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SYNOPSIS 

Name of Company: I Name of Finish;d··product: --··~·-.. ___ .. ,,,, I Name of Active Ingredients: 
Panacea Biotec Ltd. Euphorbia prostrata dry extract tablets 100 mg E. prostrata dry extract etlianolic 80 % v/v [(35-70):1] 

Title of Study: A double-blind, randomized, placebo-controlled, multicentre study to assess the efficacy and 
safety of Euphorbia prostrata Dry Extract tablets in patients of 1° and 2" internal haemorrhoids 

lnvestigational Sites 
in Poland: 

lnvestigational Sites 
in Germany: 

lnvestigational Sites 
in India: 

Study Period: 

Phase of Development: 

Objectives: 

1. Dr. B. Grabowska, NZOZ Gabinet Lekarza Rodzinnego, Brzoz6wka 115, 32-088 
Przybyslawice 

2. Or. A. Burzej, Samodzielny Publiczny Zaklad Opieki Zdrowotnej - Obw6d Lecznictwa 
l(olejowego, ul. Batorego 77, 33-300 Nowy Sqcz 

3. Dr. J. Maciej, Specjalistyczny Gabinet Chirurgiczny, oS. Z!otej Jesieni 3, 31-826 l(rak6w 
4. Dr. P. Walczak, Gabinet Endoskopii Przewodu Pokarmowego, ul. Szewska 4/5, 31-009 

Krak6w 
5. Dr. K. Swierczek, NZOZ GALL-MED, u!.Galla 25, 30-053 l(i-ak6w 
6. Dr. T. Lach, Niepubliczny Zak!ad Opieki Zdrowotnej PFl.OMED, ul. O!szarlska 5, 3H)13 

l(rak6w 
7. Dr. J. Sulowska, Niepubliczny Zak!ad Opicki Zdrowotnej Praktyka Lekarzy Rodzinnych Zofia 

Kraj, Joanna Sulowska , oS. OSwiecenia 45, 31-636 Krak6w 
8. Dr. M. ZawiSlan, Praktyka Grupowa Lekarzy Rodzinnych Sp.J; NZOZ Ewa Drohomirocka­

Zach& Malgorzata ZawiSlan, oS. II Pu!ku Lotniczcgo 22, 31·869 l<rak6w 
9. Dr Miroslaw Szura, Specjalistyczne Centrum Diagnostyczno-Zabiegowe MEDICI NA Sp. z o. 

o. Bartka 12, Krak6w 30-307 
10. Dr Katarzyna Losak, NZOZ GASTRO-ENDOMED !ek.Katarzyna Losak, ul. 

Kochanowskiego 2, 33-300 Nowy Scjcz 
11. Prof. Leszek Szczeparlski, OSrodek Badar'l f(linicznYch Prof. dr Leszek Szczepariski 

Prywatna Praktyka Lekarska, ul. Krucza 5, 20-022 Lublin 
12. Dr Piotr Malek, F'rywatny Specjalistyczny Gabi net Chirurgiczny Dr n. med. Piotr Malek 

Specjalista Chirurgii Og6Inej, ul. Sw. Faustyny 84, 35-330 Rzesz6w 

1. Dr. 
2. Dr. 
3. Dr. 
4. Or. 
5. Dr. 
6. Dr. 

Doumit Flach-Fengler-Strasse 114, 50389 Wesseling 
Jongen Proktologische Praxis l(iel, Beselerallee 67, 24105 Kiel 
Liebich Hackenstr 2, 80331 Munich 
Kolber! End-und Dickdarmzentrum Hannover, Hildesheimer Straf3e 6, 30169 Hannover 
HoeslWeiltinger Straf3e 11, 90449 NOrnberg 
MeierParadeplatz 8, 92224 Amberg 

1. Dr. Vined Kumar Malik, Vice-Chairman and Senior Consultant, Department of General 
surgery, Sir Ganga Ram Hospital, New Delhi - 110 060 

2. Dr. K Sridhar Rao, Professor, Department of SUl·gery, Osmania General Hospital, 
Afzalgunj, Hyderabad, Andhra Pradesh -- 500 012 

3. Dr. P.S. Sarangi, Department of Surge1y, Deen Dayal Upadhyay Hospital, Hari Na9ar, New 
Delhi -· 11 0 064 

4. Dr. V. Mathai, Senior Consultant, Global Hospital, 6-3-345/1, NIMS lane, Opp Vengal flao 
Park, Road no. 1 Banjara Hills, Hyderabad - 500 034 

5. Dr. Durganna, Professor, Department of Surgery, Victoria Hospital, Bangalore - 560 002 
G. Dr. P.N Aga1waf, Professor, Department of Surgery, Maulana Azad Medical College, New 

Delhi -- 110 002 
7. Dr. H. Ramesh, Director of Surgical Gastroenterology, Dept of GJ Surgery, Lakeshore 

Hospital and Research Centre, Cochin 
8. Dr. Sivaraman Prem Kumar, Professor and Head, Department of GI and Genera! Surgery, 

PSG Hospital, Peelameedu, Avanashi Road, Coimbatore - 04 
9. Dr. Siddarth P. Dubhashi, Associate Professor, Department of Surgery, D.Y. Patil Medical 

College, Sant Tukararn Nagar, Pimpri, Pune- 411 018 
10. Dr. Priyesh Naik, Prakruti Hospital, Sidheshwar Arcade, Gate no 01, Kalwa (W), Thane 
11. Dr. Vaibhav ,J. Lokhande,Nulife Hospital, 1st floor, Aniraj towers, LBS road, Bhandup (W), 

Mumbai - 400 078 
12. Dr. Sriram Bhatt, Athena Hospital, Falnir Road, Mangalore - 575 001 

Study Initiation (First Patient, First Visit) Date: 30 December 2008 
Study Completion (Last Patient, Last Visit) Date: 15 March 201 0 

Ill 

Primary 
• To evaluate the efficacy of E. prostrata Dry Extract tablets compared to placebo in the 

treatment of 1" and 2° internal haemorrhoids, based on the proportion of subjects in each 
treatment group achieving cessation of per rectal bleeding as assessed by the subject 
(cessation of per rectal bleeding defined as the maintenance of bleeding cessation for at 
least 3 continuous days after initial "cessation of bleeding"'). 

Secondary 

L-----------l.-•_T?.., ... ~valuate the__ effi_::acy of ~:_yrostrata Dry Extract tablet~--.~_?.,J~P?'.?_d to pl~cebo in the 
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Name of Company: I Name of Finished Product: " · J Name of Active Ingredients: 
Panacea Biotec Lid. Euphorbia prostrata dry extract tablets 1 00 mg E. prostrata dry extract ethanolic 80 °/o v/v [(35-70):1] 

treatment of internal 1° and 2° haemorrl1oids, based on the proportion of subjects in each 
treatment group without recurrence of bleeding (recurrence of bleeding defined as any 
episode of bleeding after maintenance of bleeding cessation and before the end of 14 days 
post-treatment). . To evaluate the efficacy of E. prostrata Dry Extract tablets compared to placebo, based on 
the change in following symptoms as assessed by subject, viz., pain, tenesmus, pruritus, 
anal discharge and following signs as assessed by t11e investigator, viz., congestion, oedema 
and exudation. . To evaluate the efficacy of E. prostrata D1y Extract tablets compared to placebo, based on 
the difference between the two treatment groups in overall assessment of disease condition 
as assessed by the subject. . To evaluate the safety of E. prostrata Dry Extract tablets compared to placebo, by comparing 
the incidences of clinical and laboratmy adverse events (AEs) between the two treatment 
groups. 

Methodology: Description: Double-blind, randomized, placebo-controlled, multicentre study 
Duration of study: 15 months 
Duration of subject participation: Approximately 34 days (duration of protocol specified 
therapy with !MP-14 days) 
At the baseline visit, after confinnation that the subject met the eligibility criteria for 
randomisation, the subject was assigned a randomisation number sequentially in the order in 
which the subject entered the study. A SAS program was used for generating the randomisation 
schedule, assigning subjects (identified by their randomisation numbers) at random to one of the 
two treatments (E. prostrata extract or placebo) .. Supplies were pre•packed and assigned 
randomisation numbers according to the randomisation schedule and subjects and supplies were 
matched according to their randomisation numbers. Efficacy and safety evaluations were 
performed on Days 7, 14, and 28. 

Number of Patients: 495 subjects with a 2:1 study drug to placebo ratio (EU: 50%, IND!A: 50%) 

Diagnosis and Main . Adult subjects who are able to understand the nature, significance and scope of the clinical 
Criteria for Inclusion: trial and express their will accordingly and agree to participate in the study by giving written 

informed consent. . Male or female subjects, at least 18 years of age with a diagnosis of 1 ° and 2° internal 
haemorrhoids confirmed by proctoscopic examination and suffering from an uncomplicated 
and untreated acute attack (defined as acute onset of per rectal bleeding within 3 days of 
inclusion into the study, with at least one of the symptoms, viz., pain, tenesmus, prmitus and 
anal discharge). . Except 1 (, and 2° internal haemorrhoids, the subjects are judged to be in general 1·easonable 
health, based on medical history, physical examination, and laborato1y screening tests, 
enabling him or her to complete the trial without anticipated serious co-morbid event. 

Exclusion Criteria: . Pregnant, lactating women. Women in post-partum period of up to 6 weeks were excluded . . Women of child bearing potential who do not agree to remain abstinent or use medically 
acceptable methods of contraception [which result in a low failure rnte (i.e. < 1 % per year) 
wlwn used consistently and correctly such as implants, injectables, combined oral 
contraceptives, some IUDs, sexual abstinence or vasectomised partner] during the study 
therapy and for 4 weeks after the end of study therapy. 

• Subjects who have been previously enrolled in a study involving E. prostrata Dry Extract 
tablets. . History of permanent anal prolapse and/or anal fistula . . Previous histo1y of surgery for anorectal disease (within 5 years) or any other procedures 
(including but not limited to injection sclerotherapy, rubber band ligation, photocoagulation, 
cryotherapy etc.) within 2 years. . Subjects who, in the opinion of the investigator, are mentally incapacitated such that 
informed consent cannot be obtained. 

• Clinically significant co-morbid condition that in !110 opinion of the investigator could affect the 
efficacy and safety outcome of the study. 

• Laboratory values falling outside !110 defined reference values for haemoglobin, total 
leucocyte count, differential count, bleeding time, clotting time, PT/INR, aPTT, platelet count, 
SGOT, SGPT, alkaline phosphatase, total bilirubin, random blood sugar, serum cholesterol, 
blood urea, serum creatinine and urine routine and microscopic examination. . Treatment with any of the following at inclusion or in the previous one month: venotropic, 
anticoagulant, and antiplatelet agent. Subjects on aspi1·in upto 160 mg for cardiovascular 
indication were not excluded from the trial. . Treatment with any of the following at inclusion or in the previous one week: anti-
inflammatory and analgesic agent. . Other chronic medications not being used at a stable dosage tor at least 2 weeks . . Current users (including "recreational use") ot illicit drugs 01· history of dn1g abuse within the 
past 5 years. 
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~------~------------~~·••~·e7""---------··~···~··•~····----~·~·•·•·•-·. 
Name of Company: 'Name of Finished Product: 'Name of Active Ingredients: 
Panacea Biotec Ltd. Euphorbia pros tr a ta dry extract tablets 1 00 mg E. prostrata dry extract ethanolic 80 % v/v [(35-70): 1] 

Test Product, Dose and 
Mode of Administration: 

Duration of Treatment: 

Reference Productf Dose 
and Mode of 
Administration: 

Criteria for Evaluation: 

Statistical Methods: 

Panacea Biotec Ltd 

• Subjects who have donated a unit of blood or plasma or participated in anoll10r clinical study 
with an investigational agent within the last 4 weeks. 

• Associated anal fissures and/or infective anal pathology. 

Euphorbia pro strata Dry Extract tablets 100 mg, one tablet daily 

14 days 

Placebo, 1 tablet daily 

Efficacy Endpoints (Baseline vs. end of treatment) 
Primary 
• Proportion of subjects in each treatment group achieving cessation of per rectal bleeding as 

assessed by the subject at day 14 (cessation of per rectal bleeding defined as the 
maintenance of bleeding cessation for at least 3 continuous days after initial '"cessation of 
bleeding") 

Secondary 
Difference between treatment groups in: 
• Pmportion of subjects in each treatment group witl1out recurrence of bleeding (recurrence of 

bleeding defined as any episode of bleeding after maintenance of bleeding cessation and 
before the end of 14 days post-treatment). 

• Change in the following symptoms, viz., pain, tenesmus, pruritus and anal discharge as 
assessed by the subject at day 14 (categorized as none, mild, moderate and severe) 

• Ct1ange in the following objective signs, viz., congestion, oedema, and exudation as 
assessed by the investigator at day 14 (categorized as absent or present) 

• Change in overall assessment of disease condition as assessed by the subject on a 1 0 cm 
Visual Analogue Scale (VAS) at day 14, where O ~,., Best Ever and 1 O = Worst Ever 

Safety Endpoints: 
• Incidences of clinical and laboratory AEs between the treatment groups 

Continuous variables such as vital signs were summarized using mean, standard deviation, 
median, and range (minimum and maximum), wt1ile categorical variables such as results of 
physical examinations were summarized using proportions (counts and percentages). 
Tt1e primary efficacy endpoint (cessation of bleeding defined as the maintenance of bleeding 
cessation for at least 3 continuous days after initial "cessation of bleeding") was evaluated using 
the 95% confidence interval (Cl) for the difference between the two treatment groups in the 
proportion of subjects achieving cessation of per rectal bleeding as assessed by t!1e subject at 
day 14 of treatment. 
Additionally, logistic regression analysis with response {cessation of bleeding per rectum at the 
end of the study) as the dependent variable and potentially relevant factors such as treatrnent, 
study region (EU/non-EU), age (patients aged 50 and older/others), and gender as independent 
variables was performed. To explore whether treatment effects are consistent across different 
subgroups, treatment-by-factor interactions were evaluated in the logistic regression model for 
the primary efficacy endpoint in the modified ITT population. The subject characteristics and 
baseline covariates of interest in the logistic regression analysis were: 

Study region (EU/non-EU) 
Gender {female/male) 
Age Category (patients aged 50 years or older/others} 

To assess the effects of the above factors, the logistic regression model included treatment, 
covariate, and treatment-by-covariate interaction. 
The secondary efficacy endpoint pel"laining to recurrence of bleeding (recurrence of bleeding 
defined as any episode of bleeding after maintenance of bleeding cessation and before the end 
of 14 days post-treatment) was evaluated using the 95% Cl for the difference between the two 
treatment groups in the proportion of subjects without recurrence of bleeding. 
The secondary efficacy endpoints pertaining to change in symptoms (pain, tenesmus, prurilus 
and anal discharge) as assessed by the subject (categorized as none, mild, moderate and 
severe) at day 14 and change in objective signs (congestion, oedema, and exudation) as 
assessed by the investigator at day 14 (categorized as absent or present) were analysed by 
comparing the proportions of subjects in the two groups with improvement, no change, or 
worsening from baseline in each of t110se symptoms/signs at day 14, using the stratified 
Cochran-Mantel-Haenszel test (with centre as the stratification variable} based on ordinal data. 
Change in overall assessment of disease condition as assessed on a 1 0 cm VAS scale at day 14 
was analysed using 2-way analysis of covariance with change from baseline as the dependent 
variable and treatment, centre, and baseline as independent variables. 
For cacl1 treatment, the incidences of all treatment emergent AEs was tabulated by System 
Organ Class (SOC) and Preferred Tenn (PT) (to which each AE was mapped, using ModDRA 
(Medical Dictionary for Regulatory Activities). Other information regarding AEs, such as intensity, 
seriousness, causality, and discontinuation due to AEs, was also tabulated by treatment. AEs 
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Name of Company: /Name of Finished Product: /Name of Active Ingredients: 
Panacea Biotec Ltd. Euphorbia prostrata dry extract tablets 100 mg E. prostrata dry extract ethanolic 80 % v/v [(35-70):1] 

Summary~ Conclusions 

that were reported more than once by a subject were counted only once for tl1at subject at the 
maximum intensity. Prior, concomitant, and rescue medications were summarized by treatment. 
Summary statistics (number of cases and incidence rates) were presented within relevant 
subgroups for the primary safety endpoints. 

