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ABSTRACT

An open, randomized, comparative, Phase Il cliical on 20 patients with Constipation —
Predominant Irritable Bowel Syndrome (IBS—C) wasdigcted for 6 weeks for evaluating safety, tolditgbi
and efficacy of Oxy Powder® (OP) compared with @idx (DX) tablets. The results indicated that costgpl
cure was obtained in 30.8% and improvement in 6Qa%ents treated with OP. In case of DX, improvetme
was seen in 71.4% patients and failure in 28.6%ptst There was no failure in case of OP indicativat

efficacy of OP in treating IBS—C was significantiigher (p<.05) than DX.

KEYWORDS

GHC Oxy Powder®, Dietary supplement vs. DulcolaBS+C Clinical Trial — Rome Il Criteria —
ICH E6 GCP Guidelines— WMA Declaration of HelsirkDrug Rules Schedule Y (Amendment 2005)

INTRODUCTION

Safety, tolerability and efficacy of Oxy Powder (OR treating chronic constipation have been
described in Paperl. This paper deals with simgarof OP in treatinglrritable Bowel Syndrome
(Constipation — Predominant) (IBS—C)". Irritablews syndrome (IBS) or spastic colon is a functidnalvel
disorder characterized by abdominal pain and clemgeowel habits which are not associated with any
abnormalities seen on routine clinical testiH@lBS can be constipation-predominant (IBS-C), diearh
predominant (IBS-D) or alternate between constipasind diarrhea (IBS-A). Some times, IBS is "post-
infectious IBS" (IBS-PI) which is Rome Il critergositive. For some people, however, IBS can bebtisa
but not fatal. The IBS-patients may be unable tokwattend social events, or even travel shorbadists.
The symptoms, causes, diagnosis and treatmentSohé®e been report&l
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Diagnosis of IBS — Rome Il criteria for IBS

Irritable Bowel Syndrome can be diagnosed baseohtient’'s symptoms during at least 12 weeks (which
need not be consecutive) in the preceding 12 moaoftadominal discomfort or pain that has two out of
three of these features:

1) Relieved with defecation; and/or, 2) Onset aisded with a change in frequency of stool; and/or

3) Onset associated with a change in form (appeajafi stool.

Symptoms that Cumulatively Support the Diagnosis ofBS

1) Abnormal stool frequency (may be defined astgreéhan 3 bowel movements per day and less than 3
bowel movements per week); 2) Abnormal stool folumpy / hard or loose / watery stool);

3) Abnormal stool passage (straining, urgencyeseliig of incomplete evacuation); 4) Passing of msua
the faeces, 5) Bloating with abdominal distension.

Supportive Symptoms of IBS

1 Fewer than three bowel movements a week, 2 Meane three bowel movements in a day

3 Passing hard or lumpy stools, 4 Loose (mushyatery stools, 5 Straining during a bowel moveménirgency
(having to rush to have a bowel movement), 7 Fgadfrincomplete bowel movement, 8 Passing mucugéwh
material) during bowel movement, 9 Abdominal fufiegbloating, or swelling

In this trial, every patient individually shall legaluated for all the symptoms enumerated above.

Red Flag symptoms which are NOT typical of IBS

1) Pain that often awakens/interferes with sleep,idyrBoea that often awakens / interferes with sl&gp
Blood in the stool (visible or occult), 4) Weiglsk, 5) Fever, 6) Abnormal physical examination.

Diagnosis of IBS involves ‘excluding conditionshich produce IBS-like symptoms (“Red flag" sympt)

and then following a procedure to categorize theepts symptoms. Well-known algorithms include the
Manning criteria, Kruise criteria, the Rome | ahdriteria.™® * They are useful for accurate diagnosis of
IBS. Studies have compared their reliabiffty The more recent Rome Il Process was publish@®@s™
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The algorithm may include additional tests to guegdinst' Red flag ® symptoms which may include
weight loss, Gl bleeding, anemia, or nocturnal sygms. There is no specific test for IBS, although
diagnostic tests may be performed to rule out giheiblems. The diagnostic tests may include stawige
testing, blood tests, x-rays, colonoscopy / sigrosidpy.”

No cure has been found for IBS; Tegaserod, a $ebe6tHT4 agonist for IBS-C and Serotonin antagnis
(Alosetron, a selective 5-HT3 antagonist for IBS&Dd used sometim&s Colon cleansing achieved by
‘Medical Ozone Oxygen therafj through rectal insufflations is a natural altermatiOxy Powder is an oral
Dietary Supplement offering convenient alternativetherwise painful ‘Ozone Oxygen Therapy’. EactyO
Powder capsule contains Ozonated Magnesium OxiNEQGermanium Sesquioxide (Ge-132) and
Natural Citric acid. OMO is presumed to releasecaasoxygen in presence of Citric acid to give pid the
G.l. tract. The magnesium assisted by (Ge-132)actsvehicle to transport oxygen throughout theybo
Biochemical role of Ge-132 is reported by Sandrad®oan!® and other§®. Germanium Sesquioxide has no
known toxicities™.

