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Abstract
Background: Risk factors for treatment failure in HIV positive adults have not been studied extensively 
in Zimbabwe.
Aim: To investigate socio-demographic, psychosocial and antiretroviral drug related factors as possible risk 
factors for treatment failure.
Objective: To compare the accuracy and reliability of CD4 count results in diagnosing treatment failure 
versus viral load results.
Design: Adescriptive cross-sectional survey.
Setting: Harare Central Hospital adult opportunistic infections clinic.
Participants: One hundred and eighteen (118) HIV positive participants on Is' line antiretroviral therapy 
(any 1 of stavudine, tenofovir or zidovuume combined with lamivudine and nevirapine or efavirenz) for at 
least 1 year. Participants were conveniently sampled.
Main Outcome Measures: First line treatment failure as defined according to World Health Organisation 
(WHO) 2010 guidelines.
Results: Factors associated with higher odds of treatment failure were severe depression [OR 3.7; p-value 
0.002; 95% Cl 1.6-8.5] and discontinuing ART [OR 4.4; p-value 0.02; 95% Cl 1.3-14.7], Factors associated 
with lower odds of treatment failure were age =42 [OR 0.3; p-value 0.007; 95% Cl 0.1-0.7], taking ART on 
time [OR 0.2; p-value 0.02; 95% Cl 0.05-0.8], time on ART >4 years [OR 0.6; p-value 0.02; 95% Cl 0.3-0.9] 
and female sex [OR 0.4; p-value 0.02; 95% Cl 0.2-0.8], There was statistically significant difference between 
CD4 count and viral load results in diagnosing treatment failure [OR 8.7; p-value 0.0005; 95% Cl 3.6-21.2], 
Conclusion: Severe depression and discontinuing ART predisposed to treatment failure. CD4 counts were 
not as reliable as viral load measurements in diagnosing treatment failure.

Introduction
Highly active antiretroviral therapy (HAART) 
transformed a fatal condition into a chronic and 
manageable condition.1 As a result, HIV related 
morbidity, mortality and orphans significantly 
reduced, and are expected to continue decreasing. 
However, treatment failure threatens to reverse the 
positive gains made in management of HIV infection in 
the past decades/ About 10-20% of adult patients on f  
line treatment are reported to be failing treatment, with 
higher figures (15-25%) being reported in sub-Sahara 
Africa.34 First line antiretroviral therapy consists of 2 
nucleotide reverse transcriptase inhibitors (NRTIs) and 
1 non-nucleotide reverse transcriptase inhibitor 
(NNRTI]).5

Evidence shows that 1" line therapy offers the best 
chance of success in managing HIV infection, and the
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risk of developing subsequent treatment failure 
significantly increases after f  line treatment failure.6 
Furthermore, salvage therapy is more expensive, is 
associated with higher pill burden and toxicities, and is 
more difficult to access in resource-limited settings 
(RLS), thereby increasing the risk of development of 
subsequent treatment failure.7 It is therefore important 
to identify and address risk factors for treatment failure.

Studies looking into risk factors for treatment failure 
have been mainly conducted in developed nations, 
from which a lot of lessons can be drawn.8'4 In these 
studies, sub-optimal adherence was reported to be the 
main cause of treatment failure, possibly leading to 
emergence and propagation of drug resistant HIV 
strains.1" The main cited causes of sub-optimal 
adherence were side-effects to antiretroviral 
medicines, forgetting to take treatment, unresolved 
psychological factors, and having complex medication
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regimens, among others." Inadequate drug exposure 
(pharmacological factors), viral factors (drug 
resistance) and the level of expression of the genes of 
drug metabolizing enzymes (pharmacogenetics) were 
also implicated in some studies.12 u Optimal adherence, 
leading to reduced cases of treatment failure, was seen 
in participants with less complex drug regimens, were 
not having side effects to their medications and 
regularly received adherence counselling.11

Even though these studies provide valuable lessons 
as to the cause of treatment failure, these results cannot 
be generalized to RLS due to differences in research 
subjects and research setting. There is, therefore, need 
to investigate the cause of treatment failure in RLS, 
where the disease burden is highest, and where there 
are limited treatment options after L' line treatment 
failure. Strategies to identify the reason why patients 
arc tailing treatment early on, and addressing them, 
may lead to re-suppression, reduce development and 
propagation of drug-resistant HIV strains, and preclude 
the need to switch to salvage therapy.1'

In line with the above, many studies have looked at 
the accuracy of cluster of differentiation 4 (C'D4) count 
versus viral load monitoring in diagnosing treatment 
failure. While literature reveals that ART can be safely 
delivered without routine toxicity laboratory 
monitoring, CD4 count and viral load measurements 
are required to monitor disease extent and progression 
respectively."' However, there is a lot of individual 
immunological variation in response to HAART.17 
Some studies have also shown that immunological 
failure is a poor predictor of virological failure, and 
may result in unnecessary switching to 2'"' line 
treatment.I!< Viral load monitoring is the gold standard 
in monitoring patients on ART, but is very expensive 
and com plex.1' However, with advances in 
biotechnology, costs of the equipment are becoming 
more and more affordable.

