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Objective: Neutropenia is the most frequent side effect of
cotrimoxazole in sub-Saharan Africa. We estimated the
incidence of haematological disorders during the first
6 months of a zidovudine-containing highly active anti-
retroviral therapy (HAART) regimen in sub-Saharan
African adults receiving cotrimoxazole.

Methods: Prospective cohort study in Abidjan, with blood
cell count measurement at baseline (HAART initiation),
month 1, month 3 and month 6.

Results: A total of 498 adults [baseline: 80% currently on
cotrimoxazole prophylaxis; median CD4 count 237/mm?®
[interquartile range (IQR) 181;316]; median neutrophil
count 1647/mm? (IQR 1221;2256); median haemoglobin
113 g/l (IR 102;122)] started zidovudine (AZT)/lamivu-
dine/efavirenz. During follow-up, 118 patients had a
grade 3-4 neutropenia [(56.3/100 person-years (PY)], 23
had a grade 3-4 anaemia (9.6/100 PY) and no cases of
grade 3-4 thrombocytopenia. Of the 118 patients with
grade 3-4 neutropenia, 86 (73%) had to stop cotrimox-
azole because neutropenia persisted, and one (<1%) had
to stop AZT because of persistent neutropenia after

cotrimoxazole was stopped (neutropenia-related HAART
modification: 0.4/100 PY). Of the 23 patients with grade
3-4 anaemia, 11 had to stop AZT (anaemia-related HAART
modification: 4.4/100 PY). In patients who stopped cotri-
moxazole but not AZT, the median gain in neutrophils at
1 month was +540/mm?® (IQR +150;+896).

Conclusions: At baseline, most patients had a normal
neutrophil count and 80% of them were already receiving
cotrimoxazole. An unexpectedly high rate of grade 3-4
neutropenia occurred shortly after introduction of AZT.
Almost all of the persistent severe neutropenia disap-
peared after cotrimoxazole was stopped. This suggests an
accentuated drug interaction between the two drugs in
these sub-Saharan African individuals. Grade 3-4
anaemia was much less frequent, but remained the first
cause of AZT discontinuation.

These data were presented in part at the 75th
International AIDS Conference, Bangkok, Thailand, 11-16
July 2004 (abstract WePeB5929).

Introduction

In 2000, WHO/UNAIDS experts recommended that
cotrimoxazole prophylaxis should be part of the
minimal package of care for HIV-infected patients in
sub-Saharan Africa [1]. Neutropenia is the most
frequent side effect of cotrimoxazole in sub-Saharan
African HIV-infected adults [2] and has been hypothe-
sized to be more frequent in patients receiving

© 2005 International Medical Press 1359-6535

cotrimoxazole in sub-Saharan African or American
African adults than in Caucasian adults [2,3].
Zidovudine (AZT) is one of the first-line antiretro-
viral drugs recommended by WHO for treating HIV-
infected adults in low resource countries [4]. Now that
access to highly active antiretroviral therapy (HAART)
is hopefully increasing, AZT will be increasingly
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prescribed in settings with limited laboratory facilities
compared with industrialized countries. AZT is a well-
known cause of drug-induced haematotoxicity [5,6].
The incidence of haematological disorders in sub-
Saharan African adults receiving cotrimoxazole in
combination with AZT has never been reported.

We report here the incidence of neutropenia, anaemia
and thrombopenia during the first 6 months of an AZT-
containing HAART regimen in a cohort of HIV-infected
adults receiving cotrimoxazole in Cote d’Ivoire.

Methods

Patients

In December 2002, a randomized trial (Trivacan ANRS
1269 trial) was launched in Abidjan, Cote d’Ivoire,
with the objective of assessing two structured treatment
interruption (STI) strategies of HAART compared with
continuous HAART [7]. The trial was designed in two
phases. Patients were included in the first phase (‘pre-
randomization phase’) if they met the following
criteria: age =18 years, naive of curative antiretroviral
therapy, CD4+ cell count 150-350/mm® and written
informed consent. At baseline, all patients received a
continuous standardized regimen of HAART. After at
least 6 months in the pre-randomization phase, patients
were randomized into one of the arms of the STI trial
whenever they met the following criteria: CD4 count
=350/mm’, undetectable viral load and absence of
current opportunistic infection. The protocol of the
Trivacan trial was approved by the Ethics Committee
of the Ivorian Ministry of Health and the institutional
review board of the ANRS.

For the present study, only data from the pre-
randomization phase were considered. Patients were
included in the study if: i) they were included in the pre-
randomization phase of the Trivacan trial prior to
1 August 2003 and ii) they were prescribed
AZT/lamivudine (3TC)/efavirenz (EFV) at baseline.
There were no exclusion criteria.

Baseline and follow-up

At baseline in the pre-randomization phase, a stan-
dardized questionnaire was used to record baseline
medical and socio-economic characteristics. Patients
were prescribed HAART and cotrimoxazole prophy-
laxis [1] and were asked to return to their study centre
at day 7, at 1 month and every month thereafter.
During these scheduled visits, standardized question-
naires were administered to record self-reported symp-
toms since the last visit, signs noticed by the physicians
and self-reported adherence to treatment during the
previous 4 days. Between these scheduled visits,
patients had free access to the study clinics whenever
they had a medical problem.
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At baseline and at each of the monthly visits,
subjects were given numbered boxes containing the
quantity of pills for 35 days, that is, 35 pills of trimetho-
prim 160 mg-sulfamethoxazole 800 mg (national public
health drug supplier), 70 pills of Duovir® (AZT 300 mg-
3TC 150; Cipla Ltd, Mumbai, India) and 105 pills of
Sustiva® 200 mg (EFV 200 mg; Merck Sharp & Dohme,
Haarlem, Holland) before 1 May 2003, or 35 pills of
Sustiva® 600 mg after this date. Patients were asked to
return the previous box at each visit with all unused
tablets and to exchange it for a new one.

