Study or Subgroup

High LCn3 Low LCn3
Events Total Events Total

Risk Ratio
Weight M-H, Random, 95% CI

1.1.1 Crohn's clinical relapse - LCn3 fats

Eelluzzi 1956
Eelluzzi 1997
EPFIC-1 2008
EPIC-2 2008
Lorenz-teyer 1996
Mate 1991
Subtotal (95% CI)
Tatal events

I 34 v ar
2 16 3 14
54 183 62 180
84 187 94 188
44 il 39 [at]
3 15 7 13

505 498

198 234

5.4% 0.44 [0.26, 0.75]
1.3% 0.36 [0.08, 1.65]
17.6% 0.86 [0.63, 1.16]
24.0% 0.90 [0.73,1.11]
10.8% 1.05 [0.80,1.37]
2.2% 0.37[0.12,1.15]
73.3% 0.78 [0.60, 1.01]

Heterageneity, Tau®= 0.05; Chi®=11.94, df= 5 (F=0.04); F= 58%
Testfor overall effect: Z=1.86 (P = 0.06)

1.1.2 Ulcerative colitis relapse - LCn3 fats

Greenfield 1993 (1)
Hawthorne 1992
Loeschke 1936
Mantzaris 1936
Subtotal (95% CI)
Tatal events

1 13 1 7
19 35 21 34
18 3 18 33

4 22 ] 18

101 92
44 45

0.4% 0.54 [0.04, 7.36]
12.3% 0.88[0.59,1.37]
11.2% 1.06 [0.68, 1.64]
27% 0.98 [0.36, 2.70]
26.7% 0.96 [0.72, 1.27]

Heterogeneity: Tau®= 0.00; Chi*= 059, df= 3 (P=090), F=0%
Testfor overall effect Z=0.31 (P =0.748)

Total (95% CI)
Total events

G606 590

2472 274

100.0% 0.85[0.72, 1.01]

Heterogeneity, Tau*=0.02; Chi*=1295df =9 (FP=017), F=30%
Test for overall effect Z=1.81 (FP=0.07)
Testfor subgroup differences; Chi*=1.07, df=1(F=020), F=6.5%

Footnotes
(1) n3 EPAvs MUFA
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Favours high LCn3 Favours low LCn3

Risk of hias legend

(A) Random sequence generation (selection bias)

B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (perfarmance hias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition hias)

(F) Selective reporting (reporting bias)

(G) Aftention
(H) Compliance
1) Other bias

Figure 1. Forest plot of random effects meta-analysis on effects of LCn3 on relapse in CD and
ulcerative colitis.
CD: Crohn’s Disease, LCn3: long-chain omega-3, EPA: Eicosapentaenoic acid, M-H:

Mantel-Haenszel, MUFA: mono-unsaturated fatty acid.



High LCn3 Low LCn3
Study or Subgroup Mean SD Total Mean SD Total

Mean Difference
Weight IV, Random, 95% CI

Mean Difference Risk of Bias

IV, Random, 95% CI

1.16.1 Ulcerative colitis severity - stool frequency, stoolsid
Greenfield 1993 (1) 04 0 13 oz o 7
Subtotal (95% CI) 13 7
Heterogeneity: kot applicable

Test for overall effect: Mot applicable

Mot estimable
Not estimable

1.16.2 Ulcerative colitis sewverity - rectal bleeding, none=0, mild=1, mod=2
Greenfield 1993 (2) o o 13 -02 0 7

Subtotal (95% CI) 13 7
Heterogeneity: Nat applicable

Test for overall effect: Mat applicahle

Mat estimahle
Not estimable

1.16.3 Ulcerative colitis severity - stool consistency, solid=0, loose=1, watery=2

Greenfield 1993 07 04 13 06 0.4 7 100.0% 0.10[-0.33,0.83]
Subtotal (95% CI) 13 7 100.0% 0.10 [-0.33, 0.53]
Heterogeneity: Mot applicable

Testfor averall effect: Z=0.46 (P = 0.65)

1.16.4 Ulcerative colitis severity score

Almallah 1988 3 a ] G 1] ] Mat estimahle
Subtotal (95% CI) 9 9 Not estimable

Heterogeneity: Kot applicahle
Test for overall effect: Mot applicable

Testfor subgroup differences: Mot applicable
Footnotes

{13 change (no 50s provided)

(2) change (no SDs provided)

—
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Favours high LCn3 Favours low LCn3

Risk of bhias legend

(A) Random sequence generation (selection hias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition hias)

