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RPV BackgroundRPV Background

Rilpivirine (RPV) is a new NNRTI with the following attributes:Rilpivirine (RPV) is a new NNRTI with the following attributes:
• Anti-HIV-1 activity, EC50=0.3ng/mL1

• No teratogenicity in preclinical studies2No teratogenicity in preclinical studies
• Half-life of ~ 45 hours3

• Food increases RPV’s bioavailability by approximately 60%y y pp y
– RPV should be taken with a meal4

• No significant drug interaction with TDF5 or FTC6

• >99.7% protein-bound in vitro7

• Metabolised primarily via the CYP3A pathway8

1. Azijn H, et al. AAC 2010;54:718–27 5. Hoetelmans R, et al. IAS 2005. Rio de Janeiro, Brazil. #WePe3.3C15
2. Desmidt M, et al. EACS 2009. Cologne, Germany. #PE7.1/4 6. Mathias A, et al. IAC 2010. Vienna, Italy. #LBPE17 
3. Eviplera® (emtricitabine/rilpivirine/tenofovir disoproxil fumarate). 7. Janssen PA, et al. J Med Chem 2005;48:1901–9

Summary of Proeuct Characteristics. November  2011 8. Lachau-Durand S, et al. EACS 2009. Cologne, Germany. #PE7.1/3
4. Crauwels H, et al. IWCPHT 2008. New Orleans, LA. #P32



Effect of Food Type on 
Mean RPV PK Profile
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Taking RPV with food increases RPV exposure by 57% compared to fasting.

Crauwels HM, et al. IWCPHT 2008. New Orleans, LA. #P32

g p y p g
RPV AUC was similar when administered after a high-fat or standard breakfast.



GS-264-112: Food Effect Study 
Effect of food on the PK of RPV/FTC/TDF STR

Single dose, cross-over study design evaluating food effect (light and standard) meals

Effect of food on the PK of RPV/FTC/TDF-STR

RPV Concentration –Time Curve

RPV PK 
Parameter

Light Meal
F ti

Standard Meal
F ti

Light Meal
St d d M l

Food Effect on RPV AUC and Cmax [GMR (90%CI)]

Parameter vs. Fasting vs. Fasting vs. Standard Meal

AUCinf 109 (92.2, 129) 116 (98.6, 137) 93.8 (79.2, 111)

Cmax 134 (111, 163) 126 (105, 153) 106 (87.6, 129)

• Relative to fasting conditions, RPV and TFV exposures 
were modestly higher following light meal or standard meal 

• RPV exposures were narrowly outside the lack of effect 
bounds (80-125%) at 79.2% for the light meal versus 
standard meal comparison

It is recommended that the RPV/FTC/TDF STR be administered with food.

Effect of food on RPV exposure is smaller for the RPV/FTC/TDF -STR vs. RPV p
single agent (fasting vs. fed: ↓ 12-16% vs. ↓ 43%)

Ramanathan, et al. HIV-11 2012; Glasgow. P068
AUC: area under concentration-time curve; Cmax: maximum concentration; GMR: geometric mean ratio



Rilpivirine & Methadone Drug Interaction:
N I iti l D Adj t t N d dNo Initial Dosage Adjustment Needed

Open label single sequence drug drug interaction trial of RPV 25mg qd• Open-label, single-sequence, drug-drug interaction trial of RPV 25mg qd 
and methadone (individualized stable doses) 60-100mg qd 
• 13 healthy subjects, Male 100%, White 77%, Asian 15%, Black 8%

• PK parameters in presence and absence of RPV LSM ratio (90%CI)• PK parameters in presence and absence of RPV – LSM ratio (90%CI) 

Parameter
C C AUC

LSM (90% CI)
Cmin Cmax AUC24h

R-methadone 0.78 (0.67-0.91) 0.86 (0.78-0.95) 0.84 (0.74-0.95)

• During co-administration with RPV, no clinically relevant changes in the 
pharmacodynamic assessments of methadone withdrawal signs and symptoms 

S-methadone 0.79 (0.67-0.92) 0.87 (0.78-0.97) 0.84 (0.74-0.96)

were observed
• No adjustment of the methadone dosage is required when initiating co-

administration with RPV 25 mg QD

Crauwels HM, et al. IAC 2010; Vienna. WEPE0089

– However, clinical monitoring for methadone withdrawal symptoms is recommended 
as methadone maintenance therapy may need to be adjusted in some patients



Rilpivirina - TelaprevirRilpivirina Telaprevir

Concentración de RPV con y sin TPV Concentración de TPV con y sin RPVConcentración de RPV con y sin TPV Concentración de TPV con y sin RPV

AUC ↑ 78% AUC ↓ 5%

El incremento de exposición a RPV no se considera clínicamente 
relevante por lo que NO se considera ajuste de dosis cuando se co

AUC ↑ 78%
Cmax ↑ 49%

AUC ↓ 5%
Cmax ↓ 3%

relevante por lo que NO se considera ajuste de dosis cuando se co-
administra con telaprevir 

Kakuda T et al. 13th International HIV Clinical Pharmacology Workshop. Barcelona, Spain, 2012. Oral 18



Drug Interaction: RPV and Boceprevir
No Dosage Adjustment Needed

• Healthy volunteers PK study of 20 subjects assessed changes in 
exposure to both RPV and BOC when co administered for 11 days

Parameter Boceprevir RilpivirineParameter Boceprevir Rilpivirine

Cmin, ng/mL ↑ 4% ↑ 51%

Cmax ng/mL ↓ 2% ↑ 15%Cmax, ng/mL ↓ 2% ↑ 15%

AUC, ng.hr/mL ↓ 6% ↑ 39%

• RPV exposure was increased by BOC but no effect of RPV on BOC PK
• Finding consistent with CYP3A inhibition by BOC inhibiting RPV 

metabolism

• Increase in RPV exposure not clinically significant and NO dose 
adjustment recommendedj

Rhee EG, et al. CROI 2013; Atlanta, GA. #537



Interacciones medicamentosas: Rilpivirina y 
OmeprazolOmeprazol

RPV interacciona con los IBP
H2-antagonistas se pueden utilizar si se toman 12 horas antes o 4 horas

Crauwels HM, 9th International Congress on Drug Therapy in HIV Infection, Glasgow, November 2008.

H2-antagonistas se pueden utilizar si se toman 12 horas antes o 4 horas
después de TMC278
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Estudios ECHO & THRIVE: Diseño
Análisis primario: 48 semanas

96 semanas 
Análisis final

ECHO (TMC278‐C209)

N=690

TMC278 25mg qd + TDF/FTC + EFV pbo qd (N=346)

EFV 600mg qd + TDF/FTC + TMC278 pbo qd (N=344)

ECHO (TMC278 C209)

1:1
g q / p q ( )

THRIVE (TMC278‐C215)
AN: TDF/FTC en todos los casos

N=678
TMC278 25mg qd +  2 N(t)RTIsa + EFV pbo qd (N=340)

EFV 600mg qd + 2 N(t)RTIsa + TMC278 pbo qd (N=338)

1:1

• Objetivo primario: demostrar la no-inferioridad (margen 12%) de RPV vs EFV por
t i ló i fi d (CV<50 i / l ITT TLOVR) l 48

AN: A elección del investigador: TDF/FTC (60%); AZT/3TC (30%); ABC/3TC (10%)20

respuesta virológica confirmada (CV<50 copias/ml, ITT-TLOVR) a las 48 semanas. 
Análisis conjunto planeado a priori.

