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Abstract (word count 299)

Objective: A multicentre, randomised non-inferiority trial compared the efficacy and safety of 14-
days of ofloxacin and metronidazole (standard-of-care [SoC]) versus a single dose of intramuscular
ceftriaxone followed by 5-days of azithromycin and metronidazole (intervention arm [IA]) in women

with mild to moderate pelvic inflammatory disease (PID).

Methods: Women with a clinical diagnosis of PID presenting at sexual-health services were
randomised to the SoC or IA arms. Treating clinicians and participants were not blinded to treatment
allocation but the clinician performing the assessment of primary outcome was blinded. The primary
outcome was clinical cure defined as 270% reduction in the modified McCormack pain score at day
14-21 after starting treatment. Secondary outcomes included adherence, tolerability and

microbiological cure.

Results: Of the randomised population 72/153 (47.1%) reached the primary end point in the SoC
arm, compared to 68/160 (42.5%) in the IA (difference in cure 4.6% (95% Cl -15.6,6.5%). Following
exclusion of 86 women who were lost to follow-up, attended outside the day 14-21 follow-up period,
or withdrew consent, 72/107 (67.3%) had clinical cure in the SoC arm compared to 68/120 (56.7%) in
the IA, giving a difference in cure-rate of 10.6% (95% Cl -23.2-1.9%). We were unable to demonstrate
non-inferiority of the IA compared to SoC arm. Women in the IA took more treatment doses
compared to the SoC group ((113/124 [91%] cf. 75/117 [64%)], p=0.0001), but were more likely to
experience diarrhoea (61% compared to 24%, p<0.0001). Of 288 samples available for analysis, M.
genitalium was identified in 10% (28/288), 58% (11/19) of which had baseline antimicrobial

resistance-associated mutations.

Conclusion: A short-course azithromycin based regimen is likely to be less effective than the standard
treatment with ofloxacin plus metronidazole. The high rate of baseline antimicrobial resistance

supports resistance testing in those with M. genitalium infection to guide appropriate therapy.
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INTRODUCTION

Pelvic inflammatory disease (PID) is the most significant complication of sexually transmitted
infections (STI) in women, causing serious reproductive morbidity and chronic pelvic pain®2.
Recommended antibiotic regimens for PID are taken for 14-days and have a clinical cure rate up to
90-97%°. However, treatment success rests with the patients’ ability to adhere to therapy. Previous
studies show that a 14-day course of doxycycline is completed in only 30-70% of cases*® with side-
effects and symptom resolution being the main reasons for non-adherence. The recommended
alternative to doxycycline in UK and European PID guidelines, is twice-daily ofloxacin®’. Whilst better
tolerated, 7-31% of women still experience side-effects®® and it also requires a 2-week course with a
high tablet burden. Thus, of all women starting a 14-day course of antibiotics, only approximately 70-
80% will experience full resolution of symptoms by the end of treatment®!%!', Guidance from the
European Medicines Agency (EMA) restricting the use of quinolone antibiotics?, further increases

the need to evaluate alternative regimens.

PID is associated with Neisseria gonorrhoeae and Chlamydia trachomatis with studies in the 1980s
and 1990s detecting these organisms in 50-77% of cases'>'*1>. However, more recent literature
suggests that only 17-35% of women with PID test positive for either pathogen, and many cases have

an unidentified microbiological aetiology'®*’.

Mycoplasma genitalium is associated with a significantly increased risk of PID*%, and despite
guidelines recommending testing all women with suspected PID, this has not yet been widely
adopted *°. This is important because current recommended therapies specify antibiotics with low
efficacy against M. genitalium”?°. Clearance of mycoplasma after doxycycline is poor and older
fluoroquinolones, including ofloxacin, have limited activity?'. Azithromycin has demonstrated efficacy
against mycoplasma, is well tolerated, and its long half-life allows shorter-course regimens which
may improve adherence. However reports of treatment failure suggest the rapid emergence of
antibiotic resistance, with global resistance reported in 30-100% of cases??%2324, Despite this an

extended course of azithromycin remains recommended for uncomplicated urogenital M. genitalium



infection where the organism remains macrolide-susceptible!®. Few studies have examined the

efficacy of an extended azithromycin regimen in the treatment of complicated urogenital infection.

