
Methods

� Thiswasadouble-blind,adaptive,sequential-cohort,placebo-controlled
studyofBICmonotherapyinHIV-1–infectedpatients(NCT02275065)

� PatientswithchronicHIV-1infection,HIV-1RNA≥10,000–≤400,000
copies/mL,andCD4cellcount>200/µL,whowereARVnaïveor
previouslytreated,INSTInaïve,andoffofanyARVtreatmentfor
≥12weekswereeligibletoscreen
–Patientswererequiredtohavenogenotypicorphenotypicresistance
toanyINSTIatscreening

� InPart1, 10patientswererandomized1:1toCohort1(BIC25mg)or
Cohort2(BIC100mg)
–Withineachcohort,patientswereassignedina4:1ratiotoreceiveactive
BICormatchingPBO

� FollowingreviewofdatafromPart1,10patientswererandomized1:1
toCohort3(BIC5mg)orCohort4(BIC50mg)
–Withineachcohort,patientswereagainrandomized4:1to
receiveactiveBICormatchingPBO

� Screening,baseline,andDay11samplesforeachpatientweretestedfor
genotypicandphenotypicresistancetoreversetranscriptase,protease,
andintegrase(MonogramBiosciences,SouthSanFrancisco,CA)

� Allpatientsreceivedstudymedicationinafastedstatefor10daysand
weremonitoredforsafetyforanadditional7days

� VirologicresponseswerecomparedbetweeneachBICtreatmentgroup
andthepooledplacebogroupusingthettestata2-sided0.05
significancelevelbasedonananalysisofvariancemodel

� BICPKparameterswerelistedandsummarizedbytreatmentgroup
� Safetydata,includingadverseevents(AEs),laboratorydata,andvital
signs,weresummarizedbytreatment
–AEswerecodedusingMedDRAVersion17.1

Safety Summary
� TherewerenoseriousAE'sorAE'sleadingtostudydrugdiscontinuation
� Headache(1eachin5-,25-,and100-mggroups)anddiarrhea(1eachin
5-and100-mggroups)weretheonlyAEsreportedin>1patientonBIC

� MostlaboratoryabnormalitieswereGrade1.Only2patientshada
Grade2abnormality:
–1patientonPBOhadGrade2amylaseonDay10
–1patientintheBIC5-mgarmhadGrade2aspartateaminotransferase
andcreatinephosphokinaseabnormalitiesonDay17attributedtocrystal
methamphetamineuse

Introduction
� Integrasestrandtransferinhibitors(INSTIs)area
recommendedclassofantiretrovirals(ARVs)for
treatmentofHIV-1intreatmentguidelines1,2

� ThreeINSTIsarecurrentlyapproved:raltegravir
(RAL), elvitegravir(EVG),anddolutegravir(DTG)
–RALrequirestwice-dailyadministration,andEVG
requirespharmaco-enhancementforonce-daily
dosing,whichcreatesmorepotentialdrug-drug
interactions

–RALandEVGhaveoverlappingresistanceprofiles
–DTGisanunboostedINSTIthatcanbeadministered
oncedaily

–WhileDTGretainsactivityagainstmostRAL-and
EVG-resistantvariants,itmustbedosedtwice
dailyinpatientswithknownorsuspectedINSTI
resistance,orwhencoadministeredwithcytochrome
P450oruridinediphosphateglucuronosyltransferase
inducers

� Bictegravir(BIC;GS-9883)isanovel,potent,
once-daily,unboostedINSTIwithinvitroactivity
againstmostINSTIresistantvariants

� BICiscurrentlyinclinicaldevelopmentincombination
withtenofoviralafenamideandemtricitabineasa
single-tabletregimenforthetreatmentofHIV-1
infection3-6

Objectives
� Toevaluatetheshort-termantiviralpotencyofBIC
comparedwithplacebo(PBO)oncedailyfor10days
atdosesrangingfrom5to100mginHIV-infected
adults

� Tocharacterizethepharmacokinetics(PK)ofBIC
followingmultipledailydosesinHIV-1-infected
patients

� Tocharacterizethedose-responserelationship
betweenBICexposureandviraldynamicsofHIV-1

� ToassessforemergenceofINSTIresistance
mutationsduring10daysofBICmonotherapy

� ToinvestigatethesafetyandtolerabilityofBICat
dosesof5–100mgcomparedwithPBO
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� BIC10daymonotherapyledtorapiddeclinesinHIV-1RNA
frombaselinethatweresustainedthroughthetreatment
periodwithnoviralbreakthrough