• Criterios de inclusión: naïve, CV≥5000 copias/ml; sin RAMs a NN, sensibilidad a los 
ITIANITIAN.

20. Orkin C, Cohen C, Molina JM, et al. Pooled week 96 efficacy, resistance and safety results from the double-blind, randomised, phase III trials comparing
rilpivirine (RPV, TMC278) versus efavirenz (EFV) in treatment-naïve, HIV-1-infected adults. 18th BHIVA, 2012. Poster P184. 18.Cohen C, Andrade-Villanueva
J, Clotet B, et al. Rilpivirine versus efavirenz with two background nucleoside or nucleotide reverse transcriptase inhibitors in treatment-naïve adults infected
with HIV-1 (THRIVE): a phase 3, randomised, non-inferiority trail. The Lancet 2011;378:229-337.



Análisis conjunto ECHO & THRIVE:
Características basalesCaracterísticas basales 



Análisis conjunto ECHO & THRIVE: 
CV<50 copias/mL a las 48 semanas (ITT TLOVR)CV<50 copias/mL a las 48 semanas (ITT-TLOVR) 
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100(a) EFV (N=682)
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Análisis conjunto de los ECHO&THRIVE: 
C bi l t d CD4 b l
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Análisis conjunto ECHO & THRIVE: j
CV <50 copias/mL a la semana 96 (ITT-TLOVR)

Se observaron
tasas de 

respuestarespuesta
similares

(78%) tanto para
RPV como EFVRPV como EFV

1 Cohen C, et al. XVIIIth IAC 2010; Abstract THLBB206 
2 Cohen C, et al. 6th International AIDS Society Conference on HIV Pathogenesis, Treatment and Prevention, Italy,  2011. Poster TULBPE032



ECHO & THRIVE: Diferencia en las tasas de 
t l 96 (ITT TLOVR)respuesta a las 96 semanas (ITT-TLOVR)

Favorece a EFV Favorece a RPV

*
-9.4 -3.2 3.1

ECHO

THRIVE

*p=0,0055

*p<0 0001
-3.6 2.4 8.4

THRIVE

Análisis conjunto

p<0,0001

*p<0,0001
-4.6 -0.4 3.8

-12 -10 -8 -6 -4 -2 0 2 4 6 8 10 12
Difference (95% CI) in response rates (RPV–EFV)†

*Valor p para la no‐inferioridad con un margen del 12%; †Estimación por regresión logística ajustada por los 
factores de estratificación

RPV mostró tasas similares de respuesta a EFV a las 96 semanas
22. Orkin C, Cohen C, Molina JM, et al. Pooled Week 96 efficacy, resistance and safety results from the double-blind, randomised, Phase III trials 
comparing rilpivirine (RPV, TMC278) versus efavirenz (EFV) in treatment-naïve, HIV-1-infected adults. 18th BHIVA. Poster P184.



ECHO & THRIVE: 
Eficacia en pacientes adultos naïve conEficacia en pacientes adultos naïve con 

CV≤100.000 copias/ml

RPV 4%
EFV 3%EFV 3%

La tasa de FV fue baja y similar en ambos brazos en el 
análisis conjunto  con CV≤100.000 copias/ml a las 48 

semanas28

26. Molina JM, Clumeck N, Orkin C, et al. Rilpivirine efficacy, virology and safety in antiretroviral treatment-naïve patients with baseline viral load≤100.000 HIV-1 RNA
copies/ml: ECHO and THRIVE 96-week pooled dataset. 11th CROI 2012. Poster P270. 28. Cohen C, Molina JM, Jayaweera D, et al. Relationship between combination of
baseline viral load and CD4 cell count, and Week 48 or 96 responses to rilpivirine (RPV) or efavirenz (EFV) in treatment-naïve HIV-1-infected adults: pooled analysis from
the Phase III ECHO and THRIVE trials. 19th CROI, Seattle, WA, USA, March 5–8 2012. Poster nº 626

semanas28



ECHO & THRIVE:
CV<50 copias/mL según AN acompañantesCV<50 copias/mL según AN acompañantes

(ITT-TLOVR) 

La respuesta fue similar para todos los AN acompañantes

24.Cohen C, Molina JM, Cahn P. et al. Pooled week 48 efficacy and safety results from ECHO and THRIVE, two double-blind, randomized, phase III trials
comparing TMC278 versus efavirenz in treatment-naïve, HIV-1-infected Patients. ACTHIV Denver 2011. Poster TPOI-3.



ECHO & THRIVE: 
Efi i ú l dh i (ITT TLOVR)Eficacia según la adherencia (ITT-TLOVR)

Las mala adherencia se tradujo en menor eficaciaLas mala adherencia se tradujo en menor eficacia 
para ambos brazos

24.Cohen C, Molina JM, Cahn P. et al. Pooled week 48 efficacy and safety results from ECHO and THRIVE, two double-blind, randomized, phase III trials
comparing TMC278 versus efavirenz in treatment-naïve, HIV-1-infected Patients. ACTHIV Denver 2011. Poster TPOI-3.



ResistenciasResistencias
• Se han descrito 15 mutaciones que reducen la sensiblidad 

de Rilpivirina30:

• La mutación K103N por sí sola, no compromete la eficacia 
de Rilpivirina32

30. Rimsky L, Vingerhoets J, Van Eygen V, et al. Genotypic and phenotypic characterization of HIV-1 isolates obtained from patients on rilpivirine therapy
experiencing virologic failure in the phase 3 ECHO and THRIVE studies: 48-week analysis. JAIDS 2012;59(1):39-46.31. Johnson VA, Calvez V, Günthard
HF, et al. 2011 Update of the drug resistance mutations in HIV-1. Topics in Antiviral Medicine 2011;19(4):156-64. 32. Fernández-Montero J, Vispo E, Anta
L, et al. Rilpivirine: a next-generation non-nucleoside analogue for the treatment of HIV infection. Expert Opinion Pharmacother 2012;13(7):1007-1014.
Para mayor información sobre resistencias, consulte la ficha técnica de rilpivirina.



Resistencias

A la semana 48 hubo un 10% de pacientes con 
FV del brazo de RPV y un 6% del brazo de EFV

30. Rimsky L, Vingerhoets J, Van Eygen V, et al. Genotypic and phenotypic characterization of HIV-1 isolates obtained from patients on rilpivirine therapy
experiencing virologic failure in the phase 3 ECHO and THRIVE studies: 48-week analysis. JAIDS 2012;59(1):39-46

y



FV y Resistencias
En pacientes con CV≤100 000 copias/mlEn pacientes con CV≤100.000 copias/ml

• En pacientes con CV≤100.000 copias/ml, la tasa de FV fue 
similar (5%) en ambos brazossimilar (5%) en ambos brazos. 