4 capsules of Test Product, Oxy Powder® “OP”, vailerage weight of 715mg.are administered with water
in the evening .The Reference Product, DulcolasdBodyl, DX) is a stimulant laxative. DX works by

stimulating colon peristalsig? DX is administered orally as a 5mg tablet with evatt night
MATERIALS AND METHODS

(a) (i) Selection procedure of participants, patients Usn and Exclusion criteria’, Pre—inclusion
evaluation & documentation and Pre—study evaludtmre been described in Paper — 1
(a) (ii) Participants Selected and bas
Randomization:
The randomization of the patients was done as.@:but of 20 patients, 13 patients received OR{GA) &
7 patients received DX (Group B).
Demography: Patients of both the sexes were included in iaé th OP Group (Group A), out of 13

patients, 12 (92.3%) were males and 1 (7.7%) wasale while in DX Group (Group B), all 7 (100%) nee
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males. The baseline demographic characteristipstnts were similar in two treatment Groups ef study
(P> 05).

Living Habits— (a) Vegetarians / Non vegetarians (bSmokers / Non smokers:

10 patients (76.9%) in Group A and 5 (71.4%) in @& were Non vegetarians while 3 (23.1%) in Grdup
and 2 (28.6%) in Group B were vegetarians. 5 pti€38.5%) in Group A and none in Group B were
smokers while 8 (61.5%) in Group A and 7 (100.0#Broup B were Non smokers.

Cateqorization of Patients:

a) Duration of constipation in months: 3 —12 months, 12 -24 months, > 24 months

Treatment Group A 3 (23.1%) 6 (46.2%) 4.80)
Treatment Group B 4.(37%) 2 (28.6%) 1(14.3%)
b) Number of bowels in a week: 1-4, 5-7, 8-14, >14
Treatment Group A 1 (7.7%) 3 (23.1%) 6 (46.2%) 3 (23.1%)
Treatment Group B 0 (0.0%) 4.180) 2 (28.6%) 1(14.3%)
c) Severity of Constipation: Mild, Moderate, Severe
Treatment Group A 0 (0.0%) 11 (84.6%) (12.4%)
Treatment Group B 0 (0.0%) 7 (100%) (0@%)

(b) Technical information
(i) Regulatory Approvals: Before commencing the studies, approval for thégoa was obtained from
Independent Ethics Committee (IEC) of MCERC an8loétia Hospital, Mumbai.
(i) Regulatory Guidelines followed: These included a) GCP guidelines described unddrHE&
document®®!  b) World Medical Association’s Declaration of Helki— 20044 andSchedule Y in Drugs and
Cosmetics Act (Il Amendment) Rules, 2005, MinistfyHealth and Family Welfare, Govt. of Indd

(i) Contributors, Investigator, Trial Center, No. of Patients Trial Duration and Details: (See Thle 1)
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Table 1.
Trial Details
Treatment
Investigator Center 1 5 Trial Duration
Patients in Patients in
OxypowderGr. Dulcolax Gr.
Dr. Chetan Bhatt Bhatia Hospital 13 07 6 weeks

(A) Oxy powder (Marketed by Global Healing Centat.; USA)-Test Product A

Each capsule contains 685 mg Ozonated Magnesiune®%.5 mg Ge—-132 and 25 mg Natural Citric acid
encapsulated in Kosher certified “00” vegetariapstées

(B) Dulcolax Tablets (5mg/tablet), [manufacturgdaydus Cadila Ltd., (IndiajComparative Reference Product B

Each tablet contained Bisacodyl 5 mg (One tablet @acapsulated in ‘00’ size opaque, whiteyptyhard gelatin
capsule to match the size and color of OP capsuladministration to patients in DX group).

(d) Handling and Storage of Investigational Produc:

Method described in Paperl was followed.

