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l. ASSESSMENT

Introduction 2

This report covers the following post-authorisation commitments undertaken by the MAH:

Fulfilment of the CHMP’s request to provide all existing data/information on the paediatric Ilsted
in a previous submission made under article 450f the Regulation 1901/2006, as amended' rning the
study MK-0831, Protocol 908: paediatric Expanded Access Program — Oral Solution. &

Assessment O

Study 908 (A Noncomparative, Open, Multisite study to Monitor the Safety an@\J oJérability of Efavirenz
Oral Solution Given in Combination Antiretroviral Therapy (ART) in ART-pal¥g or - experienced HIV-1
Infected Patients Age 3 to 16 Years Who Have Failed Therapy or Are Int to Their Current ART
Regimen.) was a noncomparative, open, multisite study to monitor the sa%nd tolerability of efavirenz
oral solution given in combination antiretroviral therapy (ART) in ARfT-naive or -experienced HIV-1
infected patients age 3 to 16 years who have failed therapy or are i%}ant to their current ART regimen.

The primary objectives were to monitor the safety and %ty of efavirenz oral solution in

combination ART for the treatment of HIV-1 infectionsi T-naive or -experienced patients

aged 3 to \

16 years and weighing at least 10 kg. (22 Ib.) who failed or are intolerant to their current ART
regimen, have plasma HIV-1 RNA>400 copies/ are able to take liquid medications but have
difficulty swallowing capsules. &

This Pediatric Expanded Access Program ’6@1 Solution (PEAP-OS) was anticipated to end when
efavirenz oral solution would be approve@ reimbursed in participating countries (unless terminated
prematurely). Q

Approximately 150 HIV-1 seroposi diatric patients were to be enrolled in this PEAP-OS. Patients in
this study must be between the age and 16 years and weighing at least 10 kg (22 Ib.). The patients
may be ART-naive or experlenQPatlents must have HIV-1 RNA >400 copies/mL within 30 days of
enrollment. Females of childb€arifig potential must have a negative serum pregnancy test 30 days prior to

enrollment and negative uri gnancy test prior to entry on Day 1. Efavirenz oral solution with
concentration of 30 mg/mL Will be dosed once daily according to weight (see table below).

Physical examinatiofis/(including vital signs and body weight) were to be performed at prestudy (within
30 days prior to tr t) and at every clinic visit after study entry. Laboratory tests for
inclusion/exclysiomgriteria are required to be done at prestudy. Safety laboratory tests of blood and urine
are recommer@\o be done at every clinic visit after study entry. Routine clinic visits will be scheduled
at Week 2° at two month intervals after entry into the study for the first 6 months and at every 3
months fi rest of the duration of the study period to evaluate the status of the patient, drug compliance
and to serious and study-specific reportable adverse experiences (see Section 1.G.1.). A serum
pr test will be performed for females of childbearing potential within 30 days prior to entry into

y. Urine pregnancy tests will be performed on entry (Day 1) and at every clinic visit to rule out
p ancy. Patients who become pregnant must discontinue therapy with efavirenz. Additional physical
examinations, laboratory tests, and other procedures (e.g., ECG, chest X ray, ophthalmologic examination)
will be performed when clinically indicated as determined by the treating physician for the duration of the
study.

The study was terminated early and only 5 patients entered the study. Five patients, 3 in Colombia and 2
in Portugal, participated in this study. The characteristics of these patients are listed in Table 1.
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Table 1: Panent Demographics

Country | AN Gender | Age | Race Study Duration | Height | Weight

¥r) (Days) {cm} (keg)
Colombia | 1 Boy 3 Hispanic [ 147 22 21.5
Colombra | 2 Boy 11 Hispame | 127 129 243 b
Colombia | 3 Gl 4 Hispamc | 98 102 16.5
Pormgal | 3001 Girl 3 White 531 03 16.7 @
Portugal | 3003 Boy 3 White 4 113 19.8

.&\

Four patients continued in the study till completion or trial termination at investigatiite. One patient

(AN 3003) discontinued due to a clinical AE (parotitis). Q

Safety results K’

Patient safety was assessed by the collection of serious and study-specific e events. Serious and
study-specific adverse events were reported for 3 patients in the study. A e adverse events are listed

event was not serious and no action was taken with respect to the st rug. One patient had a serious
adverse event of parotitis. The patient was hospitalized and discon from study drug. The adverse
event was definitely not drug-related following the investigator% ment.

Qﬂt?

in Table 2. One patient (AN 2) had a probably drug-related adverse evEnt of'exanthem. This adverse

Table 2: Listing of A
a
AN EBady system Adverse Event N ve | Duration Serious | Action Talen with Cansality
Diay respect to Study Drog
2 Infections and infestanions Ortitis mediz MOS5 1 5 Days Mo no action with PRx dafnot
PRespiratory, thoracic and medizstmal disorders | Fales QL 3 Days Ma no action with PRx def not
Investganons (Laboratory Adverse Event) AST increazs 15 1 Days Ma oo action with PRx def not
Investizatons (Laboratory Adverse Event) ALT mcreas 15 1 Diays Mo no action with PRx def not
Zkin and subontanecus tssne disorders Fazsh MNO% 1 4.1 Months Mo oo action with PRx daf not
5kin and subontaneous tssne disorders Rash ulo-papular 13 7 Diays Mo no action with PRx def not
Infections and infestations COral %:5 15 7 Days Mo no action with PRx dafnot
Skin and suboutanecus tssue disorders Exg 13 Contimung Ko no aciion with PRx prob
3001 | Gaswomrestinzl disorders Sto EE 4 Days Mo no action with PRx prob not
Gastromrestingl disorders hdea HOS 45 17 Diavs Ko no action with PRx prob not
3003 Infections and infestarions Dzaroitiz 2 11 Days Tes discontinued PRx daf not
T Mumber of days since start of smdy at the onset of:ﬁ event.
DR Primary stady drug: def: definitely; prob: probatily; 195 Mot Otherwise Specified

Ov
1. RAPPO’Rﬂ:E%R’S OVERALL CONCLUSION AND FURTHER
ACTIGR)IF REQUIRED
The study was ] turely terminated, and all the available data concerning the 5 enrolled subjects was
submitted I@sment. These data does not indicate any new reason for concern regarding this
e

formulatie product. Of note, one of the subjects presented with stomatitis, which may be consistent
with the tial for irritation of the oral mucosa which has been described for this formulation.

<

0] Il Conclusion:

Xl PAC fulfilled (all commitments fulfilled) - No further action required
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