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Title:

Randomized, Quadruple-blind, Placebo-controlled, Clinical Trial to determine the effects of
Coffee (caffeine) supplementation on Hepatic Steatosis and Fibrosis in Metabolic dysfunction-
associated Steatotic Liver Disease(MASLD)

Objective

Primary Objective:
e To assess the effect of coffee (caffeine) supplementation on hepatic steatosis and
fibrosis in NAFLD patients measured by CAP score using Fibro scan and Hepatic
fibrosis measured by TE using Fibro scan and FIB-4 score

Secondary Objectives:
e To assess changes in liver enzymes (ALT, AST, GGT) with caffeine supplementation.
e To assess the impact on metabolic markers(HbAIC, lipid profile, BMI).
e To assess potential side effects of caffeine supplementation.

Study design

Randomized, Quadruple blinded, Placebo-controlled

Study setting

Gastroenterology Clinic, University Medical Unit, Colombo North Teaching Hospital, Ragama,
Sri Lanka.

Study population

Patients attending the clinic

Definition of

Caffeine supplementation in the form of a 400 mg caffeine capsule taken orally once daily for 6

6. | intervention/main, months.
exposure variable| The control group will receive a placebo capsule identical in appearance.
Is the reduction in hepatic steatosis and fibrosis in non-alcoholic fatty liver disease (NAFLD)
7 Definition of patients which is measured by Liver stiffness measurement (LSM) via Fibro scan, Controlled

primary outcome

attenuation parameter (CAP) scores via Fibro scan and FIB-4 score calculation. All comparisons
will be from baseline to week 24.

Sample size

110 participants

Data collection
method

It would be conducted by two MBBS-qualified researchers trained in the study protocol.
Interviewer-administered questionnaires will collect demographic and clinical data.
Case Report Forms (CRFs) will document medical history, anthropometric measurements,
clinical findings and investigation findings.
Monthly follow-ups will include:

e Physical exams, monitoring of adherence, side effects, and lifestyle factors (diet,

exercise, alcohol intake)

In 3 months and 6 months

e Blood investigations, fibro scan and US scan findings

10.

Proposed data
analysis

Data will be analyzed using SPSS software version 21

11,

Main ethical
issues

Informed consent: Obtained twice (for eligibility and enrollment).

Confidentiality: Participants' personal data will be anonymized.

Risk-benefit balance: Potential side effects of caffeine (e.g., palpitations, insomnia, high blood
pressure) will be monitored.

Adverse events reporting: Participants can report symptoms anytime, and serious adverse
events will be immediately reported to relevant authorities.
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1. Introduction and Literature Review
Non-alcoholic fatty liver disease (NAFLD) is an increasingly prevalent clinical disorder and a
public health concern, significantly contributing to the global burden of chronic liver disease(1).
It has emerged as the leading cause of chronic liver disease worldwide and is associated with

serious complications, including fibrosis, cirrhosis, and hepatocellular carcinoma (HCC)(2).

NAFLD is characterized by abnormal lipid deposition in the liver and is diagnosed when hepatic
steatosis is present in >5% of hepatocytes, as confirmed by liver biopsy, without secondary
causes of liver injury or excessive alcohol intake(3). It has also been strongly associated with
metabolic disorders such as type 2 diabetes mellitus, obesity, and insulin resistance and has the
potential to progress to non-alcoholic steatohepatitis (NASH), fibrosis, cirrhosis, and ultimately

HCC, increasing both morbidity and mortality among affected individuals(2,3).

The pathogenesis of NAFLD and its progression to NASH is complex and not yet fully
understood, but it is widely recognized as a two-step process. The first step involves hepatic fat
accumulation (steatosis), where lipid deposition in hepatocytes occurs due to increased fat
synthesis, decreased lipid export, and impaired mitochondrial function. The second step consists
of cellular and molecular changes leading to inflammation and fibrosis, driven by the oxidation
of fatty acids, which induces oxidative stress and triggers cytokine-mediated injury, immune
system dysregulation, mitochondrial dysfunction, lipotoxicity, and chronic inflammation. These
mechanisms contribute to the progression from NAFLD to advanced fibrosis(4,5). Both genetic

predisposition and environmental factors influence disease progression(6).

It affects nearly 38% of the global population, and its prevalence is increasing—particularly
among younger individuals who are being exposed to risk factors such as poor dietary habits,
sedentary lifestyles, and obesity at an earlier age(7). In addition, improving socioeconomic status
in low-income regions has led to an increased availability of calorie-dense, unhealthy foods,
further exacerbating the rise in NAFLD cases(8). This prevalence also parallels the increasing
incidence of cirrhosis, cirrhotic complications, and HCC, which adds to the global healthcare

burden(9).



Randomized, Quadruple-blind, Placebo-controlled, Clinical Trial to determine the effects of Coffee (caffeine)
supplementation on Hepatic Steatosis and Fibrosis in Metabolic dysfunction-associated Steatotic Liver
Disease(MASLD)Version 1.

28.02.2025

1.1. Benefits of Caffeine to health

Coffee is one of the most widely consumed beverages worldwide and has been associated with
numerous health benefits, including a reduced risk of type 2 diabetes, Parkinson’s disease,
prostate cancer, hepatitis C, and HCC(10,11,12). Large-scale epidemiological studies have
shown that increased coffee consumption is linked to a modest reduction in all-cause

mortality(13).

1.2. Supplementation of Caffeine in Liver conditions

Specifically, coffee has demonstrated beneficial effects on liver-related conditions. Regular
coffee consumption has been linked to a reduced risk of cirrhosis and chronic liver disease, a
lower severity of viral liver diseases (e.g., hepatitis C) and decreased levels of liver enzymes

(ALT, GGT, bilirubin), indicating improved liver function(14,15).

These protective mechanisms of coffee are thought to stem from its antioxidant, anti-
inflammatory, and anti-adipogenic properties(16). Coffee consumption has been associated with
reduced production of reactive oxygen species (ROS), inflammatory cytokines (TNF-a, TGF-f),
and oxidative stress, thereby protecting hepatocytes from damage(17). It has also been associated
with the inhibition of hepatic stellate cell activation, thereby reducing liver fibrosis(18) .
Moreover chlorogenic acids, which is a constituent of coffee, also improve glucose metabolism,

reduce insulin resistance, and help mitigate the risk of NAFLD progression(19).

Several studies have suggested an inverse relationship between coffee consumption and NAFLD
prevalence and severity. A study reported that individuals who drank coffee regularly had a 29%
reduced risk of developing NAFLD and a 30% lower risk of liver fibrosis in NAFLD patients
compared to non-coffee drinkers(20,21). Experimental studies have also shown that coffee
upregulates mitochondrial and endoplasmic reticulum (ER) chaperone proteins, such as glucose-
related protein 78 (GRP78), which modulates ER homeostasis and prevents metabolic stress-
induced liver injury(22). Coffee’s polyphenols, which have a structure similar to silymarin (a
known hepatoprotective compound), can increase the production of antioxidant proteins such as

periredoxin-1 (PRDX-1), which helps counteract oxidative damage in hepatocytes(23).
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Additionally, non-caffeine components of coffee, such as cafestol, kahweol, and chlorogenic
acid, have been shown to reduce triglyceride and cholesterol deposition in hepatocytes. And

prevent hepatocellular carcinoma development(24).

Studies have been done to identify the type of coffee that provide beneficial effect. Anty et al.
found that regular filtered coffee, but not espresso coffee, was associated with a lower level of
fibrosis(25). This is supported by numerous studies that have shown a hepatoprotective role for
filtered coffee, while unfiltered coffee may be potentially harmful(25). Differences in preparation
methods certainly result in differences in the composition of coffee, with chlorogenic acids being
better preserved in filtered coffee compared with espresso coffee, but filtering coffee also

removes the beneficial cafestol and kahweol.

While numerous epidemiological and observational studies have suggested that coffee may
reduce the risk of NAFLD and fibrosis progression(26,27), these findings are limited by their
inability to establish causality. The optimal dose and formulation of coffee for therapeutic
benefits remain unknown. Furthermore, the ideal amount of coffee needed to maximize liver
health benefits, the role of additives (milk, sugar, water) in influencing coffee’s bioactive
properties, the potential adverse effects or contraindications in specific populations (e.g.,

pregnant women, individuals with cardiovascular conditions) have yet to be identified.
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2. Hypothesis, Objectives, OQutcomes and End points
2.1. Hypothesis:

¢ Null Hypothesis: Coffee (caffeine) supplementation has no effect on hepatic steatosis and

fibrosis in NAFLD patients.

e Alternative Hypothesis: Coffee (caffeine) supplementation reduces hepatic steatosis and

fibrosis in NAFLD patients.

2.2. Objectives:

Primary Objective:

e To assess the effect of coffee (caffeine) supplementation on hepatic steatosis and fibrosis
in NAFLD patients measured by CAP score using Fibro scan and Hepatic fibrosis

measured by TE using Fibro scan and FIB-4 scores
Secondary Objectives:

e To assess changes in liver enzymes (ALT, AST, GGT) with caffeine supplementation.
e To assess the impact on metabolic markers(HbAIC, lipid profile, BMI).

e To assess potential side effects of caffeine supplementation.

2.3. The Outcomes:
e Primary Outcome
The primary outcome is to compare the reduction of Hepatic steatosis measured by CAP
score using Fibro scan and Hepatic fibrosis measured by TE using Fibro scan and FIB-4
scores
e Secondary Outcome

The secondary outcome is to compare the reduction of AST and ALT levels

10
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2.4. End Points:

Primary endpoints

1. Reduction in Liver stiffness measurement (LSM) as determined by fibroscan of liver from
baseline to week 24.

2. Reduction in Hepatic steatosis with controlled attenuation parameter (CAP) as determined
by fibroscan from baseline to week 24.

3. Reduction in Fib-4 score as determined by calculation from baseline to week 24.

Secondary endpoints

1. Reduction in Anthropometric parameters: waist circumference, weight and body mass
index (BMI) from baseline to week 24.

2. Reduction in levels of Aspartate Transaminase (AST), Alanine Transaminase (ALT) and
Gamma Glutamyl Transpeptidase (GGT) from baseline to week 24.

3. Reduction in fatty liver index (FLI) from baseline to week 24.

Exploratory endpoints

1. Changes in Lipid profile as determined by total cholesterol (TC), triglycerides (TG), high
density lipoproteins (HDL) and low-density lipoproteins (LDL) from baseline to week 24.

2. Changes in Metabolic parameters: (FBS) and (HbA1c) from baseline to week 24.

3. Changes in Beta cell function using HOMA-IR from baseline to week 24.

11
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3Justification
Given that NAFLD currently has no FDA-approved pharmacological treatment, there is an
urgent need for safe, cost-effective, and accessible interventions. A well-designed RCT is
essential to establish a causal relationship between coffee consumption and liver health.,
determine whether coffee can be an effective dietary intervention for NAFLD management. If
proven effective, this could serve as a simple, affordable, and widely accepted dietary
intervention for NAFLD management. Given its accessibility and tolerability, incorporating
coffee into clinical guidelines could provide a practical solution to help mitigate the economic
and healthcare burden of NAFLD. Thus, the aim of our study is to prove that coffee is a safe and
effective dietary intervention for managing NAFLD, with the goal of providing evidence that

could shape future guidelines.