The data from patients in Europe sl1owed that Euphorbia was significantly superior to Placebo 
with 88% of patients in the Euphorbia group and 77% of patients in the Placebo group reporting 
cessation of bleeding within 14 days after start of treatment. However, the data from patients in 
India did not show a significant superiority of Euphorbia to Placebo, and had, in fact, a diluting 
effect on the overall results, wl1ich st10w a response rate of 79% of patients in the Euphorbia 
group and 74% in the Placebo group, with the difference being statistically not significant. 
The seconda1y efficacy results were consistent with the primary efficacy results. The primary 
efficacy results were supported by the secondary efficacy results for Europe, while the secondary 
efficacy results for India failed to demonstrate superiority of Euphorbia to Placebo. The data from 
patients in Europe showed that there was a substantially higher proportion of patients without 
recurrence of bleeding in the Euphorbia group, compared to the Placebo group, although the 
difference was not statistically significant. However, the data from patients in India and thereby 
the overall results showed similar proportions of patients without recurrence of bleeding in the 
two treatment groups. 
The data from Europe showed a consistently higher proportion of patients in the Euphorbia group 
with improvement of objective signs, compared to the Placebo group, with the difference 
between the two groups being statistically significant for congestion and oedema. The Indian 
data and the overall data did not show a statistically significant difference between the two 
gmups for any of the objective sign assessments. 
For the overall assessment of efficacy, based on the combined data as well as data from India 
and data from Europe, the Euphorbia group showed better improvement, compared to Placebo, 
although the difference between the two groups was not statistically significant. 
In a regression analysis with cessation of bleeding as the dependent variable and region (Europe 
vs. India), gender, and age category as factors, the treatment by region interaction terrn was 
bordering on significance (p = 0.0768), indicating that the treatment effect in Europe was different 
frorn tl1at seen in India. This confirmed the primary efficacy results, which showed that, in 
Europe, Euphorbia was significantly superior to Placebo, while in India, the proportions of 
patients achieving cessation of bleeding in the two treatment groups were similar. 
The incidence of AEs during the 14-day treatment period was comparable for the two treatment 
groups, with 24 (7.5%) patients in the Eupt1orbia group and 8 (4.9%) patients in the Placebo 
group reporting any AE. The difference in the incidence of AEs between the two groups was not 
statistically significant. There were two SAEs occurring in the Euphorbia group and no SAEs 
occurring in the Placebo group. Both SAEs were unlikely to be related to the study medication. 
One of the SAEs, Hb value 5.8 g/dl, led to withdrawal of the patient from the study. The other 
SAE, gastroenteritis, was resolved with no sequelae. There were 4 patients in the Euphorbin 
group (including the patient who experienced an SAE) and one patient in the Placebo group who 
dropped out of the study due to AEs. 
There were 2 (0.6%) patients in the Euphorbia group and 1 (0.6%) patient in the Placebo group 
with severe AEs. Tl1ere were 8 (2.5%) patients in the Eupt10rbia group and 2 (1.2%) patients in 
the Placebo group with drug related (possibly and probably related) AEs. 
Thero was a statistically significant difference between the two groups with respect to change in 
platelet count from baseline to end of treatment. However, this was caused by a significant 
decrease in platelet count from baseline to end of treatment in the placebo group, and tl1us was 
not an AE attributable to Euphorbia. A/so, there was a statistically significant difference between 
the two groups witt1 respect to change in lymphocytes from baseline to end of treatment and to 
end of follow-up. However, change in lymphocytes from baseline to end of treatment or to end of 
follow-up was not significant within the Euphorbia group, and the difference between the two 
groups was caused by a significant increase from baseline in lymphocytes in the Placebo group, 
and thus was not an AE attributable to Euphorbia. For all other laboratory parameters, there was 
no statistically significant difference between the two groups. 
There was no significant difference between the two treatment groups with respect to change 
from baseline to end of treatment for pulse rate, respiratory rate, blood pressure or temperature. 

Although ttie high placebo effect (74%) in the Phase !I! clinical trial against the assumption of 
59% reported efficacy of placebo in hemorrhoida! disease had a diluting effect on the overall 
results, the lest product met the target efficacy of 79%. 

In summary, the results of this study show that EuphOl"bia is safe and effective in the treatment of 
1 ° and 2° internal haemo1Thoids. """" ""-----~==:::~====-"~~·~-· ~--------"-""••~-~"----.....d 
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LIST OF ABBREVIATIONS 

AE Adverse Event 

ANCOVA Analysis of covariance 

ANOVA Analysis of variance 

aPTT Activated Partial Thromboplastin Time 

BT Bleeding Time 

COSCO Central Drugs Standard Control Organization 

CMH Cochran-Mantel-Haenszel 

CRF Case Report Form 

CRO Contract Research Organization 

Cl Confidence Interval 

CT Clotting Time 

DLC Differential Leukocyte Count 

ECG Electrocardiogram 

EU European Union 

GCP Good Clinical Practice 

Hb Haemoglobin 

ICF Informed Consent Form 

ICH International Conference on Harmonization 

ICMR Indian Council of Medical Research 

IEC Institutional Ethics Committee 

IMP lnvestigational Medicinal Product 

IRB Institutional Review Board 

ITT Intention to Treat 

LOCF Last Observation Carried Forward 

MedDRA Medical Dictionary for Regulatory Activities 

SAE Serious Adverse Event 

SAS Statistical Analysis System 

SGOT Serum Glutamate Oxalate Transaminase 

SGPT Serum Glutamate Pyruvate Transaminase 

soc System Organ Class 

TLC Total Leukocyte Count 

WHO World Health Organisation 
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Logistic regression analysis of the primary efficacy endpoint, cessation of blooding 
Extent of exposure 
Study medication compliance 
Treatment emergent adverse events 
Adverse events: seriousness, intensity and causality 
Drug related adverse events 
Sovern adverse events 
Listing of serious adverse events 
Listing of adverse events leading to withdrawal 
Laboratory assessments : change from baseline to end of treatment 
Laboratory assessments : change from baseline to end of follow-up 
Vital signs: change from baseline to end of treatment 
Summarv of concomitant medication 

SUPPLEMENTARY TABLES 
Supplementary Table 1. Subjects withdrawn from the study 
Supplementary Table 2. Protocol deviations 
Supplementary Table 3. Physical examination results at baseline (summary of abnormal findings) 
Supplementary Table 4. Summary of medica! history 
Supplementary Table 5. Vital signs at baseline 
Supplementary Table 6 (a). Vi1al signs at the end of treatment 
Supplementary Table 6 (b). Vital signs at the end of follow up 
Supplementary Table 7. Laboratory assessments at baseline 
Supplementary Table 8 (a). Laboratory assessments at the end of treatment 

_§_~pplemen tary Table 8 (b,L l. ~Lc,ac>bc,oe:r.ea,otoe:r1-c"a"'s°'s"e,,_ssec' m=eccne,ls'-"a,_t l,ch""e'-'e,.,1.,,1d'-"o,_f "fo'"I l"o"'w"u"',ncc_ _________ _J 
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1. Ethics 

1.1. Declaration of Helsinki 

This study was conducted in full conformity with the current revision of the 1964 
Declaration of Helsinki. 

1.2. Good Clinical Practice 

This study was conducted according to the protocol, the Indian Council of Medical 
Research (ICMR) guidelines, the International Conference on Harmonisation (ICH) for 
Good Clinical Practice (GCP) in clinical trials and applicable local regulatory 
requirements. 

1.3. Ethics Committee 

The study protocol, amendments, the informed consent, and other information that 
required pre-approval were reviewed and approved by the investigational centers' 
Independent Ethics Committee (IEC)/lnstitutional Review Board (IRB). 

The written favourable opinion of the IEC/ IRB for the conduct of the study at the 
selected sites, the protocol, written patient information and Informed Consent Form, any 
other written information that was provided to the patients and any advertisements that 
were used was obtained prior to recruitment of patients into the study and shipment of 
investigational medicinal product (IMP) to the investigational sites. 

Proposed amendments to the protocol and aforementioned documents were submitted 
to the sponsor for review and approval, and then to the IEC/IRB. Amendments were 
implemented only after a copy of the IEC's/lRB's letter of favourable opinion was 
transmitted to the sponsor. 

The investigator reported serious or unexpected adverse events (AEs) that occurred 
during the study and those that were likely to affect the safety of the patients or the 
conduct of the trial to the IEC/IRB. 

Investigators Name of the IEC Name of EC Members 

India 

Dr VK Mali)~ EC-Ganga Ram Hospital Prof S.D. Seth (Chairman); 
Mr. R.K Anand {Member); 
Dr. Reena Kumar (Member); 
Mrs. Kusum Byotra {Member); 
Dr. Sunil Kr. Jain (Member); 
Prof. Kusum Verma /Member-Secretav) 

Dr PN Agarwal MAMC EC Dr. Shipra Paul,Director Prof!. Of Anatomy {Member); 
Dr. M.M. Mendiratta,Prolf (Member); 
Dr. Uma Tekur, Prof. Head (Member); 
Dr. G.R. Sethi, Prof. (Member); 
Dr.N.P.Singh, Prof. {Member-Secretary); 
Dr. Daljit Singh, Prof. (Member); 
Mr. R.K.Prabhakar, Legal Advisor (Member); 
Mr. L.D. Kashvan, Social Worker /Member\ 

Dr Gulshan Jeet Office of Ethical Committee-DOU Dr. Ashok Dang, (Chairman}; 
Singh/Dr PS Sarangi Prof. Uma Tekur (Basic Med. Scientist); 

Dr. P.K.Pathak (Clinician); 
Mr. Mukesh (Legal Expert); 
Mr. S. D. Kapoor (Social Scientist); 
Mrs. Usha Amra (lay person}; 
Dr. V.l<.Gova/ /Member- Secretarv\ 
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Dr. Sivaram Prem PSG Institute of Medical Sciences Dr. V. Ramanmurthy (Chairperson); 
Kumar and Research Dr. S. Aamalingam (Clinical Pharmacologist); 

Dr. G. Rajendran (Clinician); 
Dr. Seetha Panicker (Clinician); 
Dr. M. Ramanathan (Pharmacist); 
Ms. V. Kokila (Member); 
Mrs. G. Malarvizhi (Member); 
Mr. Gowpatly Velappan (Legal Advisor); 
Dr. R. Meera (Member); 
Dr. P. Sathyan (Clinician); 
Mrs. B. Amudha (Lay person); 
Dr. Kezevino (NGO); 
Dr. Kulandai Velu (Expe1t in Philosophy); 
Dr. S. Bhuvaneshwari /Secretarv) 

Dr. V.Mathai Institutional Ethics Committee- Justice Eshwar Prasad (Chairman IEC, Legal Expert), 
Global Hospitals Prof Kakarla Subba Rao (Clinician); 

Prof. K.S. Ratnakar (Clinician); 
Dr. G. F!ajasekhar (Member); 
Dr. Pradeep Naik (Basic Med. Scientist); 
Dr. Meena Hariharan (Social Scientist); 
Dr. Vedagiri Rambabu (Lay Person); 
Mr. Vinod Kumar (Member-Secretary); 
Dr. Lakshmi Kiran (Bas. Med. Scientist); 
Or. T. Sudha (Rep. of Non Gov. voluntary aqencvl 

Dr. Durganna Canara Research Ethical Mr. N. H. Anantha (Chairman); 
Commiltee Dr. G.T. Subl1as (Member Secretary); 

D1·. 8. G.Tilak {Member); 
Dr. C.R.Jayanthi (Member); 
Dr. B. S. Shiveswamy (Member); 
Dr. K.V. Malini (Member); 
Dr. M.P.Shradha /Member) 

Dr H.Ramesh Lakeshore Hospital and Research Dr. Sujith Vasudevan (Chairman); 
Centre Dr. Thomas (Secretary); 

Dr. Philip (Member); 
Dr. H. Ramesh (Member); 
Dr. Mohd. Iqbal (Member); 
Dr. V.P Geaycahran (Member); 
Mr. Muncker {Member); 
Mrs. Surunchi (Member); 
Mr. Sunder (Member) 

Dr. Ashok Kumar/ Osmania Medical college EC Justice P.C. Reddy, Chairman Ethics committee; 
Dr. I<. Sridhar nao Dr.G.Shailja,Convenor (Member Secretary); 

Dr.C.S.Bhaskaran (Member); 
Dr.Sushasini r~eddy (Member); 
Sri.V.l<srinivasan,IAS {Member); 
Srnt.C.V. Vinitha Reddy (Member); 
Sm!. N. Usha Reddv (Member) 

Dr. Siddarth P. PADMASHREE DR. D.Y. PATIL Or. S.I<. Jain (Chairman); 
Dubhashi MEDICAL COLLEOE (IEC) Or. (Brig.) Gurjit Singh (Member Secretary); 

Dr. S.B. Gaikwad (Member); 
Dr. M.V. !(haQilkar(Membcr); 
Or. (M1·s.) J.D. Ingole (Member); 
Mr. A. Jagtap (Member); 
Mr. V.!<. Dolas (Member); 
Dr. P. Worlikar /Member) 

Or Priyesh Naik/ Dr Alert-I EC Dr. Mrs.l<.C.P.Walavalkar (Physician, Pharmacologist); 
Vaibt1av J Lokhande Dr S.8.Padhyegurjar (Physician Biostatistician); 

Mr. Hitesh Shah (Pharmacist); 
Mrs. M.P.Limaye (Social worker); 
Mrs. Seema Jawle (Social worker); 
Mrs. Jai Vaidya (Lawyer); 
Mrs. S.D.l<ulkarni (Lay Person); 
Ms. Darshana Ranawat (Lav Person) 

Dr Srirarn Bhatt Canara Research Ethical Or. Jaya Krishnan AG (Chairman); 
Committee Dr. Girish Bhat; 

Or. Manohar V.R; 
Dr. Suresh Shelly; 
Or. Mohandas; 
Dr. Gopal Kishna Bhat; 
Or. Malini Mukund 
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Germanv 

Dr. Dournit 

Dr. Jonnen 

Dr. Uebich 

Dr. Kolber! 

Dr. Hoesl 

Dr. Meier 

Poland 
Dr. B. Grabowska 1 
Dr. A. Burzej 

Dr. J. Maciej 

Dr. P. Walczak 

Dr. K. Swierczek 

Dr. T. Lach 

Dr. J. Sulowska 

Dr. M. ZawiSlan 

Dr Miros!aw Szura 

Dr Katarzyna Losak 

Prof. Leszek 
Szc20pa1'lski 

Dr Piotr Malek 

1.4. Regulatory Compliance 

This study was conducted in compliance with regulatory requirements of the respective 
countries. In particular, the study was conducted in accordance with 'Guidelines for 
Clinical Trials on Pharmaceutical Products in India - GCP Guidelines', issued by the 
Central Drugs Standard Control Organization (COSCO), Ministry of Health, Government 
of India. 

1.5. Informed Consent 

It was the investigator's responsibility to obtain written informed consent from each 
patient after an adequate explanation of the aims, methods, anticipated benefits and 
potential hazards of the study and before any study procedures are commenced. The 
patient was given a copy of the Patient Information Sheet and Informed Consent Form in 
their native language. 

Written informed consent was obtained from each subject before the performance of any 
study-specific procedures. The original copy of the signed and dated Informed Consent 
Form was retained in the institution's records, and was subject to inspection by 
representatives of the sponsor, or representatives from competent authorities. 

1.6. Contact with General Practitioner 

It was the investigator's responsibility to inform the patient's General Practitioner (where 
applicable) by letter that the patient is taking part in the study, provided that the patient 
agreed to this contact. Information to this effect was included in the Patient information 
Sheet and Informed Consent Form. 

Panacea Biotec Ltd Pago 13 of 66 

I 

I 
I 



Clinical Trial Report Confidential 

1.7. Patient Confidentiality 

The investigator ensured that the patient's privacy was maintained. Patients were 
identified anonymously (screening number, randomisation numbers, initials, date of 
birth) on the case report form (CRF) or other documents submitted to the sponsor. 
Documents that were not submitted to the sponsor e.g., signed and dated Informed 
Consent Forms were kept in a strictly confidential file by the investigator. 

The investigator permitted authorised representatives of the sponsor, competent 
authorities and IECs/lRBs to review that portion of the patient's medical record that was 
directly related to the study. As part of the required content of informed consent, the 
patient was informed that his or her records would be reviewed in this manner. 

1.8. Trial Documentation and Storage 

The investigators maintained the trial documents in comprehensive and centralised filing 
systems that were suitable for inspection by representatives of the sponsor and 
regulatory authorities. The investigators have taken measures to prevent accidental or 
premature destruction of these documents. 

Study documents, including CRFs, protocol, source data, patient identification code list, 
original Informed Consent Forms, study approvals, IMP logs and correspondence, were 
to be retained by the investigator for the maximum time permitted by local regulations. 
The patient identification code list and patients' original Informed Consent Forms were to 
be retained for at least 15 years. It would be the responsibility of the sponsor to inform 
the investigator as to when these documents no longer need to be retained. 

2. Investigators and Administrative Structure 

2.1. Investigators and Study Centers 

Patients were enrolled at 30 study centers. The following table presents the names and 
addresses of the investigators: 

List of Investigators in Poland 
S No Name Site Address 
1 Dr. B. Grabowska NZOZ Gabinot Lekarza Rodzinneao, Brzoz6wka 115, 32-088 Przvbvslawice 
2 Dr. A. Burzej Samodzielny Publiczny Zaklad Opieki Zdrowotnej - Obw6d Lecznictwa 

Kolejowego, ul. Batorego n. 33·300 Nowy S9cz 
3 Dr. J. Madei Soecia!istvcznv Gabinet Chiruraicznv, oS. Zlotei Jesieni 3, 31-826 Krak6w 
4 Dr. P. Walczak Gabinet Endoskooii Przewodu Pokarmoweao. ul. Szewska 4/5, 31-009 Krak6w 
5 Dr. K. Swierczek NZOZ GALL-MED, ul.Galla 25, 30-053 l<rak6w 
6 Dr. T. Lach Niepubliczny Zaklad Opieki Zdrowotnej PROMED, ul. Olsza1iska 5, 31-513 

Krak6w 
7 Dr. J. Sulowska Niepubliczny Zaklad Opieki Zdrowotnej Praktyka Lekarzy Rodzinnych Zofia Kraj, 

Joanna Sulows!~a, oS. OSwiecenia 45, 31-636 Krak6w 
8 Dr. M. ZawiSlan Praktyka Grupowa Lekarzy Rodzinnych Sp.J; NZOZ Ewa Drohomirecka-Zach& 

Ma/qorzata ZawiSlan, oS. JI Pu!l~u Lotniczeqo 22, 31-869 Krak6w 
9 Dr Miroslaw Szura SpecjaHstyczne Centrurn Diagnostyczno-Zabiegowe MEDlC!NA Sp. Z o. o. 

