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Study eligibility criteria
Inclusion criteria
Patients were eligible to be included in the study only if all the following criteria were met:

1. Must be 18-75 years of age inclusive at the time of signing the informed consent
2. Male or female, willing to follow contraception requirements defined by study protocol;
female patients of childbearing potential must also have negative serum pregnancy test
at screening, not be breastfeeding, and not plan to become pregnant during the study or
within 30 days after dosing of study drug
3. Patients who were overweight or obese, with a body mass index 225 kg/m?
4. Metabolic dysfunction-associated steatohepatitis (MASH) diagnosed by prior biopsy
and/or imaging criteria as follows:
a. For diagnosis based on prior biopsy:
i. Step 1: noncirrhotic MASH with fibrosis (F1, F2, or F3 based on NASH
Clinical Research Network scoring system) diagnosed by historical
biopsy within 1 year prior to randomization, with no subsequent treatment
for MASH and stable weight (<5% weight loss) since the time of the
biopsy. Results from a previous study biopsy are permissible if drug was
deemed nontherapeutic or patient received placebo
ii. Step 2: patients meeting these and all other eligibility criteria will undergo
magnetic resonance imaging (MRI) and must have liver fat content by
proton density fat fraction (PDFF) 210% and corrected T1 (cT1)
2800 msec for randomization
b. For diagnosis based on imaging:
i. Step 1: liver stiffness measured by transient elastography (TE) of
7.6-21 kPa and controlled attenuation parameter (CAP) >300 dB/m by
FibroScan® within 3 months prior to screening (if results are available

within this time frame, assessment does not need to be performed at



screening, but will be collected on Day 1. If TE and CAP were performed
at screening, these do not need to be repeated on Day 1)
ii. Step 2: patients meeting these and all other eligibility criteria will undergo

MRI and must have liver fat content by PDFF 210% and cT1 2800 msec
for randomization

5. All patients must have MRI-PDFF 210% and cT1 2800 msec

6. Capable of giving signed informed consent, which includes compliance with the

requirements and restrictions listed in the informed consent form and in this protocol,

including ability to consistently take study drug once daily on an empty stomach
Exclusion criteria
Patients were excluded from the study if any of the following criteria apply:

Medical conditions

1. History or clinical evidence of chronic liver diseases other than metabolic dysfunction-

associated steatotic liver disease (MASLD), including but not limited to:
a. Active hepatitis B defined as positive Hep B surface antigen at screening

b. Active hepatitis C defined as positive Hep C virus (HCV) antibody (anti-HCV)
and HCV RNA. Patients with anti-HCV but negative HCV RNA will be eligible for

participation if HCV RNA has been negative for at least 1 year
c. Autoimmune liver disease
d. Primary biliary cirrhosis
e. Primary sclerosing cholangitis
f.  Wilson’s disease

g. Gilbert's syndrome if direct bilirubin is above 0.3 mg/dL or evidence of active

hemolysis

h. Hemochromatosis or other iron overload



i. Alpha-l-antitrypsin deficiency

j- Alcoholic liver disease

k. Prior known drug-induced hepatotoxicity
|.  Known bile duct obstruction

m. Suspected or proven liver cancer

History or known clinical evidence of cirrhosis, esophageal varices, hepatic
decompensation, or other severe liver impairment, including ascites, hepatic

encephalopathy, and variceal bleeding
History of liver transplant or current placement on a liver transplant list

Current or prior thyroid cancer, thyrotoxicosis, or pituitary disorders, or with known

multiple endocrine neoplasia type 2 syndrome

Abnormal thyroid examination including but not limited to enlarged thyroid gland

(i.e., goiter) or thyroid nodules

Current diagnosis or history of thyroid disease, except for patients with primary
hypothyroidism who have been on stable dose of thyroid hormone replacement therapy
with levothyroxine for at least 6 months prior to screening through randomization;
patients must have normal thyroid-stimulating hormone (TSH) and free thryroxine (fT4),

per exclusion criteria #7 and be clinically euthyroid at screening

Clinical evidence of thyroid disease indicated by TSH or fT4 levels outside the normal

range at screening

Note: for patients in whom there is no known history of thyroid disease and who are
not on thyroid hormone replacement medication, if TSH is up to 1.5 x upper limit of

normal (ULN) at screening with normal fT4, one repeat test is allowed to confirm the
elevation in TSH. If TSH and fT4 are normal upon repeat testing and there is no

clinical suspicion of thyroid disease or history of elevated TSH, the patient may be



included. All thyroid axis testing should be performed in the morning at approximately

the same time
8. Total bilirubin >1.2 mg/dL
9. Albumin <3.5 g/dL
10. International normalized ratio >1.2 in patients who are not on anticoagulant therapy
11. Alanine aminotransferase (ALT) or aspartate aminotransferase (AST) >5 x ULN

12. Unstable elevated ALT or AST: patients with ALT or AST >60 IU/L must have evidence
of a stable value over at least a 2-week period prior to randomization as evidenced by

one of the following:

a. Comparison with a historical value, if available, obtained within 2—12 weeks prior
to the screening visit: screening value must be <30% higher than a documented

historical value (note: the historical value must be <5 x ULN)
OR

b. Repeat value at least 2 weeks after the screening value: repeat value should be
<30% higher than the value from the screening visit and the repeat value must be

<5 x ULN (note: repeat only the analyte(s) that is/are >60 IU/L at screening)

¢ Note: if the Investigator has clinical suspicion for acute liver injury in a patient for other

reasons, the patient should be excluded after discussion with the Medical Monitor

¢ Note: the MRI-PDFF and cT1 may proceed based on the initial ALT value at
screening, given all other eligibility criteria are met, but randomization should not

occur prior to confirmation of ALT and/or AST stability as specified above
13. Alkaline phosphatase >1.5 x ULN
14. Platelet count <150,000/mm?

15. Estimated glomerular filtration rate <60 mL/min/1.73m?



16.

17.

18.

19.

20.

21.

22.

23.

24.