3.1.  Justification for Use of Placebo:
The use of a placebo is necessary to control the psychological effects of caffeine
supplementation, ensuring that observed effects were solely due to the active
ingredient. By employing a Quadruple-blind design, the placebo also would
help eliminate bias.

3.2. Justification for Using Biological Samples:
Biological samples are essential for objectively assessing the physiological
effects of caffeine supplementation. They provide measurable biomarkers,
reducing reliance on self-reported data and enhances the study’s accuracy and

reliability.

12
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4. Study Method, Patient Recruitment, Data collection
4.1. Study Design:

This study will be a randomized, quadruple-blinded, placebo-controlled trial with parallel-group

allocation

4.2. Study Duration:

Six months.

4.3. Study Setting and Population:

The study will be conducted at the Gastroenterology Clinic, University Medical Unit, Colombo
North Teaching Hospital, Ragama, Sri Lanka. Participant recruitment and follow-up will be done
at this venue. Medical investigations and scanning will be done at the Colomb North Teaching
Hospital, Ragama which has a SLAB accredited laboratory and a calibrated liver fibro scan. All

patients with ultrasonically proven fatty liver disease will be recruited for the study.

4.3.1. Inclusion Criteria
e Both male and non-pregnant, non-lactating female patients aged 18 - 65 years who provide
written informed consent before starting the study
e Patient diagnosed with type 2 diabetes based on American Diabetes Association (ADA)
definition or who only take oral antidiabetic drug.
e CAP score >263
e Fulfilling 2/3 USS criteria for fatty liver

4.3.2. Exclusion Criteria
e History of unsafe alcohol consumption
e Other liver disease (chronic viral/autoimmune/hereditary)
e Use of steatogenic medications
e History of drug dependence
e Body mass index (BMI) >35 kg/m2

13
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e A restrictive diet or weight change > 5 kg during the 3 months prior to study

e Pregnancy or lactation

e Patients with sensitivity to caffeine intake

e Patients with symptomatic ischaemic heart disease, arrythmia’s

e Any condition that, in the opinion of the clinician, would contraindicate the patient’s

participation.

4.4. Sample Size Calculation and Statistics:

Sample size(n)
n = oc2(Zo/2+ZB)2/delta
where,

e Z0/2=1.96 (for a = 0.05, two-tailed test)
o 7B=0.84Z {\beta} =0.84Zp=0.84 (for 80% power)
e o=5\sigma = 50=5 (Standard Deviation)

e A=3\Delta = 3A=3 (Expected Mean Difference)
Calculation,

n=(3)22%(5)2x(1.96+0.84)2
n=2x25%(2.8)29
n=43.56=44

Adjusting for Dropout (20%)
N final=441-0.20=440.80=55
Final Sample Size
e 55 participants per group

o Total: 110 participants (both groups combined)

14
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4.5. Participant recruitment
e Participants will be recruited on a voluntary basis after obtaining informed written consent
from patients with NAFLD by one of the investigators.
Patient Selection: Screening and eligibility assessment

e Advertisement about the details of the study and contact number of PI will display in all
three languages (Sinhala/English/Tamil)at the Liver Clinic of Gastroenterology &
Hepatology Department at CNTH-Ragama . Volunteering participants will contact PI and
they will asked to come to Faculty medicine, University of Kelaniya, and they will
approach by a trained medically qualified research assistant. First, the patients will be
provided detailed information about the study and will be given an opportunity to discuss
their concerns/questions in their preferred language (Sinhala/English/Tamil) with the
medical investigator.

e Once the patient is satisfied with the information given, he/she will be screened for
eligibility to participate in the trial. Informed written consent will be obtained from all
patients with ultrasonically proven fatty liver disease for the eligibility assessment.

e All consenting patient’s eligibility assessment for inclusion and exclusion criteria will be
recorded in CRF by RA and reviewed by medical investigator in the team.

e Patients complied with inclusion exclusion criteria will be recruited to study and patients
who are not eligible will be directed to Liver Clinic of Gastroenterology & Hepatology

Department at CNTH-Ragama to receive standard care of treatment.

4.6. Data collection:

o Data collection will be done by a two MBBS qualified graduates, who can converse in
Sinhala, English and Tamil and are trained by the consultant hepatologist.

e An interviewer administered questionnaire will be used to record basic demographic
details of the patient in addition to the data on clinical features. Patient identification data

is collected for the purpose of tracing the patient in an adverse event or a medical

15
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emergency. However, personal identification will not be used in the database, and the
serial numbers will be used instead of names.
Data collection will be done using a Case Report Form developed by the investigators.
During each monthly visit, investigators will query regarding any adverse effects. Patients
will also undergo clinical examination on visits.
History
A detailed clinical history will be taken regarding the basic demographic details such as
age, gender marital status, selected socioeconomic variables, relevant family history,
relevant past medical history, drug history, allergic history and consumption of alcohol

and tobacco will be recorded in CRF

Anthropometric measurements

Height, weight and waist circumference will be measured, and BMI will be calculated.
All anthropometric measurements will be made by trained personnel. This will be done

to check the eligibility for the study, at baseline and each monthly follow up visit.

Clinical examination

Seated blood pressure is to be recorded on two occasions after at least a 10-min rest. A
full physical examination will include head, ears, eyes, nose, mouth, skin, heart and lung
examinations, lymph nodes, gastrointestinal, musculoskeletal, and neurological systems.
This will do for checking the eligibility to the study, at baseline and each monthly follow

up visit.

Laboratory investigations

Serum fasting plasma glucose, Lipid profile, Liver enzymes will be done to assess the
baseline fasting blood glucose for recruitment into the study to comply with inclusion
criteria. Serum HCG will be tested for female participants to exclude pregnancy.

Abdomen ultrasound scan will be performed to assess eligibility to the study.

16
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o After recruitment baseline testing will be done for HbAlc,serum Insulin level, fasting

plasma glucose, Lipid profile, Liver enzymes. Serum creatinine, full blood count, serum

electrolytes and urine analysis will be done for safety assessments.

Ultrasound and Fibro scan

o At the baseline Ultrasound scan will be performed to confirm the diagnosis of NAFLD.

After recruitment at the baseline and at the end of six months a fibro scan will be done to

assess the efficacy parameters. The ultrasound and fibro scan will be done at North

Colombo Teaching hospital

Collection of blood samples

o Table 1 summarizes the blood sample collection. The investigations will be done at the

North Colombo Teaching hospital which is an accredited laboratory. These tests are

required to assess the efficacy and safety of the medications in an objective manner.

Table 1: Summary of Blood Sample Collection

Day Blood Investigations
volume
Enrolment 6 ml FBS, Liver profile
Lipid profile, Serum HCG (Female participants
only)
Allocation Visit - Beginning of 1% | 6 ml FBS
Month
on Serum HbAlc

Fasting serum insulin

17
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Lipid profile, Liver profile, Total bilirubin
Serum creatinine
FBC

Serum electrolytes

3" month and 6" month

6 ml

FBS

Serum HbAlc

Fasting serum insulin

Lipid profile, Liver profile, Total bilirubin
Serum creatinine

FBC

Serum electrolytes

4.7. Randomization, blinding and code breaking

This 1s a Quadruple-blind study and either the Participant, Care Provider, Investigator, Outcomes

Assessor will be aware of treatment assignments prior to the final database locks at the conclusion

of the study.

Computer-generated random numbers will be used for randomization. Both caffeine tablets and

placebo tablets will be packed into identical white HDPE (High Density Polyethylene) plastic

bottles numbered from 1 to 110 by a pharmacist or an independent third party. according to the list

of computer-generated random numbers. After packing each bottle according to this list with either

Caffeine tablets or placebo tablets, the list will be placed in a sealed envelope until completion of

the trial. The label of each bottle will indicate only the patient’s random number and the direction

18
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for taking the tablets. This number will be clearly noted on each patient’s CRF forms and tablets
would be provided hence.

The caffeine and placebo tablets will be manufactured in identical shape and size and will be film
coated to give the same appearance.

Bottles containing 60 caffeine tablets will be issued on day of allocation and will contain
medication required for 30 days. The packed and sealed bottles will be stored at the University of
Kelaniya, Faculty of Medicine, under recommended storage conditions specified by the
manufacturer and kept under lock and key and released in small batches to be given to patients.
Therefore, all investigators and patients will be blinded.

The codes can be accessed any time and in the event of a Serious Adverse Effect(SAE) or a Serious
Adverse Reaction(SAR) the code of that patient will be broken. All eligible participants are

randomly assigned to the two groups according to patient recruitment order.

4.8. Data analysis:
Data will be analyzed using SPSS software version 21. Baseline patient characteristics will be
described using descriptive statistics. Continuous variables will be expressed using mean and
standard deviation or median with range depending on the distribution of data. Categorical
variables will be expressed using frequency and percentage. Primary analysis will be done using a
modified intention to treat (mITT) analysis where only subjects with at least one follows up
assessment done will be included in the analysis.
Mean change in CAP score and LSM from baseline to 6 months will be compared between the 2
groups (Caffeine tablets vs placebo) using Independent T test or Mann Whitney U test depending
on the distribution of data. For the secondary endpoints continuous variables will be compared
using Independent T test or Mann Whitney U test and categorical variables will be compared using
Chi square test. Repeated measures ANOVA will be used for analysis of change in variables from
baseline till end of study. P value less than 0.05 will be considered statistically significant.
Safety outcomes will be described using descriptive statistics. For patients who were lost to follow
up, the last available value will be used for analysis.

Safety and adverse event data analysis
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Vital sign measurements and laboratory biochemical test data will be presented as mean and

standard deviation.

A listing of all adverse events by participants including % of participants who experienced adverse
events will be presented. This list will include adverse event (actual term and preferred term), event
start and end dates, category as per the ICH Topic E 2 A Clinical Safety Data Management:
Definitions and Standards for Expedited Reporting,relationship to study drug/procedure,

seriousness, and outcome.
Procedures for Reporting any Deviation(s) from the Original Statistical Plan

Deviations from the original statistical plan are unlikely. However, should they occur, then
approval for such changes will be sought from the ERC and these changes will be reported in the

final report and papers.

4.9. Data/Sample storage and disposal
Data will be entered and saved in a dedicated computer with password protection. Hard copy of
data will be stored in a secure place and accessible only to investigators. Samples of blood of
volunteers after testing would be stored in a secure facility, under suitable conditions during
storage. Samples will be disposed of immediately after completion of the study publication. No

samples would be used for any analysis other than the ones stipulated in the study proposal.

