Info S1:
Detail search Strategy:

The search strategy was based on a population, intervention, comparator and outcome (PICO)
model and a local expert librarian were consulted to support search strategy development.

*9

The final search strategy comprised of; “alcoholism”, or “alcoholic*”, or “alcoholic liver
disease”, or “binge drinking”, or “alcohol intoxication”, or “alcohol related disorders”, or
“alcohol misuse”, or “alcohol dependence”, or “alcohol abuse”, or “harmful drinking”, and
“fibroscan”, or “fibro scan”, “fibrotest”, or “liver fibrosis scan”, or “transient elastography”, or
“Elastography”, or “enhanced liver function test’, or “ELF markers”, or “liver function tests”,
or “liver function$”, or “Liver enzymes”, or ‘liver biomarkers”, or “liver tests”, and
“counselling”, or “Advice”, or “brief advice”, or “simple advice”, or "alcohol identification and
brief advice", or "patient education”, or "Brief alcohol intervention*", "alcohol intervention*",
or "motivational intervention”, “advice.ab”, or “2brief adj2 advice”, or “brief adj2 intervention”,
or “brief adj2 intervention*”, and “alcohol Abstinence”, or “reduction in alcohol use”, or “self-
reported alcohol intake”, or “change in Behaviour”, or “Behavio?r’, or “Alcohol drinking
behaviour”, or “Change in drinking”. We also searched Scopus for conferences proceedings,
Ethos for grey literature and Clinicaltrials.gov for relevant clinical trials. Additionally, for

included studies, a citation search was undertaken using Google Scholar and reference lists

examined. The search was restricted to the English language.



Info S2:
Components of Data Extraction:

The data was extracted on a predesigned data extraction form created by adopting the
Cochrane collaboration data extraction form. The following details were extracted; author
name and year of publication, study design, country and setting, sampling technique, method
of recruitment, eligibility criteria, study duration, ethical approval, participants’ demographics,
sample size, baseline alcohol intake and laboratory parameters and if available alcohol use
scores, type of advice given to intervention and control group, outcome measures, the key
conclusion by author, and the study’s strengths and limitations. Pre and post changes in self-
reported alcohol intake and laboratory parameters were also collected. Where available, data
on other outcomes (e.g. mortality and sickness days) were also extracted. Where information
was missing the corresponding author of the study was contacted. Data on alcohol use was
converted to gram/week of pure alcohol and for gamma-glutamyl transferase (GGT) to

IU/Litre.



b)

d)

