To address the issues raised in the let-
ters, we analyzed the data using time-
dependent covariates, and we performed
a sensitivity analysis using the suggested
stricter survival criteria. We performed
a Cox regression analysis with 2 time-
dependent covariates for switching to
daptomycin adjusting for other covariates
that were potential confounders. One
time-dependent covariate changed from
0 to 1 on the day a patient initiated
daptomycin if it occurred during the
first 3 days of hospitalization (intention-
to-treat), and the other time-dependent
covariate changed from 0 to 1 on the
day of the third daptomycin dose during
the 3-5 consecutive day window (ap-
proximate effective therapeutic level).
Three doses of daptomycin were deemed
to be an approximate effective thera-
peutic level based on prior studies that
found that blood cultures tend to re-
main positive within the first 72 hours
of anti-staphylococcal therapy [2]. These
variables were defined for all study
subjects. In this model, the intention-to-
treat time-dependent covariate was not
significantly associated with mortality
(HR=1.28; 95% CI: .57-2.86). The ef-
fective therapeutic level time-dependent
covariate was significantly associated
with a protective effect (HR = 0.32; 95%
CIL: .11-0.95), demonstrating that those
who received 3 days of daptomycin had
a significantly lower hazard of death
among early initiators. When both time-
dependent covariates were assessed to-
gether, early initiation of daptomycin
(within 3 days) and receiving an effective
therapeutic level significantly lowered
the hazard of death (HR = 0.41; 95% CI:
.19-.86). A separate sensitivity analysis
using patients who survived at least 7 days
also found a similar association (HR: 0.54;
95% CI: .27, 1.09), although it was not sta-
tistically significant likely due to reduced
sample size from excluding patients.

Our results differ somewhat from
the small, noninferiority randomized
controlled trial (RCT) that compared
daptomycin versus vancomycin plus gen-
tamicin for MRSA bloodstream infections

and endocarditis [3, 4]. In that RCT of 89
MRSA patients, 4 more daptomycin pa-
tients died compared with vancomycin
patients (12/45 vs 8/43; P = .45). A large
RCT powered for superiority is needed,
but as stated in our publication, 2 RCTs
on this topic have recently been stopped
due to low patient enrollment. In contrast
to a strictly monitored RCT, our study
evaluated how these antibiotics are being
used in real-world settings. We agree
with Avedissian and colleagues that it is
difficult to achieve adequate vancomycin
therapeutic doses in some patients. Thus,
some of the benefit seen in our study
may have been due to ease of dosing
daptomycin compared with vancomycin.
We attempted to measure vancomycin
area under the curve (AUC)/MIC dosing
in our database but were unable to accu-
rately collect these data retrospectively.

In conclusion, our analyses have con-
sistently shown a protective association
between at least 3 days of daptomycin
when given within 3 days and 30-day
mortality. However, a large RCT powered
for superiority is needed to definitively
answer this question.
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Toward the Spread of the New
L2b/D-Da Hybrid Chlamydia
trachomatis Strain in Men Who
Have Sex With Men in France?

To THE EDITOR—We read with great in-
terest the article by Borges et al reporting
recently lymphogranuloma venereum
(LGV) cases in Portugal, Israel, and
Canada caused by a recombinant LGV
strain with L2b/D-Da hybrid ompA se-
quence [1, 2]. This hybrid variant was first
identified in 2017 in Portugal and mostly
affected human immunodeficiency virus
(HIV)-positive men who have sex with
men (MSM) with proctitis and engaging
with high-risk sexual practices [1] and
also recently reported in Italy [3]. In
France, as part of the sentinel surveil-
lance of Chlamydia trachomatis anorectal
infections [4], molecular epidemiology
of genovar L strains did not identify the
hybrid variant between 2010 and 2015
[5, 6]. Interestingly, in 2017, we reported
4 cases of MSM pre-exposure prophy-
laxis (PrEP) users infected with strains
harboring pmpH gene of genovar L and
ompA sequence of D/Da genotype [7]. It
is worth mentioning that the ompA se-
quence of the 4 strains was subsequently
found to be identical to that of the hybrid
variant. Three patients were from Paris
and had anorectal symptoms. We there-
fore investigated if there was a potential
increase of LGV outbreak involving the
L2b/D-Da hybrid in France.

All LGV-positive anorectal specimens
collected in the French National Reference
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Centre for Bacterial Sexually Transmitted
Infections in 2018 from HIV-positive MSM
with anorectal symptoms were analyzed.

The criteria for collecting specimens
were based on clinical symptoms (rectal
syndrome, rectal pain, rectal tenesmus, anal
discharge, rectal bleeding), on HIV-positive
status and a positive specific LGV real-time
polymerase chain reaction (PCR) targeting
the pmpH gene [8]. A 1.100-bp fragment of
ompA gene was amplified directly on clinical
specimens by nested PCR and sequenced in
both directions [9]. The obtained sequences
were compared by alignment with currently
available chlamydial L genovar-ompA gene
sequences from GenBank.

Overall, 184 LGV-positive anorectal
specimens matched the selection cri-
teria. The ompA gene was successfully
sequenced for 146 specimens. Most
had ompA sequences identical to that
of C. trachomatis 12/434/Bu (41.7%,
61/146) and L2b/UCH-1/proctitis ref-
(36.3%, 53/146). We
also identified several genovariants: 27
(18.4%) L2b ompA variants (4 already
described and 2 new, L2b variant C340G
(GenBank MW653320) and L2b var-
iant A997G (GenBank MW653319)),
2 (1.3%) L2 ompA variants (L2h and 1
new L2 variant with G868A substitution
(GenBank MW653321)) [5, 10] and 6
(4.1%) L2b/D-Da hybrid variants. One
specimen belonged to L1 genotype.

Among the 6 patients infected with the
new hybrid variant, only one had concurrent

erence strains

sexually transmitted infections (ST1s) (active
syphilis). From a geographical perspective,

there was no evidence of a cluster as speci-
mens came from 4 different French cities.
Patients reported having been infected in
France, not abroad.

These findings confirm that the L2b/D-Da
hybrid variant has been circulating in France
since 2017. Indeed, the hybrid variant repre-
sents 16.9% of LGV cases in Italy since 2018;
12.5% and 16.5% of LGV cases in Portugal in
2017 and 2018, respectively, with a decrease
in 2019 (3.1%); and 26.3% in Canada in 2019
[1-3]. The proportion remains low in Israel
in 2018 and 2019 [2]. Although we have de-
scribed only a few cases, monitoring should
continue in France.
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