Methods:

Dosage & Administration:

Selected patients were divided in two treatmentu@so Patients in Group 1 (OP) (assigned 13 pajierdse
administered Product A while Patients in Group X)[assigned 7 patients) were administered ProBuct

Test Product Oxy Powder (OP) (A):

The dose used for Cleansing Procedure, the Mainten@ose and the procedures employed were same deszribed
in Paper 1

Comparative Product Dulcolax (DX)(B):
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DX administration procedure followed was same aetded by the investigators” and described in Pape
Drug Accountability and Patient monitoring: This was achieved during ‘Patient monitoring’ bgticting them to
record the date and the time of taking dose at Haradormatted diary supplied to them. (See Paper
Study Evaluation and Monitoring end points:
Efficacy: a) Findings of (i) Stool examination (ii) Bariuneal X-Ray and (iii) Colonoscopy
(b) Relief of Constipation

The evaluated parameters recorded in ‘OP— admiastgatients’ were compared with those obtainebx—
administered patients.
Safety: During conduct of study, patients were continupusbnitored for any side effects, ADRs and SAEs
Tolerability: During entire tenure of the study, all the patiemése asked whether they experienced any discomfort
Grading of Response
Efficacy:
a) Overall therapeutic response was graded indivigiogl the investigator with each patient as ‘Exestl, ‘Good’,
‘Fair’ & ‘Poor’. It was also simultaneously gradadiependently by Patients using same scale.
b) Therapeutic efficacy was correlated and grade€amplete Cure’, ‘Improvement’ and ‘Failure’.
Safety: Severity of each Adverse Event was proposedly rase®lild’ (no limitation of usual activity), ‘Modeate’
(some limitation of usual activity), and ‘Severiigbility to carry out usual activities).
Withdrawal from Study: All 20 enrolled patients completed the trial.

RESULTS

Study Medication and Efficacy evaluation.

(a) Record of Weight Variation: All the patients were checked for their weight evéay for 0 to 6 days & then on
day 21 & day 42. Mean weight during this periodgaah from maximum 65.19 (x Mean SD 12.670) (dayo0) t
minimum 64.96 (x Mean SD 12.820) kg for patient&imup A and 64.00 (+ Mean SD 11.255) (day 0) toimum
63.19 (x Mean SD 11.640) kg for patients in Grou@Be minor weight loss started from day 2 onwamndsase of both

treatments.
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RESPONSE OF PATIENTS TO THE TREATMENT OF SYMPTOMS A S PER ROME Il DIAGNOSTIC
CRITERIA FOR IBS ™ IN “TREATMENT GROUPS A AND B” ON DAY 0, 21 AND 42

(b) Record of No. of bowels passed by patients invdeek (Results are shown in Table 2)

Table 2

Average Number of Bowels passed in a week (Grouped)

No. Of
Day 0 Day 21 Day 42
Bowels
Patients in treatment Gr. Patients in treatment Gr. Patients in treatment Gr.
A B A B A B
1-4 1(7.7%) 0 (0%) 0 (0%) 0 (0%) 0(0%) 0(0%)

5-7 3(23.1%) 4(57.1%) 2(15.4%) 2(28.6%) 1(7.7%) 2(28.6%)
8-14  6(46.2%) 2(28.6%) 8(615%) 4(57.1%) 11(84.6%) 5 (71.4%)
> 14 3(23.1%) 1(14.3%) 3(23.1%) 1(143%) 1(7.7%) 0(0%)
Total 13 (100%) 7 (100%) 13 (100%) 7 (100%) 13 (100%) 7 (100% )

IN GENERAL, NO. OF PATIENTS

(c) Who experienced Straining during >25% of BoweMovement decreased from

13 (100.0%) on day 0 through 6 (46.2%) on day ALHiE.7%) on day 42 in Group A

07 (100.0%) on day 0 through 4 (57.1%) on day 21 H%4.3%) on day 42 in Group B

(d) Passing Lumpy Stools reduced from

12 (92.3%) on day 0 through none (0.0%) on dayar2il42 in Group A

6 (85.7%) on day 0 through 2(28.6%) on day 21 a(it#13%) on day 4 Group B

(e) Who experienced Sensation of incomplete evaciat for >25% of Bowel movement reduced from
13 (100.0%) on day 0 through 11(84.8%) on day 2i.3(23.1%) on day 42 i@roupA

07 (100.0%) on day 0 through 5 (71.4%) on day 21 3(2.9%) on day 4id GroupB
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(f) Who experienced Sensation of Anorectal Blockager >25% of Bowel Movement reduced fromb
(38.5%) on day O to none thereafteGroupA

4 (57.1%) on day 0, 1 (14.3%) on day 21 and nongay¥2in GroupB

(g) Who resorted to Manual Maneuvers to facilitate>25% of Bowel Movements

Reduced frond (30.8%) on day O to none thereafteGroupA

None of the patients resorted to manual maneuvedays 0, 21and 48 Group B

h) Who experienced relief in Abdominal Pain with déecation?