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Kristenson 1983 -90.6 762 317 -9.6 132 268 104% -81.00[98.89,-63.11] 1983 -
Romelsjo 1939 -23.93 14 41 G 2.4 42 12.7% -29.93[-30.86,-28.00] 1984 -
FPersson 1989 -18.2 H /-T2 231 42 11.5%  -12.00[-24.30,0.300 1989 1
Scott 1990 01 213 33 42 212891 39 11.9% 4.30[-5.90, 14500 1990 ™
Milssen 1991 -143 261935 226 7.3 478 M2 120% -21.60[-31.08,-12.11] 1991 -
Anderson 1992 6.6 51.1 80 -0.7 3612 74 O11.2% T.A0[6.60, 21.200 1992 ™
Israel 1996 -19.8 45.03 3 52 3445 38 10.2%  -1460[-33.12,3.92] 1996 ™
Tomson 1998 -18.58 1047 100 245 1156 122 8.0% -43.08[-72.10,-14.06] 1998 -
Aalto 2000 -14.6538 166.8241 78 26 15.03 40 6.4% -17.25[-54.547, 20.06] 2000 T
Aalto 2001 5.837 179.0441 208 -14 1584 a8 5.8% 19.84 [21.32 61.00] 2001 T
Total {95% CI) 1154 865 100.0% -19.74 [-33.08, -6.39] L 2
. = CChiE= - = Ee 4 L L L
?etf;ogenemfl.lT?ru h Z3?32.8980, CPhI_ ; 1031.41, df= 9P = 0.00001); F=93% _2'00 ] IDD 0 1ﬁ0 260
Bstfor overall effect Z=2.80 (P = 0.004) intervention control
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
Kristenson 1983 -90.6 76.2 317 -9.6 132 268 34.3% -81.00[-98.89,-63.11] 1983 -
Romelsjo 1989 -23.93 19 41 B 2.4 4z 0.0% -29.93[-30.86,-29.00] 1989
Fersson 1989 -19.2 b 36 -7.2 0 234 42 0.0% -12.00[-24.30,0.30] 1989
Scott 1990 0.1 21.3 33 -4.2 2281 a4 0.0% 430 [5.90,14.50] 1990
HMilssen 1991 -14.3 261935 226 73 478 112 0.0% -21.60[F31.09,-12.11] 1991
Anderson 1982 6.6 51.1 =11 -0.7 3612 T4 3Z46% 7.30[-6.G60, 21.20] 1992
Israel 1996 -19.8 45.02 25 -8.2 24.5 28 0.0% -14 680 [22.12,2.92] 1996
Tomsaon 1998 -18.58 1047 100 245 1156 122 0.0% -43.08[-7210,-14.06] 1998
Aalto 2000 -14. 6532 166.8241 re 2.6 1502 40 0.0% -17.25[54.57, 20.06] 2000
Aalto 2001 5.837 179.0441 208 -14 15849 88 31.1% 19.84 [-21.22, 61.000 2001
Total {(95% CI) 605 430 100.0% -19.10 [-86.25, 48.05]
Heterogeneity: Tau™= 3338.40; Chi®= 62.79, df= 2 (P = 0.00001); F=97% + t T t
-500 -250 o 250
Testfor overall effect: Z=0.56 (P = 0.58) intervention control
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl _Year IV, Random, 95% CI
Kristenson 1323 -90.6 76.2 317 -9.6 132 268 0.0% -21.00[92.89,-62.11] 1983
Romelsjo 1985 -23.93 1.9 41 [} 2.4 42 0.0% -29.93[-30.86,-29.00] 19389
Fersson 19589 -18.2 a1 36 -7.2 231 4z 0.0% -12.00[-24.30,0.30] 1939
Scott 1990 0.1 21.3 a3 -4z 2281 39 BE.1% 4.30[-5.90,14.50] 1890 [ ]
Milssen 1991 -14.3 26.1935 226 7.3 47.8 112 0.0% -21.60[-31.09,-12.11] 1991
Anderson 1992 6.6 51.1 20 -0.7 3Bz T4 0.0% 7.20[B.60, 21.20] 1992
Israel 1996 -19.8 4503 345 -6.2 345 a8 0.0% -14 60 [33.12,3.92] 1996
Tomsaon 1998 -18.58 1047 100 245 1156 122 0.0% -43.08[-7210,-14.06] 1998
Aalto 2000 -14. 6538 166.8241 7a 26 1503 40 13.8% -17.25[54.57, 20.06] 2000 -
Aalto 2001 5.837 179.0441 208 -14 15849 a8 0.0% 19.84 [21.32, 61.00] 2001
Total (95% CI} 111 79 100.0% 1.30 [-13.31, 15.92] L
Heterogeneity: Tau™= 37 .52, Chi*= 119, df=1 (P=027); F=16% + t + +
R _ =400 -250 o 250 s00
Testfor overall effect: Z=0.17 (P = 0.86) intervention control
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Kristenson 1983 -80.6 F62 ¥ 98 132 268 0.0% -21.00[92.89,-63.11] 1933
Romelsjo 1984 -23.93 1.9 41 4] 24 42 4B1% -29.93 [30.86,-29.00] 1939 L
FPersson 1989 -18.2 31 3@ -T2 2341 42 328.9%  -12.00[24.30,0.30] 1939
Scott 1980 0.1 .3 33 -42 2281 34 0.0% 4.30 [5.90, 14.50] 1930
Milssen 19931 -14.3 261935 226 T3 4vE 12 0.0% -21.60[F31.08,-12.11] 19581
Anderson 1992 6.6 311 a0 -0.7 3612 T4 0.0% 7.30 F6.60, 21.200 1992
Israel 1996 -18.8 45.03 IE -52 3445 a8 0.0%  -1460F3312 3.92] 1996
Tomson 1998 -18.68 1047 100 2458 1156 122 0.0% -43.08[F72.10,-14.06] 1998
Malto 2000 -14.6538 166.8241 7a 26 15.032 40 0.0% -17.25[-54.57, 20.06] 2000
Aalto 2001 5.837 179.0441 208 -14 15849 28 15.0% 19.84[21.32 61.000 2001 T
Total {95% CI) 285 172 100.0%  -15.48 [-34.90, 3.94] &»
Heterogeneity: Tau®= 212.86; Chi*=13.70, df= 2 (P = 0.001}; "= 85% p p 1 1
. _ -200  -100 0 100 200
Testfor overall effect £=1.56 (F=012) intervention control
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S50 Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Kristenson 1983 -G0.6 TEZ MT  -98 132 268 147% -21.00[-98.89,-63.11] 1933 =
Romelsjo 1924 -23.93 1.9 41 4] 24 42 0.0% -29.93[30.86,-29.00] 1939
Persson 1989 -18.2 31 3w\ -T2 2341 42 0.0%  -12.00[F24.30, 0.30] 1939
Scott 1980 0.1 2.3 33 -42 229 39 158% 4.30 [5.90,14.50] 1990 T
Milsgen 1991 -14.3 261935 228 T2O4Te 112 158% -2 60[31.09,-12.11] 1991 -
Andergon 1992 6.6 1.1 a0 -0.7 3612 T4 153% T30 F6.B0, 21.200 1992 '
lsrael 1996 -18.8 45.03 3|\ -52 344 38 146% -1460[3312, 3.93] 1996 -
Tomson 1998 -18.68 1047 100 245 1186 122 127% -4308[72.10,-14.06] 19592 —_
Malto 2000 -14.6538 166.8241 Ta 26 15032 40 11.0% -17.25[-54.57, 20.06] 2000 e
Malto 2001 5.837 170.0441 208 -14 15849 a8 0.0% 1984 [21.32 61.000 2001
Total (95% CI) 869 693 100.0% -23.04 [44.78, 1.31] <
it == - Chif= - SEo | | } }
Heterogeneity: Tau®= 752.36, Chi®= 81.37, df=6 (P = 0.00001}; F= 93% Sho -no ) 100 =ho

