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Background. Screening and treating premalignant cervical lesions (cervical intraepithelial neoplasia 2+ [CIN2+]) is an effective 
way to prevent cervical cancer, and recommendations exist for the monitoring of treatment success. Yet, there is no specific recom-
mendation for human immunodeficiency virus (HIV)-infected women, who are at a known, increased risk of cervical cancer.

Methods. A systematic review was performed by searching MEDLINE, EMBASE, and Web of Science for studies published from 
January 1980 through May 2018. Eligible studies described the prevalence of histologically- and/or cytologically-defined lesions in 
HIV-infected women at least 6 months post-treatment. The primary endpoint was treatment failure, defined as the presence of re-
sidual and/or recurrent high-grade CIN2+/high-grade squamous intraepithelial lesions post-treatment. The pooled prevalence in 
HIV-infected women and the odds ratios (ORs) for HIV-infected compared to HIV-uninfected women were estimated using ran-
dom-effects models.

Results. Among 40 eligible studies, the pooled prevalence of treatment failure in HIV-infected women was 21.4% (95% confi-
dence interval [CI] 15.8–27.0). There was no significant difference in the treatment failure prevalence for cryotherapy (13.9%, 95% 
CI 6.1–21.6) versus loop electrosurgical excision procedure (13.8%, 95% CI 8.9–18.7; P = .9), but the treatment failure prevalence 
was significantly higher in women with positive (47.2%, 95% CI 22.0–74.0) than with negative (19.4%, 95% CI 11.8–30.2) excision 
margin (OR 3.4, 95% CI 1.5–7.7). Treatment failure was significantly increased in HIV-infected versus HIV-uninfected women, both 
overall (OR 2.7, 95% CI 2.0–3.5) and in all sub-group analyses.

Conclusions. There is strong evidence for an increased risk of treatment failure in HIV-infected women, in comparison to their 
HIV-negative counterparts. The only significant predictor of treatment failure in HIV-infected women was a positive margin status, 
but further data is needed on long-term outcomes after ablative treatment in HIV-infected women.

Keywords. human immunodeficiency virus; human papillomavirus; cervical cancer; treatment failure; meta-analysis.

Cervical cancer is the most common cause of cancer and a leading 
cause of death in women infected with human immunodeficiency 
virus (HIV) living in limited-resource settings [1, 2]. Women 
infected with HIV have a higher rate of human papillomavirus 
(HPV) infection and persistence and an increased risk of cervical 
precancerous lesions and cancer [3, 4]. The main approaches for 
treating cervical intra-epithelial neoplasia grade 2–3 (CIN2+) 

precancerous lesions include excisional (loop electrosurgical ex-
cision procedure [LEEP], cold knife conization) and ablative (cry-
otherapy, laser therapy, thermal ablation) treatments. The former 
has been extensively used in high-resource countries, because 
they can provide histological confirmation, while cryotherapy 
and thermal ablation are favored in limited-resource countries, 
because of their ease of use and lower costs. The risk of recur-
rence or persistence after LEEP treatment is around 10%, and is 
increased in patients with positive margins [5, 6]. After ablative 
treatment, recurrence rates of similar magnitudes have been re-
ported, but data are more limited. In high-resource settings, the 
recommendations for follow-up after LEEP are to conduct visits 
with HPV testing and/or cytology at 6- to 12-month intervals 
after treatment until negative results are obtained [7]. There is no 
specific recommendation for HIV-infected women, despite their 
increased risk of cervical disease, and there is also little evidence 
for ablative treatment in limited-resource contexts [7]. With the 
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scale-up of cervical cancer screening programs for HIV-infected 
women, there is an urgent need to better understand the risk of 
residual/recurrent lesions in those women treated for a precan-
cerous lesion, in order to determine the most appropriate strategy 
for this population [8]. To address this important issue, we per-
formed a systematic review and meta-analysis of studies reporting 
the prevalence of cervical lesions after excisional or ablative cer-
vical treatment among HIV-infected women.

METHODS

Search Strategy and Selection Criteria

Studies were identified by searching the electronic databases 
MEDLINE, EMBASE, and Web of Science (Science Citation 
Index) for studies published between 1 January 1980 and 1 May 
2018 that reported rates of cervical lesions after excisional or 
ablative treatment among HIV-infected women. The search 
strategy is reported in Supplementary Data S1. The Cochrane 
Database of Systematic Reviews and the databases of large con-
ferences (International Acquired Immunodeficiency Syndrome 
Conference, Conference on Retroviruses and Opportunistic 
Infection, International Conference on AIDS and STIs in Africa, 
and Conférence Internationale Francophone VIH, Hépatites et 
Santé Sexuelle) were also searched. In addition, the references 
of retrieved papers were searched for additional publications. 
Searches were performed without limits to language or setting.

Article Selection and Data Extraction

Independently, 2 authors (P. D.  and J.  S.) assessed the eligibility 
of each paper. Disagreements were resolved by consensus. To be 
included, a study had to meet the following, prespecified criteria: 
(1) describe the treatment of cervical abnormalities, (2) report the 
prevalence of cervical neoplastic lesions, identified through histo-
logical and/or cytological methods, at least 6 months post-treat-
ment, and (3) include the above measures for HIV-infected women. 
Any treatment modality among excisional and ablative methods 
was eligible. Studies were not included if they reported exclusively 
on the treatment of invasive cervical cancer or used only visual 
inspection with acetic acid (VIA) to detect post-treatment lesions. 
Data extraction was done independently by 2 reviewers, using a 
standardized data extraction form and recording: (1) study charac-
teristics, (2) participant characteristics, (3) cervical lesion severities 
at treatment, (4) treatment modalities, (5) outcome details (includ-
ing methods of detection and severities of outcomes), and (6) in 
studies reporting on outcomes after excisional treatment, the histo-
logical status of the excision margin. Results were extracted for the 
post-treatment presence of high-grade lesions (CIN2+/high-grade 
squamous intraepithelial lesions [HSIL+]) and of cervical lesions 
of any grade (CIN1+/ low-grade squamous intraepithelial lesions 
[LSIL+]), and both results were recorded when available.

