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1.  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) 

2.  Objective 

 Primary Objective: 

• 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: 

• To assess changes in liver enzymes (ALT, AST, GGT) with caffeine supplementation. 

• To assess the impact on metabolic markers(HbAIC, lipid profile, BMI). 

• To assess potential side effects of caffeine supplementation. 

3.  Study design 
 

Randomized, Quadruple blinded, Placebo-controlled 

4.  Study setting 
Gastroenterology Clinic, University Medical Unit, Colombo North Teaching Hospital, Ragama, 

Sri Lanka. 

5.  Study population Patients attending the clinic 

6.  

Definition of 

intervention/main 

exposure variable 

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

months. 

 The control group will receive a placebo capsule identical in appearance. 

7.  
Definition of 

primary outcome 

Is the reduction in hepatic steatosis and fibrosis in non-alcoholic fatty liver disease (NAFLD) 

patients which is measured by Liver stiffness measurement (LSM) via Fibro scan, Controlled 

attenuation parameter (CAP) scores via Fibro scan and FIB-4 score calculation. All comparisons 

will be from baseline to week 24. 

8.  Sample size 110 participants 

9.  
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: 

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

exercise, alcohol intake) 

In 3 months and 6 months 

• 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).  
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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-α, TGF-β), 

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, Outcomes and End points 

2.1. Hypothesis: 

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

fibrosis in NAFLD patients. 

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

fibrosis in NAFLD patients. 

2.2. Objectives: 

         Primary Objective: 

• 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: 

• To assess changes in liver enzymes (ALT, AST, GGT) with caffeine supplementation. 

• To assess the impact on metabolic markers(HbAIC, lipid profile, BMI). 

• To assess potential side effects of caffeine supplementation. 

2.3. The Outcomes: 

• 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  

• Secondary Outcome 

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

• Both male and non-pregnant, non-lactating female patients aged 18 - 65 years who provide 

written informed consent before starting the study  

• Patient diagnosed with type 2 diabetes based on American Diabetes Association (ADA) 

definition or who only take oral antidiabetic drug. 

• CAP score >263 

• Fulfilling 2/3 USS criteria for fatty liver 

4.3.2. Exclusion Criteria 

• History of unsafe alcohol consumption  

• Other liver disease (chronic viral/autoimmune/hereditary) 

• Use of steatogenic medications 

• History of drug dependence 

• Body mass index (BMI) ≥35 kg/m2 
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• A restrictive diet or weight change ≥ 5 kg during the 3 months prior to study 

• Pregnancy or lactation 

• Patients with sensitivity to caffeine intake 

• Patients with symptomatic ischaemic heart disease, arrythmia’s  

• 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 = σ2(Zα/2+Zβ)2/delta 

       where, 

• Zα/2=1.96 (for α = 0.05, two-tailed test) 

• Zβ=0.84Z_{\beta} = 0.84Zβ=0.84 (for 80% power) 

• σ=5\sigma = 5σ=5 (Standard Deviation) 

• Δ=3\Delta = 3Δ=3 (Expected Mean Difference) 

Calculation, 

n=(3)22×(5)2×(1.96+0.84)2 

n=2×25×(2.8)29 

n=43.56=44  

Adjusting for Dropout (20%) 

                 N final=441−0.20=440.80=55 

Final Sample Size 

• 55 participants per group 

• Total: 110 participants (both groups combined) 
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4.5. Participant recruitment 

• 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 

• 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.  

• 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. 

• 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. 

• 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: 

• 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.  

• 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 
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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.  
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• After recruitment baseline testing will be done for HbA1c,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 

• 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 

• 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 

volume 

Investigations 

Enrolment 6 ml FBS, Liver profile 

Lipid profile, Serum HCG (Female participants 

only)  

Allocation Visit - Beginning of 1st 

Month  

6 ml FBS 

Serum HbA1c 

Fasting serum insulin 
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Lipid profile, Liver profile, Total bilirubin 

Serum creatinine 

FBC 

Serum electrolytes 

3rd month and 6th month 6 ml FBS 

Serum HbA1c 

Fasting serum insulin 

Lipid profile, Liver profile, Total bilirubin 

Serum creatinine 

FBC 

Serum electrolytes 

 

4.7. Randomization, blinding and code breaking 

This is 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 
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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, HbA1c, 

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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Table 2: Summary of  follow up 

