice 
(P~ prinl cJeatfy) 

.--. Spe,;ify feUt:,n(s) for COnsldering lhi:s 
a serloV$ AE. Mark all that apply. 

r11 D tata1 
(21 D life 1hreatetning 

[aJ D dlsaJ:>rrng/incapacitating 

141 0 r&sults in ho.spi1ali:satlcn (exelvdil'Q 
l-::'En-d-=-=-t,a-=to-,.ri- d7.'nme::::------+.===.:== ~=::;-;::::=:;:=:=.-1 tilective $utgel"/ or f"Ou1ine clinical 

Onset DQte and Tirne 

(If ongoirlg p/&IS9 lelJ1t8 bJan}<) i:irccedurns) 
i-------------1-.......,,.----------1 (5] 0 hospitalisatron pmlonljed 

Out00me 
I If subject died, p/8"'99 [•J O c:or,genilal abr,ormality 
I c(;('{?pl6fe Form O {71 0 o.anoer 
~------ -----+-,;SJJ;;;;;;;;;,;,,...1-n_term_itte_n_t-+_N_0_.-0-, 0---, t•J D overdose 

Expeffence Course Constant eplsOdes [9) 18J '1rivesfiga?or c:.onsiden; serious or a 1----------- ----+-:f:3=,-------- ---1 significant hazard, oontralnaication, 
Intensity (maximum) =era1e side effect or pre:autlon 

Action Taken wlth fleapect ttl 
Jnv&GtigaUonal DNg 

Relationship le lnvHtJgatlonaJ 
Drug 

0 Sewre 

1XJ. No/18 

D Oosa raduc:ed 

0 ~ 1'1¢1'8a&Gd 

[J Drug lntem.ipted/ 
reste.,ted 

0 Oil.Jg stopped 

Did the~ ab~? 

lf study medication was lnlerruptea, 
otopJ!ed or dOUII racSuc~~ 

No 

· Was. suxfy medication reinJ.rgfiueed (or do.s& 
wea.sed)? . Lj 'Tes D No 

If yes, did SAE recur? D Yes O No 

0 Nor rela~ -...,,..___,_..._..•ssessmant 
D Unlikely The SAE "is probably ~ciat&d with: 

0 Protacol design or procedures 
~ Sw:~ed (reasonabfe {but noHc study d1'1Jg) 

poaQJ"hilily} PJsass spq,:ift ________ ___ _ _ _ 
0 Probable 

Corrective TherapY O Another condition (eg, C(lndition Under 
ff 'Ye.s ~ record ds/Jv/s m the +--H Ye$ [521 No study, inlereun-ent ill.ne$&) 
CC)1Jalf11ilanl Medk:ation secrion 1-------------+---------- --, Please specify ____ _ ___ ..... ~ - _ _ _ 

D Anolh6t drug Was su~Ject 111lttldn1Wn due to 
U1is specific SAE "I 0Yos ~No 

Plesr,fl ,S,:,ec;fy __ ._. _ __ ._ _ ___ .• __ 
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SERIOUS ADVERSE EXPERIENCE (SAE) (cont) 

Rel11Y8nt labonltory 011& 
P/63JB pro,,,;,J11 te/91/Bnl librtormsl /al,Qr3'1Jry data be/av,, 

Teat Date value Unils fllorM!llRa119e 

I ' I ~ ; I Ll 
Day Month Yt 

( I I I I I :, I 
Day Momh 'fr 

\ 

R~marka (Plea~ provide a brief n.amati~ dtJ$l::llplforz of the SAE ~chlft9 extra pages eg. !Jasr,ftal di$~rge 
summary if t18CSS6Sry) 
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A.apdor,iisation I Study Medicati.at, 

lnvestlgatc,r's Slgriature. Oate 
(c;onfirming that tha abcve "ct';.~~;;, ac.a.!ltile lllld comptetef - - - ~ - - - - .. • 

[9-i l IM k h' IO , (. I 
Day Month Year 

Pleaae PAl)ft Name .,...,. __ _ 
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To ADRAC ...... , .. ,, ............................................................................................ , 
Company 

, •••••••••• •• •• • •• • ,,.,,,,,, •••••••••••••••••••••••••••••••••••• 1111 1 • ••••••••••••••••• • ••••••••••••• •• • 
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• • ••••• • •••••• '••• •• t •••f ••tt• f I t lfltlll I ••t tlll ltllltllllt I ltlllllltlttl I l l 1t111tttlt•1II111111111 I tit• 

From ............................ , .... ,, .. ,.,,., ..... ,,,,,, ., ...................... , .. , ....... , .. , ........... . 
Tel 

