o

€

International Journal of Pharma and Bio Sciences V1 (2) 2010

Evaluation of Safety, Tolerability and Efficacy in Treating Chronic Constipation
GLOBAL HEALING CENTER’S OXY POWDER® IN TREATING CON STIPATION AND IBS

CLINICAL TRIAL PHASE 11l

Jogender K. Lalla*, Meena U.Shah* and Edward III Group**

*Corresponding Author j.k.lalla@gmail.com
Data Requirement: Rome Criteria for constipation,

Guidelines Followed:

(i) Good Clinical Practice described under ICH Bgument

(i) World Medical Association’s Bioethics Declai@t of Helsinki(as adopted by the WMA General Assembly,
Tokyo, October 18, 2004) on ethical principles¥tedical Research involving human subjects.

(iif) Schedule Y in Drugs and Cosmetic Act (2nd Ardenent) Rules, 2005, Ministry of Health and Fariilglfare,
Government of India ,

Project Sponsor in USA:

Dr. Edward F. Group lll, CEO, GLOBAL HEALING CENTERIC. (GHC),

2040 North Loop West, Suite 108 Houston, Texas &701SA)

Tel- (713) 476-001, Fax-(713) 476-0017,

e-mail: drgroup@ghchealth.com

Project Coordinators in India:

Prof.Jogender K. Lalla, PhD*, Dr.Deven V.Parmar ¥.Dr.Meena U.Shah, M.D.*

Mayfair Clinical Education and Research Centre (NRCE,

Sanskruti.20/701, 90 Feet Road, Thakur ComplexdikdinE),

Mumbai- 400 101 (INDIA)

Phone: 91- 22- 28701161, Fax: 91- 22- 28543643

email: j.k.lalla@gmail.com

www.ijpbs.net Pharmacol ogy (Clinical)



o

€

International Journal of Pharma and Bio Sciences V1 (2) 2010

Evaluation of Safety, Tolerability and Efficacy in Treating Chronic Constipation
GLOBAL HEALING CENTER’S OXY POWDER® IN TREATING CON STIPATION AND IBS

CLINICAL TRIAL PHASE 11l

Investigators and Trial centers

1) Dr. Sharad C.Shah — Gastroenterologist andc@itinvestigator — Jaslok Hospital, Mumbai

2) Dr. Chetan B.Bhatt — Gastroenterologist andi€innvestigator — Bhatia Hospital, Mumbai

KEYWORDS

GHC’s Oxy Powder®, Dietary supplement vs. Dulcol&&enstipation — Multicentric Clinical Trial — Ramll
Criteria — ICH E6 GCP Guidelines— WMA DeclaratidriHelsinki — Drug Rules Schedule Y (Amendment 2005)

ABSTRACT

To conduct a clinical trial for evaluating safetijlerability and effectiveness of Oxy Powder® (GPpatients of
chronic constipation and Constipation — Predomitia8t Constipation is the slow movement of fecesubgh

the large intestine resulting in the passage aofltlyd stools. Fecal impaction is a collection igf ¢hard stool in the
colon or rectum.

Study Design:6 weeks open, comparative, randomized study émgodl0 patients of constipation and 20 of IBS.
Trial Formulations:

(A) Oxy powder ® (Marketed by Global Healing Centieic., USA) - Test Product A.

(B) Dulcolax Tablets (DX), [manufactured by Zyduadila Ltd, (India)] - Reference Product B.

Guidelines followed:

(a) Rome criteria (b) GCP described under ICH Efudment (c) World Medical Association’s (WMA) Bioéth
Declaration of Helsinki. (d) Schedule Y in Druggla@osmetic Act and (2nd Amendment) Rules, 2005 jditiy of
Health and Family Welfare, Government of India,

End Point(s):

1) Recording change in weight 2) The effectiveraddbe product for Oxygen delivery in patients

3) Finding of (i) stool examination (ii) Barium Mied-ray and (iii) Colonoscopy
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4) Relief of constipation and IBS.