Objectives
This study sought to find out factors associated with 
treatment failure in HIV positive adult patients on 
antiretroviral therapy at Harare Central Hospital 
opportunistic infections clinic, and to find out if CD4 
count monitoring is as reliable as viral load monitoring 
in diagnosing treatment failure.

The primary objective of this study was to identify 
factors associated with f  line treatment failure, with 
focus on socio-demographic, psycho-social and 
antiretroviral drug (ARV) related factors.

A secondary objective was to compare the accuracy 
and reliability of CD4 count monitoring in diagnosing 
treatment failure versus viral load monitoring.

Materials and Methods
This was a descriptive cross-sectional survey of 
patients enrolled at Harare Central Hospital (HCH)

adult opportunistic infections clinic in Harare, using an 
interviewer-based questionnaire in English or Shona. A 
pilot survey was conducted to test the questionnaire. 
Data was collected between 10 September 2012 and 8 
November 2012. Participants were consecutively 
enrolled into the study after providing written and 
verbal informed consent. The inclusion criteria were as 
follows: HIV positive with documented HIV antibody 
test, 19 years of age, above and had taken f  line ART 
for at least 1 year and were able to give informed 
consent. The exclusion criteria were as follows: 
pregnant or breastfeeding women and patients who 
were switched to 2mi line as a result of side effects to 
antiretroviral drugs in 1 line treatment.

Treatment failure was defined according to World 
Health Organisation (WHO) 2010 criteria by at least 1 
of the following in a patient taking 2 NRTIs and 1 
NNRTI for 1 year or more: 1) New WHO clinical stage 
3 or 4 disease (with CD4 count <200 cclls/mnT and 
viral load >400 copies/ml); 2) CD4 count of < 100 
cells/mnT at 12 months of treatment OR a fall to 
baseline (nadir) or below baseline CD4 count OR a 
50% fall from on-treatment peak value: 3) A viral load 
>5 000 copies/ml. "

The study protocol was approved by Joint 
Parirenyatwa Hospital College of Health Sciences 
Research Ethics Committee (JREC) and Harare 
Central Hospital Research Ethics Committee. All 
participants requiring medical attention and those 
diagnosed with treatment failure were referred to 
Harare Central Hospital opportunistic infections clinic 
and casualty for management.

Risk factors for treatment failure were assessed 
using univariate logistic regression. Co-variates 
assessed were: age, gender, marital status [married or 
single (widowed, never been married, divorced or 
separated)], place of residence, housing ownership 
(owned or rented), employment status (employed or 
unemployed), total monthly income, depression (a 
depression score =10 was considered mild depression 
while a score above 10 was considered severe 
depression), taking ART on time (that is, taking ART 
within 30 minutes of the prescribed time), time on ART, 
dosing schedule, switching of ARVs, WHO staging at 
initiation, adherence (optimal adherence [=95%] was 
defined as missing <3 doses in 30 days for patients on 
twice daily regimens and not missing a dose if on once 
daily regimens). Hospital Anxiety and Depression 
[HAD] Scale was used to assess depression, while 
questions on adherence were taken from Simplified 
Medication Adherence Questionnaire (SMAQ)."1 ~ 
Data analysis was performed in Stata version 12.0.

Results
Patient characteristics: Table I below summarizes the 
socio-demographic, psychological and treatment 
characteristics of the participants. One hundred and 
eighteen (118) participants were interviewed. Mean
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age was 42. Females made up 73% (n=86) of the 
sample size. There were 8 (7%) single men, compared 
to 60 (51%) single females. Thirty-eight (32%)
Table I: Socio-demographic, psychological and AR V 
characteristics o f participants.

V a r ia b le  ( n = I 1 8 ) M a le s
(n = 3 2 )

F e m a le s
(n = 8 6 )

p  v a lu e

A g e  (y e a r s )
< 4 2  
=  4 2

8 (7 % ) 
2 4  (2 0 % )

4 8  (4 1 % )  
38  (3 2 % )

0 .0 0 3

M a r ita l  s ta tu s
S in g le
M a rr ie d

8 (7 % ) 
2 4  (2 0 % )

6 0 ( 5 1 % )  
2 6  (2 2 % )

< 0 .0 0 0 5

L e v e l o f  e d u c a t io n
P r im a ry  s c h o o l 
H ig h  s c h o o l 
T e r t ia ry  le v e l

6  (5 % ) 
1 7 ( 1 4 % )
9 (8 % )

