








=7 MAY 2201
CONFIDENTIAL

Letter to the Regulatory Authorities
TO WHOM IT MAY CONCERN

Dear Sirs

Snmmary

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 I1I Tafenoquine clinical study.

These data are from a subset of subjects (n = 33/99) in a Phase III study (Study 252263/033)
nvestigating the safety, tolerability and effectiveness of tafenoquine 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 — DLCO) 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 of 26 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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Letter to the Regulatory Authorities
TO WHOM IT MAY CONCERN

Dear Sirs
Sommary

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 Il Tafenoquine clinical study.

These data are from a subset of subjects (n = 33/99) in a Phase TII study (Study 252263/033)
investigating the safety, tolerahility and effectiveness of tafenoquine in the prophylaxis of
malaria in non-immune Australian soldjers deployed to East Timor.

Ophthalmological (corneal examination, visual acuity, visual field) and lung function testing
(diffusing capacity of carbon monoxide — Dy 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 of 26 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.