4.10. Dissemination of results
Results will be disseminated widely through peer reviewed scientific communications and
publications in indexed journals. Dissemination and presentation of results will be done

irrespective of the positive or negative nature of results.
Sharing data with study participant

The results of this study will be shared with the volunteer participants after completion of the study,
by the investigators at an open forum, without compromising confidentiality or identity of the

participant.
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5. Intervention, Monitoring of compliance to treatment
Caffeine tablets and placebo tablets required for the trial would be sourced from Nutricost, a U.S.-
based company that specializes in high-quality dietary supplements. Nutricost products are
manufactured in GMP-compliant facilities and undergo third-party testing to ensure purity and
consistency. The caffeine tablets specifically contain caffeine anhydrous, a dehydrated form of
caffeine that provides a standardized and effective dosage and placebo are manufactured using

starch ensuring that it is inert and does not affect the study’s outcomes.

The study groups will receive one bottle on the day of allocation, and it will contain either caffeine
tablets or placebo required for a month. The test group will receive the caffeine tablet while the
control group will receive the placebo .Tablet bottles will be issued to participants according to

their random number mentioned in the Case Report Form (CRF).

Patients will be asked to take the medication every day after dinner. Recommended dose and
directions for use will be given verbally when dispensing the tablet pack, and written instructions
will be clearly mentioned on the label of the bottle in Sinhala, Tamil and English. The patients will
be asked to take the tablets home. At each monthly visit, the participants will be asked to bring
tablet bottles with balance tablets, to count at the monthly visit to assess compliance. The required

tablets for next month will be issued during this visit.

Participants who have < 80% compliance will be re-educated on the importance of daily
administration of investigational product, as much as possible: with the overall aim to maintain >

80% compliance over the study period.

5.1. Lifestyle modification and standard care during the study
period
There is currently no approved pharmacological treatment which can reverse NAFLD or control
disease progression. Hence current treatment strategies are focused on lifestyle modifications. All
patients in the two groups will receive standard diet modification and exercise and physical activity

recommendations according to Clinical Practice Guidelines developed by Sri Lanka College of
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Endocrinologists, Sri Lanka society of Gastroenterology, 2019. However, management of
comorbid conditions such as diabetes and hypertension will be as per routine hospital practice
based on guidelines. If patients are already on pharmacological treatment for NAFLD, such

patients will not be recruited to study.

Before recruitment all participants will be made aware of the required lifestyle modification during

the study period as per standard management schedule.

5.2. Dietary measurements
All patients will be instructed on a balanced diet, including decreased intake of saturated and trans
fats and increased intake of fiber. In overweight patients, dietary intervention will focus on a
calorie restricted diet, attained over a 6-month period. The calorie-restricted diets will be planned
to create a deficit of 500- 1000 kcal/day and will be individualized for each study subject. A
culturally validated Food Frequency Questionnaire (FFQ) will be used to obtain habitual intake of
calories, macronutrients and micronutrients. This will be assessed monthly to monitor dietary

measurements of participants.

Medical RA will meet individual patients for counselling on dietary intervention. All patients are
asked to maintain food logs and ask to bring it on follow up visits and food logs will be reviewed

monthly, and diet plans will be adjusted as needed.
Dietary measurements will be monitored at the baseline and during each follow up monthly visits.

5.3. Physical activity
Physical activity will be evaluated by using the International Physical Activity Questionnaire
(IPAQ) short Version, which is a user-friendly measurement tool that comprises of 7 questions that
considers the level of physical activity in the past 7 days. This will be assessed monthly to monitor
the physical activity of participants. Moderate-intensity exercise for 30 — 60 minutes (ex: 30

minutes of walking/day) on 3—-5 days per week is recommended during the study period.
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5.4. Alcohol consumption
Intake of alcohol is not recommended and if consumed should not exceed the limit mentioned in
exclusion criteria 20 g/day for women and 30g/day for men > 2 units alcohol/day for women and

>3 units for men during the study period.

The Alcohol Use Disorders Identification Test (AUDIT) is a 10-item screening tool developed by
the World Health Organization (WHO) to assess alcohol consumption, drinking behaviors, and
alcohol-related problems. This is validated questionnaire and Sinhala and Tamil translations are
freely available to use. Frequency of alcohol consumption will be assessed monthly using AUDIT

questionnaire in all patients.

5.5. Follow up assessment
The recruited patients will be advised to come for monthly assessments and will be asked to attend
the nearest hospital, if they develop any complications and inform the study team of such

incidence.

The degree of adherence to prescribed lifestyle changes and diet will be recorded at the baseline
and monthly follow-up visits. Physical activity and alcohol consumption will also be monitored at

the baseline and monthly follow-up visits.

Anthropometric measurements, physical examination and vital sign measurements (BP, HR, RR
etc..) will be monitored at the baseline and each monthly visit. Details on concomitant medications

will be recorded in monthly visits.

Liver profile, Lipid profile, Full blood count, Serum creatinine, fasting blood glucose, HbAlc,
serum insulin, serum electrolytes and urine analysis and serum insulin will be investigated at the

baseline, at 3 months and 6 months.
Fibro scan will be done at the baseline and after 6 months at the completion of the study.

The details of items which will be measured on every visit are described in Table 2.
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Enrolment | Allocation Subsequent visits
1
TIME POINT 0 1% 2nd 3rd 4th 5th 6
mont | mont | month | mont | month | mont
h h h h
ENROLMENT
Eligibility screen X
Informed consent X
Allocation X
INTERVENTIO
NS
caffeine or X X X X X X
placebo
ASSESSMENTS
Medical history X X X X X X X X
taking
AUDIT X b ¢ X X X X X X
FFQ and IPAQ X X X X X X X X
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Height, weight
and waist

circumference

Blood pressure

Physical

examination’

USS scan

Fibro scan

FBG

Fasting serum

insulin

HCG only female

Serum HbAlc

Lipid profile

Liver enzymes

Total bilirubin

Serum creatinine

Serum

electrolytes
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FBC X X X

UFR X X X
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6. Ethics approval and related issues
Ethics approval will be obtained from the Ethics review committee, university of Kelaniya, to
conduct the study, and the clinical study will be registered at the Sri Lanka Clinical Trials Registry.

The trial will be conducted in compliance with the Good Clinical Practice guidelines

6.1. Benefits and the risks of the study

Benefits

The study will provide high quality clinical evidence on the effects of caffeine supplementation on
hepatic steatosis and fibrosis. It would help establish a causal relationship and propose an

alternative or complementary strategy to diet and exercise in the treatment of NAFLD.
Risks

There is a risk of participants experiencing side effects of caffeine such as palpitations, high blood

pressure, gastrointestinal discomfort, insomnia and anxiety
6.2. Obtaining informed Written consent

Informed written consent will be obtained in their preferred language by a medically qualified
research assistant. Informed written consent will be taken twice from the volunteer participants.
Once for participation in eligibility assessment to check the suitability of the person for the study,
and later at the time of enrolling into the study. They will be informed that recruitment to the study

will be based on the inclusion and exclusion criteria.

If any changes are made to the study protocol during the study, participants will be informed of

such change and possible impact of those changes, and consent will be obtained again

Patients who have expressed willingness to participate in the study will be informed about the
study, both verbally and in writing, in their preferred language (English, Sinhalese or Tamil) The

information provided will include aims of the study, relevant clinical and laboratory procedures,
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follow up, patient responsibilities, potential benefits to the individual and to society, risks involved

and ability to withdraw from the study at any time without giving any reasons.
6.3. Fair participant selection

Fair participant selection will be ensured through objective inclusion criteria, avoiding unjustified

exclusions. Randomization balanced key characteristics, minimizing bias.

6.4. Protection of rights of participants and provision of medical and

psychological support

Participant rights would be protected through strict ethical guidelines. Participation would be
entirely voluntary, with individuals informed of their right to refuse or withdraw at any stage
without penalty. Informed consent would be obtained. Confidentiality would be maintained, and
data handled securely. Additionally, medical and psychological support would be available
throughout the study to address any adverse effects or concerns, prioritizing participant well-being

and safety.
6.5. Volunteer participation and confidentiality

A personal ID number will be allocated to selected volunteers. Names of volunteers will not be
used in data collection and report writing. Personal identification data would be stored separately,
maintaining strict confidentiality with the chief investigator and used only for the purpose of
identification during follow-up if necessary. Personal identity will be disclosed only in the event
of a medical emergency or if required by law. Data will be provided to the appropriate health
authority in the state hospital in the event of an adverse event when further management is

required.
Responsibilities of the researchers

Researchers would ensure ethical conduct, participant safety, and protocol adherence.
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7. Safety assessment and adverse event (AE) reporting
The study participants will be carefully screened before enrollment in the study regarding their
health status and suitability. Inclusion and exclusion criteria have been chosen appropriately to
minimize possible risks for volunteers participating in this trial. This will be done by an MBBS
and a qualified research assistant trained by the principal investigator. During the study, the
volunteers will be closely monitored for safety parameters including AE reporting, physical

examination, biochemical, hematology, vital signs measurements, and urinalysis.

The volunteers will be provided with a card stating that they are participating in a clinical study,
giving the investigational product, the duration of the study, the address and telephone numbers of
the principal investigator. These cards are useful if the study participants consult a physician during

their study participation or for emergencies.

The PI and the study team will meet every 4 weeks to review the study procedures, enrollment,
screening, implementation, data collection, investigations, and adverse events. The following
precautions will be in place to ensure timely detection and identification of adverse reactions and

management of such volunteers.

1. Participants will be given contact numbers of the PI and another medical investigator who
can be reached at any time for reporting or inquiry about any AE or any query related to
the study.

2. Information on adverse events will be obtained by questioning the participants in general
terms such as "How do you feel?” or “How have you been feeling since the last
questioning?" or by subjects' spontaneous complaints.

3. Medically qualified investigators will obtain appropriate information to determine the
outcome of the AE and to assess whether it meets the criteria for classification as a
Suspected Unexpected Serious Adverse Reaction (SUSAR) requiring immediate

notification..
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7.1. The severity of adverse events is characterized as follows
Mild: Any symptom of which the subject is aware, but which is easily tolerated.
Moderate: Any symptom which is discomforting enough to cause interference with a volunteer's
usual activity.
Severe: Any symptom which causes a volunteer's inability to perform usual activity

For all AEs, information will be obtained to determine causality.

The causal relationship between the investigational caffeine product and the AE will be

characterized according to the following:

Not related — there is not a reasonable possibility that the study drug caused the AE.

Unlikely — suggests that only a remote connection exists between the study drug and the event.
Other conditions, including concurrent illness, progression or expression of the disease state or
reaction to concomitant medication, appear to explain the AE.

Possible — suggests that the association of the AE with the study drug is unknown, however the
event is not reasonably supported by other conditions.

Probable — suggests that a temporal sequence of the AE with drug administration exists and, in
the Investigator’s clinical judgment, it is likely that a causal relationship exists between the drug
administration and the AE, and other conditions (concurrent illness, progression or expression of
the disease state, or concomitant medication reactions) do not appear to explain the AE.