� HIV-1RNAdecreasesdemonstratedadose-responseeffect,
andviralreboundafterthetreatmentperiodwasdelayed
toDay14inthe50-mgdosegroupandtoDay17inthe
100-mggroup

� 3patients(1in50mgarm,2in100mgarm)hadHIV-1RNA
<50copies/mLbyendofstudy

� NoprimaryINSTIresistancemutationswereselected
following10daysofmonotherapy

� BICwaswell-toleratedatalldoselevels through10days
ofdosing

� BICplasmaexposurewaslinearanddoseproportionalat
dosesupto100mg

Conclusions
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Mean Change (95% confidence interval) in HIV-1RNA 

BIC
 5 mg 25 mg 50 mg 100 mg
PK Parameter n=4 n=4 n=4 n=4

Mean AUCt, h∙ng/mL (%CV) 9983 (26.7) 48 950 (40.0) 87 538 (32.7) 178 902 (17.8)

Mean Ct, ng/mL (%CV) 225.3 (37.5) 1052.3 (54.1) 2053.0 (47.6) 4520.0 (21.9)

Median t½, h (Q1, Q3) 20.8 (17.2, 23.8) 15.9 (14.1, 19.4) 17.8 (15.5, 20.5) 20.9 (17.9, 24.5)

Median paIQ 95 (range)* 1.3 (0.9–2.1) 4.9 (4.4–11.7) 13.4 (5.3–18.6) 25.9 (23.0–36.9)

Summary of Bictegravir Multiple-Dose PK Parameters

*Protein-adjusted95%inhibitoryquotient(paIQ95)basedonobservedsteady-stateconcentrationatendofdosinginterval(C�)andinvitroprotein-adjusted95%inhibitoryconcentrationforwild-typeHIV-1
(162ng/mL).AUC�,areaunderplasmaconcentration–timecurvefordosinginterval;%CV,coefficientofvariation;Q,quartile;t1/2,half-life.

BIC
 5 mg 25 mg 50 mg 100 mg PBO
Characteristic n=4 n=4 n=4 n=4 n=4
Mean age, y (range) 29 (25–34) 44 (29–59) 34 (19-44) 36 (26–48) 24 (21, 28)
Male, n 4 4 3 4 4
Race, n
   White 4 2 3 3 1
   Black 0 1 1 1 3
Mean BMI, kg/m2 (SD) 27.5 (5.35) 26.9 (2.23) 22.5 (3.64) 27.4 (3.84) 22.7 (2.45)
Mean HIV-1 RNA, log10 copies/mL (SD) 3.8 (1.02) 4.6 (0.50) 4.4 (0.46) 4.7 (1.04) 4.5 (0.41)
Mean CD4 count, /µL (SD) 520 (138) 329 (98) 445 (124) 410 (215) 507 (113)
ARV status, n     
   ARV naive 3 3 4 2 4
   ARV experienced 1 1 0 2 0

Baseline Characteristics

SD,standarddeviation.
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Review unblinded data to determine
doses administered in Part 2

Study Design

BIC
PBO
n=4

BIC
 5 mg 25 mg 50 mg 100 mg PBO
  n=3* n=4 n=4 n=4 n=4
Mean DAVG11, log10 copies/mL (SD) -0.92 (0.10) -1.33 (0.17) -1.37 (0.31) -1.61 (0.26) -0.01 (0.14)
Pairwise p-value† vs:     
     PBO <0.001 <0.001 <0.001 <0.001 
     BIC 100 mg <0.001 0.10 0.15  
Mean Δ HIV-1 RNA Day 11 from  
baseline, log10 copies/mL (SD) -1.45 (0.10) -2.08 (0.21) -2.06 (0.35) -2.43 (0.39) 0.08 (0.30)

Pairwise p-value† vs:     
     PBO <0.001 <0.001 <0.001 <0.001 
     BIC 100 mg <0.001 0.11 0.09  
Mean max reduction from baseline 
HIV-1 RNA, log10 copies/mL (SD) -1.52 (0.08) -2.18 (0.24) -2.31 (0.19) -2.91 (0.53) -0.12 (0.18)

Pairwise p-value† vs:     
     PBO <0.001 <0.001 <0.001 <0.001 
     BIC 100 mg <0.001 0.004 0.01  
Patients ever achieving HIV-1 RNA 
<50 copies/mL by end of study, n (%) 0 0 1 (25) 2 (50) 0 

Virologic Responses to Bictegravir

*1patientwasexcludedfromvirologicassessmentsasHIV-1RNAonDay1was173copies/mL;†2-sidedttest.DAVG11,time-weightedaveragechangefrombaselinetostudyDay11.

Results




