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Abstract
In a routine service delivery setting in Uganda, we assessed the ability of the WHO clinical stage to
accurately identify HIV-infected patients in whom antiretroviral therapy should be started.
Among 4302 subjects screened for ART, the sensitivity and specificity (95% CI) of WHO stage III,
IV against a CD4 count < 200 × 106/l were 52% (50, 54%) and 68% (66, 70%) respectively. Plasma
viral load was tested in a subset of 1453 subjects in whom ART was initiated. Among 938 subjects
with plasma viral load of 100,000 copies or more, 391 (42%, 95% CI 39, 45%) were at WHO stage
I or II.
In this setting, a large number of individuals could have been denied access to antiretroviral therapy
if eligibility to ART was assessed on the basis of WHO clinical stage. There is an urgent need for
greater CD4 count testing and evaluation of the utility of plasma viral load prior to initiation of ART
to accompany the roll-out of ART.

Introduction
In developed countries, CD4 count and plasma viral load
testing are essential for monitoring HIV-infected subjects
and for assessing when antiretroviral therapy (ART)
should be initiated [1]. ART is being scaled-up in Africa
and elsewhere. Many settings do not have the resources to
test CD4 counts and plasma viral load and in these areas,
a patient's HIV stage is assessed on the basis of clinical criteria alone, using the World Health Organisation (WHO)
HIV clinical staging. Those at WHO stage III or IV can be

eligible for ART (provided that they also satisfy psychosocial and other criteria) [2,3].
There are limited data on how well the WHO HIV clinical
stage criteria identifies people correctly for ART. The WHO
clinical stage was associated with survival and biological
outcomes, done in the pre-ART era [4-6]. A hospital-based
study conducted in Cambodia reported limited added
value of using CD4 count in addition to the WHO HIV
clinical staging when assessing patients for ART but the
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study was retrospective and comprised a sick group of
patients [7]. More recently, a study conducted in Rakai,
Uganda, showed that 49% of patients with CD4 count
<200 were classified as WHO stage I or II while 12% who
had stage III or IV also had CD4 count >200, suggesting
that large numbers in need of treatment would not be
considered on the basis of clinical staging [8]. The Rakai
study used physicians to stage patients, working in a
research setting. The accuracy of the WHO clinical stage
criteria are unknown in a normal health service delivery
setting, where training and clinical support of clinical staff
can vary and the time pressures are great. There have been
no studies published examining the importance of testing
plasma viral load for assessing patients for ART eligibility
in Africa.
We have screened and initiated ART in a large number of
subjects in a normal health service delivery setting, and
here we compare the different criteria for determining
ART eligibility.

Methods
The study was based at The AIDS Support Organisation
(TASO) clinic in Jinja, SE Uganda. The setting has been
described previously [9,10]. In brief, TASO is a large indigenous non-governmental organisation which provides
care and counselling for HIV-infected persons in the country. The organisation has 11 large centres scattered over
the country and has currently in excess of 10,000 subjects
on ART. TASO treatment schedules follow Ministry of
Health guidelines and clinical staff have similar qualifications and experience as those of government. TASO has a
clinical centre in Jinja town located in the grounds of Jinja
Hospital and is the largest provider of ART in the area.
In September, 2004, TASO began providing ART as part of
HIV care. Registered clients were asked to come forward
for screening. Eligibility for ART was assessed over 3 visits,
usually scheduled over 4–6 weeks. At the first visit,
patients were examined clinically by a physician and CD4
count was tested. Most physicians were medical officers
with 1–2 years experience post-qualification. Clinical criteria for receiving ART were CD4 count below 200 × 106
cells/l or advanced WHO stage III (chronic fever of
unknown origin, chronic diarrhoea of unknown origin,
oral hairy leukoplakia and pyomyositis) or stage IV. From
February 2005, all TASO clients starting ART were invited
to join a pragmatic effectiveness trial evaluating two different strategies of ART delivery (home-based versus facility-based). The trial was integrated into routine health
service delivery [9,10]. Clinical management of trial participants was done by TASO staff and was identical to that
in non-trial participants. Trial subjects were asked for 5 ml
of blood, just prior to starting ART, in order to test plasma
RNA viral load. This testing was done for research pur-
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poses in batches and the results were not provided to
patients or clinicians unless either requested [9]. The
TASO ART programme reached capacity and was closed to
new patients in December 2006.
Blood samples for CD4 counting were delivered to the
laboratory about 100 km southwest of the clinic within 36
hours of collection. Testing was done using the BD FACS
Calibur, Multitest™ method (Beckton-Dickenson, San
Carlos, CA). Samples for plasma viral load testing were
processed and stored at the trial site within 2 hours of collection. They were transported to the laboratory and
tested using the HIV-1 RNA 3.0 Assay (bDNA) (Bayer AG).
The study was approved by the ethics committees of
Uganda Virus Research Institute and the London School
of Hygiene & Tropical Medicine and the US Centers for
Disease Control and Prevention.

