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Abstract

HIV-1 genetic diversity and drug resistance mutations (DRMs) remain a public health concern mainly in 
low- and middle-income countries. In this review, we estimated the HIV-1 molecular evolution over the past 
40 years (1980-2019) in Angola to help guide affordable strategies for HIV-1 epidemic surveillance. We 
searched for studies written in English or Portuguese on HIV-1 diversity and DRMs carried out in Angola 
and published between 1980 and 2019. This review yielded eight studies describing a total of 493 samples. 
No HIV-1 Group N, O, and P were identified, whereas all non-B subtypes from Group M were identified. 
About 66% of HIV-1 subtypes were pure subtype and 34% recombinant strains. The frequency of recombi-
nant strains increases from 1980 to 2019 (23.6%-41.4%, p<0.001). The subtypes C, F1, CRF02_AG, and the 
recombinant U/H were the most frequent. One DRM in the PIs was found (I54 M), 22 in the nucleoside 
reverse transcriptase inhibitors (NRTIs), and 18 in the non-nucleoside reverse transcriptase inhibitors 
(NNRTIs). The major DRM in the NRTIs was the M184V, whereas the G190A, K103N, and Y181C were the 
major DRMs in the NNRTIs. Over the past 40 years, the frequency of the DRM M184V (50-64.3%, p=0.363), 
G190A (17.2-46.2%, p=0.021), and K103N (34.5-42.3%, p=0.551) increased, while the frequency of Y181C 
(17.2-7.7%, p=0.289) decreased. The current review shows an increase in HIV-1 genetic complexity and DRMs 
in Angola. Our findings suggest the need to include PIs or integrase strand transfer inhibitors in the first-
line antiretroviral therapy regimens in Angola. (AIDS Rev. 2020;22:48-56)
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Introduction

The discovery of human immunodeficiency virus 
(HIV) as the cause of the AIDS pandemic was one of 
the major scientific achievements during the last cen-
tury1. At the end of the year 2019, HIV had caused 
37.9 million infections and 770,000 died worldwide2. 
An estimated 220,000 infected and 10,000 deaths re-
lated to HIV infection have been reported in Angola in 
the same period2. HIV has been divided into two types 
(type 1 and type 2)3. HIV-1 is responsible for the AIDS 
pandemic and is further divided into groups (M, N, O, 
and P), subtypes (A-D, F-H, J, and K), sub-subtypes 
(A1-A4, A6, F1, and F2), circulating recombinant forms 
(CRFs), and unique recombinant forms (URFs)3. In An-
gola, all non-B subtypes (nBSs) of Group-M have been 
identified and the pattern of HIV-1 genetic diversity is 
closer to that described in the border countries as the 
Republic of Congo, Democratic Republic of Congo 
(DRC), Zambia and Namibia4-6.

In recent years, we have witnessed a significant 
scaleup in access to antiretroviral therapy (ART) in 
Africa, which has improved the quality of life and sur-
vival of HIV-infected patients7. The drug classes of 
nucleoside reverse transcriptase inhibitors (NRTIs), 
non-nucleoside reverse transcriptase inhibitors 
(NNRTIs), and protease inhibitors (PIs) have been 
used as the backbone of ART mainly in low- and mid-
dle-income countries (LMICs)8,9. In Angola, the ART 
guidelines recommend a combination of two NRTIs 
(tenofovir and lamivudine; tenofovir and emtricitabine; 
zidovudine and lamivudine; abacavir and lamivudine; 
and didanosine and lamivudine) and one NNRTI (efa-
virenz or nevirapine) as part of the first-line ART regi-
mens10,11. However, one major challenge associated 
with universal access to ART is the lack of virological 
and immunological monitoring as well as the rapid 
spread of HIV-1 variants with drug resistance muta-
tions (DRMs) in LMICs12-14.

In the past years, numerous epidemiological studies 
have addressed the important issue of the epidemiol-
ogy of transmission of HIV drug resistance (HIVDR)15. 
Furthermore, phylogeographical models supported by 
a firm statistical basis have been usefully applied to 
the epidemiological reconstruction of the origin and 
diffusion of viral infectious diseases in spatial and tem-
poral scales16. However, conducting phylogeographic 
studies able to monitor the spread of HIV-1 subtypes 
as well as identify the dispersion pathway that drives 
such changes could be crucial to understand the 

molecular epidemiology of HIV-1 in Angola. In this 
systematic review, we aimed to estimate the HIV-1 
genetic diversity and the frequency of DRMs over the 
past 40 years (1980-2019) in Angola. This review al-
lowed us to obtain a stronger picture of the molecular 
epidemiology of HIV-1, evolutionary and transmission 
dynamics, subtypes dispersion pathway, and the ef-
fectiveness of ART regimens and provides affordable 
strategies to strengthen the management and surveil-
lance of the HIV-1 epidemic in Angola.