Weight loss of >5% total body weight within 3 months prior to screening
History of a malignancy within 2 years of screening, with the following exceptions:
¢ Adequately treated carcinoma in situ of the cervix

o Adequately treated basal or squamous cell cancer or other localized

nonmelanoma skin cancer

Prior or planned (during the study period) bariatric surgery (e.g., gastroplasty, roux-en-Y

gastric bypass)
Type 1 diabetes

Uncontrolled diabetes with hemoglobin Alc >9.5%. Note: patients with or without type 2

diabetes may be enrolled provided all eligibility criteria are met

Unstable cardiovascular disease defined as myocardial infarction, unstable angina,
percutaneous intervention, coronary artery bypass graft, or stroke within 6 months prior

to randomization

Uncontrolled hyperlipidemia defined as fasting low-density lipoprotein cholesterol

(LDL-C) 2150 mg/dL despite treatment or triglycerides >500 mg/dL
LDL-C <40 mg/dL in patients who are not taking LDL-C—lowering therapy

Clinically significant abnormalities in 12-lead electrocardiogram (ECG) at screening, or

known history of such abnormalities, including but not limited to:
o ll/lll-degree atrioventricular block or bundle branch block (right and left)
¢ Arrhythmia (except occasional supraventricular premature beat)

e  QT-interval corrected for heart rate using Fridericia’s method (QTcF) >450 msec

for males or >470 msec for females

e Personal or family history of prolonged QT syndrome



25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

¢ Note: an ECG can be repeated in instances of lead placement error, incomplete or

uninterpretable tracings, or suspicion of machine error at screening

Known hypersensitivities to the study drugs (TERN-501 or TERN-101) or to any

formulation excipients

Clinically significant multiple or severe drug allergies, intolerance to topical

corticosteroids, or severe post-treatment hypersensitivity reactions
Known allergy, intolerance, or contraindication to beta blockers

Alcohol consumption of >2 standard drinks per day for males and >1 standard drink per
day for females over a period of more than 3 consecutive months in the year prior to
screening. Remote history of alcoholism with abstinence >12 months prior to screening

and no history of alcoholic liver disease is permissible

e Note: a standard drink is defined as 12 oz (360 mL) beer (5% alcohol), 1.5 oz

(45 mL) 80 proof liquor (40% alcohol), or 5 0z (150 mL) wine (12% alcohol)
lllicit substance/chemical abuse in the 12 months prior to screening
Cannabis use within 14 days of randomization

Unwilling to abstain from excessive alcohol use (defined in exclusion criterion #28

above), cannabis use, and illicit substance use during study participation

Contraindications or inability to complete MRI scanning (i.e., weight restrictions,

presence of permanent pacemaker, implanted cardiac devices, etc.)
Positive for human immunodeficiency virus infection

Laboratory or clinical evidence of current infection with severe acute respiratory

syndrome coronavirus 2, that is, coronavirus disease 2019 (COVID-19)

Presence of any condition that could, in the opinion of the Investigator, compromise the

patient’s ability to participate in the study



Prior therapy

36.

37.

38.

39.

40.

10

Historical or current use of drugs or therapies that may interfere with thyroid function
(except for thyroid hormone replacement therapy with levothyroxine per exclusion
criteria #6 and #37), including but not limited to methimazole, propylthiouracil, tyrosine
kinase inhibitors, lithium, iodide, and propranolol; these therapies are also prohibited

through end of study follow-up

Initiation, discontinuation, or dose adjustment of thyroid hormone replacement therapy

within 6 months prior to screening through randomization

¢ Note: patients must be clinically euthyroid per exclusion criteria #6, with normal

TSH and T4 per exclusion criteria #7)

Use of medications specifically for weight loss within 12 months prior to randomization;

these therapies are also prohibited through end of study follow-up

Use within 3 months prior to screening through randomization: resmetirom or other
investigational thyroid hormone receptor-f agonists, OCA or other investigational
farnesoid X receptor agonists, pioglitazone or other peroxisome proliferator-activated
receptor-y agonists, or high-dose vitamin E (>400 IU/day); these therapies are also

prohibited through end of study follow-up

Initiation, discontinuation, or dose adjustment within 3 months prior to screening
(i.e., must be on stable dose for 3 months prior to screening) through randomization; or

dose adjustment expected during study participation:

e  Glucagon-like peptide-1 analogs, dipeptidyl peptidase-4 inhibitors, and sodium-

glucose co-transporter 2 inhibitors
e Insulin with >30% dose adjustment
e Note: <30% dose adjustment is allowed

e  Statins, PCSK9 inhibitors, or other lipid-modifying medications



o Vitamin E <400 IU/day
e Hormonal contraceptives
41. Use within 3 months prior to randomization:

e Medications potentially impacting steatohepatitis, including but not limited to
systemic corticosteroids (prednisone equivalent of >10 mg/day for >2 weeks),
amiodarone, tamoxifen, and methotrexate; these therapies are also prohibited
from randomization through end of study follow-up

¢ Note: use of systemic corticosteroids for <2 weeks within 3 months prior to

randomization and through the end of the study is allowed

42. Initiation, discontinuation, or dose titration within 2 months prior to randomization
(i.e. must be on stable dose for 2 months prior to randomization); or dose adjustment

expected during study participation:
a. Metformin and other antidiabetic drugs not described above
43. Use within 2 weeks prior to randomization:
e Vaccination for influenza, COVID-19, or other routine vaccinations

e  Strong cytochrome P450 3A (CYP3A), P-glycoprotein (P-gp), or breast cancer
resistance protein (BCRP) inducers or inhibitors, or anticipated to require
treatment with strong CYP3A, P-gp, or BCRP inducers or inhibitors during study

participation
Prior clinical study experience

44, Participation in another clinical study within 3 months or 5 half-lives of the other
investigational agent (whichever is longer) prior to randomization. Patients who can
demonstrate they did not receive active drug or who received an investigational
treatment that was deemed nontherapeutic during clinical study participation are eligible

for enrollment
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Supplementary tables

Supplementary Table 1 | Relative change from baseline in MRI-PDFF at Week 12 for all

treatment groups (Efficacy Analysis Set)

TERN-501 TERN-501
3mg + 6 mg +
TERN-501 TERN-501 TERN-501 TERN-101 TERN-101 TERN-101
Placebo 1mg 3mg 6 mg 10 mg 10 mg 10 mg
(N=24) (N=23) (N=23) (N=22) (N=24) (N=23) (N=23)
Baseline
n 24 23 23 22 24 23 23
Mean (SD) 17.0(5.2) 16.6(5.2) 19.5(5.8) 17.3 (5.7) 17.9(5.4) 18.8 (6.6) 16.9 (4.2)
Week 12
n 21 23 19 18 23 19 21
Mean (SD) 16.3(5.7) 14.2(5.8) 14.0 (6.6) 8.8 (4.1) 145(5.5)  14.6 (6.8) 8.8 (3.8)
Relative change (%) from baseline at Week 12
n 21 23 19 18 23 19 21
LS mean (SE)? -40(5.4) -15.4(5.2) -275(5.7) -44.8(5.9) -18.7(5.2) -20.8(5.7) -47.7(5.4)
Lo mean (SEp ~11.4(75) -235(7.9) -40.8(80) -147(75) -167(7.9) -43.7(7.6)
215e0§ncéilf°?errlé§cea’b -26.2,3.4 -39.1,-7.8 -56.5,-25.1 -29.5,0.2 -324,-1.1 -58.9,-28.6
P-value? 0.1303 0.0036 <0.0001 0.0526 0.0358 <0.0001

LS mean and LS mean differences are provided for categories with more than one patient in each treatment group.

