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# One challenge in treating HIV positive

- — - * Maintenance of virological control: at screening, 4, 8, 12 and 24 weeks
Table 1: Basell haracteristi Table 2: Primary Outcome r T O
children is to reduce barriers to good a_ © a_se ine charactenisties T - - 7 89%, 93%, 93%, 94% and 100% of children had HIV RNA <400
[Children with two evaluable PK days 18 N| GM twice daily | GM once daily GMR B F ] ! :

adherence. 4/6/8 (95% CI) (95% CI) (once vs twice) coples/ml, and the proportion <50 copies/ml remained stable over time.

* Decreasing medication frequency would 10 ]| |[ABC # Maintenance of CD4 and CD4%
increase convenience of ART 18 || |AUCy,, (h*mg/L) |18 [10.85 (8.89,13.24)[11.57 (9.89,13.53)[1.07 (0.92,1.23) # No resistance seen in children with HIV-1 RNA >100 copies/ml

* A once daily dosing regimen of ABC and 3/14/1 g%jmgll-) 171229 (1.80,2.91)/ 4.68 (3.86,5.67)] 2.04 (1.67,2.50) (<0.001)°|| + 2 non-ART related SAEs (1 croup, 1 scalp laceration)
3TC has been approved for adults'. I U585 Iy c  (hma/L) |17 | 9.48 (7.89,11.40)] 8.6 (7.46,10.06)|0.91 (0.79,1.06)° #:No new CDC B and C events

* PENTA 13; a PK study performed in HIV 1899 [1344'13615;02] C—C“‘j—g & ;/L)m/ ) 161105 ((6_88 1:26; 187 (('1 153 7'112 178 §1.'47 5.16) )(<0.001)., # No children discontinued once daily before week 12 (1 child discontinued
infected children aged 2 to 12 years, 36 (0.7) o AUC GMR has a 90% CL b C,.,. has a 95% CI and p-value for difference between once and twice daily at week 16.3 due to fluctuating HIV RNA and adherence concerns)
showed that ABC and 3TC taken once daily fz RT combination: — - No increased toxici
were well tolerated and non-inferior, in 3TC,ABC,NVP (+/-ZDV or +/-D4T) 10 (Table 3: Data from other paediatric and adult studies N
terms of PK profiles and continued RNA = = BTC,ABC,LPV(r) (+/-ZDV 7 N | twice daily once daily
suppression, pcompared to the FTC,ABC, va?& ¢ ) 1 [ABC For ABC, in the oldest age group the AUC,_,4 on twice daily was lower than for younger
correspondir’1 twice daily regimen? - - | AUC,.,, (h*mg/L) GM children (p=0.03). On once daily the middle and oldest age groups tended to have a

ding y reg o # 18 children had two evaluable PK days; 4, 6 and 8 children in || PENTA 15 ~ (95% CI) | 18[10.88(8.89,13.24) [11.57 (9.89,13.53) || | AU han th =0.06). Th b: i likel be di

* Only 3 children under 3 years were enrolled ower AUC, ,4 than the youngest (p=0.06). These observations are likely to be due to
only Y age groups 3-12, 12-24, and 24-36 months (table 1). PENTA 132 (90% CI) | 14| 9.91(8.26,11.89) 13.37(11.80,15.16) || tha small sample size per age group, and there were no linear trends with age (p=0.8
in PENTA 13. * All 18 children were evaluated for ABC, and 17 (94%) for || CAL102120° (95% CI) | 27| 7.90 (6.66,9.39) | 852 (7.23,10.04) Pe 528 P ogs SrowP og(P=0-

¢ PENTA 15 was an open-label, cross-over 3TC. d (Coo (MY/L) GM for both). There was no difference in C,,, between age groups.

PK multi-centre study in children with HIV

o For 3TC, on both twice and once daily dosing, there was no difference (P>0.05) amon
N - # A GMR with a 90% CI including 1.0 and falling entirely within PENTALS = (95% CD) |17) 229 (1.80.2.91) | 4.68 (3.86,5.67) i 9 ( ) 9
infection aged 3 to 36 months.

> 2 N PENTA 132 (90%CI) |14|2.14 (1.79,2.56) | 4.80 (4.04,5.71) || age groups for the AUC, ,, or C
0.80-1.25 was considered as bioequivalence for AUC; 5. CAL102120% (95% CI) | 27| 1.84 (1.58,2.15) | 3.85 (3.34,4.42)
3TC
UG,y (hmo/L) GM # Adherence reported by carers (visual analogue scale) was 70-100%

:Ea:: gz ggn;: 23 i; ggg gg?ié;g; g'gg g'gg'i?'?g + 71% (week 0), 80% (week 4) and 64% (week 12) reported 100% adherence.
EPV1001¢  (95% CI) |60 9:21 ('8.8'1,9:63) 8:70 (.8.2'8,9:14) “ At week 0 one child had missed a 3TC dose the day before and another child missed
Coae (M/L) GM a ABC, 3TC and LPV(r) dose two days before the PK dose.

