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Background: Solidrité Thérapeutique et I
a french medical NGO comitted to HIV
HIV care and

iatives contre le SIDA (SOLTHIS) is
re whose main objective i (o prov

es; developing form-guided patient care
protocols; support of pharmacy and lab; development of an electronic. patient
monitoring system.

Adults who started HAART between January 1*, 2004 and June 30, 2005 were
included, except female patients enrolled in PMTCT program. Data were collected

then every month, immunological evaluation at baseline, morth 6 then every six
months. Virological evaluation was performed in a subgroup of 108 patients after
Six or twelve months of follow-up.

Results: 376 adult patients had been included: 61% were women, median age was
35 years. At baseline 94 9 pts were WHO stage Il or IV. Median weight was 48
kg (42 - 55 kg) . Median CD4 cell count was 112 cellsimm3; 98 % were ART-
neive. The dominant regimen was stavudine/lamivudinelnevirapine (8496), used in
fixed-dose combination (CIPLA, India) since Oclober 2004. At follow up, 231
(61,4%) were sill on HAART, B2(21,8%) had died (median time to death : 36.5
days), 57(15%) were lost to follow-up, 6 stopped treatment. Median weight
ncrease was + 11 kg and median CD4 increase was + 177 cells/mm3 at six months
in evaluable patients. In virological substudy of 108 patients tested , 77.5% had a
viral foad below 200 copiesimLafter six months of treatment and 82.5% after 12
months of treatment.

Conclusion: Our preliminary data demonsirate 1/ that scaling-up HAART use for
HIV- positive adults is feasible in African decentralized area 2/ that a simplified
HAART strategy provides efficient clinical and immunological response. Increased
early mortality, largely due to advanced HIV disease at HAART initiaion fises the
question of medical care organization and information of population regarding
access 10 VCT in rural African setting. In next years, virological monitoring should
be acritical issue for early detection of treatment ailure.
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ives contre e SIDA (SOLTHIS) est une
organisation non gouvernementale (ONG) frangaise de médecins engagés dans la
lutte contre le VIHISIDA dont 'objectf principal est de fournir un accés aux soins
et aux médicaments antirétroviraux pour les patients infectés par le VIH dans les
s a ressources limitées. Nous rapportons les résultats préliminaires du premier
programme d'accés aux ARV développé par SOLTHIS dans Ia région rurale de
e d'Acces ax ARV

queet 2
support technique de la pharmacie et du laboratoire ;
Systéme informatisé e suivi des patints.

Les adultes ayant inité des ARV entre le 1 janvier 2004 et le 30 juin 2005 ot été

le développement cun

dans un sous-groupe de 108 patients aprés six mois de suivi.

215 : 376 patients adultes ont été inclus : 61% élaient des fe
edian tait de 35 ans. A Pinclusion, 94 b des patients étaent au stade
OMS. Le poids médian a I'inclusion etat 48 kg (42- 55 ko). Le taux médian de
CD4 sanguins état de 112/mmS. 98 % des patients élaient raifs de traitement. 84%
des patients ont iniié stavudine/lamivudinelnévirapine (d4T/3TCINVP), utilsée
Sous formulation combinée a dose fixe (CIPLA, Inde) a parti d'octobre 2004. A la
date d'analyse, 231(61 49) adultes étaient suivis sous ARV, 82 (21.8%) éaient
décédés (médiane de survenue : 36.5 jours), 57(15%) élaient perdus de v, 6 en
arrét de traitement. Le gain pondéral médian tait de 11 kg et le gain médian de
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Solidarité Thérapeutique et Initiatives contre le SIDA (SOLTHIS)

We report here the prel
rapy (HAART) program implemented by SOLTHIS in Ségou rural d

+  French medical
. Main objective :
countries.

+  3programs in M

(NGO)
: to provide HIV care and ARV to p:

to HIV care
nts in resource:

ted

iger and Benin : > 1200 HIV-infected patients included

inary results of the first simpli

d highly active antiretroviral the-

by the Initiative Malienne d’Accés aux ARV (IMAARV) and the Ministry of Health of the
Republic of Mali.