Outcome Variables

The primary outcomes considered in this analysis were the 
prevalence of treatment failure (defined as residual and/or 

recurrent CIN2+/HSIL+ lesions post-treatment [5]) in HIV-
infected women and the odds ratio (OR) for treatment failure 
in HIV-infected compared to HIV-uninfected women.

Secondary outcomes included the presence of any grade 
of cervical lesion post-treatment (including CIN1+/LSIL+) 
in HIV-infected women and the corresponding OR in HIV-
infected compared to HIV-uninfected women.

Statistical Analysis

The proportions of treatment failure (and any grade cervi-
cal lesion post-treatment) were computed from the raw data 
and pooled using a random-effects model to account for the 
expected heterogeneity across studies. The Clopper-Pearson 
method was used to compute 95% confidence intervals (CIs). 
A pooled OR of treatment failure in HIV-infected women com-
pared to HIV-uninfected women was estimated with a ran-
dom-effects model using the restricted maximum likelihood 
method [9].
Heterogeneity was assessed with the I2 statistic, where an I2 
value of 50–75% is significant and a value >75% is consider-
able [10]. The reporting bias was assessed with funnel plots and 
Egger tests [11].

Sub-group analyses were performed, stratified by treatment 
modality (LEEP, cryotherapy, mixed/other); type of lesion in-
itially treated (low-grade only: CIN1/LSIL; high-grade only: 
CIN2+/HSIL+; any grade, including any VIA-detected abnor-
malities, when a grade distinction was not possible); duration 
of follow-up (median/mean 6–12 versus >12 months); income 
setting (high or low); publication year (before versus after 2005, 
at which time the WHO recommendations were published); 

Figure 1. Selection of the studies. Abbreviation: HIV, human immunodeficiency 
virus.

http://academic.oup.com/cid/article-lookup/doi/10.1093/cid/ciy1123#supplementary-data
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Table 1. Characteristics of Included Studies

Setting and Period
Treatment 
Procedure

Type of 
Lesion 

Treateda

Severity of Post-
treatment Lesion 

Detecteda

Detection Method 
for Post-treatment 

Lesions
Mean/Median 

Follow-upc
No.  

HIV+
No. 
HIV-

Babkina et al, 2015, J Low 
Genit Tract Dis [21]

United States 
(2000–2011)

Mixed/other High-grade High-grade Cyto & histo >12 mos 44 44

Berrebi, 2008, Gynecol 
Obstet Fertil [22]

France (<2008) Mixed/other High-grade Any grade Cyto & histo >12 mos 22 62

Carlander et al, 2018, 
AIDS [23]

Sweden 
(1983–2014)

Mixed/other High-grade Any grade; high-grade Cyto & histo >12 mos 140 284

Cejtin, 2011, J Low Genit 
Tract Dis [24]

United States 
(2004–2009)

LEEP Any grade Any grade Cyto & histo 6–12 mos 70 487

Cejtin, 2017, J Low Genit 
Tract Dis [25]

United States 
(2008–2014)

LEEP Any grade High-grade Cyto & histo >12 mos 34 153

Chirenje, 2003, J Low 
Genit Tract Dis [26]

Zimbabwe 
(1997–1998)

Mixed/other High-grade Any grade; high-grade Cyto & histo 6–12 mos 92 32

Cui et al, 2017, Gynecol 
Oncol [27]

United States 
(2001–2014)

LEEP High-grade High-grade Cyto & histo >12 mos 32 417

De Vuyst et al, 2014, 
PLOS One [28]

Kenya (2009) Cryo High-grade Any grade; high-grade Cyto & histo 6–12 mos 79 ...

Dos Santos Melli, 2016, 
Int J Gynaecol Obstet [29]

Brazil (2003–2011) LEEP High-grade Any grade; high-grade Cyto & histo 6–12 mos 85 222

Firnhaber, 2017, JAIDS 
[30]

South Africa 
(2012–2015)

Cryo Low grade Any grade; high-grade Cyto & histo 6–12 mos 99 ...

Foulot, 2008, Eur J 
Obstet Gynecol Reprod 
Biol [31]

France 
(1993–2006)

Mixed/other High-grade Any grade; high-grade Cyto & histo 61 ...

Fruchter, 1996, Obstet 
Gynecol [32]

United States 
(1988–1993)

Mixed/other Any grade Any grade Cyto & histo >12 mos 127 193

Gilles et al, 2005, Gynecol 
Oncol [33]

Belgium 
(1995–2002)

Mixed/other Any grade Any grade; high-grade Cyto >12 mos 57 50

Gingelmaier, 2007, 
Anticancer Res [34]

Germany 
(2004–2011)

Mixed/other Any grade Any grade Cyto & histo >12 mos 70 ...

Heard, 1995, Obstet 
Gynecol [35]

France 
(1991–1999)

Mixed/other Any grade Any grade; high-grade Cyto & histo >12 mos 13 ...

Heard, 2005, J Acquir 
Immune Defic Syndr [36]

France 
(1993–2003)

Mixed/other Any grade Any grade High-grade Cyto & histo >12 mos 75 ...

Holcomb, 1999, Gynecol 
Oncol [37]

United States 
(1991–1998)

Mixed/other Any grade Any grade Cyto & histo >12 mos 66 ...

Huchko, 2015, J Acquir 
Immune Defic Syndr [38]

Kenya 
(2008–2012)

LEEP High-grade High-grade Histo  6–12 mos 284 ...

Kabir, 2012, S Afr Med 
J [39]

South Africa 
(2003–2006)

Mixed/other Any grade Any grade; high-grade Cyto 6–12 mos 306 ...

Kietpeerakool, 2006, Int J 
Gynecol Cancer [40]

Thailand 
(1998–2004)

LEEP Any grade Any grade; high-grade Cyto & histo 6–12 mos 34 ...

Kuhn, 2010, AIDS [41] South Africa 
(2000–2006)

Cryo VIA+ Any grade; high-grade Cyto & histo >12 mos 105 386

Lehtovirta, 2008, Int J 
STD AIDS [42]

Finland 
(1989–2006)

LEEP Any grade Any grade Cyto & histo >12 mos 34 ...

Lima, 2009, Int J 
Gynaecol Obstet [43]

Brazil (1999–2004) LEEP Any grade Any grade Cyto & histo >12 mos 94 107

Lofgren, 2015, AIDS Res 
Hum Retroviruses [44]

United States 
(2004–2011)

Mixed/other Any grade Any grade; high-grade Cyto & histo >12 mos 34 ...