• En ambos grupos, la tasa de mutaciones aparecidas al FV fue 
menor en pacientes con CV basal ≤100 000 copias/ml30menor en pacientes con CV basal ≤100.000 copias/ml

29. Molina JM, Clumeck N, Redant K, et al. Rilpivirine versus efavirenz in HIV-1 patients with baseline viral load ≤100.000 copies/ml: week 48 phase III
analysis. AIDS 2013:27;[ahead of print] 30. Rimsky L, Vingerhoets J, Van Eygen V, et al. Genotypic and phenotypic characterization of HIV-1 isolates
obtained from patients on rilpivirine therapy experiencing virological failure in the phase 3 ECHO and THRIVE studies: 48-week analysis. JAIDS
2012;59(1):39-46.



En resumen (E&T) …En resumen (E&T) …
• RPV demostró una eficacia no-inferior a EFV 

en los estudios ECHO & THRIVE.

• En pacientes adultos naïve con CV≤100.000 
copias/ml RPV demostró una respuesta p p
virológica mayor, y un mayor incremento del 
recuento de CD4.recuento de CD4.

RPV d t ó fi i i il EFV• RPV demostró una eficacia similar a EFV con 
cualquier AN de base.



E&T: Resumen de SeguridadE&T: Resumen de Seguridad

RPV tuvo una tasa menor de EAs de grado 2-4 relacionados con el
tratamiento, exantema (cualquier grado), mareo, sueños anormales,
discontinuaciones debidas a EAs y menores alteraciones lipídicas de grado
2-4 que EFV.



E&T: Tolerabilidad neuropsiquiátrica

Incidencia de EAs Neurológicos
Incidencia de EAs PsiquiátricosIncidencia de EAs Psiquiátricos

RPV se asoció con menos EA neurológicos y psiquiátricos que EFV a las 48s:
• En particular, el mareo y sueños anormales ocurrieron con una frecuencia 

significativamente menor con RPV que con EFV21

21. Mills A, Clotet B, Fisher M, et al. Neurologic and psychiatric safety profile of TMC278 compared with efavirenz in treatment-naive, HIV-1-infected patients: pooled analysis from the randomized,
double-blind, phase III ECHO and THRIVE trials at 48 weeks. 20th CAHR Toronto, 2011. Poster P100. 22. Mills A, Antinori A, Clotet B,e t al. Neurological and psychiatric tolerability of rilpivirine
(TMC278) vs. Efavirenz in treatment-naïve, HIV-1-infected patients at 48 weeks. HIV Med. 2013: [en prensa]. Para mayor información sobre seguridad, consulte la ficha técnica de rilpivirina.



E&T: Tolerabilidad neuropsiquiátrica

Incidencias de EAs neuropsiquiátricos de interés a lo largo de 96 semanas

A las 96 semanas, RPV se asoció significativamente con una menor incidencia de 
EA ló i i iát i d i t é ibl t l i d lEAs neurológicos y psiquiátricos de interés posiblemente relacionados con el 

fármaco
23. Arribas J, Sension M, Fätkenheuer G, et al. Neuropsychiatric events over 96 weeks of treatment with rilpivirine or efavirenz in the phase III ECHO and THRIVE studies. 5th International 
Symposium on Neuropsychiatry & HIV, Barcelona 2012. Para mayor información sobre seguridad, consulte la ficha técnica de rilpivirina.



E&T: Tolerabilidad cutáneaE&T: Tolerabilidad cutánea
Incidencia de exantema (cualquier tipo y causa) según tratamiento y régimen de base

A la semana 96 hubo una incidencia numéricamente inferior de 
exantema y menos discontinuaciones en todos los subgruposexantema y menos discontinuaciones en todos los subgrupos

analizados en la rama de RPV en comparación con EFV.
26. Orkin C, Arribas J, Hodder S. Incidence of rash in the 96-week analysis of the pooled, phase III, randomised, double-blind ECHO and THRIVE
trials. 18th BHIVA, Birmingham 2012. Poster P123. Para mayor información sobre seguridad, consulte la ficha técnica de rilpivirina.



E&T: Tolerabilidad cutáneaE&T: Tolerabilidad cutánea
Incidencia de exantema a lo largo del tiempo

La incidencia de exantema fue mayor en las 4 primeras semanas, con y p ,
una incidencia mucho menor en el brazo de RPV que en el de EFV.

26. Orkin C, Arribas J, Hodder S. Incidence of rash in the 96-week analysis of the pooled, phase III, randomised, double-blind ECHO and THRIVE
trials. 18th BHIVA, Birmingham 2012. Poster P123. Para mayor información sobre seguridad, consulte la ficha técnica de rilpivirina.



E&T: Tolerabilidad lipídicaE&T: Tolerabilidad lipídica
Cambio en los parámetros lipídicos desde el basal a la semana 4827

ECHO THRIVE

OBR = Régimen de baseg

Las alteraciones lipídicas emergentes al tratamiento ocurrieron con 
una mayor incidencia en la rama de EFV que en la de RPV30

27. Fernández-Montero J, Vispo E , Anta L, et al. Rilpivirine: a next-generation non-nucleoside analogue for the treatment of HIV infection. Expert Opinion 201213(7):1007-1014.30. Arribas
J, Andrade-Villanueva J, Bellos N, et al. Lipid profiles of TMC278 and efavirenz in treatment-naïve, HIV-1-infected patients: pooled week 48 data from the randomized, double-blind, phase III
ECHO and THRIVE trials. 18th CROI, Boston 2011. Poster O-304. Para mayor información sobre seguridad, consulte la ficha técnica de rilpivriina.

una mayor incidencia en la rama de EFV que en la de RPV



E&T: Tolerabilidad lipídicaE&T: Tolerabilidad lipídica
Cambio medio (IC 95%) desde el basal en los parámetros lipídicos( ) p p

RPV mostró una incidencia significativamente menor de 
alteraciones lipídicas de grado 2 4 que EFV

9.Orkin C, Cohen C, Molina JM, et al. Pooled week 96 efficacy, resistance and safety results from the double-blind, randomised, phase III trials
comparing rilpivirine (RPV, TMC278) versus efavirenz (EFV) in treatment_naïve, HIV-1-infected adults. 18th BHIVA Birmingham 2012. Poster P184.
Para mayor información sobre seguridad, consulte la ficha técnica de rilpivirina.

alteraciones lipídicas de grado 2-4 que EFV



En resumen (E&T)…
• RPV se asocia, en general, a menos EA 

comparado con EFV en los estudios ECHO ycomparado con EFV en los estudios ECHO y 
THRIVE:

Neuro psiquiátricos: RPV se asoció con menos– Neuro-psiquiátricos: RPV se asoció con menos 
EA psiquiátricos y neurológicos a las 48 
semanassemanas.

– Lipídicos: RPV se asoció a cambios medios 
i ifi ti t i f i d l á tsignificativamente inferiores de los parámetros 

lipídicos.
– Cutáneos: la incidencia de exantema 

posiblemente relacionado con la medicación fue 
significativamente inferior con RPV.