(F) Selective reporting (reporting bhias)

(G) Attention

H) Compliance

M) Other bias

Figure 2. Forest plot of meta-analysis on effects of LCn3 on relapse in UC severity.
LCn3: long-chain omega-3, 1V: inverse variance, SD: standard deviation, UC: ulcerative

colitis.
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High LCn3 Low LCn3 Risk Ratio Risk Ratio Risk of Bias
Stucy or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFGH.
1.17.3 Colitis
ASCEND 2012 (1) 25 FT40 23 TT40 97.0% 1.09 [0.62, 1.91] LT LT T 1T T B
DREAM Ashell 2013 1 349 0 186  3.0% 1.60[0.07, 39.15] ésde0ened
Subtotal (95% CI) 8089 7926 100.0% 1.10 [0.63, 1.92]
Total events 26 23
Heterogeneity, Tau®= 0.00; Chi*=0.06, df=1 (F=0.81) F=0%
Testfor overall effect: 7= 0.34 (P = 0.74)
Total (95% CI) 8089 7926 100.0% 1.10 [0.63, 1.92]
Total events 26 23
Heterogeneity, Tau®= 0.00; Chi*=0.06, df=1 (F=081% F=0% 'D.D1 DH ‘i 110 1DD'

Testfor averall effect 7= 034 (F=074)
Testfor subgroup differences: Mot applicable
Footnotes

(1) colitis, excluding infective unspecified

Favours high LCn3 Favours low LCn3

Risk of hias legend

(A) Random sequence generation (selection hias)

B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (peformance bias)
(D) Blinding of outcome assessment (detection bias)

{E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Aftention

(H) Compliance

) Other bias

Figure 3. Forest plot of meta-analysis on effects of LCn3 on diagnosis of IBD.
IBD: inflammatory bowel disease, LCn3: long-chain omega-3, M-H: Mantel-Haenszel.



