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Abstract

Irritable bowel syndrome often becomes a headache for the patient as well as doctor and till date no drug
has proven to be 100% effective in managing these patients. We studied Rifaximin, one of the latest drug
for the management of this disorder and compared it with drugs previously used. This study, a
combination of retrospective as well as prospective showed that Rifaximin has the most satisfactory results

in these patients, however the results were not sustained as with other drugs.

Introduction

I.B.S. is a disorder that leads to abdominal pain
and cramping and changes in bowel movements®
and other symptoms in the absence of any organic
cause’ or detectable structural abnormality. The
IBS is one of the most common chronic medical
conditions, yet its cause is unknown. It is a source
of chronic pain, fatigue, and other symptoms*
anxiety, depression®® which may lead to suicide’.
Proposed factors for suicide are hopelessness and
poor quality of services®® .Patients with 1.B.S. fall
into two groups.*®

* Most commonly, patients have abdominal
pain associated with altered bowel habits that
consist of constipation, diarrhoea, or both.

* In second group, the patients have painless
diarrhoea. Painless diarrhoea does not strictly
fulfil the Rome-I1I criteria to be classified as
I.B.S.

A large number of drugs have been used for the
treatment of IBS till date but none of them has
proved to be successful. We studied the effect of
Rifaximin in these patients and compared its
effect with the drugs previously used. Rifaximin is
a semisynthetic antibiotic used for treating
traveler’s diarrhoea''& hepatic encephalopathy.

Material and Methods

Inclusion Criteria

Patients who fulfill the ROME 3 Criteria for
diagnosis of IBS-D, or Patients attending the OPD
having complaints suggestive of IBS-D and did
not respond with oral anti-amoebic and gut
specific antibiotics, or Patients previously labeled
IBS-D after essential investigations and did not
respond with previous treatment and between 20
to 50 years of age were included in the study.
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Exclusion Criteria

Patient of IBS-C, IBS-M and IBS-U subtype
,those who were taking Theophylline, ATT,
narcotics, alosetron, lubiprostone, warfarin,
antipsychotics, antispasmodic, antidiarrhoeal,
probiotics. Any gut specific antibiotic and
Rifaximin patients with Underlying co morbid
conditions that can alter study results like
Diabetes mellitus, thyroid dysfunction, HIV,
Chronic kidney disease, Chronic liver disease,
Abdominal tuberculosis and previous bowel
resection or abdominal surgery (except
cholecystectomy, appendectomy and pelvic organ
surgery or cesarean section).

Study Type

A Hospital based retrospective study with
prospective comparative analysis was conducted.
Patients who were known case of irritable bowel
syndrome attending medicine OPD to consult for
present symptoms were enrolled for the study.
After detailed evaluation of the previous medical
records and confirmation of diagnosis of irritable
bowel syndrome, its subtype were categorised.
Further investigations to substantiate the diagnosis
were done if required. Patients who fulfill the
inclusion criteria were asked to bring previous
treatment records. All the drugs and non
pharmacological measures taken by the patient in
past pertaining to the irritable bowel syndrome
were recorded. Patients were further asked to stop
all previous medications and a recommended dose
of Rifaximin i.e. 400 mg TID for 10 days was
given.

Study Visits

Patient were called on 10", 40™ 60" 75 ™ and
100" day (end of study day for subject) after
completion of treatment duration.

Primary Efficacy Evaluaton Period

Patients were observed for positive response
from10™ to 20™ day after initiation of treatment
day.

Responses

Patients response was recorded on the same
format as done for previous medications.