STaR Study: Single Tablet RegimenSTaR Study: Single-Tablet Regimen 
Emtricitabine/Rilpivirine/Tenofovir DF is 

N I f i t Ef i /E t i it bi /T f i DFNon-Inferior to Efavirenz/Emtricitabine/Tenofovir DF 
in ART-Naïve Adults

Week 48 Results

José R Arribas, Daniel Podzamczer, Calvin Cohen, Jan van Lunzen, Mark 
Bloch, Edmund Wilkins, Hui Wang, Danielle Porter, Todd Fralich, PedroBloch, Edmund Wilkins, Hui Wang, Danielle Porter, Todd Fralich, Pedro 

Ferrer, María L Álvarez
Fourth National Congress of GESIDA-SEIMC

Toledo SpainToledo, Spain
29 November 2012

Clinical trial number: GS-US-264-0110
Clinical Trials.gov:  NCT01309243



STaR
St d D iStudy Design

Multicenter international randomized open label Phase 3b 96 week studyMulticenter, international, randomized, open-label, Phase 3b, 96-week study

RPV/FTC/TDF
STRARV-naive

n=394

STR

EFV/FTC/TDF

ARV naive
HIV-1 RNA >2500 c/mL

Sensitivity to EFV, FTC, RPV, TDF
(N=786)

EFV/FTC/TDF
STRStratified by HIV RNA (≤ or >100,000 c/mL) n=392

96 Weeks48 Weeks

Primary endpoint:  Efficacy of the 2 STRs by proportion with HIV-1 RNA  <50 c/mL at
( S ) f f %

48 Weeks
Primary Endpoint

Week 48 (FDA Snapshot analysis); non-inferiority margin of 12%

Secondary endpoints:    Safety and efficacy of the 2 STRs by proportion with
HIV-1 RNA <50 c/mL at Week 96 (FDA Snapshot analysis)HIV-1 RNA <50 c/mL at Week 96 (FDA Snapshot analysis)

Change in CD4 cell count at Weeks 48 and 96
Genotype/phenotype resistance at time of virologic failure



STaR
CBaseline Demographics and Characteristics

RPV/FTC/TDF EFV/FTC/TDFRPV/FTC/TDF EFV/FTC/TDF

Median age, years (IQR) 37 (29, 45) 35 (28, 45)

Male 93% 93%

White race 68% 67%

Black race 25% 24%

Latino ethnicity 15% 19%

Mean CD4 cell count, cells/mm3 (SD) 396 (180) 385 (187)

HIV-1 RNA, log10 c/mL, mean (SD) 4.8 (0.7) 4.8 (0.6)

≤100,000 c/mL, n (%) 260 (66%) 250 (64%)

>100 000 t ≤500 000 / L (%) 98 (25%) 117 (30%)>100,000 to ≤500,000 c/mL, n (%) 98 (25%) 117 (30%)

>500,000 c/mL, n (%) 36 (9%) 25 (6%)

Research sites include Australia, Austria, Belgium, Canada, France, Germany, Italy, 
Portugal, Spain, Switzerland, United Kingdom, United States and Puerto Rico



STaR
Virologic Suppression and CD4 Change at Week 48 

RPV/FTC/TDF is non-inferior to EFV/FTC/TDF

FDA Snapshot Analysis – ITT Population

95% CI for Difference86 8290
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STaR
Virologic Suppression at Week 48 FDA Snapshot Analysis by g pp p y y

Baseline HIV-1 RNA Stratified by 100,000 c/mL
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Superior for subjects with baseline HIV-1 RNA <100,000 c/mL 

Non-inferior for subjects with baseline HIV-1 RNA >100,000 c/mL



STaR & ECHO/THRIVE& ECHO/THRIVE
Virologic Failure at Week 48  per FDA Snapshot g p p

Overall and by Baseline HIV-1 RNA
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ECHO/THRIVE: Two Phase III double-blinded double dummy mulitcenter 96 week studies in treatment-naïve HIV-1 infected subjects

*COMPLERA Prescribing Information. Gilead Sciences Inc. 2011.

ECHO/THRIVE:  Two Phase III double blinded, double dummy, mulitcenter 96 week studies in treatment naïve HIV 1 infected subjects
randomized to receive either RPV (25mg) or EFV (600mg) in combination with 2 NRTIs (ECHO, FTC/TDF; THRIVE, Investigator’s choice
[FTC/TDF, n=406; 3TC/AZT, n=204; 3TC/ABC, n=68]).  In the pooled TVD subset analysis (N=1096), RPV+TVD was non-inferior to EFV+TVD 
(HIV-1 RNA <50 c/mL [83%, 81%])



STaR
Adverse Events Leading to Discontinuation

of Study Drug Through Week 48
RPV/FTC/TDF EFV/FTC/TDF

(n=394) (n=392)
Discontinuations* Due to Adverse Event (AE), 

n (%) 10 (2.5%) 34 (8.7%) P<0.001

AE leading to discontinuation in >1 subject in either arm

Nervous System Events
Dizziness 0
Abnormal Dreams or Nightmare 0
Insomnia 1 (0.3%)

5 (1.3%)
6 (1.5%)
3 (0.8%)

Psychiatric Disorders
Depression, Anxiety or Depressed Mood 0
Suicidal Ideation 0

9 (2.3%)
2 (0.5%)

GI, General, Skin Disorders
Diarrhea 0 
Fatigue 0

2 (0.5%)
2 (0.5%)

*per safety population

Pyrexia 0
Toxic Skin Eruption 0

2 (0.5%)
2 (0.5%)



STaR
Changes from Baseline Through Week 48 

in Fasting Lipids
L TC LDL TG HDL
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( )

(-8)
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p<0.001 for all the above comparisons between treatment groups using ANOVA 

4.24 4.22 2.69 2.66 1.37 1.46 1.14 1.14Mean Baseline 
Values, mmol/L

TC - total cholesterol, LDL - low-density lipoprotein, TG - triglycerides, HDL - high-density lipoprotein 

Change in TC:HDL at Week 48 was -0.2 in both arms



En resumen (STAR)…
• Globalmente RPV/TDF/FTC demostró la no 

inferioridad frente a EFV/FTC/TDF en semana 48

En resumen (STAR)…

inferioridad frente a EFV/FTC/TDF en semana 48 
(supresión virológica): 

S i d HIV 1 RNA ≤100 000 i / LSuperior cuando HIV-1 RNA ≤100,000 copias/mL 
No inferior cuando HIV-1 RNA >100,000 
copias/mL

• RPV/FTC/TDF se tolera significativamente mejorRPV/FTC/TDF se tolera significativamente mejor
que EFV/FTC/TDF:

Menos EA relacionados con SNC yMenos EA relacionados con SNC y 
Psiquiátricos.
M ú d di ti i EAMenor número de discontinuaciones por EA.







