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Vitamin Placebo St Meam (ifference Stk Mean [iffesence
SUUEY O Subgoup e AN, 33
n .31 Vitaming) leves < 20001
LA Arien M 2016 042 2069 2% 107 &N 232 298%  01100.9 006 *
TR0 MeMindon 2013 -657 12162 73 -381 933 T3 1% -D29F052 004 -
Substatal (95% C) n WORN DS 0M) "

Heterngenery, Tau= 0.00; Ch?= 093 df= 1= 343 P=0%
Test for overall efieck 2= 1.4 P = 0.07)

.12 VkamiDlves > 20000
O T2 TU 20 T3 NN 0 N4 02604007
| Sedi3 A% AU 5 0B 263 8 7% 0BHN04
Sblotal (957 0} 2t M OIW B0 -
Helemgenely Ta= .17, ChP= 47 = 1 P=10 006 F= 7%
Tastforoveal et 2= 1,75 = (19

Tt 955} M CXUU TR L 4

Helermpereiy. Tau*= 0.05 Chi= 1216, df= 3P = 0007} F=T3%
Test for overall efiect 2= 258 (P = 0 010)
Tes!forsuboroun iflerences: Chf=1 5. &'=1 F=021.F=150%
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1.1.1 VitaminD [evels <2000
A WK 2016 A0 W6 2T I A%
Whindon 72013 231 408 73 140 3011 73 113%
Stubdotal |35% (1) n 05 s
Hederageseily. Tau®= 0.00; ChF= 046, df=1 (P= 0500 F= 0%

Testtor overall efect 2= 146 P = 014)

1.1.2 Vitamind) evels> 200010
- I h 19 90724 208 -0 UL 0M B1%

gl A5 2005 52 1 1 S 0%

Subodal {354 ) bt R
Heeragensiy Tat?=1 4. ChF= 1371, =1 P=00022} F=03%
Testoroeral efect 2= 133 P= 019

Tatal (955 C) 51 560 100.0%
Helerageseily. Tau™= 007, Ch*= 16,08, df=3 (P=0.0007); P= 82%
Testor overall efect 2= 210 P = 1.04)

Testior subaroun diferences: ChP= 1,08, of=1 P=0301.F=7 0%
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L1 VitaminD leves <2001l
kdaNkING <200 2273 D6 05 965 131 4TA%
Subtotal (95% CI % m aAs
Heternganedy Nof applcable

Testfor overal eflect 7= 235 P= 002)

1.22 Vitamind leves > 20000
JniZ 016 87 42063 200 154 42085 14 410%

S T TR IR

Sublotal (35% CI 5 25 5Lk
Heteragenedy ChF'= 0%, =1 [P= 013 P= 0%
Testfor overal effect 2= 0.6 [P= 03)

Tatal (95% C) o 467 100.0%
Heteragenedy Chi'= 251 df=1(P= 028 = 11%
Tiestor overal efect 2= 203 [P= 1.04)

Testfor subsroue diferences: ChP=1 %6, &=1 P= 0311 F= 35.9%
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Zhao Z-X, et al. Aging Clinical and Experimental Research. 2021;33:2393-403.
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ni-PUFA Contral Std. Mean Difference Std. Mean Difference
Stud Subgro W2 : al Meas : ] aig V. Random, 95% V. Random. 95% Cl
Stammers 1992 -1 20 44 3 18 42  9.7% -0.21 [-0.63, 0.22) - |
Lau 2004 -9 148 40 098 113 40 9.0% 074[1.20,-029) — -

1292 915 41 5.8 224.2 40 9.0% -0.78 [-1.24, -0.33]

-240.8 245 80 -2219 2285 67 136% -0.08 [-0.37, 0.22] —
169 219 22 134 206 25 6.7% -0.16 [-0.74, 0.41] o
42 38 38 07 33 41 93% -0.14 [-0.58, 0.30] .
28 185 585 17 225 626 19.8% -0.06 [-0.17, 0.06] e
74 208 32 19 206 31 B0% -0.44 [-0.54, 0.06] v

17.2 : -0.33 [-0.59, -0.08]

-0.29 [-0.47, -0.11]
Heterogeneity: Tau? = 0.04; Chi* = 20,21, df = 8 (P = 0.010); I* = 60% - ; :

4 05 0 05 1
Test for overall effect: Z = 3.17 (P = 0.002) Favours n-3 PUFA Favours control




Q) (s 5kee) a5 Tgial L Y Bl b s b oS L3

n3-PUFA Control Std. Mean Difference Std. Mean Difference
. ; S V. R m. 95% Lo ¢

~ Stammers 1992 2 17 4 4 15 42 81%  -0.37[-0.80, 0.06] -
| Lau2004 04 07 20 01 07 20 41%  -042[-1.05 021 v

Jacquet 2009 3872 5657 41 575 6631 40 74%  -0.72[1.17,027) ————
Gruenwald 2009 7113 7257 90 -661 6817 87 143%  -0.07[-0.37,0.22)

Suzuki 2016 49 32 22 1 34 25 48%  -0.27[-0.84,031) .
Stebbings 2017 3 13 39 3 11 41 1.7% 0.00 [-0.44, 0.44)

MacFarlane 2020 54 244 505 28 225 626 364%  -0.11[-0.22 0.00] -
Stonehouse 2022 148 177 117 985 217 118 17.3%  -0.25[-0.51,0.01] —
Total (95% Cl) 968 999 100.0% [-0.21 [-0.34, -0.07] <