33 (2 8 % ) 
4 5  (3 8 % ) 

8  (7 % )

0.01

P la c e  o f  r e s id e n c e
H ig h  d e n s ity  
M e d iu m  d e n s ity

28  (2 4 % )  
4 ( 3 % )

7 4 ( 6 3 % )
1 2 ( 1 0 % )

0 .8

H o u s in g  o w n e r s h ip
O th e r
O w n e d

1 3 (1 1 % )
1 9 (1 6 % )

4 8 ( 4 1 % )  
38 (3 2 % )

0.1

E m p lo y m e n t  s ta tu s
U n e m p lo y e d
E m p lo y e d

1 4 (1 2 % )
1 8 (1 5 % )

5 4  (4 6 % ) 
3 2 ( 2 7 % )

0 .0 6

M o n th ly  in c o m e
< 2 0 0  U S D  
2 0 1 -5 0 0  U S D  
-  501 U S D

1 2 (1 0 % )  
II (9 % ) 
9 ( 8 % )

5 6 ( 4 7 % )  
2 0  0 7 % )  
1 0 ( 8 % )

0.01

D e p re s s io n
M ild  d e p re ss io n  
S e v e re  d e p re ss io n

28 (2 4 % ) 
4 ( 3 % )

52 (4 4 % ) 
34  (2 9 % )

0 .0 0 5

T a k e  A R T  o n  t im e
N o
Y es

5 (4 % ) 
27  (2 3 % )

6 ( 5 % )  
80  (6 8 % )

0 .2

T im e  o n  A R T  (y e a r s )  
1-2 
2 -4
> 4

1 2 (1 0 % )  
9  (8 % )

11 (9 % )

1 5 ( 1 3 % )  
34  (2 9 % ) 
3 7 ( 3 1 % )

0 .0 7

Figure 1: Percentages o f participants according to age 
group and treatment failure (n=118).

90%  ■ ■■

80%
70%
60%

,OC'0 #cO t oartic ipants per age group

20-29  30-39  40-49  50-59  60-69  70-79

Figure 1 above shows the percentages of participants 
according to age group and treatment failure. Fortv-

participants were severely depressed (p-value 0.005). 
Forty-six percent of the sample was made up of 
unemployed women.
seven (40%) participants were in treatment failure as 
defined by at least one of immunological, virological or 
clinical parameters. Optimal adherence (=95%) was 
reported in 97% of the participants. Eighty percent of 
participants aged 20-29 years were in treatment failure, 
even though this group constituted less than 10% of the 
sample.
Table ll: Univariate logistic regression o f treatment 

failure as defined by virological failure.
V a r ia b le O d d s  r a t io  o f

V ir o lo g ic a l
F a ilu r e

9 5 %  C l p  v a lu e

A g e  (y e a r s )
< 4 2  "
> 4 2 0 .3 0 .1 - 0 .7 0 .0 0 7
G e n d e r  
M a le s  
F e m a le s  
M a r ita l  s ta tu s

0 .8 0 .3  -1 .9 0 .6

S in g le
M a rr ie d

1.8 0 .8 - 4 .1 0.1

P la c e  o f  r e s id e n c e
H ig h  d e n s ity  
M e d iu m  d e n s ity  
H o u s in g  o w n e r s h ip

0 .7 0 .2 - 2 .4 0 .6

O th e r
O w n e d

1.8 0 .8 - 4 .0 0.1

E m p lo y m e n t  s ta tu s
U n e m p lo y e d 0 .7 0 .3 - 1 .5 0 .4
E m p lo y e d  
M o n th ly  in c o m e
< 5 0 0  U S D 1.1 0 .6 - 1 .8 0 .8
> 5 0 0  U S D
D e p r e ss io n
M ild  d e p re s s io n  
S e v e re  d e p re s s io n  
T a k e  A R T  o n  t im e

3 .7 1 .6 -8 .5 0 .0 0 2

N o
Y es
T im e  o n  A R T  (y e a r s )

0 .2 0 .0 5 -0 .8 0 .0 2

< 4 1.0 0 . 6 -  1.8 0 .9
> 4
D isc o n tin u e d  A R T
N o
Y es
D o se  s c h e d u le

4 .4 1 .3 -1 4 .7 0 .0 2

O n c e  d a ily  
T w ic e  d a ily

1.1 0 .3  - 3 .2 0 .9

In it ia l  W H O  c lin ic a l  s ta g e
S ta g e  1 a n d  2 
S ta g e  3 a n d  4  
A R V  sw itc h

1.0 0 . 7 -  1.7 0 .7

N o 0 .7 0 .3  1.6 0 .4
Yes
N u m b e r  o f  t im e s  A R V s sw itc h e d< ") o .x 0 .5  - 1.3 0 .3