Results and DiscussionTherewere insignificant changes imeight andblood oxygen levelsiuring treatment in

both the Groups. Stool examination did not showoaimality in any patient. Patients in both Groupsvetd
significant reduction in various symptoms includadgstraining, (b) passing of lumpy stools(c) sénseof
incomplete evacuation & Anorectal Blockage andifepual maneuvers to facilitate Bowel movements.
Overall Efficacy: In Group A, (out of 26), 11 (42.3%) had completee, 15 (57.7%) showed Improvement, In
Group B, (out 0f13), 1 (7.7%) had complete curd89%) showed Improvement with 2 (15.9%) failures.
Conclusion:

Safety, Efficacy and tolerability of OP in treatiognstipation was significantly (P<.05) higher th2x
INTRODUCTION

Constipation is the slow movement of feces throtighlarge intestine resulting in infrequent urgeda and is
often associated with the passage of dry, hardsstabdominal pain or bloatirfg Constipation is a common
problem in childrerfbut it is temporary. When a child does not eat ghdiber, drink enough liquids, or get enough
exercise, constipation is more likely to occurl#o happens when children ignore the urge to hdh@mwel
movement, which they often do out of embarrassrtense a public bathroom. Sometimes, constipat@aised
by medicines or a disease. Although constipati@nisoying and uncomfortable; tfecal impactionwhich is a
collection of dry, hard stool in the colon or raataan be life-threatening. Patients with a fecadastion may not
have gastrointestinal symptoms. Instead, they raag kirculation, heart, or breathing problems.

Despite constipation being a common condition, m&ufferers do not visit a healthcare provider featment due
to the availability of OTC medications. Many indivials with chronic constipation resist undergoiritpgible
sigmoidoscopy or a colonoscopy for diagnosis.

LITERATURE

The estimates of the prevalence of constipatidddrth America ranged from.9% to 272%, with most estimates
from 12% to 19%. Prevalence estimates by gendqrostip female-to-male ratio of21. Constipation appears to

increase with increasing age, particularly aftex 8§.Approximately 63 million people in North America gig¢he
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Rome Il criteria® Chronic constipation is one of the most frequestrgintestinal symptoms even in the Unites
States®. It accounts for nearly.2—27 million physicians’ visits and 39000-90000 hoafi#iations per year.
Diagnosis of Functional Gastrointestinal Disord@&ID) always presumes the absence of a struataral
biochemical explanation for the symptoms. Whilesthenodalities may be employed to rule out othesesof
abdominal symptoms, they are not necessary to malkagnosis of Irritable bowel syndrome (IE'S)
IBS or spastic colon is a functional bowel disordearacterized by abdominal pain and changes ireboabits
which are not associated with any abnormalities s®eroutine clinical testing. Rome Il diagnostiiteria® for IBS
have defined it in terms of frequency of multiplerptoms including straining, hard stools and/ooeél
movement frequency of less than three times pekw&eme symptoms (Red flag symptoms) can be mistéke
IBS. Red flag symptoms which are not typical of [B8lude (a) Pain that awakens or interferes wiks (b)
Diarrhea that awakens or interferes with sleefB(opd in the stool (visible or occult) (d) Weiglaisk (e) Abnormal
physical examinatioh
The therapy in the treatment of constipation ineluddministration of enema, suppositories, oraltlags and
fibers’. Colon cleansing achieved by ‘Medical Ozone Oxyglera@py® through rectal insufflations is a natural
alternative. Test Product, Oxy Powder® “OP” (Maddeby Global Healing Center, Inc., USA) is an @adtary
Supplement offering convenient alternative to ottige painful ‘Ozone Oxygen Therapy’ Each OP capsal#ains
Ozonated Magnesium Oxides (OMO), organic Germar{i@ae+132) and Natural Citric acid. OMO is presumed t
release nascent oxygen in presence of Citric aciive pH 4’ in the gi tract, the magnesium assisted by Ge-132
acts as a vehicle to transport oxygen throughaubtdy. Biochemical role of Ge-132 is reported bp@Ba
Goodman®and otherd!@ 1213 organic Germanium has no known toxicitfes:
4 capsules of Test Product, Oxy Powder® “OP”, vaitlerage weight of 715mg.are administered with wiatére
evening
The Reference Product, Dulcolax (Bisacodyl) “DXaistimulant laxative. DX works by stimulating colo
movement (peristalsi$j DX is administered orally with water at night aSrag tablet.
List of contributors to the Study (Table 1).
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Table 1.