Results
Between August 2004 and December 2006, TASO invited
4321 subjects for screening to assess their eligibility for
ART. Their median age (range) was 37 (18–90) years and
74% were women. Overall 4302 were examined and
tested for CD4 count (the remainder 19 subjects did not
return); 2254 (52%) had CD4 count < 200 × 106/l of
whom 1091 (48%, 95% CI 46, 50%) were classified at
WHO stage I or II. The sensitivity and specificity (95% CI)
of WHO stage III or IV against a CD4 count of <200 × 106/
l were 52% (50, 54%) and 68% (66, 70%) respectively
(Table 1). Similar sensitivity and specificity were recorded
for higher cut-offs of 250 and 350 CD4 count × 106/l.
Recruitment into the trial began in February 2005. Eleven
subjects did not meet the eligibility criteria and a remaining 1477 were invited to join; 24 refused and 1453 were
recruited. One thousand and thirty-one (71%) were
women. The median age was 38 (range 18–83) years,
1050 (72%) had primary school or no education, 516
(36%) were married or living with someone, and 396
(27%) were unemployed. Subjects had taken a median 1
hour (range 0.25–6) to travel to clinic. Twenty (1%) were
WHO stage 1, 642 (44%) at stage II, 672 (46%) at stage
III, and 119 (8%) at stage IV. Most subjects (78%) at
WHO stage I or II had presented with prurigo or upper respiratory infections. Of those at WHO stage III, 160 (24%)
had either chronic fever of unknown origin, chronic diarrhoea of unknown origin, oral hairy leukoplakia, or pyomyositis, 437 (65%) had pulmonary tuberculosis in the
last 5 years or oral candidiasis and the remainder 75
(11%) had of variety of conditions. Plasma viral load was
tested within a median 32 (IQR 28, 45) days of the CD4
count and clinical examination. The median (IQR) CD4
counts and plasma viral loads were 109 (35, 165) × 106/l
and 163200 (63600, 370400) copies per ml respectively.
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Table 1: The sensitivity, specificity, positive (PPV) and negative predictive values (NPV) of WHO clinical stage and plasma viral load
against CD4 count for the assessment of eligibility to ART.

CD4 count × 106/l (no. of subjects) Sensitivity Specificity
<200

≥ 200

1163
1091

648
1400

III, IV
I, II

<250
1320
1241

III, IV
I, II

All subjects screened
WHO clinical stage
III, IV
I, II

Subjects enrolled in the trial
WHO clinical stage
III, IV
I, II
advanced III, IV
I, II, early III
IV
I, II, III
Plasma RNA viral load, copies per ml Ω
≥ 100,000
<100,000
Plasma viral load, copies per ml tested within 30
days of CD4 test
≥ 100,000
<100,000

PPV

NPV

Percent (95% CI)
52 (50, 54)

68 (66, 70)