Maiman, 1993, Obstet 
Gynecol [45]

United States 
(<1993)

Mixed/other Any grade Any grade Cyto & histo >12 mos 44 125

Maiman, 1999, Obstet 
Gynecol [46]

United States 
(1993–1997)

Mixed/other High grade Any grade; high-grade Cyto & histo >12 mos 51 ...

Massad et al, 2007, J Low 
Genit Tract Dis [47]

United States 
(1994–2002)

Mixed/other Any grade Any grade; high-grade Cyto & histo >12 mos 170 ...

Moya & Martínez 
Escoriza, 2012, Clin Invest 
Gin Obst [48]

Spain (1999–2009) Mixed/other Any grade Any grade Cyto & histo >12 mos 9 194

Nappi et al, 2005, Eur J 
Obstet Gynecol Reprod 
Biol [49]

Italy (1990–1997) LEEP Low-grade Any grade Cyto & histo >12 mos 47 45
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whether or not HIV-uninfected women were compared in the 
same study; and, for a sub-set of studies, LEEP margin status.

RESULTS

Study Characteristics

The electronic search identified 695 publications. After a review 
of titles and abstracts, a total of 64 full-test articles were assessed 
for eligibility, of which 24 were excluded for 1 or more of the fol-
lowing reasons (Figure 1 and Supplementary Table S1): multiple 
reports of the same study (n = 7), follow-up duration <6 months 
(n = 4), insufficient data on post-treatment outcomes in HIV-
infected women (n  =  10), no cytological and/or histological 
ascertainment of post-treatment outcomes (n = 3), or selected 
study populations (n  =  2). A  total of 40 studies were eventu-
ally included (4 clinical trials, 16 observational cohorts, and 20 
retrospective studies), providing data for 3975 HIV-infected 
women. Of them, 24 reported on high-grade treatment failure 
(CIN2+/HSIL+) and 34 on any grade (CIN1+/LSIL+) of cer-
vical lesions post-treatment (18 reported on both outcomes). 
Approximately half of the studies (n = 22) also included HIV-
uninfected women (n = 3638) treated in the same setting. The 
study characteristics are given in Table 1. There was a wide 
range of follow-up durations across studies, with 27 (69%) hav-
ing a mean/median follow-up duration >12  months. Patients 

were treated for high-grade (CIN2+/HSIL+) lesions only in 12 
studies (30%), for low-grade (CIN1 and/or LSIL) lesions only 
in 2 studies, and for cervical lesions of any grade in 26 studies 
(65%; including 2 studies in which any abnormality detected 
using VIA were treated). A majority of studies (n = 27) were 
performed in high-resource settings (mainly the United States). 
Studies from low- and middle-income countries (n = 13) were 
often conducted in Southern or Eastern Africa and, compared 
to those in high-resource countries, were larger (the meta-anal-
ysis representing, in the majority, women treated in low-in-
come countries, n  =  2460), more often conducted during the 
last decade (P = .03), and more likely to have mean/median fol-
low-up durations of 6–12  months (P  <  .0001). LEEP was the 
treatment modality most commonly reported by studies from 
both high- and low-income countries (LEEP was used in 22 and 
9 studies from high- and low-income countries, respectively: 
P = .4; cryotherapy in 7 and 6, P = .3).

Treatment Failure in Human Immunodeficiency Virus–infected Women

The pooled estimate of treatment failure among HIV-infected 
women was 21.4% (95% CI 15.8–27.0; n = 24; Figure 2), with 
substantial heterogeneity across studies (I2: 94%, P  <  .0001). 
Treatment failure rates in the studies reporting on cryotherapy 
use (13.9%, 95% CI 6.1–21.6; n  =  6) were not significantly 

Setting and Period
Treatment 
Procedure

Type of 
Lesion 

Treateda

Severity of Post-
treatment Lesion 

Detecteda

Detection Method 
for Post-treatment 

Lesions
Mean/Median 

Follow-upc
No.  

HIV+
No. 
HIV-

Orang’o et al, 2017,  
AIDS [50]

Kenya (2011–2013) Cryo VIA+ High-grade Cyto, VIA, HPV, & 
histob

6–12 mos 248 ...

Reimers et al, 2010, 
Gynecol Oncol [51]

United States 
(1999–2005)

Mixed/Other Any grade Any grade; high-grade Cyto & histo >12 mos 56 ...

Robinson, 1998, Int J 
Gynecol Cancer [52]

United States 
(<1998)

LEEP Any grade Any grade Cyto & histo 6–12 mos 8 114

Robinson, 2001, Am J 
Obstet Gynecol [53]

United States 
(<2001)

Mixed/other Any grade Any grade Cyto & histo >12 mos 19 35

Russomano, 2013, Sao 
Paulo Med J [54]

Brazil (1996–2010) LEEP High-grade High-grade Cyto & histo >12 mos 60 209

Shah, 2008, J Obstet 
Gynaecol [55]

United Kingdom 
(1995–2004)

Mixed/other Any grade Any grade; high-grade Cyto & histo 6–12 mos 53 ...

Smith et al, 2017, Am J 
Obstet Gynecol [14]

South Africa 
(2010–2014)

Mixed/other High-grade Any grade; high-grade Cyto, histo, VIA, & 
HPV DNAb

6–12 mos 157 ...

Spinillo, 1992, Eur J 
Obstet Gynecol Reprod 
Biol [56]

Italy (<1992) Mixed/other Any grade Any grade Cyto & histo >12 mos 22 ...

Tate, 2002, Am J Obstet 
Gynecol [57]

United States 
(1996–2000)

Mixed/other Any grade Any grade Cyto & histo >12 mos 38 65

Wright, 1994, Gynecol 
Oncol [58]

United States 
(1991–1992)

LEEP Any grade Any grade Cyto & histo 6–12 mos 34 80

Zeier, 2012, Int J STD 
AIDS [59]

South Africa 
(2004–2009)

Mixed/other Any grade Any grade Cyto & histo >12 mos 652 309

Mixed/other indicates the use of different treatments, including cryotherapy, thermal ablation, or LEEP and/or other treatments.