Contributors to the study

1 2 3 4 5 6 7
Prof.J. K. Dr.M.U i)Dr.Parmar i) Ms Neeta M Dr.Sharad Dr.Chetan Mr. Vinayak
Lalla,PhD. Shah.MD .Shah Bhat Deshpande
ii) Dr.Aditi ii) Mr.Kamlesh

Study Dir. Study Study CRAs Investigatorl Investigator 2 Statistician

Monitor. Coordinator

+ i) MCERC MCERC MCERC Dr.Shah’s Bhatia Hospital Consultant

MCERC

ii) Bhatia Clinic

Hospital

+ Mayfair Clinical, Education and Research Center

Investigators and Trial Centers (Table 2).
Table 2

Investigators and Study Centers:

Investigator Name Center No. of patients Enrolled
1 Dr. Sharad C. Shah Dr. Sharad C. Shah’s Clinic 20
5
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2 Dr. Chetan B. Bhatt Bhatia Hospital 20*

TOTAL NO.OF PATIENTS ENROLLED 40 *

*One patient withdrew two days after commencement of study

1) Dr. Sharad C.Shah — Gastroenterologist and Clinical Investigator — Jaslok Hospital, Mumbai

2) Dr. Chetan B.Bhatt — Gastroenterologist and Clinical Investigator — Bhatia Hospital, Mumbai

PATIENT SELECTION AND TREATMENT

(a) Selection Procedure for Participants:

(i) Before selectiorsubjectswere counseled on Dayl prior to the enrolmentmerébrmance of any study—specific
procedures. Written informed consent was obtaineth £ach subject for his / her voluntary partidigain the
study and permitting performance of any study—djpeprocedures (determining body mass index, oxygmrtent
of blood, stool examination, barium meal X-ray aotbnoscopy).

(i) Patients Inclusion and Exclusion criteria: Subjects enrolled included both vegetarians andvegetarians of
either sex in the age group of 18 — 65 years wilght & Weight ratio conforming to (a) Height / Vgeit chart of
Life Insurance Corporation of India (b) other dbitjty criteria described in Oxy Powder Protocol VersiddZ-and
(c) satisfying Rome Il criteria were followed byetmvestigators for inclusion.

Subjects excluded were (a) pregnant women, (bxbfeading mothers, (c¢) those patients who haceiqus
history of hypersensitivity to either the Test loe Reference formulation (d) those not conformmBome I
criteria (e) those with evidence of malignancy otonoscopy / having diagnosed organic Gl disorfjeft{ose with
history of cardiac arrhythmias, heart disease,a@lea, urine retention, schizophrenia, addictiosulostances of
abuse/dependency, and intellectually unable or llingyito complete daily gastrointestinal ratings.

(iii) Pre—inclusion Evaluation and Documentation:Before inclusion in the trial, each subject’s hejdiody
weight (for calculating BMI), sublingual temperagueating habits (veg/non-veg), history of smokoansumption
of alcoholic beverages and medical history inclgdii gi motility (duration of constipation symptemnumber of
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bowels in a week, severity of constipation, eatlieatment taken and its effect) and (ii) previbistory of other
illnesses and drugs taken for the same were chreédorded.
(iv) Pre—study evaluation:For every subject, his / her body mass index arydex content of Blood (determined
using pulse oximeter) were recorded followed bylséxamination, barium meal X-ray (to rule out doowvel
organic lesion leading to constipation), and cokmopy (to rule out any colonic organic lesion any fecal
impaction) evaluation.
After ruling out the presence of any organic lesibe patients were included in the trial.
(b) Description of Participants Selected and Stasist
(i) Randomization (Randomization Schedule in T@)le

Table 3
Randomization Schedule
No. of Patients: 40 A = Oxy Powder (OP) B = Duftax (DX)

Sr. No. Drug Sr. No. Drug
1 A 21 B
2 B 22 A
3 A 23 B
4 B 24 A
5 B 25 A
6 A 26 B
7 A 27 A
8 B 28 A
9 A 29 A
1C B 3C A
11 A 31 A
12 A 32 B
13 B 33 B
14 A 34 A
15 A 35 A
16 A 36 A
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17 A 37 A
18 B 38 B
18 A 39 A
2C A 40 A

The randomization of the patients was done as.2:2ipatients were given OP & 1 patient was giv&n Out of 40
patients, 27 patients received OP (A) & 13 patieetgived DX (B).

(i) Demography: Patients of both the sexes were included in faé tn OP group (Group. A), out of 27 patients,
19 (70.4%) were males and remaining 8 (29.6%) fearales while in DX group (Group. B), out of 13ipats, 8
(61.5%) were males and remaining 5 (38.5%) wereafesn The baseline demographic characteristicati#ms
were similar in two treatment groups of the stuy 05).

Mean ‘Minimum’ and ‘Maximum’ age in years of 27 fmtts in Group A was 20.58 and 37.77 (x Mean SR241).
as compared to 22.61 and 40.62 (+ Mean SD 11.6663 patients in. Group B.

