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Nutrient Mediterranean Diet Low Fat Diet
fat 40% /kcal 30% /kcal w6 PUFA
MUFA and w3 PUFA
Carbohydrate 40% /kcal 50% /kcal
Olive oil & nuts | Daily None
Fish & meat Fish 3/w, meat 3/w Fish 2/week, meat daily
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Author, Year Study design Patients Outcomes Adherence to MD
Benefits:
Liver Liver fat (Independent
histology imaging of body fat)

Kontogianni, Case-control | 73 NAFLD (34 LB), Reported - * Steatosis

2014 58 controls « Fibrosis
* NASH

Chan, 2015 | Cross-sectional 797 adults - "HMRS o Liver fat

Aller, 2015 Cross-sectional 82 NAFLD Reported - » Steatosis
*NASH

Trovato, 2016 | Cross-sectional 1199 adults - (IN * Liver fat

17In127X X7 "INIY T3 7Y N1II'N O ALDX'T NYSYA 1INAVW 0"2'7pa 010" 1I'0 .5 1900 171D

Author, Year | Studydesign Patients Duration Imaging Effect of MD:
weeks modality | (Independent of
weight change)
Fraser, 2008 Quasi-RCT 259 DM 48 NE * ALT reduction
Bozzetto, 2012 RCT 45 DM 8 "H MRS ¢ Liver fat reduction
* ALT —no effect
Ryan, 2013 RCT cross-over | 12 non- DM NAFLD 6 "H MRS * Liver fat reduction
* ALT —no effect
Trovato, 2014 | Single armtrial | 90 non-DM NAFLD 24 us * Liver fat reduction
* ALT —no effect
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Modest drinkers compared to non-drinkers
OR (95% CI)
Design & Population | Steatosis NASH Fibrosis HCC
Hagstrom H., Scand J Cross-sectional - No 0.86 -
Gastroenterol 2017 N=120 NAFLD (0.76-0.97)
Moriya A, J of Hepatology | Prospective 2-Y FU 0.73 - - -
2015 N=5297 Japanese (0.63-0.84)
Dunn W., J of Hepatology Cross-sectional - 0.56 0.56 -
2012 N=582 NASH CRN (0.39-0.84) | (0.41-0.77)
Ascha MS., Hepetology Prospective 3-Y FU - - - 3.6 (1.5-8.3)
2010 N=195 NASH-Cirrhosis
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Author Type of coffee N Steatosis Fibrosis
Publication year (protective (protective
association) association)
Alferink LIM. 2017 All coffee types 2,424 No Yes
Setiawan VW. 2017 All coffee types 44576 Yes -
Imatoh T.2015 All coffee types 1024 Yes -
Zelber-Sagi S. 2015 All caffeinated coffee types 347 No Yes
Bambha K. 2013 All coffee types 782 No Yes
Anty R.2012 Regular coffee, not espresso 195 - Yes
Birerdinc A. 2012 Caffeine intake 41,658 Yes -
Molloy JW. 2012 Regular coffee 306 No Yes
Funatsu K. 2011 All coffee types 492 Yes -
Catalano D. 2010 Espresso coffee 245 Yes -
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Author, | Study | Patients | Intervention Outcomes
Year design (duration, type) Liver Liver fat Liver | tInsulin
histology | byimaging | enzymes |resistance
(modalityg
Kantartzis, | Single-arm 50 NAFLD 9 months, dietary NE Reduced Reduced Reduced
2009 (88) trial counselling with up (MRS)
to 10 sessions with
a dietician
0za,2009 | Single-arm 22 NAFLD 6-month, home- NE Reduced (CT) [ Reduced | Reduced
(89) trial patients (after based lifestyle
attrition of modification
67%) deliveredin
collaboration
with physicians,
hygienists, dietitians,
nurses
St George, | Randomized [ 143 NAFLD 3 months, NE NE Reduced Reduced
2009 (90) | controlled | patientswith moderate- (6 inboth | onlyinthe
trial elevated liver | sessions/10 weeks) moderate- | Moderate-
and metabolic | vs.low-intensity (3 and low- | intensity arm
risk factors sessions/4 weeks) intensity
lifestyle counselling arms
vs. control group
Kirk, 2009 | Randomized 22 obese About 11 weeks, NE Liver fat No change | Improvedin
(91) controlled subjects high-carbohydrate Decreased inboth | botharms,
trial (>180g/d) vs. to the same diets toagreater
low-carbohydrate extent in both extentin
(<60g/d) energy- diets (MRS) the low-
deficit diet carbohydrate
diet
Vilianen, 2009 | Single-arm 33 obese 6 weeks, very-low- NE Reduced GGT Reduced
(92) trial calorie diet (all daily (MRS) reduced,
meals replaced by other
dietary products) enzymes NE
Vilar Gomez, | Randomized | 30 (inthediet | 6 months, low fat Significant NE Reduced | Reduced
2009 (15) | controlled only arm) hypocaloric diet plus | improvement
trial (diet aerobic exercise in steatosis,
vs. diet and necroinflammation
nutritional and fibrosis
supplement)
Shah, 2009 | Randomized | 18 obese older [ 6-month, diet (n=9) NE Decreased | Unchanged| Decreased
(93) controlled adults or diet+ exercise to the same inboth | tothe same
trial (n=9) extent in both arms  |extentin both
arms (MRS) arms
Elias, 2010 | Single-arm 31 NAFLD 6-month, low fat NE Reduced Reduced Reduced
(94) trial hypocaloric diet (only among (only | (only among
16 adherent | among 17 | 17 adherent
patients;lost | adherent | patients)
>5% of initial | patients)
body weight )
()
-11-