Abbreviations: +, positive; -, negative; cryo, cryotherapy; cyto, cytology; histo, histology; HIV, human immunodeficiency virus; HPV, human papillomavirus; LEEP, loop electrosurgical excision 
procedure; VIA, visual inspection with acetic acid.
aA high-grade lesion was defined as a cervical intraepithelial neoplasia 2+ or high-grade squamous intraepithelial lesion.
bAny positive VIA, cytology, or HPV test confirmed with histology.
cMean or median follow-up duration of the overall population, if available, or of the HIV-infected participants.

Table 1. Continued

http://academic.oup.com/cid/article-lookup/doi/10.1093/cid/ciy1123#supplementary-data
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different from those found in studies reporting on LEEP (13.8%, 
95% CI 8.9–18.7; n = 8; P = .9). The pooled prevalence of any 
grade of cervical lesion post-treatment among HIV-infected 
women was higher (50.3%, 95% CI 42.3–58.3; n = 34; I2: 96%; 
P < .0001), and was also similar after either cryotherapy (56.5%, 
95% CI 29.0–83.9; n = 7) or LEEP (49.1%, 95% CI 29.5–68.7; 
n = 11; P = .7).

Results from sub-group analyses were broadly consistent 
with the overall estimates (Figure 3). The pooled proportion of 
treatment failure among HIV-infected women treated for high-
grade lesions was 24.8% (95% CI 17.6–32.0; n  =  16; I2: 92%; 
P < .0001), a proportion that was higher, but not statistically dif-
ferent (P = .2), from women treated for CIN1/LSIL (13.6%, 95% 
CI 0–28.1). The treatment failure proportion in studies with 
>12 months of follow-up was 25.7% (95% CI 15.4–36.1; n = 13; 
I2: 95%; P < .0001), and did not differ significantly (P = .1) from 

studies with shorter follow-up durations (16.3%, 95% CI 9.5–
23.2). There was a lower pooled proportion of treatment failure 
in the studies from low-income (14.4%, 95% CI 8.3–20.6) 
versus high-income settings (27.9%, 95% CI 18.5–37.2; P = .02). 
Results did not differ between those studies including only HIV-
infected participants and those including both HIV-infected 
and uninfected women (P = .6), nor by publication year (P = .2). 
In a sub-group analysis limited to HIV-infected women treated 
for high-grade lesions only (Supplementary Figure S1), there 
was a higher risk of treatment failure after cryotherapy (21.6%, 
95% CI 14.5–28.6; n = 3) compared to LEEP (12.6%, 95% CI 
7.5–17.7; n  =  6) that was of borderline statistical significance 
(P =  .05). Of note, the highest treatment failure was observed 
in the sub-group that received mixed/other modalities (31.6%, 
95% CI 20.3–42.9). There were 9 studies of excisional treatment 
that provided information on the presence of post-treatment 

Figure 2. Post-treatment prevalence of cervical lesions in human immunodeficiency virus–infected women, by individual study and treatment modality. Mixed/other indi-
cates the use of different treatments, including cryotherapy, thermal ablation, or LEEP and/or other treatments. Abbreviation: LEEP, loop electrosurgical excision procedure. 

http://academic.oup.com/cid/article-lookup/doi/10.1093/cid/ciy1123#supplementary-data
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lesions by margin status. The treatment failure rate was 49.1% 
(95% CI 22.1–76.1) in HIV-infected women with positive mar-
gins and 16.4% (95% CI 9.1–23.7) in those with negative mar-
gins, resulting in a pooled OR of 3.4 (95% CI 1.5–7.7; Figure 4). 
A similar OR of 3.3 (95% CI 1.3–8.6) was found for the presence 
of any grade of cervical lesion post-treatment.

Comparison With Human Immunodeficiency Virus–uninfected Women

In the 10 studies with results on treatment failure for both 
HIV-infected and -uninfected women (n = 821 HIV+ and 1822 
HIV-), HIV-infected women had a 2-fold higher risk of treat-
ment failure compared to HIV-infected women (23.4% [95% CI 
14.0–32.7] versus 9.5% [95% CI 5.8–13.2], respectively; OR 2.7, 
95% CI 2.0–3.5; I2: 0%; P = .7; Figure 5). Funnel plots did not 
suggest small-study effects (Supplementary Figure S2, Egger’s 
test; P = .4).

In sub-group analyses, pooled ORs were highly consistent 
with overall estimates (Figure 6). For example, when analyses 
were stratified by treatment modality, the pooled OR of treat-
ment failure was 2.2 (95% CI 1.5–3.5; n = 5; I2: 0%; P = .9) for 
LEEP and 1.9 (95% CI 0.7–5.0; n = 2; I2: 0%; P = .7) for cryo-
therapy. Pooled ORs were 3.0 (95% CI 2.2–4.3) among women 
treated for CIN2+/HSIL lesions (n = 6) and 2.8 (95% CI 2.1–
3.8) for studies with follow-up durations >12 months (n = 8).

There were 18 studies with results on any grade of cervical 
lesion post-treatment in both HIV-infected and -uninfected 
women. The pooled OR of any grade of cervical lesion in HIV-
infected versus -uninfected women was 5.3 (95% CI 4.2–6.8; I2: 
44%; P = .3) overall (Figure 5). Sub-group analyses were highly 
consistent with overall estimates. For example, the estimates 
were 4.4 (95% CI 2.4–8.0; n = 9; I2: 68%; P = .002) after LEEP, 
6.8 (95% CI 4.3–10.8; n = 4; I2: 0%; P =  .5) after cryotherapy, 
and 5.4 (95% CI 4.2–7.1; n = 14; I2: 50%; P = .02) in the subset 
of studies with mean/median follow-up durations >12 months.

DISCUSSION

This meta-analysis provides evidence that, even after cervical 
screening and treatment, women infected with HIV remain at 
high risk of CIN2+/HSIL cervical lesions. These results com-
plement the knowledge that HIV-infected women have high 
background risks of HPV infections, precancerous lesions, and 
cervical cancer [4]. In the context of increasing efforts to scale 
up cervical cancer screenings in limited-resource settings, these 
findings highlight the importance of reflecting upon the appro-
priate post-treatment follow-up of this population.