Barlka 12, l<rak6w 30-307 
10 Dr l<atarzyna NZOZ GASTRO-ENDOMED lel<.l<atarzyna Losal<, 

tosak ul. Kochanowskieqo 2, 33-300 Nowy Saez 
11 Prof. Leszek OSrodek Badari Klinicznycll Prof. dr Leszek Szczepar'lski Prywatna Praktyka 

Szczeoar1ski Lekarska, uL Krucza 5, 20-022 Lublin 
12 Dr Piotr Malek Prywatny Specjalistyczny Gabinet Chirurgiczny Dr n. med. Piotr Malek 

Soccialista Chiruroii Oo6.!,Q2j, ul. Sw. Faust2:nv 84, 35-330 Rzesz6w 
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List of lnvestiqators in Germanv 
1 Dr. Doumit Flacl1-Fengler-Strasse 114, 50389 Wesseling 

2 Dr. Jonoen Prokto!oaische Praxis Kiel Bcselerallee 67, 24105 Kiel 
3 Dr. Liebich Hackenstr 2, 80331 Munich 
4 Dr. Kolbert End-und Dickdarmzentrum Hannover, Hildesheimer Straf3e 6, 30169 Hannover 

5 Dr. Hoesl Weiltinger StraGe 11, 90449 NiJrnberg 

6 Dr. Meier Paradenlatz 8, 92224 Ambero 
List of lnvestiaators in India 

1 Dr. Vinod Kumar Vice-Chairman and Senior Consultant, Dept of General surgery, Sir Ganga 
Malik Ram Hosnital, , New Dell1i -110060 

2 Dr. K Sridhar Rao Professor of General Surgery, Osmania General Hospital, Department of 
Suraerv, Afzala_l!llj, Hvderabad, Andhra Pradesh· 500012 

3 Dr. P.S. Sarangi Department of Surgery, Deen Dayal Upadhyay Hospital, Hari Nagar, Near 
Ghanta Ghar, New Delhi110064 

4 Dr. V. Mathai Senior Consultant, Colorectal Surgeon, Global Hospital, 6-3-345/1, NIMS lane, 
Onn_'{enaul Rao Park, Road no. 1 Baniara Hils, Hvderabad-500034 

5 Dr. Durganna Professor of General Surgery, Room. No 95, Dept of Surgery, Victoria 
Hosoital, Banaalore 560002 

6 Dr. P.N Aaarwal Prof. Deot of Suraerv, Maulana Azad Medical Colleae, New Delhi · 110002 
7 Dr. H. Ramesh Director of Surgical Gastroenterology, Dept of GI Surgery, Lakeshore Hospital 

and research Centre, Cochin 
8 Dr. Sivararnan Prem Professor and HOD of GI and General Surgery, PSG Hospital, Peelameedu, 

Kumar Avanashi Road, Coimbatore-04 
9 Dr. Siddarth P. Associate Professor, Department of Surgery, DY Patil Medical College, Sant 

Dubhashi Tukaram Nanar Pirnmi,Pune - 411018 
10 Dr.Priyesh Naik Prakruti Hospital,Sidheshwar Arcade, Opp to Manisl1a Nagar, Gate no 

01,Kalwa IW\, Thane. 
11 Dr. Vaibhav J Nu life Hospital, 1st floor, Aniraj towers, LBS road, Opposite Metro Mall, 

Lokhande Bhanduo West, Mumbai-400078 
12 Dr Sriram Bhatt Athena Hospital, Falnir Road, Mangalore - 575 001, Karnataka 

2.2. Study Administrative Structure 

Panacea Biotec Ltd. was the sponsor of this study. The conduct of the study was 
outsourced to Clintec, a contract research organization (CRO) with offices in Bangalore, 
India and Munich, Germany. Data management, statistical analysis, and report writing 
were outsourced to Clinstitute, a CRO in Bangalore, India. 

CRO: Clintec (India) International Pvt. Ltd. 
ClinTec (India) International Pvt. Ltd 
#27, 2nd Floor, S.V.Towers, 6th Block, 80 Ft 
Road 
Koramangala, Bangalore- 560 097 
Tel: +918041501444 
Fax: +91 8041745566 

3. Introduction 

3.1 Background 

STATISTICIAN and DAT A ANALYST 
Dr. Lilly Sanathanan 
Clinstitute 
600 AECS Layout, 
BrookFields 
Bangalore 560037 
+91-80-28476567 

Hemorrhoidal disease is a common condition of the anal canal characterized by 
recurrent, self-resolving acute episodes. Haemorrhoids are a common entity in the 
general population and in clinical practice. A common cause of hematochezia in adults, it 
remains high in the differential diagnosis of almost any anorectal complaint. 
Haemorrhoids are enlarged, bulging blood vessels in and around the anus and lower 
rectum which may be external or internal. External haemorrhoids develop near the anus 
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and are covered by sensitive skin while the internal haemorrhoid lies beneath the anal 
mucous membrane. 

The basic pathological factor in haemorrhoids is the dilation of the anorectal venous 
plexuses. In the acute bleeding of internal haemorrhoids, one of the pathogenic 
processes implicated is the stagnation and stasis of blood in the vascular plexuses of the 
prolapsed anal cushions. It has also been demonstrated that stasis activates white blood 
cells to release inflammatory mediators and cause an inflammatory response leading to 
increased permeability, fragility and necrosis of the vessel wall. The anal cushions are 
therefore easily injured by the passage of stool and bleed. 1 Other contributory factors are 
the oedema and subsequent hyperplasia of underlying structures. Prominent among the 
symptoms complex of haemorrhoids are bleeding, prolapse during defecation, 
occasional pain, excessive mucus discharge and pruritus around the anus. 2 Subjects 
with acute internal haemorrhoids are frequently treated with outpatient procedures. 
However, in spite of careful techniques, many subjects experience pain and discomfort. 
Therefore, any pharmacological agent leading to effective and rapid noninvasive control 
of signs and symptoms is of immense clinical value. 

Euphorbia prostrata Dry Extract tablets contain E. prostrata Dry Extract ethanolic 80% 
v/v [(35-70):1]. The E. prostrata Dry Extract ethanolic 80% v/v [(35-70):1] is obtained 
from the aerial parts (dried leaves, stems, flowers and fruits of E. prostrata Ait. 
(Euphorbiaceae}. The active principles in E. prostrata Dry Extract tablets are chiefly 
flavonoids, phenolic acid and tannins. Flavonoids and phenolic acid have been reported 
to have anti-inflammatory,3 analgesic,3 antioxidant,4

·
5 haemostatic,6 antithrombotic and 

vasoprotective actions. Tannins are also known to possess astringent and haemostatic 
properties.7 Various preclinical studies carried out on the extract have confirmed its 
wound healing and antihemorrhoidal activity. Also, preclinical studies on safety using 
standardized extract of E. prostrata Dry Extract tablets have demonstrated that it has no 
effect on cardiovascular, respiratory, central nervous or gastrointestinal systems. 8

•
9

•
10

"
1 

3.2. Rationale 

Pharmacodynamic properties of flavonoids and tannins indicate that E. prostrata is 
useful in the management of haemorrhoids. Clinical studies with oral formulation of E. 
prostrata Dry Extract have revealed that 100 mg E. pro strata Dry Extract tablets once 
daily are useful in the treatment of haemorrhoids leading to substantial relief from 
bleeding per rectum, pain, anal discomfort and inflammation in haemorrhoids (especially 
1 ° and 2° haemorrhoids}. Also, it was seen to be well tolerated with minimal side 
effects. 12 

Keeping in view the properties of the E. prostrata Dry Extract tablets and also the results 
of previous non-clinical and clinical studies, it is intended to relieve bleeding, anal 
discomfort, pain and inflammation in subjects of haemorrhoids (especially 1 ° and 2° 
haemorrhoids}. Though the tolerability of the product is good, the common adverse 
effects include nausea, dyspepsia, abdominal pain, diarrhoea, headache and dry mouth 
as reported in a previous clinical trial. 12 
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The present trial was designed to assess the efficacy and safety of E. prostrata Dry 
Extract tablets in comparison with placebo in a double-blind, randomized, placebo­
controlled, multicentre study. 

4. Study Objectives 

4.1. Primary Objective 

• To evaluate the efficacy of E. prostrata Dry Extract tablets as compared to placebo in 
the treatment of internal 1° and 2° haemorrhoids, based on the proportion of subjects 
in each treatment group achieving cessation of per rectal bleeding as assessed by 
the subject (cessation of per rectal bleeding defined as the maintenance of bleeding 
cessation for at least 3 continuous days after initial "cessation of bleeding"). 

4.2. Secondary Objectives 

• To evaluate the efficacy of E. prostrata Dry Extract tablets compared to placebo in 
the treatment of internal 1° and 2° haemorrhoids, based on the proportion of subjects 
in each treatment group without recurrence of bleeding (recurrence of bleeding 
defined as any episode of bleeding after maintenance of bleeding cessation and 
before the end of 14 days post-treatment). 

• To evaluate the efficacy of E. prostrata Dry Extract tablets as compared to placebo 
based on the change in following symptoms as assessed by subject, viz., pain, 
tenesmus, pruritus, anal discharge and following signs as assessed by the 
investigator, viz., congestion, oedema and exudation. 

• To evaluate the efficacy of E. prostrata Dry Extract tablets as compared to placebo 
based on the difference between the two treatment groups in overall assessment of 
disease condition as assessed by the subject. 

• To evaluate the safety of E. prostrata Dry Extract tablets as compared to placebo, by 
comparing the incidences of clinical and laboratory adverse events (AEs) between 
the two treatment groups. 

5. Design and Conduct of Study 

5.1. Overview of Study Design 

This was a double-blind, randomized, placebo-controlled, multicenter study to assess 
the efficacy and safety of E. prostrata tablets in haemorrhoidal disease. Subjects 
received treatment for 14 days. Duration of subject participation was approximately 34 
days. 

Randomization, Blinding and Unblinding Procedure 

At the baseline visit, after confirmation that the subject met the eligibility criteria for 
randomisation, the subject was assigned a randomisation number sequentially in the 
order in which the subject enters the study. A statistician created a SAS program that 
generated the randomisation schedule, assigning subjects (identified by their 
randomisation numbers) at random to one of the two treatments. The final run of the 
randomisation program with a different seed number was performed by an independent 
person who was not involved in the study. This person ensured that the blind was 
maintained for all involved in the study conduct. Supplies were pre-packed and assigned 
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randomisation numbers according to the randomisation schedule and subjects and 
supplies were matched according to their randomisation numbers. 

Each randomisation number with the allocated treatment information was sealed in a 
separate envelope (referred to as a code-break envelope) by the person who was 
responsible for the final creation of the randomisation schedule. This person supplied the 
code-break envelopes to the centre and to the sponsor. The randomisation code-break 
envelopes were to be opened only in the case of a medical emergency where 
knowledge of treatment allocation was essential for the management of the subject's 
condition. If any code-break envelope was opened, the person who opened it had to sign 
and date the envelope and give the reason for opening it. 

Complete !CF 

Euphorbia prostrata extract 
(330) 

Efficacy Evaluation 
Subjective 
assessment of 
symptoms 
Objective 
assessment of signs 
Overall assessment 
of Disease 
Condition 
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• 

Potential Subjects 

Visit 1 (Day -3 to 0) 
Screening 

Clinical Assessment 
Medical History 
Physical Examination 
Lab Investigation 
Vital Signs 

Visit 2 (Day 0) 
Enrolled Subjects (495) 

Randomization 
2:1 drug to placebo ratio 

Visit 3 (Day 7 +2) 

Visit 4 (Day 14+2) 

Visit 5 (Day 28+2) 

l 
End of Study 

Screen Failures Exclude from 
-• study 

~----~ 

Passed Screening 

Placebo 
(165) 

Safety Evaluation 
Record of any AE/SAE 
Blood sample 
collection (Visit 1, 4 & 
5) 
(Laboratory 
parameters: 
haematology, 

biochemical and 
Urinalvsisl 
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5.2. Selection of Study Population 

The sample size was calculated assuming 59% 14 efficacy of placebo in hemorrhoidal 
disease. The 20% superiority hypothesis was postulated for E. prostrata as compared to 
placebo. Under these assumptions, a sample size of 178 subjects in each arm yields 
90% power to conclude that E. prostrata is 20% superior to placebo. To evaluate the 
safety adequately 300 subjects in the test arm subjects were considered. Thus the total 
number of subjects required for this comparative evaluation has been calculated to be 
495 (Case: Control= 2:1). 
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5.2.1. Inclusion Criteria 

To be eligible for the study, patients had to fulfill all of the following criteria: 

• Adult subjects who are able to understand the nature, significance and scope of the 
clinical trial and express their will accordingly and agree to participate in the study by 
giving written informed consent. 

• Male or female subjects, at least 18 years of age with a diagnosis of 1 ° and 2° 
internal haemorrhoids confirmed by proctoscopic examination• and suffering from an 
uncomplicated and untreated acute attack (defined as acute onset of per rectal 
bleeding within 3 days of inclusion into the study, witl1 at least one of the symptoms, 
viz., pain, tenesmus, pruritus and anal discharge) 
• Proctoscopic Examination: Visibly distended or displaced anal cushions conforming to 1° 
and 2° haemorrhoids 13 

• Except 1° and 2° internal haemorrhoids, the subjects are judged to be in general 
reasonable health, based on medical history, physical examination, and laboratory 
screening tests, enabling him or her to complete the trial without anticipated serious 
co-morbid event. 

5.2.2. Exclusion Criteria 

Patients were excluded from the study if they fulfilled any of the following criteria: 

• Women of child bearing potential who do not agree to remain abstinent or use 
medically acceptable methods of contraception [which result in a low failure rate (i.e. 
< 1 % per year) when used consistently and correctly such as implants, injectables, 
combined oral contraceptives, some IUDs, sexual abstinence or vasectomised 
partner] during the study therapy and for 4 weeks after the end of study therapy. 

• Subjects who have been previously enrolled in a study involving E. prostrata Dry 
Extract. 

• Previous history of surgery for anorectal disease (including but not limited to 
haemorrhoidectomy) within 5 years or any other procedures (including but not limited 
to injection sclerotherapy, rubber band ligation, photo coagulation, cryotherapy etc.) 
within 2 years. 

• History of permanent anal prolapse and/or anal fistula. 
• Subjects who in the opinion of the investigator, are mentally incapacitated such that 

informed consent cannot be obtained. 
• Clinically significant co-morbid condition that in the opinion of the investigator could 

affect the efficacy and safety outcome of the study. 
• Laboratory values falling outside the defined reference values for haemoglobin (Hb), 

total leucocyte count (TLC), differential count (DLC), bleeding time (BT), clotting time 
(CT), PT/INR, aPTT, platelet count, SGOT, SGPT, alkaline phosphatase, total 
bilirubin, random blood sugar, serum cholesterol, blood urea, serum creatinine and 
urine routine and microscopic examination. 

• Treatment with any of the following at inclusion or in the previous one month -
venotropic, anticoagulant, and anti-platelet agent. Subjects on aspirin upto 160 mg 
for cardiovascular indication were excluded from the trial. 

• Treatment with any of the following at inclusion or in the previous one week - anti­
inflammatory and analgesic agent. 

• Other chronic medications not being used at a stable dosage for at least 2 weeks. 
• Current users (including "recreational use") of illicit drugs or history of drug abuse 
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within the past 5 years. 
• Subjects who have donated a unit of blood or plasma or participated in another 

clinical study with an investigational agent within the last 4 weeks. 
• Associated anal fissures, and/or infective anal pathology. 

5.2.3 Withdrawal Criteria 

• In accordance with the Declaration of Helsinki, subjects had the right to withdraw 
from the study at any time without providing a reason. 

• The investigator also had the right to withdraw subjects from the study in case of 
occurrence of serious adverse events, protocol violations, non compliance to the 
IMP, failure to return for scheduled visit, pregnancy in case of female subjects, 
therapy during the study period that in the opinion of investigator is likely to interfere 
with results of study or other valid reason. 

• The subjects could also be withdrawn if necessary to protect their health and the 
integrity of the study. In case of questionable situation the medical monitor had to be 
consulted. 

• Subjects with inadequate laboratory parameters could be excluded from the study 
based on the discretion of the investigator. 

• Subjects who were not evaluable due to protocol violations that were within the 
control of the investigator were considered as completed subjects. Subjects who 
withdrew due to AEs after the first dose were classified as "completed" and were not 
replaced. If a subject decided to withdraw, all efforts were made to complete and 
report the observations as thoroughly as possible. A complete final evaluation at the 
time of the subject's withdrawal was made with an explanation of why the subject 
was withdrawing from the study. Each case of subject's withdrawal had to be 
recorded in the CRF. 

• In case the subject did not come for follow up, he/she was treated as a drop out from 
the study. 

5.3. Composition and Administration of Study Medications 

5.3.1. Study Medications 

lnvestigational Medicinal Product (IMP) 
E. prostrata Dry Extract 1 00 mg tablets presented as film- coated tablets. 
Each film-coated tablet contains: 
E. prostrata Dry Extract ethanolic 80 % v/v [(35-70): 1 ]. .. ............ 100 mg 

Placebo as comparator 
Placebo was used as a comparator in the clinical trial. It is a dummy treatment which 
does not contain active ingredient and is designed to resemble the active product being 
studied with respect to physical characteristics and packaging. 

5.3.2. Blinding, Packaging, and Labeling 

The sponsor/CRO supplied controlled number of dosage units of E. prostrata Dry Extract 
1 00 mg tablets and placebo in properly sealed labeled containers. 
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Sample Label 
I d' 'd IS b. t P k L b I n /VI ua u >tee ac a e 

Protocol No. Panbio/CR/0042006/CT 
EudraCT No. 2007 ·004526·24 FOR CLINICAL TRIAL USE 

ONLY 
Name of test product Euphorbia Prostrata Dry 

Extract 100mg Table! or 
Placebo 

Lot No. 
Dosage Form & route Tablet, to be administered Sponsor: 

orallv Panacea Biotec Ltd. 
Use Before Aug 2009 Baddi, (H.P.) 173 205 India 

Tel.: +91 1795 304000 

Storage Conditions Store at a temperature CRO: 
below 25 °C, protect from ClinTec {India) International 
light and moisture. Pvt. Ltd., 

3rd Floor, 'A' Wing, 
Divyasree Chambers, 
Langford Road, 
Bangalore 560 025 
India 
Tel: +91804150 1444 

Directions for use One tablet to be taken 
dailv bv mouth 

KEEP OUT OF REACH OF CHILDREN 

The IMP was labeled according to national regulatory requirements. 