Combinaciones preferentes de 
tratamiento antirretro iral de iniciotratamiento antirretroviral de inicio 

(GESIDA y PNS 2013)( y )



RILPIVIRINA (RPV)RILPIVIRINA (RPV)
1) Generalidades1) Generalidades

2) Naïve
(ECHO y THRIVE, STAR)

3) Pretratado3) Pretratado
(SPIRIT y GS-111)



GS 111
Di ñ d l t diDiseño del estudio

Ensayo clínico fase 2b abierto multicéntrico 48sem de seguimiento de cambio

E t bl EFV/FTC/TDF ≥ 3

Ensayo clínico fase 2b, abierto, multicéntrico, 48sem de seguimiento de cambio 
de ATP a Eviplera en pacientes estables, controlados virológicamente

FTC/RPV/TDF
STR

Estable con EFV/FTC/TDF x ≥ 3 meses
-Deseo de cambiar por problemas de 

tolerancia 
-CV <50 c/ml ≥ 8sem STR 

12 48

CV 50 c/ml ≥ 8sem
-No resistencia genotípica

-eGFR > 50ml/min
N=50 24 Sem

Endpoint primario: % de pacientes con CV<50 c/ml a Sem 12 tras el cambio
Análisis FDA Snapshot, población ITT

Endpoints secundarios: Seguridad de FTC/RPV/TDF a 24 y 48 sem
CV <50 c/ml a Sem 24 y48 
Farmacocinética de RPV tras el cambio

Cohen C, et al. EACS 2011. Belgrade, Serbia. Oral #LBPS10/4



GS 111 
CV <50 copias/ml a Sem 12 

(Análisis FDA Snapshot– Población ITT)
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Cohen C, et al. EACS 2011. Belgrade, Serbia. Oral LB #PS10/4

• 1 paciente retiró el consentimiento antes de iniciar tratamiento



GS 111
Farmacocinética de RPV tras el cambio desde EFV

Mean (95% CI) Rilpivirine (C )

Farmacocinética de RPV tras el cambio desde EFV

• Cvalle media de EFV por 
encima de la IC90 (~10 ng/ml*) 
hasta ~4 sem2500

EFV Concentration

m
l) RPV Ctrough

120

Mean (95% CI) Rilpivirine (Ctrough)
or Efavirenz Concentrations (anytime)

RPV mean C trough in ECHO/THRIVE
• Ningún paciente con 

concentraciones de RPV por 
debajo del límite de detección150

300
450

2000

tio
ns

 (n
g/

m

80

100 R
PV C

tr

• Cvalle media de RPV alcanza el 
rango de referencia  en 2 sem 

30

40

50

50

C
on

ce
nt

ra
t

40

60

rough (ng/m

0 2 4 6 8 10 12
0

10

20

30

EF
V 

C

EFV IC90 (~10 ng/ml) 20
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0
W k RPV Ctrough0 2 4 6 8 10 12

Weeks Post-Switch (EFV/FTC/TDF to RPV/FTC/TDF)
Week RPV Ctrough

Mean (%CV), ng/ml

2 52 (47)
4 12 66 (51) 84 (76)4-12 66 (51) - 84 (76)

*protein-binding adjusted; Corbett JW, et al. J Med. Chem 2000:43;2019-2030

Adapted from Cohen C, et al. EACS 2011; Belgrade, Serbia. Oral #PS10/4



GS 111
S id dSeguridad

• Ningún paciente tuvo EA que condicionaran discontinuación 
del tratamiento 

• EA relacionados con el tratamiento
- Grado 1 en dos o más pacientes

• Náuseas (n = 2)
• Insomnio (n = 2)
• Flatulencia (n = 2)• Flatulencia (n = 2)

- Grado 2
• Astenia (n = 1)Astenia (n  1)
• Aumento de bilirrubina (n = 1)

- Grados 3 o 4 - ninguno g

Cohen C, et al. EACS 2011. Belgrade, Serbia. Oral LB #PS10/4



En resumen (GS111)…
• En semana 12 todos los pacientes mantenían

En resumen (GS111)…
En semana 12 todos los pacientes mantenían 
supresión virológica tras el cambio de 
EFV/FTC/TDF a RPV/TDF/FTC.EFV/FTC/TDF a RPV/TDF/FTC.

• Los efectos inductores transitorios de EFV sobre 
el metabolismo de RPV no parecen serel metabolismo de RPV no parecen ser 
clínicamente relevantes en pacientes con 
supresión viralsupresión viral.

• RPV/TDF/FTC fue bien tolerado y no se 
presentaron EA que condicionaran la retirada delpresentaron EA que condicionaran la retirada del 
fármaco a lo largo de esas primeras 12 
semanassemanas.



SPIRIT: Switching to 
E t i it bi /Ril i i i /T f i DFEmtricitabine/Rilpivirine/Tenofovir DF 
Single-Tablet Regimen from BoostedSingle Tablet Regimen from Boosted 

Protease Inhibitor Maintains HIV 
Suppression through Week 48

Juan Berenguer, Bonaventura Clotet, Josep M Gatell, Santiago Moreno,  
Martin Fisher Brian Gazzard Jan van Lunzen Hui Wang DanielleMartin Fisher, Brian Gazzard, Jan van Lunzen, Hui Wang, Danielle 

Porter, Todd Fralich, Pedro Ferrer, María L Álvarez

Fourth National Congress of GESIDA-SEIMC
Toledo, Spain

28 November 201228 November 2012
GS-US-264-0106  NCT01252940



GS 106 
SPIRIT St d D iSPIRIT: Study Design

Switching boosted PI to Rilpivirine In-combination with Truvada as an STR

FTC/RPV/TDF FTC/RPV/TDFn=321

g p

multicentre, international, randomised, open-label, Phase 3b, 48-week study

FTC/RPV/TDF 
STR

FTC/RPV/TDF 
STRStable PI + RTV + 2 

NRTI
VL <50 c/mL  ≥6 months 

n=321

FTC/RPV/TDF
STR

(N=482) 
randomised (2:1)

n=161
PI + RTV 
+2 NRTIs

24 weeks      48 weeks
Primary Endpoint Secondary Endpoint

Primary Endpoint: Non-inferiority to PI+RTV+2 NRTIs HIV RNA <50 c/mL at 24 weeks

Secondary Endpoints: Change in fasting lipid parameters at 24 and 48 weeks
Undetectable viral load (<50 c/mL) at 48 weeksUndetectable viral load ( 50 c/mL) at 48 weeks

Adherence and PROs: VAS Adherence Questionnaire, HIVSI, HIVTSQ

Fully enrolledData on file. Gilead Sciences, Inc



SPIRIT
A ti t i l Th t S iAntiretroviral Therapy at Screening

RTV-boosted PI†NRTI

3TC/ZDV

ABC
3.4
1.1

% Subjects

LPV
% Subjects

FTC

3TC

TDF

d4T

SQV

APV
0.8
0.8
0.6

1.7
0.2FTC/TDF

81%

3TC/ABC
13%

ATV
37%

LPV
33%

DRVd4T
ZDV

0.2
0.2

DRV
20%FPV

8%

3TC: lamivudine; d4T: stavudine; ABC: abacavir; APV: amprenavir; ATV: atazanavir; DRV: darunavir; FPV: fosamprenavir; FTC: 
emtricitabine; LPV: lopinavir; RTV: ritonarvir; SQV: saquinavir; TDF: tenofovir disoproxil fumarate; ZDV: zidovudine
† Includes all treated participants. 2 subjects enrolled on EFV/FTC/TDF instead of a boosted PI (protocol violation)



SPIRIT
Virologic Suppression at Weeks 24 and 48 

Switching to RPV/FTC/TDF was non-inferior* to remaining on PI+RTV+2NRTIs for 24 

FDA Snapshot Analysis – ITT Population
weeks (delta 3.8, CI [-1.6, 9.1]). Similar rates of virologic suppression were also seen with 

48 weeks of treatment with RPV/FTC/TDF
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CD4 count change (cells/mm3): Week 24, RPV/FTC/TDF immediate switch +20, PI+RTV+2NRTIs +32 
(p=0.28), RPV/FTC/TDF delayed switch -7.  Week 48, RPV/FTC/TDF immediate switch +10

