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Introduction Results

 |n the EDCTP2-funded UNIVERSAL project (RIA2019PD-2882) a * In total, 15 participants were included. The median age of these
paediatric fixed dose combination (FDC) product containing included subjects (6 female / 9 male) was 27.0 (IQR 21.0-31.0)
dolutegravir/emtricitabine/tenofovir alafenamide (DTG/FTC/TAF) years with a median BMI of 25.1 (IQR 21.6-26.0) kg/m?.

will be developed.

* The pharmacokinetic data on the combination of DTG dispersible DTG (n=15)
tablets (DT) and F/TAF for oral suspension (TOS) are currently o DTG + F/TAF = T AL BT L BTS)
lacking. parameter (Test C) (Reference B) (90% Cl) =5 @ s
AUC,... (h*mg/L)  40.71 (30) 40.18(27)  1.02(0.94-1.10) & <
We undertook a relative bioavailability (RBA) study in HIV-negative Cpoax (ME/L) 2.69 (22) 2.35 (24) 1.16 (1.10-1.23) L — :‘ ,,,,,,, §1 R —
. . . . . o 1- 00 . : s O 1 - 0....0.90.4.%....
volunteers to investigate a potential pharmacokinetic effect when Tmax (h) 0.75(0.5-1.0)  1.0(1.0-2.0) A s — N
paediatric DTG DT (30 mg dose) and F/TAF TOS (180/22.5 mg dose) T, () 12.97 (17) 13.38 (15) : ’
are taken together. TAF (n=13)
AUC (TAF) Cmax (TAF)
5555255555555 PK DTG + F/TAF F/TAF GLSM Ratio
) parameter (Test C) (Reference A) (90% Cl) T 3- g 3-
Material and Methods AUC,..(h*ng/L) 104.87(57)  115.75(42)  0.83(0.62-1.11) 5, S -
3 o $
. . . . Coax (ng/L) 180.14 (44) 204.95 (37) 0.81 (0.65-1.01) L F— R 2 s b N——
- - - O 1| e ®e :g 1—. .
* An open Iab.el,.smgle center, §|ngle dose, 3-period, randomized, T ih) e ERECE T § £ e,
cross-over trial in 16 HIV-negative volunteers. 0 0
T, (h) 0.35 (21) 0.33 (24)
Washout (7 days) Washout (7 days)
TFV (n=13)
16 HIV-negative AUC (TFV) Cmax (TFV)
"""""""""""""""""""" PK DTG + F/TAF F/TAF GLSM Ratio
parameter (Test C) (Reference A) (90% Cl) T 37 T 3
AUC, ... (h*ng/L)  89.19 (54) 98.04 (32) 0.84 (0.70-1.01) %’ , § ,
Cmax (ng/L) 180.14 (44) 204.95 (37) 1.06 (0.92_1.23) é ......................... é ....... ; .:.:....; .......
] EERRt & & TR RIRTRrr g L TR R IR S
Tmax (h) 08 (03_09) 08 (06_10) E ......................... &5 ..........................
* S+ Ty (h) 32.44 (36) 36.73 (33) 0 0
+ = 2 -1 0 1 2 3 4 5 66 7 8 9% 10 11 12 13 14 15 16 17
| t ! — —— FTC (n=13)
Screening Randomizaon PK sample PK sample PK sample PK DTG + F/TAF F/TAF GLSM Ratio e ot
HSESUEHFE drawin% period drawmg penod drawm% period parameter (Test C) (Reference A) (90% ClI) T 3- Z 3
AUC, .. (h*mg/L)  7.52(15) 7.80 (20) 0.97 (0.92-1.02) & ) § N
o Reference A: Single dose of 3 X 60/7.5 mg (180/22.5 mg) F/TAF C._ (mg/L) 1.49 (20) 1.44(25)  1.05(0.94-1.17) & | S 3 .
TOS. Trax () 0.8(0.5-1.0)  0.8(0.8-1.5) g e seede g taliin
o Reference B: Single dose of 6 X5 mg (30 mg) DTG DT. T, (h) 7.41 (22) 8.14 (34) 0 0
o Test C: Single dose of 180/22.5 mg F/TAF TOS plus 30 mg DTG
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* Randomized treatment sequences: ABC; ACB; BCA; BAC; CAB; Discussion and Conclusion

CBA.  We observed no relevant pharmacokinetic interaction for DTG in
this study, however individual ratios for C__ showed a trend
 Blood samples were collected at time = 0, 0.17, 0.33, 0.5, 0.75, above 1. There might be a small increase in the absorption of
1.0, 1.5, 2,25, 3,4,6, 8, 10, 12, 24 and 48 hours post-dose. DTG when combined with FTC/TAF TOS.
* Pharmacokinetic parameters were determined using a non-  For TAF the GLSM ratio was outside the pre-defined criteria, but
compartmental analysis in Phoenix/WinNonlin version 8.4. with half of the individual ratios above and half below 1, we
don’t see a trend. Moreover, we rely on TFV exposure over TAF
* We applied the statistical method used in bioequivalence studies because of TAF being a pro-drug and no relevant interaction was
(ANOVA on log-transformed PK parameters with fixed effects: found for TFV.
treatment, period, sequence and subject within sequence) to
investigate the presence of a relevant pharmacokinetic  We found no relevant pharmacokinetic interaction for FTC.

interaction between two treatments. o . .
These data will inform on the dose ratio and dose selection for

* Pre-defined criteria: if after a single dose the 90% Cls of the
GLSM ratios (Test/Reference) of AUC and C . of each compound
iIs within 0.70 and 1.43, there is no clinically relevant UNIVERSAL project.
pharmacokinetic interaction.

a paediatric DTG/FTC/TAF FDC to be developed in the
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