Testfor overall effect: 2= 2.08 {P = 0.04)

intervention control

SF1: Change in GGT (IU/Litre) a) Intervention based advice versus Brief and Brief advice at
request and no Advice b) Male only c) Female only d) alcohol intake <250 gram/week €)
alcohol intake >250 gram/week



Intervention Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95%Cl Year IV, Fixed, 95% Cl
Scott 1940 04 406 33 -0.4 43 39 1058% 080[1.13,273] 19840 T
Seppa 1942 -035 74377 92 07233 47708 BB 103% 037[1.58, 237 1942 —
Andergon 1992 0z 44 80 -0.3 39 74 228% 050[-0.81,1.81] 1992
Aalto 2000 -1 39458 T8 08 394 40 173% -0.20[1.70,1.30) 2000
Aalto 2001 -0.8952 41598 208 130 395 88 391% 040[-0.60,1.41] 2001
Total {95% Cl) 401 327 100.0% 0.36[-0.27,0.99]
Heterogenegity, ChiF=0.78, df=4 (P =094 F= 0% 150
Testfor overall effect, 2=1.13 (P = 0.26) Intervention Contral
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total NMean SD Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
Scott 1930 0.4 4.06 33 -0.4 43 39 376% O080[F1.13 273 139490
Seppa 1992 -0.35 74377 92 -07233 47705 a6 0.0% 0.37[1.58 2.32] 1992
Anderson 1992 0.2 4.4 a0 -0.3 349 T4 0.0% 0.50[-0.81,1.81] 1992
Aalto 2000 -1 38458 Ta -0.8 3.94 40 B2.4% -0.20[-1.70,1.30] 2000
Aalto 2001 -0.8952 415488 208 -1.3 3.95 a8 0.0% 0.40[-0.60,1.41] 2001
Total {95% CI) 11 79 100.0% 0.18 [-1.01, 1.36]
Heterogeneity: Chi*= 064, df=1 (P =042);F= 0% - 5 5 1’0
Testfor overall effect Z=029(P=077) Interventmn Contrn
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
Scott 1990 0.4 4.06 33 -0.4 4.3 39 0.0% 080[F1.13 2.73] 149580
Seppa 1982 -0.35 74377 92 -0.7233 47705 86 0.0% 0.37[1.58 2.32] 19492
Anderson 1992 0.2 4.4 a0 -0.3 349 T4 368% 050[-0.81,1.81] 1992
Aalto 2000 -1 38458 Ta -0.8 3.94 40 0.0% -0.20[-1.70,1.30] 2000
Aalto 2001 -0.8952 415488 208 -1.3 3.95 88 632% 040060, 1.41] 2001
Total {95% CI) 288 162 100.0% 0.44 [-0.36, 1.24]
Heterogeneity, Chi*= 001, df=1 (P=0.91);F=0% N 150
Test for overall effect Z=1.08 (P =0.28) Intenentmn Control
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S50 Total Weight IV, Fixed, 95% Cl Year IV, Fixed, 95% CI
Scott 1990 0.4 4.06 33 -0.4 43 39 207% 080[F1.13 273 14990
Seppa 1992 -0.35 74377 92 -0.7233 57705 a6 0.0% 037 [1.58 2.32] 1992
Anderson 1992 0.2 4.4 80 -0.3 349 T4 450% 050[0.81,1.81] 1992
Aalto 2000 -1 3.9458 78 -0.8 3.94 40 34.3% -0.20[1.70,1.300 2000
Aalto 2001 -0.8952 414588 208 -1.3 3.95 a8 0.0% 040060, 1.41] 2001
Total {95% CI) 19 153 100.0% 0.32 [-0.56,1.20]
Heterogeneity: Chif= 0.77, df= 2 (P = 0.68); F= 0% p % 1=D
Testfor averall effect Z=0.72 (P=0.47) Intenentmn Cnntro

SF2: Change in MCV (femtoliters/cell) Fixed effect meta-analysis
a) Intervention based advice versus Brief and Brief advice at request and no Advice b)
Female only c) Male only d) alcohol intake >250 gram/week



Selection of the reported result

Measurement of the outcome

Deviations from intended interventions

Mising outcome data

Randomization process

Study ID Experimental
Kahler 2018 Intervention
Nilssen 2004 Intervention
Kristenson 1981/3 Intervention
Aalto 2001 Intervention
Gentilello 1933 Intervention
Romelsjo 1983 Intervention
Poika 1988 Intervention
Israel 1996 Intervention
Persson 1989 Intervention
Tomson 1958 Intervention
Scott 1990 Intervention
Anderson 1992 Intervention
Aalto 2000 Intervention
Nilsson 1991 Intervention
Seppa 1992 Intervention

SF3: Risk of Bias and Quality assessment for Randomised control studies (Rob 2)

Overall Bias
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Control
Control
Control
Control
Control
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