High LCn3 Low LCn3 Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Rand: 95% CI ABCDEFGHI
1.17.1 CRP mg1
Belch 1988 (1) -26 0 15 38 o 16 Mat estimable
Eerbert 2005 18.5 223 13 1841 158 13 1.8% 0.07 [0.70,0.54]
de Luis 2016 21 1.2 14 19 1.4 18 1.9% 015 [0.98, 0.89] >
DO T - Einvik 2010 (23 2492 0 247 304 o 239 Mat estimable
FISHGASTRO - Pot 2009 1.31 0.8 94 1.47 0.93 a1 4.0% -0.18 [0.96, 0.21] _
Kristensen 2016 {3) 0.22 4.3867 67 067 9.3708 63 4.3% -0.06 [0.41, 0.28]  E—
Liz015 7B 0.4 38 932 08 39 25% -2A0[-310,-1.91] 4
Mogueira 2016 2492 265 26 228 2.38 23 2T% 0.25 [0.31, 0.81] —
Patch 2005 5.6 6.2 38 a1 4.8 36 34% 0.09 [0.37, 0.59] e
Sawada 2016 0.08 1] a4 006 i} a3 Mot estimahble
Skoldstam 1992 or 2 22 1.3 34 21 25% -0.19 [F0.79, 0.41]
Tardiva 2015 0.7y 0.8 44 0.8 0.6 43 I7% -0.18 [0.60,0.24] —
WVeleha 2015 (4) -011 0 16 -013 o 13 Mat estimable
Weleha 2015 (5) -0.08 1] 14 011 1] 17 Mot estimable
Subtotal (95% CI) 663 642  26.7% -0.28 [-0.75, 0.19] e
Heterngeneity: Tau®=0.44; Chi®= G2 60, df=8 (P = 0.00001); F= 87%
Testfor overall effect Z=1.18 (F=0.24)
1.17.2 hs-CRP mgi
AFFORD 2014 (6) -0.23 o 144 -0.22 o 153 Mot estimable
AlphaCmega - EPA+DHA (7) 1.88 211 884 185 189 B2 6.5% 0.01 F0.10,013]
AlphaOrega - EPA+DHA (8) 172 2 BO1 188 214 609 65% -0.13[-0.24,-0.01]
Balfego 2016 0.z 1] 17 0.2 0.3873 15 Mot estimable
Clark 2016 {3 -0.185 226 16 0.249 1.81 17 21% -0.19 [0.88, 0.49]
Derasa 2008 (10} 0.8 51 164 15 849 162 56% -010[F0.31, 0137
Derosa 2011 (1) 1.1 1.8 T8 1.7 4.4 79 4.6% -0.18 [0.49,0.14]
Ehrahirni 2009 {12} 312 1] 47 6.8 1] 42 Mot estimable
ELIA - Takaki 2011 3493 918 23 086 1.58 23 26% 0.44 [0.14,1.03]
EFPE-A 2014 (13) -0.6 1] G4 1] 1] 45 Mot estimable
Eschen 2010 {14) -0.47 1] B3 -0.4 1] i) Mot estimable
Kanorsky 2007 3.7 25833 45 4.4 35 49 38% -0.22 [[0.63,0.18]
Krehs 2006 226 321 35 304 38 32 32% -0.22 [F0.70, 0.26]
MARIMA - Sanders 2011 {14) 0.8 3.4044 72 049 36321 65 4.4% -0.03 [0.36, 0.31]
MARIMA - Sanders 2011 {16) 05 43463 Th 05 29357 To 45% 0.00 [0.33,0.33]
Martinez 2014 (17) 1] 1] 7 1] 1] g Mot estimable
Miki 2016 0.1 0.z 28 01 01 30 30% 0.00 F0.81, 0.51]
Mishio 2014 0.6 0.5 15 1.2 11 18 1.9% -0.68 [-1.42, 0.06]
OF AN - Milsen 2001 (18) 1.5 o 124 15 o 129 Mot estimable
OMEGA-Remadel 2016 {19 1.95 o 180 24 o 178 Mot estimable
OmegAD 2008 0.8 57 89 06 a1 a5 48% 0.04 [0.26,0.33]
ORL 2013 (200 0.009 015 168 1] 015 165 5.6% 0.06 [0.16, 0.27]
REDUCE-IT 2018 {21) 2.2 0 4088 21 0 4080 Mot estimable
504927 Hershman 2015 4 55 T4 43 a6 T2 45% -0.05 [0.38, 0.27]
Tande 2016 0.99 11.8 40 -0.64 3.24 a0 349% 0.19 [0.20,0.58]
Tani 2017 (22} 0.6 1] 83 035 1] a3 Mot estimable
THIS DIET 2008 024 031 3r 032z 0149 34 33% 027 [0.20,0.73]
Witte 2012 2 3.6 22 1.8 21 22 25% 0.07 [0.52, 0.66]
Subtotal (95% CI) 6981 6992 73.3% -0.04 [-0.10, 0.02]
Heterngeneity: Tau®=0.00; Chi®= 1543, df=17 (P = 0.56); F= 0%
Testfor overall effect £=1.35 (F=0.18)
Total (95% CI) 7644 7634 100.0% -0.09 [-0.21, 0.03] -
Heterogeneity Tau®= 0.05; Ch® = 82.48, df= 26 (P = 0.000013; = 623% o5 o o o

Testfor overall effect Z=1.52 (P=013)

Testfor subgroup differences: Chi®=1.00, df=1 (P =032, F=0%
Footnotes

(1) fish oil plus EPO vs EPO

(2) medians only provided

(3) Change data used

(4) median change from baselineg, n3 vs placebo

(5) median change from bhaseline, n3 + pio vs pio

(6) change data, no SDs provided

(7) EPA+DHA+ALA vs ALA

(8) EPA+DHA vs control

(9) Change data used

(10) Reported as 5Ds but assumed to be SMDs

(11) Reported as 5Ds but assumed to be SMDs

(12) Medians only provided

(13) median change from baseline, high EPA vs control

(14) difference in medians

(15) 0.90/d arm compared o placebo arm as balanced at baseline
(16)1.8g/d arm compared to 0.45g/d arm as balanced athaseline

(17) change in medians over 12 months (no change in either group)

(18) Medians provided only

(19) estimated as baseline medians minus difference in percentin intervention arm

(20) Estimated from data in paper
(21) Data is presented as median and IQR
(22) Medians presented

Favours high LCn3 Favours low LCn3

Risk of hias legend

(A) Random sequence generation (selection hias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Attention