Systematic literature review

We performed a systematic review to identify studies 
written in English or Portuguese published in 
peer-reviewed journals based on the following inclu-
sion criteria: first, they must be carried out and pub-
lished between January 1980 and December 2019. 
Second, the city/state of sampling data must be per-
formed in regions of Angola. Finally, they must inves-
tigate the HIV-1 genetic diversity and DRMs in Angola. 
The search for articles was performed in May 2020. 
Keywords related to the subject “HIV-1 genetic diver-
sity and DRMs in Angola” were used to search for 
available articles on PubMed, Google Scholar, MED-
LINE, Cochrane, SCIELO, and Web of Science during 
the years 1980-2019. We include keywords and search 
terms as follows: search #1: HIV-1 genetic diversity 
and drug resistance in Angola. Search #2: HIV-1 ge-
netic diversity in Angola. Search #3: HIV-1 drug resis-
tance in Angola. All relevant original research articles 
that reported HIV-1 genetic diversity and acquired or 
transmitted DRMs among drug-naïve and experienced 
adult, child, or infant patients in Angola were included 
in the analyses.

Study selection and data extraction

A systematic procedure was used to identify articles 
relevant to this review. First, all titles and abstracts that 
addressed other topics than HIV-1 genetic diversity and 
DRMs in Angola were excluded from the study. Second, 
all duplicate references were excluded. Finally, all stud-
ies that evaluated only HIV-1 genetic diversity and did 
not evaluate DRMs or vice versa were also excluded 
from the study. For all articles selected and included in 
this review, we evaluated the number of participants, 
sampling strategy, HIV-1 genotyping methods, HIV-1 
diversity, and DRMs. No minimum sample size per da-
taset or sequence length of the pol gene was specified 
and all online HIV-1 subtyping tools or algorithms for 
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HIVDR evaluation have been accepted. The reviewer 
(CSS) examined the titles and abstracts, retrieved full-
text articles, and assessed articles against eligibility 
criteria. The reviewer (CSS) extracted the following data 
from the eligibility articles: city/state of sampling data, 
the year the studies were conducted and published, 
population and sampling strategy, HIV-1 genotyping 
method, genome segment analyzed, results of HIV-1 
subtyping, and DRMs. The reviewer (CSS) wrote the 
original draft. The reviewers (CSS, JM, and MB) per-
formed the review and formal analysis of the data. 

Data analysis

The data were analyzed using SPSS version 25 (IBM 
SPSS Statistics, USA). We evaluated the number of 
samples designated as HIV-1 subtypes, sub-subtypes, 
CRFs, and URFs as well as samples presenting any 
DRM in each data set selected for this review. A 
Chi-square test was performed to compare proportion 
and estimate the molecular evolution of HIV-1 and 
DRMs between the years 1980 and 2019 in Angola. All 
reported p-values are two tailed and were deemed 
statistically significant when presented p<0.05.

Results

The process of study selection is shown in figure 1. 
The search found 5045 studies. However, after critical 
appraisal, a total of eight studies describing a total of 
493 samples were found to meet our inclusion criteria 
and could be included in this review. All selected 
studies were observational, conducted in Angola, and 
published in peer-reviewed journals between the years 
2000 and 2019. No study was found assessing HIV-1 
genetic diversity and DRMs before the year 2000. The 
summaries of selected studies are shown in table 1.

No HIV-1 Group N, O, and P viruses were identified, 
whereas all studies identified nBS from Group M. About 
66% of HIV-1 subtypes were pure subtype and 34% 
were recombinant strains. The subtypes A, A1, A2, A3, 
C, D, F, F1, G, H, J, and K were identified (Fig.  2A). 
Subtypes C and F1 were the most frequent in almost 
all studies. Regarding recombinants distribution, 
CRF02_AG and the recombinant U/H were the most 
frequent. Furthermore, a vast number of CRFs and 
URFs have been identified (Fig. 2B). During the years 
2000-2019, a significant decrease was observed in the 
frequency of subtypes A1 (9.9-2.8%, p=0.001), A2 

Figure 1. Flowchart of the selection of studies. All studies were identified through the electronic literature search between 1980 and 2019. 
The search for articles was performed during May 2020. *For example, antiretroviral therapy for human immunodeficiency virus -2 infection 
in non-endemic regions. †For example, high genetic diversity of human immunodeficiency virus type 1 in Angola.

N
o

 p
ar

t 
o

f 
th

is
 p

u
b

lic
at

io
n

 m
ay

 b
e 

re
p

ro
d

u
ce

d
 o

r 
p

h
o

to
co

p
yi

n
g

 w
it

h
o

u
t 

th
e 

p
ri

o
r 

w
ri

tt
en

 p
er

m
is

si
o

n
 �o

f 
th

e 
p

u
b

lis
h

er
.  


©

 P
er

m
an

ye
r 

20
21



Sebastião, et al.: HIV-1 diversity and drug resistance in Angola

51

Table 1. HIV-1 molecular epidemiology studies in drug-naïve or treated patients from Angola

Author, year Location Population HIV-1 subtypes Drug resistance mutations by 
drug classes

Clemente  
et al., 200820

Luanda 219 individuals 
drug-naïve to ART

A, A2, A3, C, D, F, 
F1, G, H, K, A/C, A/G, 
A/D, A3/G, CRF01_
AE, CRF02_AG, 
CRF04_cpx, 
CRF05_DF, CRF11_
cpx, G/J, G/U, U/H, 
and URFs

NRTIs: none
NNRTIs: none
PIs: none

Garrido et al., 
200821

Luanda 294 patients treated C, F, H, D, G, 
CRF02_AG, CRF06, 
CRF01_AE, CRF14_
BG, CRF25, CRF19