5.3.3. Storage, Disposition and Accountability of Supplies 

14 Tablets 

The IMP was stored at a temperature below 25°C, and protected from light and moisture. 
The clinical study material for the study had to be used in accordance with the protocol. 
The principal investigator maintained complete and accurate records of IMP. Records 
showing the receipt and disposition of all materials included a drug accountability record, 
listing the date IMP shipment was received, the quantities received, and a dispensing 
record. These records included dates, quantities, batch/serial numbers, expiration dates 
(if applicable), unique code numbers assigned to the IMP and trial subjects, date of 
dispensing, return of unused IMP and the identification of the dispenser. All non-used 
IMP had to be returned to the Sponsor with proper records. Applicable SOPs as per 
sponsor norms had to be followed thereafter. 

5.3.4. Administration of Treatment 

After enrolment, subjects were randomised to receive either E. prostrata Dry Extract 
tablet or Placebo. The two treatments looked alike and the subjects as well as the 
investigator remained blinded to the nature of treatment the subject was receiving. All 
the subjects were given full course of therapy for 14 days, irrespective of whether they 
got relief in subsequent days or not. The IMP or placebo both was taken orally, once 
daily. Evaluation was done on day 7 and 14. The allowable window period for the 
scheduled visit was +2 days. Subjects were followed for another 14 days after the 
protocol therapy to assess the recurrence of per rectal bleeding. After the completion of 
the clinical trial, the subject was treated as per investigator's discretion/centre standard 
practice. 
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5.3.5. Treatment Compliance 

Compliance was assessed by tablet counting method. Compliance cards were issued to 
subjects. 

Compliant: ce 70% of test medication consumed over the duration of therapy. 
Non-compliant: < 70% of test medication consumed over the duration of therapy. 

5.3.6. Concomitant Medications 

Subjects were allowed laxatives as concomitant medicines. The frequency of use, class 
and doses taken were recorded. Only water and no soap or other additives was allowed 
for sitz bath during the study. Use of any topical agent also was not allowed for the 
treatment of the haemorrhoids. Any other concomitant medication taken by subject was 
recorded in the CRF. 

5.4. Study Measures and Procedures 

5.4.1. Schedule of Events 

The schedule of events is presented in detail as follows and is summarized in a table at 
the end of this section. 

Assessment performed before start and during the therapy 

Visit 1 [Day -3 to OJ SCREENING VISIT 

• Written informed consent was taken. 
• Demographic data, age, sex and weight were recorded. 
• Medical history was taken including tl1e intensity and frequency of haemorrhoidal 

attacks during the past one year, triggering factors, previous treatment and their 
results, and past illness was recorded. 

• Confirmed diagnosis of either 1 ° or 2° hemorrhoids was recorded in CRF. 
• Stool habits including consistency, frequency; constipation', use of laxative (class, 

frequency, and dose) and use of sitz bath with or without additives was recorded. 
~constipation defined as presence of < 3 stools per week 

• General physical and vital examination was done. 
• Concomitant medication was recorded in the CRF. 
• Inclusion/exclusion criteria was checked. 
• Blood sample 3-5 1111 was taken for laboratory investigations (Hb, TLC, DLC, platelet 

count, BT, CT, PT/INR, aPTT, SGOT, SGPT, serum bilirubin, serum alkaline 
phosphatase, serum creatinine, blood urea, random blood sugar, serum 
cholesterol). Urinalysis (routine and microscopic examination) and urine pregnancy 
test (for female subjects only) was done before the start of the treatment. 

• Subjects were evaluated by the investigator in order to assess the symptoms of 
bleeding (Yes/No; if Yes then whether spontaneous, on defecation or spotting), pain, 
tenesmus, pruritus and anal discharge (on a scale of 0-3 where; 0 = none, 1 = mild, 
2 = moderate and 3 = severe). 

• Objective signs of congestion, oedema and exudation were evaluated by the 
investigator as absent or present by proctoscopic examination. (Annexure Ill) 

• Subjects were to be called after Oto 3 days of screening. 
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• All subjects who were able to complete all the screening procedures in Visit 1 could 
enter Visit 2 of the study on the same day. 

Visit 2 [Day O] BASELINE VISIT or RANDOMISATION VISIT 

• Medical history was taken including the intensity and frequency of haemorrhoidal 
attacks during the past one year, triggering factors, previous treatment and their 
results, and past illness was recorded. 

• Confirmed diagnosis of either 1 ° or 2° hemorrhoids was recorded in CRF. 
• Stool habits including consistency, frequency; constipation, use of laxative (class, 

frequency, and dose) and use of sitz bath with or without additives were recorded. 
• General physical and vital examination was done. 
• Concomitant medication was recorded in the CRF. 
• Reports of the blood and urine investigation done at the screening visit was collected 

and reviewed. 
• Those subjects meeting the inclusion/exclusion criteria were enrolled in the study 

and unique Subject ID was issued. 
• Subjects were reassessed by the investigator for the symptoms of bleeding (Yes/No; 

if Yes then whether spontaneous, on defecation or spotting), pain, tenesmus, pruritus 
and anal discharge (on a scale of 0-3 where; O = none, 1 = mild, 2 = moderate and 
3 = severe) (Annexure II). 

• Objective signs of congestion, oedema, and exudation were re-assessed by the 
investigator as absent or present by proctoscopic examination. (Annexure Ill). 

• Overall assessment of the disease condition was done by the subject on a 1 O cm 
Visual Analogue Scale (VAS) and the same was entered in the CRF by the 
investigator. 

• Baseline adverse events were recorded in the CRF. 
• Randomization was done according to the randomization list. 
• Study medication was issued for 14 days and subjects were instructed to take one 

tablet per day from the day of tl1e baseline visit and continue taking the medication at 
the same time each day. 

• Diary card and compliance card was given and instructions were given regarding, 
how to fill the cards. Daily records of symptoms and VAS score was maintained by 
the subjects. 

• Urine pregnancy test (for female subjects only) was done at investigator's discretion. 
• Subjects were instructed to return for follow up at day 7+2. 

Visit 3 [Day 7 +2 (Week 1)] 

• Stool habits including consistency, frequency; constipation, use of laxative (class, 
frequency, and dose) and use of sitz bath were recorded. 

• General physical and vital examination was done. 
• Concomitant medication was recorded in the CRF. 
• Subjects were assessed by the investigator for symptoms of bleeding (Yes/No; if Yes 

then whether spontaneous, on defecation or spotting), pain, tenesmus, pruritus and 
anal discharge (on a scale of 0·3 where; O = none, 1 = mild, 2 = moderate and 
3 = severe). (Annexure II). Daily record of these subjective symptoms maintained by 
the subjects was evaluated. 

• Objective signs of congestion, oedema and exudation were evaluated by the 
investigator as absent or present by proctoscopic examination. (Annexure Ill) 
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• Overall assessment of the disease condition was done by the subject on a 1 0 cm 
VAS and the same was entered in the CRF by the investigator.(Annexure IV). 

• Urine pregnancy test (for female subjects only) was done at investigator's discretion. 
• Record of AEs and follow up of the previous AE (if any) was made. 
• Diary card and compliance cards were collected and reconciliation of Diary card data 

in the respective pages of CRF was done. 
• Compliance and diary cards were reissued and instruction provided for completion. 
• Subjects were instructed to return for follow up at day 14 +2 day from the baseline 

visit 

Visit 4 [Day 14+2 (Week 2)] 

• Stool habits including consistency, frequency; constipation, use of laxative (class, 
frequency, and dose) and use of sitz bath were recorded. 

• General physical and vital examination was done. 
• Concomitant medication was recorded in the CRF. 
• Subjects were assessed by the investigator for symptoms of bleeding (Yes/No; if Yes 

then whether spontaneous, on defecation or spotting), pain, tenesmus, pruritus and 
anal discharge (on a scale of 0-3 where; 0 = none, 1 = mild, 2 = moderate and 
3 = severe). (Annexure II). Daily record of these subjective symptoms maintained by 
the subjects (in diary card) was evaluated. 

• Objective signs of congestion, oedema and exudation were evaluated by the 
investigator as absent or present by proctoscopic examination. (Annexure Ill). 

• Overall assessment of the disease condition was done by the subject on a 1 O cm 
VAS and the same will be entered in the CRF by the investigator. (Annexure IV). 

• Blood sample 3-5 ml was taken for laboratory investigations (Hb, TLC, DLC, platelet 
count, BT, CT, PT/INR, aPTT/control, SGOT, SGPT, serum bilirubin, serum alkaline 
phosphatase, serum creatinine, blood urea, random blood sugar, serum cholesterol). 
Urinalysis (routine and microscopic examination) was done. 

• Urine pregnancy test (for female subjects only) was done at investigator's discretion. 
• Record of AEs and follow up of the previous AE (if any) was made. 
• Diary cards and the compliance cards were collected and reconciliation of Diary card 

data in the respective pages of CRF was done. 
• Subjects were assessed for compliance to treatment. 
• Diary cards were reissued. 
• Unused study medication was collected. 

Visit 5 [Day 28+2 days] FOLLOW UP VISIT 

• Stool habits including consistency, frequency; constipation, use of laxative (class, 
frequency, and dose) and use of sitz bath were recorded. 

• General physical and vital examination was done. 
• Concomitant medication was recorded in the CRF. 
• Blood sample 3-5 ml was taken for laboratory investigations (Hb, TLC, DLC, platelet 

count, BT, CT, PT/INR, PTT/control, SGOT, SGPT, serum bilirubin, serum alkaline 
phosphatase, serum creatinine, blood urea, random blood sugar, serum cholesterol). 
Urinalysis (routine and microscopic examination) was done. 

• Subjects were assessed by the investigator for symptoms of bleeding (Yes/No; if Yes 
then whether spontaneous, on defecation or spotting). 

• Urine pregnancy test (for female subjects only) was done at investigator's discretion. 
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• Diary cards were collected and reconciliation of Diary card data in the respective 
pages of CRF was done. 

• Record of AEs and follow up of the previous AE (if any} was made. 

Schedule of Study Measures and Procedures 

Procedure/ Assessment Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 
Day-3 to O Day 0 Day 7+2 Day14+2 Day 28+2 

(Screening) (baseline) (Week 1) (Week 2) (Week 4) 

Informed consent (written ) ✓ 

Inclusion/Exclusion criteria ✓ ✓ (Confirm) 

Demography ✓ 

Medical history ✓ ✓ 

/Confirm) 

Pl1ysica! examination ✓ ✓ ✓ ✓ ✓ 

Study medication issue ✓ 

Collection of unused study ✓ 

medication 

Compliance card issue ✓ 

Diary card issue ✓ ✓ ✓ 

Compliance and diary card collection ✓ ✓ ✓ 

Concomitant medication ✓ ✓ 

(Confirm) 

Hb, TLC, DLC, Platelet, Bilirubin, ✓ ✓ ✓ 

SGOT, SGPT, S. Cholesterol, 

Alkaline Phosphatase, Urea, 
Creatinine, RBS, BT, CT, PT/INR, 
aPTT/control, Urinalysis 

Urine pregnancy test ✓ ✓ ✓ ✓ ✓ 

(optional) J9otionall (optional) 

Investigator assessment including ✓ ✓ ✓ ✓ 

proctoscopic examination 

Assessment of bleeding by subject ✓ ✓ ✓ ✓ ✓ 

Assessment of symptoms by subject ✓ ✓ ✓ 

Assessment of signs by physician ✓ ✓ ✓ ✓ 

Overall assessment of the disease ✓ ✓ ✓ ✓ 

condition done by subject 

Adverse events ✓ ✓ ✓ ✓ 

(Baseline I 
End of Study 

✓ 
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5.5. Efficacy and Safety Assessments 

5.5.1. Efficacy Assessments 

The efficacy assessment was based on the primary efficacy endpoint of "cessation of 
bleeding" at the end of day 14 (Visit 4). The secondary efficacy endpoints were change 
in signs (congestion, oedema, and exudation) and symptoms (pain, tenesmus, pruritus 
and anal discharge) at day14 (Visit 4), overall assessment of disease condition at day 14 
(visit 4) and the proportion of patients without recurrence of bleeding at day 28 (visit 5). 

5.5.2. Safety Assessments 

Safety assessments included the occurrence of all AEs as assessed by history, clinical 
examination and derangement in laboratory parameters (which was done at screening, 
day 14 [Visit 4], and Day 28 [Visit 5]). All AEs were followed-up until the event had 
resolved or stabilized or the event was otherwise explained. 

Adverse Event monitoring 

Any AE occurring before the first IMP dose was regarded as a pre-lMP .. administration 
event. 

Adverse Event Documentation 

Adverse Event (AE): An adverse event (AE) is defined as any untoward medical 
occurrence (including a symptom/disease or an abnormal laboratory finding) in a subject 
administered a pharmaceutical product at any dose that does not necessarily have to 
have a causal relationship with this treatment. An AE can, therefore be any unfavourable 
and unintended sign (including an abnormal laboratory finding, for example), symptom, 
or disease temporally associated with the use of an IMP, whether or not considered 
related to the IMP. This definition includes inter-current illnesses or injuries and 
exacerbation of pre-existing conditions. 

The AEs reported by the subjects and as observed by the investigator were filled in the 
CRF and maintained for the purpose of documentation. 

All AEs observed or reported/volunteered by subjects were recorded in the CRFs with 
information about severity (i..e., whether mild, moderate or severe) and possible 
relation to the study medication. 

Mild: usually transient in nature and generally not interfering with normal activities 

Moderate: sufficiently discomforting to interfere with normal activities 

Severe: prevents normal activities 

The investigator had to report AEs, all abnormal findings from laboratory and other 
specific examinations, which were clinically apparent, or in the investigator's opinion 
clinically significant, in the part of the CRF concerning the recording of AEs. 
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Causality term Assessment criteria (WHO-UMC Causality Categories) 

Certain 0 Event or laboratory test abnormality, with plausible time relationship to 
drug intake 

0 Cannot be explained by disease or other drugs 
0 Response to withdrawal plausible (pharmacologically, pathologically) 
0 Event definitive pharmacologically or phenomenologically (i.e. an 
0 objective and specific medical disorder or a recognised pharmacological 

phenomenon) 
0 Rechallenoe satisfactorv, if necessary 

Probable/ 0 Event or laboratory test abnormality, with reasonable time relationship to 
Likely drug intake 

0 Unlikely to be attributed to disease or other drugs 
0 Response to withdrawal clinically reasonable 
0 Rechallenqe not required 

Possible 0 Event or laboratory test abnormality, with reasonable time relationship to 
drug intake 

0 Could also be explained by disease or other drugs 
0 Information on drua withdrawal mav be lackina or unclear 

Unlikely 0 Event or laboratory test abnormality, with a time to drug intake that 
makes a relationship improbable (but not impossible) 

() Disease or other druas provide plausible explanations 
Conditional/ 0 Event or laboratory test abnormality 
Unclassified 0 More data for proper assessment needed, or 

0 Additional data under examination 
Un assessable/ 0 Report suggesting an adverse reaction 
Unclassifiable 0 Cannot be judged because information is insufficient or contradictory 

0 Data cannot be suoolemented or verified 

This guidance was provided to help investigators making the medical decisions 
necessary to determine the IMP safety. It was the responsibility of the study physician to 
determine the relationship between the administration of an IMP and an AE, based on 
his/her best judgement, knowledge and experience. Cases, or study types, presenting 
unusual or complicating factors could make the above thought process unusable. In 
these cases, investigator was expected to use his/her best judgment as to the causal 
relationship (causality). 

Factors that could assist in determining the Causality included: 

• Timing of occurrence of the AE 
• Absence of symptoms related to the event prior to exposure 
• Consistency of the event with the established pharmacological/toxicological effects 

of the product 
• Supporting evidence from other studies or absence of alternative explanations 

Serious Adverse Event Reporting 

For the purpose of this protocol, a serious adverse event (SAE) was defined as any 
unfavorable medical occurrence that results in any of the following outcomes: 
• death 
• a life-threatening event (see below)* 
• hospitalization or prolongation of existing hospitalization 
• persistent or significant disability/incapacity 
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• congenital anomaly/birth defect 
• condition that required intervention to prevent permanent impairment or damage 

'The term "life-threatening" in the definition of "serious" refers to an event in which the 
subject was at risk of death from the reaction as it occurred; it does not refer to an event, 
which hypothetically might have caused death if it were more severe. 

Study centres were instructed to report all SAEs to the Safety Officer immediately (within 
24 hours) of becoming aware of the SAE. 

Any SAE had to be reported to the Regulatory Agency and Ethics Committee according 
to the applicable regulatory guidelines of the region by the Sponsor/sponsor designee. 

A summary of SAEs that were determined to be reportable by the sponsor was 
distributed within 15 working days to all investigators who had to immediately forward 
them to their IEC/IRB according to local regulations. 

Appropriate measures were taken to safeguard the subjects. 

SAEs were recorded in the part of the CRF concerning the recording of SAE. 

Follow-up of Subjects with Adverse Events 

All subjects who took at least one dose of study medication was followed up and 
included in the analysis. 

Irrespective of the investigator's statutory obligations, the sponsor had to report all 
pharmacovigilance data to the competent authorities and to all investigators involved in 
accordance with requirements of the ICH Guidelines for GCP and as per the local 
regulatory requirements. 

5.6. Study Monitoring and Documentation 

5.6.1. Data Quality Assurance 

All relevant study data was recorded in the CRF. Where relevant data already existed on 
other source documents such as laboratory reports, the information required was 
transcribed into the CRF. All other data was directly written into the CRF. The 
investigator permitted trial-related monitoring, audits, IEC/IRB review and competent 
authority inspection and provided direct access to source documents. 

Regular monitoring visits were made by the monitor to check compliance with the 
protocol, the completeness, accuracy and consistency of the data, and adherence to 
good clinical practice guidelines. 

Appropriately qualified and trained staff members were involved in this study. Staff 
members at investigational site were instructed in the conduct of the study according to 
the protocol. 