Our aim was to assess the clinical efficacy and safety of a two-week course of treatment (standard-
of-care [SoC]) compared to a short-course azithromycin-based regimen (intervention arm [IA]) in

women presenting with mild-moderate PID.



METHODS

Trial design

This was a multicentre, open-label, non-inferiority, randomised controlled trial comparing SoC (14-
days of twice-daily ofloxacin 400mg and metronidazole 400mg — total of 56 tablets), with IA (one
intramuscular ceftriaxone injection 500mg followed by 5-days of azithromycin [1g day one, 500mg
once daily days 2-5] plus twice-daily metronidazole 400mg — total of 16 tablets plus 1 injection) for
the treatment of mild to moderate PID. All agents could be taken with or without food, although
women were advised to take metronidazole with food if they experienced gastrointestinal upset. The
study protocol was approved by Brighton & Sussex University Hospitals NHS Trust ethics committee

(EC Reference Number: 10/H1107/70). Written informed consent was obtained from participants.

Eligibility criteria

Women with a clinical diagnosis of PID attending one of nine UK sexual health outpatient clinics from

November 2011-August 2015 were invited to participate.

Inclusion criteria were a clinical diagnosis of PID based on pelvic pain for less than 30-days with
adnexal tenderness on examination. Exclusion criteria were: age <16-years; severe PID requiring
hospitalisation; positive pregnancy test or breast-feeding; urinary tract infection (positive
leucocytes/nitrites on urinalysis); intracellular gram-negative diplococci on microscopy or contact of
gonorrhoea within 3-months; antibiotics within previous 7-days; known allergy to study drugs;

ultrasound scan showing other pelvic pathology; history of epilepsy/severe depression.

Two substantial protocol amendments were made prior to the start of recruitment (increase in
ceftriaxone dose (250mg to 500mg) in-line with national guidelines; incorporating nucleic acid
amplification tests (NAATSs) for N. gonorrhoeae identification (Aug 2011)) and several amendments
were made during the trial period (additional study sites (2012-15); simplifying inclusion criteria from

‘direct lower abdominal tenderness (with or without rebound tenderness) and adnexal tenderness’



to ‘adnexal tenderness’ (Nov 2012); removal of the exclusion criterion 'absence of cervical pus cells’

(Nov 2012); addition of £20 travel reimbursement at day 14-21 visit (Mar 2015).

Study assessment: Baseline demographic and medical history data were collected. Examination
included an assessment of pelvic and abdominal tenderness using the modified McCormack pain-

score®® (Table 1).

Table 1: Modified McCormack signs and scoring system for abdominal and pelvic tenderness?®

Twelve parameters are used to calculate the pain score:

e DIRECT tenderness in each abdominal quadrant (4)

e REBOUND tenderness in each abdominal quadrant (4)

e cervical motion tenderness (1)

e uterine tenderness (1)

e right and left adnexal tenderness (2)

Each parameter is scored as follows:

0 tenderness absent

1 tenderness described by the patient but not manifested by changes in facial
expression or muscle tone

2 tenderness resulting in altered facial expression or muscle tone

3 tenderness causing observable, marked distress

Total score is a sum of the values. The maximum score is 36.

Vaginal specimens were examined for bacterial vaginosis (BV) using light microscopy, tested for C.
trachomatis, N. gonorrhoeae using NAATs (BD ProbeTec™ CT/GC Qx SDA assay), and M. genitalium
using in-house real-time PCR assay targeting the MgPa adhesion gene %; endocervical specimens

were sent for gonorrhoea culture/susceptibility.

Following treatment women were advised to have sexual abstinence for 14-days and return if
symptoms worsened within 48-72 hours. Partner notification was initiated. Women taking ofloxacin
and subsequently found to have gonorrhoea on NAATs were switched to the IA if clinical response

was considered inadequate.



14-21 day follow-up: Repeat clinical examination and sampling for N. gonorrhoeae (if culture positive
at baseline) was undertaken. If symptoms persisted after this visit then clinical review was arranged

according to local protocols. Adverse events were documented.