Baseline defined as the last nonmissing assessment, including any unscheduled or repeat assessments, collected

prior to the first administration of study drug. Bold P-values denote those that are statistically significant (P<0.05).

aAnalysis performed using an analysis of covariance model with treatment group as a fixed effect and baseline value

as the covariate. PDifference calculated as LS mean in active treatment minus placebo. ClI, confidence interval; LS,

least squares; MRI-PDFF, magnetic resonance imaging proton density fat fraction; SD, standard deviation; SE,

standard error.
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Supplementary Table 2 | Change from baseline in cT1 at Week 12 for all treatment

groups (Efficacy Analysis Set)

TERN-501 TERN-501
3mg+ 6mg +
TERN-501 TERN-501 TERN-501 TERN-101 TERN-101 TERN-101
Placebo 1mg 3mg 6 mg 10 mg 10 mg 10 mg
(N=24) (N=23) (N=23) (N=22) (N=24) (N=23) (N=23)
Change (msec) from baseline at Week 12
n 21 22 19 18 23 18 21
LS mean
(SE)? 3.6 (14.9) -28.2(14.6) -25.6(15.7) -72.0(16.1) -35.4 (14.4) -59.0 (16.3) -65.5 (15.0)
LS mean
difference -31.9(20.9) -29.3(21.7) -75.7(22.0) -39.0 (20.8) -62.6 (22.1) -69.2 (21.1)
(SE)2P
95% ClI for
LS mean -73.2,94 -72.1,13.6 -119.1,-32.2 -80.1,2.1 -106.3,-19.0 -111.0,-27.4
difference®?
P-value? 0.1289 0.1790 0.0008 0.0628 0.0053 0.0014

LS mean and LS mean differences are provided for treatment groups with more than one patient. Baseline defined

as the last nonmissing assessment, including any unscheduled or repeat assessments, collected prior to the first

administration of study drug. Bold P-values denote those that are statistically significant (P<0.05). 2Analysis

performed using an analysis of covariance model with treatment group as a fixed effect and baseline value as the

covariate. "Difference calculated as LS mean in active treatment minus placebo. Cl, confidence interval; cT1,

corrected T1; LS, least squares; SE, standard error.
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Supplementary Table 3 | Percentage change from baseline in PD markers at Week 12 for all treatment groups (Efficacy Analysis Set)

TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 22 22 22 22 23 23 23
Mean (nmol/L) (SD) 46.2 (37.1) 40.6 (20.0) 39.7 (22.7) 32.3(19.3) 39.1 (30.2) 36.6 (23.7) 35.1(17.9)
Week 12
n 20 23 20 21 23 18 20
SHBG Mean (nmol/L) (SD) 38.5 (22.3) 44.4 (18.3) 64.5 (40.8) 66.7 (36.9) 45.8 (52.3) 64.3 (57.5) 75.6 (60.6)
Relative change from baseline
LS mean (%) (SE)? 4.4 (17.3) 16.5 (15.7) 53.1 (16.9) 127.4 (16.1) 9.9 (15.7) 72.0 (17.3) 108.7 (16.5)
LS mean difference (SE)®P 12.2 (23.4) 48.8 (24.2) 123.0 (23.6) 5.6 (23.4) 67.6 (24.5) 104.3 (23.9)
95% ClI for LS mean difference® -34.1,58.4 0.9, 96.6 76.2,169.7 -40.6, 51.8 19.2, 116.1 57.1,151.6
P-value 0.6039 0.0458 <0.0001 0.8117 0.0066 <0.0001
Baseline
n 23 22 23 22 21 20 22
Mean (mg/dL) (SD) 90.7 (19.3) 91.7 (18.3) 98.5 (19.4) 93.5 (19.2) 85.6 (19.1) 91.1 (24.1) 92.3 (17.0)
Week 12
n 21 22 20 20 22 17 19
ApoB Mean (mg/dL) (SD) 96.5 (20.8) 89.0 (19.2) 88.0 (15.8) 87.2 (21.9) 89.4 (21.9) 89.5 (19.5) 86.6 (17.5)
Relative change from baseline
LS mean (%) (SE)? 49 (3.2) -4.5(3.1) -8.1(3.2) -5.8(3.2) 2.0(3.2) -4.2 (3.6) -6.1(3.4)
LS mean difference (SE)®P -9.4 (4.5) -13.0 (4.6) -10.7 (4.5) -2.9 (4.6) -9.1 (4.8) -11.0 (4.7)
95% CI for LS mean difference2b -18.2, -0.5 -22.0,-4.0 -19.6, -1.7 -11.9,6.1 -18.6, 0.5 -20.2,-1.7
P-value 0.0389 0.0051 0.0206 0.5243 0.0621 0.0204
Baseline
n 23 22 23 22 21 20 22
LDL-C Mean (mg/dL) (SD) 87.3 (29.4) 101.6 (31.9) 101.7 (26.6) 98.8 (29.9) 84.9 (27.4) 89.4 (30.1) 93.0 (24.0)
Week 12
n 21 22 20 20 22 17 19
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TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Mean (mg/dL) (SD) 93.1 (29.4) 92.5 (28.2) 88.9 (26.0) 90.3 (35.6) 93.0 (32.4) 87.5 (23.9) 87.6 (23.1)
Relative change from baseline
LS mean (%) (SE)? 2.9 (5.2) -3.6 (5.1) -9.1(5.2) -7.7(5.2) 6.8 (5.2) -2.9 (5.8) -4.1 (5.4)
LS mean difference (SE)2P -6.4 (7.3) -11.9 (7.3) -10.6 (7.3) 3.9(7.3) -5.7(7.7) -6.9 (7.5)
95% ClI for LS mean difference2® -20.8,7.9 -26.4, 2.6 -25.1,4.0 -10.6, 184 -21.0,9.6 -21.8,7.9
P-value 0.3759 0.1060 0.1526 0.5941 0.4626 0.3583
Baseline
n 23 22 23 22 21 20 22
Mean (mg/dL) (SD) 43.1 (10.3) 47.6 (13.0) 46.4 (11.7) 42.8 (9.4) 39.9 (9.5) 42.6 (10.1) 43.0 (8.4)
Week 12
n 21 22 20 20 22 17 19
HDL-C Mean (mg/dL) (SD) 44.5 (10.5) 46.0 (12.7) 44.9 (11.6) 46.5 (11.8) 39.4 (9.9) 38.6 (5.6) 38.7 (9.5)
Relative change from baseline
LS mean (%) (SE)? 2.0(3.1) 0.7 (3.1) -1.0(3.1) 9.3(3.1) 1.2(3.1) -5.6 (3.5) -9.7 (3.3)
LS mean difference (SE)aP -1.3 (4.3) -2.9 (4.4) 7.34 (4.4) -0.8 (4.4) -7.5 (4.6) -11.7 (4.5)
95% ClI for LS mean difference® -9.9,7.3 -11.6,5.7 -1.3,16.0 -9.5,7.9 -16.7,1.7 -20.6,-2.8
P-value 0.7710 0.5046 0.0958 0.8581 0.1071 0.0104
Baseline
n 23 22 23 22 21 20 22
Mean (mg/dL) (SD) 30.1(13.2) 22.8 (9.3) 29.0 (12.2) 27.9 (12.0) 24.3 (7.4) 29.3 (21.1) 27.8 (10.9)
Week 12
n 21 22 20 20 22 17 19
VLDL-C  Mean (mg/dL) (SD) 31.3(18.6) 25.3 (18.9) 26.5 (10.1) 23.9 (10.8) 23.4(7.9) 24.1 (15.0) 24.9 (1.7)
Relative change from baseline
LS mean (%) (SE)? 8.0 (6.2) -5.2 (6.1) -1.6 (6.2) -10.8 (6.2) -7.3(6.2) -16.8 (6.9) -5.7 (6.5)
LS mean difference (SE)&P -13.1(8.7) -9.5(8.7) -18.8 (8.7) -15.2 (8.8) -24.7 (9.3) -13.6 (9.0)
95% CI for LS mean difference2® -304,4.1 -26.8,7.7 -36.1, -1.6 -32.6,2.1 -43.0, -6.4 -31.4,4.1
P-value 0.1339 0.2758 0.0329 0.0848 0.0085 0.1313
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TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg+ 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 23 22 23 22 21 20 22
Mean (mg/dL) (SD) 160.5 (33.2) 172.0 (35.2) 177.1 (33.4) 169.5 (37.4) 149.1 (29.7) 161.2 (42.5) 163.8 (27.1)
Week 12
n 21 22 20 20 22 17 19
e Mean (mg/dL) (SD) 169.0 (35.1) 163.8 (33.0) 160.3 (28.8) 160.7 (39.5) 155.8 (36.8) 150.3 (32.3) 151.3 (27.0)
Relative change from baseline
LS mean (%) (SE)? 3.2(3.2) -3.8(3.1) -6.5(3.2) -4.1(3.2) 1.8(3.3) -8.1(3.6) -7.1(3.4)
LS mean difference (SE)2P -7.0 (4.5) -9.7 (4.6) -7.3 (4.6) -1.5 (4.6) -11.3 (4.8) -10.3 (4.7)
95% CI for LS mean difference2b -16.0, 1.9 -18.8, -0.7 -16.3,1.7 -10.5,7.6 -20.8, -1.7 -19.6,-1.1
P-value 0.1204 0.0354 0.1105 0.7501 0.0210 0.0288
Baseline
n 23 22 23 22 21 20 22
Mean (mg/dL) (SD) 176.3 (86.1) 127.9 (57.5) 165.1 (72.9) 156.9 (72.9) 136.6 (47.7) 163.8 (120.7) 158.4 (69.0)
Week 12
n 21 22 20 20 22 17 19
TG Mean (mg/dL) (SD) 183.6 (122.6) 144.1 (123.6) 152.8 (63.6) 133.4 (68.2) 129.0 (52.4) 132.5 (89.6) 140.2 (49.8)
Relative change from baseline
LS mean (%) (SE)? 8.7 (7.0) -5.9 (6.9) 0.2 (7.0) -11.3 (7.0) -9.3(7.0) -19.8 (7.9) -6.5 (7.4)
LS mean difference (SE)®P -14.5 (9.9) -8.5(9.9) -19.9 (9.9) -18.0 (10.0) -28.4 (10.5) -15.2 (10.2)
95% ClI for LS mean difference®? -34.2,5.1 -28.1,11.2 -39.6,-0.3 -37.7,1.8 -49.3,-7.6 -35.4,5.0
P-value 0.1453 0.3959 0.0470 0.0746 0.0078 0.1392
Baseline
n 22 23 22 22 22 23 22
Mean (mg/dL) (SD) 13.6 (17.4) 22.6 (31.6) 24.4 (37.9) 37.6 (36.0) 14.8 (15.4) 16.4 (15.7) 30.0 (36.1)
Lp(a) Week 12
n 20 22 19 21 22 19 21
Mean (mg/dL) (SD) 14.5 (18.2) 21.2 (30.8) 25.4 (41.5) 33.2(34.7) 15.6 (29.0) 12.7 (15.0) 15.2 (16.1)

Relative change from baseline
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TERN-501 TERN-501

TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
LS mean (%) (SE)? 3.5 (5.3) -9.2 (4.9) -7.0 (5.4) -16.9 (5.1) -13.5(5.2) -15.6 (5.3) -32.5 (5.0)
LS mean difference (SE)2P -12.7 (7.2) -10.5 (7.6) -20.4 (7.5) -17.0 (7.4) -19.1 (7.5) -36.0 (7.4)
95% ClI for LS mean difference2® -27.0,1.6 -25.6,4.5 -35.2, -5.6 -31.6,-2.4 -33.9, 4.3 -50.6, -21.4
P-value 0.0821 0.1691 0.0071 0.0226 0.0118 <0.0001

Baseline is defined as the last nonmissing assessment, including any unscheduled or repeat assessments, collected prior to the first administration of study drug. Bold P-values
denote those that are statistically significant (P<0.05). 2Analysis is performed using an analysis of covariance model with treatment group as a fixed effect and baseline value as
the covariate. PDifference is calculated as LS mean of treatment minus placebo. ApoB, apolipoprotein B; Cl, confidence interval; HDL-C, high-density lipoprotein cholesterol;
LDL-C, low-density lipoprotein cholesterol; Lp(a), lipoprotein(a); LS, least squares; PD, pharmacodynamic; SD, standard deviation; SE, standard error; SHBG, sex hormone-

binding globulin; TC, total cholesterol; TG, triglyceride; VLDL-C, very low-density lipoprotein cholesterol.