NRTIs: A62V; D67G; D67N; 
F116L; K219E; K70R; L74I; 
M184G; M184V; M41L; T215F; 
T215I; T215N; T215Y; T69A; 
T69N; V118D; V118G
NNRTIs: A98G; F227V; G190A; 
K101E; K103N; K103R; V108I; 
V179D; V179F; Y181C
PIs: not evaluated

Ferreira da 
Silva et al., 
200927

Angolan national survey 44 patients A1, C, D, G, H, and 
CRF02_AG

NRTIs: M184V; M41L
NNRTIs: E138A; V179D; V106I; 
V90I; Y181H
PIs: I54M

Bártolo et al., 
200922

Benguela, Cabinda, 
Cuanza Norte, Cuanza Sul, 
Luanda, Lunda Norte, 
Malange and Uíge.

196 individuals 
drug-naïve to ART

A1, A2, A3, C, D, F1, 
G, H, J, CRF02_AG, 
G/H, U/H 

NRTIs: D67N; L210W; M184V; 
M41L; T215F; T215Y
NNRTIs: K103N
PIs: none

Castelbranco 
 et al., 201023

Luanda 57 individuals drug-
naïve to ART

F1, C, A1, D, A/G, G, 
H, B/D, CRF13_cpx, 
CRF37_cpx, U/H, and 
URFs

NRTIs: M184V
NNRTIs: G190A
PIs: none

Afonso et al., 
201224

Central, North and South 
regions of Angola

101 individuals 
drug-naïve to ART

C, F1, G, A, D, H, K, 
CRF02_AG, CRF18_
cpx, CRF25_cpx, 
CRF45_cpx, U/H, and 
URFs 

NRTIs: M184V; M41L; T215F; 
V75M
NNRTIs: G190A; K101E; K103N; 
M230L; Y106M; Y181C
PIs: none

Bártolo et al., 
201425

Luanda 139 individuals 
drug-naïve to ART

HIV-1 subtypes: A, 
A1, A2, C, D, F1, G, 
H, J, U/H, U/A, and 
G/U.
HIVDR: 0.7%

NRTIs: none
NNRTIs: K103N
PIs: none

Sebastião  
et al., 201926

Luanda 42 individuals drug-
naïve to ART

C, F1, A1, G, D, H, 
CRF02_AG, CRF37_
cpx, F1/C, A1/G, and 
H/G 

NRTIs: D67N; M41L; T215S; T69D
NNRTIs: G190A; K103N; P225H; 
Y181I
PIs: none

 
NRTIs: nucleoside reverse transcriptase inhibitors; NNRTIs: non-nucleoside reverse transcriptase inhibitors; PIs: protease inhibitors.

(5.4-1.0%, p=0.004), F (1.5-0%, p=0.038), and H (7.9-
3.8%, p=0.050), while a significant increase in frequen-
cies of the recombinant strains (23.6-41.4%, p<0.001) 
was observed in the same period (Table 2).

A total of 40 DRMs were detected in the reverse 
transcriptase (RT) fragment (Fig. 3). Of these were re-
ported a total of 22 (55%) mutations conferring resis-
tance to NRTIs (A62V, D67G, D67N, F116L, K219E, 
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K70R, L210W, L74I, M184G, M184V, M41L, T215F, 
T215I, T215N, T215S, T215Y, T69A, T69D, T69N, 
V118D, V118G, and V75M) and 18 (45%) mutations 
conferring resistance to NNRTIs (A98G, E138A, F227V, 
G190A, K101E, K103N, K103R, M230L, P225H, V106I, 
V108I, V179D, V179F, V90I, Y106M, Y181C, Y181H, 
and Y181I). The major DRM in NRTIs was the M184V 
mutation, whereas the G190A, K103N, and Y181C mu-
tations were the major DRMs in the NNRTIs (Fig.  3). 
One of the studies reported a major DRM (I54 M) in 
the protease (PR) fragment between the years 2000 
and 2009. Between 2000 and 2019, a significant de-
crease was observed in the frequency of A98G (17.2-
0%, p=0.026), while a significant increase was ob-
served in the frequency of G190A (17.2-46.2%, 
p=0.021) (Table  2). On the other hand, in the same 

period, the frequencies of DRM M184V, M41L, T215F, 
and K103N increased, while the frequencies of D67N, 
K70R, T215Y, A98G, K101E, and Y181C decreased, 
although not statistically significant (Table 2).

Discussion

Over the past few years, an increase in the propor-
tion of HIV-1 subtypes has been seen and identified 
globally17,18. The previous studies have shown that 
subtypes A, C, and CRF02_AG are the most prevalent 
in Africa, subtype B in Europe and Americas, and 
CRF01_AE in Asia18,19. Because pure subtype B was 
not identified across all selected studies, our results 
suggest that it is still absent from Angola. The subtypes 
C, F1, CRF02_AG, and the recombinant U/H were the 
most frequent in almost all studies revised. However, 

Figure 2. (A and B) HIV-1 genetic diversity in Angola, 2000-2019. All reported HIV subtypes belong to the HIV-1 Group M.