E-mail ................................................................................................................ 
Date 07-May-2001 Pages including cover 12. 
.......................................... ··················•···•········•·. ····•···············•····· ., 
cc 

•••• •••• ••• •••• •••• , . . ............. .... . ............... ..... . . ....... . ....................... ... t ••• • ••• • 

Subject Clinical Trial Serious Adverse Event (local ID# 

2806 to 281 O) 
. . .... ..... ................................... . . , • •• , , •• •••• t ••••••••••• t •••••• • • ••• •••• 

Dear Sir/ Madam 

.GlaxoSmithKline 

SmlthKllne Beocham (Australia) 
Ply Ltd 
ABN 73 008 399 415 
300 Franlu;ton Roc1d 
Private Mall Bag 34 
Dandenong Vic 3175 
Australla 

Tel: 613 9213 4444 
Fax 613 9706 5663 
www.gsk,corn 

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

Study: 252263/033 G 
Study Title: A randomised, d~ le-blind, com rative study to evaluate the safety, 
tolerability and effectiveness of tafeno · mefloquine for the prophylaxis of 
malaria in non-immune Australiansoici'iers deployed to East Timor. 

Study Drug: Tafenoquine, This Study has bee unblinded 

Relationship to study Drug (causality}; Suspected 

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

~ve any enquir~s case, please do not hesitate to contact me on 
111111111111111 or directly onlllllllllllllll 

This fax is intended for the ~ddressee(s) only and may contain lnfonnetlon which is confidential or legally privileged. 
If received in error. please contact the writer immediately_ 
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CONFIDENTIAL 

Letter to the Regulatory Authorities 

TO WHOM IT MAY CONCERN 

Dear Sirs 

S.,:mmary 

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

In vs ti gators 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 m study (Study 252263/033) 
investigating the safety, tolerability and effectiveness oftafenoquine in the prophylaxis of 
malaria in non-immune Australian soldiers deployed to East Timor. 

Ophthalmological (corneal examination, visual acuity, visual field) and lung function testing 
(diffusing capacity of carbon monoxide - D1CO) data are presented on the first 33 soldiers 
within this subset, 26 of whom were receivingtafenoquine and 7 of whom were receiving 

mefloquine. 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 suspended all tafenoquine dosing across both the 
adult and paediatric programmes. 
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Subfect 
Nwrnbv 

SERIOUS ADVERSI= EXPERl£NCE S. 
Person Aepo,Ong SAE _ 
(Please pri,,1 doarfy) 

----

i Sarie~.Adver.sa EJcperlertce 
(P/ea.sa print eJHl'tyJ 

E 'I.e. f rob~ --. Specify reason(s) for CO()fj/dering this 
a serious AE. M~rl< BJ/ that at,.ply 

[fl O faial 

(2) 0 life thrt:tataning 

(21 0 disabUng/lncapacitating · 

[•J D rooults in hospitali&81ion (~c.Judlng 
~E-nd-:-=D-:11t:-o-an--=-d-=11tn=--

8
----- -t-;::=:::=;=:z,:;;:=:;::=~====i-1 elecb"'ve surg~ty or routine clfnical 

Or,snt Data and Time 

(If ongo(ng p/aaM loave blank) Mcinth Yr 24hr:min procedu18$) 1--- ---- ----- --4~~- ---------1 [s] 0 hospitDJi.sation ~totc,,gad 
Oute:o""e Ae5otv"ed 
If s/Jbj{K:f died. ples..e Ongoing (!] D corigenital abncrmafity 

cQfnplet,: Form D Died [7] 0 ~ l'lc~r 

1-------------4..,;,l ~l ... ln_l_ffll'l_ltta_n_t-+- -No-.-.o-f _D_....,,j foJ O t.1wrdose 
E.1:perleru:e O:u,me l'v1 

~ C0ns.ta1u episodes (91 lt:S ·investigator co"siders senc,~ or a e----------- ---+-B'="_M_i .... ld-------~ signi~t hazard, 00ntraindlc:a1Son, 

Intensity (ma.ximumJ Moderate si~ effect Of prect1ution 

Sewre 

~None Did 1J'ie S,A~ .!lbate'? 