 Enrolment Allocation 

1 

Subsequent visits 

TIME POINT  0 1st 

mont

h 

2nd 

mont

h 

3rd 

month 

4th 

mont

h 

5th 

month 

6th 

mont

h 

ENROLMENT         

Eligibility screen ✖        

Informed consent ✖        

Allocation  ✖       

INTERVENTIO

NS 

        

caffeine or 

placebo 

 ✖ ✖ ✖ ✖ ✖ ✖  

ASSESSMENTS         

Medical history 

taking 

✖ ✖ ✖ ✖ ✖ ✖ ✖ ✖ 

AUDIT ✖ ✖ ✖ ✖ ✖ ✖ ✖ ✖ 

FFQ and IPAQ ✖ ✖ ✖ ✖ ✖ ✖ ✖ ✖ 
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Height, weight 

and waist 

circumference 

  ✖ ✖ ✖ ✖ ✖ ✖ 

Blood pressure ✖ ✖ ✖ ✖ ✖ ✖ ✖ ✖ 

Physical 

examination1 

✖ ✖ ✖ ✖ ✖ ✖ ✖ ✖ 

USS scan ✖        

Fibro scan  ✖      ✖ 

FBG ✖ ✖   ✖   ✖ 

Fasting serum 

insulin 

 ✖   ✖   ✖ 

HCG only female ✖        

Serum HbA1c  ✖   ✖   ✖ 

Lipid profile ✖ ✖   ✖   ✖ 

Liver enzymes ✖ ✖   ✖   ✖ 

Total bilirubin ✖    ✖   ✖ 

Serum creatinine  ✖   ✖   ✖ 

Serum 

electrolytes 

 ✖   ✖   ✖ 
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FBC  ✖   ✖   ✖ 

UFR  ✖   ✖   ✖ 
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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. 

1. Dosing will be stopped if liver enzymes increases > 3 x normal range 

2. Dosing will be stopped if conjugated bilirubin increases > 1.5 x normal range 

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

4. 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 

4. Ethics & Administrative 

Costs 
35,000 

Subtotal 1,216,000 

7. Contingency (10%) 121,600 

Grand Total 1,337,600 

 

8.1. Source of funding  

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  

2025 

March  

2025 

April 

2025 

May 

2025 

June  

2025 

July 

2025 

August 

2025 

September 

2025 

October  

2025 

November 

2025 

December 

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) 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.  

b) At the start of the study and  monthly for 6 months, your Blood pressure, height, weight, and 

waist circumference will be measured. 

c) Full blood count, fasting plasma glucose, glycosylated haemoglobin A1c, 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. 

d) 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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c) 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@kln.ac.lk 
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11.2 Annexure 1A 
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11.3. Annexure 1A 

வளர்சிதை மாற்ற செயலிழப்புடன் சைாடர்புதடய ஸ்டீடடாடிக் 

கல்லீரல் ட ாயில் (MASLD) கல்லீரல் ஸ்டீடடாசிஸ்(Steatosis) மற்றும் 

ஃதபப்டராசிஸில்(fibrosis) காபி (காஃபின்) கூடுைல் விதளவுகதளை் 

தீர்மானிக்க சீரற்ற,  ான்கு மடங்கு குருட்டு, மரு ்துப்டபாலி 

கட்டுப்படுை்ைப்பட்ட, மருை்துவ டொைதன. 

பங்டகற்பாளர் ைகவல் ைாள்  

 ககொழும்பு வடக்கு ப ொதனொ மருத்துவமனன மற்றும் களனி 

 ல்கனலக்கழக மருத்துவ பீடத்தின் மருத்துவ ் பிரிவின் மூத்த 

ப ரொசிரியரும் ஆபலொசகர ்மருத்துவருமொன ப ரொசிரியர ்அரஜ்ுன 

பிரியதரச்ின் டி சில்வொ, ஆல்கஹொல் அல்லொத ககொழு ்பு கல்லீரல் 

ப ொயில் கொபி (கொஃபின்) ச ்ளிகமண்படஷன் கல்லீரல் 

ஸ்டீபடொசிஸ்(steatosis) மற்றும் ஃன  ்பரொஸிஸில்(fibrosis) ஏற் டுத்தும் 

வினளவுகனளத் தீரம்ொனிக்கும் சீரற்ற, இரடன்ட-குருடட்ு, மரு ்து ்ப ொலி 

கடட்ு ் டுத்த ் டட், மருத்துவ பசொதனன என்ற ஆரொய்சச்ி திட்டத்தில் 

 ங்பகற்க உங்கனள அனழக்க விரும்புகிபறன். இ ்த ஆய்வில் உள்ள 

மற்ற ஆய்வொளரக்ள் ககொழும்பு வடக்கு ப ொதனொ மருத்துவமனன மற்றும் 

களனி  ல்கனலக்கழக மருத்துவ பீடத்தின் இனர ்ன  குடல் மற்றும் 

ஆபலொசகர ்மருத்துவர ்ப ரொசிரியர ்மதுனில் அனுக்  ிரிகயல்லொ, 

மரு ்தியல் ப ரொசிரியர ்ப ரொசிரியர ்அனுரொதொ எஸ் தச ொயக்க, 

களனி ்  ல்கனலக்கழக மருத்துவ பீடத்தின் மருத்துவத் துனறயின் மூத்த 

விரிவுனரயொளர ்மற்றும் ஆபலொசகர ்இனர ்ன  குடல்  ிபுணர ்டொக்டர ்

உதித தச ொயக்க, களனி  ல்கனலக்கழக மருத்துவ பீடத்தின் ஆபலொசகர ்

மருத்துவர.் களனி  ல்கனலக்கழக மருத்துவ பீடத்தின் ஓய்வுக ற்ற 

ப ரொசிரியர ்ப ரொசிரியர ்ஜனக டி சில்வொ, களனி ்  ல்கனலக்கழக 

மருத்துவ பீட ஆரொய்சச்ி உதவியொளர ்டொக்டர ்கிருஷொனி பிர ொகர,் 

களனி ்  ல்கனலக்கழக மருத்துவ பீட ஆரொய்சச்ி உதவியொளர ்டொக்டர ்

பிரதி ொ விபஜசிங்க.                                                                                                                          

