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Background; Elevation of CH andior TG s a wall-dacumantad side affect of HAART,
Tranimants (i) with minimal Impact on CHTG ara neadad a3 long-lerm ragimans are
considarad. PACTG 1020A Is a prospactive opan abel, non-randomizad Phasa VIl study
af ATV, In cambinalion with 2 NRTIs, In HIV-Infectad childran. I Is designad to dalarmina
{he safely. PK, & oplimal dosage of ATV powder & capsules,

Objuctiva: To evalusia fha effacl, as measurad by parcent change from baseline valugs
of ATV+2NRTIs on non-fasling CH/TG al wks 24 & 48 of Iraaimanl.

Mathads: Anlirelreviral naive & experiencad children wilh ATV phane-suscepliblily (ATV
C50 fold changa < 10) and HIV-RNA > 5000 cpshL., agas §1d-21y are aligiela, Staring
dosa of ATV was 310 mg/m2 dally which was adjustad upward If pra-sal PK crilaria wara
nol mat. Al wks 24848, parceniage (%) changa from baselng was nssessad fer TGICH,
Patianls with missing basaline TGICH ware axcluded In the analysls, as ware narly
discontinuaions (< Bwks), Possiblo offacis of praviaus ARV exposura (axp) ware fostad,
|, madian % changas In TG/CH wara comparad for Nalve vs Exparlencad pallents
(Kruskal-Wallls Tost), Al wks 24/48, tha following are presented for TGICH: median %
change, n, 25ih & 75th percenilles, p-value (Wieaxan Malehad Palrs Slgnec-Rank Test).
Epearman Carrelalion evalusled If the patient's las recorded % changes in TGICH were
ralatad to lima on ATV.

Rasults: To dala, 63 pls have enrolled & racalvad ATV, Pravieus ARV axp had no
signifieant afacls en beth TG/CH [p-values: wk 24: TG (p=.17), CH (p=4E); wk 48: TG
{p=65), CH (p=.29). Thus, dals wara pooled. Al basaling, meclan CH=139 (n=54, range
71:241); G115 (w58, range 31-401). There was no signficant changa fram basaling in
T8 or CH thraugh wk 48,
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Spearman Corr showed [hal there were no significanl mssoclalion balween TG/CH
changes & Ihe lime on ATV (TG: ne85, 12,20, p=, 14; CH; ne6d, r=,08, p=, 54},

Conclusions: Al 24848 wks, i wilh ATV in combinalion with 2 NRTIs had ne significant
affac! on sarum CH o TG, This offars & polantlal advantage of ATV-containing ragimans,
awalting furihar safety & dosing info from 1020A,

BACKGROUND

u Combinalian therapy (CT) has rosulled In significant improvement n survival, and
dacreased morbidity, amang the HIV:infacted podialric population.

u Wilh treaimen! success has come awaraness of lang-lerm side effecls of anllrelraviral
medications.

 One of Ihe common side eflecls of CT noled among HVHnfecled adulls, and 1o &

smaller axfent In HIV-Infacted children and dolascants, has bean the ipadysirephy
SYndrome.

u Part of tha podysirophy syndrama has baan a significant elovalion of serum TG and
CH lavals, with, In adults, & possiala (neraasad risk of hear diaanse.

® ATV s  novel PI, FDA spproved for use In adults. Adull data suggests ATV has a
minimal impact on ssrum TG and CH

P1020A STUDY DESIGN

u Phasa Ul study af ATV, In eambinalian wilh 2 NRTIs, in HIV-infaclad ehildran, Naive and
Exparlencad;

# Dasignad to datarming the Saaty, PK, & oplimal dosage of ATV powdar & capsulos;

n Eighl (8) Groups based on Age/Farmulation

u PartA- ATV (Comploted Domasiic Accrual); Groups 1-4
u Parl B - ATV + Rilanavir (RTV) boosting; Groups §-8

DOSING
u Siarling dose of ATV: 310 my/m2 dally
] IMINI"IH KPFI—II“ PK eritaria wera not mal

SUBJECTS & ELIGIBILITY

u ARV Naiva & Experianced childran

u Expariencad: ATV Phonolyple Suscaplibility: ATV [CG0 Fold Change < 10
n HIV-RNA = 5,000 cps/mi

u hgos 91 days - 21 years

STATISTICAL METHODS
‘Analysas wera performad on stage A (domestic) patiants who racaived ATV with no RTV boosi.
Waaks 24, 48: calculntad TG and CH parcaniage (%) changa fram basalina.
Pallants excludad: () with missing basaline TG/CH; and (1) aarly discontinuations (< Bwks)
Passible effects of previous ARV exp were lesled (using Kruskal-Walis),
.0, Nalva vs Exporiancad

= baseline TG/CH

= madian % changes in TGICH ol wks 24,48
Waaks 24, 48: Ovarall madien % changa, n, 251h & 75th parcentlles, p-valus (Wilcoxan
Malched Pairs Signad-Rank Tasl).
Spaarman Correlallon; patiant's lnst recordad % changas in TG/CH wera ralatad to lime on ATV,
Fraguanicy tablas shawing & of pallanis wilh CH » 180, CH » 200 at baseling, weaks 24, 48