Blood samples were collected at baseline, month 3
and month 6 to measure blood cell count (Coulter®
MAXM; Beckman Coulter, Fullerton, CA, USA), CD4
count (True Count® technique on FACScan®; Becton
Dickinson, Erembodegen, Belgium), plasmatic HIV-1
RNA (real-time PCR on Taq Man technology Abi
Prism 7000; Applied Biosystems, Rotkreuz,
Switzerland; threshold of detection 300 copies/ml) [8],
serum liver enzymes and serum creatinine. The serum
HBs antigen was also looked for in the baseline sample
only. An additional sample was collected at month 1
for blood cell count only. The creatinine clearance was
estimated by the Cockroft-Gault equation.

At each scheduled and unscheduled visit, signs and
symptoms were managed following standardized algo-
rithms. In cases of severe anaemia with haemoglobin
under 65 g/l or with a rapid haemoglobin loss, both
cotrimoxazole and AZT were stopped and AZT was
replaced by stavudine. In cases of a neutrophil count
under 750/mm?® without severe anaemia, the procedure
was to stop cotrimoxazole and to measure the blood
cell count at each further monthly visit; AZT was
stopped if the neutrophil count persisted under
750/mm® one month after cotrimoxazole was stopped.
All care was free-of-charge.

Definitions

Grades of neutropenia were successively defined as at
least one neutrophil count below: 1500/mm? (severity
grade =1), 1000/mm’ (grade =2), 750/mm?* (grade =3)
or 500/mm? (grade 4), respectively. For each of these
four definitions, the date of the neutropenia was the
date of the first blood cell count showing a neutrophil
count below the corresponding threshold. Neutropenia
was defined either as ‘prevalent’ if measured at baseline
or ‘incident’ if occurring subsequent to the baseline
measurement. Similar definitions were used for
anaemia and thrombocytopenia, using the following
thresholds: for anaemia, at least one haemoglobin level
below 105 g/l (grade =1), <95 g/l (grade =2), <80 g/l
(grade =3) and <65 g/l (grade 4). For thrombocy-
topenia, at least one platelet count below 100x10*/mm’
(grade =1), <75x10*/mm’® (grade =2), <50x10°*/mm?
(grade =3) and <20x10*/mm? (grade 4).
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Statistical analyses

Baseline was the date of enrollment in the pre-random-
ization phase. The date of study termination was the
date of the month 6 visit. The incidence rate of a given
disorder was defined as the number of patients with at
least one follow-up value above the corresponding
threshold per 100 person-years (PY) of at-risk follow-
up. The follow-up period during which the patient was
considered to be at risk for a given disorder began on
the day of enrollment and continued to the date of
study termination, death, default or the date of the first
blood cell count showing a value below the corre-
sponding threshold. The disorder-free survival proba-
bility was estimated using the Kaplan—-Meier method.
Univariate and multivariate Cox proportional hazards
regression models for first events were used to study
the association between a given incident disorder, base-
line characteristics and compliance to HAART treat-
ment during follow-up. All blood cell count results
were taken into account in the analyses, including
scheduled and unscheduled. For each analysis involving
one of the haematological disorders as defined above,
patients with ‘prevalent disorder” were excluded.

Results

Patients and follow-up
As of 31 July 2003, 504 patients had started
AZT/3TC/EFV. Six patients (1.2%) were excluded
from the analyses because no blood cell count was
available during follow-up. The main baseline and
follow-up characteristics of the remaining 498 patients
are shown in Table 1. At baseline, 397 patients
declared that they were already taking cotrimoxazole.
All but three of the remaining 101 patients started
cotrimoxazole at baseline (7=16), at month 1 (r#=60),
month 2 (#=18), month 3 (#=2) and month 4 (n=2).
During follow-up, five patients died and six were
lost to follow-up. The percentage of patients who
declared that they had missed at least one intake of
antiretroviral drugs during the previous 4 days was
11% at month 1, 14% at month 2, 11% at month 3,
10% at month 4, 11% at month 5 and 11% at month
6. At month 6, 412 patients (85%) had an undetectable
HIV-1 RNA plasma viral load and the median CD4
count was 401/mm’ [interquartile range (IQR)
314-510/mm°.

Prevalent and incident haematological abnormalities
The 498 patients in the present study had a blood cell
count available at baseline. Among the 397 patients
who were already taking cotrimoxazole at baseline,
58% had a normal baseline neutrophil count, 30% had
grade 1 neutropenia, 9% grade 2 neutropenia and 2%
grade 3 neutropenia (vs 67%, 25%, 6% and 2% in the
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Table 1. Baseline and follow-up characteristics

Baseline

Male/female, n (%)

137/361 (28/72)

Age, years, median (IQR) 34 (29-41)
Currently on cotrimoxazole, n (%) 397 (80)
Time, months, from CMX initiation, 12.0 (3.1-36.0)
median (IQR)
WHO clinical stage, n (%)

1 134 (27)

2 189 (38)

3 141 (28)

4 34 (7)
CD4 count, mm?®, median (IQR) 237 (181-316)
Viral load, log,,/ml, median (IQR) 5.06 (4.49-5.54)
Neutrophil count, mm?, median (IQR) 1647 (1221-2256)
Haemoglobin level, g/l, median (IQR) 113 (102-122)
Platelet count, x10°/mm?®, median (IQR) 243 (193-303)
Creatinine clearance, ml/mn, median (IQR) 104 (87-121)
Positive serum HBs antigen, n (%)* 71 (14)

Follow-up

Cumulative, person-months 3046
Per patient, months, median (IQR) 6.1 (6.1-6.2)
Status on study termination

Dead 5(1)

Alive 487 (97.8)

Lost to follow-up 6(1.2)

*Missing value; n=4; IQR, interquartile range; CMX, cotrimoxazole.