Mean ‘Minimum’ and ‘Maximum’ weight in kg of 27 pants in Group A was 42.96 and 64.26

(Mean £SD 12.841) as compared to 30.89 and 62.&a(MSD 14.419) in 13 patients in. Group B

(iii) Living Habits— (a) Vegetarians / Non vegetarans (b) Smokers / Non smokers:

13 (48.1%) in Group A and 7 (53.8%) in Group B wiia vegetarians while 14 (51.9%) in Group A and®2%)
in Group B were vegetarians. 4 patients (14.8%rioup A and 2 (15.4%) in Group B were smokers whie
(85.2%) in Group A and 11 (84.6%) in Group B weimokers.

(iv) Categorization of Patients based on Durationfoconstipation in months,number of bowels passed in a
week and severity of constipation:

Treatment Assignment in each group was done bygepation of patients on the basis of duratiocarstipation
in months (3-12, 12—-24 and >24) (categoryl). Twese further grouped according to number of bowaksed in a
week (1-4, 5-7 and 8-14) (category 2) and sevefitpnstipation (Mild, Moderate and Severe) (catg@).

(c) Technical information:
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(i) Regulatory Approvals: Before commencing the studies, approval for théoea was obtained from
Independent Ethics Committee (IEC) of MCERC an8laditia Hospital, Mumbai.

(i) Regulatory Guidelines followed:(a) Rome Il criterig (b) GCP guidelines described under ICH E6
document’ (c) WMA'’s Bioethics Declaration of Helsinkf (d) Schedule Y in Drugs and Cosmetic Act and (2nd
Amendment) Rules, 2005, Ministry of Health and R elfare, Government of Indig.

(iii) Trial Centers, No. of Patients and Trial Duration:

The trial wascompletedin 2 centers with 39 patients (26 on OP and 1BXhduring 6 weeks treatment from the
date of administration of study products. Contrilbsitto the study are describedTiable 1 while investigators,
selected subjects and study centers are Includ€dtle 2. The Randomization Schedule is depictedable 3

MATERIALS AND METHODS

(i) Investigational Products:

(A) Oxy powder ® (Marketed by Global Healing Centec., 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” vegetariapstees .

(B) Dulcolax Tablets, [manufactured by Zydus Cadiid., (India)]-Reference Product B.

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

(i) Handling and Storage of Investigational Produts:

All Investigational products were stored in a seduarea with access limited to the investigatorauttiorized site
staff and under prescribed physical conditions.y™ere dispensed by authorized site staff.

Methods:

(i) Dosage & Administration: Selected patients were divided in two Groups; Regign Group1(OP) (assigned 27
patients) were administered Product A while PagiémGroup 2 (DX) (assigned 13 patients) were adtdred
Product B. Out of the 27 patients in Group 1, catept (from Dr.Chetan Bhatt's group) dropped aut3d day.
Remaining 26 patients continued with the studyetidl of the trial.

9
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Test Product OP (A)
(a) Cleansing Procedure:
27 Patients were directed by the investigators to fale(4) capsules in the evening on an empty stbméth 240
mL water. If 3-5 bowel movements were not achietedfollowing day, the dosage was increased tqpSudas
every night until 3-5 bowel movements were achighedollowing day. This was considered as “Day"afe
cleansing cycle. This dosage was continued forrsegasecutive days after which the maintenance dase
started.
(b) OP Maintenance Dose:
Patients were supplied 28 capsules for first weith istructions to take four capsules per day \wignty of water.
For subsequent 5 weeks, the same dose was reyatesl patients on alternate days. They were agshat the
capsules were not habit forming or harmful to tbeyband could be taken indefinitely.
Comparative Product DX (B):
13 patients assigned to DX Group were directechbyirtvestigators to take two capsules, each cantpone 5 mg
tablet of DX withwater every day for first 7 days in the eveningeanpty stomach as a cleansing procedure.
Thereafter, the subjects were instructed to takeséime dose of DX capsules on alternate days oty atgpnach in
the evening for 6 weeks.
Administration on Day ‘0’, ‘3 weeks’ and ‘6 weeksas done on empty stomach (to enable measuringddxyg
levels) in the morning. Subjects were asked tontdpahe hospital on empty stomach in the morriorg
administration of Investigational products and itlesiygen level in the blood was measured 15 minateks30
minutes after administration of capsules.
On the remaining days, the subjects were askethkéosame dose of the DX capsules at their residienthe
evening on empty stomach followed by dinner tworbqost—administration of the dose.
Drug Accountability and Patient monitoring:
Each patient was provided with a formatted diaryetmord date and time of intake of dose at hokt¢he end of