C o -m e d ic a t io n s
N o 0 .7 0 .3  - 1.8 0 .5
Ye*

Tables II (above) and III (below) show univariate 
logistic regression analysis of treatment failure as 
defined by virological and immunological treatment 
failure respectively. Factors associated with higher 
odds of virological failure were severe depression [OR 
3.7: p-value 0.002: 95% Cl 1.6-8.5) and discontinuing
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ART [OR 4.4; p-value 0.02; 95% Cl 1.3-14.7], Factors 
associated with lower odds of virological failure were 
age =42 [OR 0.3; p-value 0.007; 95% Cl 0.1-0.7] and 
taking ART on time [OR 0.2; p-value 0.02; 95% Cl
0.05-0.8]. The following factors were not associated 
with virological failure: gender, marital status, place of 
residence, housing ownership, occupation, monthly 
income, time on ART, dose schedule, co-medications, 
switching of ART, the number of times ART was 
switched and WHO staging at initiation.

Discontinuing ART was associated with higher odds 
of immunological treatment failure [OR 4.9; p-value 
0.01; 95% C1 1.4-17.2]. Factors associated with lower 
odds of immunological failure were female sex [OR
Table III: Univariate logistic regression o f treatment 
failure as defined immunologic failure.
V ariab le O d d s  r a t io  o f 9 5 %  C l p v a lu e

Im m u n o lo g ic
f a i lu r e

A g e  (y e a r s)
< 4 2 0 .5 0 .3 -  1.2 0.1
> 4 2
G e n d e r
M ales 0 .4 0 .2  - O.S 0 .02
F em a le s  
M a r ita l s ta tu s
S in g le 1.0 0 .5 - 2 .2 0 .9
P la c e  o f  r es id en c e
H ig h  d e n s ity 2 .0 0 .7 - 5 .8 0.2
M ed iu m  d e n s ity  
H o u sin g  o w n e r sh ip
O th e r
O w n ed

1.5 0 .6 - 2 .S 0.5

K m p lo y m en t s ta tu s
U n e m p lo y e d  
e m p lo y e d  
V lo n th ls  in c o m e

0.X 0 .4 -  1.6 0.5

< 5 0 0  U S D 1.0 0 .6  -1 .6 0 .9
2:500 U S D
D ep r ess io n
M ild  d e p re ss io n  
S ev e re  d e p re ss io n  
T ak e A R T  on  t im e

1.3 0 .6  - 25) 0 .5

N o
Y es
T im e  o n  A R T  (y e a r s )

0 .2 0 .0 4  - 0 .7 0.01

< 4 0 .6 0 .3  - 0 . 9 0 .02
> 4
D is c o n t in u e d  A R T
N o 45) 1 .4 -  17.2 0.01
Y es
D o se  s c h e d u le
O n c e  d a ily  
T w ic e  daily-
in it ia l  W H O  c lin ic a l  s ta g e

0 .4 0 .2  - 1.2 0.1

S tage  1 nnd  2 0 .7 0 .5  - 1.2 0 .3
S ta g e  3 a n d  4  
A R V  S w itch
N o
Y es

05) 0 .4 - 2 . 1 o .x

N u m b e r  o f  t im e s  ARV s sw itc h e d
1.2 0 .7  - 2 .0 0 .4

>2
C o -m e d ic a t io n s
N o
Yes

1.8 0 .7  - 4 .5 0 .2

Discussion
There were more females in the study group. This 
finding is consistent with findings from other studies

0.4; p-value 0.02; 95% Cl 0.2-0.8], taking ART on time 
[OR 0.2; p-value 0.01; 95% Cl 0.04-0.7] and time on 
ART =4 years [OR 0.6; p-value 0.02; 95% Cl 0.3-0.9], 
The following co-variates were not associated with 
immunological treatment failure in univariate logistic 
regression analysis: age, marital status, place of 
residence, housing ownership, occupation, monthly 
income, depression, dose schedule co-medications, 
switching of ART, number of times ART was switched 
and WHO clinical stage at initiation.
There was statistically significant difference between 

CD4 count and viral load measurements in diagnosing 
treatment failure [OR 8.7; SE 3.9; p-value 0.0005: 
95% Cl 3.9-21.2],
which showed that in public health care, there were 
more females in care than males."’ Possible 
explanations could be that females have higher health 
seeking behaviour compared to males, men are more 
likely to seek care from private rather than public 
institutions as they are more financially empowered, or 
because there are more HIV infected females than 
males."’"'