101 patients who had not started cotrimoxazole before
baseline, respectively; P=0.55). During follow-up, 1786
blood cell counts were available, including 481 (97%
of patients) at month 1, 491 (99%) at month 3, 487
(98%) at month 6 and 327 (in 191 patients, that is,
38% of patients) at any other time (unscheduled
measurements).

Figure 1 shows the number of patients in each cate-
gory for absolute neutrophil count and haemoglobin
level at the baseline, month 1, month 3 and month 6
scheduled measurements. The percentage of patients
with grade 3—4 neutropenia was 2% at baseline, 15%
at month 1, 11% at month 3 and 10% at month 6; the
percentage of patients with grade 3—4 anaemia was2%
at baseline, 2.4% at month 1, 2.8% at month 3 and
1.6% at month 6.

Table 2 shows the lowest values of absolute
neutrophil count and haemoglobin level that were
recorded during follow-up, by categories of baseline
neutrophil count and baseline haemoglobin. The
percentage of patients with a neutrophil count
<750/mm® at least once during follow-up was 26%
overall, 17% in patients with baseline neutrophils
=1500/mm?, 33% in patients with baseline neutrophils
at 1000-1499/mm?* and 46% in patients with baseline
neutrophils at 750-999/mm?. Similarly, 5% of patients
had haemoglobin <80 g/l at least once during the

617



R Moh et al.

Figure 1. (A) Absolute neutrophil count and (B) haemoglobin level at baseline, month 1, month 3 and month 6
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overall follow-up. This percentage was 2% in patients
with baseline haemoglobin =105 g/l, 2% in patients
with baseline haemoglobin at 95-104 g/l and 23% in
patients with baseline haemoglobin at 80-95 g/l.
Finally, Table 3 shows the incidence of neutropenia,
anaemia and thrombocytopenia for each of the four
thresholds defining the corresponding haematological
disorder. As seen in this table, the incidence of grade
3—4 neutropenia was 56.3/100 PY (95%ClI 46.2-66.5),
and the incidence of grade 3-4 anaemia was
9.6/100 PY (95%CI 5.7-13.5). Of the 118 incident
grade 3—4 neutropenia, only 11 were associated with a
concomitant grade 3 (n=7) or grade 4 (n=4) anaemia.

Renal and liver function

The percentage of patients with creatinine clearance
below 50 ml/min was 3% at baseline and 1% at month
6. The median difference in creatinine clearance
between month 6 and baseline was +4.9 ml/min (IQR
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-10;+16.8). At baseline, 21% of patients had a
transaminase value over 1.25 the upper limit of normal
(ULN), including 17% with 1.25 ULN < transaminases
<2.5 ULN, 3% with 2.5 ULN < transaminases <5 ULN
and 1% with >5 ULN. Of the 487 patients who attended
the month 6 visit, 6.6% had a transaminase value over
1.25 ULN, including 5.8% with 1.25 ULN < transami-
nases <2.5 ULN, 0.4% with 2.5 ULN < transaminases
<5 ULN and 0.4% with transaminases >5 ULN.

Factors associated with incident anaemia and
neutropenia

In the multivariate analysis, the baseline age, viral load,
CD4 count, transaminases, creatinine clearance, past
history of cotrimoxazole prophylaxis, WHO clinical
stage, platelet count, body mass index and the adher-
ence to treatment during follow-up were not associated
with the risk of incident grade 3-4 neutropenia or
grade 3—4 anaemia.
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Table 2. Lowest neutrophil count and haemoglobin level during follow-up, by baseline values of neutrophil count and

haemoglobin
Lowest absolute neutrophil count during follow-up
Total
Baseline absolute neutrophil count n (%) >1500 1000-1499 750-999 500-749 <500
=1500/mm?, n (%) 297 (100) 74 (25) 121 (41) 53 (18) 38 (13) 1 (4)
1000-1499/mm?®, n (%) 146 (100) 7(5) 42 (29) 49 (34) 34 (23) 14 (10)
750-999/mm?, n (%) 45 (100) 4(9) 9 (20) 11 (24) 11 (24) 10 (22)
500-749/mm?, n (%) 9 (100) 0(0) 0(0) 2 (22) 5 (56) 2 (22)
<500/mm?®, n (%) 1 (100) 0(0) 0 (0) 0(0) 0 (0) 1 (100)
Overall, n (%) 498 (100) 85 (17) 172 (35) 115 (23) 88 (18) 38 (8)
Lowest haemoglobin during follow-up
Total
Baseline haemoglobin n (%) =105 95-104 80-94 65-79 <65
=105/g/l, n (%) 345 (100) 255 (74) 61(18) 20 (6) 4(1) 5(1)
95-104/g/l, n (%) 89 (100) 24 (27) 40 (45) 23 (26) 0(0) 2(2)
80-94/g/l, n (%) 54 (100) 6 (11) 18 (33) 18 (33) 10 (19) 2 (4)
65-79/g/l, n (%) 10 (100) 0(0) 0 (0) 6 (60) 3(30) 1(10)
Overall, n (%) 498 (100) 285 (57) 119 (24) 67 (13%) 17 (3%) 10 (2%)
Table 3. Incidence rate of anaemia, neutropenia and thrombocytopenia
Definitions n TAR n* Rate (95% Cl)

Neutropenia

Grade 1-2-3-4 (ANC <1500/mm?) 297
Grade 2-3-4 (ANC <1000/mm°) 443
Grade 3-4 (ANC <750/mm?3) 488
Grade 4 (ANC <500/mm?3) 497
Anaemia
Grade 1-2-3-4 (HL <105/g/1) 345
Grade 2-3-4 (HL <95/g/1) 434
Grade 3-4 (HL <80/g/1) 488
Grade 4 (HL <65/g/1) 498
Thrombocytopenia
Grade 1-2-3-4 (PC <100 000/mm?) 486
Grade 2-3-4 (PC <75 000/mm?) 494
Grade 3-4 (PC <50 000/mm°) 495
Grade 4 (PC <20 000/mm°) 495