If C. trachomatis, N. gonorrhoeae and/or M. genitalium were diagnosed at baseline, the participant
was invited for a test-of-cure at 6-8 weeks. Mycoplasma positive samples were tested for molecular
markers of macrolide and fluoroquinolone antimicrobial resistance (AMR) at the national reference
laboratory (Public Health England). Molecular resistance assays targeted the 23S rRNA, gyrA and

parC genes?’,

Outcomes:

The primary outcome was clinical cure at 14-21 days, defined as 270% reduction in the modified
McCormack pain-score compared to baseline. Any woman who required a treatment switch prior to
14-days (e.g. due to side-effects), did not complete therapy or did not return for the 14-21 day
assessment was also considered to have experienced treatment failure. The secondary outcome
measures were adherence (residual pill-count, self-reported adherence), tolerability (incidence of
nausea, vomiting, bloating, fatigue, dizziness, rash, diarrhoea), and microbiological clearance. An

additional secondary outcome was to identify AMR in cases where M. genitalium was identified.

Sample size:

The sample size was calculated based on 80% of women in the SoC arm achieving a reduction in
modified McCormack score of 270%. Non-inferiority was defined as a lower 95% confidence interval
of no more than 10% difference in response rate for the IA compared to the SoC, requiring a sample
size of 198 women in each treatment arm (396 in total, 80% power, one-sided alpha=5%). As women
who failed to return for the 14-21 day assessment were assumed to be treatment failures in the

analyses, no inflation was made for loss-to-follow-up.



In August 2015 the trial was terminated by the Drug Safety Monitoring Board because slow
recruitment and a higher than expected loss-to-follow-up rate which meant that the required

sample-size was unlikely to be reached.

Randomisation

Blocked randomisation, with blocks of varying size and stratified by study site, was used to generate
randomisation lists. Medication allocation was kept in sealed, sequentially numbered, identical
opaque containers by an independent company thus concealing the assignment from the research

team.

This was not a blinded trial since use of placebo would have removed the potential benefits of the IA.
Thus, to reduce assessment bias, the clinician performing the 14-21 day assessment of outcome was
blinded to the treatment allocation, and women were asked not to reveal this information to the

examining clinician.

Statistical methods

The intent-to-treat population included all randomised patients, regardless of whether the treatment
was taken or participants returned for follow-up. This allowed a comparison to be made between
the efficacy of the two drug treatment strategies incorporating any difference in adherence, which
had been postulated to be a potential benefit of the IA. A conservative approach was taken by

classifying all treatment switches and discontinuations as ‘failures’.

The difference in the primary endpoint or ‘cure’ was calculated between the two groups and a 95%
confidence interval was calculated for the difference. These analyses were performed in both the
intent-to-treat (defined above) and per-protocol populations (defined as excluding women who

switched, discontinued or failed to return for the 14-21 day assessment).



Secondary endpoints in the intent-to-treat population were compared between the two treatment
arms using Chi-squared tests. Non-attending women were assumed not to have any side-effects. We
did not impute data on adherence and therefore the proportions reporting complete/good

adherence were calculated in the subgroup of women who reported adherence data.
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RESULTS

Patient recruitment

A total of 313 women with PID were randomised across nine UK sites of whom 227 had primary

outcome data available for analysis (Figure 1).

Figure 1: Randomised and eligible populations in standard of care and intervention arms

Randomised (n=313)

Allocation to standard of care (n=153)
(ofloxacin)

Allocation

Allocation to intervention (n=160)
(azithromycin)

Lost to follow-up at day 14-21 (n=24)
Attended outside day 14-21 (n=16)
Subsequently ineligible

e no McCormack score recorded (n=5)

e  treatment discontinued (n=1)

Follow-up

Lost to follow-up at day 14-21 (n=22)
Attended outside day 14-21 (n=11)
Subsequently ineligible

* no McCormack score recorded (n=6)

e withdrew consent (n=1)

Analysed (with McCormack score)
(n=107)

Analysis

Analysed (with McCormack score)
(n=120)
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Patient characteristics

Participant baseline characteristics were similar between the treatment groups (Table 2).