High adherence rates in the study group correlate 
with results from a meta-analysis that showed that 
Africans have high adherence rates."1' Optimal 
adherence (=95%) was reported in 97% of the 
participants in this study, which is higher than that 
reported for developing countries (74.3%).:6”’’ This 
finding is reassuring in the light of concerns raised that 
as patients remained on ART for longer periods, 
adherence rates could dwindle in Africa due to 
structural barriers, like distance travelled to health 
centres, few health centres, interruptions in supply 
chain and staff shortages, among others/' Therefore, 
despite the challenges faced in the health sector, 
adherence rates have remained high. However, self- 
reported adherence tends to over-estimate adherence.' 
More studies need to be conducted in rural settings 
were structural barriers predominate compared to 
urban settings where this current study was conducted, 
and in larger samples so as o evaluate this finding.

Discontinuing ART was associated with higher odds 
of both immunological and virological treatment 
failure. This is a result of on-going viral replication in 
the absence of ART, which results in decrease in CD4 
cell count and increase in viral load.

Severe depression was associated with higher odds 
of virological treatment failure. This finding correlates 
with a study conducted in South Africa, and results of 
review of literature/ "A possible reason is that patients 
with severe depression are less likely to adhere to 
treatment, and hence develop treatment failure. 
However, severe depression was not associated with 
higher odds of immunological treatment failure, a 
finding which could be a result of the study being 
inadequately powered to find the association.

Age =42 was associated with lower odds of 
virological failure, which correlates with a study by 
Shacham and colleagues. This finding was attributed to
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increased maturity in patients above 40 years." 
Another possible explanation is that people older than 
40 could be on treatment for other conditions, such as 
diabetes mellitus and hypertension, for which good 
control relies on good adherence to treatment, 
especially when medication regimens are non-toxic 
and simplified.32

Taking ART on time was associated with lower odds 
of both immunological and virological treatment 
failure. This may be a result of achieving and 
maintaining steady state concentration and optimal 
therapeutic levels of antiretroviral drugs in the general 
circulation, and hence viral suppression is achieved 
and CD4 cell count increases.

Time on ART =4 years was associated with lower 
odds of immunological failure in this study. A possible 
explanation for this is that patients on ART for less than 
4 years are more likely to forget taking their medication 
or take them wrongly due to inexperience when 
compared to those on ART for more than 4 years. This 
finding, however, contradicts findings from a study in 
India that showed adherence decreasing as time on 
ART increased because patients felt clinically better 
and developed treatment fatigue. ”

Occupation, place of residence, housing ownership 
and total monthly income (all which assess patients' 
socio-economic status [SES]) had no association with 
both immunological and virological treatment failure 
in this study. This finding correlates with findings from 
a systematic review of literature that showed SES not 
being consistently associated with treatment failure in 
HIV infected patients.’4 However, according to some 
studies conducted in southern Africa, some 
occupations like cross-border traders and long distance 
truck drivers, among others, pose higher risk of 
defaulting ART leading to treatment failure in patients 
as they are highly mobile.35 The difference between 
findings in this study and southern Africa studies might 
be explained by the sample size that might have been 
inadequate, and/or the under-representation of males in 
this study, resulting in low representation of 
occupations that are at risk of defaulting ART.

Marital status had no association with treatment 
failure in this study, which is contrary to findings from 
studies conducted in developed countries. This was 
attributed to married people and people in steady 
relationships offering each other moral and social 
support, and hence remind each other to take ART and 
score optimal adherence rates (treatment buddies).’” 
The finding in the current study could be explained that 
immediate and extended family provided moral and 
social support for single participants. These could play 
the same role a spouse or partner would play in 
reminding patients to take their ART.' However, this 
finding needs to be evaluated in other studies because 
there was no information on disclosure in this study.

Dose schedule was not associated with treatment 
failure in the current study. This finding correlates with 
findings from a study conducted in 2003 w hich showed 
no difference in adherence between once and twice

daily scheduling, which gave 95% medication 
adherence, compared to 3 times daily dosing, which 
reduced medication adherence to 60%38. In our study, 
there was no patient taking ART more than twice a day.

Switching ART and the number of times ART was 
switched did not have an association with treatment 
failure. This correlates with findings from a study 
conducted in Cote d'Ivoire which found that drug 
modification (which was defined as immediate 
substitution of the out of stock drug) did not result in 
treatment failure, whereas prolonged drug 
discontinuations doubled the risk of death.39

Female sex was associated with lower odds of 
immunological failure. This finding correlates with 
findings from a review article.2’ According to these 
studies, females are more likely to adhere to treatment 
compared to males. However, in this study female sex 
was not associated with lower odds of virological 
treatment failure, contrary to evidence, a finding which 
could also be attributed to inadequate sample size.23

In this study, CD4 counts and viral load 
measurements showed statistically significant 
difference in diagnosing treatment failure. This finding 
was supported by findings from older studies that 
showed 20% discordance between CD4 count and viral 
load criteria for diagnosing treatment failure, resulting 
in over-diagnosing treatment failure and unnecessary 
switch to 2"'1 line in RSL that do not measure viral loads 
routinely in public health care.4'1 This finding is also 
supported by findings from a study in South Africa that 
showed that some patients exhibited CD4 increase in 
the presence of high viral loads. This is truer in 
adolescents and younger patients who have more 
robust immune systems, but might not remain true in 
older patients due to less robust immune systems.41