BA

Figure 3. (A and B) Prevalence of drug resistance mutations in the reverse transcriptase fragment in Angola, 2000-2019. NRTIs: nucleoside 
reverse transcriptase inhibitors; NNRTIs: non-nucleoside reverse transcriptase inhibitors.

A B
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Table 2. HIV-1 molecular evolution and drug resistance mutations in Angola, 1980-2019

Independent variable n (%) Years; n (%) p-value

1980-1989 1990-1999 2000-2009 2010-2019

HIV-1 subtypes
A
A1
A2
A3
C
D
F
F1
G
H
J
K
Recombinant

9 (1.8)
28 (5.7)
14 (2.8)
2 (0.4)

101 (20.5)
37 (7.5)
3 (0.6)

60 (12.2)
35 (7.1)
27 (5.5)
7 (1.4)
2 (0.4)

168 (34.1)

-
-
-
-
-
-
-
-
-
-
-
-
-

-
-
-
-
-
-
-
-
-
-
-
-
-

1 (0.5)
20 (9.9)
11 (5.4)
2 (1.0)

42 (20.7)
19 (9.4)
3 (1.5)

19 (9.4)
16 (7.9)
16 (7.9)
5 (2.5)
1 (0.5)

48 (23.6)

8 (2.8)
8 (2.8)
3 (1.0)
0 (0.0)

59 (20.3)
18 (6.2)
0 (0.0)

41 (14.1)
19 (6.6)
11 (3.8)
2 (0.7)
1 (0.3)

120 (41.4)

0.064
0.001*
0.004*
0.090
0.926
0.191
0.038*
0.110
0.571
0.050
0.101
0.799

<0.001*

HIVDR in NRTIs
D67N
K70R
M184V
M41L
T215F
T215Y

4 (8.0)
4 (8.0)

27 (54.0)
6 (12.0)
5 (10.0)
4 (8.0)

-
-
-
-
-
-

-
-
-
-
-
-

3 (8.3)
4 (11.1)

18 (50.0)
4 (11.1)
3 (8.3)

4 (11.1)

1 (7.1)
0 (0.0)

9 (64.3)
2 (14.3)
2 (14.3)
0 (0.0)

0.889
0.193
0.363
0.756
0.529
0.193

HIVDR in NNRTIs
A98G
G190A
K101E
K103N
Y181C

5 (9.1)
17 (30.9)

5 (9.1)
21 (38.2)
7 (12.7)

-
-
-
-
-

-
-
-
-
-

5 (17.2)
5 (17.2)
4 (13.8)

10 (34.5)
5 (17.2)

0 (0.0)
12 (46.2)

1 (3.8)
11 (42.3)

2 (7.7)

0.026*
0.021*
0.200
0.551
0.289

 
HIVDR: HIV drug resistance; NRTIs: nucleoside reverse transcriptase inhibitors; NNRTIs: non-nucleoside reverse transcriptase inhibitors.
*The variables were statistically significant for the Chi-square test (p<0.05).

the studies revealed that there is no uniform distribu-
tion of HIV-1 subtypes in the different regions (South, 
North, and Center) of Angola. The southern region of 
Angola has been dominated by subtype C, the north-
ern region by subtype F1, while the central region by 
a vast number of CRFs and URFs, particularly the 
CRF02_AG and the new putative CRF, the recombinant 
U/H20-27. However, further analyses with full-length ge-
nome sequences of the recombinant U/H are needed 
to confirm if this represents a novel HIV-1 CRF in 
Angola. On the other hand, some HIV-1 variants 
isolated from Angolan patients not allowing clear clus-
tering within the phylogenetic trees when aligned with 
the global reference strains20-26. Therefore, HIV-1 diver-
sity must be carefully analyzed in some regions of 
Angola5. It is worth mentioning that HIV-2 may be also 
circulating with low endemicity among HIV patients in 
Angola, which suggests that differential screening for 

infection or coinfection by HIV-2 should be always ex-
cluded at least once in all HIV seroreactive since su-
perinfection with HIV-2 in people infected with HIV-1 or 
vice versa can occur mainly in endemic regions with 
both types of HIV28,29. Indeed, other studies have 
shown that due to sociohistorical ties and intense hu-
man migration between the 1970s and 1980s, the HIV-
2 frequent in Portugal also prevails in a less extent in 
its former colonies such as Brazil, India, Mozambique, 
and Angola30-32. On the other hand, this intense migra-
tory flow between Portugal and sub-Saharan African 
countries as Angola may also have contributed to the 
introduction of HIV-1 nBS strains in Portugal33. At pres-
ent, the global distribution of HIV-1 nBS strains among 
Portuguese-born individuals has followed a pattern 
closer to that described in Angola, characterized main-
ly by the circulation of all HIV-1 nBS and countless 
recombinant strains33-35. The emergence of nBS strains 
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in Portuguese population might indicate multiple intro-
ductions of HIV-1 African variants in Portugal driven 
mainly by the immigration or international travel of Af-
rican patients, especially Angolan patients that have 
presented all the nBS strains, which reflects the close 
link between Angola and Portugal and the high degree 
of HIV-1 genetic diversity in Angola33. Furthermore, it 
is worth mentioning that the increase in the frequency 
of subtype G in Portugal, associated with the intense 
human migration between Angola and Portugal, could 
lead to a continuous introduction of subtype G in 
Angola and worsen the scenario of the HIV-1 genetic 
diversity in this African country33-35. Thus, multiple mi-
gration events to countries in the African, European, 
American, and Asian continent during the colonial war 
and the subsequent civil war may have had a decisive 
contribution to the multiple introductions of HIV-1 sub-
types as well as the spread of HIV-1 variants in the 
different regions of Angola36. This hypothesis is strong-
ly supported by the fact that the previous studies 
reported HIV-1 diversity in Angola similar to that ob-
served in border countries such as the Republic of 
Congo, DRC, Zambia and Namibia4-6. 