Audits could be carried out by a quality assurance representative of the sponsor. The 
investigator provided access to authorised persons during competent authority 
inspections or sponsor audits. 
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A CRF was completed for each patient screened. The CRFs had to be completed legibly 
in English with a black ball-point pen. Errors had to be crossed through, but not 
obliterated, and the new value had to be written and the change initialed and dated by 
the investigator or designee. The use of correction fluid or tape was not allowed. The 
investigator signed and dated at the indicated places in the CRF. This signature 
indicated a thorough inspection of the data on the CRF had been made, and certified the 
contents of the form. 

CRFs were completed promptly and were submitted to the monitor in person for 
checking and collection. When changes to CRF data were necessary following removal 
of the original CRF from the study site, these changes were documented on data 
clarification forms, which were signed by the investigator. 

Data items from the CRF were entered centrally into the study database by Data 
Management using double data entry, with verification upon second entry. Concomitant 
medication entered onto the database was coded using the World Health Organisation 
(WHO) Drug Reference List. AEs were coded using MedDRA (Medical Dictionary for 
Regulatory Activities). Laboratory samples were processed and results sent 
electronically to Data Management. 

5.6.2. Study Documentation 

The investigators were required to maintain study documents which were reviewed by 
study monitors to ensure compliance with regulatory requirements. Study documentation 
included all worl1books/worksheets/CRFs/signature pages, data correction forms, source 
documents, monitoring logs and appointment schedules, Sponsor/CRO-investigator 
correspondence, and regulatory documents (e.g., signed protocol and amendments, IEC 
correspondence and approval, approved and signed subject consent forms, clinical 
supplies receipts, and distribution records). 

5.7. Data Analysis and Statistical Methods 

5.7.1. Sample Size 

The sample size was calculated assuming 59% 14 efficacy of placebo in hemorrhoidal 
disease. The 20% superiority hypothesis was postulated for E. prostrata as compared to 
placebo. Under these assumptions, a sample size of 178 subjects in each arm yields 
90% power to conclude that E. prostrata is 20% superior to placebo. To evaluate the 
safety adequately 300 subjects in the test arm subjects were considered. Thus the total 
number of subjects required for this comparative evaluation has been calculated to be 
495 (Case: Control= 2:1). 

Regional Distribution: EU = 249; India= 246 

5.7.2. Analysis Populations 

The primary approach for efficacy and safety endpoints is based on a modified intent-to­
treat (mlTT) population, where all subjects who take at least one dose of study 
medication are included. For the analysis of efficacy data, a subject had to have a 
baseline value and at least one on treatment value to be included in the analysis. 
Efficacy analyses and superiority conclusions are based primarily on the mlTT 
population, following the conservative approach outlined in tho ICH guidelines on 
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statistical issues. Toward this end, the Last Observation Carried Forward (LOCF) rule is 
used to fill in missing values. Since an effective medication would tend to improve 
symptom scores, with full rather than partial treatment, substituting an earlier 
observation in place of the missing observation at the end of treatment would tend to 
understate its efficacy. Therefore, the LOCF method provides a conservative way of 
filling in missing values and avoids the potential bias created by excluding from the 
efficacy analysis subjects who drop out due to safety reasons or lack of efficacy. 

5.7.3. General Approach for Data Analysis 

Statistical analyses were performed after all patients ended their participation in the 
study and the database was locked. 

Continuous variables are summarized using descriptive statistics; (n, mean, standard 
deviation, median, minimum and maximum), while categorical variables are summarized 
as the number (and percentage) of patients in each category. 

For continuous variables, values at baseline and at the end of treatment are analyzed 
using 2-way analysis of variance (ANOVA) with treatment group and center as factors, 
while change from baseline to end of treatment is analyzed using 2-way analysis of 
covariance (ANCOVA) with treatment group, center, and baseline as factors. Categorical 
variables are analyzed using the Cochran-Mantel-Haenszel (CMH) test, adjusted for 
center effect. 

Statistical testing is two-sided and is based on the 5% significance level in accordance 
with standard practice. 

5.7.4. Analysis of Demographic and Baseline Characteristics 

Data on patient disposition (number of patients enrolled, number of withdrawals, and 
reasons for withdrawal) as well as the number of patients included in each population 
are appropriately summarized. 

Demography (age, sex, ethnic origin, height, weight and smoking status), and baseline 
characteristics (medical history, physical examination, and vital signs (blood pressure, 
pulse and body temperature), laboratory assessments, and ECG assessments), are 
appropriately summarized. 

5.7.5. Analysis of Efficacy 

Primary Efficacy Endpoint 

The primary efficacy endpoint is: 

• Proportion of subjects in each treatment group achieving cessation of per rectal 
bleeding as assessed by the subject at day 14 (cessation of per rectal bleeding 
defined as the maintenance of bleeding cessation for at least 3 continuous days after 
initial "cessation of bleeding") 

Panacea Biotec Ltd Page 31 of 66 



Clinical Trial Report Confidential 

Secondary Efficacy Endpoints 

The secondary efficacy endpoints are: 

• Proportion of subjects in each treatment group without recurrence of bleeding 
(recurrence of bleeding defined as any episode of bleeding after maintenance of 
bleeding cessation and before the end of 14 days post-treatment). 

• Change in the following symptoms, viz., pain, tenesmus, pruritus and anal discharge 
as assessed by the subject at day 14 (categorized as none, mild, moderate and 
severe) 

• Change in the following objective signs, viz., congestion, oedema, and exudation as 
assessed by the investigator at day 14 (categorized as absent or present) 

• Change in overall assessment of disease condition as assessed by the subject on a 
10 cm VAS at day 14 of therapy, wher 0 = Best Ever and 10 = Worst Ever 

The primary efficacy endpoint was evaluated using the 95% confidence interval (Cl) for 
the difference between the two treatment groups in the proportion of subjects achieving 
cessation of per rectal bleeding as assessed by the subject at day 14 of treatment. 

Additionally, logistic regression analysis with response (cessation of bleeding per rectum 
at the end of the study) as the dependent variable and potentially relevant factors such 
as treatment, region (EU/non-EU), age (patients aged 50 and older/ others), and gender 
as independent variables was performed. To explore whether treatment effects are 
consistent across different subgroups, treatment-by-factor interactions were evaluated in 
the logistic regression model for the primary efficacy endpoint in the modified ITT 
population. The subject characteristics and baseline covariates of interest in the logistic 
regression analysis were: 

o Study region (EU/non-EU) 
o Gender (female/male) 
o Age Category (patients aged 50 and older/others) 

To assess the effects of the above factors, the logistic regression model included 
treatment, covariate, and treatment-by-covariate interaction. 

The secondary efficacy endpoint pertaining to recurrence of bleeding was evaluated 
using the 95% Cl for the difference between the two treatment groups in the proportion 
of subjects without recurrence of bleeding. 

The secondary efficacy endpoints pertaining to change in symptoms (pain, tenesmus, 
pruritus and anal discharge) as assessed by the subject (categorized as none, mild, 
moderate and severe) at day 14 and change in objective signs (congestion, oedema, 
and exudation) as assessed by the investigator at day 14 (categorized as absent or 
present) were analysed by comparing the proportions of subjects in the two groups with 
improvement, no change, or worsening from baseline in each of these symptoms/signs 
at day 14, using the stratified CMH test (with centre as the stratification variable) based 
on ordinal data. 
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Change in overall assessment of disease condition as assessed on a 10 cm VAS at day 
14 was analysed using 2-way ANCOV A witl1 change from baseline as the dependent 
variable and treatment, centre, and baseline as independent variables. 

5.7.6. Analysis of Safety 

The safety endpoints are: 

• Incidences of clinical and laboratory AEs in each treatment group 

For each treatment, the incidences of all treatment emergent AEs was tabulated by 
System Organ Class (SOC) and Preferred Term (PT) (to which each AE was mapped, 
using MedDRA. Other information regarding AEs, such as intensity, seriousness, 
causality, and discontinuation due to AEs, were also tabulated by treatment. AEs that 
were reported more than once by a subject was counted only once for that subject at the 
maximum intensity. Prior, concomitant, and rescue medications were summarized by 
treatment. Summary statistics (number of cases and incidence rates) were presented 
within relevant subgroups for the primary safety endpoints. The proportions of subjects 
with clinical and laboratory AEs were compared using the Chi-square test or Fisher's 
exact test. 

5.7.7. Multiplicity 

Secondary analyses were used inferentially (i.e., their results contribute to the submitted 
evidence base) to support and help interpret the primary analyses. There is only one 
primary endpoint and thus there is no need for a p-value adjustment to maintain the 
same overall protection against false positive results. 

6. Study Population Results 

6.1. Patient Disposition 

6.1.1. Patients Randomized at Each Center 

550 patients were screened and 483 patients were randomized to one of two treatment 
groups in this study. Table 6.1 shows the distribution of patients across 26 centers, by 
treatment group. 

Table 6.1: Patients Randomized at Each Center (ITT Population) 

CENTRE .. 
EUPHORBIA I ;llLACEBP •Ci; .I. TPTA~,1 

(N:3t9L ··< I ... dN.s.16.41.~ c ,_,r-tN~~saJ.·-· 
B13 1 (0.3%) 1 1 (0.6%} ! 2 (0.4%} 
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CENTRE I EUPf'IQRBIA !>· PL.,,_CEBO . ,,,TOTAL,. 
(N =319) (N =164) IN=483\ 

G13 I 6(1,9%) ~:~-·· 3J1.8%) . 9(19'.leL I pi,j 
I 12 (3.8%) 6 (3.7%} ·····1····1_8_(3_.?_o/'.o) __ 

P15 18 (5.6%} ... .. . --~ __ (§/?''!<>) _____ g_?___(§:9%.) '"" 
P16 _1?(38'/o) r; (3JO/el I 18j3Jo/oJ .. 
P1i 18 (5.6%) 8 (4.9%) 26 (5-4%) 
P18 19 (6.0%) 9 (5.5%) 28 (5.8%) 
P19 5(1.6%) 3 (1.8%) 8 (1.7%) 
P20 2 (0.6%) 2 (1.2%) 4 (0.8%) 
P21 12 (3.8%) 6 (3.7%) 18 (3.7%) 
P23 1 (0.3%,} 0 (0.0%) 1 (0.2%) 
P27 0 (0.0%) 1 (0.6%) 1 (0.2%) 
P28 0 (0.0%) 1 (0.6%) 1 /0.2%) 

6.1.2. Study Completion and Drop-Out 

Table 6.2 summarizes information on drop-outs (defined as subjects who did not come 
back for the final visit as foreseen in the protocol). Of the 319 patients enrolled in the 
Euphorbia group, there were 8 (2.5%) drop-outs, and of the 164 patients enrolled in the 
Placebo group, there were 6 (3.7%) drop-outs. 

Table 6.2: Number of Subjects Enrolled, Completed, and Reasons for Drop-Out 

"••··.,·.•·••/•.··.·•\
1·•·•?··•<···.,:>iC/•··<)·.•>>'•··•·<•·•.·i•.>···•· .. T> . EUP,I:lQRBIA PLACEB.Q :::-:_: <-'- . •::") 'IN =319\, IN•= 164\ ,. 

NO. OF SUBJECTS ENROLLED 319 164 483 
NO. OF SUBJECTS DROPPED OUT 8 (2.5%) 613.7%) 14 (2.9%) 
NO. OF SUBJECTS COMPLETED 311 (97.5%) 158 196.3%) 469 /97.1%\ 
REASONS FOR DROP-OUT 

ADVERSE EVENT 4 1.3%) 1 0.6%) 5 (1.0%) 
FAILURE TO RETURN/ LOST TO FOLLOW UP 2 0.6%) 2 1.2%\ 410.8%\ 
VIOLATION OF SELECTION CRITERIA 2 0.6%) 2 1.2%) 4 (0.8%) 
WITHDREW CONSENT 0 0.0%} 1 0.6%) 1 (0.2%) 

6.2. Protocol Violations 

As shown in Table 6.2, 2 patients in the Euphorbia group and 2 patients in the Placebo 
group dropped out of the study, due to major protocol violations. 

6.3. Analysis Data Sets 

Analyses of demographics and other baseline characteristics as well as safety are 
performed for the total population. Table 6.3 presents the number patients in each 
analysis population, by treatment group. Efficacy analyses wore performed for the mlTT 
population, which is the same as the total population in this study. 

Table 6.3: Populations Analyzed 

,,.,,,-u-. '\•·./'·,.·,•.·· ... ·, ,.·.,.,.,·.· ', • EUPHORBIA, > · .. :· PLACEBO_ '·' > ,. TOTAL ··::..:"" 

TOTAL POPULATION 319 164 483 
SAFETY POPULATION 319 164 483 
ITT POPULATION 319 164 483 
mlTT POPULATION 319 164 483 
PER PROTOCOL POPULATION 311 156 467 

Panacea Blotec Ltd Pago 34 of 66 



Clinical Trial Report Confidential 

7. Demographic and Other Baseline Characteristics 

7.1 . Demographic Characteristics 

Table 7.1 summarizes the demographic characteristics of the total population of patients 
enrolled in the study. The demographic profiles of the two treatment groups were similar, 
with no significant difference between them with respect to gender, age, or weight. There 
was a preponderance of males in both groups. 

Table 7.1: Demographic Characteristics 

>>•·>•·.•····· · .. > :.:<':,/'- " ;-,,' ...... •'.•';•-;:-,:. .Ell!'l:iO.llBIA • •••·· P!.-ACEllQ .. ·,:.:-:..::-::.':''"•'·::. .. , 
.·::,_, .. _;-•, :\<::{::+. ···•.•!•• /( ... ·• .. ·.·•·· •···••1N,,319\ '1NS164) ···.··•·•• ... 

GENDER 
FEMALE 120 (37.6%) 51 (31.1%) 0.1563(a) 
MALE 1 __ 99_(~2 _4_½L. 113 (68.9%} _Q_._l ?_?._~ __ (Q). .. 
MEAN 40.3 40.9 

AGE (YEARS) 
SD 13.3 13.0 ... 0.6424 (c) MEDIAN 39.0 I 39.5 
RANGE 18 to 81 

• 
18 to 75 

MEAN 66.4 

I 
67.8 

WEIGHT(KG) 
SD 13.7 12 6_ ........... 0.1987 (c) MEDIAN 65 

I 
65 

RANGE 40 to 120 40 to 119 ! 

(a) P-Value using Cochran-Mantel-Haenszel test (b} P-Value using Chisq test 
(c) P-Values based on Two-Way Analysis of Variance (Regression model with treatment group and center as 

. fac_tors} _ 

7.2. Medical History 

Table 7.2 summarizes the number of subjects with significant and non-significant 
medical history for the total population, The two treatment groups were not significantly 
different with regard to medical history, with 20% and 23% of patients in these groups 
having had a significant medical history, 

