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Successful treatment with rifampin for fulminant antibiotics-associated
colitis in a patient with non-Hodgkin’s lymphoma
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Abstract

A 74-year-old man was admitted to the hospital because of
chemotherapy for relapsed non-Hodgkin’s lymphoma (NHL).
The patient became febrile and experienced diarrhea after
chemotherapy. Although ceftazidime and amikacin sulfate
were administered as empiric therapy, diarrhea was continued.
After several days, stool cytotoxin assay for clostridium difficile
(C. difficile) was positive and he was diagnosed as having
antibiotics-associated colitis (AAC). Although antibiotics were
discontinued and both oral vancomycin and metronidazole
were administrated, disease was not improved. To rule out
the presence of an additional cause of diarrhea, colon
fiberoscopic examination was performed. It revealed multiple
deep ulcerative lesions at right side colon, surface erosive
and minute erosive lesions in all continuous colon.
Pseudomembranes were not seen. These findings are
compatible with AAC without pseudomembranes. There are
no reports that the rifampin is effective on refractory AAC.
However, we administered oral rifampin for the current patient.
The reasons are 1) conventional antibiotics were not effective,
2) rifampin has excellent in vitro activity against C. difficile,
and 3) the efficacy of rifampin on relapsing colitis due to C.
difficile is established. After administration of rifampin, fever
alleviated and diarrhea was improved. Because AAC may result
in significant mortality, patients with refractory or fulminant
AAC should be treated with oral rifampin from outset.
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INTRODUCTION
Antibiotics-associated colitis (AAC) dueto clostridium difficile

(C. difficile) is a nosocomial infection that may result in
significant morbidity and mortality. AAC iscapable of causing
toxigeneic colitisin susceptible patients such asthose receiving
chemotherapy. Approximately, 50% cases having endoscopic
evidence of pseudomembranous colitisrevealed exudative and
puntate raised plagues with dip areas. The remainder had milder
degrees of colitis without pseudomembranes®2. The clinical
features of AAC without pseudomembranes are thought to
be similar to those seen with pseudomembranes colitis, but of
less severity!®4, Patients with mild colitis are improved only
by discontinuation of antibiotics. However, most patients are
now treated with vancomycin (VCM) or metronidazole capable
of eradicating C. difficile infection because of high mortality
from AAC. Thetypical regponseto VCM therapy isimprovement
in diarrheawithin afew days.

The recommendation is not established for patients with
fulminant AAC. Colectomy may belife-saving in patientswith
severe AAC whofall to respond to antibiotic therapy. However,
the surgical mortality is approximately 50%!.

We described arefractory patient having AAC without
pseudomembranes. This patient was refractory to metronidazole
and VCM. Weadministered oral rifampin for the current patient
and he gained improvement. Thisisthefirst report that rifampin
is effective for refractory or fulminant AAC.

CASE REPORT

A 74-year-old man was admitted to our hospital in May 2002
because of chemotherapy for relapsed non-Hodgkin’ s
lymphoma. He presented a huge mass of NHL at lumber. He
was treated with 3 courses of VeMP combination
chemotherapy!®. After the first VeM P chemotherapy, he
complained of diarrhea. Fosfomycin calcium (FOM) was
administered and diarrhea was stopped. There was no side
effect during the second course of VeMP chemotherapy.
During the third chemotherapy, he became febrile without
diarrhea, we administered ceftazidime (CAZ) and amikacin
aulfate (AMK) asempiric therapy. Fever dleviated immediately.
Considering the high frequencies of relapsein patients treated
with VeMP, we stopped VeMP therapy and started CHOP
therapy (cyclophosphamide, adriamycin, vincristine, and
predonisolone) on 6 August. Because the patient becamefebrile
and experienced diarrheafrom d 4, we administrated lactomin.
Ond 8, the patient devel oped massive watery diarrhea (over
1 500 mL/d) with exacerbation of fever, respiratory distress
and marked hypovolemia. Ultrasound examination revealed
massive ascites and pleural effusion. Although bolus
methyl predni solone was administered promptly and CAZ and
AMK as empiric therapy, the patient remained febrile and
watery green diarrheawas not controlled. Salmonella, Shigella,
campylobacter, cryptosporidium, fecal viruses and parasites
were negative in repeated stool cultures. Because C. difficile
toxin was detected using an enzyme immunoassay (Meridian
Diagnostics, Inc., Cincinnati, OH, USA) in stools on day 13,
the patient was diagnosed as having AAC. Although CAZ and
AMK were stopped and oral VCM and metronidazole 250 mg
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daily were started concomitantly, symptom did not improve.
Colonoscopic examination revealed multiple deep ulcerative
lesions at right side colon, surface erosive and minute erosive
lesionsin all continuous colon. Pseudomembranes were not
seen. Biopsy reveals an outpouring of fibrin, mucus, and
inflammatory cells from a microulceration of the surface
epithelium. These findings are compatible with AAC without
pseudomembranes. Because VCM and metronidazol e were not
effective, the enteral use of rifampin 600 mg twice daily was
started on d 23. In the following several days, fever alleviated
and diarrheawas improved (Figure 1).

Figure 1 A: Multiple deep ulcerative lesions at right side colon,
B: Surface erosive and minute erosive lesions in all continuous
colon, C: After administration of rifampin.

DISCUSSION

We described a patient having refractory AAC without
pseudomembranes. The current patient presented severe

watery diarrhea, malaise, fever, leukocytosis and dehydration.
Adminigration of VCM and metronidazole was not effective.
Some treatment regimens as the second therapy for refractory
AAC have been tried, but none has been completely effective
in randomized clinical trias. Although there have been some
reports of the efficacy of oral teicoplanin for the treatment of
antibiotics-associated colitis”®, oral teicoplanin is not
available in Japan. Colectomy was not required, because the
current patient had a substantial comorbid disease and was
extremely ill.

Rifampin had excdlent in vitro activity againgt C.difficilewith
minimum inhibitory concentrations averaging <0.2 ng/mL
and the efficacy of rifampin on relapsing colitisdueto C. difficile
was established*¥. Thus, we administered rifampin 600 mg
twice daily. Diarrhea and abdominal pain resolved promptly.
Although there are no reports that rifampin is a useful agent
for refractory and severe AAC, patients should be treated with
oral rifampin from the outset.
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