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Introduction * All subjects who received at least one dose of study Patient disposition at 24 weeks AEs considered related to ENF m Y
o ] medication are included in the present analysis. e 22 patients (91.7%) completed 24 weeks of treatment ¢ Five patients (21%) reported a total of six AEs N
" member of the new clss of anirsrovyal agents calld it ENF considered by the Investigator o be related o ENF. - * 0 e imen appears to have a favoravle sefery M8
Sty e gen _ * Two patients (8.3%) discontinued the study by They included: . g ppears . y |
fusion inhibitors that inhibit viral binding or fusion to week 24" _ fatigue profile and is well tolerated in heavily pretreated o
host target cells. Patient demographics ) HIV-1-infected children (5-11 years). N
o , . — One patient discontinued for safety reasons — pyréxia . ) 5
* Enfuvirtide (ENF) was approved in the US in March o 24, vertically infected, children 5-11 years of age unrelated to ENF (multi-organ failure and — upper respiratory tract infection * Responses in the children appeared better than those o
2003 for HIV-infected adults and children 6 years of were enrolled in the study. Baseline demographics metabolic disorder)** - neurodermatitis previously reported in adolescent patients® also o
age or older for use in combination with other and disease characteristics are shown in Table 1. _ One patient refused continued therapy. — hypocalcaemia enrolled as part of the T20-310 trial. This could be f-:;h
antiretroviral drugs in treatment-experienced patients i . o N N . ) ) . — diminished appetite. related to the greater reported adherence in the =
with evidence of HIV replication despite ongoing Table 1. D:_rl'l;ograp;hl(: and baseline characteristics: S:r?-::filtt)l/o:gsgitsle(:;fifgg T:giiwde:gthseinvg:etlr(]iz‘lp;lt?:nftor younger patients. ‘:.,”
antiretroviral therapy.! children stratum com S Serious adverse events (SAEs) e N ; ; Q
pleted 24 weeks of therapy, she is not included here ) ’ ) evertheless, both patient groups displayed decreases (1]
* An early pediatric study (T20-204) in children Total number of children patients enrolled 24 N as a discontinuation ° E:"e p?}tlentsk(Zgl%) reported an SAE (1 for pneumonia) in HIV RNA load and clinically meaningful increases in g
3-12 years of age indicated that a 24-week regimen of Age (years) * Case history for this patient: VL at baseline = 809,213 rough wee . CD4 over 24 weeks. !
ENF 30 mg/m? or 60 mg/m? bid subcutaneously (sc) in copies/mL HIV-1 RNA; CD4 at baseline = 59 cells/mm? » None of the SAEs were considered by the investigator o
HIV-1-infected children was well tolerated.2 Activity Median (range) 9.0 (5.0-11.0) (3.7%). Interstitial pneumonia active at baseline. Background to be related to ENF. Conclusion S
gghgligst HIV-1 .v.irusti: cg(i)ldrer} w2as aloslo demﬁlnstrecljted.2 Sex, n (%) ;Zggmsg\/icro(rlm:\il?rt::e;)f Tdhi:aonnoljizz,n t):ri::f;ri]rt/rr::;;/;rﬂizdwas ¢ One patient discontinued treatment due to multi-organ « ENF provided a clinically meaningful immunologic SS:
ildren receiving the 60 mg/m? sc dose achieve . ; . en Vi inically ingful immu i
target 12-hour EI?JF trough Igvels of > 1000 ng/mL.3 E/Ialel 19 (372'5) Prozac. On study Day 8, the patient was hospitalized for Iﬁ"uée atr;‘d metabol|%d|sgrder almtd jLibsEes:ently died; response together with potent antiviral activity in this 5
o i o ) emale 5 (62.5) interstitial pneumonia. Blood culture was negative. The patient € death was considered unrelated to difficult-to-treat HIV-1-infected patient population 8
* Preliminary investigations in T20-204 also Race, n (%) was treated with antibiotics. The event resolved on study Day (see details above). ' o
demonstrated the safety and tolerability of ENF over ) 25. On study Day 29 she was hospitalized due to multi-organ L. . : =2
the first 7 days of treatment in both children White 8(333) failure and mitochondrial toxicity which were treated with Injection site reactions (ISRs) ACknOWIGdgementS o