The origin of HIV-1 subtype C in Angola remains 
uncertain and needs further investigations. However, 
the previous studies suggested the existence of mul-
tiple introductions and several autochthonous trans-
mission networks of subtype C, probably resulting 
from the mobility of the population between Angola 
and South African border countries over a long period 
between the late 1970s and the middle 2000s37. 
These findings are consistent with those observed in 
this systematic review although we observed a slight 
decrease in the frequency of subtype C (20.7-20.3%, 
p=0.926) between the years 2000 and 2019 (Table 2). 
On the other hand, phylogeographic studies showed 
that the sub-subtype F1 most probably originated in 
the DRC/Cameroon in the early 1940s, was exported 
to South America in the early 1950s, and spread to 
Angola in 1959 from where it was exported to Roma-
nia in about 1962 because of the intense political 
relations between the two countries38,39. Over the 
years 2000-2019, a statistically significant decrease 
was observed in the frequency of subtype F (1.5-0%, 
p=0.038), with no significant variation in sub-subtype 
F1 (9.4-14.1%, p=0.110) in the same period (Table 2). 
Besides, the evolutionary dynamics of HIV-1 in An-
gola has been dominated by a significant decrease 
in the frequencies of sub-subtypes A1 (9.9-2.8%, 
p=0.001) and A2 (5.4-1.0%, p=0.004), and an in-
crease in the frequency of subtype A (0.5-2.8%, 

p=0.064) and recombinant strains (23.6-41.4%, 
p<0.001). However, the increase in circulation of re-
combinant strains could seriously affect the diagno-
sis, monitoring, clinical management, as well as the 
effectiveness of ART regimens used in Angola. It is 
also worth mentioning that the subtypes J and K have 
been present in Angola at low levels since at least 
1993, suggesting low biological fitness, low transmis-
sion efficiency, or unsuccessful introductions in high-
risk populations40. It was observed the emergence of 
numerous recombinant strains belonging to subtypes 
G and H (Fig. 2B), although we observed a decrease 
in the frequencies of pure subtypes G (7.9-6.6%, 
p=0.571) and H (7.9-3.8%, p=0.050) (Table 2). How-
ever, virological and immunological changes, as well 
as the response to ART in patients with recombinant 
strains belonging to subtypes G and H, deserve fur-
ther investigation.

Similar to our results, the previous studies showed 
that the NRTIs and NNRTIs are the drug classes with 
more HIVDR in East, Central, South, and West Africa 
and that the major DRM in the NRTIs is the M184V 
mutation, whereas the G190A, K103N, and Y181C mu-
tations are the major in the NNRTIs14. In Angola, the 
NRTIs have been the major cause of HIVDR compared 
to NNRTIs (Fig.  3). The frequencies of the M184V 
(50-64.3%, p=0.363), G190A (17.2-46.2%, p=0.021), 
and K103N (34.5-42.3%, p=0.551) increased, while 
Y181C (17.2-7.7%, p=0.289) decreased during the 
years 2000-2019 (Table  2). The unregulated and un-
monitored use of antiretroviral drugs bought in the black 
market or in an abroad country, as well as the displace-
ment of HIV-infected people to countries that ART is 
accessible for a long time, are the most likely explana-
tions for the emergence of HIVDR in Angola15,36. An-
other explanation is the extensive use of NRTIs and 
NNRTIs as the backbone of the first-line ART regimens 
in Angola10. The M184V mutation causes resistance to 
lamivudine, emtricitabine, didanosine, and abacavir, 
but increases susceptibility to tenofovir, zidovudine, 
and stavudine41,42. The G190A mutation causes resis-
tance to nevirapine and efavirenz, but increased sus-
ceptibility to delavirdine41,42. The K103N mutation 
causes resistance to efavirenz and nevirapine, while the 
Y181C is often associated with efavirenz, nevirapine, 
etravirine, and rilpivirine41,42. In addition, numerous thy-
midine analog-associated mutations at positions D67N, 
K70R, K219E, L210W, M41L, and T215Y/F affecting the 
susceptibility of zidovudine and stavudine were identi-
fied in Angolan patients exposed and unexposed to 
ART over the past 20 years (2000-2019) (Fig. 3A)41.
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The low frequency of DRMs against the PR fragment 
could be attributed to the fact that PIs are rarely used 
in the HIV patients in Angola. This limited use of PIs is 
explained by the fact the first-line ART regimes used 
in Angola do not include PIs, which indicates that ART 
regimens containing PIs might be successfully used in 
the vast majority of Angolan HIV patients experiencing 
virological or immunological failure10,11. Nevertheless, 
it is worth mentioning that numerous polymorphisms 
not related to HIVDR have been detected in PR 
fragment in several Angolan patients, suggesting that 
some patients could experience virological failure with 
second-line ART regimens containing PIs22-26. Interest-
ingly, some new polymorphisms not previously de-
scribed in the Stanford database for untreated patients 
have been identified in the PR (N37I and H69A) and 
RT (V35Q, Q174V, V245G, D121F, and A272S) frag-
ments in HIV patients from Angola22. However, the 
clinical and public health implications of these poly-
morphisms in the serological and molecular diagnosis, 
as well as the effectiveness of ART regimens, should 
be subject to further studies.