Events where a causal relationship is classified as probable or possible will be regarded as related.

7.2. Outcome

The outcome of the adverse event will be classified according to the following definitions:

Recovered / resolved: the event has resolved (no further symptoms are present, and no treatment
is being received by the subject).

Recovered / resolved with sequelae: the event has resolved but lingering effects may be present.

Fatal / life threatening: the subject died as a result of the event. This code should only be used

for the event that caused the death, not any event that was present at the time of the subject’s death.
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Unknown: will be used in the event that the subject is lost to follow-up and no reliable data can

be obtained.
All observed AEs will be reported as described in the following sections.

Medically qualified investigators will obtain appropriate information to determine the outcome of
the AE and to assess whether it meets the criteria for classification as a Suspected Unexpected

Serious Adverse Reaction (SUSAR) requiring immediate notification.

The codes can be accessed all 24hrs and in the event of a SAE when the code of that patient will

be broken.

7.3. Reporting
Mechanisms for direct reporting of probable adverse events to investigator by patients will be in
place (via direct contact). In addition, during evaluation visits probable adverse events, if any will
be noted and relevant volunteers will be investigated in detail to determine any association with

the drug.

Any serious adverse event as defined in GCP guidelines will be reported to the National ADR
monitoring center in the Department of Pharmacology, Faculty of Medicine, Colombo within 24
hours and the Ethics Review Committee as soon as possible. Data Safety Monitoring Board
(DSMB) will evaluate all data and adverse events, if any at intervals during the trial as stipulated

by the DSMB.

7.4. Reporting Period
All AEs, whether serious or non-serious, observed and/or spontaneously reported, beginning from

the time the informed consent is signed and dated, are collected on the source document.
All adverse drug reactions that are both serious and unexpected (SUSAR) will be reported.

The researcher will report any serious unexpected adverse drug reaction (as defined in the Good

Clinical Practices (GCP) Guidelines in CIOMS-I format as soon as possible, but no later than
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fifteen calendar days after the sponsor is made first aware of such reaction to the Ethics Review

Committee and the investigators participating in the clinical trial.

Any fatal or life-threatening serious unexpected adverse drug reaction will be reported by the
researcher to the Ethics Review Committee and the investigators participating in the clinical trial

as soon as possible, but not later than seven calendar days

7.5. Investigation

Any adverse events/reactions will be investigated in detail.

7.6. Management
In the event of an adverse event or adverse reaction such events will be managed as soon as
possible under the direct supervision of a Consultant Physician with no cost to the volunteer. After

the research is completed, the volunteers can reach the investigators for any concerns about health.

7.7. Termination of Study and withdrawal from the study
The principal investigator will terminate a volunteer participant from the trial in the following
cases. In such an event, Principal investigator will inform the participant about termination of the

study and the reason for termination.
* Occurrence of an adverse event which does not justify continuation of the study
* Protocol violation which jeopardizes the performance of the study

If a volunteer is not adhering to the proposed medication protocol a detailed discussion will be
held to understand the reason for non-adherence to determine whether it is tablet related or due to
another reason such as forgetfulness or does not want to continue with the medication on personal
preference which is unrelated to the product. No intimidation or force would be used to improve

compliance if the participant refuses to provide any information

Criteria for stopping the trial or discontinuation of study intervention
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Individual subjects dosing will be stopped immediately if clinically relevant allergic reaction/

hypersensitivity occurs which needs medical intervention.

Dosing will be stopped if liver enzymes increases > 3 x normal range
Dosing will be stopped if conjugated bilirubin increases > 1.5 x normal range

Dosing will be stopped if serum creatinine increases > 1.5 x normal range

L b=

Dosing will be stopped if subjects suffer from a drug related (assessed as possibly or probably)
and clinically relevant AE of moderate or severe intensity.

5. Any clinically significant values outside the reference ranges with major deviation and/or
possible pathological relevance in physical examination, biochemical examination,
hematology, vital signs measurements, electrocardiogram (ECG), and urinalysis.

6. Patients with AUDIT score > 8.

A volunteer can decide to withdraw from study participation at any time, for any reason, specified
or unspecified, and without penalty or loss of benefits to which the subject is otherwise entitled.
In this case, the subject must immediately contact the investigator and state that he is leaving the

study.

Reasons for the withdrawal of the study (AE, ineffective treatment, inability to comply with the
study requirements etc.) will be sought, if the patient is willing to provide that information. They
will be made aware that their decision will in no way affect their treatment, and that they will be
free to withdraw from study at any time. To respond to questions and record complaints during the
study, contact details of two investigators will be provided to the study participants. Patient can be
withdrawn from the study upon the principal investigator’s decision to terminate the study, based
on study compliance and adverse reactions development such as low rates of compliance,

complications, or inability to tolerate the medication etc.
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7.8. Data Safety Monitoring Committee(DSMB)
This clinical trial will be monitored by a Data and Safety Monitoring Board (DSMB) which will

comprise the following members:

A physician, a clinical pharmacologist, hepatologist, and a statistician, The DSMB will meet

bimonthly.

The DSMB will review and evaluate the data on clinical safety collected during the study and
assesses reports on serious adverse events and adverse events. DSMB will meet every month to

review and evaluate safety data and to give recommendations based on the evaluation.
Responsibilities of DSMB
1. Provide independent, sound, and timely review of clinical trial safety data.

2. Advice investigators on whether to continue, modify or stop the clinical trial for safety or ethical

reasons.
3. Safeguard the interests of the study participants.
4. Oversee the timely analysis, review, and publication of the results.

5. Ensure ongoing scientific validity, integrity, and clinical and scientific relevance of the study.

7.9. Seeking clarifications
The participants will be told that they will have the opportunity to seek clarifications and to register
complaints at any stage of the study. Study participants will be provided with contact details of
two investigators (one of whom is the principal investigator), and the ERC for immediate contact
(in case of an emergency) during the course of the study or to seek clarifications or register any

complaints.
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8. Budget
Category Total (LKR)
1. Participant Costs 60,000
2. Study Medications 1,091,000
3. Equipment & Supplies 30,000
AéoEttglcs & Administrative 35,000
Subtotal 1,216,000
7. Contingency (10%b) 121,600
Grand Total 1,337,600

8.1. Source of funding

Disease(MASLD)Version 1.
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Funding for the clinical trial will be provided with the personal funds of Prof AP de Silva and

Prof MA Niriella.
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9. Timeline

Activity February March April May June July August September October November December
2025 2025 2025 2025 2025 2025 2025 2025 2025 2025 2025

Literature
survey
Proposal
Writing
Ethics
Clearance
Participant
Recruitment

Randomization

Intervention

Follow up

Data Analysis

Report
Writing
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11. Annexures

11.1. Annexure 1A
Randomized, Quadruple-blind, Placebo-controlled, Clinical Trial to determine the effects of
Coffee (caffeine) supplementation on Hepatic Steatosis and Fibrosis in Metabolic
dysfunction-associated Steatotic Liver Disease(MASLD)

Participant Information Sheet

I, Prof Arjuna Priyadarsin De Silva, Senior Professor in Medicine and Consultant Physician to the
University Medical Unit, Colombo North Teaching Hospital and the Faculty of Medicine,
University of Kelaniya, would like to invite you to take part in the research project titled
Randomized, double-blind, placebo-controlled, clinical Trial to determine the effects of coffee
(caffeine) supplementation on hepatic steatosis and fibrosis in non-alcoholic fatty liver disease.
The other investigators in this study are Prof Madunil Anuk Niriella, Professor of Gastroenterology
and Consultant Physician, Colombo North teaching Hospital and the Faculty of Medicine,
University of Kelaniya, Prof Anuradha S Dassanayake, Professor of Pharmacology, and Consultant
Physician Faculty of Medicine, University of Kelaniya.Dr. Uditha Dassanayake, Senior Lecturer
and Consultant Gastroenterologist, Department of Medicine, Faculty of Medicine, University of
Kelaniya, P Prof Janaka De Silva, Emeritus Professor of Medicine, Faculty of Medicine,
University of Kelaniya, Dr. Krishanni Prabagar, Research Assistant, Faculty of Medicine,
University of Kelaniya, Dr. Prathibha Wijesingha, Research Assistant, Faculty of Medicine,
University of Kelaniya. The study would be conducted at the Gastroenterology Clinic, University
Medical Unit, Colombo North Teaching Hospital, Ragama, Sri Lanka.
1.Purpose of the study

The purpose of this study is to find out if caffeine supplementation can help improve liver health
in individuals with non- alcoholic fatty liver disease(NAFLD). Specifically, we aim to determine

if caffeine can reduce liver fat( hepatic steatosis) and Liver fibrosis

2. Voluntary participation
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Your participation in this study is voluntary. You are free not to participate at all or to withdraw

from the study at any time despite consenting to take part earlier. There will be no loss of medical

care or any other available treatment for your illness or condition to which you are otherwise

entitled. If you decide not to participate or withdraw from the study, you may do so at any time.

3. Participant Selection

You are being invited to participate in this research because you have been diagnosed with non-

alcoholic fatty liver disease (NAFLD)

4. Duration, procedures of the study and participant’s responsibilities

a)

b)

d)

You will be interviewed by trained personnel who will obtain your basic details like age,
educational level, lifestyle, dietary habits, and consumption of alcohol and tobacco. They will
go through your clinic medical records as well.

At the start of the study and monthly for 6 months, your Blood pressure, height, weight, and
waist circumference will be measured.

Full blood count, fasting plasma glucose, glycosylated haemoglobin Alc, fasting serum lipids,
ALT, AST, serum creatinine, full blood count and serum electrolytes will be assessed at the
start and in three months and six months. In addition an ultra sound scan of the abdomen and
fibroscan would be performed at recruitment and in the end of six months.

You will be given either caffeine/placebo tablets to be consumed every day for six months. In

addition you would be instructed on health lifestyle practices to be followed in these six months

5. Potential benefits

Participation in this study may benefit you in several ways.

a) Your blood pressure, height, weight, and waist circumference will be measured at no
additional cost.
b) Your diabetes control, cholesterol, liver functions and renal functions will be accessed free

of charge
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¢) You will be instructed on lifestyle modifications for improvement of liver function free of
charge
d) It is likely that there will be reduction in liver fat(hepatic steatosis) and liver fibrosis with

the consumption of caffeine tablets
6. Risks, hazards, and discomforts

While Caffeine is widely consumed and generally safe within recommended limits, participants

may experience certain side effects

Mild to Moderate Side effects

Palpitations, Restlessness, Insomnia, headaches, Stomach discomfort
Rare but serious risks

Arrythmias, Allergic reactions

Participants would be expected to follow dietary and exercise guidelines and daily supplement
schedule. They would also be expected to visit the university medical unit every month for monthly

checkups which might be inconvenient.
7. Risk management and Safety Precautions

Participants will be screened for any severe heart disease and other high-risk conditions at

recruitment, if identified they will not be included in the study.