and adolescents. Black 15 (62.5) supportive measures. She discontinued all antiretroviral * |ISRs were reported by 21 patients (88%). Of these Ack ted t and ol thanks t _cO
; ; italizati : : ; cknowledgement and special thanks to our
e T20-310 is an ongoing Phase I/Il pharmacokinetic, Other 1(4.2) reatment, inoluding ENF, the day of hospiializalion 21 patients, ISR questionnaires were completed by investigators, their dedicated staff, and the children .g
) ; L . (study Day 29). She succumbed on study Day 34. 17 (81%). 94% (16/17) of patients reported the worst 9 J ’
safety and efficacy study of ENF in combination with Ethnicity, n (%) ain/discomfort arade as mild or moderate and families involved in the trial, as well as the Roche a-
an optimized background (OB) over 48 weeks in Hispanic 6(25.0) Adherence $h . g ans/ ; rt-d and Trimeris personnel for their contributions. S
14 i - : ¢ The most common signs/symptoms reported were: Ty
HIV-1-infected children (3-11 years) and adolescents Non-Hisoani 1 ¢ Adherence results are summarized in Table 2. Mean _ , gnsrsyme P T20-310 Study Group: Saroj S. Bakshi, Caroline Nubel, =
(12-16 years). on-nispanic 7(708) adherence was calculated from the average of the ~ induration (75%; 679% of those reported < grade 2) Bronx Lebanon Hospital Center, NY; Joseph Church o
e In this trial, intensive pharmacokinetic investigations Missing 1(42) results of the adherence questionnaire and the number — nodules and cysts (58%; 86% < grade 2) Theresa Dunawa Ciildrens Hospital LospAn cles, CA; 3
of ENF at a dose of 2 mg/kg bid (maximum dose of ificati 9 i — erythema (50%; 75% < grade 2) e P oo o
90 mg/dose), delivered 9’kg I—I|IV ] .X'f ut 4 child HIV classification, n (%) of returned used vials. ' = : Coleen Cunningham, Kathleen Contello, SUNY Upstate o
mg/dose), aellvered sc, In Hiv-1-intecied children i L iti Medical University, NY; Maria Isabel de Jose, Hospital =
and adolescents produces drug exposure comparable N(,) 3|g.ns/sympt0ms ") 2(63) Table 2. Summary of adherence to enfuvirtide over Laboratory abnormalities " Univerisitario Infantil La Paz, Spain; Patricia Emmanuel, 8
to that seen in adults following 90 mg sc bid dosing.45 Mild signs/symptoms (A) 6 (25.0) 24 weeks (n = 24)  Treatment-emergent grade 3 laboratory abnormalities Pat Russell, Cathy Mobley, All Children’s Hospital, FL; 73
. — . 0, ’ ) 3 3 —
e This presentation reports primary 24-week safety and Moderate signs/symptoms (B) 3(12.5) (" *Level of Returned Adherence Mean ) were reported for AST, GGT [n = 2 each; 8.3% . Stephen Eppes, Stacey Koletty, Alfred DuPont Hospital [?)
) ) A ) h ZTUlILE (different patients)], ALT, and amylase (n = 1 each; 4.2%). - ) ) N b
efficacy results from T20-310 in children (5-11 years). Severe signs/symptoms (C) 13 (54.2) adherence used vials questionnaire | adherence o for Children, DE; Irma Febo, Sylvia Davila, University o)
Data from adolescents (12-16 years) were presented Median number of prior ARVs 10 (6-14) n (%) n (%) n (%) ¢ Treatment-emergent grade 4 Iaboratgry abnormalities of Puerto Rico, PR; Claudia Fortuny, Hospital San Juan =
previously.5 : : : 859, 12 (50) 23 (96) 7 were reported for platelets, neutrophils and amylase de Dios, Spain; Hannah Gay, University of Mississippi, “W
chgd;;” ((jrl:]rgrt]Itcl)wns)Of prior 85 (11.9-1283) =097 (n =1 each; 4.2%). MS; Robert Lawrence, Carol Delaney, University of 8
rapy T > 80% 16 (67) 23 (%) 18 (75) Florida Health Science Center, FL; Elizabeth Secord -
. Efficacy of ENF over 24 weeks: Comparison ) - ) L o ’
m Baseline HIV—1 RNA . >75% 17 (71) 23 (96) 18 (75) with re}slponses seen in adolescents P Ginger Steinhiber, Children’s Hospital of Michigan, Ml; 8
. . (logm COD|93/m|-), median (range) 4.9 (40_60) > 65% 18 (75) 24 (100) 21 (88) . . . Hans Spiegel, Marlene Lee, Children’s National Medical g
Study design and patients Baseline CD4 count (cells/mm3), \_ _/® Overall, the median change from baseline in plasma Center, DC; Joseph Stavola, Christine Nguyen, Cornell >
