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INTRODUCTION DISEASE CLASSIFICATION

¢ Nonalcoholic fatty liver disease (NAFLD) is highly prevalent in both children For this study, NAFLD is defined as the full spectrum of nonalcoholic liver

and adults disease, from simple steatosis to steatosis with inflammation without
¢ NAFLD can lead to cirrhosis, hepatocellular carcinoma and death from liver evidence of other causes for secondary hepatic fat accumulation (such as
disease heavy alcohol consumption). Its subdivisions are:

* NAFLD s also associated with increased risk of type Il diabetes and
cardiovascular events

Clinical Diagnosis Pathological

e Current treatment, limited to weight loss and exercise, are difficult for Diagnosis
patients to achieve and sustain.

. i i i i Steatosis
Thus, pharmacologic therapies are greatly needed, and many are in various NAFL |Evidence of steatosis on Imaging onfirmad
stages of development o

¢ Todate, clinical trials have relied on surrogate markers (primarily liver — - — DyDIopsy

. X NASH |Meets clinical diagnosis with 1 and 2 Steato-
histology) to show benefit due to the prolonged natural course of NAFLD .
.ol b . | coh ded to b d dth and one or more of 3 hepatitis
arge, o servatlopa. cohorts are needed to etFer un erst.an the s.pectrum 1. Evidence of steatosis on blopsy or confirmed
of NAFLD by obtaining real-world data that avoids ascertainment bias from imaging by biopsy
studies in tertiary care centers alone and allows for further validation of 5 Aramies dlEnie smire s e
histology and noninvasive biomarkers levels (ALT) of >19 U/L for women, >30
U/L for men
AI M S 3. One or more:
* Obesity (body mass index [BMI]
230.0) or;

TARGET-NASH is a long-term, observational study of pediatric and adult patients
with NAFLD designed to address questions that go beyond those explored in
registration trials. The aims of TARGET-NASH are:

* Type 2 diabetes or;
¢ Dyslipidemia or;
* Metabolic syndrome (at least 3 of 5):

¢ Toestablish an understanding of the current natural history of NASH at » Hypertension: systolic of > 130
community and academic medical centers mmHg or diastolic 2 85 mmHg or on
¢ To evaluate diagnostic modalities and treatment regimens for NAFLD treatment for hypertension
currently being used in usual clinical practice » Hyperglycemia: fasting glucose of =
«  To provide post-marketing data on clinical effectiveness and safety once 100 mg/dL
pharmacologic agents for the treatment of NAFLD are available » Abdominal obesity: waist

circumference of = 40 inches for
men and 2 35 inches for women
Triglyceride level of = 150 mg/dL
HDL cholesterol of < 40 mg/dL for
Academic TARGET men and < 50 mg/dL for women

* Data
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e TARGET-NASH is a large, diverse, real-world cohort of patients with
NAFLD who represent the full spectrum of the disease

e Patients are being studied without ascertainment bias at both academic
and community practices

*  Longitudinal collection of patient level data and disease outcomes will be
leveraged to develop and validate non-invasive biomarkers for the
diagnosis and progression of NAFLD and to identify clinically meaningful
endpoints for treatment trials of NASH

METHODS

* Research plan is developed by the Steering Committee, which is comprised
of academic thought leaders, regulatory agencies, patient advocates and
pharma partners

¢ Academic and community sites representing gastroenterology, hepatology,
endocrinology and primary care are included

¢ Multilevel data monitoring is performed to ensure completeness / accuracy
*  TARGET databases are 21 CFR Part 11 compliant, meet CDISC standards %

and incorporate WHODRUG and MEdDRA coding ;

e Patients are consented for submission of medical records, biospecimens
and patient reported outcomes surveys (PROs) Green: actively enrolling sites % .

«  Biospecimens are collected annually Yellow: sites in start-up AN

*  Patient comorbidities, concomitant medications, interventions for NAFLD % %
and disease progression are assessed

¢ Adverse outcomes, including cardiovascular and neoplastic complications
and those related to medications are recorded
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