17



Supplementary Table 4 | TEAEs reported in 25% of patients in any treatment group by

Preferred Term (Safety Analysis Set)

TERN-501 TERN-501

TERN- TERN- TERN- TERN- 3mg+ 6 mg +

501 501 501 101 TERN-101 TERN-101
Preferred Placebo 1mg 3 mg 6 mg 10 mg 10 mg 10 mg Total
Term, n (%) (N=24) (N=23) (N=23) (N=22) (N=24) (N=23) (N=23) (N=162)
Any TEAE 11 (45.8) 11 (47.8) 13(56.5) 11(50.0) 10(41.7) 14 (60.9) 12 (52.2) 82 (50.6)
Pruritus 3(12.5) 0 2(8.7) 3(13.6) 1(4.2) 7 (30.4) 4 (17.4) 20 (12.3)
Diarrhea 1(4.2) 1(4.3) 5(21.7) 2(9.1) 1(4.2) 2(8.7) 0 12 (7.4)
Headache 2(8.3) 1(4.3) 1(4.3) 1(4.5) 1(4.2) 2(8.7) 0 8 (4.9)
Upper
respiratory 0 1(4.3) 0 1(4.5) 2(8.3) 3(13.0) 0 7(4.3)
tract infection
Nausea 0 0 2(8.7) 1(4.5) 0 1(4.3) 2(8.7) 6 (3.7)
Nasopharyngitis 0 0 1(4.3) 2(9.1) 1(4.2) 0 0 4 (2.5)

A TEAE is any adverse event with a start date on or after the date of first administration of study drug through

30 days after the last administration of study drug or through the follow-up period (Week 16). Patients are counted

once for each Preferred Term. TEAE, treatment-emergent adverse event.
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Supplementary Table 5 | Percentage change from baseline in sex hormones at Week 12 for all treatment groups (Safety Analysis Set)

TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg+ 6 mg +
Placebo 1mg 3 mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 7 8 5 4 7 8 9
Mean (pg/mL) (SD) 39.4 (13.2) 37.5(14.0) 36.3 (11.9) 37.3(17.2) 48.3 (36.7) 30.9 (12.3) 29.7 (8.5)
Week 12
n 5 9 5 4 7 6 7
Male Mean (pg/mL) (SD) 32.6 (12.2) 32.6 (12.4) 34.8 (15.7) 45.4 (17.3) 56.0 (39.0) 25.2 (14.1) 48.1 (55.7)
Relative change from baseline
LS mean (%) (SE)? -6.5 (3.4) -6.1(2.9) 13.5 (5.4) 0.4 (5.5) -0.4 (3.2) -4.7 (3.5) -5.2 (3.5)
LS mean difference (SE)2? 0.4 (4.5) 20.0 (6.4) 6.9 (6.4) 6.1(4.7) 1.8 (4.9) 1.3 (4.9)
onpe Ol for 1S mean -8.8,9.7 6.7,33.3 ~6.4,20.2 -3.6,15.7 -8.3,11.9 -8.8,11.4
Free P-value 0.9216 0.0048 0.2955 0.2084 0.7183 0.7912
testosterone Baseline
n 13 11 12 16 12 11 10
Mean (pg/mL) (SD) 4.1 (3.4) 4.3(2.1) 8.3(4.8) 5.6 (4.3) 6.1(6.7) 3.7 (2.0) 4.1 (2.2)
Week 12
n 12 11 11 15 11 9 8
Female _Mean (pg/mL) (SD) 5.4 (4.5) 4.9 (2.4) 7.6 (4.9) 6.2 (4.3) 6.1 (7.7) 3.5(1.9) 3.7 (2.1)
Relative change from baseline
LS mean (%) (SE)? 0.2 (0.6) 0.5 (0.6) -0.5 (0.6) 0.7 (0.5) 0.3 (0.6) 0.0 (0.7) -0.8 (0.7)
LS mean difference (SE)®® 0.3 (0.8) -0.7 (0.9) 0.5 (0.8) 0.0 (0.8) -0.3(0.9) -1.0 (0.9)
gﬁ;’g’rggg;bs mean -1.4,2.0 -25,1.1 -1.1,2.0 -16,1.7 -2.0,15 -2.9,0.8
P-value 0.7047 0.4304 0.5648 0.9542 0.7765 0.2653
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TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 9 11 10 6 11 12 11
Mean (pg/mL) (SD) 28.1 (13.1) 31.3 (11.6) 24.7 (6.3) 26.9 (7.0) 37.2 (16.5) 28.0 (10.6) 25.0 (6.6)
Week 12
n 9 12 9 6 12 10 10
Male Mean (pg/mL) (SD) 22.3 (6.2) 30.7 (11.1) 29.3 (16.6) 34.4 (12.4) 35.8 (12.2) 32.1 (14.1) 29.8 (8.5)
Relative change from baseline
LS mean (%) (SE)? -6.3 (4.0) 2.4 (3.6) 1.6 (4.1) 6.0 (4.9) 6.2 (3.8) 3.5(3.8) 1.8 (3.8)
LS mean difference (SE)2? 8.7 (5.4) 7.9 (5.7) 12.3 (6.3) 12.5 (5.5) 9.8 (5.5) 8.2 (5.5)
oo Gl for S mean -2.1,19.5 -35,19.3 -0.3,24.9 15,235 -1.1,20.8 -2.9,19.2
_ P-value 0.1119 0.1687 0.0553 0.0272 0.0781 0.1437
Estradiol :
Baseline
n 14 11 13 15 12 11 11
Mean (pg/mL) (SD) 35.7 (43.6) 36.3 (45.8) 39.1(36.2) 33.4(25.7) 28.8 (15.6) 31.9 (21.0) 44.3 (46.5)
Week 12
n 12 11 11 15 11 9 8
Female _Mean (pg/mL) (SD) 31.4(32.7) 48.2 (51.0) 40.0 (61.2) 36.5 (40.1) 31.7 (23.5) 47.1 (54.3) 62.3 (73.0)
Relative change from baseline
LS mean (%) (SE)? 3.6 (9.6) 11.7 (9.5) 0.3 (9.5) 3.0(8.4) 5.8 (9.5) 14.7 (10.5) 9.0 (11.3)
LS mean difference (SE)a? 8.1 (13.5) -3.3(13.6) -0.6 (12.8) 2.3(13.4) 11.2 (14.2) 5.4 (15.1)
3%"&22;? mean -18.9,351  -30.4,23.8  -26.1,249  -2451290  -17.2,395  -24.7,354
P-value 0.5511 0.8095 0.9628 0.8666 0.4336 0.7213
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TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 4 5 5 2 4 6 6
Mean (mIU/mL) (SD) 3.9 (0.8) 11.6 (15.3) 8.0 (4.6) 4.2 (3.4) 6.3 (4.9) 4.3 (2.9) 6.6 (4.2)
Week 12
n 3 5 5 5 3 7 4
Male Mean (mIU/mL) (SD) 3.1(0.4) 10.7 (15.3) 6.0 (3.6) 6.5 (2.8) 6.6 (6.8) 5.2 (3.7) 6.4 (4.7)
Relative change from baseline
LS mean (%) (SE)? -0.7 (0.7) -0.8 (0.5) -1.1(0.7) 0.9 (0.8) -0.2 (0.7) 0.0 (0.5) -1.2 (0.6)
LS mean difference (SE)2? -0.1(0.9) -0.5(1.0) 1.5 (1.0) 0.4 (0.9) 0.6 (0.8) -0.6 (0.9)
gﬁ;’g"rggg;bs mean -2.0,1.7 -25,15 -0.7,3.7 -15,2.4 -1.1,2.4 -2.4,13
FSH P-value 0.8722 0.6275 0.1644 0.6411 0.4593 0.5314
Baseline
n 14 7 10 16 12 11 9
Mean (mIU/mL) (SD) 40.0 (30.8) 17.9 (15.1) 29.8 (31.0) 33.3(22.2) 32.7 (27.3) 28.4 (18.8) 35.3 (21.1)
Week 12
n 12 7 9 14 11 7 8
Female _Mean (miU/mL) (SD) 41.6 (25.2) 26.1 (28.7) 32.8(25.1) 33.0 (20.4) 29.0 (20.0) 24.7 (13.6) 32.9 (23.0)
Relative change from baseline
LS mean (%) (SE)? -5.6 (3.0) -5.2 (4.0) 1.9 (3.4) -2.2 (2.6) -4.8 (2.9) -6.8 (3.6) -0.6 (3.6)
LS mean difference (SE)a? 0.4 (5.1) 7.5 (4.5) 3.4 (3.9) 0.8 (4.2) -1.2 (4.7) 5.0 (4.7)
3%"&22;? mean -9.8,10.6 -1.6, 16.6 -4.4,11.3 -75,9.1 -10.7, 8.2 -4.4,14.4
P-value 0.9416 0.1024 0.3871 0.8498 0.7982 0.2875
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TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 9 11 10 6 11 12 12
Mean (mIU/mL) (SD) 3.4(1.2) 45 (3.2) 3.9 (2.0) 4.4 (1.6) 45 (3.2) 4.3 (4.0) 4.0 (2.0)
Week 12
n 9 12 9 6 12 10 10
Male Mean (mIU/mL) (SD) 3.3(1.0) 4.8 (3.9) 4.9 (2.2) 4.8 (1.7) 4.3 (3.5) 5.7 (7.3) 4.8 (2.8)
Relative change from baseline
LS mean (%) (SE)? 0.0 (0.7) 0.4 (0.6) 1.0(0.7) 0.4 (0.9) -0.3 (0.6) 1.3(0.7) 0.4 (0.7)
LS mean difference (SE)2? 0.4 (1.0) 1.0 (1.0) 0.4 (1.2) -0.3(1.0) 1.3 (1.0) 0.4 (1.0)
oo Gl for S mean -1.6,2.3 -1.0,3.0 -1.9,2.6 -2.2,16 -0.7,3.3 -15,2.4
LH P-value 0.6933 0.3134 0.7353 0.7472 0.1937 0.6575
Baseline
n 15 11 13 16 12 11 11
Mean (mIU/mL) (SD) 20.2 (14.4) 21.3 (14.9) 19.0 (12.8) 20.2 (13.8) 16.0 (9.2) 10.8 (7.6) 20.0 (10.6)
Week 12
n 12 11 11 15 11 9 9
Female _Mean (miU/mL) (SD) 21.0 (12.7) 18.7 (13.1) 22.6 (12.1) 21.1 (14.2) 15.8 (9.6) 13.8 (8.5) 20.5 (9.3)
Relative change from baseline
LS mean (%) (SE)2 -2.8 (1.6) -2.2 (1.6) 2.5 (1.6) 0.7 (1.4) -0.4 (1.6) 1.3(1.8) 2.4 (1.8)
LS mean difference (SE)a? 0.6 (2.2) 5.3(2.3) 3.5(2.1) 2.4 (2.3) 4.1 (2.5) 5.2 (2.4)
3%"&22;? mean -3.9,5.1 0.8,9.8 -0.6,7.7 -2.2,6.9 -0.8,9.0 0.5,10.0
P-value 0.7992 0.0205 0.0956 0.3056 0.0982 0.0320

Baseline is defined as the last nonmissing assessment, including any unscheduled or repeat assessments, collected prior to the first administration of study drug. Bold P-values

denote those that are statistically significant (P<0.05). 2Analysis is performed using an analysis of covariance model with treatment group as a fixed effect and baseline value as

the covariate. PDifference is calculated as LS mean of treatment minus placebo. Cl, confidence interval; LS, least squares; SD, standard deviation; SE, standard error; FSH,

follicle-stimulating hormone; LH, luteinizing hormone.
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Supplementary Table 6 | Glucose over time for all treatment groups (Safety Analysis Set)