69 222 319.6 (277.6-361.6)
157 199 126.4 (108.9-144.0)
209 18 56.3 (46.2-66.5)
239 37 15.5 (10.5-20.5)
142 90 63.4 (50.3-76.5)
201 54 26.8 (19.7-34.0)
240 23 9.6 (5.7-13.5)

249 10 4.0 (1.5-6.5)

243 1 454 (1.9-7.2)

249 2 0.8 (0-1.9)

250 0 -

250 0 -

Rate = incidence rate of the given haematological disorder per 100 PY of follow-up. n, number of patients included in the analyses (with no prevalent haematolog-
ical disorder, that is, with baseline value of ANC, HL or PC over the corresponding threshold). n* number of patients with at least one value below the corresponding
threshold during follow-up. ANC, absolute neutrophil count; HL, haemoglobin level; PC, platelet count; PY, person-years; TAR, time at risk.

The risk of grade 3—4 neutropenia was significantly
lower in men [hazard ratio (HR) 0.61, 95% CI
0.39-0.97, P=0.04], higher in patients with positive
serum HBs antigen at baseline (HR 1.58, 95% CI
1.00-2.52, P=0.05) and higher in patients with a low
baseline neutrophil count. Compared with patients
with a baseline neutrophil count =1500/mm?, those
with baseline neutrophils at 750-999/mm® and
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1000-1499/mm?> had an HR of grade 3—4 neutropenia
of 3.24 (95% CI 1.94-5.42, P<0.001) and 2.31 (95%
CI 1.55-3.44, P<0.001), respectively.

The only factor associated with the risk of grade 3—4
anaemia was low baseline haemoglobin. Compared
with patients with baseline haemoglobin =105 g/l,
those with baseline haemoglobin at 80-94 g/l and
95-104 g/l had an HR of grade 3-4 anaemia of 8.61
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(95% CI 3.60-20.62, P<0.001) and 0.74 (95%CI
0.16-3.45, P=0.69), respectively.

Drug interruptions

The 118 patients with incident grade 3—4 neutropenia
were all receiving cotrimoxazole when the neutropenia
was detected. Of these patients, 32 (27%) did not stop
cotrimoxazole as the further absolute neutrophil
counts were all =750/mm?®, but the remaining 86 (73%)
stopped cotrimoxazole because of persistent severe
neutropenia. Figure 2 shows, for these 86 patients, the
median value and IQR of the absolute neutrophil count
at the following times: baseline, lowest value before
cotrimoxazole was stopped, first measurement after
cotrimoxazole was stopped and last available measure-
ment at the time of study termination. The median time
between the lowest value of neutrophil count and cotri-
moxazole interruption was 1.0 month (IQR 0.2-1.0).
The median time between cotrimoxazole interruption
and the first further neutrophil measurement was 1.0
month (IQR 0.9-1.5). The median increase in
neutrophils between the lowest neutrophil count and
the first measurement after cotrimoxazole was stopped
was +540/mm® (IQR +150; +896/mm?).

During follow-up, there were 15 modifications of
the initial HAART regimen, an overall incidence of
6.0/100 PY. AZT was replaced by stavudine in one
patient with persistent isolated grade 4 neutropenia
after cotrimoxazole was stopped (incidence of
neutropenia-related modification of HAART regimen:
0.4/100 PY, 95% CI 0.0-2.2) and in 11 patients with
grade 3—4 anaemia (incidence of anaemia-related modi-
fication of HAART regimen: 4.4/100 PY, 95% CI
2.2-7.9). Of these 11 patients, five had concomitant
grade 3—4 neutropenia. The other reasons for HAART
regimen modification were renal insufficiency (n=1),
neurological disorders (n=1) and pregnancy (n=1) (inci-
dence of non-haematological motivated modification

of HAART regimen: 1.2/100 PY, 95% CI 0.25-3.51).

Severe morbidity

During follow-up, there were 77 serious events,
including 37 WHO stage 2, 3 or 4 classifying events
(12 tuberculosis, 11 bacterial events, nine episodes of
malaria, three unexplained weight loss, one
oesophageal candidiasis and one chronic genital
herpes) and 40 non-classifying events leading to at least
1 day in hospital (15 unexplained acute fever, 12 unex-
plained acute diarrhoea, seven vomiting, three cardiac
insufficiency, two EFV-related neurological intolerance
and one pneumothorax). The 11 bacterial events were
three pneumonia, three sinusitis, two enteritis, one
salpingitis, one liver abscess and one isolated bacter-
aemia. Four of these 11 bacterial events were with
bacteraemia (two pneumonia with Streptococcus
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Figure 2. Evolution of the absolute neutrophil count in the
86 patients who stopped cotrimoxazole because of persistent
grade 3-4 neutropenia
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ANC, absolute neutrophil count; CMX, cotrimoxazole; IQR, interquartile range.

pneumoniae, one isolated bacteraemia with non-typhi
Salmonella and one salpingitis with Staphylococcus
aureus); a bacteria was also isolated from samples
other than blood in three others bacterial events (two
enteritis with Shigella sp. and one enteritis with
non-typhi Salmonella).

Only 13 of these 77 serious events were within the 2
months before (#=8) or within the 2 months after (n=5)
a grade 3 or 4 neutropenia. The eight events preceding
a grade 3-4 neutropenia were three acute unexplained
fever, two acute unexplained diarrhoea, one episode of
malaria, one bacterial sinusitis and one pneumonia.
The five events following a grade 3—4 neutropenia were
two acute unexplained diarrhoea, one malaria, one
sinusitis and one acute unexplained fever. None of
these events led to death.