In this study, virological criteria showed that both 
discontinuing ART and severe depression had higher 
odds of treatment failure while immunologic criteria 
only showed discontinuing ART to have higher odds of 
treatment failure. This discrepancy could also be an 
indicator of the reduced accuracy of CD4 in diagnosing 
treatment failure, given that viral load monitoring is 
considered gold standard in diagnosing treatment 
failure.4'1 There is therefore need for further studies to 
evaluate whether CD4 count is as reliable as viral load 
in diagnosing treatment failure in our setting.

Study limitations
This study had several limitations. Firstly, reliance on 
self-reported data might have resulted in recall and 
social desirability bias, and tendency to over-estimate 
adherence. Secondly, the study was conducted in one 
urban clinic, therefore results cannot be generalised 
outside the study setting. Thirdly, the cross-sectional 
nature of the study did not allow for assessment of 
incidences of treatment failure. Fourthly, convenient 
sampling might have resulted in under- or over- 
representation of certain populations.
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Recommendations
With regard to our findings, we recommend that when 
patients are assessed for ART eligibility in 
opportunistic infections clinic at Harare Central 
Hospital, patients can also be screened for depression 
prior to ART initiation, and at regular intervals during 
the course of treatment. Successful management of 
HIV positive patients may require a holistic multi
disciplinary team approach with other departments, 
like psychiatry, clinical psychology, counselling and 
social services, for adequate care of depressed patients. 
Psycho-social functioning of patients is often 
neglected in clinical practise with dire consequences to 
patients' adherence and treatment outcome. Improving 
patients' psycho-social functioning could improve 
adherence, minimise resistance, maximise time on first 
line ART and hence reduce treatment failure. Longer 
stay on 1 'line ART reduces the number of patients who 
are switched to 2"" line ART as a result of f  line 
treatment failure. Other measures to improve 
adherence include modifying a regimen to fit the 
patients' lifestyle, and early substitution oftoxic drugs.

Defaulting ART was associated with higher odds of 
treatment failure in this study. As such, we recommend 
that there be timely follow-up of patients that are lost- 
to-follow-up, and encourage retention in care. Novel 
techniques such as Short Message Services (SMS) 
could prove useful in such instances, since they arc 
affordable and do not require special training of health 
personnel.

We also recommend that viral load monitoring be 
made available routinely to every patient, and not only 
when indicated as cheaper technology is emerging. 
Reliance on CD4 and clinical criteria alone may result 
in delayed diagnosis of treatment failure, with dire 
consequences. Routine virological monitoring on 
every patient could help alert health care workers of 
patients at risk of treatment failure. If appropriate, 
measures to halt viral replication, like intensive 
adherence counselling, could be introduced much 
earlier and viral replication stopped. This not only 
precludes the need for 2"'1 line treatment in patients who 
re-suppress, but saves the patients from developing 
opportunistic infections, with implications at patient, 
family, economic and public health levels.

References
1. Pallela FJ Jr, Delaney K, Moorman AC, 

Loveless MO, Fuhrer J, Satten GA, et al. 
Declining morbidity and mortality among 
p a t i e n t s  w ith  a d v a n c e d  h u m a n  
immunodeficiency virus infection. HIV 
Outpatient Study Investigators. N Eng J  Med 
1998;338(13):853-60.

2. Gupta RK, Jordan MR, Sultan BJ, Hill A, 
Davis DHJ, Gregson J, et al. Global trends in 
antiretroviral resistance in treatment-naive 
individuals with HIV after rollout of

antiretroviral treatment in resource-limited 
settings: a global collaborative study and 
m e ta - re g r e s s io n  a n a ly s is .  L a n c e t  
2012:380(9849): 1250-8.

3. Robbins GK, Johnson KL, Chang Y, Jackson 
KE, Sax PE, Meigs JB, Freedberg KA. 
Predicting virologic failure in an HIV clinic. 
Clin Infect Dis 2CH 0;50(5):779-86.

4. Barth RE, Schim van der Loeff MF. 
Schuurman R, Hoepclman AIM, Wcnsing 
AMJ. Virological follow-up of adult patients 
in antiretroviral treatment programmes in sub- 
Saharan Africa: a systematic review. Lancet 
2010:10(3): 155-66.'

5. Orrcll C, Harling G, Lawn SD. Kaplan R. 
McNally M, Bekker L, Wood R. Conservation 
of first-line treatment regimen where 
therapeutic options are limited. Antivir Then 
2007:12(1 ):83-8.