1. ஆய்வின் ட ாக்கம் 
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இ ்த ஆய்வின் ப ொக்கம், மது அரு ்தொத ககொழு ்பு கல்லீரல் ப ொய் 

(NAFLD) உள்ள   ரக்ளில் கொஃபின்(caffiene) கல்லீரல் ஆபரொக்கியத்னத 

பமம் டுத்த உதவுமொ என் னதக் கண்டறிவதொகும். குறி ் ொக, கொஃபின் 

கல்லீரல் ககொழு ்ன  (கல்லீரல் ஸ்டீபடொசிஸ்) மற்றும் கல்லீரல் 

ஃன  ்பரொஸினஸக் குனறக்க முடியுமொ என் னத கண்டறிவதொகும் 

2. ைன்னார்வ பங்டகற்பு 

இந்த ஆய்வில் பங்கேற்பது முழுமையாே உங்ேளது விருப்பை். 

பங்கேற்பதற்ோன ஒப்புதமல அளித்த பின்னருை், எப்கபாது 

கேண்டுைானாலுை் பங்கேற்மப நிறுத்த அல்லது பங்கேற்ே ைறுே்ே 

உங்ேளுே்கு சுதந்திரை் உள்ளது. இதில் பங்கேற்ோமையாகலா, 

பங்கேற்மப நிறுத்தியதாகலா உங்ேளுே்கு உரிய ைருத்துே கேமேயில் 

எந்த குமறயுை் ஏரப்டாது. 

3. பங்டகற்பாளர ்டைர்வு 

உங்களுக்கு மதுசொரமற்ற ககொழு ்பு கல்லீரல் ப ொய் (NAFLD) இரு ் து 

கண்டறிய ் டட்ுள்ளதொல், இ ்த ஆரொய்சச்ியில்  ங்பகற்க 

அனழக்க ் டுகிறீரக்ள். 

4. ஆய்வின் காலம்,  தடமுதறகள், மற்றும் பங்டகற்பாளரின் 

சபாறுப்புகள் 

a) வயது, கல்வி  ினல, வொழ்க்னக முனற, உணவு ்  ழக்கம் மற்றும் மது 

மற்றும் புனகயினல நுகரவ்ு ப ொன்ற உங்கள் அடி ் னட விவரங்கனள ் 

க றும்  யிற்சி க ற்ற  ணியொளரக்ளொல்  ீங்கள் ப ரக்ொணல் 
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கசய்ய ் டுவீரக்ள். அவரக்ள் உங்கள் மருத்துவ மருத்துவ  திவுகனளயும் 

மதி ் ொய்வு கசய்வொரக்ள்.  

b) ஆய்வின் கதொடக்கத்திலும் 6 மொதங்களுக்கும் மொத ்பதொறும், உங்கள் 

இரத்த அழுத்தம், உயரம், எனட மற்றும் இடு ்பு சுற்றளவு அளவிட ் டும். 

c) முழு இரத்த எண்ணிக்னக, உண்ணொவிரத பிளொஸ்மொ குளுக்பகொஸ், 

கினளபகொனசபலட்டட் ஹீபமொகுபளொபின் HA1c, உண்ணொவிரத சீரம் 

லி ்பிடுகள், ALT, AST, சீரம் கிரிபயட்டினின், முழு இரத்த எண்ணிக்னக 

மற்றும் சீரம் எலக்ட்பரொனலடட்ுகள் கதொடக்கத்திலும் மூன்று மொதங்கள் 

மற்றும் ஆறு மொதங்களுக்கு ் பிறகும் மதி ்பிட ் டும். கூடுதலொக, 

ஆட்பசர ்்பு மற்றும் ஆறு மொதங்களின் முடிவில் வயிறு மற்றும் 

ஃன  ்பரொஸ்கொனின்(fibroscan) அல்ட்ரொ(US scan) சவுண்ட் ஸ்பகன் 

கசய்ய ் டும். 

d) ஆறு மொதங்களுக்கு ஒவ்கவொரு  ொளும் உடக்கொள்ள 

கொஃபின்/மரு ்து ்ப ொலி மொத்தினரகள் உங்களுக்கு வழங்க ் டும். 