Discussion

We followed 498 HAART-naive HIV-infected adults
who started AZT/3TC/EFV in combination with cotri-
moxzole in Abidjan, Céte d’Ivoire. During the first 6
months of HAART, we observed an unexpectedly high
incidence of 56/100 PY of grade 3-4 neutropenia.
Whereas approximately three quarters of patients with
grade 3—4 neutropenia had to stop cotrimoxazole, only
one of them had to stop AZT. Finally, severe anaemia
accounted for a rate of 4.4/100 PY of AZT discontinu-
ation, and remained the first cause of HAART regimen
modification.

To our knowledge, this is the first description of the
evolution of the blood cell count in a large cohort of
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adults receiving AZT in combination with cotrimoxa-
zole in sub-Saharan Africa. Most studies which have
previously reported clinical outcomes in patients
receiving HAART in sub-Saharan Africa were in
patients receiving non-AZT-containing HAART regi-
mens [9,10], in patients receiving multiple HAART
regimens giving no detail on tolerance by regimen
[11-13] or in patients receiving HAART with no data
on regimens and/or tolerance [14-18]. In one report
from a large South African cohort of 285 patients
receiving AZT/3TC in combination with either EFV
(60%) nevirapine (38%), or indinavir (4%), the cumu-
lative percentage of AZT discontinuation was 4.7% at
24 months and AZT was the second most frequent
drug, after nevirapine, that had to be discontinued for
intolerance [19]. In this study, patients were not
receiving cotrimoxazole. Finally, most data on cotri-
moxazole tolerance in sub-Saharan African HIV-
infected patients were reported before the HAART era.
In all studies that compared cotrimoxazole prophylaxis
with a placebo or with the absence of treatment in
Africa, the short-term incidences of grade 3-4
neutropenia and anaemia were not statistically
different between patients receiving cotrimoxazole and
those not receiving it [20-23]. In only one of these
trials were mild events also reported, showing a signif-
icantly higher short-term rate of grade 1-2 neutropenia
in patients receiving cotrimoxazole, but no difference
in terms of grade 1-2 anaemia [20].

In industrialized countries, both AZT and cotri-
moxazole cytotoxicity have long been well described.
AZT inhibits beta-globin gene expression and has
bone marrow cytotoxicity [24,25]. A non-dose-depen-
dent sudden decrease in haemoglobin can occur
shortly after initiation of therapy, while a red blood
cell count and granulocyte count decrease can develop
in a dose-dependent fashion [26]. Trimethoprim
inhibits the dihydrofolate reductase, leading to dose-
dependent neutropenia and anaemia [27,28]. In HIV
practice, clinically significant severe anaemia is most
frequent with AZT [29], whereas severe neutropenia is
most frequent with cotrimoxazole [29]. It is a well-
known fact that the combination of these drugs leads
to a more frequent cytotoxicity than when they are
used separately [30].

Although it is difficult to compare the rates of
haematological disorders that we observed in our study
with those previously reported in the literature in
different settings, different populations and through
studies of different designs, our figure of grade 3-4
anaemia was in the range of what has been reported in
HIV-infected patients receiving AZT and cotrimoxa-
zole in industrialized countries, while our incidence of
grade 3—4 neutropenia was generally greater than what
has been previously reported [3,5,29,31,32]. There
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may be various explanations for this. Firstly, a lower
neutrophil count in individuals with African ancestry
has long been described under the description ‘ethnic
neutropenia’, as the consequence of a reduced number
of bone marrow progenitor cells in comparison with
the numbers present in Caucasians [33,34]. This might
contribute to accentuation of the bone marrow toxicity
of neutropenia-inducing drugs in HIV-infected sub-
Saharan African patients. The fact is that neutropenia
has been described as being more frequent in African
American patients receiving HAART [31], whereas the
frequency of AZT anaemia has not been found to be
statistically different between Caucasian and African
American patients [35]. Secondly, one can imagine that
other mechanisms might accentuate the pharmacoki-
netic drug interaction between cotrimoxazole and
AZT. At baseline, most of our patients had a normal
neutrophil count or mild grade 1 neutropenia, although
80% of them were already receiving cotrimoxazole for
a median of 12 months. Severe neutropenia occurred
shortly after AZT was introduced, and resolved shortly
after cotrimoxazole was stopped. It is known that
trimethoprim decreases the renal excretion of AZT
[36], but that this kinetic drug interaction has no clin-
ical importance as long as hepatic glucuronidation is
not impaired by liver disease or inhibited by other
drugs [36]. In our study, the risk of neutropenia was
higher in patients with positive serum HBs antigen at
baseline, and chronic hepatitis may have contributed to
glucuronidation impairment. Another hypothesis
would be that the glucuronidation of AZT could be
lower in individuals with African ancestry than in
Caucasian individuals, as previously shown with other
drugs [37].

During our study, the other non-antiretroviral drugs
that have been the most frequently associated with
myelosuppression in  HIV-infected patients (for
example, ganciclovir, dapsone, pyrimethamine, sulfadi-
azine, fluconazole or antineoplastic chemotherapy)
[6,24,29,38] were rarely used. The two antiretroviral
drugs that were used in combination with AZT are not
likely to be a cause of most of the disorders that we
observed. To our knowledge, no direct haematotoxicity
of EFV has ever been described. 3TC has been impli-
cated in rare pure red cell aplasia [39] and in neutropenia
at very high concentrations [40]. Cotrimoxazole
increases the area under the concentration—time curve of
3TC as a consequence of impairing the renal clearance
of the drug [41]. However, this interaction is unlikely
to result in a 3TC concentration-related toxicity at the
usual doses [41].