BASELINE DEMOGRAPHICS

Total Accruad n=63

ON RX: n=32 (median=128 weoks), OFF RX: n=31 (median=26 weoks)
Gender Male 32(51%), Famal 31(49%)

Raca White 9 14%); Biack 28 (44%), Hispanic 26 (41%)
DrugHistory  Exp 53 (B4%), Naive 10(16%)

Age (yrs) ‘madlan=10; Range (0, 20)

CDd Count®  median=427, Range (0, 1511)

€04 %" madlan=20; Range (0, 46)

LogyRNA  median=4 6, Range {3.5,6.5)

* (1) patiant with missing valua

CHOLESTEROLS

Table 1

Baseline Cholesteral
Malve vs Experlenced

(axcluding patienis vath 4 missing basaline & § early dise)

TRIGLYCERIDES
Table 2

Baseline Triglyceride
Naive vs Exparienced

(oxchuding patients with 3 missing baseline & 5 early dise)

ARY Hitety. n.midian__min__max ARY Histary o median__min__max
Experienced L Exparianced 50 1005 3 401
Halve 5 120 e 158 Halve LNRELE T -
Kryubal Wyalls Taat pvae = 048 sk Wailka Test b value = 099
Table 3 Table 4

Cholesterol % Change From Baseline

Naive vs Experienced

Week ARV History N Median__p-valug
u Expatignced 31 30 @
L

Natva ]
4 Experignced 30 18 A
Harve F I ]

Mobd! ARV thig hislary 5 sl aigriiar] éffaca on CH %
changes from baneline  Thus, dale wore ponled

Table §

Overall Rates of Elevated
Cholesterol Levels
Wk x 1 =200
[} (TN T (%)

u 0 (5%)  1HO (%)
0 20 %

Time on ATV and Last Recorded % Changes in
TGICH

TG ne8S re020 pvaluew0id
CH  nefd 008 pvalue =054

Note that anly & very small proportion of patients had elevated CH at weeks 24 and 48

Triglyceride % Change From Baseline

Nalve vs Experienced

Wasi ARV History N Medan  povalug
u Exparionced 39 B3 7
N
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a8 Expenenced 31 100 ]
Nalve 2 47

Nata! ARV ui hiviery did hol hirve 3ignMcan aMecls oh 10 %
change from bavelne Thus, dele ware pooled

Table 6

Triglycerides and Cholesterols
Week 24, 48

Percent (%) Change from Baseline
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Cholosterals

Tha madian basalina CH wara not significantly diferant
for Naive (129) versus Experienced (138) palienls
pvaluie=0.48 (Tabla 1),

Al both waeks 24 and 4B, Kruskal-Walls tes! resulls
shawad Ihal Ihara was nol suliciant evidance 1o say
ihal the madian CH percenl changes from hasaiine
signifeantly difered for Naive versus Experianced
pallents (Takle 3). Thus, the daia wera poolad for al
pallants, ragardiass of thalr pravious drug expariance
(Tabla 6).

Paaled CH Results
+ M waek 24, the madian CH parconl chango from

baseline was 22% (261h Parcentles-4.05, 76th
Porcentiie=12.78), (pvalup=0.08, Wilcoxon Malched
Pairs Signad-Rank Tast),

At wak 48, the madian CH parcenl change from
baseline was 16% (25Ih Parcentlie=-4.6, 75th
Farcentile=10.7)

(p-value=0.28, Wilcoxon Malched Palrs Signad-Rank
Taxl).

Triglycerides
« Tha median basaline TG were nol significantly differant

Tar Nalve (119) varsus Experlancad (100.5) palienls
pvaluge0 30 (Table 2).

At both weaks 24 and 48, Kruskal-Wallis Tos! resulls
shawed hal Ihere was no suMclenl evidence lo say
{hat Ihie median TG parcent changes from basaline
significantly difarad for Nalve varsus Experianced
paflents (Tabla 4). Thus, the data wera poolad for al
palienis, ragardiass of thalr pravious drug exparience
(Tabln 8),

Pooled TG Results

At wak 24, ihe magian TG parcant changa from
baseline was -14.6% (2bth Percentile=-413, 7Hih
Pereentlla=36.5), (pvalue=093, Wilcoxan Matched
Pairs Signad-Rank Tas).

Al week 48, the median TG percent change from
baseline was 10% (250h Pereentiie=-276, 76
Pareantlla=30.2), (pvalup=044, Wilcoxon Matchad
Palrs Signad-Rank Tes),

CONCLUSIONS

u Al 24 and 48 waeks of therapy, lreslment wilh ATV
in tombination with 2 NRTIs had na significant effact
on serum TG or CH lavels,

® ATV Is an Important addiion to Iha I class of ARV
agents, and wih I8 (ack of eMec on sarum lipids
should b considarad for paflents at incransad risk of
eardiovasculnr disaase.

u ATV affect on TGICH, whan boosted by RTV, In
padiatric HiV-infocled paflents 15 curranlly under
Invesigation.