Our results are in line and extend those of 2 previous reviews: 
the first focused on limited-resource countries and identified 
only 4 studies [12] and the second focused only on those studies 

Figure 3. Post-treatment prevalence of cervical lesions in HIV-infected women, by sub-group. Abbreviations: CIN, cervical intraepithelial neoplasia; HIV, human immuno-
deficiency virus; HSIL, high-grade squamous intraepithelial lesion; LSIL, low-grade squamous intraepithelial lesion.
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using excisional methods from high-resource countries, con-
ducted before widespread antiretroviral therapy was available 
[13]. In limited-resource settings, the use of excisional meth-
ods is restricted by the requirements in terms of equipment and 
training and the inability to perform treatments and screenings 
in the same visit. This has prompted a shift towards the use of 
ablative methods. Overall, we did not find evidence for signifi-
cantly worse outcomes after cryotherapy compared to excisional 
LEEP in HIV-infected women, which is in agreement with the 
largest randomized trial on this topic, which found no statistical 
difference in CIN2+ lesions post-treatment between LEEP and 
cryotherapy at 12 months [14]. However, there was some sug-
gestion of higher treatment failure rates after cryotherapy among 
the sub-group of women treated for high-grade lesions. Results 
of this sub-group analysis should be interpreted with caution, 
because of the limited number of studies (3 for cryotherapy, 6 for 
LEEP), but this highlights the continuing need to collect evidence 
on treatment outcomes after ablative treatment in HIV-infected 
women [15, 16]. None of the included studies reported on the 
risk of treatment failure in HIV-infected women after thermal 
ablation [17]. There were 2 such studies identified by our liter-
ature review, but they were ineligible, as they judged treatment 
failure based on VIA only [15, 18]. Hence, more reporting of the 

long-term efficacy of this method in HIV-infected women is war-
ranted [17, 19]. Among HIV-infected women treated with LEEP, 
margin status was associated with the risk of post-treatment 
lesions, which is in agreement with a recent meta-analysis con-
ducted for predominantly HIV-uninfected women [5]. However, 
only very few (n = 4) of the included studies reported on positive 
margin statuses in both HIV-infected and -uninfected women, 
precluding a meta-analytical comparison at this time.

Limitations of our meta-analysis include important differ-
ences regarding the designs, population characteristics, and 
follow-up procedures of included studies. For instance, 17 of 
40 studies did not distinguish the presence of high-grade from 
low-grade lesions. Although high-grade lesions are more rele-
vant for treatment failure, from a clinical point of view, in the 
interest of completeness and to avoid selection bias, we did not 
exclude such studies, but rather chose to present results in par-
allel for high-grade lesions (as our definition of treatment fail-
ure) and cervical lesions of any grade. Furthermore, although 
most studies used both histology and cytology to confirm the 
presence of high-grade lesions, outcomes were sometimes 
based on cytology only.

Other factors that differed by study included the treatment 
modality (LEEP, cryotherapy, mixed/other), type of lesions 

Figure 4. Post-treatment prevalence of cervical lesions in human immunodeficiency virus–infected women, by margin status. Abbreviations: +, positive; -, negative; OR, 
odds ratio.
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treated, and the follow-up durations, which may have contrib-
uted to the high heterogeneity observed for the pooled propor-
tion estimates. On the other hand, no significant differences 
in treatment failure were identified by sub-group analyses 
according to these variables. Interestingly, the heterogeneity 
of the risks of treatment failure in HIV-infected compared to 
HIV-uninfected women was low, and the pooled estimates were 
not significantly altered in a sub-group analysis, suggesting that 
the finding of excess treatment failure in HIV-infected women 
is highly robust. Moreover, our estimate of the proportion of 
treatment failure in HIV-uninfected women was close to those 
from larger meta-analyses in this population, suggesting a fair 
representativeness of included studies [5, 20].

It was not possible to stratify analyses by CD4-cell count (CD4), 
because of the lack of individual data and non-standardized 

reporting of CD4 cell count categories. However, some included 
studies [21–25] reported significantly more treatment failure 
(CIN2+/HSIL) in women with lower current and/or nadir CD4 
cell counts, which is in agreement with the known increased 
risk of HPV-related disease according to the severity of immu-
nosuppression [4].

Another limitation of the data available is that only 10 of 40 
studies distinguished residual disease from recurrent lesions, and 
different definitions were used [21–28]. Given this issue, no dis-
tinction between residual and recurrent disease was made in this 
analysis, even if we recognize that these 2 types of disease may 
have different cancer risk profiles. Better provision might be made 
for standardized reporting in future studies, for which a pragmatic 
approach could be to distinguish those lesions detected within the 
first 12 months from those occurring later. Lastly, a proportion 

Figure 5. Meta-analysis of the risk of post-treatment lesions after first treatment in HIV-infected versus uninfected women. Abbreviations: +, positive; -, negative; HIV, 
human immunodeficiency virus; OR, odds ratio.
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of post-treatment lesions, particularly those of any grade, could 
be incident lesions, which would be expected to accumulate more 
frequently in HIV-infected than HIV-uninfected populations [4], 
but there was no evidence of the significantly higher detection of 
lesions in studies with longer follow-ups.

In high-resource countries, follow-up after treatment of CIN2+ 
lesions consists of annual or more frequent visits until 2 consec-
utive, negative smears [60, 61]. However, this may not be feasible 
in resource-limited countries, and there is a need to identify and 
assess simplified follow-up strategies. Data on the performance of 
VIA for the detection of recurrent lesions is scarce, and additional 
research should be conducted to determine the value of VIA 
during follow-up. Of note, although there were 2 studies in which 
initial lesions were detected using VIA but post-treatment lesions 
were assessed by histology that met our inclusion criteria (Table 
1), we did not include 3 other studies that assessed treatment out-
comes by VIA only [15, 18, 62], given VIA’s lack of acceptance as 
a gold standard of disease ascertainment. In the study by Orang’o 
et al, the sensitivity of VIA to detect recurrence was as low as 27% 
[50]. In contrast to our findings, none of these studies found sig-
nificant differences between HIV-infected and -uninfected partic-
ipants. HPV persistence is an important risk factor for recurrent 

cervical disease [63, 64]. In the context of high-resource countries, 
HPV testing has been proposed as a test of treatment success [65]. 
On the other hand, in sub-Saharan African women, particularly 
those infected with HIV, HPV prevalence and incidence rates are 
very high, such that a follow-up test may have too low a specificity, 
particularly in the absence of genotyping to identify type-specific 
persistence [28]. Furthermore, in the limited-resource context of 
many African countries, cost-effectiveness and the optimal timing 
of HPV testing need to be determined. Only 2 of the 40 included 
studies reported on HPV testing post-treatment in HIV-infected 
women [28, 47], precluding any possibility for a meta-analytical 
comparison.

