I doug
(220 Ol sl 25 9 (09195 (Sl slows 03SulRg 3y -

OlRd (S pgle slKUGI

Scientific Bord of Diesting Disense Reseaveh Conter

Back Row (L to R): M. X

A team of devoted researchers and
scientists

Member of
Ethics } .
committee/IRB 180 rgeioion nmtion
on Office for

Human Research

Protections

(OHRP)

o) 320551583 |
Slrw Lo Ale AS>




WSy (0)leS 2uSUiRg 3 el 3 puaiSie (gl s U
Digestive Diseases Research Institute /DDRI

o &8l (o2 o lwrslows 53 (45 (S i1 eole BBWIS A5 g (wylsS b (g low 2uSuiRg Sy
3 aaiod 3550 ol Olsie 4 o5 33,5 o b 1372 Sl & 05uing3y (o) sl il o
(DDRC) 48 5 (5,155 (sloe jlowt Cliniod 35 300 ylgie Codi (gl 2l 13 A5 9 (10,165 (S (5 jlows e
3,5 )5 & g

S 39 5 (S5t ol SRMKES (i (6l y90h s okt 3 o3l e b 1375 Jlus
S (5 lost 035uig3y & (DDRC) 4 5 (3 lsS sla ont lishis 3550 Jlo olodys 9 -l
.cdly ) (DDRI) &S 5 L5 ,ls5

Sl y5 Slasulo b (oG 35 50 )l (11> 0951 o2 0uSuiagy o
(09195 S (5)low Olidiod 55 01

S9l e 5yl 9 (I SSL A8 (S (g 5low Oladod 3 po-2

A5 9 09)l95 S (b o Sl 35 50-3

Sl (Ployd (45 Olanisd 35 o4



Investing on Future

Building the Infrastructure

* Selecting and Training Facult
g g ¥ * >60 % of DDRC Budget was spent to build a

research infrastructure for future
* CCS
* Cohort
* Biobank
* Databases

* Large scale prospective study creating
megascale database and biobank for long
term longitudinal study

* Full scale international scientific
collaboration

Focusing on Common Disease :
Investment in Human Resources

* Studying the natural history and burden of
these diseases

* Perform research to develop evidence for
better prevention and treatment

* Train our physicians to effectively diagnose and
manage these diseases
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The ASR for Esophageal Cancer In Golestan with highest 1970 Reported
Rate of Upper Gl cancers in the World

Caspian littoral 1970

North Eastern Iran with highest Reported Rate of
Upper Gl cancers in the World.

Golestan Cohort Study The follow up success rate
oot Blood Blood = First year:  99.7%
::rll: g:irl‘: ::Irl‘; As of 1/1/2018
Hair Hair Hair 6629 Deaths .
_j 332 Esophageal cancers @ Third year:

r I 1 f 319 Gastric cancers
@ Fourth year:
2004 2008 2m 2017 ._ J
) R . = Fifth year :
Baseline . i ,
nliment mSixth year:  99.7%
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GEMINI Stl.ld}’ . Timetable Gastric and Esophageal Malignancies In North of Iran
Research Project
2000 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2025

Cancer Registry

gy/Genetics

Early Detection/Screenin,
Prevention
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Golestan Cohort Biobank
25 freezers

Golestan Cohort study
All Staff

il Suiting lojlu &) dhusly Gy Moot (ot g0 Bawrgi 19 51 5332 15 Gl B 5 g3 g0 5Lici—4
oloniy 311 alaw (o 39 Gl © 515> 4> 30 & (lea Tdaw 40 axdliane g ) lidS & 590 o5 axdline il
(3903 (5 35 0311 oS o5 g 41 32

Sle> Cuilng lo jlw 4 sl g (b g (Mool (ot A go Tauwgi ST 55 (9999 1) (I g S 5 g g0 LS —5



SU g T G 0S8 g 31 529 8000 &5 (ylgo> adaw 39 © 59095 arflliae Lgid )y luds & 490 o5 axdliane wlu! o
Néﬁd}dﬂ