Our study has several limitations. First, cotrimoxa-
zole may induce haemolysis in G6PD-deficient HIV-
infected patients [42]. The prevalence of G6PD
deficiency is unknown in our population. Secondly,



R Moh et al.

myelodysplasia associated with immunosuppression
renders HIV individuals more susceptible to myelosup-
pressive therapies [25,43]. In our study, which took
place in the pre-randomization phase of a STT trial, we
did not include patients with advanced immunosup-
pression because one of the major criteria for being
randomized in the trial was a CD4 count >350/mm?
within the 18 months following HAART initiation;
patients with very low CD4 count at baseline in the
pre-randomization phase were not likely to reach this
criteria. This is why, in our population, two thirds of
patients had a baseline CD4 count over 200/mm?®. This
may explain why we did not find any association
between a low CD4 count and a higher risk of drug-
related haematotoxicity, as described elsewhere [6,29].
In sub-Saharan Africa, most patients actually start
HAART at a lower CD4 count than the patients who
participated in our trial [9-18]. Thus, our study may
underestimate the true rate of haematological disorders
in the population of African adults who actually start
AZT in combination with cotrimoxazole. Thirdly, we
did not measure the drug concentrations in the pills nor
in the serum of patients.

The aim of this study was to describe the frequency
of haematological disorders in patients who were
prescribed both drugs. It was not to study the associa-
tion between neutropenia and the frequency of infec-
tious episodes in these patients, nor to assess the
procedures for stopping cotrimoxazole and AZT at the
onset of haematological toxicity. We can only make the
following comments in this respect: firstly, almost one
quarter of episodes of severe neutropenia resolved
spontaneously as previously described in other studies
[6]. In our team, we therefore continue to stop cotri-
moxazole only when a grade 3-4 neutropenia is seen
on at least two measurements. Secondly, the risk of
infectious episodes has been shown to be lower in HIV-
infected patients with drug-induced neutropenia than
in neutropenic patients with haemobiological malig-
nancies [6,38]. In the 1980s, when patients were
receiving high dosages of AZT with consecutive
frequent neutropenia, AZT was recommended as long
as the neutrophil count remained over 500/mm?® [44].
Our study shows that severe neutropenia will rarely
motivate AZT discontinuation in HIV-infected sub-
Saharan African patients, as long as cotrimoxazole is
interrupted in patients with a repeated neutrophil
count <750/mm’. In our opinion, it would be well
worth exploring whether cotrimoxazole could be safely
continuted in sub-Saharan African adults receiving AZT
with a repeated neutrophil count at 500-750/mm’.

Finally, in our study, anaemia remained the first
cause of AZT discontinuation, but our rate of anaemia-
motivated discontinuation of AZT was comparable
with what has been reported in industrialized
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countries. Furthermore, our AZT-containing HAART
regimen was associated with a recovery of most base-
line anaemia, as shown by the distribution of the
haemoglobin level at 6 months and as previously
described in the literature [435].

In conclusion, cotrimoxazole and AZT are two
important first-line HIV drugs with potential haemato-
toxic effects. Our data suggest that in patients receiving
both drugs, severe neutropenia may be more frequent in
sub-Saharan Africa than in industrialized countries.
Administering both drugs to individuals similar to those
who participated in our study requires close monitoring
of the absolute neutrophil count and the discontinua-
tion of cotrimoxazole in cases of severe neutropenia.

Support

This study was supported by the French Agence
Nationale de Recherches sur le SIDA (ANRS) and the
Ivoirian Ministry of Public Health within the collabo-
rative Programme PAC-CIL.

References

1. UNAIDS/WHO. Provisional WHO/UNAIDS Secretariat
Recommendations on the Use of Cotrimoxazole
Prophylaxis in Adults and Children Living with HIV/AIDS
in Africa. 2000. http://www.unaids.org/html/pub/publications/
irc-pub04/ recommendation_en_pdf/
recommendation_en_pdf_1.jpg

2. Huét C, Anglaret X, Toure S, Combe P, Gourvellec G,
Koffi J, N’Dri-Yoman T, Dabis F & Salamon R. Incidence
and risk factors of neutropenia in HIV-1 infected patients
under cotrimoxazole prophylaxis. 13th International AIDS
Conference. 9-14 July 2000, Durban, South Africa.
Abstract TuPeC3393.

3. Moore RD, Fortgang I, Keruly J & Chaisson RE. Adverse
events from drug therapy for human immunodeficiency
virus disease. American Journal of Medicine 1996;
101:34-40.

4. WHO. Scaling up Antiretroviral Therapy in Resource-
limited Settings: Treatment Guidelines for a Public Health
Approach; 2003 revision. http://www.who.int/hiv/pub/
prev_care/en/arvrevision2003en.pdf

5. Moyle G, Sawyer W, Law M, Amin ] & Hill A. Changes in
hematologic parameters and efficacy of thymidine
analogue-based, highly active antiretroviral therapy: a
meta-analysis of six prospective, randomized, comparative
studies. Clinical Therapeutics 2004; 26:92-97.

6.  Moore DA, Benepal T, Portsmouth S, Gill J & Gazzard
BG. Etiology and natural history of neutropenia in human
immunodeficiency virus disease: a prospective study.
Clinical Infectious Diseases 2001; 32:469-475.

7. Danel C, Moh R, Sorho S, Anzian A, Abo Y, Chenal H,
Kanga C, Eholié S, Sauvageot D, Gabillard D, Rouet F,
Bissagnene E, Anglaret X & Salamon R. Progress report on
a structured treatment interruption trial: Trivacan ANRS
1269 trial, Abidjan, Coéte d’Ivoire. 15th International AIDS
Conference. 11-16 July 2004, Bangkok, Thailand. Abstract
WeOrB1284.

8. Rouet E Ekouevi DK, Chaix ML, Burgard M, Inwoley A,
Tony TD, Danel C, Anglaret X, Leroy V, Msellati P, Dabis
F & Rouzioux C for the ANRS Céte d’Ivoire PAC-CI
Program. Transfer and evaluation of an automated, low-
cost real-time reverse transcription-PCR test for diagnosis
and monitoring of human immunodeficiency virus type 1

© 2005 International Medical Press



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

infection in a West African resource-limited setting. Journal
of Clinical Microbiology 2005; 43:2709-2717.