Table 2: Demographic characteristics, baseline symptoms and microscopy

Ofloxacin (SoC) Azithromycin (1A)
S — 1= ) E— 6 N—

Age (years), median (range) 25 (17-47) 25 (16-52)
Ethnicity, n (%)
White UK / non UK / other 114 (74.5) 124 (78.1)
Black African / other 20(13.1) 23 (14.4)
Previous PID, n (%)
Yes 45 (29.4) 45 (28.1)
No 97 (63.4) 109 (68.1)
Unknown 11 (7.2) 6 (3.8)
Previous chlamydia, n (%)
Yes 49 (29.4) 54 (33.8)
No 93 (60.8) 100 (62.5)
Unknown 11(7.2) 6 (3.8)
Number sexual partners last 3 months
median (range) 1 (0-50) 1(1-130)
Lower abdominal pain (%) 147 (96.1) 150 (93.8)
Vaginal Discharge (%) 99 (64.7) 103 (64.4)
Deep dyspareunia (%) 75 (49.0) 91 (56.9)
Intermenstrual bleeding (%) 41 (26.8) 35(21.9)
Dysuria (%) 36 (23.5) 40 (25.0)
Post coital bleeding (%) 27 (17.7) 38(23.8)
Bacterial vaginosis (%) 45 (29.4) 51(31.9)
Cervical pus (>30 PMNLs/hpf)*
Present (%) 119 (77.8) 124 (77.5)
Absent (%) 24 (15.7) 21 (13.1)
Urine dip
Nitrites (%) 1(0.7) 2 (1.3)
Leucocytes (%) 41 (26.8) 30 (18.8)
Median McCormack scores (range) 9 (1-26) 8 (2-20)
Number positive N gonorrhoeae 0 1
C. trachomatis 15 12
M. genitalium 13 15

*PMNLs/hpf: polymorphonuclear lymphocytes per high power field
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Of the randomised population 72/153 (47.1%) reached the primary endpoint in the SoC arm,
compared to 68/160 (42.5%) in the |A, giving a difference in cure of 4.6% (95% Cl -15.6, 6.5%).
Proportions in the per-protocol population were 72/107 (67.3%) and 68/120 (56.7%), respectively
(difference: -10.6%, 95% Cl -23.2, -1.9%). As the lower limit of each confidence interval fell below -

10%, we were not able to demonstrate non-inferiority of the IA.

Information on adherence was available for 241 individuals. Among these, women in the IA were
more likely to take all treatment doses (113/124 (91.1%)) compared to the SoC arm (75/117 (64.1%),
p=0.0001). Similar proportions took >5-days of metronidazole (107/110, 97.3% SoC; 105/113, 92.9%

IA; p=0.23), however only 69.1% (76/110) completed all 14 days of metronidazole in the SoC arm.

Safety

Two hundred and thirty three participants (111 in the control arm and 122 in the IA) provided safety
data and, as noted above, women without follow up safety data available were assumed not to have
side-effects in this analysis. There were no significant differences in reported side-effects between
the groups (Table 3) with the exception of diarrhoea which was more common in the IA (98/160

(61.3%)) compared to the SoC arm (37/153 (24.2%), p<0.0001).

13



Table 3: Incidence of side effects among women randomised to SOC or IA arms.

Ofloxacin (SOC) Azithromycin (lA) P value*

n=153 n=160

n (%) n (%)
Nausea 77 (50.3) 80 (50.0) 1.00
Vomiting 23 (15.0) 19 (11.9) 0.51
Bloating 52 (34.0) 51 (31.9) 0.78
Fatigue 66 (43.1) 56 (35.0) 0.17
Dizziness 55 (36.0) 44 (27.5) 0.14
Rash 9 (5.9) 17 (10.6) 0.19
Diarrhoea 37(24.2) 98 (61.3) 0.0001

*P value using Chi-squared test

Patients with diarrhoea were asked to grade the severity (one woman in each group failed to grade
severity). A higher proportion reported moderate to very severe diarrhoea in the IA (72% (69/97))

compared to those in the SoC arm (27% (10/36)).

Microbiology

Eighty-per-cent of participants had no pathogen identified. Twenty-seven women tested positive for
C. trachomatis (9.6%) and one woman for N. gonorrhoeae (0.4%). Specimens for M. genitalium
testing were received at the reference laboratory for 288 (92%) women. Twenty-eight of these
tested positive for M. genitalium (9.7%), and 10 of these women (3.4%) were co-infected C.
trachomatis. Of the 28 M.genitalium positive specimens, 23S rRNA sequencing data were available
for 19 (70.4%)of which 11 (57.9%) carried macrolide AMR-associated mutations at baseline, prior to
receiving any study drugs. Test-of-cure samples were received for 12 of these cases (63.2%) of which

8 (66.7%) ) were negative and 4 (33.3%) remained positive (3 randomised to IA; 1 to SoC) (Figure 2).