Hot Beverage WHO/IARC Monograph IARC Monograph on
2016 Carcinogenicity of Opium

for Research on Cancee
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Polylran trial the largest RCT in History ]
of Iran and Largest polypill trial in Isolated CABG: Average age and contributor

World country: Tehran Heart Center [ran 2002-2009

o =o ErT——
Articles -

% @ Effectiveness of polypill for primary and secondary

prevention of cardiovascular diseases (Polylran): a pragmatic,
cluster-randomised trial

Outcomes after 5 years Polypill for Persian ethnicity population

PolyPars Interventional Trial

Adjusted Hazard Ratio = 0.50 (0.38-0.65)

L Cardiaciskfactorsand prevention]
a0 - Origina h
o.08 — - Effectiveness of polypill for primary and secondary

A

> prevention of cardiovascular disease: a pragmatic
o086 ,,f’ cluster-randomised controlled trial (PolyPars)

austchi,

Cumulative Hazard
2

o 20 a0 60
Time to MCVE (manth)

[ Potyoit Contral

WHAT THIS STUDY ADDS

Polylran A Pragmatic RCT Polypill could prevent 41200 CVD each year in Iran*

Golestan Cohort Study
50,000>40 year old

28660350 year old Rural *A conservative estimate in this meta-
T ST 5000 50 analysis revealed that using polypill in Iran

of 6838 subjects year old
= i of o

Vst Care could prevent 28500 IHD and 12700 Stroke
17 N death in 2006 in Iran

3421 control
. Life Follow up for
Polypill one style 5 years under
tablet daily +minim wsual care S ou et al.Arch Iran Med. 2012; 15(9
) ; = without
+lifestyle + intervention

minimal care

Polypill was approved to be used in Iran i i .
and is now available in Iran Pharmacies Polypill was included in WHO

o> Eoull - Essential drug list in 2023
Iaoil> E-onlE N

The selection and use of essential
medicines
2023

Executive summary of the report of the 24th WHO Expert
Committee on Selection and Use of Essential Medicines

24 - 28 April 2023
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10 Modifiable Risk factors: For primary
prevention
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Pamphlet for the public and teachers in
NE Iran

ESCC prevention.

0 Primary prevention

@ Secondary prevention
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Alternative approach

Cytosponge + Biomarker

Non-endoscopic Esophageal cancer Screening
Program (NESP) using Cytosponge + Biomarker

Endoscopic
examination
and ablation
Intervention Cytosponge
arm (6000)

Control arm
(6000)

cytology

Follow-up for cancer,
survival, and quality of
life
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Secondary prevention of ESCC

To identify high risk individuals and detection of ESD
lesions

(Screening programs)

* Removal of the dysplastic lesion (e.g. EMR)

Pilot study results are promizing

FULL PAPER

B)JC

Pilot study of cytological testing for
oesophageal squamous cell dysplasia
in a high-risk area in Northern Iran
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Digestive Diseases
Research Institute

Effect of Low-Dose Aspirin After H.Pylori
eradication on Incidence and Mortality of Gastric
Cancer in Northwest of Iran (Ardabil Trial)

Professor Farhad Pourfarzi

This Project (962249) was granted by NIMAD

Research team in Ardabil
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3 : Publication of First Iran 2 National Population
Publications ) 3
Based cancer Registry Paper
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Celiac Disease

Measuring the problem.
Understanding its cause(s)
Elaborating solutions.

lating the solutions or evidence into

,
@ Practice and products.

@ Evaluating the effectiveness of solutions

Elaborating solutions.

Iranian Celiac Support Society Practice and products

Establish the lab for celiac disease serology to
diagnose celiac disease.

Public awareness complain

Provide the patient information pamphlet for
celiac free diet.

Consultation and promotion of GFD
production by industry Nan Sahar, kaleh

Special subsidary for GFD
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AIMS of The IBD Registry

« Provides the first ever Iran repository of anonymised IBD adult and
paediatric patient data for prospective audit and research purposes.
Bringing this data together for the first time will

v'Drive continuous improvement in patient care and access to care
across the IR IRAN

v'Inform commissioning and service design
v'Improve our understanding of long term outcomes

v'Provide local, regional & national data in order to better define the
pattern of ulcerative colitis and Crohn’s disease

v'Support IBD research
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=Mohamadnejad M, Alimoghaddam K, Mohyeddin Bonab M, Bagheri M, Bashtar M, Ghanaati H, Ghavamzadeh A, Malekzadeh R.