Landman R, Schiemann R, Thiam S, Vray M, Canestri A,
Mboup S, Kane CT, Delaporte E, Sow PS, Faye MA, Gueye
M, Peytavin G, Dalban C, Girard PM & Ndoye I. Once-a-
day highly active antiretroviral therapy in treatment-naive
HIV-1-infected adults in Senegal. AIDS 2003;
17:1017-1022.

Laurent C, Kouanfack C, Koulla-Shiro S, Nkoue N,
Bourgeois A, Calmy A, Lactuock B, Nzeusseu V,
Mougnutou R, Peytavin G, Liegeois F, Nerrienet E, Tardy
M, Peeters M, Andrieux-Meyer I, Zekeng L, Kazatchkine
M, Mpoudi-Ngole E & Delaporte E. Effectiveness and
safety of a generic fixed-dose combination of nevirapine,
stavudine, and lamivudine in HIV-1-infected adults in
Cameroon: open-label multicentre trial. Lancet 2004;
364:29-34.

Seyler C, Anglaret X, Dakoury-Dogbo N, Messou E, Toure
S, Danel C, Diakite N, Daudie A, Inwoley A, Maurice C,
Tonwe-Gold B, Rouet F, N°Dri-Yoman T & Salamon R.
Medium-term survival, morbidity and immunovirological
evolution in HIV-infected adults receiving antiretroviral
therapy, Abidjan, Cote d’Ivoire. Antiviral Therapy 2003;
8:385-393.

Laurent C, Diakhaté N, Ngom Gueye N, Touré M, Sow P,
Faye M, Gueye M, Laniece I, Touré Kane C, Liégeois F
Vergne L, Mboup S, Badiane S, Ndoye I & Delaporte E.
The Senegalese government’s highly active antiretroviral
therapy initiative: an 18-month follow-up study. AIDS
20025 16:1363-1370.

Jack C, Lalloo U, Karim QA, Karim SA, El-Sadr W, Cassol
S & Friedland G. A pilot study of once-daily antiretroviral
therapy integrated with tuberculosis directly observed
therapy in a resource-limited setting. Journal of Acquired
Immune Deficiency Syndromes 2004; 36:929-934.

Weidle P, Malamba S, Mwebaze R, Sozi C, Rukundo G,
Downing R, Hanson D, Ochola D, Mugyenyi P, Mermin ],
Samb B & Lackritz E. Assessement of a pilot antiretroviral
drug therapy programme in Uganda: patients’ response,
survival, and drug resistance. Lancet 2002; 360:34-40.

Badri M, Wilson D & Wood R. Effect of highly active anti-
retroviral therapy on incidence of tuberculosis in South
Africa: a cohort study. Lancet 20025 359:2059-2064.

Livesley N & Morris C. Antiretroviral therapy in a primary
care clinic in rural South Africa. AIDS 2003; 17:2005-2006.

Badri M, Bekker LG, Orrell C, Pitt J, Cilliers F & Wood R.
Initiating highly active antiretroviral therapy in sub-
Saharan Africa: an assessment of the revised World Health
Organization scaling-up guidelines. AIDS 2004;
18:1159-1168.

Orrell C, Bangsberg DR, Badri M & Wood R. Adherence is
not a barrier to successful antiretroviral therapy in South
Africa. AIDS 2003; 17:1369-1375.

Coetzee D, Hildebrand K, Boulle A, Maartens G, Louis F,
Labatala V, Reuter H, Ntwana N & Goemaere E.
Outcomes after two years of providing antiretroviral treat-
ment in Khayelitsha, South Africa. AIDS 2004;
18:887-895.

Anglaret X, Chene G, Attia A, Toure S, Lafont S, Combe P,
Manlan K, N’Dri-Yoman T & Salamon R. Early chemo-
prophylaxis with trimethoprim-sulphamethoxazole for
HIV-1-infected adults in Abidjan, Cote d’Ivoire: a
randomised trial. Cotrimo-CI Study Group. Lancet 1999;
353:1463-1468.

Wiktor SZ, Sassan-Morokro M, Grant AD, Abouya L,
Karon JM, Maurice C, Djomand G, Ackah A, Domoua K,
Kadio A, Yapi A, Combe P, Tossou O, Roels TH, Lackritz
EM, Coulibaly D, De Cock KM, Coulibaly IM &
Greenberg AE. Efficacy of trimethoprim-sulphamethoxa-
zole prophylaxis to decrease morbidity and mortality in
HIV-1-infected patients with tuberculosis in Abidjan, Cote
d’Ivoire: a randomised controlled trial. Lancet 1999;
353:1469-1475.

Antiviral Therapy 10:5

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Cotrimoxazole-AZT in Abidjan

Mermin J, Lule J, Ekwaru JP, Malamba S, Downing R,
Ransom R, Kaharuza F, Culver D, Kizito F, Bunnell R,
Kigozi A, Nakanjako D, Wafula W & Quick R. Effect of
co-trimoxazole prophylaxis on morbidity, mortality, CD4-
cell count, and viral load in HIV infection in rural Uganda.
Lancet 2004; 364:1428-1434.

Maynart M, Lievre L, Sow P, Kony S, Gueye N, Bassene E,
Metro A, Ndoye I, Ba D, Coulaud J & Costagliola D.
Primary prevention with cotrimoxazole for HIV-1-infected
adults: results of the pilot study in Dakar, Senegal. Journal
of Acquired Immune Deficiency Syndromes 2001;
26:130-136.

Moyle G. Anaemia in persons with HIV infection: prog-
nostic marker and contributor to morbidity. AIDS Reviews
2002; 4:13-20.

Richman DD, Fischl MA, Grieco MH, Gottlieb MS,
Volberding PA, Laskin OL, Leedom JM, Groopman JE,
Mildvan D & Hirsch MS. The toxicity of azidothymidine
(AZT) in the treatment of patients with AIDS and AIDS-
related complex. A double-blind, placebo-controlled trial.
New England Journal of Medicine 1987; 317:192-197.