Based on these findings, we showed that a significant 
number of HIV patients in Angola are on monotherapy 
with tenofovir or zidovudine and may be experiencing 
virological or immunological failure. Therefore, we sug-
gest that the Angolan Ministry of Health should prompt 
consider the possibility of the implement differential 
HIV-2 screening, implement the routine use of HIV-1 
genotyping in all individuals newly diagnosed with HIV, 
update currently used ART regimens, and include PIs 
or moving to generic integrase strand transfer inhibitors 
(INSTIs) in the first-line ART regimen in Angola43.

Our systematic review had some limitations. Although 
the coverage of the review was over the past 40 years 
(1980-2019), few studies on HIV-1 genetic diversity 
and DRMs carried out in Angola have been found to 
meet the defined inclusion criteria. The small number 
of studies as well as the small number of subjects in-
cluded in this systematic review diminishes the strength 
of these findings to support the public health preven-
tion program in Angola. Despite these limitations, our 
findings highlight some important aspects of the 
molecular epidemiology of HIV-1 that might pose un-
precedented clinical and public health implications, 
particularly for the vaccine development efforts, sero-
logical and molecular diagnosis, virological and im-
munological monitoring, ART, and clinical management 
of the AIDS pandemic44,45. However, further studies are 
necessary to obtain a stronger picture of the HIV-1 
genetic diversity, evolutionary and transmission dy-

namics, and the impact on the effectiveness of ART 
regimens used in Angola.

Conclusion

This systematic review has shown that the HIV-1 
epidemic increased in genetic complexity over the past 
40 years (1980-2019) in Angola. The superinfection 
with divergent HIV-1 strains has become more common 
in Angola. The M184V mutation against the NRTIs and 
G190A, K103N, and Y181C mutations against the 
NNRTIs has been the major cause of HIVDR which 
suggests the need to update currently used ART regi-
mens and included the PIs or INSTIs in the first-line 
ART regimen in Angola. Furthermore, effective and 
continued surveillance of the evolutionary dynamics of 
HIV-1 subtypes on an estimated space temporal scale 
using a phylogeographical reconstruction should be 
performed in Angola.

References

	 1.	 Vahlne A. A historical reflection on the discovery of human retroviruses. 
Retrovirology. 2009;6:1-9.

	 2.	 Unaids. Unaids Data 2019. Unaids; 2019. Available from: https://www.
unaids.org/en/resources/documents/2019/2019-UNAIDS-data.

	 3.	 Leitner T, Hahn B, Mullins J, Rambaut A, Wolinsky S, Korber B. HIV Se-
quence Compendium 2015. New Mexico: Theoretical Biology and Biophys-
ics Los Alamos National Laboratory; 2015. Available from: https://www.hiv.
lanl.gov/content/sequence/HIV/COMPENDIUM/2015/sequence2015.pdf.

	 4.	 Bártolo I, Epalanga M, Bartolomeu J, Fonseca M, Mendes A, Gama A, 
et al. High genetic diversity of human immunodeficiency virus Type 1 in 
Angola. AIDS Res Hum Retroviruses. 2005;21:306-10.

	 5.	 Bártolo I, Rocha C, Bartolomeu J, Marcelino R, Fonseca M, Mendes A, 
et al. Highly divergent subtypes and new recombinant forms prevail in 
the HIV/AIDS epidemic in Angola: new insights into the origins of the 
AIDS pandemic. Infect Genet Evol. 2009;9:672-82.

	 6.	 Pineda-Peña AC, Varanda J, de Sousa JD, Theys K, Bártolo I, Leitner T, 
et al. On the contribution of Angola to the initial spread of HIV-1. Infect 
Genet Evol. 2016;46:219-22.

	 7.	 United Nations. Political Declaration on HIV and AIDS: on the Fast Track 
to Accelerating the Fight against HIV and to Ending the AIDS Epidemic 
by 2030. United States: United Nations; 2016. p. 1-26. Available from: 
https://www.unaids.org/sites/default/files/media_asset/2016-political-
declaration-HIV-AIDS_en.pdf.

	 8.	 World Health Organization. Antiretroviral Medicines in Low-and Middle-
income Countries. Geneva, Switzerland: World Health Organization; 
2013. Available from: https://www.apps.who.int/iris/bitstream/han-
dle/10665/83148/9789241505468_eng.pdf;jsessionid=630804AE53D84
3E4452120703972EF27?sequence=1.

	 9.	 Gilks CF, Crowley S, Ekpini R, Gove S, Perriens J, Souteyrand Y, et al. 
The WHO public-health approach to antiretroviral treatment against HIV 
in resource-limited settings. Lancet. 2006;368:505-10.