கூடுதலொக, இ ்த ஆறு மொதங்களில் பின் ற்ற பவண்டிய சுகொதொர 

வொழ்க்னக முனற  னடமுனறகள் குறித்து உங்களுக்கு 

அறிவுறுத்த ் டும். 

5. ொை்தியமான  ன்தமகள் 

இ ்த ஆய்வில்  ங்பகற் து உங்களுக்கு  ல வழிகளில்  யனளிக்கும். 

a) உங்கள் இரத்த அழுத்தம், உயரம், எனட மற்றும் இடு ்பு சுற்றளவு 

கூடுதல் கசலவு இல்லொமல் அளவிட ் டும். 
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b) உங்கள்  ீரிழிவு கடட்ு ் ொடு, ககொழு ்பு, கல்லீரல் கசயல் ொடுகள் 

மற்றும் சிறு ீரக கசயல் ொடுகள் இலவசமொக அணுக ் டும் 

c) கல்லீரல் கசயல் ொடன்ட பமம் டுத்துவதற்கொன வொழ்க்னக முனற 

மொற்றங்கள் குறித்து உங்களுக்கு இலவசமொக அறிவுறுத்த ் டும் 

d) கொஃபின் மொத்தினரகனள உடக்கொள்வதன் மூலம் கல்லீரல் ககொழு ்பு 

(கல்லீரல் ஸ்டீபடொசிஸ்) மற்றும் கல்லீரல் ஃன  ்பரொஸிஸ் குனறயும் 

வொய் ்பு உள்ளது. 

6. ொை்தியமான ஆபை்துகள் 

கொஃபின்  ரவலொக உடக்கொள்ள ் டுகிறது மற்றும்  ரி ்துனரக்க ் ட்ட 

வரம்புகளுக்குள் க ொதுவொக  ொதுகொ ் ொனது என்றொலும், 

 ங்பகற் ொளரக்ள் சில  க்க வினளவுகனள அனு விக்கலொம் 

லேசான முதே் மிதமான பக்க விளைவுகை் 

•  ட ட ்பு, அனமதியின்னம, தூக்கமின்னம, தனலவலி, வயிற்று 

அகசௌகரியம் 

அரிதான ஆனாே் கடுளமயான ஆபத்துகை் 

• அரித்மியொ, ஒவ்வொனம எதிரவ்ினனகள் 

 ங்பகற் ொளரக்ள் உணவு மற்றும் உடற் யிற்சி வழிகொடட்ுதல்கள் 

மற்றும் தினசரி துனண அட்டவனணனய ் பின் ற்றுவொரக்ள் என்று 

எதிர ்ொரக்்க ் டுகிறது. அவரக்ள் ஒவ்கவொரு மொதமும்  ல்கனலக்கழக 



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 

 

53 
 

மருத்துவ ் பிரிவிற்கு மொதொ ்திர  ரிபசொதனனகளுக்கொக வருனக 

தருவொரக்ள், இது சிரமமொக இருக்கலொம். 

7.இடர் லமோண்ளம மற்றும் பாதுகாப்பு முன்னனசச்ரிக்ளககை் 

 ங்பகற் ொளரக்ள் ஆட்பசர ்்பின் ப ொது ஏபதனும் கடுனமயொன இதய 

ப ொய் மற்றும் பிற உயர ்ஆ த்து  ினலனமகளுக்கு 

 ரிபசொதிக்க ் டுவொரக்ள், அனடயொளம் கொண ் ட்டொல் அவரக்ள் 

ஆய்வில் பசரக்்க ் ட மொட்டொரக்ள். 

ஆய்வில்  ங்பகற்கும் ப ொது  ங்பகற் ொளரக்ள் கொபி, பத ீர ்அல்லது 

எனரஜ்ி  ொனங்கனளயும் உடக்கொள்ளக்கூடொது என்று 

அறிவுறுத்த ் டுவொரக்ள். 

 ங்பகற் ொளரக்ள் ஏபதனும்  ொதகமொன வினளவுகனள ் புகொரளிக்க 

ஆய்வு மருத்துவரக்ளின் கதொடரப்ு விவரங்களுடன் ஒரு ஆய்வு அனடயொள 

அடன்டனய ் க றுவொரக்ள் மற்றும் உடனடியொக  ரொமரி ்பு 

வழங்க ் டும். 

தரவு மற்றும்  ொதுகொ ்பு கண்கொணி ்பு வொரியம் (DSMB) ஆய்னவ 

பமற் ொரன்வயிடும். 

8. ரகசியை்ைன்தம 

உங்ேள் அமடயாளை் ததரியாத விதத்தில் ைடட்ுகை தரவுேள் 

தேளியிடப்படுை். 

9. முடிவுகள் பகிரை்ல் 
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முடிவுேமள ததரிந்துதோள்ள விருை்பினால், ஆராய்ேச்ியாளரே்ளுே்கு 

ததரிவிே்ேவுை். 