e T20-310 is an ongoing multicenter, open label, median (range) 370.5 (6.0-2007.0)* + Gategories are not exclusive HIV-1 RNA was -1.53 logso copies/mL (n = 22) in the University, NY; Andrew Wiznia, Wanda Biernick, Jacobi c
non-randomized, non-comparative study of ENF Baseline CD4 cell percentage, children. This decrease was greater than previously Medical Center, NY. 7
dosed at 2 mg/kg sc bid (up to a maximum median (%) 16.9% (0.7%-50.1%)* Safety over 24 weeks observed in adolescents [-0.59 log;, copies/mL We would also like to acknowledge Ernestine >
90 mg/dose). Tanner staging, n (%) e 24 patients (100%) reported an adverse event (AE) (n = 18)] also enrolled as part of the T20-310 trial.5 Amenuvour, Diana Asuen, Gary Buford, Patricia Delora, @
o All patients had prior treatment experience with at y 17 (70.8) over the 24 weeks. The most common AEs ° The: categorical responses seen in the younger Cinda Grippi, Deborah Harper, Anika Norris, Sheree CET
least two antiretroviral drug classes for at least (> 3 patients) are shown below. The majority of patients also appeared to be better than those McGregor, Camber Olsen, Susan Pickell, Claire Raskino, S
3 months and baseline HIV-1 RNA > 5000 copies/mL. 2 5(20.8) the AEs were mild to moderate in intensity. observed in the adolescent patients with one-third Orla Reidy, Zikia Siddique, Dan Todd and Walter Veloso. 3
« Assessments for efficacy and safety parameters 3 1(4.2) — Upper respiratory tract infection (n = 10; 41.7%) of children reaching < 400 copies/mL over the B
4 0,
including HIV-1 RNA change from baseline, change Missing 1(4.2) - Nasopharyngitis (n = 5; 20.8%) igo\llv:si?ntﬁs:tli?ari)s’ ;;ompared to 10.7% of the References |
in absolute CD4 cell number and percentage, change i itivi ine (%)** - Pyrexia (n = 5; 20.8% ) . o
. Genotypic sensitivity score at baseline (%) yrext ( _ ) Table 3. Efficacy results (ITT) at 24 weeks (n = 22) 1. Department of Health and Human Services, USA. o
from baseline CD4 cell number and percentage, 0-1 10 (41.7) — Vomiting (n = 5; 20.8%) Guidelines for the Use of Antiretroviral Agents in N
CD4 percentages, clinical and laboratory adverse _ Otitis media (n = 4; 16.7%) n (%) R Pediatric HIV Infection, November 30, 2004 3
events, injection site reactions (ISRs), and adherence 2-3 13 (54.2) . . HIV RNA (Gopies/mL) ) i o
were performed monthly through week 24 and 45 1(42) - Loose stools (n = 4; 16.7%) pi 2. Church JA, et al. Pediatr Infect Dis J 2002;
bimonthly thereafter. \_ J - Oral candidiasis (n = 4; 16.7%) <50 6 (25) 21:653-659.
IR =4; <400 8(33) 3. Kosel B et al. 8th Conference on Retroviruses and
» Adherence was assessed at each study visit using * n=20 - Cough (n = 4; 16.7%) : : ce . ;
three methods: returned used vials; an adherence ** Defined as the number of antiretrovirals in a patient’s OB — Gastroenteritis (n = 3; 12.5%) > 1.0 logyy decrease from baseline 12(50 Epspozré%qlsg\%gzrfzgfggz’ Chicago, USA, February
questionnaire completed by each patient or :)engit::':et: l‘:’shi;h Z‘foffa“ii“r:i‘;it:‘rLLSeOt':tS?ir‘:"a(sVisr:’l‘j“;’f gzset’g — Nasal congestion (n = 3; 12.5%) « Immunological responses in both the children and 4 B II,'b S;E | Pedi ) Infect Dis J 2004:
parent/legal guardian that inquired as to the number San Franclijsc o ch) P o gie, =ou - Mouth ulceration (n = 3; 12.5%) adolescent groups were clinically relevant with : 2;.1|1g§_1 1‘47 al. Pediatr Infect Dis ’
of ENF doses missed in the 4 days preceding the visit; ’ changes from baseline in CD4 count of : :
and the average of the results from the preceding +182 cells/mm?3 (n = 18, baseline values for 2 patients 5. Wiznia A, et al. 11th Conference on Retroviruses

two methods.

Data presented here are from the children stratum
(5-11 years of age).

were unavailable) and +139 cells/mm? (n = 15),
respectively. In the children group the median CD4 cell
percentage change from baseline was 4.5% (n = 18).

and Opportunistic Infections, San Francisco, USA,
February 8-11, 2004; Abstract 929.
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