every week, every patient handed over the filleghydiFresh supply of the capsules and the diargpmmatted
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for the next 7 days were given to the patienthil end of trial. The recorded missed doses da&dan carefully
correlated with efficacy and safety.
Study Evaluation and Monitoring end points:
Efficacy Criteria: a) Findings of (i) Stool examination (ii) Barium aleX-Ray and (iii) Colonoscopy

b) Relief of Constijon
The evaluated parameters for OP — administeredriativere compared with those obtained with DX —
administered patients
Safety: During conduct of study, patients were continupumsbnitored for any ADRs and SAE
Grading of Response for Efficacy and Safety
Efficacy:
(a) Overall therapeutic response was graded indivigbgli the investigator with each patient as ‘Exeetl, ‘Good’,
‘Fair’ & ‘Poor’. It was also simultaneously gradadiependently by Patients using same scale.
(b) Therapeutic efficacy was correlated and grade€Camplete Cure’, ‘Improvement’ and ‘Failure’.
Safety: Severity of each Adverse Event was rated as ‘Mitd' limitation of usual activity), ‘Moderate’ (some
limitation of usual activity), and ‘Severe’ (inaibjl to carry out usual activities).
Tolerability: Tolerability was judged from (i) the comfort resgerof patients administered Study formulations and
(ii) side effects experienced by them.
Withdrawal from Study:
One male patient in OP group out of 27 had seviareneta on the? day of treatment. He could not carry out his
usual activities and felt dehydrated. He volunyanilthdrew from the study on®day. Remaining 26 patients

continued with the study.

RESULTS AND DISCUSIONS

Study Medication and Efficacy evaluation.
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(a) Weight Variation: All the patients were checked daily for their weifr 7 days (0 to 6 days) & then on day
21 & day 42. Mean weight during this period ranffedh maximum 65.19 (x Mean SD 12.670) (day 0) toimum
64.96 (+ Mean SD 12.820) kg for patients in Groupnl 64.00 (+ Mean SD 11.255) (day 0) to minimuni83+
Mean SD 11.640) kg for patients in Group B thusdating minor weight loss from day 2 onwards inecagboth
treatments.

(b) No. of bowels in a Week (Category 2) by numbedf patients:
These are depicted in Table 4.

Table 4
No. of bowelsin a Week (category 2) by number of patients

Categor No. of Patients In treatment Gr.A and C
oo
Day 0 Day 21 Day 42
Treatment Grou A B A B A B
00 (oP) (DX) (oP) (DX) (oP) (DX)
1-4 11 (40.7% 8(61.5% 1(3.8% 1(7.7% -(0% 1(7.7%
5-7 12 (44.4% 4(30.8% 10(30.5% 7(53.8% 6(231%) 2(15.4%
8-14 4(14.8% 1(7.7% 12(46.2% 5(385% 19(73.1% 8)61.5%
> 14 NIL NIL 3(115% -(0% 1(38% 2(15.4%
Total No.of Patients] 27 13 26 13 26 13
12
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(c) Straining During >25% of Bowel Movement—Respase of Patients in Treatment Groups A and B on Days
0, 21 and 42:
Group A treatment: No. of patients reduced from{@256%) on day 0 through 13 ((50%) on day 21 t@.2%) on
day 42.
Group B treatment: No. of patients reduced fronf223%) on day 0 through 8 (61.5%) on day 21 t801§%) on
day 42.
(d) Passing of Lumpy Stools—Response of PatientsTineatment Groups A and B on Days 0, 21 and 42
Group A treatment: No. of patients reduced from{(@&%3%) on day 0 through 5 (19.2%) on day 21 t8.2%) on
day 42.
Group B treatment, No. of patients reduced fron{8416%) on day O through 5 (38.5%) on day 21 tb324%) on
day 42.
(e) Sensation of incomplete evacuation for >25% &owel movement — Response of Patients in Treatment
Groups A and B on Days 0, 21 and 42.
Group A treatment: No. of patients reduced fron{@56%) on day 0 through 17(65.4%) on day 21 (6%2%) on
day 42.
Group B treatment: No. of patients changed frof@®2%) on day 0 through 10 (76.9%) on day 21 (6378%) on
day 42.
(f) Sensation of Anorectal Blockage for >25% of Boal Movement — Response of Patients in Treatment
Groups A and B on Days 0, 21 and 42.
Group A treatment: No. of patients reduced from{(83%6%) on day 0 through 1 (3.8%) on day 21 anchieed at 1
(3.8%) on day 42...
Group B treatment: No. of patients reduced fro(63/8%) on day O through 2 (15.4%) on day 21 anthired at 2
(15.4%) on day 42.
(g) Manual Maneuvers to facilitate >25% of Bowel M@ements — Response of Patients in Treatment Groups
and B on Days 0, 21 and 42

13
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Group A treatment: No. of patients who resortethtmual maneuvers reduced from 11 (40.7%) on dayotigh O
(0.0%) on days 21 and 42.
Group B treatment: None of the patients resoaddanual maneuvers on days 0, 21and 42.
OVERALL EFFICACY .