64 (62, 66) 56 (54, 58)

≥ 250
491
1250

52 (50,53)

72 (70, 74)

73 (71, 75) 50 (48, 52)

<350
1515
1640

≥ 350
296
851

48 (46–50)

74 (72–77)

84 (82–85) 34 (32–36)

<200

≥ 200

708
613
561
760
102
1219

83
49
70
62
17
115

54 (51, 56)

37 (29, 46)

90 (87, 92)

7 (6, 10)

42 (40, 45)

47 (38, 56)

89 (86, 91)

8 (6, 10)

8 (6, 9)

87 (80, 92)

86 (78, 91)

9 (7, 10)

878
443

60
72

66 (64, 69)

55 (46, 63)

94 (92, 95) 14 (11, 17)

411
209

19
41

66 (62, 70)

68 (55, 80)

96 (93, 97) 16 (12, 22)

Ω Median (IQR) interval between the CD4 count and plasma viral load tests was 32 (28–45) days.
Note: the subjects enrolled in the trial were a subset of all subjects screened.

There was a weak association between CD4 count and
plasma viral load (r = -0.2 overall and -0.29 if restricted to
680 (47%) subjects who had plasma viral load tested
within 30 days of CD4 testing; p < 0.0001 for both, Spearman's correlation).
Of 1321 subjects with CD4 count <200 × 106/l, 613 (46%,
95% CI 44, 49%) were classified as WHO stage I, II, 760
(58%, 95% CI 55, 60%) were classified as WHO stage I, II
and early stage III and 1219 (92%, 95% CI 91, 94%) were
classified as WHO stage I, II or III. Furthermore, of 938
subjects with plasma viral load of 100,000 copies or more,
391 (42%, 95% CI 39, 45%) were at WHO stage I or II,
507 (54%, 95% CI 51, 57%) were classified as WHO stage
I, II and early stage III and 869 (93%, 95% CI 91, 94%)
were classified as WHO stage I, II or III. Sixty of 132 (45%,
95% CI 37, 54%) of subjects with CD4 ≥ 200 × 106/l had
plasma viral load of 100,000 copies per ml or more (32%
[95% CI 20, 45%] if restricted to subjects who had plasma
viral load tested within 30 days of CD4 testing).

Discussion
This study shows that about a half of subjects with WHO
stage I or II, as assessed in routine health service delivery
in a typical African setting, had CD4 count <200 cells ×
106/l. Furthermore, over 40% of subjects at this clinical
stage had high plasma viral load in excess of 100,000 copies per ml. These findings confirm those reported from
Rakai, Uganda, earlier this year [8]. In the many settings
in Africa, where CD4 count testing is not available, initiation of ART will have been deferred in these patients until
they reached a more advanced HIV clinical stage when
their CD4 count will have dropped and plasma viral load
increased even further. This is of concern since patients
with CD4 count <200 cells × 106/l have high rates of death
and infections and a greater risk of serious complications
when they eventually start ART [1]. The high plasma virus
load could have implications for onward transmission of
HIV [11]. In developed countries treatment is usually
started when a patient's CD4 count is around 250 × 106
cells/l or higher and when plasma virus load is below
100,000 copies per ml [1]. There are calls now to start
treatment even earlier, at around CD4 count 350 × 106/l,
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following recent research findings suggesting significant
risk to patients with CD4 counts above 200 × 106/l [12].
Our study highlights the urgent need for greater CD4
count testing prior to the initiation of ART to accompany
the roll-out of antiretroviral therapy so that patients can
start treatment in a timely manner. Besides the obvious
survival benefit, the costs of baseline CD4 count testing
would probably be far less than the health services costs
incurred when ART is deferred to the time when the
patient has a low CD4 count. Treating patients in Africa at
around the CD4 count 200 cells × 106/l, or earlier, will be
a major challenge as the vast majority do not know their
HIV status, and the number of new HIV infections far
exceeds the number being placed on treatment [3].
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