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1. Elvitegravir
2. Dolutegravir
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ANTIRETROVIRAL THERAPY: INVESTIGATIONAL

Dolutegravir
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Dolutegravir, formerly S/GSK-572

» Class: integrase strand transfer inhibitor
« Approval: Not FDA Approved; in Phase 3 Trials

* Dose:
- Treatment Naive: 50 mg once daily (with or without food)
- Treatment Experienced: 50 mg twice daily (with or without food)

* Fixed Dose Combination: Abacavir-Lamivudine-Dolutegravir (572-Trii)
* Pregnancy: category unknown

« Adverse Events:
- Small increases in serum creatinine (inhibition of creatinine secretion)
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* Phase 2a Trial in Treatment Naive & Experienced
- 10-Day dose-ranging, monotherapy trial

* Phase 2b Trials in Treatment Naive
- SPRING-1: Dose-ranging Dolutegravir versus Efavirenz

* Phase 2b Trials in Treatment Experienced

- VIKING [: Dolutegravir 50 mg QD added to failing regimen
- VIKING [I: Dolutegravir 50 mg BID added to failing regimen
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Dolutegravir ("572") vs. Efavirenz in ARV-Naive
SPRING-1: Study Design

Study Design Dolutegravir: 10 mg qd
+ 2ZNRTIs

(n =53)
-N =205
- Dose ranging, partially-blinded Dolutegravir: 25 mg qd
- Multicenter, phase 2b trial + 2NRTIs*
- Antiretroviral therapy-naive o)
-Age 210 | Dolutegravir: 50 mg qd
- HIV RNA > 1,000 copies/ml| + 2NRTIs*
- CD4 > 200 cells/mm? (n =51)
- No baseline NNRTI mutations
- Randomized to one of 4 arms Efavirenz: 600 mg qd

| * + 2NRTIs*
- All given 2 NRTIs (n = 50)

"2 NRTIs: Tenofovir-Emtricitabine + (67%); Abacavir-Lamivudine (33%)

Source: van Lunzen J, et al. Lancet Infect Dis 2011:12:111-8.
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Dolutegravir ("572") vs. Efavirenz in ARV-Naive

SPRING-1: Study Results
48 Week Data: Virologic Response (TLOVR)

100
91 90
= 80 88
..E_ 82
2@
2 60
Q
B
v 40
<
&
> 20
T
0

Dolutegravir: 10 mg Dolutegravir: 25 mg | Dolutegravir: 50 mg| Efavirenz: 600 mg

All regimens included 2 NRTIs: Zidovudine + Lamivudine (75%); Tenofovir + Emtricitabine (25%)

Source: van Lunzen J, et al. Lancet Infect Dis 2011:12:111-8. “
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Dolutegravir ("572") vs. Efavirenz in ARV-Naive

SPRING-1: Conclusions

Interpretation: “Dolutegravir was effective when given once daily without
a pharmacokinetic booster and was well tolerated at all assessed doses.
Our findings support the assessment of once daily 50 mg dolutegravir in

phase 3 trials.”

Source: van Lunzen J, et al. Lancet Infect Dis 2011:12:111-8.