10. பங்டகற்பு  ிறுை்ைம் 

பங்கேற்மப எப்கபாது கேண்டுைானாலுை் நிறுத்தலாை். 

11. விளக்கம் டைதவப்பட்டால் 

பதனும் பசொதனனகள் /  னடமுனறகள் அல்லது தகவல்கள் குறித்து 

உங்களுக்கு ஏபதனும் பகள்விகள் இரு ்தொல், கீபழ  ட்டியலிட ் டட்ுள்ள 

  ரக்ளில் யொரிடமொவது தயங்கொமல் பகளுங்கள். 

லபராசிரியர் அர்ஜுன பிரியதர்சின் டி சிே்வா 0777572379 

லபராசிரியர் மதுனிே் அனுக் நிரினயே்ோ          0714820948 

டாக்டர் கிருஷானி பிரபாகர்                                       0779175034 

டாக்டர் பிரதிபா விலஜசிங்லக                                     0764750654 

 12.முதறொர் புகார் 

ஈதிே்ஸ் ஆய்வுே்குழு(ERC), கேளனிய பல்ேமலே்ேழே ைருத்துே பீடை், 

சைாதலடபசி: 0112961267 

மின்னஞ்ெல்: ercmed@kln.ac.lk 
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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 

questions? 

Yes No 

3.Have you had satisfactory answers for all your questions? Yes No 

4.Have you received enough information about the study? Yes No 

5.Who explained the study to you?  

6.Do you understand that you are free to withdraw from the study at any 

time without having to give a reason and without affecting your future 

medical care? 

Yes No 

7.Sections of your medical notes including those held by the investigator 

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? 

Yes No 

8.At the initiation and every month till the completion of the study your 

height, weight, BMI, waist circumference and blood pressure will be 

measured. Do you give permission for it? 

Yes No 

9. At initiation of the study and in 3 months and 6 months from initiation 

blood tests would be taken do you consent to that? 

Yes No 

10. At initiation of the study and in 6 months an ultrasound scan of the 

abdomen and fibroscan would be done, do you consent to that? 

Yes No 

11.Would you consent to Taking either caffeine/ placebo tablets every day 

for 6 months? 

Yes No 

12. Would you provide contact details to our research team and agree to 

be contacted by them for any inquiries related to the study? 

Yes No 

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: …………………………… 

Name: …………………………………….....................                 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: 

…………………………………………………………………………………………… 

Date: ………………………….  

Name: ……………………………………………………………………………………………… 
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11.5. Annexure 1B 

පරිවෘත්තීය අක්රමිකතාව ආශ්රිත අක්මාවේ වේදය තැේපත්ත වීවේ ව ෝගවේදී 

(MASLD), අක්මාවේ ස්ටියව ෝසිස්ට (steatosis) ස්හ ෆයිවරෝසිස්ට (fibrosis) යන 

තත්තව වල  වකෝපි (caffeine) භාවිත කිරීවමන් ඇතිවන බලපෑම අධ්යයනය 

කිරීම ස්ඳහා සිදුවකව න ස්ස්ේභාවී( randomized), සිේ අන්ධ්(quadruple-

blinded),ප්ලැසිවබෝ පාලිත ( placebo- controlled) පරීක්ෂණය. 

mrSCIKhg සහභාගි වීමට කැමැත්ත ලබාගැනීමේ ම ෝරමය  

A). mrSCIKhg සහභාගිවන්නන් තමන් විසින්ම මමම පත්රිකාව සම්පූර්ණ කළ යුතුය. 

1.ඔබ මතාරතුරු පත්රිකාව කියවා තිමේද? (කරුණාකර ඔබ මවනුමවන් 

පිටපතක් තබා ගන්න.) 

ඔව් නැත 

2. මමම අධ්යයනය ගැන සාකච්ඡා කිරීමට සහ ප්රශ්න ඇසීමට ඔබට 

අවස්ථාවක් ලැබී තිමේද? 

 

ඔව්  නැත 

3.ඔමේ සියලුu ප්රශ්න සඳහා සතුටුදායක පිළිතුරු ලැබී තිමේද? ඔව් 

 

නැත 

4.අධ්යයනය පිළිබඳ ප්රමාණවත් මතාරතුරු ඔබට ලැබී තිමේද? ඔව් 

 

නැත 

5. ඔබට මමම අධ්යයනය පැහැදිලි කමළ් කවුද? .................... 

6. මහ්තුවක් දැක්ීමකින් මතාරව සහ ඔමේ අනාගත වවදය 

ප්රතිකාරවලට බලපෑම්ප මනාකර ඕනෑම මව්ලාවක අධ්යයනමයන් ඉවත් 

ීමට ඔබට නිදහස ඇති බව ඔබට වැටමහනවාද? 

ඔව් 

 

නැත 

7.මමම අධ්යයනයට ඔබමේ සහභාගීත්වය සම්පබන්ධ්මයන් 

විමර්ශකයා සතු දත්ත ඇතුළුව ඔබමේ වවදය සටහන් වල මකාටස් 

මවනත් පර්මේෂණ සහායකයින් විසින් පරීක්ෂා කරනු ලැබිය හැක. 