6. Metzner KJ, Giulieri SG, Knoepfel SA, Rauch 
P, Burgisser P. Yerly S, et al. Minority quasi 
species of drug-resistant HIV-1 that lead to 
early therapy failure in trcatmcnt-nai've and - 
ad h eren t p a tien ts . Clin In jec t Dis 
2009:48(2):239-47.

7. Bendavid F.. Wood R, Katzenstcin DA. 
Bavoumi AM, Owens DK. Expanding 
antiretroviral options in resource-limited 
settings- a cost effectiveness analysis. JAIDS 
2009:52(1): 106-13.

8. Parienti JJ, Massari V, Descamps D, Vabret A. 
Bouvet E, Larouzc B. Predictors of virologic 
failure and resistance in HIV infected patients 
treated with Nevirapine or Efavirenz based 
antiretroviral therapy. Clin Infect Dis 
2004:38(9): 1311-6.

9. El-Khatib Z, Ekstrom AM, Ledwaba J. 
Mohapi L, Laher F. Karstacdt A, et al. Viremia 
and drug resistance among HIV-1 patients on 
antiretroviral treatment: a cross-sectional 
study in Soweto, South Africa. JIAS 
2010:24(11): 1679-87.

10. Sethi AK, Cclentano DD, Gange SJ, Moore 
RD, Gallant JE. Association between 
adherence to antiretroviral therapy and human 
immunodeficiency virus drug resistance. Clin 
Infect Dis 2003;37(8): 111 2-8.

11. Friedland G, Williams A. Attaining higher 
goals in HIV treatment: the central importance 
of adherence. JIAS 1999;Supplement 1 :S61 - 
72.

12. Hirsch MS, Conway B, D'Aquila RT, Johnson 
VA, Brun-Vezinet F, Clotet B, et al; for the 
International AIDS Society—USA Panel. 
Antiretroviral drug resistance testing in adults 
w i t h  H I V  i n f e c t i o n .  J A M A  
1998;279(24): 1984-91.

13. Rodriguez-Novoa S, Barreiro P, Jimenez- 
Nacher I, Soriano V. Overview of the 
p h a rm aco g en e tic s  o f HIV therapy .

Cent A frJ  Med 2014:60(5/8) 34



Pharmacogenomics .72006;6:234-45.
14. Hirsch MS, Gunthard HF, Schapiro JM, Brun- 

Vezinet F, Clotet B, Hammer SM, et al. 
Antiretroviral drug resistance testing in adult 
HIV-1 infection: 2008 recommendations of an 
international AIDS society-USA panel. Clin 
/«/ecf Dw2008;47(2):266-85.

15. Gupta RK, Goodall RL, Ranopa M, Kityo C, 
Munderi P, Lyaoba F, et at, DART virology 
group and trial team. High rate of HIV re
suppression after viral failure on first-line 
antiretroviral therapy in the absence of switch 
to second-line therapy. Clin Infect Dis 
2014;58(7): 1023-6.

16. Mugyenyi P, Walker AS, Hakim J, Munderi P, 
Gibb DM, Kityo C, et al: DART Trial Team. 
Routine versus clinically driven laboratory 
monitoring of HIV antiretroviral therapy in 
Africa (DART): a randomized non-inferiority 
trial. Lancet 2010;375(9709): 123-31.

17. Calmy A, Ford N, Hirschel B, Reynolds SJ, 
Lynen L, Goemaere E, et al. HIV viral load 
monitoring in resource-limited regions: 
optimal or necessary? Clin Infect Dis 
2007;44(1): 128-34.

18. Wester CW, Kim S, Bussman H. Avalos A, 
Ndwapi N, Peter TF, et al. Initial response to 
highly active antiretroviral therapy in HIV-1C- 
infected adults in a public sector treatment 
p r o g r a m m e  in B o t s w a n a .  J I A S 
2005;40(3):336-43.

19. World H ealth  O rgan isation  (2006).
Antiretroviral therapy for HIV infection in 
adults and adolescents in resource-limited 
se ttings: tow ards u n iversa l access.
Recommendations for a public health 
approach. Geneva: WHO.

20. World H ealth  O rgan isa tion  (2010).
Antiretroviral therapy for HIV infection in 
adults and adolescents: recommendations fora 
public health approach 2010 revision.

21. BjellandfDahlAA, HaugTT, Neckelmann D. 
The validity of the Hospital Anxiety and 
Depression Scale: an updated literature 
review. J  Psychosom Res 2002;52(2):69-77.

22. Knobel A, Alonso J, Casado JL, Collazos J, 
Gonzalez J, Ruiz I, et at, GEEM A study group. 
Validation of a simplified medication 
adherence questionnaire in a large cohort of 
HIV-infected patients: the GEEMA study. 
J/HS2002;I6(4):605-13.