Author, | Study | Patients | Intervention Outcomes
Year design (duration, type)|Liver histology | Liverfat | Liver | T Insulin
by imaging | enzymes |resistance
(modalityg
Ueno, 1997 | Controlled 25 obese 3 months, restricted | Reduced steatosis, NE Reduced NE
(79) trial NAFLD; 15 low fat diet and no significant
treated, 10 exercise vs. no changein
untreated changes inflammation
in lifestyle or fibrosis
Hickman, Single-arm 10 NAFLD 15 months (3 months | Steatosis reduced NE Reduced Reduced
2004 (80) trial (3withfollow- |  intensive visits), inthe 3 repeated
up biopsies) diet and exercise biopsies, fibrosis
intervention reducedin 2
Petersen, Single-arm 8 obese 7 weeks on average NE Reduced | Unchanged| Reduced
2005 (81) trial patients (3-12 weeks (MRS)
with type-2 range), very low
diabetes fat (3%) liquid diet,
supplemented
with raw fruits and
vegetables
Huang, 2005 | Single-arm 15 NASH 12 months, Reduced NASH NE Unchanged| Reduced
(82) trial nutritional score (not (reduced
counselling statistically onlyin
significant), no cases with
change in steatosis improved
and fibrosis histology)
Zelber-Sagi, | Randomized | 23 NAFLD (in | 6 months, low calorie,| Reduced steatosis, Reduced Reduced | Unchanged
2006 (83) | controlled | thedietonly | lowfat(<30%)diet | not significant for (AUS)
trial (diet | arm),11had | and physicalactivity | Reduced steatosis,
vs.dietand | arepeat liver 3—4timesaweek [ notsignificant for
Orlistat) biopsy necroinfl-ammatory
grade or fibrosis
stage
Benjaminov, | Single-arm | 14 candidates 4 weeks, low- NE Reduced (CT) | Unchanged NE
2007 (84) trial for bariatric carbohydrate
surgery diet<30 g/day, no
limitation of calories
Tendler, Single-arm | 5 obese NAFLD 6 months, low- Reduced steatosis, NE Unchanged | Unchanged
2007(85) trial carbohydrate <20  [Necroinfl-ammatory
g/day, grade, not
ketogenic diet | significant for stage
of fibrosis
Yamamoto, | Controlled | 12NASHand 6 months, low NE NE Reduced NE
2007 (86) trial simple steatosis|  calorie, low fat only in the
treatedand6 | (20%) and low iron treated arm
untreated (<6 mg/day) diet
de Luis, 2008 | Single-arm 142 obese 3months, NE NE Reduced Reduced
(87) trial nondiabetic | hypocaloric low fat
(with and diet
without
elevated ALT)