In conclusion, this study provides evidence for an increased 
risk of high cervical lesions post-treatment in HIV-infected 
women, in comparison to their HIV-uninfected counterparts. 
Thus, there is a need to reflect upon appropriate follow-up strat-
egies for these women, particularly in limited-resource con-
texts, where the HIV epidemic is known to be concentrated.

Supplementary Data
Supplementary materials are available at Clinical Infectious Diseases 
online. Consisting of data provided by the authors to benefit the reader, 

Figure 6. Meta-analysis of the risk of post-treatment lesions after first treatment in HIV-infected versus -uninfected women by sub-group. Mixed/other indicates the use of 
different treatments, including cryotherapy, thermal ablation, or LEEP and/or other treatments. Abbreviations: +, positive; -, negative; CIN, cervical intraepithelial neoplasia; 
HIV, human immunodeficiency virus; HSIL, high-grade squamous intraepithelial lesion; LEEP, loop electrosurgical excision procedure; OR, odds ratio.
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sponding author.

Notes
Acknowledgments. The authors thank Dr Nguyen and Dr Fazzari for 

their kind help.
Potential conflicts of interest. All authors: No reported conflicts. 

All authors have submitted the ICMJE Form for Disclosure of Potential 
Conflicts of Interest. Conflicts that the editors consider relevant to the con-
tent of the manuscript have been disclosed.

References
1. International Agency for Research on Cancer. GLOBOCAN estimated incidence, 

mortality and prevalence worldwide in 2012. Available at: http://globocan.iarc.fr/
Pages/fact_sheets_cancer.aspx. Accessed 1 Jun 2018.

2. Torre  LA, Siegel  RL, Ward  EM, Jemal  A. Global cancer incidence and mor-
tality rates and trends–an update. Cancer Epidemiol Biomarkers Prev 2016; 
25:16–27.

3. Bosch FX, Broker TR, Forman D, et al; authors of ICO Monograph Comprehensive 
Control of HPV Infections and Related Diseases Vaccine Volume 30, Supplement 
5, 2012. Comprehensive control of human papillomavirus infections and related 
diseases. Vaccine 2013; 31(Suppl 7):H1–31.

4. Liu G, Sharma M, Tan N, Barnabas RV. HIV-positive women have higher risk of 
human papilloma virus infection, precancerous lesions, and cervical cancer. AIDS 
2018; 32:795–808.

5. Arbyn M, Redman CWE, Verdoodt F, et al. Incomplete excision of cervical pre-
cancer as a predictor of treatment failure: a systematic review and meta-analysis. 
Lancet Oncol 2017; 18:1665–79.

6. Ghaem-Maghami S, Sagi S, Majeed G, Soutter WP. Incomplete excision of cervi-
cal intraepithelial neoplasia and risk of treatment failure: a meta-analysis. Lancet 
Oncol 2007; 8:985–93.

7. Jeronimo  J, Castle  PE, Temin  S, et  al. Secondary prevention of cervical can-
cer: ASCO resource-stratified clinical practice guideline. J Glob Oncol 2017; 
3:635–57.

8. Joint United Nations Programme on HIV AIDS. Cervical cancer and HIV—two 
diseases, one response. Available at: http://www.unaids.org/en/resources/press-
centre/featurestories/2018/october/cervical-cancer-and-hiv. Accessed 30 Sept
2018.

9. Egger M, Davey-Smith G, Altman D. Systematic reviews in health care: meta-anal-
ysis in context. 2nd ed. Oxford, UK: John Wiley & Sons Inc, 2013.

10. Kjaer SK, van den Brule AJ, Paull G, et al. Type specific persistence of high risk
human papillomavirus (HPV) as indicator of high grade cervical squamous
intraepithelial lesions in young women: population based prospective follow up
study. BMJ 2002; 325:572.

11. Egger M, Davey Smith G, Schneider M, Minder C. Bias in meta-analysis detected 
by a simple, graphical test. BMJ 1997; 315:629–34.

12. Forhan  SE, Godfrey  CC, Watts  DH, Langley  CL. A systematic review of the
effects of visual inspection with acetic acid, cryotherapy, and loop electrosur-
gical excision procedures for cervical dysplasia in HIV-infected women in low- 
and middle-income countries. J Acquir Immune Defic Syndr 2015; 68(Suppl
3):S350–6.

13. Tebeu PM, Major AL, Mhawech P, Rapiti E. The recurrence of cervical intraep-
ithelial neoplasia in HIV-positive women: a review of the literature. Int J STD
AIDS 2006; 17:507–11.

14. Smith JS, Sanusi B, Swarts A, et al. A randomized clinical trial comparing cervical 
dysplasia treatment with cryotherapy versus loop electrosurgical excision proce-
dure in HIV-seropositive women from Johannesburg, South Africa. Am J Obstet 
Gynecol 2017; 217:e1–11.

15. Campbell  C, Kafwafwa  S, Brown  H, et  al. Use of thermo-coagulation as an
alternative treatment modality in a ‘screen-and-treat’ programme of cervical
screening in rural Malawi. Int J Cancer 2016; 139:908–15.

16. Castle PE, Murokora D, Perez C, Alvarez M, Quek SC, Campbell C. Treatment 
of cervical intraepithelial lesions. Int J Gynaecol Obstet 2017; 138(Suppl
1):20–5.

17. Dolman L, Sauvaget C, Muwonge R, Sankaranarayanan R. Meta-analysis of the
efficacy of cold coagulation as a treatment method for cervical intraepithelial neo-
plasia: a systematic review. BJOG 2014; 121:929–42.

18. Oga EA, Brown JP, Brown C, et al. Recurrence of cervical intraepithelial lesions
after thermo-coagulation in HIV-positive and HIV-negative Nigerian women.
BMC Womens Health 2016; 16:25.