Phase 1 human Trial of Autologous Mesenchymal Stem Cell transplantation for the treatment of Decompensated
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Publication of National and regional guidline
for MOH
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List of 28 Iranian University S 3 ple oLl S wlw U S, Ked

with formal collaboration ulpi
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5 TUMS
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= AUMS

BAUMS Pasteur institute
Blood transfusion Center

@ Royan institute N Genetic and Biothechnolgy

25

EMRC

HOBM TC
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Nephrology RC
Cardivlogy RC
Pulmonary Dept
Department of Surgery
Department of Pathology

Department of Radialogy

Imam Hospital
Sina Hospital

Amir Alam Hospital
School of public health
School of Pharmacy
Depart Biochemistry
Depart of Tmmunology

Cancer institute
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Successful Funding from Grant Application
Funding
NCI/NIH
= National research Fund:2500,000%/y

= CRUK:1600,000 $
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. ~ Germany/German Cancer research center
m Swedish Fund ,000 .

m Italian Fund:$500,000
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GEMINI Meeting (Gastro-Esophageal Malignancies in Northern Iran)
5-6 May 2009, IARC, Lyon

DDRI Research Performance
1995- 2024 Scopus
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1-WHO collaborating center for Study of Cancer and Noncommunicable Disease:
DDRI was recognized as a WHO collaborating center for Study of gastrointestinal
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cancer and noncommunicable disease (NCD) based on vast experience in gastro-
intestinal (Gl) cancer and NCD research. It was able to make data and scientific
evidence more accessible to national and regional researchers and policy makers. The

main focus is to reduce the burden of Gl cancers in Iran and the region .

2—Gastric and Esophageal cancer study in Northern Iran (GEMINI):

The Gastro-Esophageal Malignancies in Northern Iran (GEMINI) research project with
the original aim of to identify etiologic factors and prevention measures for upper
gastrointestinal cancers in Northern provinces of Iran, but its achievements have gone
much beyond this initial goal. GEMINI consists of several projects including cancer
registries, pilot studies, case-control studies, and the Golestan Cohort Study. GEMINI
has been conducted through extensive collaborations between the Digestive Disease
Research Center of Tehran University of Medical Sciences with other domestic and
international health organizations including National Cancer Institute (NCI) from USA,
IARC .the University of Cambridge Cancer Genetics Group (UK), the Karolinska
Institute (Sweden), the University of Glasgow (UK), the University of Leeds (UK), the
Johns Hopkins University (US), Mount Sinai School of Medicine (US), and the
University of Toronto (Canada) were involved in various aspects of the GEMINI project.
This network prepared the ground to obtain internal and external funds for the
preliminary phase of the project the achievements of GEMINI include producing new
knowledge, introducing new research methods, developing and expanding health
research and health care infrastructures, investing in human resources, and increasing
the awareness and knowledge of policy makers at all levels about the importance of
chronic diseases in lIran’s health priorities. The success of GEMINI reveals the
feasibility of large-scale health research studies in developing countries and serves as

a successful model not only for health research in Iran, but also for similar research

studies in other developing nations.

Recently we have launching the GEM Share (GEMINI Shared Repository), available
from: https://dceg2.cancer.gov/gemshare/

This website will include a list of all GEMINI projects and papers, and serve as the new
proposal submission portal, to facilitate the proposal review process, and also prevent
the submission of overlapping studies. A list of previously approved project, or a

submitted/published paper, available in the system .