Table 7.2: Medical History 

I EUPHORBIA l"L!ICE89 
~~~~~=~ .j. ,c.{l'lcs,e19) • ·1··· • (N -164) • +-'-'P~'~V•=lu=e'---' 

MEDICAL HISTORY 256 (80.3%) ,:126(768°/o) l. 0.3817 
STGNWICANT MEDICAL HISTORY 63 (19.7%) I 38 (23.2%) 
l.i~Va"iiJeS~usin Cochran-Mantel-Haenszel test 

8. Efficacy Analyses 

8.1. Primary Efficacy Endpoint 

Table 8.1 (a) summarizes for the mlTT population, the proportion of subjects in each 
treatment group achieving cessation of per rectal bleeding as assessed by the subject at 
day 14 (cessation of per rectal bleeding defined as the maintenance of bleeding 
cessation for at least 3 continuous days after initial "cessation of bleeding"). Tables 8.1 
(b) and 8.1 (c) summarize the same endpoint for patients in Europe and India, 
respectively. 

The data from patients in Europe showed that Euphorbia was significantly superior to 
Placebo with 88% of patients in the Euphorbia group and 77% of patients in the Placebo 
group reporting cessation of bleeding within 14 days after start of treatment. However, 
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the data from patients in India did not show a significant superiority of Euphorbia to 
Placebo, and had, in fact, a diluting effect on the overall results, which show a response 
rate of 79% of patients in the Euphorbia group and 74% in the Placebo group, with the 
difference being statistically not significant. 

Table 8.1 (a): Cessation of Bleeding 

H n (o/.) N n(%) 
DIFFERENCE. 

LL 
IN% -~-- -~ ---- ' ............... ············ 

SUBJECTS ACHIEVING 
319 

251 
164 121 (73.8%) 4.9 ·1.9 11.7 

CESSATION OF BLEEDING (78.7%) 

(a) P-Valu0 using Chi-square test (b) P-Value using Coct1ran-Mantel-Haenszel test 

Table 8.1 (b): Cessation of Bleeding (Europe) 

p!FFERENCE H\lflESPONSE.RAT.E TC!iit·:;::;:m 
•· .. EI.JPHORBIA' Pl.ACEBO ... ·.·· 

SUBJECTS ACHIEVING 
CESSATION OF BLEEDING 

N 

121 

n (%) 

107 
(88.4%) 

N n %) 

61 47 (77.0%) 

DIFFERENCE 
IN% 

11.4 

(a) P-Value using Chi-square test {b) P-Values using Cochran-Mante!-Haenszel test 

LL 

1.3 

Table 8.1(c): Cessation of Bleeding (India) 

95%CI 

UL 

21.4 

DIFfcEflENCEJN flESl'.ONSE RATE 
(EUPHORBl/1.•PLAC\oBO) 

SUBJECTS ACHIEVING 
CESSATION OF BLEEDING 

N n (%) N n (%) 

198 144 (72.7%) 103 74 (71.8%) 

DIFFERENCE 
1N% 

0.9 

(a) P-Value using Chi-square test {b) P-Values using Cochran-Mantel-Haenszel test 

8.2. Secondary Efficacy Analyses 

8.2.1. Recurrence of Bleeding 

95%Cf 

LL UL 

·8 9.8 

(a) 0.0446 
(bl 0.0452 

(a) 0.8709 
(b) 0.8711 

Table 8.2 (a) summarizes for the mlTT population, the proportion of subjects in each 
treatment group without recurrence of bleeding. Tables 8.2 (b) and 8.2 (c) summarize 
the same endpoint for patients in Europe and India, respectively. 

The data from patients in Europe showed that there was a substantially higher 
proportion of patients without recurrence of bleeding in the Euphorbia group, compared 
to the Placebo group, although the difference was not statistically significant. However, 
the data from patients in India and thereby the overall results showed similar proportions 
of patients without recurrence of bleeding in the two treatment groups. 
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Table 8.2 (a): Proportion of Patients without Recurrence of Bleeding 

N n (%) N n (%) 

SUBJECTS ACHIEVING 
CESSATION OF BLEEDING 251 218 (86.9%) 121 104 (86.0%) 

- ofi'fE!J~NCE IN RESPONSE RATE 
EUPHORBIA,; PLACEBO 

DIFFERENCE 
IN% 

0.9 

LL 

.5.4 

95% Cl 

UL 

7.2 

{a) P-Value using Chi-square test (b) P-Value using Cochran-Mantel-Haenszel test 

(a) 0.8111 
(b) 0.8114 

Table 8.2 (b): Proportion of Patients without Recurrence of Bleeding (Europe) 

PlfFERE.l'lC.E.JNfl.ES~()l'lSERATE 
EUPHORBIM.PLACEBO 

SUBJECTS ACHIEVING 
CESSATION OF BLEEDING 

N n (%) N n (%) 

107 89 (83.2%) 47 37 (78.7%) 

DIFFERENCE 
IN% 

4.5 

(a) P-Value using Chi-square test {b) P-Value using Cochran-Mantel-Haenszel test 

95 % Cl 

LL UL 

-7.0 15.9 

Table 8.2 (c): Proportion of Patients without Recurrence of Bleeding (India) 

.DIFFEllENCEJNR~.SJ:()tlSE•RATE 
EUPHORBIA' PlACEBO 

SUBJECTS ACHIEVING 
CESSATION OF BLEEDING 

N n (%) 

144 129 (89.6%) 

N 

74 

n (%) 

67 (90.5%) 

DIFFERENCE 
IN% 

·1 

(a) P-Value using Chi-square test (b) P-Value using Cochran-Mantel-Haenszel test 

8.2.2. Change in Symptoms 

95%CI 

LL UL 

-7.9 6.0 

Table 8.3 (a) summarizes for the mlTT population, the proportion of subjects in each 
treatment group experiencing improvement, no change, or worsening of symptoms. 
Tables 8.3 (b) and 8.3 (c) summarize the same endpoint for patients in Europe and 
India, respectively. There was no statistically significant difference between the two 
groups with regard to these proportions. 

Table 8.3 (a): Change from Baseline in Individual Symptom Assessments 

DISCHRG ~M6~~:~~~NT !ls I lH I ,2f3 ... L ~r~ I 0.1758 

TENESMOS 
i WORSENING ... 5 • .1.6 3 1.8 L .. 
I IMPROVEMENT .,,,,,,.,] ,,. 91 ' ... : 1-. ?_8.5 51, I"' 31.1 

]NO CHANGE I 221 ... 6.9.3.... 109 66.5 0.4123 
i WORSENING ______ [ 7 2.2 4 .... i 2.4 
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+50PttpRs1fj ··Ptl\ci;soc{> >1•-tri•\•--> I 
~-cc7:,r.Jrlc7ff1•~•• %-7.•;c,· ·c+-+c+-~n Jtt,".t1~4)-ts;. • .• -. ] P:\'~~~~\ 

P-Values using Cochran-Mante!-Haenszel· test based on ordinal data 
'Type defined as: Improvement-change from the baseline higher severity to lower severity 
No Ct1an e- same as baseline value; Worsenin -chan e from baseline lower severit to hi her severit 

Table 8.3 (b): Change from Baseline in Individual Symptom Assessments (Europe) 

PRURITLJS 

0.9045 

he1· severit 

Table 8.3 (c): Change from Baseline in Individual Symptom Assessments (India) 

EUPHORBIA - . PLACEBO - - --

- 'IBl-~d - -- - Ml! =ii£~1lf,,~j P-V e 
P}\fNYPTOW ~~~~~NT - 14~3.; ··;;~~---1 ·:-1 ·:~~; I ~793~ -

--------------------------------- ! WORSENING 1 0.5 0 .. 0.0 I 

PHURITUS ! IMPROVEMENT 39 19.7 23____ 22.3 j 
i NO CHANGE 157 79.3 - 7

2
8 --~----- 7

1
§_.

9
1__ __ 1 0.8851 

i WORSENING 2 1.0 __ _ _ 
DISCHRG I IMPROVEMENT _ 44 __ I 22.2 21 20.4 

l
-~%-~~-;-z-1i-a------· 1

1

-
1 ~~ --·-:l" --:?91:1::~ -)---- 802 -- -7o~!- 0.5677 

TENESMUS IMPROVEMENT - - 45 _ ! 22.7 I 28 l--_-.s."'7_°'.2-_-_-_-+---- I 

!~'ii~~~~I~~ I 1;1 i 71\i t 714 __ 1,1-r 0.1674 

P-Values using Cochran-Mantel-Haenszel test based on ordinal data 
'Type defined as: Improvement-change from the baseline t1igher severity to lower severity 
No Chan e- same as baseline value; Worsenin -chan e from baseline lower severit to hi her severit 

8.2.3. Change in Objective Sign Assessments 

Table 8.4 (a) summarizes for the mlTT population, the proportion of subjects in each 
treatment group experiencing improvement, no change, or worsening of objective signs. 

Tables 8.4 (b) and 8.4 (c) summarize the same endpoint for patients in Europe and 
India, respectively. The data from Europe showed a consistently higher proportion of 
patients in the Euphorbia group with improvement of objective signs, compared to the 
Placebo group, with the difference between the two groups being statistically significant 
for congestion and oedema. The Indian data and the overall data did not show a 
statistically significant difference between the two groups for any of the objective sign 
assessments. 
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Table 8.4 (a): Change from Baseline in Objective Sign Assessments 

I.? 
··.· ~~····· r~r,e~~:t~ <; ·····. ... ~ " ' .. / 

•·. •••• •··•···· • ••• ... ,µ •• 
I > ···• ,., .. 

.· .. ·•··· •..... •· 
' H T 37.9 ( S4F 

1 '" Q 105 64.0 0.3777 

I 
7 ?? 2 1.2 .. 

OEDEMA IMPRO 110 ,4.S ,., 31.7 
NO CHANGE , 

'" 110 67 .. 1 0.3328 
: WofisENiNG 01 2 1.2 

EXUDATION 7, e ,,. 15.2 I 
i-.:iri"CHAI\U,;1-

........ , ,..,······· " 
+ 

';8 84.1 l 0.4433 
1 OS 0.6 

P-Values using 1est uaseu on uru111a1 ua1a 
'Type defined as: Improvement-change frorn the baseline highe1· severity to lower severity 
No Chanqe- same as baseline value; Worseninq-chanqe from baseline lowe1· severity to hiqher severity 

Table 8.4 (b): Change from Baseline in Objective Sign Assessments (Europe) 

C/ci·.t .. T\.' ... ,, ... ,, .•. ,.,~if!} ••• .. ,•,:}: !~~, ........ ::,;:·.:,)(;;.)} .. "' ·~ • . , .. . 
SYl'TOM •• -TYPE'•• n ·-.'%: ,<··n· .% 

CONGESTION IMPROVEMENT 64 52.9 23 37.7 
0.0219 

NO CHANGE 57 47.1 38 62.3 
OEDEMA IMPROVEMENT 71 58.7 28 45.9 

NO CHANGE 49 40.5 32 52.5 0.0294 
WORSENING 1 0.8 1 1.6 

EXUDATION IMPROVEMENT 33 27.3 12 19.7 
NO CHANGE 88 72.7 48 78.7 0.1012 
WORSENING 0 0.0 1 1.6 

P-Values using Cochran-Mantel-Haenszel test based on ordinal data 
'Type defined as: Improvement-change from the baseline higher severlty to lower severity 
No Chanoe- same as baseline value; Worsenina-chanae from baseline lowH severitv to hioher severitv 

Table 8.4 (b): Change from Baseline in Objective Sign Assessments (India) 

.. · •·. ... < < • E1tt~~::A< .•·•·· /I ' i;~tcroit '·. ill t.Ji1.uE 
SYPTOM . ..r-.·:c-•.c..TYPE•.••. . .·,1 •~} '>.% .,J'J'•.<·.·· ... ·n•, •~i"•><-'-" .. ,°'1/,i-c-'---i 

~¢'.9N_G_~§.I_I_Q_N __ I-LMJg-sx~~gNr _____ - !, 1537_74 - l - ~~:~ ..... ·:-~ .. 11 . '"·., ~2l I --~t~ 
... Tw6RSENING ...... . . ·1···· 3" 1 9 
otbtMA I IMPROVEME ... N .... T.... 

1 
39 ····· 1/1 I 24 , 2:i 3 

i NO CHANGE 158 -· 79:8 . i .78 ·! .. if/T 
· ··· ···1woRSENING 1 I o.5 ! 1 -~1c".o:C--f-----1 

EXUDATION I IMPROVEMENT 21 ..... ··;•_··· 
8
1
8
0 .. 

9
6 L 

9
13

0
. ..1.2.6 

I NO CHANGE .. 1··- 176 _fff .. 4:. 

0.3953 

0.5117 

0.5642 
I WORSENING 1 I 0.5 I O 0.0 

P-Values using Cochran-Mantel-HaensZel tBsi b~ise"d on ordinal data 
'Type defined as: Improvement-change from the baseline higher severity to lower severity 
No Chanoe- same as baseline value; Worsenino-chanoe from baseline lower severitv to hioher severltv 
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8.2.4. Change in Overall Assessment of Efficacy 

Table 8.5 (a) summarizes change in overall assessment of efficacy, as assessed by the 
subject on a 10 cm VAS where 0 = Best Ever and 10 = Worst Ever. A negative change 
from baseline implies improvement in disease condition. Tables 8.5 (b) and 8.5 (c) 
summarize the same endpoint for patients in Europe and India, respectively. Based on 
the overall data as well data from India and Europe, the Euphorbia group showed better 
improvement, compared to Placebo, although the difference between the two groups 
was not statistically significant. 

Table 8.5 (a): Change in Overall Assessment of Efficacy on VAS Scale 

EUPHORBIA - PLACEBO I -0.1899 0_.2647 

Table 8.5 (b): Change in Overall Assessment of Efficacy on VAS Scale (Europe) 

Table 8.5 (b): Change in Overall Assessment of Efficacy on VAS Scale (India) 

8.2.5. Factors Affecting Cessation of Bleeding 

Table 8.6 summarizes the results of the logistic regression analysis with cessation of 
bleeding as the dependent variable. The treatment by region interaction term was 
bordering on significance (p = 0.0768), indicating that the treatment effect in Europe was 
different from that that seen in India. This was explicitly demonstrated by Tables 8.1 (b) 
and 8.1 (c), which showed that, in Europe, Euphorbia was significantly superior to 
Placebo with 88% of patients in the Euphorbia group and 77% of patients in the Placebo 
group reporting cessation of bleeding, while in India, the proportions of patients 
achieving cessation of bleeding in the two treatment groups were similar. 

The other factors, viz., gender and age category did not produce differential treatment 
effects. 

Table 8.6: Logistic Regression Analysis of the Primary Efficacy Endpoint 

,, ·.-> <·C-.--<:-:·:i:_:·_:J>/ ---- ,, ···• ,. ---.- ,_ PNALUE 
TREATMENT 0.6076 
REGION (Europe vs. India) 0.6930 
GENDER 0.4 758 

AGE CATEGORY (50 years or older vs. others) 0.3982 
TREATMENT BY REGION 0.0768 
TREATMENT BY GENDER 0.3643 
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9. Safety Analyses 

9.1. Extent of Exposure 

Table 9.1 summarizes the extent of exposure (number of subjects at each of the visits) 
for the total population. 99% of patients enrolled in the Euphorbia group and 96% of 
patients enrolled in the Placebo group completed the 14-day treatment period, as shown 
in Table 9.1 and also in Table 6.2. 

Table 9.1: Extent of Exposure 

tl~M?rt:"1193 Y~ kc,>,'.·. ,,.·/:,·~ .. 
'' >'.:' ,-,; v/./:.~ {:c·):'},::/J:\,: . 

· ·Comolefed ,. .. .. C ... .. 
0 Days, n (%) 319 (100.0%) 164 (100.0%) 483 (100.0%) 

7 Days: n (%) 313 (98.1%) 158 (96.3%) 471 (97.5%) 

14 Days: n (%) 311 (97.5%) 158 (96.3%) 469 (97.1%) 

9.2. Treatment Compliance 

Treatment compliance is summarized in Table 9.2 for total population. The two treatment 
groups were similar with regard to compliance, with at least 98% of patients in the 
Euphorbia group and 96% of patients in the Placebo group showing treatment 
compliance. 

Table 9.2: Study Medication Compliance 

,,,,,,··: ,..-·:;,•: .. :<;·':;::;·;-:>:-:!.>_i)_\,/,',",: ..... 'v'?'WC:i8~ ~" ,'•"., -:'< :,, ··,·•::"_::./,:: ;,·,·"'"',:'.""•"-. 

VISIT 2: N 319 164 483 

Compliant, n (%) 319 (I 00.0%) 164 (100.0%) 483 (100.0%) 

VISIT 3: N 313 158 471 

Compliant, n (%) 313 (98.1%) 158 (96,3%) 471 (97.5%) 

VISIT 4: N 311 158 469 

Compliant, n (%) 311 (97.5%) 158 (96.3%) 469 (97.1%) 

9.3. Safety Endpoints 

9.3.1. Adverse Events 

Table 9.3 summarizes treatment emergent AEs for each treatment group, by SOC and 
PT based on MedDRA 9.0. Table 9.4 provides an overall summary of seriousness, 
causality, and severity, while Tables 9.5 and 9.6 provide more specific summaries of 
drug related (definitely, probably, or possibly related) AEs and severe AEs, respectively. 
Serious AEs and withdrawals due to AEs are listed. 

As shown in Table 9.3, the incidence of AEs during the 14-day treatment period was 
fairly similar for the two treatment groups, with 24 (7.5%) patients in the Euphorbia group 
and 8 (4.9%) patients in the Placebo group reporting any AE. The difference in the 
incidence of AEs between the two groups was not statistically significant. There were 
two SAEs occurring in the Euphorbia group and no SAEs occurring in the Placebo 
group. Both SAEs were unlikely to be related to the study medication. One of the SAEs, 
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Hb value 5.8 g/dl, led to withdrawal of the patient from the study. The other SAE, 
gastroenteritis, was resolved with no sequelae. There were 4 patients in the Euphorbia 