Glucose

TERN-501 TERN-501
TERN-501 TERN-501 TERN-501 TERN-101 3mg + 6 mg +
Placebo 1mg 3mg 6 mg 10 mg TERN-101 TERN-101
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) 10 mg (N=23) 10 mg (N=23)
Baseline
n 24 23 23 22 24 23 23

Mean (mg/dL) (SD)

117.5 (36.10)

114.4 (26.76)

119.1 (37.46)

107.2 (27.16)

121.3 (42.51)

129.3 (50.56)

133.2 (43.19)

Week 2

n

23

23

22

22

24

23

21

Mean (mg/dL) (SD)

118.3 (38.99)

113.8 (23.85)

133.5 (68.41)

112.7 (33.56)

118.8 (28.19)

154.1 (66.70)

150.5 (51.71)

Week 4

n

22

23

22

20

23

23

21

Mean (mg/dL) (SD)

127.9 (34.49)

116.8 (27.06)

121.2 (41.40)

110.6 (28.15)

121.9 (37.56)

141.4 (49.56)

176.0 (82.02)

Week 6

n

20

23

21

20

22

20

22

Mean (mg/dL) (SD)

122.6 (29.75)

116.2 (29.44)

130.3 (56.81)

114.8 (26.08)

113.6 (33.66)

151.2 (74.04)

149.8 (52.81)

Week 8

n

21

23

22

19

23

18

21

Mean (mg/dL) (SD)

121.9 (31.81)

114.2 (31.44)

127.6 (51.82)

112.8 (23.72)

117.4 (37.87)

143.4 (50.41)

162.2 (58.92)

Week 12

n

20

22

19

21

22

19

21

Mean (mg/dL) (SD)

129.7 (51.89)

120.9 (53.01)

138.6 (90.85)

108.3 (23.94)

109.9 (32.25)

149.9 (63.80)

151.1 (71.34)

Week 16

n

21

23

20

22

22

19

20

Mean (mg/dL) (SD)

122.0 (34.52)

129.6 (58.79)

130.7 (40.17)

114.5 (29.90)

113.5 (30.28)

147.3 (63.47)

127.7 (42.57)

23



Supplementary Table 7 | Change from baseline in exploratory biomarkers at Week 12 (Efficacy Analysis Set)

TERN-501 TERN-501
3mg + 6 mg +
TERN-501 TERN-501 TERN-501 TERN-101 TERN-101 TERN-101
Placebo 1mg 3mg 6 mg 10 mg 10 mg 10 mg
Statistic (N=24) (N=23) (N=23) (N=22) (N=24) (N=23) (N=23)
n 20 22 19 21 22 19 20
Mean (U/L) (SD) 44.4 (17.77) 43,5 (29.83) 35.5 (13.80) 35.2 (18.13) 41.6 (23.74) 46.8 (34.95) 38.1 (21.38)
ALT tisgfni”(‘;hg;ge from 1.0 (4.25) 0.8 (4.05) ~5.6 (4.36) ~3.6 (4.16) 1.0 (4.05) 3.7 (4.36) ~7.2 (4.26)
P-value? 0.9822 0.2825 0.4481 0.9972 0.6574 0.1773
n 20 22 19 21 22 19 21
Mean (U/L) (SD) 33.9 (13.23) 32.6 (22.69) 28.4 (10.19) 29.0 (16.05) 33.5 (15.04) 35.1 (22.92) 29.1 (12.20)
AST ti’sgfnae”(cshlg';ge from 1.1 (3.03) 1.8 (2.88) ~1.6 (3.10) 2.1(2.98) 2.5 (2.88) 4.5 (3.10) 2.6 (2.95)
P-value? 0.8617 0.5417 0.8105 0.7321 0.4342 0.3849
n 20 22 19 21 22 19 21
Mean (U/L) (SD) 46.6 (22.57) 37.6 (23.55) 40.4 (19.59) 34.7 (20.87) 36.9 (25.86) 33.7 (23.70) 28.7 (12.34)
GGt tgsgfnae”(ghg;ge from -2.8 (3.14) -3.7 (2.98) -2.3(3.20) -3.1 (3.08) -11.2 (2.98) -13.2 (3.20) -17.3 (3.05)
P-value? 0.8277 0.9195 0.9455 0.0522 0.0216 0.0011
n 21 23 20 20 23 19 21
Mean (kPa) (SD) 9.9 (5.5) 9.3 (3.9) 8.9 (6.5) 8.8 (3.9) 8.7 (3.3) 9.5 (4.1) 9.4 (3.2)
TE LS mean change from
bsalme (SE)ag -0.55 (0.8) -1.49 (0.8) -0.99 (0.8) -1.21 (0.8) -2.11(0.8) -0.80 (0.9) -2.03 (0.8)
P-value? 0.4081 0.7091 0.5751 0.1677 0.8330 0.2046
n 21 23 20 20 23 19 21
Mean (dB/m) (SD) 331.6 (35.8) 335.2 (44.5) 297.9 (58.6) 297.0 (45.2) 314.9 (34.3) 322.7 (50.7) 320.7 (41.4)
CAP tgsrglfnae”éhlg’;ge from -8.8 (9.1) 1.5 (8.8) -43.7 (9.4) -45.6 (9.4) -23.3 (8.7) -15.7 (9.6) -20.0 (9.2)
P-value? 0.4219 0.0086 0.0057 0.2544 0.6034 0.3873
n 20 22 19 21 22 19 20
FAST Mean (SD) 0.41 (0.21) 0.36 (0.27) 0.30 (0.22) 0.28 (0.19) 0.35 (0.22) 0.35 (0.24) 0.33 (0.19)
score ;assgfn?(ghggge from -0.01 (0.04) -0.02 (0.04) -0.07 (0.04) -0.07 (0.04) -0.06 (0.04) -0.04 (0.04) -0.11 (0.04)
P-value 0.8771 0.2782 0.2978 0.4102 0.6045 0.0790
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n 21 22 20 21 23 19 20
Mean (SD) 9.4 (0.8) 9.4 (0.8) 95 (0.9) 9.2 (0.6) 9.4 (0.6) 9.2 (0.7) 9.3(0.6)
ELF score LS mean change from 0.07 (0.10) 0.05 (0.10)P 0.14 (0.10) 0.19 (0.10) -0.06 (0.10)°  -0.08 (0.11) -0.05 (0.10)
bascline (SE)° .07 (0. 05 (0. 14 (0. 19 (0. 06 (0. .08 (0. .05 (0.
P-value 0.9091 0.607 0.4077 0.3614 0.3273 0.4146
n 21 22 20 21 23 19 20
Hyaluronic _Mean (ng/mL) (SD) 67.2 (43.5) 65.3 (58.1) 68.7 (52.1) 53.0 (42.8) 59.7 (39.6) 50.3 (39.8) 52.2 (29.8)
acid tgsg?nae” (Cshg)';ge from 8.4(7.7) 11.8 (7.7)° 8.1(7.9) 8.5 (7.8) -2.8(7.5)° ~7.4 (8.1) 6.0 (7.9)
P-value 0.7549 0.9848 0.9928 0.2995 0.1610 0.1955
n 21 23 20 21 23 19 21
Mean (ng/mL) (SD) 36.9 (6.6) 41.9 (11.6) 38.1 (10.8) 36.7 (6.7) 37.7 (9.1) 36.1 (7.1) 39.4 (11.7)
PRO-C3 ti’sgfnae”(cshlg';ge from 0.4 (1.5) 2.3 (1.4) 0.2 (1.5) 0.6 (1.5) 0.2 (L5)° 1.1 (1.6) ~0.4 (1.5)
P-value 0.1885 0.7731 0.6439 0.7720 0.4998 0.9803
n 21 23 20 21 22 19 20
k.18 Mean (U/L) (SD) 393.3 (255.2)  356.1(337.0)  271.0(108.3)  270.6 (135.6)  479.6 (596.2)  332.2 (230.5)  312.7 (184.3)
M30 LS mean (;h,ggge from 15.3 (48.4)° 51.0 (45.1) 204 (484) 85 (47.5) 74.7 (47.7)° 20.4 (49.6) ~39.0 (48.3)
P-value 0.5918 05158 0.9201 0.3807 0.9415 0.4283
n 21 23 20 21 22 19 20
k.18 [Aean (U/L)h(SD) f 601.4 (369.7)  486.6 (479.9)  386.6 (138.3) 3819 (227.8)  429.7 (280.4)  534.1(388.1)  401.7 (255.8)
M65 bgsgfn"’;” (;5';96 rom 56.0 (62.7)° 36.5 (57.8) -72.2 (62.0) -35.9 (60.9) -30.7 (60.4)°  40.5 (63.6) -94.7 (62.0)
P-value 0.8198 0.1493 0.2991 0.3212 0.8616 0.0884
n 19 22 19 20 21 15 21
Mean (ng/dL) (SD) 19.6 (4.3) 18.2 (5.0) 16.4 (7.3) 15.7 (7.2) 183 (4.5) 16.6 (7.1) 15.6 (4.8)
T3 LS mean change from
T (SE)ag 0.4 (1.3)° -0.7 (1.1) ~0.7 (1.3 ~4.0 (1.2)f -0.1 (1.3 —2.3(1.3) -3.0 (1.1)
P-value® 0.4884 0.5254 0.0111 0.7542 0.1337 0.0442
n 19 22 19 20 21 15 21
rrapra  _Mean (SD) 182 (5.1) 21.6 (8.6) 25.9 (10.3) 26.6 (15.9) 20.6 (4.6) 22.2 (7.6) 24.1 (9.5)
ratio t';gsg?n‘j: (ghggge from -1.0 (2.2)° 2.1 (1.9)° 2.6 (2.2)° 8.2 (2.1)f -0.3 (2.2)° 2.6 (2.3) 4.6 (2.0)
P-value 0.2953 0.2603 0.0027 0.8407 0.2565 0.0606
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n 18 21 19 20 21 19 19