.

m:umo: provided by SOLTHIS :
Training ph ians in their use of ARVs and therapeutic counselors in adherence-
focused activities
Developing form-guided patient care protocols
= Technical support of pharmacy
Technical support of laboratory by training biologist and laboratory assistants to
CD4 measurement
Development of an electronic patient monitoring system
= Provision of clinical care oversight
Standardized first-line drug regimen: Generic d4T + 3TC + NVP
>_~ma=w:<m regimens for contra-indication, intolerance, TB, HIV-2

Generic AZT  dd| EFV DV RTV
m:@, ity criteria for initiation of HAART:
= All WHO stage IV or |
. WHO stage | or Il and CD4<200/mm3
Cotr inall

prop patients or CD4< 350/mm3

Adults who started HAART between January 1%, 2004 and June 30, 2005 were included,

except female p:

RIS

.

nts enrolled in PMTCT program.

CD4 measurement (BD FACSCount?) at baseline, month 6 then every 6 months
Virological evaluation (Roche Amplicor assay) performed after 6 or 12 months by the
laboratory of Virology, Hopital de la Pitié-Salpétriére, Paris

Reverse transcriptase genotyping performed for viral load > 1000 copies/mL

Statistical analysis was performed using Epi Info for Windows, version 3.3.2 software.

Outcome measures include survival, we

Between January and April 2004, these four center:

, CD4 and virological response to HAART.

ining settled by SOLTHIS in January 2004

= 15 physicians

= 35 healthcare providers

4 HIV care centers :

Ségou district hospital, Hopital Régional Nianankoro Fomba

Ségou public health outpatient clinic, Centre de Santé de Référence Famory
Doumbia

2 community-based NGO : Walé, APROFEM.

iated free ART services. The ARVs

were first provided by SOLTHIS, then by the Malian Government.

376 adult patients included (results updated for presentation)
mwwm__:m n:wEQm:w:nw (Table 1)

of women

quune straégie ARV simplifiée fournit une réponse clinique et immunitaire
efficace. La mortalité précoce élevée, en grande partie due au stade avancé de
n des ARV, souléve la question de
nisation des soins et de Pinformation de la population pour

épistage dans un contete rural africain. Dans

lance virologique pourrat devenir indispensable a Ia étection précoce de I'échec
thérapeutique.
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'WHO stage Il or IV : 94%

Pulmonary tuberculosis : 19 patients (5%)
Median CD4 cell count : 112 cells/mm3
HIV-1:94.3 % HIV-2: 5.7 %

Treatment (Table 2)

.

.
.
.

HAART-naive : 98%

Dominant regimen : d4T+3TC+NVP 84%

Used in generic formulations (Stavir, Lamivir, Nevimune, CIPLA, Mumb:
Generic fixed-dose combination (Triomune, CIPLA) since October 2004.
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SOLTHIS : Evaluation of a Decentralized Program
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TABLE1: f the hort 76 lien . " .
of the Ségou cahort (376 pate .wwmm:;m Figure 1: Evolution of median body weight on HAART
values (%)
Demography
Sex[n (%)]
Female 226 (60.1)
Male 150(39.9) 70 . 63
so
Age (y) 30
< s0 i
Median 35 =
IaR 28-42 2
ical Presentation ER
Stage of infecton (WHO dlassfication) [n (%) g
stage | g
2 stage 3(08) = 0
- stage 17 (4.7)
- stage IV 211 (58.6) 0+
129 (35.8) Baseline Month & Month 12 Month 18
Body weight (kg) (n=313) (0=170) ®=71) (n=24)
Median
1aR 48
42-55
Initial presentation [n (%)]
Wasting syndrome.
New or on-going opportunistic infections 84 (22.4) X .
292 (77.6) Figure 2 : Immunological response observed on HAART
Degree of Inmunodepression
CD4 cell count (fmm3)
Median
1QR 112
CD4 stage [n (%] 36-199
<50
50-200 80(29.3)
200-350 127 (46.5)
>350 49 (17.9)
17 (63)