(HIV-1 RNA <50 c/mL) Failure



SPIRIT
Grade 3 or 4  Adverse Events and 

Laboratory Abnormalities
RPV/FTC/TDF PI RTV RPV/FTC/TDFRPV/FTC/TDF

N = 317
(Immediate 

switch, at W48)

PI+RTV
+2NRTIs
N = 159
(at W24)

RPV/FTC/TDF
N = 152

(Delayed switch,
at W24)

Grade 3 or 4 Adverse Events 18 (5.7%) 11 (6.9%) 12* (7.9%)

Grade 3 or 4 Laboratory 
Abnormalities 28† (8.8%) 18‡ (11.3%) 23§ (15.2%)

Adverse events and laboratory abnormalities occurring in ≥1% of subjects:
*creatine kinase increase
†ALT, AST, creatine kinase, hematuria
‡ AST, bilirubin, creatine kinase, triglycerides
§ALT, AST, creatine kinase, glycosuria



SPIRIT
Changes from Baseline in Fasting Lipidsg g p
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Switching to RPV/FTC/TDF resulted in improvement in fasting lipids including

PI+RTV+2NRTIs (D1-W24)
RPV/FTC/TDF (delayed, W24-W48)
RPV/FTC/TDF (immediate, D1-W48)
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ng -0.35
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-0.4-.90-0.9
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TC - total cholesterol, LDL - low-density lipoprotein, TG - triglycerides, HDL - high-density lipoprotein 

Switching to RPV/FTC/TDF resulted in improvement in fasting lipids, including 
TC, LDL, TGs, and TC:HDL ratio at Week 24 and maintained through Week 48



En resumen (SPIRIT)…
• En semana 24 el cambio a RPV/FTC/TDF demostró ser no 

i f i i ti IP/ + 2NRTI (93 7% 89 9%)

En resumen (SPIRIT)…

inferiorior a continuar con IP/r + 2NRTIs (93,7% vs. 89,9%).

• Menor tasa de fallo virológico en los que cambian aMenor tasa de fallo virológico en los que cambian a 
RPV/FTC/TDF (0,9%) comparado con los que continúan con 
IP/r +2NRTIs (5,0%) en semana 24.

• El desarrollo de resistencias fue infrecuente en los que
bi RPV/FTC/TDFcambiaron a  RPV/FTC/TDF.

• El cambio a RPV/FTC/TDF resultó en una mejora de losEl cambio a RPV/FTC/TDF resultó en una mejora de los 
lípidos (CT, cLDL, TG y CT/cHDL) en semana 24 que se 
mantiene en semana 48.
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1) G lid d1) Generalidades
2) Naïve2) Naïve
(Single y Spring-2)( g y g )
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INTERACCIÓN DTG CON INH. 
PROTEASA DEL VHC

14th International Workshop on Clinical 
Pharmacology of HIV Therapy, April 22-24, 2013, 
Amsterdam

DTG SE PUEDE ADMINISTRAR JUNTO CON BCV Y TPVDTG SE PUEDE ADMINISTRAR JUNTO CON BCV Y TPV 
SIN NECESIDAD DE AJUSTE POSOLÓGICO



DOLUTEGRAVIRDOLUTEGRAVIR
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En resumen (SINGLE)…En resumen (SINGLE)…
• DTG 50mg + ABC/3TC es superior aDTG 50mg  ABC/3TC es superior a 

EFV/TDF/FTC (supresión virológica -<50 c/mL-, 
snapshot) en semana 48.snapshot) en semana 48.

• DTG 50mg + ABC/3TC tiene un perfil de 
seguridad favorable vs. EFV/TDF/FTCseguridad favorable vs. EFV/TDF/FTC 

Menor tasa de EA de SNC y Piel.
Menor tasa de discontinuación por EA.Menor tasa de discontinuación por EA.
Menor alteración de enzimas hepáticos.

• No se detectaron mutaciones de resistenciaNo se detectaron mutaciones de resistencia
emergentes a INI ni a NRTI.



SPRING-2 (ING113086) Study Design

● Phase III, randomized, double-blind, double-placebo, multicenter, parallel-

SPRING 2 (ING113086) Study Design

group, non-inferiority study, ART-naive patients
● All arms include 2 NRTI backbone given once daily (ABC/3TC or TDF/FTC)
● Primary endpoint: % <50 c/mL at 48 weeks (“snapshot”) non-inferiority● Primary endpoint: % <50 c/mL at 48 weeks ( snapshot ) , non inferiority 

margin 10%

Nonrandomized phaseRandomized phase

HIV ART-naive
HIV-1 RNA ≥1000 c/mL

1:1 Randomization

DTG 50 mg QD+ RAL PBO BID 
+ 2 NRTIs*

DTG 50 mg QD open-label 
+ 2 NRTIs

Stratified by VL 
and NRTI DTG PBO QD + RAL 400 mg BID 

+ 2 NRTIs*

Week 96Randomization Week 48

XIX International AIDS Conference
July 22-27, 2012; Washington, DC

*Investigator’s selection ABC/3TC or TDF/FTC



Baseline Characteristics
DTG 50 mg QD

n=411
RAL 400 mg BID

n=411

Baseline Characteristics

Age Median (y) 37 35

Gender Male 85% 86%

Race White 84% 86%ace
African American/African heritage 12% 9%
Other 4% 5%

Baseline HIV-1 RNA Median (log10 c/mL) 4.52 4.58
>100,000 c/mL 28% 28%

Baseline CD4+ Median (cells/mm3) 359 362
<200 cells/mm3 13% 12%

Hepatitis coinfection HBV 2% 2%
HCV 10% 9%

Investigator-selected dual 
NRTI

TDF/FTC 59% 60%
NRTIs ABC/3TC 41% 40%

XIX International AIDS Conference
July 22-27, 2012; Washington, DC



Virologic Success Over TimeVirologic Success Over Time
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RAL 85%
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DTG 50 mg QD

RAL 400 mg BID

Week
Median (IQR) Change From Baseline CD4+ Cell Count (cells/mm3)

W4 W24 W48
DTG 50 mg QD 87 (26, 149) 183 (100, 295) 230 (128, 338)
RAL 400 BID 88 (32 163) 182 (94 296) 230 (139 354)

XIX International AIDS Conference
July 22-27, 2012; Washington, DC

RAL 400 mg BID 88 (32, 163) 182 (94, 296) 230 (139, 354)



Treatment Differences (95% CI) at 
Week 48 by StrataWeek 48 by Strata

DTG 50 mg QD
n=411

RAL 400 mg BID
n=411

Difference in
Proportion (95% CI)n=411 n=411 Proportion (95% CI)

(DTG - RAL) 

Number of Responders/Total 
A dAssessed 

Baseline Plasma HIV-1 RNA 

≤100 000 c/mL 267 / 297 (90%) 264 / 295 (89%) 0.4 (-4.5, 5.3)≤100,000 c/mL 

>100,000 c/mL 94 / 114 (82%) 87 / 116 (75%) 7.5 (-3.1, 18.0)

p= 0 236*p  0.236

Background Dual NRTI 

ABC/3TC 145 / 169 (86%) 142 / 164 (87%) -0.8 (-8.2, 6.6)