සියලුම පුද්ගලික මතාරතුරු දැඩි මලස රහසිගත මලස සලකනු ලැමේ. 

මමම පුද්ගලයින්ට ඔබමේ වාර්;d මවත ප්රමව්ශ ීමට ඔබ ඔබමේ 

අවසරය ලබා මදනවාද? 

ඔව් 

 

නැත 

8. අධ්යයනය ආරම්භයේදී සහ අධ්යයනය අවසන් වන යෙක් සෑම 

මසකම ඔයේ උස, බර, ශරීර ස්කන්ධ් ද¾Yකය, ඉණ වට ප්රමාණය 

සහ රුධිර පීඩනය මනිනු ලැයේ. ඔබ ඒ සඳහා අවසර යදනවාද? 

ඔව් 

 

නැත 
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9. අධ්යයනය ආරම්භයේදී සහ ආරම්භයයන් මාස 3ක් සහ මාස 6ක් 

ඇතුළෙ රුධිර පරීක්ෂණ සිදු කරනු ලැයේ'ඔබ එයට එකඟද? 

ඔව් 

 

නැත 

10. අධ්යයනය ආරම්භයේදී සහ මාස 6 කට පසු උදරයේ අල්ට්රා 
සවුන්් ස්කෑන් පරීක්ෂණයක් සහ ෆයියරාස්කෑන් පරීක්ෂණයක් සිදු 

කරනු ලැයේ, ඔබ එයට එකඟද? 

 
 

ඔව් 

 

නැත 

11. මාස 6ක් පුරාවට දිනපො කැයෆ්න්/ප්යල්ටයසයබෝ යපති වලින් එකක් 

ගැනීමට ඔබ එකඟ යවනවාද? 

 

ඔව් 

 

නැත 

11.මමම අධ්යයනය සම්පබන්ධ්මයන් කිසියම්ප මතාරතුරක් ඔබමගන් ලබා 

ගැනීමට අවශය වුවමහාත් අප ප¾fhaෂණ කණ්ඩායම විසින් ඔබමේ දුරකථන 

අංකය ඔස්මස් ඔබව සම්පබන්ධ් කරගන්නවාට ඔබ කැමතිද? 

ඔව් නැත 

12.ඔමේ තීරණයට පැමිණීමට ඔබට ප්රමාණවත් කාලයක් තිමේද? ඔව් නැත 

13.මමම අධ්යයනයට සහභාගි ීමට ඔබ එකඟද? ඔව් නැත 

 

සහභාගිවන්නාමේ, 

 

අත්සන   :……………………………………………………………… 

 

නම                     :……………………………………………………………… 

 

දිනය   :……………………………………………………………… 

 

ප¾fhaIK සහායකයා /කැමැත්ත ගැනීමම්ප ප්රකාශනය ලබාගත් පුද්ගලයා විසින් සම්පූ¾K කළ 

යුතුය. 

 
 
B) මමම ස්මව්ච්ඡාමවන් ඉදිරිපත් වන පුද්ගලයා හට මමම අධ්යනය පිළිබඳව පැහැදිලි 

කර ඇති අතර  ඔහු /ඇය සහභාගි ීමට කැමැත්ත පළ කර ඇත . 
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 ප¾fhaIK සහයකයාමේ අත්සන 

………………………දිනය…………………………………… 

නම……………………………………………………………………………………………… 

  
 
wdpdr O¾u සමාමලෝචන කමිටුව වවදය පීඨය කැලණිය කැලණිය විශ්ව විදයාලය. 
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11.6. Annexure 1B 

வளர்சிதை மாற்ற செயலிழப்புடன் சைாடர்புதடய ஸ்டீடடாடிக் 

கல்லீரல் ட ாயில் (MASLD) கல்லீரல் ஸ்டீடடாசிஸ்(Steatosis) மற்றும் 

ஃதபப்டராசிஸில்(fibrosis) காபி (காஃபின்) கூடுைல் விதளவுகதளை் 

தீர்மானிக்க சீரற்ற,  ான்கு மடங்கு குருட்டு, மரு ்துப்டபாலி 

கட்டுப்படுை்ைப்பட்ட, மருை்துவ டொைதன. 

ஒப்புைல் படிவம் 

a. பங்கேற்பாளர ்மூலை் இந்த அட்டேமணமய முழுேமதயுை் தாங்ேள் 

முடிே்ே கேண்டுை். 