Participants will be instructed to not consume any amount of coffee, tea or energy drinks while

participating in the study.

Participants will receive a study ID card with contact details of study doctors for reporting any

adverse effects and care would be provided immediately.
A data and Safety Monitoring board(DSMB) will oversee the study.

8. Confidentiality
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Confidentiality of all records is guaranteed and no information by which you can be identified will
be released and only anonymous data will be published. These data will never be used in such a
way that you could be identified in any way in any public presentation or publication without your
express permission. Data without identification information may be shared with other researchers

as many journals expect the authors to make their data available to other researchers.
9. Sharing the Results

If needed, we can make necessary arrangements to share the results of the study with you. Please

notify the investigators that you wish to know the results of the study.
10. Termination of study participation

You may withdraw your consent to participate in this study at any time, with no penalty or effect
on medical care or loss of benefits. Please notify the investigator as soon as you decide to withdraw

your consent.
11.Clarification

If you have questions about any of the tests / procedures or information, please feel free to ask any

of the persons listed below.

Prof Arjuna Priyadarsin De Silva 0777572379
Prof Madunil Anuk Niriella 0714820948
Dr. Krishanni Prabagar 0779175034
Dr. Prathibha Wijesinghe 0764750654

11.If you have any complaints about unethical conduct related to this research, you may
make a complaint to ethics review committee, Faculty of Medicine, University of Kelaniya

using information given below.

ERC Office Address: Ethics review committee, Faculty of Medicine, University of Kelaniya.
Telephone no: 0112961267 Email: ercmed@kIn.ac.1k
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11.3. Annexure 1A
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11.4. Annexure 1B

Randomized, Quadruple-blind, Placebo-controlled, Clinical Trial to determine
the effects of Coffee (caffeine) supplementation on Hepatic Steatosis and
Fibrosis in Metabolic dysfunction-associated Steatotic Liver Disease(MASLD)

Consent Form

a. By the participant

The participants should complete the whole of this sheet himself/herself.

1.Have you read the information sheet? (Please keep a copy for yourself) Yes [ No [
2.Have you had an opportunity to discuss this study and ask any Yes [ No [
questions?

3.Have you had satisfactory answers for all your questions? Yes [ No [
4.Have you received enough information about the study? Yes [ No [J
5.Who explained the study to you?

6.Do you understand that you are free to withdraw from the study atany  Yes [] No []

time without having to give a reason and without affecting your future
medical care?

7.Sections of your medical notes including those held by the investigator ~ Yes [ No [
relating to your participation in this study may be examined by other

research assistants. All personal details will be treated as STRICTLY

CONFIDENTIAL. Do you give your permission for these individuals to

have access to your records?

8.At the initiation and every month till the completion of the study your Yes n No n
height, weight, BMI, waist circumference and blood pressure will be

measured. Do you give permission for it?

9. At initiation of the study and in 3 months and 6 months from initiation ~ Yes g No g
blood tests would be taken do you consent to that?

10. At initiation of the study and in 6 months an ultrasound scan of the Yes [ No [
abdomen and fibroscan would be done, do you consent to that?

11.Would you consent to Taking either caffeine/ placebo tablets every day Yes n No n
for 6 months?

12. Would you provide contact details to our research team and agree to Yes ] No [
be contacted by them for any inquiries related to the study?

13.Have you had sufficient time to come to your decision? Yes [ No []
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14.Do you agree to take part in this study? Yes [] No []
Participant’s
Signature: .............cooiiiiiiiiinnaL.

NaAME: .o s Date:

b. Should be completed by the Investigator/person who took consent
I have explained the study to the above participant, and he/she has indicated willingness to take

part.

Signature:
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11.6. Annexure 1B
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11.7. Annexure 1C
Case Report Form

Participant ID: Visit Date:

Participant Random Number:
Review No: []
History:

1. Introduction:
e Age:

e Gender:

e Marital Status:

e Occupation:
2. Systemic Review:

e C(CVS:

e Nervous:

e (Qastrointestinal:

e Genitourinary:

e Musculoskeletal:
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3. Past Medical/Surgical
History:

4. Drug
History:

5. Family
History:

6. Allergic
History:

7. Social
History:

Alcohol: None: [ Moderate: [J Heavy: O

Smoking: None: [J Moderate:[] Heavy: O
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Examination:

General examination:

Height(cm):
Weight(kg):
Waist Circumference(cm):
BMI:
Other
Findings:

CVS examination:
Blood Pressure(mmbhg):
Heart Rate:

Other
Findings:

Respiratory Examination:

Respiratory rate:
Other
Findings:

Abdomen Examination:

Findings:
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Other Important
Findings:
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Investigations:

e FBC:

e Serum Electrolytes:

Liver Assessments:

e AST (IU/L):

e ALT (IU/L):

e GGT (IU/L):

e Total Bilirubin:

e CAP Score:

e LSM (Fibro scan):

e FIB-4 Score:

e US scan
Findings:

e Fibro scan
Findings:

Metabolic Assessments:
Lipid Profile:

e Total Cholesterol (mg/dL):
e Triglycerides (mg/dL):

e HDL (mg/dL):

e LDL (mg/dL):
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Blood glucose:

Others:

Fasting Blood Sugar (FBS) (mg/dL):
HbAlc (%):
Fasting Serum Insulin:

Serum Creatinine:

UFR:

Disease(MASLD)Version 1.

28.02.2025
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Adherence to Intervention:
Degree of adherence to Treatment:
Over the past month,
e Tablet:
No Poor Moderate Good Complete
adherence adherencell adherencell adherencell adherencell
e Diet:
No Poor Moderate Good Complete
adherence adherenceld adherenceld adherenceld adherenceld
e Alcohol and Smoking intervention:
No Poor Moderate Good Complete
adherence O adherenceld adherenceld adherenceld adherenceld

Reason for Non Adherence:

Followed treatment

e (-6 days — No adherence

e 7-13 days — Poor adherence

o [4-20days — Moderate adherence

o 2]-27 days — Good adherence

o 28days (Every day) — Complete adherence
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Adverse Events (AE) Reporting:

Any AE observed?
If yes,
1. Degree:

Mild: O

2. Relation to treatment:

Non
Related: O

3. Outcome:

Recovered/resolved: [

[ Yes

Moderate: [

Unlikely:

O

Recovered/resolved with sequelae: []

Fatal/Life threatening: []

Unknown: O

4. Action Taken:
No action

Discontinued

Medical
Intervention

Disease(MASLD)Version 1.

28.02.2025
L1 No
Severe: [
Possible: Probable:
O O
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Reported: [

Summary of the event:
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11.8. Annexure 1D.
Patient Identification Form.

Participant ID:

Participant Random Number:

1. Name:

2. Gender: [0 Male [ Female
3. Age:

4. Ethnicity:

5. Occupation:

6. Contact Number:

Home:

Office:

Mobile:
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7. Address:
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11.9. Annexure 1E

Patient Information Card

Participant Name:

Study Title: Randomized, Quadruple-blind, Placebo-controlled, Clinical Trial to determine
the effects of Coffee (caffeine) supplementation on Hepatic Steatosis and Fibrosis in
Metabolic dysfunction-associated Steatotic Liver Disease(MASLD)

Investigational Product: Caffeine 400mg

Trial Start Date: End Date:

Contact Information

Principal Investigator: Investigator:

Prof Arjuna P De Silva Prof Madunil A Niriella

Institution: Faculty of Medicine, University Institution: Faculty of Medicine, University
of Kelaniya of Kelaniya

Address: P.O Box 6, Thalagolla Road, Address: P.O Box 6, Thalagolla Road,
Ragama, Sri Lanka Ragama, Sri Lanka

Contact Number: 0777572379 Contact number:0714820948

IMPORTANT INFORMATION: This individual is a participant in a clinical research study. If
medical attention is required, please contact the principal investigator at the number listed above
before administering treatment. In case of emergencies, follow standard medical procedures and
notify the study team as soon as possible.

For Healthcare Providers: Please be aware that this participant may be under specific study-
related restrictions. For further information, contact the principal investigator.

In case of loss, please report to the study team immediately.
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Front Label

Participant ID:

Random Number:

Contents: 60 capsules (200mg each)
Ingredients:Caffiene anhydrous

Suggested use: Take two capsules daily after dinner

This recommended dose of this product contains as much caffeine as 4 cups of coffee. Do
not consume more than 400 mg of caffeine from any source in a 24 hour period. It may
cause nervousness, irritability, sleeplessness and occasional rapid heart rates. In case of
accidental overdose, seek professional assistance or contact a poison control center
immediately

Storage: Store in a cool, dry place away from sunlight
Warnings: Keep out of reach of children. Do not use if the seal is broken.

Manufactured by: Nutricost

Back Label

This medication is part of a clinical trial. Do not share with others. If you experience any
adverse effects, contact the study team immediately.
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CURRICULUM VITAE

Vidya Jyothi Senior Professor ARJUNA P.DE SILVA,
MBBS,MD,MRCP(UK)MSc{Oxford),FRCP(Lond),FCCP, AGAF,FNASSL
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Personal Details:

Name : Arjuna Priyadarsin De Silva
Address : 126, Cotta Road, Colombo 08. Sri Lanka
Sex : Male

Date of Birth : 13" June 1965

Nationality : Sri Lankan

Registration : Sri Lanka Medical Council (SLMA) 11202
General Medical Council (UK) 5206625

Education & Credentials:

Education:
Primary & Secondary:

1971-1980: St. Thomas' Preparatory School - Colombo 3
1981-1984: St. Thomas’ College Mt Lavinia.