Follow Up

Patients responded with2 or3 on response score
were followed for 100 days at definite intervals.
Recording Response

Level Of Satisfaction
With Rifaximin
0 Not satisfied
1 Partially satisfied; but less than
other medications
2 Partially satisfied; equal to other
medications
3 Partially satisfied; more then
previous treatment
4 Complete but ill-sustained
satisfaction
5 Complete and sustained response
Results

Table 1: Distribution of Study Group According
to Age Group and IBS Subtype

AGE 1.B.S. 1.B.S. Total
DISTRIBUTION Subtype Subtype

(in Years) Diarrhoea Mixed

Predominant

0-20 4 3 7
21 - 30 19 7 26
31 - 40 9 6 15
41 - 50 1 5 6
>50 2 1 3

In our study, total number of patients were 57 in
which most of the patients were seen in the age
group 21 — 40. Mean Age of the group was 31.16
years. Among all patients 35 (61.40 %) were of
IBS Subtype Diarrhoea Predominant and 22
(38.60 %) were of IBS Subtype Mixed. So
Diarrhoea Predominant IBS Subtype is more
common than Mixed type.

Table 2: Distribution of Study group According
to sex and level of Satisfaction with Rifaximin

LEVEL OF SATISFACTION | MALE | FEMALE
WITH RIFAXIMIN :
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Table 3- Distribution of study group Accordingto I. B. S

. Subtype and level of Satisfaction with Rifaximin

Level Of Satisfaction l.B.S. SUBTYPE - I.B.S. SUBTYPE
With Rifaximin Diarrhoea Predominant — Mixed

0 2 2

1 1 4

2 6 7

3 4 5

4 19 4

5 3 0

Table 4 - Distribution of study group According to level of Satisfaction with Rifaximin at Different Points

of the Study
Level of | At 10 th Day At 40th Day At 60th Day At 75th DAY | At 100th Day
Satisfaction with (Number of (Number of (Number of (Number of (Number of
RIFAXIMIN Patients) Patients) Patients) Patients) Patients)
0 1 2 5 8 20
1 3 7 8 11 13
2 7 8 19 19 10
3 19 20 15 13 11
4 8 20 10 6 3
5 19 0 0 0 0

Most of the patients were very much satisfied with
Rifaximin at the 10th day of the study. But the
level of satisfaction falls progressively as we

Table 5: Average Satisfaction with Rifaximin

move to 100th day of the study. So the
satisfaction with Rifaximin is good but not
sustained

STUDY DAYS AVERAGE SATISFACTION with RIFAXIMIN
10 352
40 2.85
60 2.29
75 1.96
100 1.36
AVERAGE SATISFACTION with RIFAXIMIN
a.
3, \
—o— Figl: AVERAGE SATISFACTION with RIFAXIMIN
2.
1.
O- T T T T 1
10 40 60 75 100

The average level of satisfaction with Rifaximin
was 3.52 at the beginning of the study which
gradually fall to 1.36 at the end of the study. IT

Shows that the Effect of Rifaximin is Good but
not Sustained.
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Table 6 Average Satisfaction With Different Drugs

DRUGS AVERAGE SATISFACTION
RIFAXIMIN 2.89
LOPERAMIDE 2.24
PSYLLIUM HUSK 2.03
SMOOTH MUSCLE RELAXANT 1.93
TRICYCLIC ANTIDEPRESSANT 2
SSRIs 1.26
PROBIOTICS 157
FQ+METROGYL 2.70
METROGYL 2.63
PREBIOTICS 212
Average Satisfaction
3.75
3.
2.25 - M Fig: 2 Average Satisfaction
15 -
0.75 -
0. -
RIFAXIMIN TRICYCLIC ANTIDEPRESSANT METROGYL

Fig 1& 2 show that the average level of
satisfaction for all the drugs prescribed for IBS
patients in which RIFAXIMIN has topped the list
followed by the combination of FQ + Metrogyl
and then Metrogyl alone, while SSRIs came last
among this group.