-10-
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Author, | Study | Patients | Intervention Outcomes
Year design (duration, type) Liver Liver fat Liver | T Insulin
histology | byimaging | enzymes |resistance
(modalityg
Ryan, Randomized 12 non- 6-week, isocaloric NE Reduced Unchanged |Reduced with
2013(44) crossover | diabetic NAFLD | Mediterranean diet more with the the Medite-
trial vs. low fat-high Mediterranean rranean diet
carbohydrate diet, in diet
random order with
a 6-week wash-out
period
Eckard, 2013 | Randomized | 41 NAFLD (88% | 6 months, 4 lifestyle | Reduced NASin NE Reduced | Unchanged
(100) controlled | with NASH) modification pre-to post- inpre-to
trial subgroups: standard | comparisonin post-
care, low-fat dietand| the jointarms, comparison
moderate exercise, | with no significant in the
moderate-fat/  |difference between joint arms,
low-processed- | arms. No changein with no
carbohydrate diet fibrosis significant
and moderate difference
exercise, or between
moderate exercise arms
only
Scaglioni, Single-arm 12 NAFLD 3 months, diet, NE Reduced Reduced | Unchanged
2013 (101) trial physical exercise and (AUS)
behavior therapy
Wong, 2013 | Randomized [ 154 NAFLD 12 months, NE Reduced Reduced NE
(102) controlled community-based (MRS)
trial dietitian-led lifestyle
modification program
at 2 community
centers vs. usual care
Yoshimura, | Randomized, 33 adults 12 weeks, calorie NE Reducedin | Unchanged| Reducedin
2014 (103) | controlled | withvisceral | restrictionalone vs. both arms with both arms
trial adiposity calorie restriction no difference with no
plus aerobic exercise between arms difference
(CT) between
arms
Trovato, 2015 | Single-arm 90 non- 6 months, NE Reduced Unchanged| Reduced
(42) trial diabetic, obese | Mediterranean Diet (AUS)
NAFLD and physical exercise
Vilar-Gomez, | Single-arm 293 NASH 52 weeks, low fat | Reduced steatosis, NE Reduced Reduced
2015 (16) trial (261 with hypocaloricdiet | NASH and fibrosis
repeated combined with
biopsies) exercise

* Romero-Gomez M, Zelber-Sagi S, Trenell M. Treatment of NAFLD with diet, physical activity and exercise. J
Hepatol 2017;67:829-846.
t Defined by improvement in serum insulin or Homeostasis Model Assessment for Insulin Resistance (HOMA-IR), or

euglycemic-hyperinsulinenmic clamp.

NE: not evaluated; MRS: magnetic resonance spectroscopy; CT: Computed Tomography; AUS: abdominal ultrasound

-13-

Author, |  Study Patients Intervention Outcomes
Year design (duration, type) Liver Liver fat Liver | T Insulin
histology | byimaging | enzymes |resistance
(modality
Albu, Single-arm | 58 obese with | 1 year, diet and exercise NE Reduced (CT) NE Reduced
2010(95) | trial within the | type 2 diabetes
Look AHEAD
study
Lazo, Randomized 96 type-2 12 months, intensive NE Reduced No change | Not shown
2010(96) | controlled diabetes lifestyle intervention (MRS)
trial within the patients vs. control group who
Look AHEAD received diabetes
study support and education
Promrat, | Randomized 31 NASH 48 weeks Reduced NAS NE Reduced |No significant
2010(14) | controlled intensive lifestyle and steatosis. reduction
trial intervention of diet, | No significant
exercise, and behavior | reductionin
modification vs. fibrosis.
structured education
Moscatiello, |  Controlled 68 NAFLD 3 months, CBT program NE NE Reduced Reduced
2011(97) trial patients in and 2 years follow-up.
the treatment [ CBT program based on
protocol, 13 group sessions vs. a
and 82 who standard
refused were dietary prescription
the controls
Haufe, Randomized | 102 overweight| 6 months, reduced NE Reducedtoa | Reduced |[Reducedtoa
2011 (17) controlled and obese carbohydrate or similar extent | toasimilar [similar extent
trial reduced fat, energy (MRS) extent
restricted diet
Browning, | Controlled 18 NAFLD 2 weeks, carbohydrate- NE Reduced in both | Unchanged NE
2011 (98) trial restricted (<20 g/d) vs. arms (MRS), to a ALT,
calorie restricted greater extent | reduced
(1200-1500 kcal/d) inthelow- | ASTinboth
diet carbohydrate arms, to
diet asimilar
extent
Sun, 2012 | Randomized NAFLD with 12 montbhs, lifestyle NE Unchanged Reduced Reduced
(99) controlled | elevated liver modification (CT)
trial enzymes; 674 | intervention including
inintervention | low fat diet and exercise
group and 332 vs. information on
in control principles of healthy
eating
Bozzetto, | Randomized Type-2 8-week, isocaloric high- NE Reduced more | Unchanged| Unchanged
2012(43) | controlled diabetes MUFA diet vs. high- with the high-
trial patients carbohydrate/high- MUFA diet,
fiber/low-glycemic regardless of
index diet, both arms physical activity
with or without physical (MRS)
activity program
-12-
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