Gelmon K, Montaner JS, Fanning M, Smith JR, Falutz J,
Tsoukas C, Gill J, Wells G, O’Shaughnessy M, Wainberg M
& Reudy J. Nature, time course and dose dependence of

zidovudine-related side effects: results from the Multicenter
Canadian Azidothymidine Trial. AIDS 1989; 3:555-561.

Rubin RH & Swartz MN. Trimethoprim-sulfamethoxazole.
New England Journal of Medicine 1980; 303:426-432.

Hughes WT, LaFon SW, Scott JD & Masur H. Adverse
events associated with trimethoprim-sulfamethoxazole and
atovaquone during the treatment of AIDS-related
Pneumocystis carinii pneumonia. Journal of Infectious
Diseases 19955 171:1295-1301.

Sullivan PS, Hanson DL, Chu SY, Jones JL & Ward JW.
Epidemiology of anemia in human immunodeficiency virus
(HIV)-infected persons: results from the multistate adult

and adolescent spectrum of HIV disease surveillance
project. Blood 1998; 91:301-308.

Freund YR, Dousman L, MacGregor JT &
Mohagheghpour N. Oral treatment with trimethoprim-
sulfamethoxazole and zidovudine suppresses murine
accessory cell-dependent immune responses. Toxicological
Sciences 2000; 55:335-342.

Reisler RB, Han C, Burman WJ, Tedaldi EM & Neaton JD.
Grade 4 events are as important as AIDS events in the era
of HAART. Journal of Acquired Immune Deficiency
Syndromes 2003; 34:379-386.

Spruance SL, Pavia AT, Peterson D, Berry A, Pollard R,
Patterson TF, Frank I, Remick SC, Thompson M,
MacArthur RD, Morey GE, Ramirez-Ronda CH, Bernstein
BM, Sweet DE, Crane L, Peterson EA, Pachucki CT, Green
SL, Brand J, Rios A, Dunkle LM, Cross A, Brown M],
Ingraham P, Gugliotti R, Schindzielorz AH & Smaldone L.
Didanosine compared with continuation of zidovudine in
HIV-infected patients with signs of clinical deterioration
while receiving zidovudine. A randomized, double-blind
clinical trial. The Bristol-Myers Squibb AI454-010 Study
Group. Annals of Internal Medicine 1994; 120:360-368.

Shaper AG & Lewis P. Genetic neutropenia in people of
African origin. Lancet 1971; 2:1021-1023.

Rezvani K, Flanagan AM, Sarma U, Constantinovici N &

Bain BJ. Investigation of ethnic neutropenia by assessment
of bone marrow colony-forming cells. Acta Haematologica
2001; 105:32-37.

Jacobson MA, Gundacker H, Hughes M, Fischl M &
Volberding P. Zidovudine side effects as reported by black,
Hispanic, and white/non-Hispanic patients with early HIV
disease: combined analysis of two multicenter placebo-
controlled trials. Journal of Acquired Immune Deficiency
Syndromes & Human Retrovirology 1996; 11:45-52.

Chatton JAM, Chave JP, Steinhauslin F, Roch-Ramel F,
Glauser M & Biollaz J. Trimethoprim, alone or in combi-
nation with sulphamethoxazole, decreases the renal
excretion of zidovudine and its glucuronide. British Journal
of Clinical Pharmacology 1992; 34:551-554.

623



R Moh et al.

37.

38.

39.

40.

Benowitz NL, Perez-Stable EJ, Fong I, Modin G, Herrera B
& Jacob P 3rd. Ethnic differences in N-glucuronidation of
nicotine and cotinine. Journal of Pharmacology &
Experimental Therapeutics 1999; 291:1196-1203.

Meynard JL, Guiguet M, Arsac S, Frottier ] & Meyohas
MC. Frequency and risk factors of infectious complications
in neutropenic patients infected with HIV. AIDS 1997;
11:995-998.

Majluf-Cruz A, Luna-Castanos G, Trevino-Perez S,
Santoscoy M & Nieto-Cisneros L. Lamivudine-induced
pure red cell aplasia. American Journal of Hematology
2000; 65:189-191.

Pluda J, Cooley T, Montaner ], Shay L, Reinhalter N,
Warthan S, Ruedy J, Hirst H, Vicary C, Quinn J, Yuen GJ,
Wainber MA, Rubin M & Yarchoan R. A phase I/II study
of 2'-deoxy-3'-thiacytidine (lamivudine) in patients with
advanced human immunodeficiency virus infection. Journal
of Infectious Diseases 1995; 171:1438-1447.

41.

42.

43.

44,

4S.

Received 6 March 2005, accepted 5 June 2005

Moore KH, Yuen GJ, Raasch RH, Eron JJ, Martin D,
Mydlow PK & Hussey EK. Pharmacokinetics of lamivu-
dine administered alone and with
trimethoprim-sulfamethoxazole. Clinical Pharmacology &
Therapeutics 1996; 59:550-558.

Reinke CM, Thomas JK & Graves AH. Apparent hemol-
ysis in an AIDS patient receiving
trimethoprim/suFfamethoxazole: case report and literature
review. Journal of Pharmacy Technology 1996;
11:256-362; quiz 93-95.

Zon LI, Arkin C & Groopman JE. Haematologic manifes-
tations of the human immune deficiency virus (HIV).
British Journal of Haematology 1987; 66:251-256.

Shaunak S & Bartlett JA. Zidovudine-induced
neutropenia: are we too cautious? Lancet 1989; 2:91-92.
Moore RD & Forney D. Anemia in HIV-infected patients

receiving highly active antiretroviral therapy. Journal of
Acquired Immune Deficiency Syndromes 20025 29:54-57.

© 2005 International Medical Press



