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Recommended Treatment (Mar 2018)

* Discontinue therapy with inciting antibiotic(s)
STRONG recommendation,

e 1stEpisode: PO vancomycin OR fidaxomicin

preferred over metronidazole
STRONG recommendation, HIGH quality evidence

* Recurrent CDI:

Vancomycin + taper or fidaxomicin
WEAK recommendation, LOW quality evidence

 Multiply Recurrent CDI:

Stool transplant
STRONG recommendation,

Clin Infect Dis 2018;66(7).



Metronidazole is OUT
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Is Metronidazole EVER appropriate?

May consider for mild cases when vancomycin unavailable
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Learning Points from the Best C. Diff Trial We'll Ever Have:

Symptoms generally resolve within 5-7 days

Half of the patients saw their symptoms
resolve within 5 days into therapy
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Learning Points from the Best C. Diff Trial We'll Ever Have:
Recurrences most often occur 10-15 days after

initial episode
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Learning Points from the Best C. Diff Trial We'll Ever Have:
In the clear 4 weeks after initial symptom

resolution
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Why Look at Tolevamer in the First Place?

Tolevamer binds C. diff toxin
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Bile Acids, the New Magic Bullet?

2° Bile Acids Inhibit C. diff spore germination

Eliminated by

__— antibiotics

Bacterial flora synthesize 2°
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Everything is connected

1° Bile Acids Gut Microbiome

Therapeutics under
investigation

2° Bile Acids
Therapeutics under
investigation

Environmental
C. difficile Exposures iﬂ



Anaerobe. 2016 Oct;41:44-50. doi: 10.1016/j.anaerobe.2016.05.003. Epub 2016 May 7.

Impact of microbial derived secondary bile acids on colonization resistance against Clostridium
difficile in the gastrointestinal tract.
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Clostridium difficile: Role of Secondary Bile Acids

Jason D. Kang » Christopher J. Myers = Spencer C. Harris « ... Jasmohan S. Bajaj » Huiping Zhou

Phillip B. Hylemon 2 © » Show all authors = Show footnotes

Published: October 25, 2018 = DOI https://doi.org/10.1016/j.chembiol 2018.10.003 *




Why try to recreate the magic when it
already exists: Fecal Transplant




The NEW ENGLAN D
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JANUARY 31, 2013 VOL. 368 NO. S

Duodenal Infusion of Donor Feces for Recurrent
Clostridium difficile 5 Y
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Published in final edited form as:
Ann Intern Med. 2016 November 01; 165(9): 609-616. do1:10.7326/M16-0271.

Effect of Fecal Microbiota Transplantation on Recurrence in
Multiply Recurrent Clostridium difficile Infection:

A Randomized Trial

/ POPULATION \ / INTERVENTION \ / RESULTS \
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FMT with patient Clinical Cure
Treated with PO own stool 62.5%

vancomycin until 2-3 days
pre-procedure




Why Was Transplant with Diseased
Stool Effective in 2/3 of Patients?

Published in final edited form as:
Ann Intern Med. 2016 November 01; 165(9): 609-616. doi:10.7326/M16-0271.

Effect of Fecal Microbiota Transplantation on Recurrence in

Multiply Recurren® =° =~ ° ™ Tt " Thction:
A Randomized Trial Placebo effect?
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Summary

Recommended
Treatment

Bile Acids

Fecal Transplant "
Microbiome health

PO Vancomycin is 15t Line for All
PO Metronidazole may be considered in
cases of mild disease

Bile Acids are a target for new CDI
therapeutics. They are directly impacted
by diet, microbiome, antibiotic usage

Fecal Transplants are Effective. Does
prolonged PO vancomycin make them
less effective?