group (including the patient who experienced an SAE} and one patient in the Placebo 
group who dropped out of the study due to AEs. 

There were 2 (0.6%} patients in the Euphorbia group and 1 (0.6%} patient in the Placebo 
group with severe AEs. There were 8 (2.5%} patients in the Euphorbia group and 2 
(1.2%} patients in the Placebo group with drug related (possibly and probably related} 
AEs. 

Table 9.3: Treatment Emergent Adverse Events 

INFECTIONS AND INFESTATIONS 

METABOLISM AND NUTRITION DISORDERS 

REHALAN6\JRfNARv.DiS6RDERS_ 

°F>~- Va"ii:ie··uiltl_g_ CC)Ch t'an-·r;ifaiitef}tae·n·s"z"eft'est: o.3223 
P.: __ Value us\~g ____ <::;_~!.:.~_9..!.~~st~:~0~.2~6~83, ______________________ _ 
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Table 9.4: Adverse Events: Seriousness, Intensity, and Causality 

:'ti?/-( '-': '•,·' :, ," ,._: ' •.· >:,·,,.,\:::-,:-:.•: .. :·:.::_:/·.:/> EUPl;tORBIA ·.• >Tl . >.l;?••·••t·· :.,,",', ', >:>· '· , .. : :.':.·':· ', ,': •<N:319) 
SERIOUSNESS SERIOUS 2 0.6% 0 0.0% 

NOT SERIOUS 22 6.9% 8 4.9% 
INTENSITY SEVERE 2 0.6% 1 0.6% 

MODERATE 9 2.9% 4 2.4%) 
MILD 13 4.1% 3 1.8% 

RELATIONSHIP POSSIBLE 6 1.9% 1 0.6% 
PROBABLE/UI\EL Y 2 0.6%, 1 0.6%\ 
UNLIKELY 14 4.4% 5 3.0% 
UNASSESABLEI 2 (0.6%) 1 (0.6%) 
UNCLASSIFIABLE 

Table 9.5: Drug Related Adverse Events 

_I_N[E'C'rli5NSANDINFESTAJ1O1':JS . /\NY.A.DVERSE EVENT D (D.0%1 1 10 6%1 

11'J\'E§Jl9i\TIQNS ....... ~~~E:DVERSE EVENT ~ )g~~:; I ~J~~~:l 
NERVOUS SYSTEM DISORDERS 

SI\IN AND SUBCUTANEOUS TISSUE 
DISORDERS 

..... T~~{~i;i~:;::ENT ;;::::: 1. ~::::; 
. BURNING SENSATION O (0.0%) 1 (0.6%) 
HEADACHE 1 (0.3%) 0 (0.0%) 
ANY ADVERSE EVENT 4 (1.2%) 0 (0.0%) 

ITCHING SCAR 
PRURITUS 
PRURITUS GENERALISED 
SI\IN lf1111TATION 

1 (0.3%) 
1 (0.3%) 
1 (0.3%) 
110.3%1 

0 (0.0%) 
0 (0.0%) 
0 (0.0%) 
0/0.0%) 

Table 9.6: Severe Adverse Events 
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Table 9.7: Listing of Serious Adverse Events 

SCREENING SITE TREATMENT EVENT START STOP INTENSITY CAUSALITY OUTCOME 
ID 

001 

008 

SCREE SITE 
NING ID NO. 

003 G10 

008 G13 

011 8'18 

016 P21 

004 P19 

NUMBER GROUP DATE DATE 

GASTROENTERITIS 
RESOLVED 

G10 EUPHORBIA 
PAT COLLAPSED 

19/01/2009 UNKNOWN SEVERE UNLIKELY WITH NO 
SEOUELAE 

Gl3 EUPI-IORBIA I-lb VALUE 5.8 G/DL UNKNOWN UNKNOWN UNI\NOWN UNLIKELY UNKNOWN 

Table 9.8: Listing of Adverse Events Leading to Withdrawal 

TREATMENT EVENT START STOP SERIOU INTENSITY CAUSALITY 
GROUP DATE DATE SNESS 

EUPHORBIA PRURITUS OF THE 29/01/200 
UNKNOWN NO MODERATE POSSIBLE 

WHOLE BODY 9 
EUPHORBIA Hb VALUE 5.8 G/DL Unknown UNKNOWN YES UNKNOWN UNLIKELY 

EUPHORBIA TRENI< UPPER AND 04/02/200 
UNKNOWN NO MODERATE POSSIBLE 

LOWER LIMBS 9 

NO UREA SINCE 19/11 /200 PROBABLE/LI EUPHORBIA 
19.11.2009 9 

25/11/2009 NO MOD ERA Tic KELY 

21/03/200 PROBABLE/LI PLACEBO DIARRHOEA.NAUSEA 
9 

24/03/2009 NO MODERATE 
KELY 

9.3.2. Laboratory Assessments 

Tables 9.9 and 9.1 O summarize change in laboratory parameters from baseline to end of 
treatment and to end of follow-up, respectively. Laboratory assessments at baseline and 
at the end of treatment are summarized in supplementary tables. 

There was a statistically significant difference between the two groups with respect to 
change in platelet count from baseline to end of treatment. However, this was caused by 
a significant decrease in platelet count from baseline to end of treatment in the placebo 
group, and thus was not an AE attributable to Euphorbia. Also, there was a statistically 
significant difference between the two groups with respect to change in lymphocytes 
from baseline to end of treatment and to end of follow-up. However, change in 
lymphocytes from baseline to end of treatment or to end of follow-up was not significant 
within the Euphorbia group, and the difference between the two groups was caused by a 
significant increase from baseline in lymphocytes in the Placebo group, and thus was not 
an AE attributable to Euphorbia. For all other laboratory parameters, there was no 
statistically significant difference between the two groups. 

Tale 9.9: Laboratory Assessments: Change from Baseline to End of Treatment 

EUPHORBIA PLACEBO I P'V ALUE 
HEMOGLQBIN{Hb)(MCJ/DL) 

-0.1 -0.2 
(10,2,0,1) (c0,4,0,1) 

--F· 0.4607 

1.47 1.63 
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HEUTROPHl[SJo/o) 

LYMPH<JCYTES(%) 

EC)SINOPHILS (%) 

Confidential 

.. •·!· •· ·. EUPHORBIA PLACEBO 
..... ·;MEDIAN 0.0 0.0 

·· h~Af-iGE -5.6 to 4.8 -5.7_ t~ 5.1 
"'"}.;j "·'·· 303 156 

155 
·0.0 

... (:03,0}). 
_2.07 

0.0 
-9.0 to 9 

1.53 
·0.0 

.. (:0,3, 0,3) 
1.83 
0.0 

. RANGE __ ·1_4__!_Q_]__ -5.Q tq 10 
BASOPHILS(%) ·· rff .. .. 299 151 
f-------------,lc:--Mc'. °E~A-cN~-~--~o~.~1---+-- o.o 

95% Cl IQ,9,Q,2L . (:0,1,Q_,2). 
SD 0.87 1.06 

I P•VALUE 

i 
I 

0.2345 

I. 
I 
! 
I 
• 

0.0056 

I 0.0366 

0.2377 

10,593{ 

I 
'························· 

L 
0.6356 

1·------- ....... .. 
--i 

RANGE -55 to 61 i -33 to 25 
ALKALINE PHosrHATiisE /U/[1 iN 298 1 158 I 

, ............................................................................................. _ .... ! ,{(::N-+--l~-4~2~~:~i~oB~I)_· ·_···_·+·.:,:--1~·3~2~~1 :~}~·2~)--+I, ._._o._.3-37_0_. -, 

iRANGE ... i. -14010110 .-}.}.5~.t.9.--~-~----- ------------------
1 N 1 ................... JQ_:f':_· .. ····----"··j---- _1 ~? .. . 

~~--1-~s;~~1 ~-:-~1.:El .. -------~t-·:· ----:-·cq_:~:'.~tAf-········ .. ···· ··· Tso . 1.. .... 5,70 , 5.34 
r-i\:.,'e"6iil."N 0.4 ___ o.o 

---j"i=UffiC}E' -23 to 19 

BL<JOD UREA.((MG/DL) 

' 
-13 to 18 

6.7463. 
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SD 16.97 15.33 
MEDIAN 1--- 1.0 ...... 0.0 ' 

··":·. f!f'NGE . -- ... --- .. -- --7,0_ to. 6~-
SERUMCHOLESTEROL(MG/DL) N 301 

MEAN 

-48 to <14.3 
156 

-1.9 -1.7 0.596?_ .... 
95% Cl {:.~'.Q_, __ --1..:?) (:!5.:.? 1 1.8) ··-· ·so ······· 21.49 .22.01__ 

································ 1iMEolAN --f-l--~o~.-so~··············· 1 o.o 
..... !}~ANGE ! ___ -_1)$_!092 -851077.4 

I ·-········· 

QT (MIN) IN I 303 155 

, ............. -.... --····•····.•··.•····•·.·.••···•···•···•··.•··.·.•·•·••••·IWs~~~'··-····--J!~··--1.-o,~g·,611 1og,601 1 o.
6982 

=1:1-.. --~-.:~j~~~i-.-~-J
5 

__ , ~:!!;, : . 0.8132 

· _ [MEDii\N r o.o oo 
I RANGE · -3.0 to 3.5 -2.0 to 5 

P-values based on two_-1Nay_A_N_C_O_V_A _________ _ 

Table 9.10: Laboratory Assessments: Change from Baseline to End of Follow-up 

' 

EOSINOPHILS (o/,)~--
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BASOPHILS (o/e) ____ _ 

.MONOCYTES ('/,)_ 

LYMPOCYTES ('1/,) 
0.0466 

sLoop UREA.(MG/6Lj 

BT(MINJ. 
[MEAN , 

:···:···:··i.:~~-"1J~-o/<-,_c_1 ~!---
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. . .. EUPHORBIA • I. 
TMEDIAN I 0.0 
i RANGE i -2.8 to 3.1 

P-values basedontwo:way ANC()VA 

9.4. Physical Examination Results 

PLACEBO 
. o,o 

-2.7 to 3 

There were no patients in either of the two groups with abnormal findings. 

9.5. Vital Signs 

! P-VALUE 

Tables 9.11 shows no significant difference between the two treatment groups with 
respect to change from baseline to end of treatment for pulse rate, respiratory rate, 
blood pressure or temperature. Vital signs at baseline and at the end of treatment are 
summarized in supplementary tables. 

Table 9.11: Vital Signs: Change from Baseline to End of Treatment 

PU_Lf,E. R_A_TI::. (~e;:it~/IJl,i.,nJ 

0.7175 

0.5458 

0.9092 

9.6. Concomitant Medications 

As shown in Table 9.13 summarizing intake of concomitant medications, the two 
treatment groups were similar with regard to intake of concomitant medications, with 63 
(19.7%) patients in the Euphorbia group and 38 (23.2%) patients in the Placebo group 
taking concomitant medications. Most of these medications were being taken before the 
start of the study and were continued during the study. Magnesium hydroxide was the 
most common concomitant medication, with 23 (7.2%) patients in the Euphorbia group 
and 9 (5.5%) patients in the Placebo group taking this medication. 
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Table 9.12: Summary of Concomitant Medications 

LITHIUM O 1 f0.6% \ 
LOSARTAN 0 1 (Q.6°/,) 
MAGNE_SIUM HYDROXIDE \I _______ _23(7._2'/o)__ i 9 (5.5%) 
MESALAZINE e.--~O 1 I0,6o/,J 
MEfF6RMIN --- - -- -- -- -- -- -- - -- f L 2(063/,) 1 (0 6%) ___ _ 

MET6rfi6C6C _4(L3¾) 5(39°1,1 
NORETHISTERONE 1 (0,3°/e) 0 
N6(YET CODED 4J1 3°/,J__ 1(0.6'/o) 
N'iSTATIN --------- - 1 (0,3%) O 
OMErni\zbCE 2 (0,6%) j o 
PANTOPRAZOLE__ I __ o l 1 10.6%, ------

.E.ARQ_0_E::TJ.NE __ J,, L(Q_'._'1%)_ "l._. o 
PERINDOPRIL - I ---- 2 (0,6%) -_1~(~0°"6~'/o7J-I 
POTASSIUM ----,j __ 1_ 103%) __ 1(06'/o) 
PROPRANOL~o7L___ - o L(0,6'/oJ 
RAMIPRIL=~------------------- ----- i fjos';,j 1(06%) 

SIMVASTATIN i 1 10 3°1,\ o 
-TELMISARTAN 
THYROID 
·rn1111vfC1NbU5NE -

1 O. Discussion and Conclusions 

i 
1 (0.3%) 

0 
0 

The present trial was designed to assess the efficacy and safety of E. prostrata Dry 
Extract tablets for the treatment of haemorrhoids, in a double-blind, randomized, 
placebo-controlled, multicentre study. 

The data from patients in Europe showed that Euphorbia was significantly superior to 
Placebo with 88% of patients in the Euphorbia group and 77% of patients in the Placebo 
group reporting cessation of bleeding within 14 days after start of treatment. However, 
the data from patients in India did not show a significant superiority of Euphorbia to 
Placebo, and had, in fact, a diluting effect on the overall results, which show a response 
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rate of 79% of patients in the Euphorbia group and 74% in the Placebo group, with the 
difference being statistically not significant. 

The secondary efficacy results were consistent with the primary efficacy results. The 
primary efficacy results were supported by the secondary efficacy results for Europe, 
while the secondary efficacy results for India failed to demonstrate superiority of 
Euphorbia. The data from patients in Europe showed that there was a substantially 
higher proportion of patients without recurrence of bleeding in the Euphorbia group, 
compared to the Placebo group, although the difference was not statistically significant. 
However, the data from patients in India and thereby the overall results showed similar 
proportions of patients without recurrence of bleeding in the two treatment groups. 

The data from Europe showed a consistently higher proportion of patients in the 
Euphorbia group with improvement of objective signs, compared to the Placebo group, 
with the difference between the two groups being statistically significant for congestion 
and oedema. The Indian data and the overall data did not show a statistically significant 
difference between the two groups for any of the objective sign assessments. 

For the overall assessment of efficacy, based on the combined data as well as data from 
India and data from Europe, the Euphorbia group showed better improvement, 
compared to Placebo, although the difference between the two groups was not 
statistically significant. 

In a regression analysis with cessation of bleeding as the dependent variable and region 
(Europe vs. India), gender, and age category as factors, the treatment by region 
interaction term was bordering on significance (p = 0.0768), indicating that the treatment 
effect in Europe was different from that seen in India. This confirmed the primary efficacy 
results, which showed t11at, in Europe, Euphorbia was significantly superior to Placebo, 
while in India, the proportions of patients achieving cessation of bleeding in the two 
treatment groups were similar. 

The incidence of AEs during the 14-day treatment period was comparable for the two 
treatment groups, with 24 (7.5%) patients in the Euphorbia group and 8 (4.9%) patients 
in the Placebo group reporting any AE. The difference in the incidence of AEs between 
the two groups was not statistically significant. There were two SAEs occurring in the 
Euphorbia group and no SAEs occurring in the Placebo group. Both SAEs were unlikely 
to be related to the study medication. One of the SAEs, Hb value 5.8 g/dl, led to 
withdrawal of the patient from the study. The other SAE, gastroenteristis, was resolved 
with no sequelae. There were 4 patients in the Euphorbia group (including the patient 
who experienced an SAE) and one patient in the Placebo group who dropped out of the 
study due to AEs. 

There were 2 (0.6%) patients in the Euphorbia group and 1 (0.6%) patient in the Placebo 
group with severe AEs. There were 8 (2.5%) patients in the Euphorbia group and 2 
(1.2%) patients in the Placebo group with drug related (possibly and probably related) 
AEs. 

There was a statistically significant difference between the two groups with respect to 
change in platelet count from baseline to end of treatment. However, this was caused by 
a significant decrease in platelet count from baseline to end of treatment in the placebo 
group, and tl1us was not an adverse effect attributable to Euphorbia. Also, there was a 
statistically significant difference between the two groups with respect to change in 
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lymphocytes from baseline to end of treatment and to end of follow-up. However, change 
in lymphocytes from baseline to end of treatment or to end of follow-up was not 
significant within the Euphorbia group, and the difference between the two groups was 
caused by a significant increase from baseline in lymphocytes in the Placebo group, and 
thus was not an adverse effect attributable to Euphorbia. For all other laboratory 
parameters, there was no statistically significant difference between the two groups. 

There was no significant difference between the two treatment groups with respect to 
change from baseline to end of treatment for pulse rate, respiratory rate, blood pressure 
or temperature. 

The different efficacy results seen in the Phase Ill clinical trial are possibly attributable to 
regional/ethnic factors such as differences in lifestyle, eating habits and socio-cultural 
practices of Indian and European patients. 

It is well known that vascular diseases such as haemorrhoids are most prevalent in 
economically developed countries while they are almost unknown in tribal communities, 
where the influence ef Western culture is absent or limited. In geographies where 
Western dietary customs have been adopted, for example, in urban Africa, there is an 
