








 

 

 

 

Cross Discipline Team Leader Review 

6. Clinical Microbiology 
Clinical microbiology studies were reviewed in prior submissions; no new studies were 
submitted in the current sNDA. 

7. Clinical/Statistical- Efficacy 
Refer to Clinical Review by Dr. Melisse Baylor for full details. The trial design and the 
summary of demographics is availabld under Section 5, Clinical Pharmacology. 

(b) (4) 

8. Safety 
Refer to Dr. Melisse Baylor’s review for full details. 

(b) (4)This submission included safety data up to 48 weeks in Cohorts 2  of Trial GS-US-292-
0106. Overall, The types of adverse events observed were similar to conditions or illnesses 
commonly observed during childhood and with the types of AEs observed in HIV-infected, 
treatment-experienced children and adults.  

One safety issue of GENVOYA in pediatric patients is a decrease in CD4 cell count. This was 
not observed in adults and adolescents, but noted in Cohort 2 (6 to < 12 years old patients). 
The mechanism of decreased CD4 cell counts in pediatric patients receiving GENVOYA is 
currently unknown. 

(b) (4) 
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Cross Discipline Team Leader Review 

(b) (4) 

In Study GS-US-292-0106, no pediatric subjects had CD4 cell counts less than 500 cells/μL at 
any time, and no illnesses consistent with immunosuppression were reported.  However, the 
study did not enroll subjects with low CD4 cell count at baseline and the risk of a clinically 
relevant decrease in CD4 cell count cannot be ruled out at this time for pediatric subjects that 
may have low CD4 cell counts prior to treatment. 

9. Advisory Committee Meeting 
None. 

10. Pediatrics 
Refer to Section 2 regarding the regulatory history related to pediatrics. 

11. Other Relevant Regulatory Issues 
The quality and integrate of the submission were adequate. The division did not consult the 
Office of Scientific Investigations for clinical inspection as this is a small pediatric trial with 
PK as the pivotal endpoint. 

The Office of Study Integrity and Surveillance (OSIS) determined that inspections for the 
(b) (4)bioanalytical site are not warranted at this time given that OSIS inspected the site in 

, which falls within the surveillance interval. Refer to the OSIS memo (5/21/2021 under 
NDA207561) for full details. 

12. Labeling 
The USPI has been updated to include the summary of efficacy, safety, and PK findings in 
Section 8. In addition, Section 6 has been updated using Week 48 data from Cohort 2 as 
follows. 
6. Adverse Reactions 

6.1 Clinical Trials Experience 
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Cross Discipline Team Leader Review 

Clinical Trials in Pediatric Subjects 

Table 4 Mean Change in CD4+ Count and CD4 Percentage from Baseline to Week 
48 in Virologically-Suppressed Pediatric Patients from 6 to <12 Years Who 
Switched to GENVOYA 

Baseline 

Mean Change from Baseline 
Week 2 Week 4 Week 12 Week 24 Week 32 Week 

48 
CD4+ Cell Count 
(cells/mm3) 

961 (275.5)a -117 -114 -112 -118 -62 -66 

CD4% 38 (6.4)a +0.3% -0.1% -0.8% -0.8% -1.0% -0.6% 
a. Mean (SD) 

8. Use in Specific Populations 

8.4 Pediatric Use 

A pharmacokinetic evaluation of a reduced strength GENVOYA formulation containing 90 
mg of EVG, 90 mg of COBI, 120 mg of FTC, and 6 mg TAF was performed in 27 
virologically-suppressed pediatric patients at least 2 years of age and weighing at least 14 to 
less than 25 kg (cohort 3 of Study 106). Virologic, immunologic, and safety outcomes were 
similar to those observed in cohort 2 of Study 106. No clinically meaningful differences in 
drug exposures except EVG were identified between pediatric patients in cohort 3 receiving 
the reduced strength formulation and adults receiving the GENVOYA tablet containing 150 
mg of EVG,150 mg of COBI, 200 mg of FTC, and 10 mg TAF.  The median observed EVG 
Ctrough values  in subjects in cohort 3 were significantly lower than the values correlated with 
efficacy in adults. Therefore, efficacy cannot be extrapolated from adults to pediatric patients 
weighing 14 to 25 kg. 
Safety and effectiveness of GENVOYA in pediatric patients weighing less than 25 kg have not 
been established. 

13. Postmarketing Recommendations 
None. 

14. Recommended Comments to the Applicant 
None. 
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