(H) Compliance

1) Other bias

Figure 4. Forest plot of meta-analysis on effects of LCn3 on CRP using SMD in random effects
meta-analysis, subgrouping by reported CRP test.
LCn3: long-chain omega-3, CRP: C-reactive protein, SMD: standardized mean difference,
SD: standard deviation, EPA: Eicosapentaenoic acid, DHA: docosahexaenoic acid, ALA:

alpha-linolenic acid, EPO: evening primrose oil



High omega 3
Mean SD _Total

Low omega 3
Study or Subgroup Mean SD_Total
1.32.1 IBD patients

Subtotal (95% CI) o o
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

1.32.2 Rheumnatoid Arthritis patients

Std. Mean Difference

Weight I, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

Risk of Bias
CDEFGH

Not estimable

Belch 1388 (1) -26 0 15 38 a 16 Mot estimable
Berbert 2005 185 223 13 181 158 13 18 0.07 [-0.70,0.84]
Skoldstam 1992 07 2 22 1.3 29 21 25% -0.19 079, 0.41]
Subtotal (95% CI) 50 50 4.2% -0.09 [-0.57, 0.38]
Heterogeneity: Tau®= 0.00, Chi®= 0.28, df=1 (P = 0.60), F= 0%

Testfor overall effect Z=0.38 (P =0.70)

1.32.3 Sy Lupus En

Subtotal (95% CI) o o Not estimable
Heterogeneity: Mot applicable

Testfor overall effect: Mot applicable

1.32.4 NASH & NAFLD patients

EPE-A 2014 (2} -06 0 64 0 o 55 Mot estimahle
Li 2015 TE 0.4 etz 9.2 [1R:] 38 248% -2480[-310,-1.91]
Maogueira 2016 282 2.65 26 228 238 23 27% 0.25 [0.21, 0.81]
Subtotal (95% CI) 129 17 5.2% -1.13 [-3.82, 1.57]
Heterogeneity Tau®= 3.70; Chi*= 43.03, df= 1 (P < 0.00001); IF= 95%

Testfor overall effect Z= 082 (P =0.41)

1.32.5 Metabolic syndrome & Dabetic patients

Balfego 2016 0.2 0 17 0.2 0.3873 15 Mot estimable
Clark 2016 (3) -0.1558 226 16 0243 1.81 17 21% -0.13 [-0.88, 0.449]
Ebrahimi 2009 {4) 312 o0 47 6.8 o a2 Mot estimable
Krebs 2008 226 221 35 204 28 32 32% -0.22 [0.70, 0.26]
REDUCE-IT 2018 {5) 22 0 40849 21 0 4080 Mot estimable
Sawada 2016 0.08 a 54 0.08 a 53 Mot estimable
Tardivo 2015 oz [1E) 44 08 06 43 37% -0.18 [-0.60, 0.24]
Veleha 2015 (6) -0.11 ) 16 -0.13 o 13 Mot estimable
Veleha 2015 (7) -0.08 0 14 011 a 17 Mot estimable
Subtotal (95% CI) 4332 4322 9.0% -0.20 [-0.48, 0.09]

Heterogeneity: Tau®= 0.00; Chif= 0.02, df= 2 (P = 0.88) 7= 0%
Testfor overall effect Z=1.34 (P =018}

1.32.6 Patients at risk for CVD

AFFORD 2014 (8) -0.23 0 144 -022 o 153 Mot estimahle
Alphadmega - EPA+DHA (8) 1.88 21 484 185 18 B21 BA% 0.01 [-010,013]
AlphaOmega - EPA+DHA (10 172 2 601 193 214 609 6.5% -013[0.24,-0.01]
Derosa 2009 (11) oa a1 164 15 849 182 5 6% -010[0.31,012]
Derosa 2011 (12) 1.1 1.8 e 1.7 4.4 79 46% -0.18 [0.49, 0.14]
DO T - Einvik 2010 (13) 292 0 247 304 o 239 Mot estimable
ELIA - Takaki 2011 3.92 9.18 23 D96 1.55 23 26% 0.44[-014,1.03]
Eschen 2010 {14) -0.47 0 63 -0.4 a 638 Mot estimable
Kanorsky 2007 37 2EB33 45 4.4 34 48 38% -0.22 [[0.63, 0.18]
Miki 2018 a1 0.2 29 01 o1 20 3.0% 0.00 F0.51, 0.51]
Mishio 2014 06 [1E) 15 1.2 11 15 1.9% -0.68 [-1.42, 0.06]
QFAMI - Milsen 2001 {15y 15 0 124 1.4 o 129 Mot estimahle
OMEGA-Remodel 2016 (16) 195 0 180 2.4 o 178 Mot estimable
QORLZD1Z (1T 0.009 015 168 0 015 185 5.6% 0.06 [0.16, 0.27]
Patch 2005 a6 6.2 a8 51 48 368 3.4% 0.08 [-0.37, 0.55]
Tani 2017 0.8 o 53 035 o 53 Mot estimable
THIS DIET 2008 028 0.3 37 022 014 34 3.3% 0.27 [[0.20,0.73]
Subtotal (95% CI) 2609 2644  46.7% -0.04 [-0.13, 0.05]
Heterogeneity: Taus= 0.00; ChiF= 1318, df= 10 (P = 0.21); F= 24%