PENTA15  (95%CI) |16|1.05 (0.88,1.26)| 1.87 (1.65,2.13) || * At week 4 and 12 no doses were missed in the last three days.
PENTA 132  (90%CI) |19|1.11 (0.96,1.29)| 2.09 (1.80,2.42) || « At week 0, all carers thought that switching from twice to once daily would make
EPV1001' _ (95%CI) |60]1.19 (1.12,1.26)] 1.97 (1.84.2.11) | things easier (83% a lot, 17% a little).

Paedi idies; PENTA 15 and 13, had I daily d f 16mg/kg for ABC and 8mg/kg for 3TC.
ki AL oo, el gt G st Sy, ) 6mO/KS for ABC and B * After the switch, at week 12, all carers still thought the switch made things easier for

# To compare plasma PK parameters of
once daily vs twice daily dosing of
ABC and 3TC

# To compare age related differences in
the PK parameters of once vs twice daily
dosing of ABC and 3TC in children in 3 age
groups (3-12, 12-24 and 24-36 months)

* To describe child and family acceptability

Figure1A: Median ABC
plasma concentrations
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Figure1B: Median 3TC
plasma concentrations
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Adult study; CAL102120, had target total daily dose of 8mg/kg.
v\ Adult study; EPV1001, had target total daly dose of 4mg/kg.
25
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of and adherence to once compared to metorsy : hem (67% a lot, 33% 2 IS,
twice daily dosing time (hours)

In HIV-infected children aged 3 to 36 months, the AUC,,, for once daily dosing of both ABC
ekl hchiden, oo nd i conts priipain i e PENTA 1 i and 3TC was bioequivalent to twice daily. As expected, C,,,, was approximately two times
szn;ﬂus ;x:u:;/:,i«::{nén&ﬁv 3 MIWE o, A Cor “hmm"‘m r;::;;ﬂma DM Gib E Jacqz 4 mm.n.ws..mm PENTA-15 Trial Maniq:m:ntn(imllu 1 Buck, D Burger, A Compagnucci, C Giaquinto, DM Gibb, H Green, L Farrelly, E Jacy c.:s'::vﬂ?ng":"ﬁ“m L Limt,':ls:my,wn fmd;n:::&:na%:;nr‘g‘yﬂ?:;: :N-;.:I.rrnlc:;,a...ém higher, on once compared to twice daily therapy. There was no evidence of loss of efﬁcacy or
;I-:::;.“nl "I’i‘::m!‘mr:s,cmwn,lsom,w s"wwm\‘;ﬂu’m M Stevanovic, nmn,n..m w1n.m.uv.|-.-.sw.lm;:;mm ::"ﬁ: u:r;:;;;g;é mlm, Pms A'F-?ve', F‘:::::M,LT:::: ;-:vnkc cu...:zurnmsum UK: u.u -'-l-:d",’wmm" L Farely S Forcat, DM Gibb, H Green, L Harper, L Harrson, D Johnson, C Tayor, AS Walker. {1 e 5] toxicity on once daily therapy. FO"OW-UD continues to week 48.

Simanea iyo M,.J.”,.".T.'"""‘”'"""“"'"”L'f‘énﬂ.,,,cw..sh,sm,nm, .....u..,....m.u.m oo S Wettm s eatn £ Atharson, s Soa & by, K Gan Wt ough: A Jonae, M Baut.L Doy, R Smith, F omith, R Morgan; Toe unerdy Hospraiof coveniyand K data from PENTA 15 which demonstrated bioequivalence of once and twice daily dosing are
:l:;;l:(k:gl{r; NNS Trust, Coventry: P I.zwlsy l Mllsml ‘Stinson; ity Hospif ‘boratory: Hopital Robert Debré, Paris, France: W Zhao, E Jacqz-Aigrain.
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consistent with those from PENTA 13. However, the tendency for lower plasma concentrations
), Defesus E, Cain P, Castl S, Zhao H, Gordon DN, Craig , Scokt TR forthe Ziagen Once-Daly in Antetroval Combination Therapy (CNA30021) sudy team. AbacavirOnce or Tice Daly Combined With Once-Dally Lamivdine and Efaviren for the Treatment f Antetrvial-Nive HIV-Infected Adul: Resuts ofth Ziagen Once Daily n Antetrvial Combiation Stuy”J Acqur Immune d h ; .

e Sy 2005 or ;360 17.42 - Gt . B D,V . Py L Py )L v 1 Wiler S ol eyl 6, G 0 on bl of o PENTA-L Sty rup. P pramacokineic o e veri -Gl i and tacove it o ombistion esment -t chirn (PENTAL) Aol sy, 20050259:246. 3 rnusrgt of 3TC observed in younger children in PENTA 13 was not seen in PENTA 15. These results
beingprepared 4 Yuen G2, Lo Y, Burgamer N, Bishop 2., Sith G, Gto VR, Hoslsher DI, Equlent Steady Sate. Phamacokineisof Lamvcine in Plasta and Lamivcine Trphosphte wiin Cls olowing Adminstaton of Lamivudineat 300 Milirams Once ity and 150 Milams Twice Daiy.
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