3-Global Burden of Diseases (world’s largest publishing collaboration in science) ¢
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The Institute for Health Metrics and Evaluation (IHME) at the University of Washington
engages a large network of individual collaborators with specialties in various topic
areas to conduct the Global Burden of Diseases, Injuries, and Risk Factors Study (GBD)
and its affiliated projects. GBD is a systematic, scientific effort to quantify the
comparative magnitude of health loss due to diseases, injuries, and risk factors by age,
sex, and geographies for specific points in time and is the largest and most
comprehensive effort to date to measure epidemiological levels and trends
worldwide. Collaborators are critical in both the data analysis as well as the policy
uptake and proliferation of GBD and affiliated projects. Funded by the Bill & Melinda
Gates Foundation, GBD 2010 significantly broadened the scope of previous versions
of GBD. Using improved methods for estimating disability weights, GBD 2010
produced estimates for 291 diseases and injuries, 67 risk factors, 1,160 sequelae, 21

regions, 20 age groups, and 187 countries.

Christopher Murray and Alan Lopez began their collaboration on GBD in the early
1990s with a study calculating estimates for eight regions, 107 diseases, and 10 risk
factors. Under their leadership, the GBD enterprise currently includes a network of
3,191 collaborators in 140 countries and three territories contributing to what has
been recognized as the world’s largest publishing collaboration in science

DDRI became a collaborator in 1999 and authored papers 125 till 2025 and DDRI

Became Principal collaborator in 2025.

Dr Reza Malekzadeh: Principal GBD Collaborator
De Sadaf Sepanlou : Lead GBD collaborator

DDRI has been an active member of following research group within the GBD?

Global Burden of Disease Cancer Collaboration

GBD 2015 Neurological Disorders Collaborator Group

GBD 2016 Risk Factors Collaborators.
GBD 2015 Obesity Collaborators.

GBD 2016 Causes of Death Collaborators.

GBD 2016 Mortality Collaborators
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GBD 2016 Disease and Injury Incidence and Prevalence Collaborators
GBD 2016 DALYs and HALE Collaborators

GBD 2016 SDG Collaborators

GBD 2015 Eastern Mediterranean Region Collaborators

GBD Iran and its Neighboring Countries, Collaborators

GBD 2015 Tobacco Collaborators «

GBD 2015 Healthcare Access and Quality Collaborators.

GBD Health Financing Collaborator Network
GBD Child and Adolescent Health Collaboration

GBD 2015 Maternal Mortality Collaborators.

4 —NCD Risk Factor Collaboration (NCD-RisC):

NCD Risk Factor Collaboration (NCD-RisC) is a network of health scientists around
the world that provides rigorous and timely data on risk factors for non-communicable
diseases (NCDs) for 200 countries and territories. The group works closely with the
World Health Organization (WHO), through the WHO Collaborating Centre on NCD
Surveillance and Epidemiology at Imperial College London. NCD-RisC pools high-
quality population-based data using advanced statistical methods, designed
specifically for analyzing NCD risk factors. The Collaboration currently has data from
over 2,545 population-based surveys from 193 countries since 1957, with nearly 129
million participants whose risk factor levels have been measured. DDRI is an active
member of this collaboration since 2016 and is a co-author in publications. NCD-RisC
is coordinated by the WHO Collaborating Centre on NCD Surveillance and
Epidemiology at Imperial College London, and by its Director, Professor Majid Ezzati.
Core funding for the NCD-RisC database is provided by the Wellcome Trust. Work on
children and adolescents is funded by a charitable grant from the AstraZeneca Young

Health Programme.

5 —Global surveillance of trends in cancer survival (CONCORD):

CONCORD is the global programme for world-wide surveillance of cancer survival, led
by the London School of Hygiene & Tropical Medicine. The CONCORD programme is
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endorsed by 40 national and international agencies, including WHO EURO, the

Organization for Economic Co-operation & Development (OECD) and the World Bank .

CONCORD-3 updates the world-wide surveillance of cancer survival to 2014. It
includes 18 cancers and groups of cancer that collectively represent 75% of the global

cancer burden.

DDRI joined the CONCORD-3 and co-authored the paper which was published by The
Lancet on Tuesday 30 January 2018.