	 10.	 National Institute of Fighting Against AIDS. Normas De Tratamento Antir-
retroviral. 2015. p. 159. Available from: https://www.aidsfree.usaid.gov/
sites/default/files/ao_normastratamentoarv.pdf.

	 11.	 National Institute of Fighting Against AIDS. Plano Estratégico Nacional Para 
o Controlo das Infecções de Transmissão Sexual, VIH e SIDA Instituto Na-
cional de Luta Contra a Sida; 2006. Available from: http://www.nationalplan-
ningcycles.org/sites/default/files/country_docs/Angola/hiv_plan_angola.pdf.

	 12.	 WHO. HIV Drug Resistance Report 2019; 2019. Available from: http://
www.scholar.google.com/scholar?hl=en&btnG=Search&q=intitle:Who+h
iv+drug+resistance+report+2012#5.

	 13.	 Wallis CL, Godfrey C, Fitzgibbon JE, Mellors JW. Key factors influencing 
the emergence of human immunodeficiency virus drug resistance in 
low-and middle-income countries. J Infect Dis. 2017;216:851-6.

	 14.	 Ssemwanga D, Lihana RW, Ugoji C, Abimiku A, Nkengasong J, Dakum P, 
et al. Update on HIV-1 acquired and transmitted drug resistance in Af-
rica. AIDS Rev. 2015;17:3-20.

N
o

 p
ar

t 
o

f 
th

is
 p

u
b

lic
at

io
n

 m
ay

 b
e 

re
p

ro
d

u
ce

d
 o

r 
p

h
o

to
co

p
yi

n
g

 w
it

h
o

u
t 

th
e 

p
ri

o
r 

w
ri

tt
en

 p
er

m
is

si
o

n
 �o

f 
th

e 
p

u
b

lis
h

er
.  


©

 P
er

m
an

ye
r 

20
21



AIDS Reviews. 2021;23

56

	 15.	 Van de Vijver D, Wensing AM, Boucher C. The epidemiology of transmis-
sion of drug resistant HIV-1. Reviews. 2006;2007:17-36.

	 16.	 Lemey P, Rambaut A, Drummond AJ, Suchard MA. Bayesian phylogeog-
raphy finds its roots. PLoS Comput Biol. 2009;5:1000520.

	 17.	 Hemelaar J, Elangovan R, Yun J, Dickson-Tetteh L, Fleminger I, Kirtley 
S, et al. Global and regional molecular epidemiology of HIV-1, 1990-
2015: a systematic review, global survey, and trend analysis. Lancet 
Infcet Dis. 2018;3099:1-13.

	 18.	 Bbosa N, Kaleebu P, Ssemwanga D. HIV subtype diversity worldwide. 
Curr Opin HIV AIDS. 2019;14:153-60.

	 19.	 Sharp PM, Hahn BH. Origins of HIV and the AIDS pandemic. Cold Spring 
Harb Perspect Med. 2011;1:a006841.

	 20.	 Clemente S. Epidemiologia Molecular da Infecção por VIH/SIDA, em 
Angola. Lisboa: University of Lisbon, Faculdade de Medicina Lisboa; 
2008.

	 21.	 Garrido C, Zahonero N, Fernándes D, Serrano D, Silva AR, Ferraria N, 
et al. Subtype variability, virological response and drug resistance as-
sessed on dried blood spots collected from HIV patients on antiretrovi-
ral therapy in Angola. J Antimicrob Chemother. 2008;61:694-8.

	 22.	 Bártolo I, Rocha C, Bartolomeu J, Gama A, Fonseca M, Mendes A, et 
al. Antiretroviral drug resistance surveillance among treatment-naive 
human immunodeficiency virus Type 1-infected individuals in Angola: 
evidence for low level of transmitted drug resistance. Antimicrob Agents 
Chemother. 2009;53:3156-8.

	 23.	 Castelbranco EP, Da Silva Souza E, Cavalcanti AM, Martins AN, De 
Alencar LC, Tanuri A. Frequency of primary resistance to antiretroviral 
drugs and genetic variability of HIV-1 among infected pregnant women 
recently diagnosed in Luanda-Angola. AIDS Res Hum Retroviruses. 
2010;26:1313-6.

	 24.	 Afonso JM, Bello G, Guimarães ML, Sojka M, Morgado MG. HIV-1 ge-
netic diversity and transmitted drug resistance mutations among patients 
from the North, central and South regions of Angola. PLoS One. 
2012;7:0042996.

	 25.	 Bártolo I, Zakovic S, Martin F, Palladino C, Carvalho P, Camacho R, et 
al. HIV-1 diversity, transmission dynamics and primary drug resistance 
in Angola. PLoS One. 2014;130:1-17.

	 26.	 Sebastião CS, Neto Z, De Jesus CS, Mirandela M, Jandondo D, Couto-
Fernandez JC, et al. Genetic diversity and drug resistance of HIV-1 
among infected pregnant women newly diagnosed in Luanda, Angola. 
PLoS One. 2019;14:1-10.

	 27.	 Da Silva RF, Abreu CM, Branco E, Bule E. Evaluation of Primary Resis-
tance in Human Immunodeficiency Virus Type-1 (HIV-1) Circulating in 
Angola and Mozambique Based on an HIV Drug Resistance Threshold 
Survey (HIVDR-TS). Fort Myers, Florida, USA: 18th International HIV 
Drug Resistance Workshop: basic Principles and Clinical Implications; 
2009.