Figure 2: M genitalium results including follow-up and test of cure (TOC)
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28/288 tested positive for
M genitalium

v

13 in SoC arm (ofloxacin)

15 in IA (azithromycin)

!

I

8 tested for

v

5 specimen unavailable

-

V

11 tested for

4 specimen unavailable

AMR

or DNA degraded

AMR

Vi

v

l

4 macrolide mutations
TOC: 2 negative, 1
positive, 1 DNA

4 no AMR
TOC: 2 negative,
2 DNA

TOC: 1
negative,
3 DNA

or DNA degraded

V.

v

\

7 macrolide mutations
TOC: 1 negative, 3
positive, 3 DNA

4 no AMR
TOC: 4 DNA

TOC: 2 negative,
2 DNA

*DNA = did not attend for follow-up

Two women (1 from each arm) who remained positive for MG following treatment subsequently

received moxifloxacin and became symptom free. The remaning 2 were lost to follow-up. There was

no evidence that AMR developed during the study period. A specimen from one patient in the SoC

arm was found to contain M. genitalium harbouring resistance mutations in both the 23S rRNA and

parC genes that have been associated with clinical treatment failure to both macrolide and quinolone

antibiotics?®293%W! This patient reported resolution of symptoms but was lost-to-follow-up before a

test-of-cure specimen was received.
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DISCUSSION

This is the first trial to assess a regimen based on a short-course of azithromycin in women with mild-
moderate PID, using a pragmatic approach which reflects usual clinical practice. Whilst the primary
outcome was defined as a 270% reduction in pain at 14-21 days, overall treatment success also
reflected compliance with the protocol and engagement in care. Thus the definition of treatment
failure included not only persistent pain, but also antibiotic switches, failure to re-attend, and follow-
up outside the specified window of 14-21 days, which allowed us to incorporate adherence to the
treatment strategy into our endpoint. This pragmatic approach was chosen to better reflect routine
clinical care in Sexual Health Services (SHS). Consequently the proportion of women ‘cured’ in this
study (47.1% SOC; 42.5% IA) was lower than observed in other PID trials*#%%2%3 Disappointingly
23.3% of women either did not return for evaluation at 14-21 days (14.7%), or were ineligible due to
attending outside day 14-21 (8.6%). In retrospect the follow-up window of 7-days may have been
too restrictive for a young population. To allow comparison with previous trials, we also analysed the
subgroup of women who returned for evaluation within the predefined time period (the per-protocol
population). Whilst cure rates were higher (SoC: 67.3%, IA: 56.7%), they remained below other
published trials*>#1%%2%3 'nossibly reflecting the mild nature of PID in this study (median McCormack
scores 8-9). A limitation of the modified McCormack pain-score is the difficulty in achieving a 70%
reduction in pain if a woman starts with a low baseline score. Possibly as a consequence of not
reaching the planned sample size, we were unable to demonstrate that the short-course was non-
inferior to the standard longer course of antibiotics although our findings suggested that the

azithromycin based-treatment may be inferior to the control treatment.

Adverse events were reported by a high proportion of women compared to other studies.
Gastrointestinal side-effects predominated: 50% of women in both groups recorded nausea
compared to 2-20% in the literature®“*“>, We were particularly interested in tolerability of the
increased dose and duration of azithromycin, and therefore women were required to record any

issues on a questionnaire and were also asked by the research nurse if they had experienced specific
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side-effects, and this specific enquiry may have contributed to a higher rate of reporting. Rates of
diarrhoea were also higher than previously described, especially in the IA (61% vs 24%), with more
women grading it as moderate to very severe (72% vs 27%). Despite these side-effects, levels of
adherence were high, with more women in the IA taking all treatment doses (91% vs 64%), which is

consistent with other studies comparing similar PID regimens*“>,

This multi-centre randomised study recruited relatively high numbers of women despite falling rates
of PID diagnoses seen in SHS over the study period *®. Baseline characteristics were similar and the
high rates of previous chlamydia (33%) and PID (29%) suggest a population at ongoing risk. The study
did however fail to meet the target sample-size despite increasing the number of sites and a time
extension. During the study period there were significant challenges to national SHS provision¥”*8, In
April 2013 responsibility for commissioning of services was transferred to local government through
the Health and Social Care Act"®. Subsequent financial pressures at a time of growing demand, along
with service fragmentation, impacted on the research capability of participating centres. Tendering
resulted in clinics being destabilised either by procurement or integration with Contraception
Services e.g. change in service provider where research was not prioritised, services split onto
multiple sites in less convenient locations, introduction of new electronic patient records resulting in
lengthier waiting-times for prospective participants. A weakness of the study was the high loss-to-
follow-up reflecting a young and often mobile population in inner-city locations. Whilst ethical
approval was received to introduce a travel-reimbursement to increase retention, this was

implemented too late to have an impact.