H sUidy medication •.as interrupted, 
stopped or do!:a reduced: 

No 

f&etlon Tu~ wtth Respect tr,, 
lnveatlgational Dn.1n 

0 Dose ~IJc:'.ed 

D a~Jnem:iaad 

0 Drug intemipted/ 
Was study .,-,ec$jc:ation reintrod,.u;iecf (er dose 
inc::reasedl? 0 Yes O Na 

Relatians.bip to lnvrJBtlgatlonal 
Drug 

rOS1amd 

0 Drug stopped If yea, did SAE recur1 0 ~6 0 No 

0 No, relat(kj 

0 Unfilraty 

1----~ ~e:aament 

~ Suspected (~e 
~ibility) 

OP~le 

The SAE is probably associated wi1h: 
0 Pcotccol design or procedurf!!!l 

(but nor to stud:, dn.ii) 
P/e;1se specffy _______ _ _ - ·.:.. _ _ _ 

Cotracttve Therapy O Another C:Ohdition {eg. eondltii;,o Vndet 

If 'Yes', record c:leUilk: In the ,._.._-M Yes 152! No Sf.lJdY, lntercurrant iUness) 
Concomitant M«Jicafion set:U,,n · · 1-------------........ --- --------1 Plsll.SS s,::,ea'ly __ ·,.. _ _ ________ _ 

w.na .-ubJcct withdrawn due to 
tt'liS specme SAE '? QYe& ~No 

0 Another drug 

PltmaG ~f1>'------ ____ ..,_. __ . ' ' 
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SERIO.US ADVERSE EXPERIENCE (SAE) (cont) 

Retlt'ffnt Labatatory Du 
P'6ase provide f'l!lietmlll abnormal labo~ory dattl belc:IW 

Te.at Date 

L , t , , I , I 
Day Month Yr 

I J I .1_.I I ) I 
Day Month Yr 

Value 
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Unjl9 

' ' . 

Normal .Range 

Re!'Ntks (Please p10vit:1s Q Mal ~llve d&Clipbon of t'1e SAE. a~ing axt,a PaJ;J9!J og. h06pitaJ r;;sc/largl! 
summfli'JI ;f nece6Sa.fY) 

~~1~~r:~::~1~~:~~!:~~i~~~~~~~~~:~1:~~;~;:: ~ · 
-~~,-~~e;:.~;:;·ro~;;Wouin° fr~~-~-i~~~ki~i:~~~~~: 
__ £\l~ ~~ d~ _ {e _ cfd~ 1'Y ~~ls_ - :eB;u 1 res fe\low _ tJf> __ tJ.i k-.ou I- ~ __ .. 

0 lo.lion.. No,rrioJ \r\a<'.'.u \Gf '2!l:tilll1~:or), __ __ J_~ -------- -~-----~--------------~---- -----~------- --- ---~- -
©-t~;:~!.~~~~~~r--,x~1~-~~1J:~---"--p~----

t1 appric:abla, ~ randomJ!idUon ,oc:te bfota!n at l""'88tigationlll sit9? ~ No D Yes 

Randdmis~on / Study Medication 
lnveS1!9alct'i, Signature: 
(confirming !hat lhe above data are a.coutata and compk,te) 

Date 

Plaase PRlNT Name 
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E-mail ............................................................................................................ , 
Date 07-May-2001 Pages including cover 12. 
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cc ......................................................... ................................................... 
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Dear Sir I Madam 

.laxoSmlthKllne 

SmlthKllne Beacham (Australia) 
Ply Ltd 
ABN 73 006 399 415 
SOO Frankston Roetl 
Private Mall Bag 34 
Dandenong Vic 3175 
Australia 

Tel: 613 9213 4444 
Fax 613 9706 5883 
www.gak.com 

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

Study: 252263/033 

Study Title: A randomisedj;ble-blind, c parative study to evaluate the safety, 
tolerability and effectiveness of tafeno u· and mefloquine for the prophylaxis of 
malaria in non-immune Austra ian soldiers deployed to East Timor. 

Study Drug: Tafenoquine, This Study has ~ {)~p 
Relationship to study Drug (causality): Suspected ( - ( 0 

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. 

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

rhis fax is intended for the addre-ssee(s) only and may contain fnfonnatlon which is confidential or legally privileged. 
If rocerved in error. ple~e contact the writer immediately. 



- 7 MAY 2221 

CONFIDENTIAL 

Letter to the Regulatory Authorities 

TO WHOM IT MAY CONCERN 

Dear Sirs 

Summary 

The purpose of this Safety Report is 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 III study (Study 252263/033) 
investigating the safety, tolerability and effectiveness oftafenoquine in the prophylaxis of 
malaria in non-immune Australian soldiers deployed to East Timor. 

Ophthalmological ( corneal examination, visual acuity, visual field) and lung function testing 
( diffusing capacity of carbon monoxide - D1 CO) data are presented on the first 33 soldiers 
within this subset, 26 of whom were receiving tafenoquine and 7 of whom were receiving 

mefloquine. 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 
arnphiphilic 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 suspended all tafenoquine dosing across both the 
adult and paediatric programmes. 




