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To ADRAC ............... , ..... , .................................... ., •............................................ 
Company ....................................................................................................... , 
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Dear Sir/ Madam 

.laxoSmithKline 

SmlthKllno Baacham (Australia) 
Pfy Ltd 
ABN 73 006 399 415 
300 Frankston Road 
Private Mall Bag 34 
Dandenong Vic 3175 
Australla 

Tel: 613 9213 4444 
Fax 613 9706 5863 
www.gsk.com 

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

Study: 252263/033 

Study Title: A randomised, double-blind, comparative study to evaluate the safety, 
tolerability and effectiveness of tafenoquine and mefloquine for the prophylaxis of 
malaria in non-immune Australian soldiers deployed to East Timor. 

Study Drug: Tafenoquine, This Stupy has been 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 follow as an attachment is a summary of the Safety Report as background 
information. 

~e any enquir~is case, please do not hesitate to contact me on 
alllllllllordirectlycn--

This fax is intended for the addressee(s) only and may contain Jnfonnation 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-umma:ry 

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

Invstigators of preliminary safe,jy findings related to the monitoring for the effects of 

phospholipidosis in a Phase~ study. 

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

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

Ophtha!mological (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 me:floquine 
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 Appendi.."'{ 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. 