Testfor overall effect: Z=0.83 (P = 0.35)

1.32.7 Healthy individuals

de Luis 2018 21 1.2 14 1.3 1.4 15 1.9% 015 [0.58, 0.89]
MARINA - Sanders 2011 (18) 08 34044 72 09 36321 B5 4.4% -0.03 [-0.36, 0.31]
MARIMA - Sanders 2011 {19) 0.5 43463 75 0.5 29357 70 4.5% 0.00 [0.23,0.33]
OmegAD 2008 [1N:] a7 a4 0.6 51 85 48% 0.04 [-0.26, 0.33]
Tande 2016 0.99 1.5 a0 -0.64 3.24 a0 3.9% 0.19[0.20,0.58]
Witte 201 2 2 36 22 1.8 21 22 25% 0.07 [-0.52, 0.66]
Subtotal (95% CI) 322 307 22.1% 0.05[-0.11, 0.20]
Heterogeneity: Tau?= 0.00; Chi#= 0.88, df= 5 (P= 0.97); 7= 0%

Testfor overall effect: Z= 057 (P =0.57)

1.32.8 Others

FISHGASTRO - Faot 2000 1.31 0.23 G54 1.47 0.9z a1 4.0% -0.18 [-0.56, 0.21]
Kristensen 2016 (20} 022 43867 67 067 93708 B3 43% -0.06 [-0.41, 0.28]
Martinez 2014 (213 a ) i ) o 8 Mot estimable
50827 Hershman 2015 4 55 T4 43 56 T2 45% -0.05 [-0.38, 0.27]
Subtotal (95% CI) 202 194 12.9% -0.09 [-0.29, 0.11]
Heterogeneity: Tau®= 0.00; ChiF= 0.27, df= 2 (P = 0.88) 7= 0%

Testfor overall effect: Z=0.88 (P = 0.38)

Total (95% CI) 7644 7634 100.0% -0.09 [-0.21, 0.03]

Heterogeneity: Tau®= 0.05, Chi®= 82,49, df= 26 (P < 0.00001); F=63%
Testfor overall effect Z=1.52(FP=0.13)

Test for subgroup differences: Chi*= 3.20, df= 5 (P = 0.67), F= 0%
Eootnotes

(1) fish oil plus EPO vs EPO

(2) median change from baseline, high EPA vs control

(3) Change data used

(4) Medians only provided

(5) Data is presented as median and 1OR

(6) median change from baseline, n3 vs placebo

(7) median chanae from baseline, n3 + pio vs pio

(8) change data, no SDs provided

(9) EPA+DHA+ALA vs ALA

(10) EPA+DHA vs control

(11) Reported as SDs but assumed to be SMDs

(12) Reported as SDs but assumed to be SMDs

(13) medians only provided

(14) difference in medians

(15) Medians provided only

(16) estimated as baseline medians minus difference in percentin intervention arm
(17) Estimated from data in paper

(18) 0.9g/d arm compared to placebo arm as balanced at baseline
(19) 1.8g/d arm compared to 0.45g/d arm as balanced at baseline
(20) Change data used

(21) change in medians over 12 months (no change in either group)

Figure 5. Forest plot of meta-analysis on effects of LCn3 on CRP using SMD in random effects
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Risk ofbias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)

(G) Attention

H) Compliance

@M Other hias

meta-analysis, subgrouping by baseline health status of participants.
LCn3: long-chain omega-3, CRP: C-reactive protein, SMD: standardized mean difference,

SD: standard deviation, NASH: non-alcoholic steatohepatitis, NAFLD: non-alcoholic fatty




liver disease, CVD: cardiovascular disease, EPA: eicosapentaenoic acid, DHA:
docosahexaenoic acid, ALA: alpha-linolenic acid, EPO: evening primrose oil.