19. Randall TC, Sauvaget C, Muwonge R, Trimble EL, Jeronimo J. Worthy of further 
consideration: an updated meta-analysis to address the feasibility, acceptability,
safety and efficacy of thermal ablation in the treatment of cervical cancer precur-
sor lesions. Prev Med 2018; 118:81–91.

20. Santesso N, Mustafa RA, Wiercioch W, et al. Systematic reviews and meta-analy-
ses of benefits and harms of cryotherapy, LEEP, and cold knife conization to treat 
cervical intraepithelial neoplasia. Int J Gynaecol Obstet 2016; 132:266–71.

21. Babkina N, Heller DS, Goldsmith LT, Houck KL. Cervical conization for cervical 
intraepithelial neoplasia (CIN) 2 and 3 in HIV-positive women: a case-control
study. J Low Genit Tract Dis 2015; 19:110–4.

22. Berrebi  A, Badiou  W, Duclusaud  A. Frequency, persistence and recurrence of
HPV lesions of the uterine cervix in HIV-seropositive women. Gynecologie,
Obstetrique & Fertilite 2008; 36: 521–4.

23. Carlander C, Wagner P, van Beirs A, et al. Suppressive antiretroviral therapy asso-
ciates with effective treatment of high-grade cervical intraepithelial neoplasia.
AIDS 2018; 32:1475–84.

24. Cejtin HE, Malapati R, Chaparala S. A comparison of loop electrosurgical exci-
sion procedures between human immunodeficiency virus-seropositive and -sero-
negative women. J Low Genit Tract Dis 2011; 15: 37–41.

25. Cejtin HE, Zimmerman L, Mathews M, Patel A. Predictors of persistent or recur-
rent disease after loop electrosurgical excision procedure. J Low Genit Tract Dis 
2017; 21: 59–63.

26. Chirenje  ZM, Rusakaniko  S, Akino  V, Munjoma  M, Mlingo  M. Effect of HIV
disease in treatment outcome of cervical squamous intraepithelial lesions among 
Zimbabwean women. J Low Genit Tract Dis 2003; 7: 16–21.

27. Cui  Y, Sangi-Haghpeykar  H, Patsner  B, et  al. Prognostic value of endocervical
sampling following loop excision of high grade intraepithelial neoplasia. Gynecol 
Oncol 2017; 144:547–52.

28. De Vuyst H, Mugo NR, Franceschi S, et al. Residual disease and HPV persistence 
after cryotherapy for cervical intraepithelial neoplasia grade 2/3 in HIV-positive 
women in Kenya. PLOS One 2014; 9:e111037.

29. Dos Santos Melli PP, Duarte G, Quintana SM. Multivariate analysis of risk factors 
for the persistence of high-grade squamous intraepithelial lesions following loop 
electrosurgical excision procedure. Int J Gynaecol Obstet 2016; 133: 234–7.

30. Firnhaber C, Swarts A, Goeieman B, et al. Cryotherapy reduces progression of
cervical intraepithelial neoplasia grade 1 in South African HIV-infected women: 
a randomized, controlled trial. J Acquir Immune Defic Syndr 2017; 76: 532–8.

31. Foulot H, Heard I, Potard V, Costagliola D, Chapron C. Surgical management of 
cervical intraepithelial neoplasia in HIV-infected women. Eur J Obstet Gynecol
Reprod Biol 2008; 141: 153–7.

32. Fruchter RG, Maiman M, Sedlis A, Bartley L, Camilien L, Arrastia CD. Multiple 
recurrences of cervical intraepithelial neoplasia in women with the human immu-
nodeficiency virus. Obstet Gynecol 1996; 87: 338–44.

33. Gilles  C, Manigart  Y, Konopnicki  D, Barlow  P, Rozenberg  S. Management and
outcome of cervical intraepithelial neoplasia lesions: a study of matched cases
according to HIV status. Gynecol Oncol 2005; 96:112–8.

34. Gingelmaier A, Grubert T, Kaestner R, et al. High recurrence rate of cervical dys-
plasia and persistence of HPV infection in HIV-1-infected women. Anticancer
Res 2007; 27: 1795–8.

35. Heard  I, Bergeron  C, Jeannel  D, Henrion  R, Kazatchkine  MD. Papanicolaou
smears in human immunodeficiency virus-seropositive women during follow-up. 
Obstet Gynecol 1995; 86: 749–53.

36. Heard I, Potard V, Foulot H, Chapron C, Costagliola D, Kazatchkine MD. High
rate of recurrence of cervical intraepithelial neoplasia after surgery in HIV-
positive women. J Acquir Immune Defic Syndr 2005; 39: 412–8.

37. Holcomb  K, Matthews  RP, Chapman  JE, et  al. The efficacy of cervical coniza-
tion in the treatment of cervical intraepithelial neoplasia in HIV-positive women. 
Gynecol Onco 1999; 74: 428–31.

38. Huchko MJ, Leslie H, Maloba M, Zakaras J, Bukusi E, Cohen CR. Outcomes up to 
12 months after treatment with loop electrosurgical excision procedure for cervi-
cal intraepithelial neoplasia among HIV-infected women. J Acquir Immune Defic 
Syndr 2015; 69: 200–5.

39. Kabir F, van Gelderen C, McIntyre  J, Michelow P, Turton D, Adam Y. Cervical
intra-epithelial neoplasia in HIV-positive women after excision of transformation 
zone - does the grade change? S Afr Med J 2012; 102: 757–60.

40. Kietpeerakool C, Srisomboon J, Suprasert P, et al. Outcomes of loop electrosurgical
excision procedure for cervical neoplasia in human immunodeficiency virus-in-
fected women. Int J Gynecol Cancer 2006; 16: 1082–8.

41. Kuhn L, Wang C, Tsai WY, Wright TC, Denny L. Efficacy of human papilloma-
virus-based screen-and-treat for cervical cancer prevention among HIV-infected 
women. AIDS 2010; 24: 2553–61.