—6International network for study of esophageal squamous cell carcinoma:

InterSCOPE Collaboration:

Infection with oncogenic human papillomavirus (HPV) types has been linked to various
cancers, including cancers of the head and neck. However, the role of HPV in the
causation of esophageal squamous cell carcinoma is unclear. InterSCOPE collaboration
was established by German cancer research center to study the of HP in ESCC etiology.
Six study groups, from South Africa, Australia (, Central and Eastern Europe, Brazil,
Iran, and China, agreed to participate and forward their serum samples from
histopathologically confirmed esophageal squamous cell carcinoma case subjects as
well as serum samples from one or two age- and sex-matched control subjects to the
German Cancer Research Center within a prespecified time frame for serological
analysis. A total of 1561 case subjects and 2502 control subjects had complete

information on all predetermined study-specific confounders.

There was no serological evidence of an association between esophageal squamous
cell carcinoma and HPV in the populations studied. HPV does not appear to be an

important risk factor for esophageal squamous cell carcinoma.

6-The Epidemiology and Genomics Research Program (EGRP) of the
National Cancer Institute (NCI)

is a new resource for Cancer Epidemiology Cohorts: (CEDCD) http://CEDCD.nci.nih.gov

This is a public, descriptive database of cancer epidemiology cohorts with the goal to
facilitate collaborative research efforts among cancer epidemiology cohorts and
highlight contributions to cancer research and public health. In this database that is
publicly available and searchable. The CEDCD will contain only descriptive
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information; it will not contain any participant-level data, this database will be

updated annually.

7- The Stomach Cancer Pooling (Stop) Project

is a consortium of epidemiological studies of gastric cancer. The project started in July
2012, based on a core group of 10 studies. Several investigators joined the project
during the last 5 years, and the consortium now counts over 30 studies from different
world areas. The main aim of the StoP Project is to examine the role of several lifestyle
and genetic determinants in the etiology of gastric cancer, through pooled analyses of
individual-level data, after central collection and validation of the original datasets.

DDRI is active member from beginning and have co-authored all publications.

8-The Polaris Observatory Collaborators:

Is developed and managed by the CDA Foundation, a non-profit dedicated to the
support of studies and projects that increase the knowledge of human diseases,
forecast future trends, promote disease prevention, enhance access to treatment and
vaccines, and provide healthcare education around the world. The goal of the Polaris
Observatory is to provide data, tools, training and decision analytics to support
elimination of hepatitis B and C globally by 2030. The activities of the observatory are
overseen by an independent advisory board with representatives from global health

organizations, academia, liver societies, civil societies and donors .

Polaris observatory provides the most up to date estimates for HCV, HBV and HDV

disease burden and strategies that can achieve defined targets.

DDRI has been a collaborator from 2015 and co-author the most important published

paper.
Dr .Homie Razavi, (Center for Disease Analysis Foundation) Lafayette, CO 80026, USA

is one of the Pl.

9-International IBD Genetics Consortium (IIBDGC):

In recent years the IIBDGC has focused on collecting very large datasets from a diverse
set of countries via world-wide collaboration. In addition to enabling the discovery of
all these genes, we also try to dig a little deeper into what these associations actually
mean. Our latest paper takes this further than we ever have before, involving analysts
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from a dozen research groups and using the latest statistical techniques to look for

patterns across the 163 regions.

The combination of all this information allowed us make new statements about IBD
risk that no single locus can tell us: IBD is not just genetically similar to other diseases
of immunity, but is particularly closely related to certain inflammatory disease such as
psoriasis. IBD risk is not only related to changes in the immune system, it is related to
a particular subset of immune cells and signals. Not only is IBD risk related to
susceptibility to bacterial infection, it is remarkably strongly connected with

susceptibility to the family of bacteria that includes leprosy and TB.

DDRI is the only country in Middle east and North Africa as an active member IIBDGC.

10-CRUK Grand Challenge - Mutation signatures for 5 cancers across 5 continents

Motograph collaborative study: Somatic mutations and mutational signatures in
cancer

This study which was funded by cancer research UK with the aim of this collaboration
is to advance understanding of the causes of cancer through studies of mutational
signatures. This will be done by exploring whether different mutational signatures in
the DNA of cancers explain geographic differences in cancer incidence, by identifying
the specific causes of mutational signatures, and by investigating whether mutational
signatures in the DNA of normal cells can be used to monitor cancer-causing
exposures in healthy people. Through understanding the causes of cancer, our work
may lead to new approaches to prevent it and provide opportunities for more effective

application of therapies.

