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High anal Chlamydia trachomatis load is associated with LGV and
symptoms in MSM: Results of a cross-sectional study

Dear Editor,

Anorectal Chlamydia trachomatis infections, caused by C.
trachomatis L or non-L genotypes, are common among men
who have sex with men (MSM).! Lymphogranuloma ve-
nereum (LGV), caused by L genotypes, is a relatively common
cause of proctitis. In contrast, anorectal infections caused by
non-L genotypes are often asymptomatic. Bacterial load has
been associated with disease severity in other sexually trans-
mitted infections (STIs), such as Mycoplasma genitalium
and Neisseria gonorrhoeae.”® However, in C. trachomatis,
it remains controversial.® Knowing which biological and
clinical determinants are associated with high anorectal C.
trachomatisload could offer valuable insights into clinical as-
pects of these infections and thus the duration of treatment.

We evaluated the chlamydial load in 850 anorectal
C. trachomatis-positive specimens collected prospec-
tively from men between September and November 2020.
Demographic, clinical, biological and sexual behaviour data
were collected. Chlamydial load was quantified using a pre-
viously described method.®

We performed uni- and multivariate linear regression
analyses of determinants associated with C. trachomatis load
using the RStudio software (version 2024.9.1.394). p-values
<0.05 were considered statistically significant, with p-values
<0.001 indicative of strong significance.

Table 1 presents the characteristics of the individuals.
Three-quarters of them were HIV-negative and did not re-
port anorectal symptoms. The LGV positivity was 15.5%
(132/850). Anorectal symptoms were reported in 65.2%
(86/132) of LGV-positive subjects and in only 17% (122/718)
of non-LGV individuals.

The C. trachomatis load was significantly higher in
LGV-positive individuals than in non-LGV individuals
(p<0.0001) and in those with anorectal symptoms than in
those without them (p=0.0005) (Figure 1).

Among LGV-positive individuals, the C. trachomatis
load was significantly higher in those with anorectal symp-
toms than those without symptoms (p=0.01) (Figure 1). By
contrast, no significant difference in the load was observed
between non-LGV individuals with or without symptoms
(p=0.91).

Among individuals with anorectal symptoms, we found
a strong association between high bacterial load and infec-
tion with L genotypes compared to infection with non-L
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genotypes (p<0.0001) (Figure 1). Regarding asymptomatic
individuals, those infected with L genotypes had a signifi-
cantly higher chlamydial load than those infected with
non-L genotypes (p=0.03). Other factors, such as HIV sta-
tus, the use of pre-exposure prophylaxis (PrEP) for HIV, N.
gonorrhoeae coinfection and the number of non-steady sex-
ual partners in the past 12months did not influence the C.
trachomatis load.

Our results showed that LGV and anorectal symptoms
were strong determinants of high C. trachomatisload in ano-
rectal specimens from men. A previous study showed that in
LGV proctitis treated with a 21-day course of doxycycline,
RNA persisted for up to 16days.” In non-LGV chlamydia
rectal infections, DNA was undetectable after 7 days. These

TABLE 1 Characteristics of the 850 individuals with Chlamydia
trachomatis-positive anorectal specimens.

Characteristics (number of available data) N (%)
Sexual orientation (N=850)

MSM 849 (99.9)
HIV status (N=2836)

Living with HIV 205 (24.5)

Negative 631 (75.5)
PrEP use (N=574)

Yes 356 (62)

No 218 (38)
Anorectal symptoms (N=850)

Yes 208 (24.5)

No 642 (75.5)
Number of sexual non-steady partners in the past 12 months (N=451)

<10 262 (58.1)

>10 189 (41.9)

C. trachomatis genotype (N=_850)
L 132 (15.5)
Non-L 718 (84.5)
Neisseria gonorrhoeae coinfection (N=_804)
Yes 236 (29.4)
No 568 (70.6)

Abbreviations: MSM, men who have sex with men; PrEP, pre-exposure prophylaxis
for HIV.
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FIGURE 1 Chlamydia trachomatis load (Log,, per puL) in anorectal specimens according to lymphogranuloma venereum status and anorectal
symptoms. The median is shown as the central horizontal line. The lower and upper limits of the boxes are the first and third quartiles.

findings and ours support that individuals with symptom-
atic anorectal infection should receive initial treatment with
a 7-day course of doxycycline while awaiting the results
of C. trachomatis genotyping for LGV." Treatment should
be extended to 21 days if LGV is confirmed.® However, we
observed that asymptomatic LGV-positive individuals had
significantly lower chlamydial load than those with symp-
tomatic LGV but a higher load than asymptomatic non-
LGV individuals. This result needs to be confirmed because
of the low number of asymptomatic LGV cases compared
with asymptomatic non-LGV cases (46 vs. 596) in our work.
Nevertheless, these findings raise questions about the effec-
tiveness of a 7-day course of doxycycline for the treatment
of asymptomatic LGV. Two recent retrospective studies re-
ported successful rectal LGV cures with this regimen.”'
Controlled trials are needed to confirm these findings.

In conclusion, a significant association was observed be-
tween the C. trachomatis anorectalload and symptomatology

and LGV. The impact of the chlamydial load on the dura-
tion of doxycycline treatment for LGV cases remains to be
investigated.
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