We found low rates of C. trachomatis (9.6%) and N. gonorrhoeae (0.4%) consistent with declining
rates in some other studies. In 2011, Burnett et al found only 4.4% gonorrhoea, 10% chlamydia, and
2.6% with both organisms in women diagnosed with PID*®. Price et al 7 estimated the overall
population excess fraction of PID due to C. trachomatis was 20% (decreasing from 53.5% in women
aged 16-19 years to 11.5% in women aged 35-44 years) leaving a high proportion of women with

unexplained or non-STI aetiology, including microorganisms associated with BV. Goller et al%°
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highlighted that women with clinical PID but no identified pathogen were older, less likely to have
vaginal inflammation, or report recent unprotected sex. They comment that either these women had
PID caused by as yet unidentified organisms, or they didn’t have PID at all. In our study, 80% of
women had no identifiable microbiological aetiology, although, in-line with other PID studies, 30%
had BV at baseline. BV has been noted to be frequently present in women with PID (up to 70%), but
whether BV-associated bacteria independently cause PID, whether they facilitate the ascension of

known pathogens, or whether they are simply innocent bystanders is yet to be determined.

This study has provided one of the first estimates of how much PID is associated with M. genitalium
in the UK. We found similar rates of M. genitalium (9.7%) to C. trachomatis (9.6%), adding to the
growing body of evidence that mycoplasma is a significant aetiological organism. National guidelines
strongly recommend mycoplasma testing to guide choice of appropriate therapy®. Moxifloxacin has
activity against most cases of mycoplasma, gonorrhoea, chlamydia, and several implicated anaerobes
(G.vaginalis, Prevotella species, A.vaginae) and appears to be a good first-line single agent in women
aged >18 years"!!. However following the 2018 EMA guidance restricting the use of quinolones*?,
options for outpatient management of PID are increasingly limited. At the beginning of the study
there was confidence that a short-course of azithromycin would not only adequately treat chlamydia,
but also be a robust approach for PID caused by M. genitalium. However in many countries
macrolide resistance is now reported in over half of diagnosed mycoplasma infections, having been
rare only 10-years ago?*?*. In this study 58% of women with M. genitalium had baseline macrolide
resistance, adding to the growing literature calling for baseline AMR testing to guide appropriate

therapy?®.

Whilst the short azithromycin course undoubtedly has limitations, once reliable near-patient tests for
suspected pathogens are available and combined with baseline AMR tests, it may have a place in
treating M. genitalium negative PID, or cases where macrolide resistance is absent. We did not find
any evidence of AMR developing during the study period, which whilst reassuring and consistent

with the conclusions of Horner et al*!? and recent observations by Durukan et al%3, would not
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negate the need for comprehensive test-of-cure and further AMR assessment in treatment failures®®.

Despite the higher rates of gastrointestinal adverse events, the side-effects of the short-course may
be considered by some to be more acceptable than taking antibiotics for two-weeks. This approach
may be particularly useful for individuals with chaotic lifestyles, those pregnant or at risk of

pregnancy or younger women where adherence can be more challenging.

In summary, current PID guidelines encourage clinicians to have a low threshold for empiric therapy,
although the first line option is now limited to a two-week course of doxycycline and metronidazole,
with a single dose of intramuscular ceftriaxone. The short-course azithromycin regimen described in
this study may offer an alternative option in future when near patient STI testing and AMR become

available.

Total word count: 2996
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KEY MESSAGES:

e A 5-day course of oral azithromycin and metronidazole, with stat IM ceftriaxone, was less

effective than a 14 day course of oral ofloxacin and metronidazole

e M genitalium was associated with ~10% of cases of PID in this study

e For women with macrolide sensitive M. genitalium, or who are pregnant or unable to adhere to a

2 week antibiotic course, the short azithromycin course may be an alternative choice
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Legends for figures:

Figure 1: Randomised and eligible populations in standard of care and intervention arms
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