Prizes
Class prize 1980, 1983,

Buddhism 1977, Social Studies1978, 79
Botany prize 1984,
Class prize 1984

Senior Prefect
Captain of St. Thomas’ College Rowing Team 1983
Represented Sri Lanka in Rowing 1983, 84

University:

Undergraduate
North Colombo Medical College (NCMC)

Academic Record:
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2* MBBS

3~ MBBS

Final MBBS

Postgraduate

1997-1999
MD

2001

First Class with Distinction in Anatomy and Physiology

Second Class with Distinctions in Microbiology and
Pharmacology

Second Class 1993

Postgraduate Institute of Medicine, University of Colombo.
1" in Order of Merit (Part 1)

Royal College of Physicians United Kingdom .MRCP (UK)
Green College, University of Oxford. MSec (Oxon)
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FCcp 2009
FRCP (Lond) 2010
FNASSL 2017

AGAF 2018

DEGREES & CERTIFICATIONS

MBBS North Colombo Medical College- 1993

MD University of Colombo - 1999

MRCP Roval College of Physicians London - 2001
MSc University of Oxford - 2001

Board Certified as a Specialist in General Medicine (1999)
Board Certified as Trainer in Gastroenterology (2008)
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HONOURS, AWARDS, PRIZES, SCHOLARSHIPS

Vidya Joythi 2018
FNASSL -2017
Presidential Research Award -  National Research council, Colombo

2019, 2018, 2016, 2013, 2012, 2010, 20006, 2001

Vice Chancellors Award for the most outstanding researcher in Medicine 2010, 2014
Top ten researchers in University of Kelaniya 2017,2018, 2019, 2020,2021

Poster of distinction APSL 2011

Oral free paper prize for Best presentation in the Spotlight Session on Risk factors for non-acoholic fatty
liver disease at UEG Weok Vienna — October 2016

Kumaradas Rajasuriya Prize for the Best Paper in Tropical Medicine 2016 Sri Lanka Medical
Association Annual Sessions, Colombo 2016

S E Seneviratna Prize for research paper 2016 Sri Lanka Medical Association Annual
Sessions, Colombo 2016

Wijerama Award for best research paper 2010, Sri Lanka Medical Association Annual
Sessions, Colombo 2010

Wijerama Award for best research paper 2014, Sri Lanka Medical Association Annual
Sessions, Colombo 2014

Professor Rajasuriya Prize for research paper 2010, Sri Lanka Medical Association Annual
Sessions, Colombo 2010

Professor Rajasuriya Prize for research paper 2000, Sri Lanka Medical Association Annual
Sessions, Colombo 2000

Rajasuriya Oration Medal, Cevlon College of Physicians 2012

EV Peiris Oration Medal, Ceylon College of Physicians 2009

Sir Markus Fernando Oration Medal, Sri Lanka Medical Association 2008
Sir Markus Femando Oration Medal, Sri Lanka Medical Association 2003
Poster of Distinction DDW 2002

National Science Foundation Research Grant (2004)
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| University of Kelaniya Research Grant (2008) |

MEMBERSHIP AND APPOINTMENTS IN SOCIETIES, COUNCILS, REVIEW
BOARDS & OTHER BODIES

Ceylon college of Physicians — Council Member (2002-2004)
Student Councilor University of Kelaniya 20006- to date
Sri Lanka University Games Medical Sub Committee member 2007

Life Member: Sri Lanka Medical Association

Member of Oxford Society

Member of Green College (Oxford) Alumni 2001 to date

North Colombo Medical College Alumini Asscociation 1993 to date

Gastroenterological and Digestive Endoscopy Society of Sri Lanka: Secretary (2003-2007)

Gastroenterological and Digestive Endoscopy Society of Sri Lanka Council Member 2008 to
date

Member of the American Gastroenterology Association (AGA) 2010-

Member of the Board of Study in Dermatology Post Graduate Institute of Medicine
2009

Committee Member of the Sri Lanka Sports Ministry Disciplinary Enquires Board (2007)
Reviewer Journal of Neuro gastroenterology, Scandianvian Journal of Gastroenterology

2010, Hepatology International 2007 to date

Committee Member for preparation of National Clinical practice Guide lines for
Gastroenterology and Hepatology 2007 - to date

Committee member for preparation code of conduct /of University Teachers University of
Kelaniya 2008

Hon Consultant Physician Sports Ministry 2007- to date

Member of Board of Directors Consumer Affairs Authority, Ministry of Trade, Marketing
Development Co-operatives and Consumer Services, Sri Lanka. 2007 to 2010

Honorary Consultant Physician and Gastroenterologist — Sri Lanka Police Hospital 2007 to
date

Senior Superintendent of Police Reserve Police Force Sri Lanka 2007 to date
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Member of the Council, National Institute of Education Sri Lanka 2011
Director General of Sports Medicine Sri Lanka 2011 to 2013
Chairman of Sri Lanka Anti-Doping Agency (SLADA) 2011 September to date

Team physician London Olympics 2012

Medical Advisory panel of Sri Lanka Cricket 2015 to date

PROFESSIONAL EXPERINCE

2021: Chairman Sri Lanka cricket management committee

2016 to 2019: Chairman SARADO (south Asian regional anti-doping organization
Asian games Incheon — 2014 - Team Physician

August 2013 to August 2016: Head of Department of Faculty of Medicine University of

Kelaniya

Nov 2011 to 2013: Director General Institute of Sports Medicine Sri Lanka,

2019- to date : Senior Professor in Medicine

Sep 2009- 2019: Professor in Medicine, Faculty of Medicine, University of
Kelaniva

July 2004 to Sep 2009: Senior Lecturer in Medicine, Faculty of Medicine, University of
Kelaniyva

July 2004 to 2011: Clinical Co-ordinator, Faculty of Medicine, University of
Kelaniya

Nov 2002-June 2004: Consultant Physician (Resident Physician) National Hospital
(NHSL) Colombo

29 April -30 October 2002: Consultant Physician GH Ampara

Oct 2000-March 2002: Registrar & Research Fellow in Gastroenterology at Radcliffe
Infirmary Oxford, UK. (Supervisor Prof D.P. Jewell, Professor of
Gastroenterology and Consultant Gastroenterologist).
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Oct 1999-Oct 2000:

Jan 1997- June 1999:

1995-1996

April 1994-April 1995

Aug 1993- April 1994

Senior Registrar in General Medicine. National Hospital
Colombo. (Supervisor Dr W.K.Balasuriya MD, FRCP, FCCP,
Consultant Physician. )

Registrar in Medicine. Colombo North Teaching Hospital.
Department of General Medicine and Gastroenterology.
(Supervisor Prof H.J.De Silva MD,FRCP,DPhil(Oxon).

Rotational appointments in specialized units

* Cardiology unit (NHSL)

* Neurology unit (NHSL)

* Respiratory Medicine unit (NHSL)
* Rheumatology unit (NHSL)

* Dermatology unit (NHSL)

Senior House Officer in Psychiatry, Colombo North Teaching
Hospital (Supervisor DrN. Fernando MD, Consultant
Psychiatrist)

Intern Medical Officer, General Hospital Kalutara. Surgery
(Supervisor Dr R Badurdeen, FRCS, Consutant Surgeon.
Paediatrics (Supervisor Dr. A.T.W, Guneratne, MD, FRCP,
Consultant Paediatrition.

Demonstrator in Physiology, Faculty of Medicine, University of
Ragama.

28.02.2025
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Teaching:

Undergraduate:

Post Graduate:

Supervision:

Post graduate:

Examining:

Undergraduate:

Postgraduate:

Under graduate:

Experience in Teaching, Examining and Supervision

Medicine, Theraputics, Clinical Physiology, History of Medicine to
medical students of the Faculties of Medicine University of Kelaniya.
Supervisor on research projects.

BSc Speech and Language therapy students

Post graduate lectures for MD

Clinical medicine,

MD General Medicine

MD Gastroenterology
PhD 1 Rear Admiral Shamal Fernando
Msc 3

MBBS examiner to the Faculty of Medcine, Kelaniya, Colombo,
Ruhuna, Sri Jayewardenapura , Peradeniya.

Examiner in the Act 16 Examination for Medical graduates with foreign
qualifications conducted by Sri Lanka Medical Council.

Clinical coordinator MD part Il examination 2003, 2004
Examiner MD part I OSCE November 4. 2008

MD Part Il VIVA 2014

MD Part Il 2015, 2016, 2017

MRCP Paces Examiner 2016

2002

Orations, Guest Lectures National and International Meetings & Events

1. Ceylon College of Physicians: Young Physicians Lecture “The Management of acute upper
gastrointestinal haemorrhage” Colombo Feb2ooo

2. Ceylon College of Physicians: Recent Advances in Inflammatory Bowel Disease. Colombo

28.02.2025
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3. Sir Markus Fernando Oration: From bench to bedside —The role of TNF-a polvmorphisms
in inflammatory bowel disease Sri Lanka Medical Assodation Colombo 2003

4. International Inflammatory Bowel Disease (IBD) conference: Colombo Feb 2005
5. Sri Lanka College of Haematologists: Aneamea in Liver Disease. Colombo August 2006
6. College of General Practitioners of Sri Lanka: GORD. Colombo October 2007

7. United Nation Development Programme (UNDP) : Lecture on Child abuse . Embilipitiya.
June 2008

8. Sir Markus Fernando Oration: Colitis in Sri Lanka — From microscopic to macroscopic . Sri
Lanka Medical Association. Colombo Nov 2008

9. The first conference on Endobolism 2011 Xiemen China

10. IBD in Asia. Ceylon Collage of Physicians annual academic sessions 2014. 5™ to 8% October
2014

11. 5th World Congress of Science and Medicine in Cricket March 2015

12. Ceylon College of Physicians, Specialty update programme 2014

Resource Person in Seminars and Workshops

Main Organizer MD part 1 MCQ course Ceylon College of Physicians 2004, 2005

Main Organiser , International IBD conference , Gastroenterological and Digestive
Endoscopy Society of Sri Lanka. February 2006,

Annual Meeting of Clinical Teachers -Medical Education Centre, Faculty of Medicine,
University of Kelaniva. March 2006

Sri Lanka Medical Association 39™ Annual Academic Sessions : Symposium-Gastroenterology
~ Chairperson. Colombo, September 2006

Development of Best Practice guidelines in Histopathology reporting Consensus Meeting,
College of Pathologists Sri Lanka, January 2007

International conference on gastrointestinal pathology “ICON_GI 2007" September
2007
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Resource person Ceylon College of Physicians MCQ course for MD part [ 2008 May
2008

Ceylon College of Physicians and Galle Medical Association Joint Sessions August 2008 Guide
lines on management of Hepatic encephalopathy

Resource person Kandy Society of Medicine Annual Academic Session February 2009.
“Anaemia of gastrointestinal origin in the elderly”

Resource person Ceylon College of Pathologist Annual Academic Sessions 2010. “The
Management of IBD"

Research & Publications

Publications in Refereed Journals

2

Effects of probiotics combined with dietary and lifestvle modification on clinscal. biochenucal,
and radiological parameters i obese children with nonalcoholic fatty hiver disease/nonalcoholic
steatohepatitis: a randormzed clinical trial

Rodrigo T, Dulami S, Nimali Seneviratne S, De Silva AP, Femando J, De Silva HJ, Javasekera,

Wickramasinghe VP.Clin Exp Pediatr. 2022 Jun:65(6):304-311. doi: 10.3345/cep.2021.00787.

Epub 2021 Nov 1 1.PMID: 34773939

The association between steatosis and liver damage m transfusion-dependent beta thalassaemia
patients,

Padeniya P, Edirtweera D, De Silva AP, Niriella M, Premawardhena A Br J Haematol 2022 Oct
4. doi: 10.1111/bjh. 18492

Tult unputation approaches for handling incomplete three-level data with tune-varying
chuster-memberships.
Wijesurtya R, Moreno-Betancur M, Carlin J, De Silva AP, Lee KJ.Stat Med. 2022 Sep
30;41(22):4385-4402. dox: 10.1002/sim.9515. Epub 2022 Jul 27.PMID: 35893317

analysis.
Bingham AL, De Silva AP, Vawsey AM, Temple-Smith MJ, Spark SY, Hockmg JS, Sex Health
2022 Jan;18(6):460-465. dor: 10.1071/SH21098 PMID: 34844665

Postdischarge outcomes of COVID-19 patients from South Asia: a prospective study.
Abeysuriya V, Seneviratue SL, De Silva AP, Mowjood R, Mowjood S, de Silva T, de Mel P, de
Mel C, Wijesha RS, Femando A, de Mel S, Chandrasena L. Trans R Soc Trop Med Hyg. 2022
Apr 28:trac039. doi: 10.1093/trstmlvtrac039. Online ahead of print. PMID: 35483750

Taning Tris(bipyridmeyruthenium(IT) and Its Reactions m Water by Capture/Release with
Shape-Switchable Symmetry-Matched Cyelophanes.

