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ABSTRACT BACKGROUND (CONT.) RESULTS

Background. Some antiretroviral agents are associated with hyperlipidemia.
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Objectives. To evaluate serum lipids during MK-0518 therapy. Protocol 004 StUdy DESign Baseline Patient Characteristics i
Methods. Phase II study evaluating 4 doses of MK-0518, a novel HIV integrase - . . Change From Basellne
inhibitor, vs efavirenz (EFV), both combined with tenofovir/lamivudine (TFV/3TC), ® Rand0m|zed, dOUbIE'bIlnd, dose B rang'”g MK-0518 bid*
in ART-naive HIV-infected patients (pts) with HIV-1 RNA >5000 copies/mL and -
E]D4 ceIrI]salg?lOO /uIE eCCh:ngp:slfergni (bpassglmle in fasting serum chngs?tISfolm(Sg;], StUdy to evaluate the Safety and efﬁcacy Of Efavirenz* —_ Serum Cholesterol Serum HDL-C
triglycerides (TG), LDL-C and HDL-C after 24 weeks treatment were evaluated. MK-0518 given at 100. 200. 400 or 600 mg 100 mg | 200 mg (400 mg | 600 mg | 600mg qd %' 30 - 10 -
Results. Baseline lipids were similar in all treatment groups. Mean changes from . . ! 4 N=39 N=40 N=41 N=40 N=38 37 ] 1
baseline in serum lipids (mg/dL) at 24 weeks are: b.i.d. versus efavirenz 600 Mg C|d, both = . 8 -
_ in combination with tenofovir (TFV) and Age-mean (yrs) 37 34 36 37 36 = = |
Treatment** N Baseline Change (95% CI) ] ] o ~
MK-0518 100 mg bid 39 168 -7* (-14, 0) lamivudine (3TC) . %Male 85 73 90 73 76 o g
MK-0518 200 mg bid 34 161 2% (-11, 8) § -
SC MK-0518 400 mg bid 40 168 -7% (-15, 2) . - - = . %Non-White 82 65 66 65 68 —_ (&)
MK-0518 600 mg bid 35 162 4% (-12, 5) ° Key |nclus_|on criteria ' _ _ _8 _
Efavirenz 600 mggqd | 36 | 170 +19 (8, 30) e Susceptible to efavirenz (EFV), lamivudine HIV RNA copies/mi** | 58206 | 64715 | 43083 | 57019 | 67554 O =
MK-0518 100 mg bid 39 129 +2 (-22, 26) : : 0g;, copies/m : : : : :
V0518200 mebid T34 T 110 TS (3TC) , and tenofovir (TFV) (determined by E
TG MK-0518 400 mg bid 40 127 -2* (-23, 18) genotype) CD4 - mean (cells/ul) 314 296 338 271 280 o |
MK-0518 600 mg bid 35 155 ~43% (-87, 1) : N -2 1
Efavirenz 600 mg qd 36 128 +47 (-1, 96) ¢ NO prlor ART (<7 days OK) % with AIDS 31 33 29 43 37
N= number of patients with data ° HIV RNA Z 5000 COpIeS/mL * With TFV/3TC  ** = geometric mean
PRLES 1% e BB w2 Grean 18 Ceavbation with TR/3TC e CD4 = 100 cells/mm3 _ _ _
SC and TG values were relatively unchanged following MK-0518 therapy. In contrast, 20 1 Serum LDL-C il 100 - Serum Trlglycerlde
efavirenz treatment was associated with increases in both SC and TG. Effects on . . 3
LDL-C and HDL-C will be presented. ® Key Endpomts. cEn |
Conclusions. MK-0518, in combination with TFV/3TC, had no adverse effects in — —~ ~ |
serum lipids at 24-weeks. HIV RNA, CD4 counts, at week _12’ 24’ 48 Baseline Serum Lipid Parameters (mean) -3' o 20 J%
—Safety: labs and adverse experiences - k= |
BACKGROUND | MK-0518 bid* _ 13 8 ot == > : T
e Exploratory Endpoint: Efavirenz* o > S
i ] S linid level t week 12. 24. 48 100mg | 200mg | 400 mg | 600 mg | 600mg qd N ko)) .
e Elevated serum cholesterol (SC), triglycerides * Serum lipid Ieveis d ey (n) (mg/dl)|(n) (mg/d1)|(n) (mg/d1)|(n) (mg/dI)| (n) (mg/dI) 0 - 50
(TG), low density lipoprotein cholesterol (LDL-C) e METHODS: All analyses were performed vt s 1es | sm 161 | caor1es | 35160 | (30 190 £
- i - fasting samples in a blinded manner Olesterol | 39) (34) (40) (35) (36) 5
and decreased high density lipoprotein cholesterol on _ S
(HDL-C) are often associated with antiretroviral by Covance, Inc. (Princeton, NJ) as HbL-C (36) 108 | (34)100 | (40) 104 | (33)101 | (33) 108 ?-100 0 12 94
therapy (ART) and may confer increased risk part of a CDC lipid panel. Serum HDL-C (39)38 | (34)38 | (40)38 | (35)37 | (35)37
- - trations of total cholesterol (SC Week Week
for cardiovascular disease and stroke (Int J STD concentrations of total cholesterol (SC) —
- - _ Triglycerides (39) 129 | (34) 110 | (40) 127 | (35) 155 (36) 128
AIDS 2005; 16 (Suppl. 1): 2-13). and triglycerides (TG) and HDL-C were
determined USing automated enzymatic R —»— MK-0518 100mg ——  MK-0518 200mg MK-0518 400mg
e MK-0518: a novel HIV integrase inhibitor assays. HDL-C concentrations were . MK-0518 600mg o Efavirenz
e HIV integrase inhibition: a new mechanism determined after precipitation of the non-
Of aCthn o o ] ] ] HDL fraCthn Wlth de_Xtran SUIfate. LDL_ Each group dosed in combination with TFV/3TC *p<0.05 for comparison to efavirenz
e Potent antiviral aCt|V|ty iIn combination C was calculated using the Friedewald Note: Due to limited sample volume, n was reduced by up to 6 per group per test.
therapy formula.
e In ART-naive patients at Week 24 e 12 and 24 week data available ,
(Markowitz et al, IAC 2006, Abst o CONCLUSION Protocol 004 Study Team
TH LBOZ 14) o Stat|St|Ca| methOdS |f/ln\lf/lestiga_lttors - _— - HMe1!-ck|Research Laboratories
. . . . . . . - . . Markowitz . Little . Teppler
e 85 — 95% with HIV RNA < 50 copies/mL e Changes from baseline in lipid levels were e MK-0518, when dosed _at 100 mg to 600 mg bld N COmb.II"latIOI"I with =, Gotuzzo o N.Bodsworth  Australia B Nouyen
e In patients failing therapy with triple cilculatccejddby trﬁ_atme_rglt groupﬁl:c)lased upon TFV/3TC for 24 weeks in treatment-naive HIV infected patients: e Crkean i Y. chen
. . opserve ata_ WO-side con ence . . . . . G. Prada _ CoIombia_ R. Liporace USA L. Gilde_
Class resistant virus at Week 16 - i - e was not associated with increases in SC, LDL-C, or TG, which ) foesfamie: putoRo - D.gaer putela L Wening
(GrInSZtEJH et al, CROI 2006, AbSt Intervals and p Values Were ComPUted USIng = o ak = - = = = D. Cooper Australia K. Tashima USA D. Hazuda
159LB) normal approximation. contrasts significantly with lipid changes associated with treatment vhew cie | CCumpaer  USA ) Ve
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