1. நீங்ேள் தேேல் அட்டேமணமய படித்துள்ளீரே்ளா? (தயவுதேய்து 

உங்ேள் நேமல மேத்துே்தோள்ளவுை்.) ஆை் /இல்மல 

2. நீங்ேள் இந்த ஆராய்ேச்ிமயப் பற்றி விோதிே்ே ைற்றுை் கேள்விேள் 

கேடே் ோய்ப்பு தபற்றுள்ளீரே்ளா? ஆை்/ இல்மல 

3. உங்ேள் அமனத்து கேள்விேளுே்குை் உங்ேளுே்கு திருப்திேரைான 

பதில்ேமளப் தபற்றுள்ளீரே்ளா? ஆை் /இல்மல 

4. இந்த ஆராய்ேச்ி பற்றி கபாதிய தேேல்ேமளப் தபற்றுள்ளீரே்ளா?  

ஆை் /இல்மல 

5. இந்த ஆராய்ேச்ிமய உங்ேளுே்கு யார ்விளே்கினர?்......................................... 

6. நீங்ேள் இந்த ஆராய்ேச்ியில் எப்கபாது கேண்டுைானாலுை் ோரணை் 

தோடுே்ோைல், உங்ேள் எதிரே்ால ைருத்துே பராைரிப்பிமன 

பாதிே்ோைல் விலகுேமதப் பற்றி புரிந்துள்ளீரே்ளா? ஆை் /இல்மல 

7. உங்ேள் ைருத்துே குறிப்புேள், ஆராய்ேச்ியில் பங்கேற்பு 

ததாடரப்ானமே உள்பட, ஆராய்ேச்ி உதவியாளரே்ளால் 

பரிகோதிே்ேப்படலாை். அமனத்து தனிப்பட்ட விேரங்ேளுை் 

ேடுமையாே இரேசியைாே மேயாளப்படுை். இந்த பதிவுேளுே்கு 

அணுேமல அளிே்ே நீங்ேள் அனுைதி அளிே்கிறீரே்ளா? ஆை் /இல்மல 
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8. ஆரை்ப ேட்டத்திலுை், ஆய்வு முடியுை் ேமர ஒே்தோரு ைாதமுை் 

உங்ேள் உயரை், எமட, உடல் நிமற குறியீடத்டண் (BMI), இடுப்பு 

சுற்றளவு ைற்றுை் இரத்த அழுத்தை் ஆகியமே அளவிடப்படுை். அதற்கு 

நீங்ேள் அனுைதி அளிே்கிறீரே்ளா? ஆை் /இல்மல 

9. ஆய்வின் ததாடே்ேத்திலுை், துேே்ேதத்ிலிருந்து 3 ைாதங்ேள் ைற்றுை் 6 

ைாதங்ேளுே்குப் பிறகுை் இரத்தப் பரிகோதமனேள் எடுே்ேப்படுை், 

அதற்கு நீங்ேள் ேை்ைதிே்கிறீரே்ளா?ஆை் /இல்மல 

10. ஆய்வின் ததாடே்ேத்தில், 6 ைாதங்ேளுே்குப் பிறகு, ேயிற்றுப் 

பகுதியின் அல்ட்ராேவுண்ட் ஸ்கேன்( US scan) ைற்றுை் 

ஃமபப்கராஸ்கேன்(Fibro scan) தேய்யப்படுை், அதற்கு நீங்ேள் 

ேை்ைதிே்கிறீரே்ளா? ஆை் /இல்மல 

11. 6 ைாதங்ேளுே்கு ஒே்தோரு நாளுை் ோஃபின்/ைருந்துப்கபாலி 

ைாத்திமரேமள எடுத்துே்தோள்ள நீங்ேள் ேை்ைதிப்பீரே்ளா? 

ஆை் /இல்மல 

12. நீங்ேள் எங்ேள் ஆராய்ேச்ி குழுவிற்கு ததாடரப்ு விேரங்ேமள ேழங்கி, 

இந்த ஆராய்ேச்ியுடன் ததாடரப்ுமடய எந்ததோரு 

விோரமணேளுே்குை் ததாடரப்ுதோள்ேதற்கு ஒப்புே்தோள்கிறீரே்ளா? 

ஆை் /இல்மல 

13. நீங்ேள் உங்ேள் முடிமே எடுே்ே கபாதிய கநரை் தபற்றுள்ளீரே்ளா? 

ஆை் /இல்மல 

14. இந்த ஆராய்ேச்ியில் பங்கேற்ே நீங்ேள் ஒப்புே்தோள்கிறீரே்ளா? ஆை் 

/இல்மல 

பங்கேற்பாளரின் மேதயாப்பை்: …………………………… 

தபயர:் ……………………………………..................... 

திேதி: ............................................. 

b. ஒப்புதல் தபற்ற ஆராய்ேச்ியாளர ்அல்லது நபரால் பூரத்்தி தேய்யப்பட 

கேண்டுை் 

நான் கைகல உள்ள பங்கேற்பாளருே்கு இந்த ஆராய்ேச்ிமய விளே்கி, 

அேர/்அேள் பங்கேற்ே விருப்பை் ததரிவித்துள்ளார.் 
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மேதயாப்பை்: …………………………………………………………………………………………… 

திேதி: …………………………. 