28.02.2025
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Yao C, Lin H, Daly B, Xu 'Y, Simgh W, Gunaratne HQN. Browne WR, Bell SEJ, Nockemann P,
Huang M. Kavanagh P, de Silva AP.J Am Chem Soc. 2022 Mar 23:144(11):4977-4988._ doi:
10.1021/jacs.1¢13028. Epub 2022 Mar 11 PMID: 35274938 .

Chronic nausea and vomiting: a diagnostic approach.

Niriella MA, Javasena H, thauage M, Devanarayana NM, De Silva AP.Expert Rev
Gastroenterol Hepalol 2022 Apr;16(4):311-320. dox: 10.1080/17474124.2022.2056016. Epub
2022 Mar 22 PMID: 35303783 Review

An analvtical cross-sectional studv to descnbe the mental health status of doctors in three

wave of COVID-19 pandelmc
Galhenage J, Perera I, Rupasinghe P, De Silva AP, Suraweera C. Asian J Psyclnatr. 2022
Jan:67:102945. doi: 10.1016/3.ajp.2021.102945. Epub 2021 Nov 26 PMID: 34879322

Multiple molecular logic gate arrays in one system of (2-(2"-pyridyvl)imidazole)Ru(ii) complexes
and tomeric cyclophanes in water,

Yao CY, Lin HY, Morgenfurt P, Keyves TE, de Silva AP.Chem Sc1. 2022 Aug 26:13(36):10856-
10867. doi: 10.1039/d2sc03617g. eCollection 2022 Sep 21.PMID:

(‘ombmﬂgmn of evcle t Lm_)!d mne, .GMI ute ly 1mj1gg)1e cglmt and neutrophil: lvimphocyte ratio
S

Abeysurlya V, Senevuatue SL de Silva AP, Mow;ood R. Mowood S, de Silva T, de Mel P, de
Mel C, Chandrasena L, Wijesinha RS, Fernando A, de Mel S. Trans R Soc Trop Med Hyg. 2022
Jul 6;116(7):628-635. doi: 10.1093/trstmlvtrabl 82. PMID: 34894631

Emerging mflammatory bowel disease demographics, phenotype, and treatment in South Asia,
South-East Asia, and Middle East: Preliminary findings from the Inflammatory Bowel Disease-
Emerging Nations' Consortium.

Banerjee R, Pal P, Hilmu I, Ghoshal UC, Desai DC. Rahman MM, Dutta U, Mohmddin SA, Al
Mohannadi M, Philip M, Ramesh GN, Niriella MA, De Silva AP, de Silva HJ, Pisespongsa P,
Limsrivilai J, Aniwan S, Nawarathne M, Fernandopulle N, Aye TT, NiN, Al Awadhi S, JoshiN,
Ngoc PTV, Kieu TV, Nguyen AD, Abdullah M, Ah E, Zeid A, Sollano JD, Saberi B, Omar M,
Mohsin MN, Aftab H, Wai TM, Shastri YM, Chaudbhuri S, Ahmed F, Bhatia SJ, Travis SPL;
Inflammatory Bowel Disease-Emerging Nations' Consortium (IBD-ENC) study group.J
Gastroenterol Hepatol. 2022 Jun;37(6):1004-1015. doi: 10.1111/jgh.15801. Epub 2022 Mar
17.PMID: 35178742

_ Letter to the Editor: On the Proposed Definition of Metabolic-Associated Fatty Liver Disease.

Niriella MA, De Silva AP, de Silva HJ.Clim Gastroenterol Hepatol 2022 May 20 (5):1186. doi:
10.1016/3.cgh.2021.05.019. Epub 2021 May 14 PMID: 34000380 No abstract available.

Dengue and leptospirosis mfection during the coronavirus 2019 outbreak in Sn Lanka
Niriella MA, Edinweera DS, De Silva AP, Premarathua BHR, Javasinghe S, de Silva HI. Trans R
Soc Trop Med Hyg. 2021 Sep 3:115(9):944-946. dor: 10.1093/trstmh/trab058. PMID: 33823550

Short-term Oral Steroids Significantly Improves Chronic Rhinosinusitis Without Nasal Polyps.
De Silva AP, Schembri MA, Sarah AH, Chao J, Yip KH, Cildr G, Lopez A, Tumes DJ, Pant
H.Laryngoscope. 2021 Oct;131(10):E2618-E2626. doi: 10.1002/lary.29495. Epub 2021 Mar
4 PMID: 33660850
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15. Fluorescent Molecular Logic Gates Driven by Temperature and by Protons in Solution and on
West MES, Yao CY, Melaugh G, Kawamoto K, Uchiyama S, de Silva AP.Chemistry. 2021 Sep
15:27(52):13268-13274. doi: 10.1002/chem 202101892. Epub 2021 Aug 1.PMID: 34233035

; cohiort study.
Nmella MA. Edmiweera DS, Kasmnrame ~\. De Silva ST, Dassauayaka AS De Siha AP, Kato
N, Pathmeswaran A, Wickramasinghe AR, de Silva HI.PLoS One. 2021 Feb 3;16(2):¢0245762.
dox: 10.1371/joumal pone. 0245762, eCollection 2021 PMID: 33534815

19. A Colorumetric Method for Quantifymng Cis and Trans Alkenes Using an Indicator Displacement
Assay.
Valenzuela SA. Crory HSN, Yao CY, Howard JR. Saucedo G, de Silva AP, Anslyn EV Angew
Chem Int Ed Engl 2021 Jun 14,60(25):13819-13823. do1: 10.1002/ame.202101004. Epub 2021
May 13 PMID: 33723888

20. Evaluation of approaches for accommodating interactions and non-linear terms m multiple
unputaty neo te three-level dat
Wijesurtya R, Moreno-Betancur M, Carlin JB, De Silva AP, Lee KJ Biom J. 2021 Dec 16. doi:
10.1002/bimy.202000343. Online ahead of print. PMID: 34914127

21. Sugammadex, neostigmine and postoperative pulmonary complications: an international
randomised feasibility and pilot tral,
Leshie K, Chan MTV, Darvall IN, De Silva AP, Braat S, Devim NJ, Peyton PJ, Radnor I, Lam
CKM, Sidiropoulos S, Story DA Pilot Feasibility Stud. 2021 Nov 9;7(1):200. dox:
10.1186/540814-021-00042-9 PMID: 34753515

"~
L]

. The climcal utility of accurate NAFLD ultrasound grading: Results from a community-based,
prospective cohort study,
Niiella MA, Edinweera DS, Kasturiratne A, Gunasekara D, De Silva ST, Dassanayaka AS, De
Silva AP, Kato N, Pathmeswaran A, Wickramasinghe AR, de Silva HJ.Eur J Radiol. 2021
Mar;136:109516. doi: 10.1016/).ejrad.2020.109516. Epub 2021 Jan 2. PMID: 33421884

23 Volatile anaesthesia and per-operative outcomes related to cancer: a feasibility and pilot study
or a large randomised control trial.
Dubowitz JA, Cata JP, De Silva AP, Braat S, Shan D, Yee K, Hollande F, Martin O, Sloan EK,
Riedel B; Global Onco-Anaesthesia Research Collaboration Group. Anaesthesia, 2021
Sep.76(9):1198-1206. dox: 10.1111/anae.15354. Epub 2021 Jan 13 PMID: 33440019 .

25. Changing phenotype, early clinical course and clinical predictors of inflammatory bowel disease.
in Sri Lanka: a retrospective, tertiary care-based. multi-centre study.
Nuella MA, Liyanage IK, Kodisinghe SK, De Silva AP, Jayatissa AVGAM, Navarathne NMM,
Pemris RK, Kalubovila UP, Kumarasena SR, Jayasekara RW, de Silva HI. BMC Gastroenterol
2021 Feb 16;21(1):71. doi: 10,1186/512876-021-01644-5 PMID: 33593289

26. Multiple mnputation methods for handling missing values in longitudinal studies with sampling
weights: Comparison of methods implemented i Stata.
De Silva AP, De Livera AM, Lee KJ, Moreno-Betancur M, Sunpson JA Biom J. 2021

Feb:63(2):354-371. doi: 10.1002/bimj. 201900360, Epub 2020 Oct 25 PMID: 33103307
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27 Masks i1 COVID-19: let's unmask the evidence.
De Silva AP, Niriella MA, de Silva HI. Expert Rev Respir Med. 2021 Mar;15(3):293-299. dox:
10.1080/17476348.2021.1838277, Epub 2020 Nov | PMID: 33054448 Review

28, 'Is there mcism m academic medical publi
Nuiella MA, De Silva AP_ de Silva HI, Jayasmghc S.BMJ Evid Based Med. 2021 Dec:26(6):e3.
doi: 10,1136/bmjebm-2020-111487. Epub 2020 Jul 28 PMID: 32723765 No abstract available

29. Fluorescent molecular logic gates based on photoinduced electron transfer (PET) driven by a

combination of atomic and biomokecular mputs.
Wright GD, Yao CY. Moody TS, de Silva AP.Chem Comumn (Camb). 2020 Jun
23;56(50):6838-6841, doi: 10.1039/d0ccO0478b. PMID: 32432237

prospective, commuty-cohort study.

Niriella MA, Kasturiratne A, Beddage TU, Withanage SA, Goonatilleke DC, Abeysmghe CP, De
Mel RT, Balapitiya TL, De Silva ST, Dassanayake AS, De Silva AP, Pathmeswaran A,
Wickramasinghe AR, Kato N, de Silva HI Liver Int. 2020 Jan;40(1):101-106. dot;

10.1111/v. 14237, Epub 2019 Sep 25 PMID: 31472085

31. Patterns and predictors of mortality in a sem-urban population-based cohort i Sri Lanka:
findings from the Ragama Health Study.
Kasturiratne A, Edniweera DS, De Silva ST, Niriella MA, Thulani UB, Pathmeswaran A,
Dassanayvake AS, De Silva AP, Chackrewarthy S, Ranawaka U, Kato N, Wickremasinghe AR.
de Silva HI.BMJI Open. 2020 Sep 29:10(9).e038772. do1: 10.1136/bnopen-2020-
038772.PMID: 32994253

32, The nupact of empirical hydrocortisone therapy on chinical outcomes in dengue fever: a
retrospective chart review.
de Mel S, Thilakawardana BU, de Mel P, de Silva AP, de Mel C, Chandrasena L, Seneviratue
SL, Abeysuriya V. Trans R Soc Trop Med Hyg. 2020 Aug 1.114(8):632-634. doi:
101093 Arstmby/iraa0M 9. PMID: 32562423

33, COVID-19 and gastroenterology: clinical msights and recommendations for gastroenterology.
care providers.
Niriella MA, De Silva AP, Liyanage KI, Sarm SK, de Silva HJ Scand J Gastroenterol. 2020
Aug:55(8):1005-1011. dox 10.1080/00365521.2020.1789896. Epub 2020 Jul
10.PMID: 32650675 Review.
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Alexandro, Koon Ling, Simon Travis, Susan Cullen. Gastroenterology. DDW 2002 (Poster
of distinction).