Mean (SD) 0.3 (0.1) 0.3 (0.1) 0.4 (0.2) 0.3(0.2) 0.4 (0.2) 0.3(0.2) 0.3(0.1)
FIB-4 LS mean change from

baseline (SE) 0.02 (0.02) 0.02 (0.02) 0.03 (0.02) 0.03 (0.02) 0.04 (0.02) 0.03 (0.02) 0.01 (0.02)

P-value? 0.9246 0.6290 0.5913 0.4010 0.7098 0.8517

n 18 21 19 20 21 19 19

Mean (SD) -15(1.1) -1.3(1.5) -1.2 (1.6) -1.7 (1.9) -1.8(1.4) -1.0 (1.1) -12(1.2)
NFS LS mean change from

baseline (SE) 0.23 (0.15) 0.27 (0.14) 0.29 (0.15)9 0.12 (0.14) 0.09 (0.14) 0.10 (0.15) 0.03 (0.15)

P-value? 0.831 0.7579 0.5943 0.5059 0.5503 0.3487

n 18 21 19 20 21 19 19

Mean (SD) 0.33(0.12) 0.35 (0.25) 0.29 (0.11) 0.26 (0.14) 0.31 (0.14) 0.33 (0.23) 0.30 (0.19)
APRI LS mean change from h d _ h i R _

baseline (SE) 0.04 (0.04) 0.04 (0.03) 0.01 (0.04) 0.02 (0.03) 0.01 (0.04) 0.03 (0.04) 0.02 (0.03)

P-value® 0.9677 0.3789 0.7180 0.6646 0.8851 0.2647

aAnalysis performed using a type Il sum of squares analysis of covariance model with treatment group as a fixed effect and baseline value as the covariate. A hierarchical
testing strategy was employed. Bold P-values denote those that are statistically significant (P<0.05). °n=21. °n=22. 9n=20. en=17. 'n=19. 9n=18. "n=15. 'n=16. ALT, alanine
transaminase; APRI, aspartate aminotransferase to platelet ratio; AST, aspartate aminotransferase; CAP, controlled attenuation parameter; CK-18 M30, cytokeratin 18 fragment
M30; CK-18 M65, cytokeratin 18 fragment M65; ELF, enhanced liver fibrosis; FAST, FibroScan-aspartate aminotransferase; FIB-4, fibrosis-4; fT3, free triiodothyronine; GGT,
gamma-glutamyl transferase; LS, least squares; NFS, Nonalcoholic fatty liver disease Fibrosis Score; PRO-C3, released N-terminal propeptide of type Ill collagen; rT3, reverse

triiodothyronine; SD, standard deviation; SE, standard error; TE, transient elastography.
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