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Background

- Neisseria gonorrhoeae (and STls) - causes serious reproductive
health sequelae, particularly vulnerable populations.

- Sequential failure of monotherapy
- NOT PROOF THAT CEFTRIAXONE MONOTHERAPY WILL FAIL

- Ceftriaxone only available antibiotic left for empirical therapy.
Disappointing Gentamycin results from GtoG. (Ross et al, ISSTDR 2017)

- Preventing loss of ceftriaxone as empirical therapy a priority

- No widespread emergence of ceftriaxone resistance in UK
(Ceftriaxone MIC creep in the UK (Town et al STis 2016))
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: 3“”%1 Georges Global Risk of Ceftriaxone Resistance
y GASP sentinel surveillance sites in China 2015.
1200  Ceftriaxone Resistance = >0.125mg/L (0.25-0.5)
n=1242
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- Ceftriaxone 1g monotherapy has not <8

prevented emergence of ceftriaxone
resistance where it has been used.
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Monte Carlo simulations for ceftriaxone free drug

concentrations (chishoim etal JAC 2010)

Assumption:
fT.mic Ceftriaxone 20-24 hours for effective treatment

fT.mic of various monotherapy regimens in hours

CEFTRIAXONE IM

MIC mg/L 250mg 500mg 19

0.125 24.3 32.8 41.3
(10.5 - 52.5) (19.6 - 83.3)

0.25 15.6 24.3 32.8
(5 - 34.3) (15.4 - 65.8)

0.5 6.6 15.6 24.3
(0.0- 19.8) (11.1 - 49.8)
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MDR-NG in Europe and N. America

Ceftriaxone-Resistant Neisseria gonorrhoeae,
Canada, 2017

Brigitte Lefebvre, Irene Martin, Walter D

Lucie Deshaies, Stéphanie Michaud,
Annie-Claude Labbé, Marie-Claude

(@ ded therapy ding to Québec STI Treat-
ment Guidelines) (8). Because the patient was from a low-

Jean Longtin

We identified a ceftriaxone-resistant Neisseria gonorrhoeae
isolate in a patient in Canada. This isolate carried the penA-
60 allele, which differs substantially from its closest relative,
mosaic penA XXVII (80% nucleollde identity). Ep\demlo-
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the healtt provider decided to

pcrform a guuml gonorrhea culture. The culture was posi-

tive for N. gonorrhoeae (no. GC063564/47707), thus con-
firming the positive NAAT result

Because antimicrobial susceptibility testing (Etest,

bioMérieux, Marcy I'Ttoile, Trance) demonstrated non-

susceptibility of the isolate to ceftriaxone and cefixime but

isit was
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Cluster of Neisseria gonorrhoeae Isolates With High-level
Azithromycin Resistance and Decreased Ceftriaxone
Susceptibility, Hawaii, 2016
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b THE EDITOR: Resistance to all antimicrobial
bents has developed in some Neisseria gonor-
oeae strains. Dual antimicrobial therapy (cef-
‘iaxone plus azithromycin) is a recommended
st-line empirical treatment in many coun-
ies.'* We describe treatment failure with dual
terapy in a patient with gonorrhea.

In December 2014, a heterosexual man pre-
‘nted to a sexual health clinic in the United
ingdom with a 2-week history of urogenital
‘mptoms (Table 1). Ten days previously, he
1d returned from Japan, where his Japanese
male partner had been treated for gonorrhea.
e reported having no other recent sexual
artners.

andilure of Dual Antimicrobial Therapy in Treatment of Gonorrhea

On day 98, N. gonorrhoeae was detected in a
pharyngeal sample on the nucleic acid amplifi-
cation test and culture. The patient received
one dose of ceftriaxone at a dose of 1 g intra-
muscularly plus azithromycin at a dose of 2 g
orally.* At the test of cure on day 112, the
pharyngeal specimen was negative (according
to the nucleic acid amplification test). Initial pre-
treatment specimens were unavailable for fur-
ther analysis.

The N. gonorrhoeae species was verified with
the use of the Phadebact Monoclonal GC Test
and matrix-assisted laser desorption ionization—
time of flight mass spectrometry. Antimicrobial
suscepnb;hry restmg wnh rhe use cf Eresr
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Azithromycin

- Azithromycin 1g inadequate if ceftriaxone treatment failure (Ross et al
ISSTDR 2017).

- Azithromycin 2g :
is an effective dose. (Bignel Garley STIs 2010)

resistance threatens dual therapy
HLAzR —sustained but still limited? (Fifer et al LID 2018)

in NG unlikely to contribute to macrolide resistance in NG
except......... Long half life of azithromycin and re-infection (Horner,
personal omm.)

...probably not other STls (?syphilis).

Toxicity of long 2g azithromycin dose. (Kirkaldy et al CID 2015;
Handsfield 1994();
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Dual Therapy

Ceftriaxone 500mg / Azithromycin 1G X X
Ceftriaxone 500mg / Azithromycin 2G*. «/ +/
Ceftriaxone 1G/ Azithromycin 2G* J X
(*with light snack and anti-emetics )
Monotherapy:

Ceftriaxone 1G only J X
Not Considered:

Ceftriaxone 1g / Azithromycin 1g
Ceftriaxone 500mg monotherapy
Ceftriaxone 250mg containing regimens




5 e Current Management Guidelines and
Proposed changes

Recommended Treatment Proposed change

CDC (2015) Ceftriaxone 250mg
+

Azithromycin 1g

European (2012) Ceftriaxone 500mg
+

Azithromycin 2g

Australian (2018) Ceftriaxone 500mg
+

Azithromycin 1g

WHO (2016) Ceftriaxone 250mg
+

Azithromycin 1g

UK (2011) Ceftriaxone 500mg Provisional-Not Final
+ Ceftriaxone 500mg
Azithromycin 1g -

Azithromycin 2g
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Other Considerations

Anti-emetics and food — really??

Ciprofloxacin usage if phenotypic and later genotypic results
available. (as mono or part of dual therapy) (Pond et al 2015)

Commercial genotypic laboratory assay available August 2018 (SpeedDx)/.
PoC Test 72020 (Atlas-St George’s)

Treating for chlamydia infection —2g Azithromycin/ When should we add
doxycycline

Is azithromycin 2g adequate for M. genitalium infection

Transgender considerations for testing
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