	 28.	 Rayfield M, de Cock K, Heyward W, Goldstein L, Krebs J, Kwok S, et 
al. Mixed human immunodeficiency virus (Hiv) infection in an indi-
vidual: demonstration of both hiv Type 1 and Type 2 proviral se-
quences by using polymerase chain reaction. J Infect Dis. 
1988;158:1170-6.

	 29.	 Requena S, Caballero E, Lozano AB, Ríos-Villegas MJ, Benito R, Rojo S, 
et al. Treatment outcome in dually HIV-1 and HIV-2 coinfected patients 
living in Spain. AIDS. 2019;33:2167-72.

	 30.	 de Mendoza C, Lozano AB, Caballero E, Cabezas T, Ramos JM, Soria-
no V. Antiretroviral therapy for HIV-2 infection in non-endemic regions. 
AIDS Rev. 2020;22:44-56.

	 31.	 Faria NR, Hodges-Mameletzis I, Silva JC, Rodés B, Erasmus S, Paoluc-
ci S, et al. Phylogeographical footprint of colonial history in the global 
dispersal of human immunodeficiency virus Type 2 Group A. J Gen Virol. 
2012;93:889-99.

	 32.	 De Mendoza C, Cabezas T, Caballero E, Requena S, Amengual MJ, 
Peñaranda M, et al. HIV Type 2 epidemic in Spain: challenges and 
missing opportunities. AIDS. 2017;31:1353-64.

	 33.	 Esteves A, Parreira R, Venenno T, Franco M, Piedade J, De Sousa JG, et al. 
Molecular epidemiology of HIV Type 1 infection in Portugal: high prevalence 
of non-B subtypes. AIDS Res Hum Retroviruses. 2002;18:313-25.

	 34.	 Palma AC, Araújo F, Duque V, Borges F, Paixão MT, Camacho R. Mo-
lecular epidemiology and prevalence of drug resistance-associated 
mutations in newly diagnosed HIV-1 patients in Portugal. Infect Genet 
Evol. 2007;7:391-8.

	 35.	 Carvalho A, Costa P, Triunfante V, Branca F, Rodrigues F, Santos CL, 
et al. Analysis of a local HIV-1 epidemic in portugal highlights estab-
lished transmission of Non-B and Non-G subtypes. J Clin Microbiol. 
2015;53:1506-14.

	 36.	 Perrin L, Kaiser L, Yerly S. Travel and the spread of HIV-1 genetic vari-
ants. Lancet Infect Dis. 2003;3:22-7.

	 37.	 Afonso JM, Morgado MG, Bello G. Evidence of multiple introductions of 
HIV-1 subtype C in Angola. Infect Genet Evol. 2012;12:1458-65.

	 38.	 Lai A, Ciccozzi M, Franzetti M, Simonetti FR, Bozzi G, Binda F, et al. 
Local and global spatio-temporal dynamics of HIV-1 subtype F1. J Med 
Virol. 2014;86:186-92.

	 39.	 Bello G, Afonso JM, Morgado MG. Phylodynamics of HIV-1 subtype F1 
in Angola, Brazil and Romania. Infect Genet Evol. 2012;12:1079-86.

	 40.	 Bartolo I, Calado R, Borrego P, Leitner T, Taveira N. Rare HIV-1 subtype 
J genomes and a new H/U/CRF02_AG recombinant genome suggests 
an ancient origin of HIV-1 in Angola. AIDS Res Hum Retroviruses. 
2016;32:822-8.

	 41.	 Johnson VA, Calvez V, Günthard HF, Paredes R, Pillay D, Shafer R, et 
al. 2011 Update of the drug resistance mutations in HIV-1. Top Antivir 
Med. 2011;19:156-64.

	 42.	 Wang Y, Xing H, Liao L, Wang Z, Su B, Zhao Q, et al. The development 
of drug resistance mutations K103N Y181C and G190A in long term 
nevirapine-containing antiviral therapy. AIDS Res Ther. 2014;11:1-9.

	 43.	 Inzaule SC, Hamers RL, Doherty M, Shafer RW, Bertagnolio S, Rinke de 
Wit TF. Curbing the rise of HIV drug resistance in low-income and 
middle-income countries: the role of dolutegravir-containing regimens. 
Lancet Infect Dis. 2019;19:e246-52.

	 44.	 Butler I, Pandrea I, Marx P, Apetrei C. HIV genetic diversity: biological 
and public health consequences. Curr HIV Res. 2007;5:23-45.

	 45.	 Santoro MM, Perno CF. HIV-1 genetic variability and clinical implications. 
ISRN Microbiol. 2013;2013:1-20.

N
o

 p
ar

t 
o

f 
th

is
 p

u
b

lic
at

io
n

 m
ay

 b
e 

re
p

ro
d

u
ce

d
 o

r 
p

h
o

to
co

p
yi

n
g

 w
it

h
o

u
t 

th
e 

p
ri

o
r 

w
ri

tt
en

 p
er

m
is

si
o

n
 �o

f 
th

e 
p

u
b

lis
h

er
.  


©

 P
er

m
an

ye
r 

20
21