TDF/FTC 216 / 242 (89%) 209 / 247 (85%) 4.6 (-1.3, 10.6)

p=0.264**Test for homogeneity

XIX International AIDS Conference
July 22-27, 2012; Washington, DC



Protocol-Defined Virologic Failure 
(PDVF): Genotype

● Amongst DTG-treated subjects, no integrase nor NRTI mutations 

(PDVF): Genotype

g j , g
were detected through Week 48

DTG 50 mg QD
n=411

RAL 400 mg BID
n=411n=411 n=411

Subjects with PDVF 20 (5%) 28 (7%)

IN genotypic results at BL and 8 18IN genotypic results at BL and 
time of PDVF

8 18

INI-r mutations 0 1/18 (6%)a

PR/RT genotypic results at BL 
and time of PDVF

12 19

NRTI r mutations 0 4/19 (21%)a b c dNRTI-r mutations 0 4/19 (21%)a,b,c,d

Mutations by subject in the RAL 400 mg BID arm:
a T97T/A, E138E/D, V151V/I, N155H + A62A/V, K65K/R, K70K/E, M184V
b d A62A/V ( 1) M184M/I ( 1) M184M/V ( 1)

XIX International AIDS Conference
July 22-27, 2012; Washington, DC

b, c, d A62A/V (n=1), M184M/I (n=1), M184M/V (n=1)



Select Summary of Adverse EventsSelect Summary of Adverse Events
DTG 50 mg QD

n=411
RAL 400 mg BID

n=411
n (%) n (%)

Grade 2-4 Drug-Related Events 24 (6) 27 (7)
Grade 3 2* 5***
Grade 4 2** 0Grade 4 2** 0

Serious Adverse Events 29 (7) 31 (8)
Drug related 3

Arrhythmia, hypersensitivity,
5

Convulsion (2), Aphasia, y yp y
hepatitis

( ) p
hypersensitivity/hepatitis#, 

diarrhea
AEs Leading to Withdrawal 10 (2) 7 (2)
Events with >1 subjectEvents with >1 subject

Acute Hepatitis C 2 (<1) 0
ALT increased 2 (<1) 1 (<1)
AST increased 1 (<1) 1 (<1)
Nausea 1 (<1) 1 (<1)

* Grade 3: headache, dizziness, feeling abnormal, arrhythmia
** Grade 4: Drug hypersensitivity with associated ALT/AST/ALP/BilT/LFT, hepatitis
*** Grade 3: nausea, abdominal pain, aphasia, drug eruption, fatigue, ALT increased, CPK increased, lipase increased, 
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decreased appetite
#One subject with cytolytic hepatitis, hypersensitivity, influenza, lymphadenitis viral



Laboratory ResultsLaboratory Results
Maximum Post-Baseline Emergent Toxicity

G d 3 4
DTG 50 mg QD

N=411
RAL 400 mg BID

N=411Grade 3 – 4 N 411
n (%)

N 411
n (%)

Creatine Phosphokinase (CPK) 20 (5) 14 (3)

Aspartate Aminotransferase (AST) 11 (3) 9 (2)Aspartate Aminotransferase (AST)  11 (3) 9 (2)

Alanine Amino Transferase (ALT) 9 (2) 7 (2)

Lipase 7 (2) 14 (3)

Total Bilirubin 2 (<1) 1 (<1)

Creatinine 0 0

● Minimal changes from baseline to week 48 in total cholesterol and triglycerides in 
both arms

T t l h l t l di (IQR) DTG +3 9 /dL ( 10 8 +21 3) RAL +7 7 /dL ( 8 9 +23 6)– Total cholesterol median (IQR): DTG +3.9 mg/dL (-10.8, +21.3); RAL +7.7 mg/dL (-8.9, +23.6)
– Triglycerides median (IQR): DTG +0.9 mg/dL (-23.9, +24.8); RAL +6.2 mg/dL (-19.5, +34.5)

XIX International AIDS Conference
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Renal SafetyRenal Safety
● No withdrawals due to renal events 
● Small increase in creatinine due to blockade of Cr secretion1● Small increase in creatinine due to blockade of Cr secretion1

● DTG does not affect actual glomerular filtration rate (GFR)1

Change in serum creatinine,  Mean (+/- SD) e e Change in creatinine clearance, Mean (+/- SD) g , ( )
25

20

15

10fro
m

 b
as

el
in

e
ne

(μ
m

ol
/L

) 10

0

-10fro
m

 b
as

el
in

e
/m

in
)

g , ( )

+12.3 -5.4
10

5

0

-5

M
ea

n 
ch

an
ge

 
of

 c
re

at
in

in -10

-20

30

M
ea

n 
ch

an
ge

 
(m

L/

DTG 50 mg QD
n=411

RAL 400 mg BID
n=411

+4.7 -15.5

DTG 50 mg QD RAL 400 mg BID

M 2 4 8 12 16 24 32 40 48 M BL 4 12 24 48
Week Week

Baseline (ml/min): DTG:  125 vs. RAL: 128Baseline (µmol/L):  DTG: 74.7  vs. RAL: 75.2

DTG 50 mg QD RAL 400 mg BID
Creatinine

Maximum emergent toxicity Grade 1/2 10 (2%) / 1 (<1%) 7 (2%) / 0
Urine albumin/creatinine
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1 Koteff J et al, 51st ICAAC, Sept 2011.

Median change (IQR) from baseline 
(mg/mmol CR)

Week 48 0.00 (-0.30, 0.20) 0.00 (-0.20, 0.20)



En resumen (SPRING-2)…En resumen (SPRING 2)…
• DTG es no inferior a RAL (95% CI: -2.2% 

+7.1%).

• Perfil de seguridad comparable entre DTG
y RAL:

Similar tasa de EA y alteraciones de 
parámetros de laboratorio.
No discontinuaciones prematuras por
eventos renales.

• No se detectaron mutaciones de 
resistencia a INI ni a NRTI con DTG.



DOLUTEGRAVIRDOLUTEGRAVIR
1) G lid d1) Generalidades
2) Naïve2) Naïve
(Single y Spring-2)( g y g )
3) Pretratado
(S ili Viki 3)(Sailing y Viking-3)



Var. Ppal: Eficacia virológica







En resumen (VIKING-3)…En resumen (VIKING 3)…
• DTG fue altamente efectivo en pacientes 

con resistencias múltiles (RAL, EVG, 
etc.). )

• Las respuestas se asociaron más bien p
con el Genotipo Basal de IN pero NO con 
la mejora del OSS del OBR.la mejora del OSS del OBR.

• DTG 50 mg BID tuvo un bajo grado deDTG 50 mg BID tuvo un bajo grado de 
discontinuación debido a EA en pacientes 
altamente pretratadosaltamente pretratados.





DTG demuestra superioridad









En resumen (SAILING)…En resumen (SAILING)…

• En semana 24 DTG 50 mg QD• En semana 24, DTG 50 mg QD 
demostró superioridad a RAL 400 mg 
BIDBID.

• La proporción de sujetos con• La proporción de sujetos con 
resistencia a INI fue menor en el brazo
de DTGde DTG.

• DTG 50 mg QD se toleró bien en• DTG 50 mg QD se toleró bien en 
general (con una amplia variedad de 
OBR)OBR). 





