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Abstract: Clostridioides difficile infection (CDI) represents the most common cause of diarrheic
disease associated to public health services, an important public health problem due to the potential
risk of complications, severe forms of pseudomembranous colitis and death. Although the great
majority of CDI patients have a favourable response to specific antibiotic drug therapy, a significant
percentage will present one or several relapses and the risk of relapse increases with the increase in

numbers of infectious episodes, reaching 50-60% after the third CDI episode. Faecal microbiota
transplant (FMT) is a proven effective treatment method with high rates of curability in recurrent and
refractory CDI. However, can we use FMT earlier than the current recommendations of the treatment
guidelines? The evidence is beginning to pile up.

CDI represent a current public health issue in both
Romania and the whole world due to the increase of its
occurrence and severity. Clostridioides difficile (CD) is an
anaerobic, spore-forming, Gram-positive bacteria, the major
etiological factor of antibiotic-associated colitis(1); it represents
the most common cause of diarrheic disease associated to public
health services, and accounts for 15-25% of postantibiotherapy
diarrhea cases(2), 75% of the cases of postantibiotherapy colitis
cases, of which 90-100% are pseudomembranous colitis(3), with
an important morbidity and mortality.

At least two prerequisites are necessary for the
occurrence of CDI: alteration of normal intestinal flora
determining a decrease in resistance against colonization with
CD and, acquisition of the organism from an exogenous source.
Other factors are represented by the host’s susceptibility,
virulence of the strains, or nature and period of exposure to
antibiotics.(4)

By far, the most important risk factor is the use of
antibiotics in the period foregoing onset, even in the form of a
single prophylactic dose, almost any antibiotic can lead to the
occurrence of the infection.(5) If, certain risk factors cannot be
intervened upon (age), there are attempts to implement guides
for the well-balanced use of antibiotic therapy and specific
epidemiology measures for infected patients who are
hospitalized(6,7) nevertheless, the number of infections has not
decreased. Other risk factors are also incriminated: anti-
secretory medication, co-morbidities, immunosuppressed status.

CDI should be suspected in all patients with
nosocomial diarrhea, patients with unexplainable diarrhea and
new onset of > 3 poorly formed stools/24 hours (types 5-7 on
the Bristol scale), post antibiotic diarrhea with community
origin, elderly patients, those who were administered antibiotics,
immunosuppressors or gastric antisecretory medication, those
who do not belong to an acute diarrhea focal group within the
community are the ones representing the target population to be

tested.(8)

CDI becomes manifest only in the case of toxins’
production as non-toxin generating forms will not lead to
diarrheic disease therefore, diagnosis relies on identifying toxins
from either faeces, or from cultures of CD.

Recommendations for CDI treatments have evolved
and developed throughout time. Pending an update of the
ESCMID guide, in 2018 the American Society of Infectious
Diseases and the American Society of Epidemiology-
IDSA/SHEA published an updated version to the previous guide
with a number of changes, vancomicin or fidaxomicin are the
first line treatment for 10 days.(9) Concurrently with specific
treatment methods, other additional treatment methods include:
interruption of useless antimicrobial treatments, correction of
hydroelectric balances, avoidance of motility inhibiting
medication, and revision of proton pump inhibitors medication.

Although the great majority of CDI patients have a
favourable response to specific antibiotic drug therapy, a
significant percentage will present one or several relapses and
the risk of relapse increases with the increase in numbers of
infectious episodes. After a first CDI episode, 11-25% patients
will relapse within the first 30 days since the completion of
therapy.(10-12) After the first relapse episode, up to 46.2% of
patients will have a second episode of relapse.(13) Moreover,
the risk of recurrence continues to rise, reaching 50-60% at the
third episode.(14)

These recurrences generate additional costs for the
medical system, morbidity and risk of fatalities.

Despite having been empirically used for several
centuries for the treatment of certain forms of diarrhea, the first
documented use of a human faecal microbiota suspension for the
treatment of severe forms of diarrhea dates back to 4th century
China(15), the first reporting dates back to 1958, belonging to
Eiseman et al., via enemas (16), FMT stands out as an extremely
effective treatment method, a higher than 90% cure rate, for
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patients with multiple recurrences(17) or with severe forms of
CDI.(18) Multiple randomized controlled trials, systematic
reviews and meta-analyses have confirmed the very high cure
rate, ranging between 85% and 92%.(19-22)

FMT is the instillation of fecal material from a healthy
donor to a patient gastrointestinal tract to treat a condition
associated with alteration of the intestinal microbiota - intestinal
dysbiosis. The mechanism of action is that of restoring a new
intestinal microbiota to restore normal intestinal functioning. In
addition to the clearly proven role in CDI recurrences, data are
gathered on the beneficial role of TMF in other conditions such
as: inflammatory bowel diseases, irritable bowel syndrome,
autoimmune diseases, allergic conditions, metabolic diseases
such as obesity.

Currently, the FMT is included in the European
treatment guidelines of CDI, for multiple recurrences(8), mild or
severe recurrent CDI and refractory CDI(23), while in the
American treatment guideline of CDI, after the second or
subsequent recurrent CDI.(9)

Currently, there are no recommendations in the
treatment guidelines that FMT should be used for primary,
nonrecurrent CDI forms, there are insufficient data to make this
recommendation(23), but data about FMT usefulness in primary
CDI is starting to pile up. Initial studies included only patients
with severe or complicated forms, Zainah included 6 patients
with severe primary CDI of which 3 relapsed after a first
FMT.(24)

Other subsequent studies included patients with severe
primary CDI (25,26), but reported only an overall success rate,
which also included patients with recurrent CDI. Roshan et al.
reported a 98% success rate of FMT for primary CDI, including
44 patients, who had a negative test for CDI 4-8 weeks after
TMF, including both patients with severe and non-severe
primary CDI.(27)

In another study published in 2021, which included 25
patients with primary CDI, the success rate was 92% after a first
TMF.(28) Another argument for TMF in patients with primary
CDI comes from Langier et al. study who found a 5-fold
decrease in mortality in the early FMT versus conventional-
therapy group, but these patients were infected with the
hypervirulent ribotype 027 Clostridoides difficile, during an
outbreak in Marseille.(29)

The relapse rates after a first CDI episode treated only
with antibiotics are between 11 and 25%(10-12), and the relapse
rates after FMT for a primary CDI were between 2-8 % (27,28)
which would make sense to use FMT from the first CDI
episode, theoretically reducing treatment costs, hospitalizations
and also the risk of death of these patients.There still are
questions about FMT long-term safety profile, but severe
immediate complications have been seldom reported.(30)

Data from prospective and controlled studies are
necessary to establish FMT role in primary CDI, but meanwhile
we should remember that FMT it may be the proper instrument
for primary CDI.
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