42. Lehtovirta P, Paavonen J, Heikinheimo O. Risk factors, diagnosis and prognosis of 
cervical intraepithelial neoplasia among HIV-infected women. Int J STD & AIDS 
2008; 19: 37–41.

http://globocan.iarc.fr/Pages/fact_sheets_cancer.aspx
http://globocan.iarc.fr/Pages/fact_sheets_cancer.aspx
http://www.unaids.org/en/resources/presscentre/featurestories/2018/october/cervical-cancer-and-hiv
http://www.unaids.org/en/resources/presscentre/featurestories/2018/october/cervical-cancer-and-hiv


Post-treatment Cervical Lesions and HIV • cid 2019:69 (1 November) • 1565

43. Lima MI, Tafuri A, Araujo AC, de Miranda Lima L, Melo VH. Cervical intraep-
ithelial neoplasia recurrence after conization in HIV-positive and HIV-negative
women. Int J Gynaecol Obstet 2009; 104: 100–4.

44. Lofgren  SM, Tadros  T, Herring-Bailey  G, et  al. Progression and regression of
cervical pap test lesions in an urban AIDS clinic in the combined antiretroviral
therapy era: a longitudinal, retrospective study. AIDS research and human retro-
viruses 2015; 31: 508–13.

45. Maiman  M, Watts  H, Andersen  J, Clax  P, Merino  M, Kendall  M. Vaginal
5-Fluorouracil for high-grade cervical dysplasia in Human Immunodeficiency
Virus infection: a randomized Trial. Obstetrics and gynecology 1999; 94: 954–61.

46. Maiman M, Fruchter RG, Serur E, Levine PA, Arrastia CD, Sedlis A. Recurrent
cervical intraepithelial neoplasia in human immunodeficiency virus-seropositive 
women. Obstetrics and gynecology 1993; 82: 170–4.

47. Massad  LS, Fazzari  MJ, Anastos  K, et  al. Outcomes after treatment of cervical
intraepithelial neoplasia among women with HIV. J Low Genit Tract Dis 2007; 
11:90–7.

48. Moya AM, Martínez Escoriza JC. Cálculo de prevalencia y riesgo atribuible de los 
factores de riesgo relacionados con la persistencia o recidiva de neoplasia cervical 
intraepitelial (CIN). Clin Invest Gin Obst 2012; 39:102–7.

49. Nappi L, Carriero C, Bettocchi S, Herrero J, Vimercati A, Putignano G. Cervical 
squamous intraepithelial lesions of low-grade in HIV-infected women: recur-
rence, persistence, and progression, in treated and untreated women. Eur J Obstet 
Gynecol Reprod Biol 2005; 121:226–32.

50. Omenge Orang’o E, Liu T, Christoffersen-Deb A, et al. Use of visual inspection
with acetic acid, Pap smear, or high-risk human papillomavirus testing in women 
living with HIV/AIDS for posttreatment cervical cancer screening: same tests,
different priorities. AIDS 2017; 31:233–40.

51. Reimers LL, Sotardi S, Daniel D, et al. Outcomes after an excisional procedure for
cervical intraepithelial neoplasia in HIV-infected women. Gynecol Oncol 2010; 
119:92–7.

52. Robinson WR, Lund ED, Adams J. The predictive value of LEEP specimen mar-
gin status for residual/recurrent cervical intraepithelial neoplasia. Int J Gynecol
Cancer 1998; 82: 109–12.

53. Robinson WR, Hamilton CA, Michaels SH, Kissinger P. Effect of excisional ther-
apy and highly active antiretroviral therapy on cervical intraepithelial neoplasia
in women infected with human immunodeficiency virus. Am J Obstet Gynecol
2001; 184: 538–43

54. Russomano F, Paz BR, Camargo MJ, et al. Recurrence of cervical intraepithelial
neoplasia in human immunodeficiency virus-infected women treated by means
of electrosurgical excision of the transformation zone (LLETZ) in Rio de Janeiro, 
Brazil. Sao Paulo Med J 2013; 131: 405–10.

55. Shah S, Montgomery H, Crow JC, et al. Cervical intraepithelial neoplasia treat-
ment in Human Immunodeficiency Virus-positive women. J Obstet Gynaecol
2008; 28: 327–32.

56. Spinillo  A, Tenti  P, Zappatore  R, et  al. Prevalence, diagnosis and treatment of
lower genital neoplasia in women with human immunodeficiency virus infection. 
Eur J Obstet Gynecol Reprod Biol 1992; 43: 235–41.

57. Tate DR, Anderson RJ. Recrudescence of cervical dysplasia among women who
are infected with the human immunodeficiency virus: a case-control analysis. Am 
J Obstet Gynecol 2002; 186: 880–2.

58. Wright  TC, Jr., Koulos  J, Schnoll  F, et  al. Cervical intraepithelial neoplasia in
women infected with the human immunodeficiency virus: outcome after loop
electrosurgical excision. Gynecologic oncology 1994; 55: 253–8.

59. Zeier MD, Nachega JB, Van Der Merwe FH, et al. Impact of timing of antiretro-
viral therapy initiation on survival of cervical squamous intraepithelial lesions: a 
cohort analysis from South Africa. International journal of STD & AIDS 2012; 23: 
890–6.

60. Jordan J, Martin-Hirsch P, Arbyn M, et al. European guidelines for clinical man-
agement of abnormal cervical cytology, part 2. Cytopathology 2009; 20:5–16.

61. Apgar BS, Kittendorf AL, Bettcher CM, Wong J, Kaufman AJ. Update on ASCCP 
consensus guidelines for abnormal cervical screening tests and cervical histology. 
Am Fam Physician 2009; 80:147–55.

62. Martin CE, Tergas AI, Wysong M, Reinsel M, Estep D, Varallo J. Evaluation of a 
single-visit approach to cervical cancer screening and treatment in Guyana: feasi-
bility, effectiveness and lessons learned. J Obstet Gynaecol Res 2014; 40:1707–16.

63. Arbyn  M, Ronco  G, Anttila  A, et  al. Evidence regarding human papillomavi-
rus testing in secondary prevention of cervical cancer. Vaccine 2012; 30(Suppl
5):F88–99.

64. Kreimer AR, Schiffman M, Herrero R, et al. Long-term risk of recurrent cervical 
human papillomavirus infection and precancer and cancer following excisional
treatment. Int J Cancer 2012; 131:211–8.

65. Cuschieri K, Bhatia R, Cruickshank M, Hillemanns P, Arbyn M. HPV testing in 
the context of post-treatment follow up (test of cure). J Clin Virol 2016; 76(Suppl 
1):56–61.