தபயர:் ……………………………………………………………………………………………… 
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11.7. Annexure 1C 

Case Report Form 

Participant ID: __________ 

Participant Random Number:______ 

                          Visit Date:__________

Review No: ☐ 

History:  

1. Introduction: 

• Age:_______________________ 

• Gender:______________________ 

• Marital Status:__________________ 

• Occupation:_____________________ 

2. Systemic Review: 

• CVS:______________________________________________________________________

___________________________________________________________________________

___________________________________________________________________________ 

• RS:_______________________________________________________________________

___________________________________________________________________________

___________________________________________________________________________ 

• Nervous:___________________________________________________________________

___________________________________________________________________________

___________________________________________________________________________ 

• Gastrointestinal:_____________________________________________________________

___________________________________________________________________________

___________________________________________________________________________ 

• Genitourinary:_______________________________________________________________

___________________________________________________________________________

___________________________________________________________________________ 

• 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: ☐          Heavy: ☐ 

Smoking:  

    

 None: ☐     

 

Moderate:☐     

 

Heavy: ☐        

 

 

 

 



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 

 

65 
 

Examination: 

General examination: 

• Height(cm):________________________ 

• Weight(kg):________________________ 

• Waist Circumference(cm):____________ 

• BMI:_________________________ 

• Other 

Findings:_____________________________________________________________________

_____________________________________________________________________________

_____________________________________________________________________________ 

 

 

CVS examination: 

• Blood Pressure(mmhg):_____________________________ 

• 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: 

• FBC: 

___________________ 

____________________ 

____________________ 

• Serum Electrolytes: 

___________________ 

____________________ 

____________________ 

Liver Assessments: 

• AST (IU/L): ___________ 

• ALT (IU/L): ___________ 

• GGT (IU/L): ___________ 

• Total Bilirubin:_________________ 

• CAP Score: ___________ 

• LSM (Fibro scan): ___________ 

• FIB-4 Score: ___________ 

• US scan 

Findings:________________________________________________________________

________________________________________________________________________

________________________________________________________________________ 

• Fibro scan 

Findings:________________________________________________________________

________________________________________________________________________

________________________________________________________________________ 

Metabolic Assessments: 

Lipid Profile: 

• Total Cholesterol (mg/dL): ___________ 

• Triglycerides (mg/dL): ___________ 

• HDL (mg/dL): ___________ 

• LDL (mg/dL): ___________ 
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Blood glucose: 

• Fasting Blood Sugar (FBS) (mg/dL): ___________ 

• HbA1c (%): ___________ 

• Fasting Serum Insulin: ___________ 

Others: 

• Serum Creatinine:____________________ 

• UFR:____________________________ 
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Adherence to Intervention: 

Degree of adherence to Treatment: 

Over the past month, 

• Tablet: 

No 

adherence ☐ 

  Poor 

adherence☐ 

 Moderate 

adherence☐ 

 Good 

adherence☐ 

Complete 

adherence☐ 

 

• Diet:  

No 

adherence ☐ 

  Poor 

adherence☐ 

 Moderate 

adherence☐ 

 Good 

adherence☐ 

Complete 

adherence☐ 

 

•  Alcohol and Smoking intervention: 

No 

adherence ☐ 

  Poor 

adherence☐ 

 Moderate 

adherence☐ 

 Good 

adherence☐ 

Complete 

adherence☐ 

 

Reason for Non Adherence: 

__________________________________________________________________

__________________________________________________________________

__________________________________________________________________

__________________________________________________________________ 

Followed treatment 

• 0–6 days → No adherence 

• 7–13 days → Poor adherence 

• 14–20 days → Moderate adherence 

• 21–27 days → Good adherence 

• 28 days (Every day) → Complete adherence 
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Adverse Events (AE) Reporting: 

• Any AE observed?  ☐ Yes  ☐ No 

• If yes, 

1. Degree: 

Mild: ☐ Moderate: ☐ Severe: ☐ 

 

2. Relation to treatment: 

Non 

Related: ☐ 

Unlikely: 

☐ 

Possible: 

☐ 

Probable: 

☐ 

 

3. Outcome: 

Recovered/resolved: ☐ 

Recovered/resolved with sequelae: ☐ 

Fatal/Life threatening: ☐ 

Unknown: ☐ 

 

4. Action Taken:  

No action☐  

Discontinued☐  

Medical 

Intervention☐
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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: ☐ 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 
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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:  

Prof Arjuna P De Silva 

Institution: Faculty of Medicine, University 

of Kelaniya 

Address: P.O Box 6, Thalagolla Road, 

Ragama, Sri Lanka 

Contact Number: 0777572379 

 

Investigator:  

Prof Madunil A Niriella 

Institution: Faculty of Medicine, University 

of Kelaniya 

Address: P.O Box 6, Thalagolla Road, 

Ragama, Sri Lanka 

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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11.10. Annexure 1F 

Front Label 

 

 

 

 

 

 

 

 

 

 

 

 

 

Back 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  

 

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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