23. Galdas PM, Cheater F, Marshall P. Men and 
health-seeking behaviour: literature review. J  
Adv /V»r2005;49(6):616-23.

24. Shaikh BT, Hatcher J. Health seeking 
behaviour and health service utilisation in 
Pakistan: challenging the policy makers. J  
Public Health 2005;27( 1 ):49-54.

25. Karim QA. Sibeko S, Baxter C. Preventing 
HIV infection in women: a global health

i m p e r a t i v e .  C l i n  I n f e c t  D i s  
2010;50(Supplement 3):S 122-9.

26. Mills EJ, Nachega JB, Buchanan I, Orbinski J, 
Attaran A, Singh S, et al. Adherence to 
antiretroviral therapy in sub-Saharan Africa 
and north-America: a meta-analysis. JAMA 
2006;296(6):679-90.

27. Max B, Sherer R. Management of the adverse 
effects o f antiretroviral therapy and 
medication adherence. Clin Infect Dis 
2000;30(Supplement2):S96-l 16.

28. Stone VE, Hogan JW, Schuman P, Rompalo 
AM, Howard AA, Korkontzelou C, Smith DK: 
HER study. A n tire tro v ira l reg im en 
complexity, self reported adherence, and HIV 
patients' understanding of their regimens: a 
survey of women in the HER study. JAIDS 
2001 ;28(2): 124-31.

29. Nel A, Kagee A. The relationship between 
depression, anxiety and medication adherence 
among patients receiving antiretroviral 
treatment in South Africa. AIDS Care 
2013;25(8):948-55.

30. Turner BJ. Adherence to antiretroviral by 
Human Immuno-deficiency Virus-infected 
patients. J Infect Dis 2002;182(Supplement 
2):S 143-51.

31. Shacham E, Nurutdinova D, Onen N, Stamm 
K, Turner-Overton E. The interplay of 
sociodemographic factors on virologic 
suppression among US outpatient HIV clinic 
population. AIDS Patient Care and STDs 
2010;24(4):229-35.

32. Monroe AK, Rowe TL, Moore RD, Chander 
G. Medication adherence in HIV-positive 
patients with diabetes or hypertension: a focus 
study group. BMC2013; 13:488.

33. Caulbeck MB, O'Connor C, O'Connor MB, 
Saunders JA, Rao B, Mallesh VG, et al. 
Adherence to antiretroviral therapy among 
HIV patients in Bangalore, India. AIDS Res 
and Ther 2009;6:7.

34. Falagas ME, Zarkadoulia EA, Pliatsika PA, 
Panos G. Socioeconomic status (SES) as a 
determinant o f adherence to treatment in HIV 
infected patients: a systematic review of the 
literature. Retrovir 2008:5:13.

35. Weiser S, Wolfe W, Bangsberg D, Thior I, 
Gilbert P, Makhema J, et al. Barriers to 
antiretroviral adherence for patients living 
with HIV infection in Botswana. JAIDS 
2003;34(3):281-88.

36. Bello E.IM, Correira AF, Marins JRP, 
Merchan-Hamann E, Kanzaki LIB. Predictors 
of virologic failure in HIV AIDS patients 
treated with highly active antiretroviral 
therapy in Brasilia. Brazil during 2002-2008. 
Drug Target Insights 2011 ;5:33-41.

37. Obirikorang C, Selleh PK, Abledu JK, Folie 
CO. Predictors ofantiretroviral therapy among

Cent Afr J Med 2014:60(5 8) 35



HIV/AIDS in the upper west region of Ghana. 
JIAS2013 dot: 10.1155/2013/873939.

38. McNabb JJ, Nicolau DP, Ross J, Stoner JA. 
Patterns of adherence to antiretroviral 
m edications: the value o f electronic 
monitoring. ,//dS2003:l 7( 12); 1763-67.

39. Pasquet A. Messon E, Gabillard D, Ming A, 
Depoulosky A, Deuffic-Burban S, et al. 
Impact of drug stock-outs on death and 
retention to care among HIV-infected patients 
on combination antiretroviral therapy in 
A bidjan , C ote d 'Iv o ire . PLoS One 
20l0;5:el3414.

40. Harries AD, Zachariah R, van Oosterhout JJ, 
Reid SD, Hosseinipour MC, Arendt V, et al. 
Diagnosis and management of antiretroviral 
therapy failure in resource-limited settings in 
sub-Saharan  A frica: challenges and 
perspectives. Lancet 2010; 10:60-5.

41. Nglazi MD, Kranzer K, Holele P, Kaplan R, 
Mark D, Jaspan H, et al. Treatment outcomes 
in HIV-infected adolescents attending a 
community-based antiretroviral therapy 
clinic in South Africa. BMC 20\2:12:21.