TABLE 2 : First- line ARV drug regimens used in the Ségou cohort

n (%)
d4T+3TCHNVP 316 (84.1)
44T+3TC+EFV 20 (5.3)
AZT+3TC+NVP 9(23)
AZT+3TC+EFV 9(23)
44T+3TC+DV* 16 (4.3)
AZT+3TC+DV* 3(0.8)
ddI+3TC+NVP 1(03)
AZT+3TC+tv/IDV. 1(03)
AZT+ddl+ rv/IDV. 1(03)

Figure 3 : Virological response observed under
HAART regimen

* boosted by ritonavir after May 2005 (IDV 400 mg/RTV 100 mg bid)

. )« follow-up (median duration= 5.8 months, IQR 1.3 to 12.7)

231 (61.4%) alive and st
= 82 (21.8%) died
= 57(15.2%) lost to follow-up
»  6(1.6%) stopped treatment.

(Figure 1)

on HAART

+ Median weight at month 6, 12 and 18 versus baseline

highly significant

p<0.0001

+ Patients with new opportunistic infections after 6 months : 6.8%

(Figure 2)

+ Remarkable increase of CD4 cell counts in most of the pa-

tients
+ Median changes from baseline:
+177 cells/mm3 at month 6 (+ 1)

+247 cells/mm3 at month 12 (+ 1)
+308 cells/mm3 at month 18 (& 1)

M6,M12,M18 vs BL
p<0.0001
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(Figure 3)
62 patients tested at month 6 : 48 (77.4%) patients below 200 copies/mL
14 patients with detectable viral load
Median HIV1 RNA : 2455 copies/mL (IQR 452 to 7740)
46 other patients tested at month 12 : 38 (82.6%) patients below 200 copies/mL
8 patients with detectable viral load
Median HIV1 RNA : 5115 copies/mL (IQR 712 to 28750)

NRTI mutations :
NNRTI mutations :
Wild type :
Not amplifiable :
Resistance to 3TC : 1 patient

K70R =1, M184V = 4, K219E = 1
K103N = 1,Y181C/I = 3, G190A = 1, K101E = 1, KI0IN/K = 1
8 patients
1 patient
Resistance to 3TC and NNRTI : 3 p:

Viral genotyping (n = 16) :

nts

take between each ¢

85% of patients highly adherent (2 95% of drug

First-line regimen well tolerated
Transient mild to moderate side-effects (grade 1/2 WHO toxicity) : 65 (17.2%) patients
Stopping treatment:

= Stavudine (peripheral neuropathy) :
* Nevirapine (rash) :

* Indinavir (GIT intolerance) :

7 patients (2.0 %/exposed)
6 patients (1.8 %/exposed)
1 patient

Figure 4 : survival probability under HAART according to initial CD4 level Figure 5 : survival probability under HAART according to initial WHO stage
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Probability of survival (i.e., alive and still in follow-up) 73.3% at 12 months (95% CI 68.8% to 77.4%)

7 patients lost to ol

w-up (15.2%)

82 deaths

related to HIV: 72
Median time to death :
Mortality strongly associated with baseline CD4 level

other causes: 4
36.5 days (IQR 13t 77)

not specified: 6 patients

Baseline CD4<50: 33.7 % died Baseline CD4 200-350: 14.3% died p=0.006

Difference of survival probability depending on initial CD4 level (Figure 4) highly significant (Log-Rank=17.2988, p=0.0006)

Difference of survival probability depending on initial WHO stage (Figure 5) also highly significant at 12 months :
stage 1=100%  stage 2=94.1% stage 3=76.3% stage 4= 63.4%,
Log-Rank=12,6351, p=0,0055

Based on our preliminary cumulative data :
. mnm_ ing-up HAART use for HIV- positive adults i is feasible in African decentralized area

Increased early mortality, largely due to advanced HIV disease at HAART initiation rises the n:mm»_o_._ of medical
care organization and information of population regarding access to VCT in rural African setting.

The development of a database for monitoring is a key issue to evaluate the effectiveness of implementing ac-
cess to HAART

In next years, virological monitoring should be a critical issue for early detection of treatment failure.