Efficacy was independently judged by the Investigat the patients. It was graded as Excellent,d;&air and
Poor. The results were statistically analyzed usiisper’'s Exact Test.

Investigators’ Assessment [f4 and Patient’s Assessment [FA]

Group A, (out of 26)A* — Excellent for 13 (50.0%), Good for 12 (46.2%) &tadr for 1 (3.8%)
PA** _ 12 (46.2%) 13 (50.0%) and Poor for 1

Group B, (out of 13)A* —Excellent for 1(7.7%), Good for@6.2%), Fair for 4 (30.8%), Poor for 2 (15.4%)
PA** _ 1(7.7%), 5 (38.5%) 5 (38.5%) 2 (15.4%)

Overall efficacy was also judged as complete danprovement and Failure.

Group A, (out of 26)A— Complete cure, 11 (42.3%), Improvement,15 (57.7&tyre, 0 (0.0%)
Group B, (out of13)IA— 1(7.7%), 10(76.9%), 2 (15.9%)
Note: [IA* = Investigators’ Assessment andA= Patient’'s Assessment (P< 0, 05),
SAFETY

Side effects, Adverse Events (ADRS) and Serious Aehge Events (SAES)
2 patients had abdominal fullness after taking @23 days and then they were symptom — free.

Remaining 24 patients did not experience any digets.
In DX group, 1 patient had mild abdominal pain whaisappeared without medication; remaining 12

patients did not experience any side effddts ADRs and SAEs were reported by the investigators
TOLERABILITY

14
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As per the reports of both the Investigators, noirthe patients on Oxy Powder experienced any
discomfort. They showed excellent tolerability todsathe product and wanted to continue using the
product

DISCUSSION

According to Rome Il criteria for constipation, #ie patients included were suffering from congigra
for 12 weeks or more. They were suitably assigoegtoups for meaningful conduct of the trial. The
baseline demographic characteristics of patients wieilar in the two treatment groups of the study
(P>.05).

> Changes in weight during 42 days treatment in bo#hGroups were insignificant.
> All 39 patients had normal Barium meal X-ray antbooscopy before starting with the treatment.
> During the course of study, 5 patients among tiaseng multiple spasmodic contractions in

sigmoid and descending colon with impacted fecdtenand randomly selected from both groups
showed no differences in colonoscopy and Bariuml idgay conducted on days 0, 21 and 42

(no organic lesions). Since no significant differeswere observed, it was decided to drop condumith these

tests on day 42. However, the patients continudid thhese two tests on day 0.

» Routine stool examination done on days 0 and 42adidhow any abnormality in all 39 patients
included in this study.

» Analysis of oxygen content on days 0, 21and 42 glowarginal changes as compared to the
baseline values

» During the course of study, patients in both Grosipewed significant reduction in various
symptoms including (a) straining during >25% of lebwovement (b) passing of lumpy stools(c)
sensation of incomplete evacuation for >25% of Hom@vement (d) sensation of Anorectal
Blockage for >25% of bowel movement and (e) mamaheuvers to facilitate >25% of bowel

movements.
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CONCLUSIONS
Efficacy, Safety and Tolerability assessment dowkependently by (a) two investigators and (b) the

patients demonstrated that

(i) Efficacy of OP in treating constipation was significantly (P<.®ijher than DX indicating that OP was
more efficacious in treating constipation than DX.

(iNAs regardsSafety,there were no side effects, ADRs or SAEs associaitdadministration of OP
proving that the product wédSafe”.

(iif) As regardsTolerability , Patients on OP showed Excellent Tolerability tasahe product and
wanted to continue using the product after comptetif the course.

Although, in this study, the side effects of DX diiot precipitate, literature repdtt! have several of them
recorded. In comparison, Oxy—Powder has a bettetysarofile as there are no ADRs reported so@d.

is well tolerated by the patients.
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