increasing incidence of such diseases. In India, Pakistan, and the Middle East, the 
situation is midway between that of Africa and developed countries. It has been 
postulated that refining of carbohydrates, which is characteristic of Western civilization 
leads to fibre deficiency and the resulting constipation is believed to contribute to the 
pathogenesis of hemorrhoids. Haemorrhoids are also epidemiologically closely related to 
a number of diseases characteristic of economic development. These include such non­
infective diseases of the bowel as appendicitis, cancer, polyps, and diverticular disease, 
and also apparently unrelated conditions like obesity, diabetes, atherosclerosis, 
cholecystitis, 1·1iatus hernia, and femoral hernia. In less developed and developing 
societies such as India, where the adoption of Western dietary customs has not been 
widespread, low consumption of refined sugar and vegetarian diet with roughage cause 
less chance of developing hemorrhoids. The eating of large amounts of roughage leads 
to large, soft faeces, reducing constipation and requiring less straining for excretion.16 

In addition to the dietary factors outlined above, another change brought about by 
Western industrialisation has been the posture for defaecation. The traditional posture of 
squatting remains the method used by most of the Indian population. In contrast, the use 
of the pedestal toilet is well and truly entrenched in Europe. It has been reported that 
partial straightening of the anorectal angle during squatting reduces the pressure 
required for defaecation and a hips-flexed position has been recommended for 
defaecation to help treat constipation and prevent haemorrhoids. 17 It is possible that the 
social custom of squatting during defecation, which is widely practiced by Indian 
population, may have a contributing role in the efficacy differences seen in Indian and 
European patients. 

Although the high placebo effect (74%) in the Phase Ill clinical trial against the 
assumption of 59% reported efficacy of placebo in hemorrhoidal disease had a diluting 
effect on the overall results, the test product met the target efficacy of 79%. 

In summary, the results of this study show that Euphorbia is safe and effective in the 
treatment of 1 ° and 2° internal haemorrhoids. 
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813 __ 004 

B15~001 

816 ... .01 6 

818 .. _055 

SUPPLEMENTARY TABLES 

Supplementary Table 1: Subjects Withdrawn from the Study 

PLACEBO Violation of selection criteria at 
entry-specify 

Patient came late one week for fifth visit 

·p1s··!;"G6i:··sc·ieOilfriQ .. \/a'ii:i.G"was round ·to--be··o1.1fai(ie."r'0i'0i0·n·c;-e. 
range so he was withdrew from study & asked to stop medication 

B24 __ 023 EUPHORBiA 
I --c~_&_re_t_L_J_rr} ___ t[}_E) ___ ~-~-f!l.E: __ _Qt}_.Y.4.: .. 1_4_~--i,y_§_§: __ fl_Q_t ___ i_:,_~ __ L/_Q5,l __ Qi_?,ry__g9i:Q __ _ 

· ·Eii!i:;i_i_:f9::r_~_t_u_;:ri?!9_S.f 1g ___ 1C>.1_1g~---~P 
B24 __ 027 PLACEBO Withdrew consent . L 
G10 003 EUPHORBIA 

#~fl~;~l~~~t~f~~61:ii
1

:6:lb0~~ ••--j 

G13 __ 004 e-~P~L~ACEBO .... 
1 

C3I3_005 .i .. _PLACEBO . i 
Adverse event - f---------------------... G1_3 008 .. EUPHORBIA __ . 

Vl"Of3i"i"Of1--0(S.CfoCiTOil·C-ii0rla··at·· 
_8-1_1_try::,pe_qi_fy_ 

P17 __ 002 EUPHORBIA Inclusion Cl"iteria no 2 

P19 004 PLACEBO Adverse event 
Adverse ... GVGnt 

Supplementary Table 2: Protocol Deviations 

SCREENING lD"L'TREATMENT GROUP; >STUDY-'STATUS> •·••· ; •;••·;•:•••· ?+.;;;.·•>•.;<REASON••••?••.·•· ;/};•·.;: 
PAfiENTCAMELATEONE WEEK FOR r'iFTiT .• 

VISIT 
B16_448 I EUPHO~~I~---·· NOT COMPLETED 

TREATMENT 
EUPHOR8IA l(N = 
319 

Supplementary Table 3: Physical Examination Results at Baseline 
(Summary of Abnormal Findings) 

B.ODYSYSTEM 

EAR.NOSE & THROAT 
.GENERiii: .. APPEAFiAi-JcE·· 
ifE_Al.l,N[ck··&·T11'1Rolo 
RESPIHATORY SYSTEM 

lcUP!:IClRBIA 
(N£319) 

Supplementary Table 4: Summary of Medical History 

SCREEtJING 
ID 

815_005 

815 007 ' 815 BLEEDING rEifRECTlJM 

STATDATE .•I STATDATE 
! PAST 
! ONGOING 
I ONGOING 
' . ! 

s1s 012 I sis· 1 sLEED1NcirEfii1Ecft.iM I uK10112009 · ·- iukJ01i20os · , PREvIous 

--------:~~~ ~!; 1~:~~ : ~~t~~~~~y l<OCHS=~----
I ~~;~~;~~~~ ,8~;~~;~~~~ +~~gtI§~g 

l--------c....-~8~1·5~·~0~50'------' 81·5 )"JAUNDICE,,,, i UK/UK/2002 ····-- i Ul<IUK/2002 i PREVIOUS 
B20 002 ' 820 I GASTRITIS !1ilhi/206s !, 1ahii20os ONGOING 
B20-004 f B20 !VASCULAR liEAD ACHE 12/03/200_9 i 12/03/2009 ONGOING 

-----+! ~s=2_~2.~0'"'0=3-_...,.! 022 TGASTRIT1s 2s10112009 ··;2s16i12oos PREVIQUS 
j G10 001 G10 fPSGRiASfS UK/UK/1974 . UK/Ul<l1974 ONGOING 

""i:f10-6o2 G10 ·1 HYPERTENSION Ul<(U_15'i1_2ccoc-95C-_-__ -+, i-:ui-i1<CCIUC:-l<~/2c'occoc"c5---+1-'co:-CNccGocOoclicN~G 
• i GASTRITIS UK/Ul<l2006 . 'Ui<it.ifii2ob6 . . ·_ j ONGOING 

q10_003. ·j --G·1··0 i""i~'VPERTE1':fS[oN .... i"1-2h07fo99 . -·. ]jjl5Q/_1j_-~}(. i__Q_tj_Q_Q_\t:l.Q __ _ 
j STRU~i/\ ! 16/07/2002 ! 16/07/2002 ; ONGOING 
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TREATMENT j
5@1~~IN,Gl>sJTE I 01ld~b~1s •. <,? (? < ~TAfr>ATF/ sr)\t[)J,TE ,i ()tt@~a 

I HYPERLIPEMIA 17/07/.20.0.2.... 17/07/2002 ! ONGOING 
I l .. wA·· Ps

0
-oPsLTEExocHODROSE 0210312004. 02/0812004 , ONGOING 

--+.--------'- • 10/10/200.5 10/10/2005 '1' PfjE\ilQUS 

I 
I STENOSE ANTINTERMA I UK/10/2007 UkiioifooT ONGOING 

.. COVONARY HEAT DES EASE ! 29/11/2007 I 22,82/1·0121//22.000078.. (o)NNGGOOII.NNGG. 
>--------i G10~Q95 G10 SP~ENOMEGALY ,i.??!.Q.gL?.0,c0~8--r=c'c-"c=-c~--,-cc---

·1,_ ---·--+----+=U~R=O=L~IT=H=IA=S=l~S • 18/12/2008 ! 18/12/2008 ONGOING 
SLATE AFTER RENACcolii:i 18/12/2008. ! 18/12/2008 PREVIOUS 
NYPERLIPEMIA • 03/07/2008 To3/07/2008 ONGOING 

...... g;g:§~i I mg lt~~~~~l!t:N li!rnliii ,m~~H~~ ! g~ig:~i 
----·• G10_012 I G10 i!t!~t2g~ ;~;g~;~gg~ 11;;;g~;~gg~ ONGOING 

§10_013 G10 HYPERTENSION loNGOING 
BACK PAIN CH RON . ·· 1 i ONGOING 
UTENUS POL yp . ········· ~ .. K/.Q6/2.o.o.9.... UK/06/2009 • 

G10 HWS·SYNDROME ........... 04/03/.19.9.7... '"0~4~/0=3~/1=9=97~--+lo=·····~NG=····=occiN~Gc...i .. 
STRUMA UK/Ul<l2004. . I UK/Ul<l2004 i ONGOING 

-----.l--i _ _,=~~~-·-p=~~~~~=~-~-~-IT_U_L_O_X _______ .. -..... ' 5~?Jk~~g~4 .··rnu?J~~gg~~ 1g2gg:Ng 
G10 020 I Gio s1fJUs1Y1st1iooN 1oiio§i2Doi.; 101109cc1'::'2o"oc;s~.-.-.. - 11c"oc-N~G"o"1~N"o-1 

>---------t-G-1 o"_-co-"'20-3-•1-G"'1ccoc-+Lc-S.Tcc ... Rc'UccM"' .. 'c'A.=. ~~~--------· 101</0i</fogj IUkiUi<ii 997 jONGQING 

: I I ~b§i~~LdV1~~1
1
f11NE . ····.·1 E:Sff~;~gg~ rn~;~~~gg~ .. I ~~~~~~s 

. Gii_)ili ! G11 . ·1VM.AI .. LfA.MRQT{Hl.,RROu····sMGMIOS) I I ONGOING 
, 7 .I i 6~-iGbiNCI 
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!---------+-,, - ! .+-lA-cRccTicl.:,lR+-OciPcilc'AccTc'HccY==~------ ,Di<lukhiiiis Ul<IUl<l1998 ONGOING 
' ----+-- ·: URTICIARIA CHRONICA TUK/06/2008 Ul<I06/2008 ONGOING 
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Supplementary Table 5: Vital Signs at Baseline 

pLJ[§f'j'j)(TE (beats/min) 

Panacea Biotec Ltd 

! 
I P-VAlUE 

·1-~--, I 0.3226 

0.6363 _ ... 

0,6309 
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Supplementary Table 6 (a): Vital Signs at the End of Treatment 

MEDIAN 76.0 78.0 
I RANGE... 58.0 lo 96.0 60.Q~92 0 I 

0.6672 

Dlll!lIOLICBP(mmHg) 0.5283 

TEMPERATUREJC) MEAN 3.6,7 j 36.7 
I 95% Cl (313.6, 36.71 I 136.6, 313jj 

1-------··_··_· ··_···_·-:_-::_-::_-::_-::__·_····+-I ~"'o"°Ei'cDcclAccN~+~cc'-~"'6
2
"';=~1 ~6

3
~ 

RANGE 35.8 to 37.6 i 35.8 to 37.6 

0.8003 

MISSING 9 6 

Supplementary Table 6 (b): Vital Signs at the End of Follow-up 

SYSTOLIC BP (mmHa) ____ +I ~~-
I
s_s_i_N_G_IC----~3~~

2
~7----ll .1 ~ 7 j 0. 1568 

........... 8 .. 2.8~--+----
1 MEDIAN I 120.0 ,~~~1~20~.~0~c-1----I 

. i RANGE 1· ]_0_._Q ___ tg_J?,9,,Q..... i04.0 to 150.0 

· iM1ss1NCJ ··· 12 --1--~7~--r~==-I 
·~I.A§.t:9fi.¢) .. P ___ (,rri,r,D.ti9) ___ -jl N .1.. 307 I_ 157 0.6034 

1 MEAN 77.o 77.3 I ........... . 
I 95% Cl (763, 77,7) i .. (713},_783) .[ ____ 

1 rso §.:.?.§.. . .. §A§ 1 

i'K~fDiJliN ..... ?.9.:9__ 80.0 ·1 
-- I RANGE 60.0 to 96.0 .i 58.0 to 92,:Q,. ! 

!1v11ss1NG 12 J 7 
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Supplementary Table 7: Laboratory Assessments at Baseline 

' 

' 

SGOT(AST)(UIL) 

Panacea Biotec Ltd 

isti i 

-
---------,!-cM"'E~D~IA~N--~,II 

RANGE 
N 
MEAN 
95%CI 

··· s6 

(240.5, 253) 

56.813218 
240 

(108,473) 
318 

25.6983 
(24?f2666) 

8.7506126 

(235.4, 

??.~_:_?). 
_ .0)_.{) __ 1_.Qf).?_8 I··· 

238.5 
·xrn·Fi._{:3-f?f·:-

I... 1_6.t 
25.32238 

(24.06, 
?_§_._§§)._ 

8.162569 
I MEDIAN 24.35 I 25.55 

0.9188 

0.6478 

0.7073 
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SERUM C:f!EAi'iNINEiMGibl.j 

.N.E .. UTROPfU[S(o/,) 

RANDOM BLbbb sUGARiMGIDL\ 

SERUM CHOLESTEROL (MGIDL) 

CT (MIN) 

Panacea Biotcc Ltd 

Confidential 

N 
MEAN 
ilS0i~--ci" 

SD 

5 
318 

93.52186 

(58.82, 
62,0,1J_,.__ ___ , 

10.2572,4, 

6,c.2_-'--············ 
(18, 78) 

3 

0.2859 

0,48iff 
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-~~ ..... ---•=~=~~=~~ EUPHORBIA Pt•AcEBO P-VALUE 
I MEAN 5 799712 . - 5.888634 I 
1
1 

__ ~-~o/~,,ri_ _(§/>_(3_~_. ___ (3_._Q_~_n n•ftfo ___ B 21· ?f ~r __ _ 
, SD _ 20737268 j 2.11'fo973 i 

························································------+-:! M~ED=IA~N~---1 6 I 6 

URINE MICROSCOPY 

URINE PREGNANCY TEST (FEMALE) 

URINE PREGNANCY RESULT 

! RANGE (014,112) r·xo,14,112Lj__ ___ , 
MISSING 7 3 
ABNORMAL 8 (2.5%) 2 (1.2%) 0.4922 
NORMAL 309 (96.9%) 162 (98.8%) 
NOT DONE 1 (0.3%) 0 
DONE 98 (30.7%) 39 (23.8%) 0.1000 
NOT DONE 217 (68.0%) 124 (75.6%) 
NEGATIVE 90 (28.2%) 37 (22.6%) 0.5392 
MISSING 8 (2.5%) 2 (1.2%) 

Supplementary Table 8 (a): Laboratory Assessments at the End of Treatment 

HEf,1()<lL()Bl~(Hb) (MG/DL) 

PLAT.ELET cciOfif(ff-io07Mt\13J• 

SC,PT(ALT) (Ullj 
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' 

' 

' 

~' ":'-: :·_.-._::::~ .·.· rss<ifci 
·1so············· 
l111Er511\N 
I RANGE . 

.. IMlssTNG 
N 

·------------- ME~N. 
95%CI 

SERUM CREATlt,ll~E(r.lG/DL) 

95%CI 

EUPHORBIA 
{9467, 105) 

2.325806 ""' 

(2.033, 
. 2619) 

___ 1AH~?.<3_?? ___ .... 
2 

, (0, 11) 
9 

157 
0.879055 0.868_02_5___ ----

. (0.857, (0.839, 

0.9981 

0.5570 

0.901 0.897) 

-------------~~~~T~i:~IAN 0.190~~6~1 _0 _ _._1_t5:~-~§_;5 ___ I······················· I 

LYMPHOCYTES{°!,,) 

i RANGE (QJ,j _ _. __ ~f _(0.08,71.36)_ l,···. 
TMiSS"iNG . 12 __ 

--- ------ l--N- 307 158 .. 
~M~E~A~N~----+~3~2,-'. 7c'9cc2~1~8-(-- 33.49051 

--- 95% Cl (32.06, (32.25, 

0.3082 

3_3.52) '.34 _ _. 7_))_ 
----------- so -; 6.4772758 7.8980_5_9 

·················· MEDIAN J 32 32.65 

____________ ·_········r·ciFf:CA:CNC:GC:Ecc-__ +-~f_1 __ ? _ _._,:i_, ___ ?_1)--~- (1 __ ? _ _.} 1 __ §_5) ___ _ 
MISSING I 12 6 ______ N ___ .,,..... ]' 307 157 

---,c,M=E=A=Ncc----+~2c-.7~1~3~68=1~1 2512]39 1----, 
95% Cl (2.414, 1 (2.095, 2.93) 1 

3.0141 I ! 
SD 
MEDIAN ...................................................................................................... +R~A~NC:GccE~--r 

. MISSING . .. . N 
.................... --- MEAN 

------------ 9-50;,;·c:1 

fl/\NQQM BLOODSUGAR(MGi6Lj 

2.6716146. 
2 

(0, 11) 
12 

306 
59.55425 

95% Cl I ~;;:; 
SD "- L.. 0.2722069 
MEDIAN 0.7 
RANGE (0,06,2,57) 

2.6467136 i __ _ 
2 

.(0,)1) 
7 

158 

155 

0.8173 

0.4242 

0.8485 
0.690387 ---· ___ -........ .......... I 

(0.656, 
_Q_.72_5)_ 

0.2164018 
.OJ 

(0 02, 163) 

Panacea Biotec Ltd Pago 63 of 66 



Clinical Trial Report Confidential 

BTJMIN) 

CT(MINJ 

URINE MICROSCOPY 0.2661 
i NORMAL 297 (93.1%) I 153 193.3'%) i 

i NOT DONE 1 (0.3%) 2 (1.2%) i 
URINE PREGNANCY TEST (FEMALE) I DONE 73 (22.9%) 33120.1''¼\ i 0.5149 

i NOT DONE ! 235 (73.7%) 124 175.6%1 I 

URINE PREGNANCY RESULT I NEGATIVE I 64 (20.1%) 32 /19.5%1 I 0.1007 
MISSING I 1013.1%\ I 1 !o.G¾l I 

Supplementary Table 8 (b): Laboratory Assessments at the End of Follow-up 

~~2~~2~22lce=-~ec,.~--'--'--===cµE-.,U,,:P-"H~O:,,R°'B"IA'+-'p"-'·L,,:ACEBO PN LUE N 301 157 ..... 0.7821 

BASOPHILS (%) 

Panacea Biotec Ltd 

. I MEAN .. 1}.13}28~ i 13.6707 
1
1 
ilso/.c1 113.48, i, 113.45, 13.89) 

13.79 
I SO 1.3838646 

. I MEDIAN 13.8 
i RANGE .. - ! __ (?_._~_, __ 1_?_:?)_ 
1 MISSING 18 
'N 
MEAN 
95%CI 

,SD 
..... MEDIAN 

RANGE 
MISSING ff . 

-:-ri.H~ii}i 
95%CI 

301 
7.22289 
(7,051, 
_?:39_5) 

1.5190931 
. ··1··· 7.35 

(168, 13) 
. i __ 18 

295 
0.250169 

(0.147, 
0.353 

13.9 
8.5, 16.9 

7 
157 

---[~ 7.063885 I 
! (6.812, 7.315) 

1.5951347 
7 

(26,127) 
7 

153 

9-.J.Gff~.~--------J __ 
(0.097, 0.227) i 

_9.1_8_5_(3.067 
25 

110,771 .. T 

0.2966 

0.2471 

0.3029 

Pago 64 of 66 



Clinical Tria! Report 

' 

' 

' 

' 

' 
' 

SGPT(ALT) (U/L) 

NEUTROPHILS (o/o) 

SERUMCHOLESTERQL(MG/D_L) 

Panacea Biotec Ltd 

Confidential 

156 0.5643 
2.196154 

(1 .966, 2.426) 

Pago 65 of 66 



Clinical Trial Report Confidential 

__ cJEUPHORBl,'\J,J'L_IICEBO P-VALUE 
I RANciir- I 198, 3221 1 160.69, 
' ! 274.13) 

'==~=====~~-----ii-c'Mc-lS~S~l~NG=···· __ .. I 17 ' 8 ... 
rnTAL s1uRus1N 1r.191t>LJ ____ _,i..,,~~-E~A~N~--··· I oii;

85 
1 

0 7
~~;

73 
I o.9855 

1 ···················•······································································•······•···· • 1 95% c1 I 10.101: l1o&§iiois6fl 

BT(MIN) 

I . . 

' 

' 

URINE MICROSCOPY 

URINE PREGNANCY TEST !FEMALE) 

URINE PREGNANCY RESULT 

Panacea Biotcc Ltd 

r o.775) I . 
SD . j 0.2913~~~ .. 0.2764056 I 

jRANGE 
I MISSING 
i ABNORMAL 
I NORMAL 
I NOT DONE 
DONE 
NOT DONE 
NEGATIVE 
MISSING 

.... 

' I 
I 
I 

2.0492014 
6 

{Q,._J.1.! ___ 1 _ _Q :.?). 
18 

5 (1.6%) 
298 (93.4%) 

210.6%1 
67 (21.0%) 

232 (72.7%) 
62 (19.4%) 

5 

i 
2.155772 

6 
_{Q_, __ 1 __ §/ _ _J _ _Q_._?)_ 

' 7 
1 (0.6%) 

156 (95.1%} I 
0 I 

28 (17.1%) I 
126 176.8%1 I 
28 (17.1%) I 

0 

................ 

············ 

0.3953 

0.2958 

0.1396 

Pago 66 of 66 


	Table of Contents
	CLINICAL TRIAL REPORT
	A double-blind, randomized, placebo-controlled, multicentre study to assess theefficacy and safety of Euphorbia prostrata Dry Extract tablets in patients of 1o and2o internal haemorrhoids
	REPORT APPROVAL SHEET
	SYNOPSIS
	LIST OF ABBREVIATIONS
	TABLE OF CONTENTS
	REPORT TABLES
	SUPPLEMENTARY TABLES
	1. Ethics
	2. Investigators and Administrative Structure
	3. Introduction
	4. Study Objectives
	5. Design and Conduct of Study
	6. Study Population Results
	7. Demographic and Other Baseline Characteristics
	8. Efficacy Analyses
	9. Safety Analyses
	10. Discussion and Conclusions
	11 . References