High LCn3 Low LCn3 Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total  Mean SD Total Weight IV, Rand; 95% Cl IV, Rand 95% CI A
Ealfego 2016 36 1.8482 17 3.3 1.5482 15 4.7% 0.8 F0.51, 0.88] 1T ®
Boz017 -34.9 46.2 44 -11.6 423 42 5.8% -0.52 [-0.95,-0.09] - @®
Clatk 2016 (1) 5453 1923 14 0184 128 18 4.6% 0421114, 0.31] — T e®
Darghosian 20145 27 o 118 24 i} A5 Mat estimable @2
de Luis 2016 4.9 2 14 6.3 2.7 15 4.5% -0.87 [1.31,0.18] T @
Derasa 2011 1.3 0.3 78 1.6 0.6 79 B.2% -0.63 [F0.95,-0.31] - @7
DO T - Einvik 2010 1.24 0 247 1.48 0 239 Mot estimahble @7
EMRGISE 2016 (2) -0.0703 21635 148 00688 42605 141 6.4% -0.04 [0.27,0.19] T ee®
Finnegan 2003 11.1 351 30 -7 274 30 5.4% 0.57 [0.05, 1.08] — @2
FISHGASTRO-Pot2009 (3)  -0.0014 0.2044 13 -0.0891 0.5203 28 4.8% 0.4 F0.51, 0.81] T [ 1]
Krebs 2006 213 a7z 35 2.08 1.45 32 5.6% 0.02 F0.46, 0.50] -1 o o
MNiki 2016 1.7 21 29 4.4 94 30 5.4% -0.39 [-0.90,0.13] 7 @7
Modari 2009 (4) 3 1] 21 4.7 1] 20 Mot estimable &
Madari 2011 HF 3483 0.9 67 11.2 5.4 |13} 5.8% -1.98 [2.39,-1.56] - T
Magueira 2016 2.26 12 26 1.65 1.8 23 52% 030 [-0.27, 0.86] T @7
OmegAD 2008 0.6 2.37 a9 0.8 2.32 a5 6.2% -0.08 [0.38, 0.21] -T @2
Ramirez-Ramirez 2013 (5) 3487 14311 20 G458 24846 19 4.6% -1.40 211, -0.68] I ®2?
Sandhu 20168 1.49 1.36 11 1.03 0.54 g 3.8% 0.40}0.52,1.32] I a— @7
Tardivo 2015 1.8 1.02 44 1.84 1.33 43 5.8% -0.55 [-0.98,-0.12] - @2
Tartibian 2011 (B) -9.1 148 1 -1 3rs 20 5.0% -0.28 [[0.85, 0.34] e e
Tartibian 2011 (7) -8 242 20 11.4 3ra 18 4.9% -0.60 [-1.26, 0.04] I o
Weleha 2015 (8) 1] 1] 14 6.3 1] 17 Mot estimable @7
Yeleha 2015 (9 0 0 16 -013 0 13 Mot estimahble @7
Witte 2012 21 0.5 22 2.4 1 22 91% -0.50 110,010 I @2
Total (95% CI) 1158 1076 100.0% -0.35[-0.62, -0.07] L ]
Heterogeneity: Tau®= 0.29; Chi*= 106.86, df= 18 (P =< 0.00001}; F= 63% 4 2 5 2 4

Testfor overall effect Z= 247 (P=001)

Footnotes
(1) Change data used

(2) Change from baseline to 12 months (data combined from groups in the trial registry results)

(3) Using biopsy data
(4) medians

(5) mean and S0 divided by 100 and SD assumed to be SE so converted
(&) change from baseline in group with exercise
(7) change from baseline in group without exercise

(8) median change from baseline, n3 + pio vs pio
(9) median change from baseline, n3 vs placebo

Favours high LCn3 Favours low LCn3

Risk of hias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition hias)

(F) Selective reporting (reporting bias)

(G) Attention

(H) Compliance

) Other bias

Figure 6. Forest plot of meta-analysis on effects of LCn3 on IL-6 using SMD in random effects

meta-analysis.

LCn3: long-chain omega-3, IL-6: interleukin 6, SMD: standardized mean difference, SD:
standard deviation, SE: standard error



Higher total PUFA Lower total PUFA Std. Mean Difference Std. Mean Difference Risk of Bias
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Rand 95% CI IV, Rand: 95% CI ABCDEFGHI
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Figure 7. Forest plot of meta-analysis on effects of total PUFA on inflammatory markers using
SMD in random effects meta-analysis.
PUFA: polyunsaturated fatty acids, CRP: C-reactive protein, ESR: erythrocyte sedimentation
rate, TNF-alpha: tumor necrosis factor alpha, ICAM-1: intercellular adhesion molecule 1,
VCAM-1: vascular cell adhesion molecule 1, IL-6: interleukin 6, SMD: standardized mean
difference, SD: standard deviation, EPO: evening primrose oil.