Reduced from 10 (76.9%) on day O to all 13 (100.6%03lays 21 and 42 Group A

All 7 patients got relief in abdominal pain withfdeation on days 0, 21 and 42Gmoup B

i) Who experienced change in Abdominal Pain onsetithh a change in_frequencyof stools increased
from

3 (23.9%) on day 0 through 11(84.6%) on day 218{dd0.0%) on day 42 iGroupA

2 (28.6%) on day 0 through 7(100.0%) on days 214&id Group B

J) Who experienced change in Abdominal Pain onsetitth a change in the_formof stools
decreased from

7 (53.8%) on day 0 through 1(7.7%) on day 21 toen@0%) on day 42 in Group A

5 (71.4%) on day 0 through 1(14.3%) on days 214&id Group B

k) Passing mucus during bowel movement changed from

3 (23.1%) on day 0 to none on days 21 and 42 inufsro

2 (28.6%) on day 0 through none (0.0%) on day 21i(1d.3%) on day 4 Group B

l) Who experiencedabdominal fullnessdecreased from

11 (84.6%) on day 0 through 4 (30.8%) on day 21 (6.7%) on day 42 in Group A

7 (100.0%) on day 0 to 1(14.3%) on days 21 anth4zroup B

Summary of Judgment on Efficacy independently givetoy (a) Investigator and (b) Patients.
Group A, (out of 13)

www.ijpbs.net Pharmacology (Clinical)
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IA* — Excellent for 6 (46.2%), Good for 5 (38.5%), Hair 2 (15.4%),

PA** —Excellent for none (00.0%), Good for 7 (53.9%) rFai 6 (46.1%),

Group B, (out of 07)
IA — Excellent for none (00.0%), Good fo(&.9%), Fair for 2 (28.6%), Poor for 2 (28.6%)
PA —Excellent for none (00.0%), Good for 3 (42.9%),rFai 3 (42.9%), Poor for 1 (15.4%)

Overall efficacy adjudged by investigatorwas described as complete cure, Improvement aiharé-a
Group A, (out of 13)|A— Complete cure, 4 (30.8%), Improvement, 9 (69.2%fe, none (00.0%)
Group B, (out of 07)IA— Complete cure, none (00.0%), Improvement, 5 (7),.48ure, 2 (28.6%)
Note: [IA* = Investigators’ Assessment andA= Patient’'s Assessment (P< 0, 05),

Results were statistically analyzed using Fishexract Test.
SAFETY:

None of the patients either in Groupl or in Growgx@erienced any adverse events during the stuttydpe

DISCUSSION

According to Rome Il criteria for constipation| tide patients included were sufferings from
constipation for 12 weeks or more. They were siytabsigned to Groups for meaningful conduct ofttia.
» The baseline demographic characteristics of patieete similar in the two treatment Groups of the
study (P>.05).
» Changes in weight during 42 days treatment in boehGroups were insignificant.
» All 20 patients had normal Barium meal X-ray antbooscopy before starting with the treatment.
During the course of study, 5 patients among tiaséng multiple spasmodic contractions in
sigmoid and descending colon with impacted fecdtenand randomly selected from both Groups shaveed

differences in colonoscopy and Barium meal X-raydieted on days 0, 21 and 42

10
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» (No organic lesions). Since no significant diffezes were observed, it was decided to drop conduct o
both these tests on day 42. However, the patiemtnued with these two tests on day 0.
» Routine stool examination done on days 0 and 42dichow any abnormality in all 20 patients
included in this study.
» Analysis of oxygen content on days 0, 21and 42veldomarginal changes as compared to the baseline
values
»  During course of the study, patients in both Grosip@wed significant reduction in various symptoms

typical of IBS.

CONCLUSIONS

(i) Efficacy assessment done independently byh@)rivestigator and (b) the patients indicated that
Efficacy of Oxy Powder in treating Irritable Bowsyndrome (IBS—C) was significantly higher (P<.0%rt

Dulcolax indicating that Oxy Powder was more efficais in treating (IBS—C) than Dulcolax.

(ii) As regards Safety, there were no side effeSBRs or SAEs associated with administration of Oxy

Powder proving that the product was “Safe”.

(iif) As regards Tolerability, Patients on Oxy Pavdreatment showed Excellent Tolerability towattuks
product and wanted to continue using the produet abmpletion of the course

Although, in this study, the side effects of Dubboldid not precipitate, literature repoffd have several of
them recordedn comparisonOxy Powder has a better safety profile as there are no Al2Rerted so far

Oxy Powderis well tolerated by the patients.
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