7. The genetie prediction of the clinical response to infliximab in Crohn’s
disease (CD): a role for polymorphisms in the TNFA and LTA genes?
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patients with diarrhoea predominant IBS in a tropical setting . Sri Lanka Medical
Association 2008; 68.(oral presentation)
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Pathmeswaran A, de Silva HJ. Osteoporosis among adult Sri Lankans with
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33. AP De Silva, MA Niriella, NJAHD Perera, JVS Arvasingha, KVU Kalubowila, AS
Dassanayake, A Pathmeswaran, HJ de Silva. Is a six hour fast after a rice
meal sufficient before upper gastrointestinal endoscopy? 21st March 2009 -
122nd Annual Scientific Sessions,SLMA Oral Presentation: OP 30
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Dassanayake, A Pathmeswaran, HJ de Silva. Is a six hour fast after a rice meal
sufficient before upper gastrointestinal endoscopy?

DDW 2009 June 1
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Dassanayake, A Pathmeswaran, H.J. De Silva, The Prone 12 O'Clock Position Reduces
Illeal Intubation Time During Colonoscopy Compared to the Left Lateral 6 O’ Clock
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Anuradha S Dassanayake - Anuradhani Kasturiratne - Shaman Rajindrajith - Udava
Kalubowila - Sureka Chakrawarthi - Arjuna P De Silva - Miyuki Makaya - Tetsuya
Mizoue  Norihiro Kato - A Rajitha Wickremasinghe - H Janaka de Silva - Journal of
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49. Prevalence and risk factors for metabolic syndrome among aging adults in
an urban Sri Lankan population
KATT Kasturiratna - MA Niriella - ST De Sllva - KR Perera - SKCE Subasinghe -
SK Kodisinghe - TACL Pivaratna + K Vithiya + D Kottachchi - UK Ranawaka - C
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50. Association between road accidents and minimal hepatic encephalopathy
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Asia Pacific Digestive Week: 01/2014

51t. Recurrent vs. First Presentation with Acute Coronary Syndrome in a
Tertiary Care Hospital
GMTR Bandara - VNRM Fonseka - DST Danansuriya + RLP Harshanie - K
Thirumavalavan - G Premawansa - SMSB Samarakoon + AP De Silva - ST De
Silva UK Ranawaka
Annual Academic Sessions, Sri Lanka Medical Association, Colombo,
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52.Pre-admission antiplatelet therapy in patients presenting with acute coronary
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DST Danansuriya - K Thirumavalan - G Pemawansa « S Samarakoon - AP De
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53.Delay in presentation and management of acute myocardial infarction in a
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Colombo, Sri Lanka; 09/2010

55. Comparison of body fat percentage of Sri Lankan National rugby
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122nd Annual scientific sessions SLMA 2009; 01/2009

56. Prevalence of eosinophilic oesophagitis among adult Sri Lankan

57.

58.

59

60.

61.

patients with refractory upper gastrointestinal symptoms - a prospective
study Arjuna P De Silva
122nd Annual Scientific sessions SLMA 2009; 01/2009

Prevalence and risk factors for non-alcoholic fatty liver disease among adults in an urban
Sri Lankan population Anuradha S Dassanayake - Anuradhani Kasturiratne - Shaman
Rajindrajith - Udaya bKalubowila - Sureka Chakrawarthi « Arjuna P De Silva - Miyuki
Makaya - Tetsuva Mizoue - Norihiro Kato + A Rajitha Wickremasinghe - H Janaka de
Silva - Annual Academic Sessions, Sri Lanka Medical Association, Colombo,

Sri Lanka; 07/2015

Prevalence and risk factors for metabolic syndrome among aging adults in an urban Sri
Lankan population KATT Kasturiratna - MA Niriella - ST De Sllva - KR Perera - SKCE
Subasinghe + SK Kodisinghe + TACL Pivaratna - K Vithiyva - D Kottachchi - UK
Ranawaka « C Jayasinghe - S Rajindrajith « AS Dassanayaka + AP De Silva - A
Pathmeswaran HJ de Silva

Annual Academic Sessions, Sri Lanka Medical Association, Colombo,
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Recurrent vs. First Presentation with Acute Coronary Syndrome in a Tertiary

Care Hospital GMTR Bandara - VNRM Fonseka - DST Danansuriva - RLP Harshanie -
K Thirumavalavan + G Premawansa - SMSB Samarakoon - AP De Silva - ST De Silva
UK Ranawaka Annual Academic Sessions, Sri Lanka Medical Association, Colombo,
Sri Lanka; 07/2012

The prevalence of cirrhosis in adult with evidence of immunity against Hepatitis A
Kobbegala KGVI!, Karalliyadda HN!, Niriella MA!, Ranawaka CK?, de Silva AP!,
Dassanayake AS!, de Silva HI'

OP - 001

Sn Lanka Medical Association (SLMA) 129th Anmual Academic Sessions - July 2016

Clinical predictors of poor disease outcome for IBD in Sri Lanka

Niriclla MA', Kodismghe SK*, Dmamithra NP*, Rajapakshe N?, Nanayakkara SD!, Luke
HPDP!, Silva KTM!. De Silva AP!. Navarathne NMM?, Jayasekara RW*. de Silva HI'

OP - 006
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. Incidence and predictors of metabolic syndrome in an urban, adult Sri Lankan

population ~ a community cohort follow-up study

De Silva ST'?, Niriella MA'?, Kastunrama A', D Kottahachchi', Ranawaka UK'?
Dassanayaka AS', de Silva AP'?, Pathmeswaran A', Wickramasinghe AR', Kato N¥, de Silva
HJl_‘
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Sn Lanka Medical Association (SLMA) 129th Annual Academic Sessions - July 2016

Incidence and risk factors for non-alcoholic fatty liver disease in an urban, adult Sri
Lankan population — a community cohort follow-up study

Niriella MA!, KasturiratnaA!, De Silva ST!, Perera KR?, Subasinghe SKCE?, Kodisinghe
SK?, Pivaratna TACL?, Vithiva K°, Dassanayvaka AS’, De Silva AP!, Patluneswaran A', Kato
N3, de Silva HJ!
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Sn Lanka Medical Association (SLMA) 129th Annual Academic Sessions - July 2016

. Anthropometric correlates of total body fat, visceral adiposity and cardio-metabolic

health risk: a community cohort study of urban, adult Sri Lankans

Ninella MA!, De Silva ST*, Kastunrama A', Kottachclu D', Ranawaka UK, Dassanayaka
AS', De Silva AP', Pathimeswaran A', de Silva HI!

OP - 035

Sn Lanka Medical Association (SLMA) 129th Annual Academic Sessions -  July 2016

Lean non-alcoholic fatty liver disease (Lean-NAFLD): characteristics and risk factors
from a community cohort follow up study

Niriella MA?, De Silva ST?, Kasturiratna A', Perera KR, Subasmghe SKCE?, Kodisinghe
SK°, Pivarama TACL®, Vithiyva K?, Dassanayaka AS'. De Silva AP’ Pathmeswaran A,
Wickramasinghe AR’ Kato N*, de Silva HJ'

Poster m spotlight (oral presentation) and Poster presentation — PP 1102

United European Gastroenterology Week (UEGW) 2016, Viemna, Austria — October 2016

Prevalence of irritable bowel syndrome in an urban adult Sri Lankan population
Rishikesavan V, Arjuna P De Silva, Mendis WAS, Ruston SM, Madunil A Niriella, Pathmes
Pathmeswaran, Hithanadura Janaka de Silva

PP - 043
Sn Lanka Medical Association (SLMA) 129th Annual Academmc Sessions - July 2016

Lean non-alcoholic fatty liver disease (Lean-NAFLD): characteristics and risk factors
from a community cohort follow up study

Niriella MA!, De Silva ST, Kasturiratna A, Perera KR?, Subasinghe SKCE?, Kodisinghe
SK?, Pivaratna TACL?, Vithiya K*, Dassanayaka AS', De Silva AP!, Pathmeswaran A,
Wickramasmghe AR’ Kato N7, de Silva HJ

105



Randomized, Quadruple-blind, Placebo-controlled, Clinical Trial to determine the effects of Coffee (caffeine)

supplementation on Hepatic Steatosis and Fibrosis in Metabolic dysfunction-associated Steatotic Liver

68

69.

70.

71.

73.

74

Disease(MASLD)Version 1.

28.02.2025
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Changing phenotype of IBD in Sri Lanka

Niriella MA!, Kodisinghe SK*, Dinamithra NP?, Rajapakshe N!, Nanayakkara SD*, Luke D!,
Silva KTM!, De Silva AP!'. Navarathne NMM?, Jayasekara RW*, de Silva HJ'

PP - 054

Sn Lanka Medical Association (SLMA) 129th Anmial Academic Sessions - July 2016

Early clinical course of IBD in Sri Lanka

Niriella MA!, Kodisinghe SK?, Dmamithra NP*, Rajapakshe N' Nanayakkara SD*, Luke
HPDP!, Silva KTM', De Silva AP!, Navarathne NMM®, Jayasekara RW*, de Silva HJ?

PP - 054
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Comparison of cryptogenic and hepatitis B related hepatocellular carcinoma

Sinwardena RC', Niriella MA', Dassanayake AS', De Silva AP!, Gunathilake B', Chok KSH
2 Lo CM 2, Chan SC?, Fan ST *de Silva HJ !

PP - 096

Sn Lanka Medical Association (SLMA) 129th Anmual Academic Sessions - July 2016

Significance of pre-treatment serum alpha-fetoprotein in hepatocellular
carcinoma of non-viral aetiology

Siriwardena RC !, Nirtella MA ', Dassanayake AS !, De Silva AP !, Gunathilake B !,
de Silva HJ
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2. Niriella MA, De Silva ST, Kasturiratna A, Kottachchi D, Ranasinghe RMAG, Dassanayaka

AS. De Silva AP, Pathmeswaran A, Wickramasmghe AR, Kato N, de Silva HJ. Lean-
NAFLD is the strongest predictor of future obesity among urban adult Sri Lankans:
results from a prospective, community cohort follow-up study

United Ewropean Gastroenterology Week 2017, Barcelona, Spam; 10/2017

Niniella MA, Kodisinghe SK. De Silva AP, Rajapakshe N, Nanayakkara SD, Luke HPDP,
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