We will focus on 5 cancers that have a clear or suspected link to common lifestyle risk
factors for cancer including obesity, hypertension, diabetic history, alcohol
consumption and meat consumption. These include colorectal cancer, renal cancer,
pancreatic cancer, and both adenocarcinoma and squamous cell esophageal cancer.
For each of these cancers we will identify and recruit at least 1000 cases from multiple
regions across the world that comprise areas of very high risk and low risk. All cases
will be recruited using an extended ICGC protocol that includes extensive background
lifestyle information as well as clinical outcome. Whole genome sequencing of both
tumor and germline DNA will be undertaken on all cases, prior to extensive
identification of underlying mutation signatures. This will be supplemented by a
focused epigenetic epidemiology study to assess the potential value of methylation
patterns to inform cancer etiology. Mutation signatures and methylation data will

33



subsequently be used to link with suspected risk factor information across high and
low risk regions, allowing for identification of the causes of these large international
differences, as well as identifying causes at the individual level. We will also benefit

from extensive input on mutation signature profiles from project.
11-Cambridge Interconnect collaborative nutritional Study of Diabetes mellitus
A systematic cross-validation of previously described exploratory patterns across

different populations.

Population: Include general population; no limits on age; exclude prevalent cases of
type 2 diabetes

*Exposure: any dietary intake (amount/period and/or frequency of intake)

*Outcome: incidence of T2D: self-reported or objectively measured (information on
diagnosis date would be ideal)

12-The Global Genomic Medicine Collaborative (G2MC, g2mc.org) ,

To organize a first forum with the goal of enabling leaders of large-scale longitudinal
cohorts worldwide to share best practices, discuss data sharing, explore standards,
discuss common challenges, and the potential for a larger collaborative sequencing
strategy. The NIH, UK Medical Research Council (MRC), and Wellcome Trust have
agreed to serve as sponsors, and we expect there may be sponsorship commitments
from other HIROs leaders shortly. In contrast to just five years ago, discovering genes
for disease is no longer the hard part. Future studies, including those of the IIBDGC,
will have to focus not just on discovering new associations, but also on turning those

associations into new biological understanding.

National Iran Scientific Collaborative Networks
9! SBIRLS g cpizno b (o (5 50D

1—Surveillance of Risk Factors of Non-Communicable

Diseases in Iran (Steps 2016)

2-H. Pylori Eradication clinical trial in Iran collaborators
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3—HCV elimination networke.
4—HBV study networks
5—National Iran Cohort Consortium

6—National Iran Population Based Cancer Registry
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Repurposed Antiviral Drugs for Covid-19 ——
Interim WHO Solidarity Trial Resulrs

WO Solidarity Trial ©

World Health Orpanization cxpert groups recommended mortality trials Of fOUr  The members of the wrting and stesring

repurposed antvira: drosgs — = ine. topinavir. and mrer. tomitiees Ot man o oo A%
foron beta-1a — o paticnts hospitalized with coronairus discase 2019 (Covid-19).  eonas. Ber o Koo Car e s e

We randomly assigned

according to age

ar trial enery.

hospitals in 30 countrics.

11,330 adules underwent randomization: 2750
. 5= o .

lopinavir. and interferon regimens had liste

od paticnts with Covid-19, as indicated by overall mortal-
and of : stay. (Funded by ©

N Registry number. ISRCINS3971151:

rcarrrials.gov

ol 390 30 JO dumio Dlafllae oyl 3ei (S 3 ols BLRLINS WS g v 19F Sl g
o> i i y > 49 Mol (ot oo OHomo 58 (3T 9590 39 &5 Wil y plonit &y (41 2! 99 bg 5
dww 3 W> UNATURE dlono 49 45 (w9 39

Nature Medicine
Kari A., Reza Malekzadeh, Martin Schlege

X =TT Eorrespondence
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