ELVITEGRAVIR
COBICISTAT
1) Generalidades
2) Naïve2) Naïve
(GS-102 y GS-103)(GS 102 y GS 103)
3) Pretratado
(GS-145)



ELVITEGRAVIR
COBICISTAT
1) Generalidades
2) Naïve2) Naïve
(GS-102 y GS-103)(GS 102 y GS 103)
3) Pretratado
(GS-145)





ELVITEGRAVIR
COBICISTAT
1) Generalidades
2) Naïve2) Naïve
(GS-102 y GS-103)(GS 102 y GS 103)
3) Pretratado
(GS-145)







STB NO INFERIOR



















STB NO INFERIOR













En resumen (GS-102 y 103)…En resumen (GS 102 y 103)…
• EVG/COBI/FTC/TDF presenta una eficacia

robusta en semana 96, comparable a a
EFV/FTC/TDF y ATV + RTV + FTC/TDF (incluido

l áli i d b )el análisis de subgrupos).

EVG/COBI/FTC/TDF se asoció con na menor• EVG/COBI/FTC/TDF se asoció con una menor
tasa de resistencias en semana 96 comparado
con semana 48 (0 4% vs 1 9% = 2 3%)con semana 48 (0,4% vs. 1,9% = 2,3%).

• EVG/COBI/FTC/TDF fue bien tolerado (enEVG/COBI/FTC/TDF fue bien tolerado (en 
semana 96 no hubo nuevos casos de tubulopatía
ni aumento de creatinina -comparado con p
semana 48-).



ELVITEGRAVIR
COBICISTAT
1) Generalidades
2) Naïve2) Naïve
(GS-102 y GS-103)(GS 102 y GS 103)
3) Pretratado
(GS-145)



‡GS 145: EVG QD vs. RAL BID – Week 96
Study Design

International, randomized, double blinded, 96-week, non-inferiority study

Study Design

EVG QD & Placebo BID
ARV-experienced (> 6mos)

International, randomized, double blinded, 96 week, non inferiority study
of EVG QD vs. RAL BID in ARV-experienced patients

PI + RTV based OBR

& Q

ARV-experienced (> 6mos) 
with >2 ARV class resistance 

and/or 2 ARV class experience 
> 6 mos

HIV RNA >1 000 c/mL RAL BID & Placebo QD

PI + RTV based OBR

HIV RNA >1,000 c/mL
(N = 702)

Stratification by: 
96 weeks

Blinded Treatment Phase

Optimized background regimen (OBR): 2nd Agent: fully active PI+RTV

y
• HIV RNA (> and <100,000 c/mL) 
• 2nd Agent

p g g ( ) g y
3rd  Agent: NRTI, ETR, MVC, T-20
If M184V/I, may add 3TC or FTC

P i E d i t
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Primary Endpoint: Non-inferiority (10% margin) of EVG QD to RAL BID by
TLOVR analysis HIV-1 RNA <50 copies/mL at 48 weeks

Adapted from Molina JM et al. Lancet Infect Dis. 2012; 12: 27-35.
Elion R, et al. IAC 2012; Washington, DC. Oral TUAB0105



‡
GS 145: EVG QD vs. RAL BID – Week 96

Efficacy Endpoint: HIV-1 RNA <50 c/mL (ITT, TLOVR)
EVG (n=351) RAL (n=351)
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Once-daily EVG was comparable to twice-daily RAL at Week 96

Virologic Response Virologic Failure* Others#

10%0 10%W48 W48 W48W96 W96 W96
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Once daily EVG was comparable to twice daily RAL at Week 96
* Virologic failure includes never suppressed, rebound, switch of background regimen, and discontinuation due to lack of efficacy
# Others include death, discontinuation due to AE, investigator’s discretion, lost to follow up, pregnancy, protocol violation, subject non-compliance, 
withdrawal of consent.

Elion R, et al. IAC 2012; Washington, DC. Oral TUAB0105



‡
GS 145: EVG QD vs. RAL BID – Week 96

T t t E t R i tTreatment Emergent Resistance

EVG                
(n=351)

RAL            
(n=351)

Resistance analysis population*, n 87 (25%) 93 (26%)

Any Primary Integrase RAM, n 23  (7%) 26 (7%)

Any NRTI RAM, n 9 (3%) 12 (3%)Any NRTI RAM, n 9 (3%) 12 (3%)

Any Primary PI RAM, n 5 (1%) 5 (1%)

Any Primary NNRTI RAM, n 12 (3%) 8 (2%)
* Subjects with either 1) suboptimal virologic response (HIV-1 RNA ≥50 c/mL and <1 log10 below baseline at Wk 8 

and confirmed at the subsequent visit), virologic rebound (2 consecutive visits with HIV-1 RNA either ≥400 c/mL 
after achieving <50, or >1 log10 increase from nadir), or 2) had HIV-1 RNA ≥400 c/mL at their last visit. 

39Elion R, et al. IAC 2012; Washington, DC. Oral TUAB0105
Margot NA, et al. ibid. TUPE050 RAM: resistance associated mutations



‡GS 145: EVG QD vs. RAL BID – Week 96
AEs Leading to Study Drug Discontinuationg y g
and Grade 3 to 4 Laboratory Abnormalities

Adverse Events (AE) Grade 3-4 laboratory abnormalities‡

AEs* EVG
(n=354)

RAL
(n=358)

Any AE leading to DC at

EVG
(n=354)

RAL
(n=358)

Any Grade 3 4 lab

Adverse Events (AE) Grade 3-4 laboratory abnormalities‡

Any AE leading to DC at 
Week 96 3% 4%

Liver-related AEs† 0.8% 1.7%
Lung cancer 0 6% 0 3%

Any Grade 3-4 lab. 
abnormality 37% 42%

Total bilirubin 6% 9%

AST# 2% 6%Lung cancer 0.6% 0.3%
Nausea 0.6% 0
Vomiting 0.6% 0
Rash 0 0 6%

AST# 2% 6%

ALT# 2% 5%
GGT# 3% 7%

Rash 0 0.6%
*AEs leading to DC in >1 subject in either group

† Liver-related AEs include hepatitis cholestatic, hepatitis C, 
hepatitis hepatitis acute hepatic enzymes increased

Amylase 6% 6%
Creatine kinase 6% 4%
Total Cholesterol 5% 5%

hepatitis, hepatitis acute, hepatic enzymes increased, 
transaminase increased, GGT increased, and chronic hepatic 
failure 

Hematuria 6% 7%
‡ ≥5% in either group.  # P≤0.05
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AST: aspartate aminotransferase
ALT: alanine aminotransferase
GGT: gamma-glutamyl transferase Elion R, et al. IAC 2012; Washington, DC. Oral TUAB0105



En resumen (GS-145)…En resumen (GS 145)…
• EVG QD TIENE TASAS DE SUPRESIÓN 

VIROLÓGICA COMPARABLES A RAL BID
EN PACIENTES CON IP/r + 3er AGENTE.EN PACIENTES CON IP/r   3er AGENTE.

• LA TASA DE RESISTENCIAS FUELA TASA DE RESISTENCIAS FUE 
SIMILAR CON EVG QD (7%) QUE CON 
RAL BID (7%)RAL BID (7%).

• AMBOS REGÍMENES SE TOLERARON• AMBOS REGÍMENES SE TOLERARON 
CORRECTAMENTE.



¡Gracias!¡Gracias!


