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® Cabotegravir (CAB), an HIV integrase inhibitor primarily metabolized Parameter by genetically predicted UGT1A1 o ® Genetically predicted UGT1AL1 activity was statistically associated with
by UGT1A1, is in development as an oral tablet and long-acting (LA) Analysis activity status, mean (min, max) By visit CAB LA C,, AUC,,, and C,,,, (P<0.05) at Weeks 32 and 48
intramuscular (IM) injection for the treatment and prevention of HIV infection. _ Study population, Fold , . . , . ,
. . X Parameter Covariate week N Pvalue Normal Reduced Low  changeP @ Nongenetic covariates of age, weight, dosing regimen, body mass index, and
CAB LA has a prolonged absorption phase, typical of flip-flop C ool Dos = o4 00123 o — >3 oo - . £ th g . iah nificantl
harmacokinetics (PK), which yields prolonged drug exposure compared v reoisn|1r:egn ' " . . ' % sex were consujered. O them, dosing regimen and weig twerg significantly
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® Genetic ve:riatlon in UGT1A1 affects enzymatic activity, impacting drug ' e 210 5 ' T significant after accounting for UGT1A1 predicted activity status with the
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mean C,, AUC, and C,,,, respectively, in healthy and HIV-infected subjects Weight (1020, 6392) (609, 11313) (978, 11092) § H . OW Versus hormal genetically predicte activity (Table)
with low versus normal genetically predicted UGT1A1 activity. These 48 212  0.0162 n=81 n=99 n=32 1.16 3 ® The impact of UGT1A1 genotypes on CAB LA PK parameters was smaller
increases are not considered clinically relevant® 2696 2762 3133 coo- than that observed for oral CAB dosing (Figure 3), which may indicate that
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@ The present analysis assessed the impact of UGT1A1 genotypes on CAB — S ——— ( 25 ) ( % ) ( 0.5 ) — < . . the LA sustained drug delivery can mask/blunt the impact of the poor
PK in HIV-infected subjects receiving oral and LA IM CAB in the LATTE-2 ug/mL 368 3.09 4.49 . : ! enzymatic activity
study (Figure 1) (0.91, 9.66) (1.08, 21.4) (1.10, 11.7) Day 1 Week 32 Week 48
« DNA from 215 HIV-infected subjects with PGx consent who received CAB LA 48 212 00047  n=81 n=99 n=32 118 (oral rough) (LA rough) (LA trough)
- . 3.53 3.78 4.16 i
Z\ge_lr-ylii/veelfs (Q4Y(\;) fzrse\izrg/ 8 V\(/je:(?s (Q8W) in I(;ATT:E 2 Yvas gbgnotypgdh (L56, 8.08) (103, 10.5) (166, 11.5) I Normal [ Reduced [ Low Conclusions
¢ Al variants (*6, *28, *36, and *37) were used to classify subjects wit — - . : : ® UGT1A1 reduced-function polymorphisms modestly increased
genetlcally predlcted low (n—33), reduced (n—lOO), or normal (n—82) UGT1Al AUC,,, area under the concentration-time curve from 0 h to last quantifiable measurement; C,, concentration at the end CAB, cabotegravir; LA, long acting. . . . .
enzyme activity of dosing interval; C,,,,, maximum observed plasma concentration. 2Definition for genetically predicted UGT1A1 activity: CAB PK param eters in HIV-infected patlents who received
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CAB LA PK parameters at Weeks 32 and 48 Figure 2. Mean (95% CI) CAB LA Concentration-Time Profile by Treatment and UGT1A1 Predicted Activity Status ® The approximate 1.2-fold difference in mean PK parameter

values between patients with low versus normal predicted
UGT1A1 activity was lower than that observed with oral CAB
and is not considered to have a clinically relevant impact

¢« The effect of UGT1A1 genotypes on CAB LA PK will be also be evaluated in
a population PK model following completion of phase Il studies
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CAB, cabotegravir; Cl, confidence interval; LA, long acting; Q4W, every 4 weeks; Q8W, every 8 weeks.
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