This shows that the use of the antibiotics is
relatively more effective in relieving the
symptoms of 1.B.S. patients than other medicines
(loperamide, psyllium husk, smooth muscle
relaxants, tricyclic antidepressants, SSRISs,
probiotics, prebiotics)

Discussion

Recurrent gut infection and change in gut flora in
IBS and use of antibiotics:

Change in gut flora is one of the strongly
proposed mechanism behind the development of
IBS — D and IBS — M. Table no. — 6: shows
Rifaximin and different medications or measures
previously prescribed individually on different
patients and their average level of satisfaction. As

we can see that RIFAXIMIN has topped the list
(with average level ofsatisfaction2.89) followed
by the combination of FQ + Metrogyl and then
Metrogyl alone, While SSRIs came last (with
average level of satisfaction1.26) among this
group. From the above observation we can see
that the use of the antibiotics isrelatively more
effective in relieving the symptoms of I.B.S.
patients than other medicines (loperamide,
psyllium husk, smooth muscle relaxants,
tricyclicantide  presents, SSRIs, probiotics,
prebiotics). This strongly suggest recurrent gut
infections as the possible etiopathogenesis for the
development of Irritable Bowel Syndrome. This
was also shown in a study done by Scarpellini E et
al?in which they observed that Rifaximin was
effective and safe in SIBO treatment and IBS
symptoms improvement in childhood.

Satisfaction with Rifaximin at different points of
the study:

Table no.5 shows average level of satisfaction
with Rifaximin at different points of the study
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which shows that the level of satisfaction with
Rifaximin was very high at the beginning of the
study but it progressively fall when we move
towards the end of the study (100 th day). It
shows that the effect of Rifaximin is good but not
sustained. The result of this study contradict the
result of previous studies done worldwide. Jiang
ZD et al*® (2005) observed that in vitro inhibitory
activity of Rifaximin isdirected against Gram-
positive and Gram-negative, aerobic and
anaerobic bacteria. It is effective in the treatment
of gastrointestinal infections when given orally
because of the high concentration of the drug
remaining in the gut Ilumen. Laboratory
investigations have been carried out to assess the
in vitro activity of Rifaximin on different bacterial
strains isolated from both human and domestic
animals. The available data suggest that Rifaximin
is active in vitro and in vivo in the treatment of
bacterial infection of adults and children. Pimentel
M et al* observed in their study that among
patients who had IBS without constipation,
treatment with Rifaximin for 2weeks provided
significant relief of IBS symptoms, bloating,
abdominal pain, and loose or watery stools. Schey
R™ et al concluded in a study that a 2-week course
of Rifaximin provided significant relief of IBS
symptoms, as well as bloating and abdominal
pain.

The possible reasons behind contradictory results
of our study from previous study results may be:-

1. The studies done previously were from
developed countries where incidences of
recurrent G.1. infections are very less.

2. Our study is done in a Tropical country
where the incidences of recurrent gut
infections are very high.

3. Our study group size is very small in
comparison to the other studies done
worldwide.

IBS Subtypes and sex of the patient

Our study shows that among Males, Diarrhoea
Predominant IBS Subtypeis more common. While
among Females Mixed IBS Subtype is slightly

more common which is supported by the previous
studies. Our study also shows that males are more
affected than females which is contradicted by the
previous studies. It may be due to the small size of
our study. In a study by Sun-Young Lee et al*®out
of 253 women and 252 men, 4150.8% of women
were diagnosed as IBS, while 35.8% of men were
diagnosed as IBS (p=0.01). With aspect to the IBS
subtypes, the diarrhoea-dominant type was more
common in men, while constipation dominant or
alternating types were more common in women
(p&It; 0.001). The increased prevalence of IBS in
women may be related to psychosocial factors
rather than differences in colonic motor function
because there is no gender differences in visceral
perception.

IBS subtypes and satisfaction with Rifaximin
Most of the patients of diarrhoea predominant
subtype have level of satisfaction 4 with
Rifaximin while most of the patients of Mixed
subtypehave level of satisfaction 2. So patients of
diarrhoea predominant subtypeare more satisfied
with Rifaximin than Mixed type.

Sex of the Patient and Satisfaction with
Rifaximin

No difference was found between male and
female patients regarding the effect of Rifaximin.

Conclusion

Prominent reason behind the higher satisfaction
rate with antibiotic predominantly Rifaximin and
also with others is due to the fact that most of the
cases in India are infection related. Rifaximin has
been used extensively in IBS disease in the past
with successful results. However in India results
are of much greater significance as predominant
underlying cause of IBS is infection related. More
over greater satisfaction was seen with IBS-D

type.
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