Heterogeneity: Tau?*=0.01; Chi* =9.63,df =7 (P=0.21); = 27%

Test for overall effect: Z = 3.05 (P = 0.002) 1 05 0 05

1
Favours n-3 PUFA Favours control
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Study %

D RR (95% Cl) Weight
Glucosamine vs Placebo

Reginster (2001) 1.07 (0.70, 1.65) 14.26
Pavelka (2002) 1.05(0.46,2.39) 6.57

McAlindon (2004) 050 (0.07,3.75) 1.83
Clegg (2006) 0.71(0.31,1.60) 8.97
Herrero-Beaumont (2007) 054 (0.19,1.57) 6.18
Rozendaal (2008) 2.29 (0.26, 20.13) 0.71
Franse (2014) 7.33 (0.96, 56.00) 0.33
Kwoh (2014) e 0.39(0.13,1.20) 353
Subtotal (-squared = 24.3%, p = 0.236) 4237

Chondroitin vs Placebo
Mazieres (2001) 1.33(0.46,3.88) 228
Mazieres (2001) 1.33(0.46,3.88) 228
~ Michel (2005) 1.02(0.45,2.32) 6.76
~ Clegg (2006) 1.69(0.88,325) 8.68
Mazieres (2007) 1.65(0.78,3.50) 5.43
Kahan (2009) 0.88 (0.47, 1.64) 13.39
Wildi (2011) 1.38 (0.17, 11.34) 0.81
Zegels (2013) 0.81(0.34,1.93) 568
Franse (2014) 7.20 (1.57, 33.09) 0.67
Subtotal (-squared = 9.4%, p = 0.357) 4599

Glucosamine+Chondroitin vs Placebo

Clegg (2006) 1.13(0.54,236) 824
Franse (2014) 4.40(0.51,37.97) 048
Roman-Blas (2017) 168 (0.54,521) 293

Subtotal (I-squared = 0.0%, p = 0.468) 1164

Overall (l-squared = 15.4%, p = 0.262) 113(0.93,1.38) 100.00
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Zeng L, et al. Frontiers in Immunology. 2022;13:891822.
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Owverall Summary
Drug Dose®P Studies (n) Estimates 95%Cl

Celecoxib Low 13 ; 0.98-1.23
High 15 ; 1.05-1.49
Etoricoxib Lo 3 i 0,92-2.94
High 4 ; 0.94-2.64
Rofecoxib Low 14 ; 1.22-1.37
High 14 ; 1.50-2.40

YValdecoxib Lo | . 1.16-2.58
High I . 0.72-1.74

Low 12 . 1.08-1.46
High 13 . 1.22-2.26

Ibuprofen Low ( ] 0.89-1.10

High 13 0.99-1.66

MNaproxen Low 9 0.87-1.09
High 11 0.95-1.38
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—>  Tender joints (n=15)
Swollen joints (n=13)

—> Morning stiffness (n=11)
VAS pain (n=15)

—p  VAS activity (n=10)

—> DAS28 (n=8)

—> ESR (n=13)

CRP (n=15)

— HAQ (n=4)

4
sMbD

-2,5

-1,5 -1 -0,5 0,5

Favours intervention Favours control

o 2 3.
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Fish consumption, servings per week
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vitE
Study or Subgroup _ Mean

SD Total Mean

placebo
SD Total Weight

Mean Difference
IV, Random, 95% CI

g
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Mean Difference
IV, Random, 95% CI

Aryaeian et al.(14) -0.64 1.63 21
Edmonds etal.(15) -0.56 1.53 20

Total (95% Cl) 41

Heterogeneity: Tau®*= 0.60; Chi*= 4.95, df=

Test for overall effect Z=0.76 (P = 0.45)

51.4%
48.6%

-0.77 033 22
054 112 22

44 100.0%
1(P=0.03),F=80%

0.13[-0.58, 0.84]
-1.10[-1.92,-0.28]

[0.47[1.67,0.74] |

+

0

Favours [experimental] Favours [control]
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Experimental Control Mean Difference Mean Difference Risk of Bias
1 ibaroug al Mea al Wei . IV. Random. 95°
Javadi et al. 2019 287 074 24 29 102 25 138%  -0.03[-0.53,0.47] + @Q.Q...
Amalraj et al. 2017a 214 016 12 353 047 6 147%  -1.39[-1.78,-1.00] .
Amalraj et al. 2017b 18 036 12 353 047 6 144% -1.73[-2.16,-1.30] b
Jacob et al. 2018a 216 062 8 353 049 4 125%  -1.37[-2.01,-0.73] -
Jacob et al. 2018b 159 037 8 353 049 4 134%  -1.94[-2.48,-1.40] -
Chandran etal. 2012a 355 0.73 14 3.89 143 6 7.9%  -0.34[-1.55, 0.87] —=
Chandran et al. 2012b 58 0. 12 6 7.8%  -0.31[-152,0.90] —
=

e
.z'b‘.‘..

Lin etal. 2019 . ; 64 , ; 15.4%  -0.79[-1.07, -0.51]

Total (95% Cl) 154 121 100.0%  -1.06 [-1.53, -0.59] ¢
Heterogeneity: Tau? = 0.35; Chi? = 45.96, df = 7 (P < 0.00001); I? = 85% ’ * '
Test for overall effect: Z = 4.42 (P < 0.0001)

-10 -5 0 5
Favours [experimental] Favours [control]

Risk of bias 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 bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other biases
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Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
~ Berg 2012(pro 53.3g,6w) -13.68 53.3 14 -22 49.81 14 3.0%  8.32[-29.89, 46.53)

Chen 2005(iso150mg,4w) -1 16.69 15 -5 12.51 15 39.9% 4.00 [-6.56, 14.56) N

Liu 2012(iso100mg,12W) -19 85.82 60 -9 74.64 60 5.4% -10.00 [-38.78, 18.78] -

Liu 2012(iso100mg,24W) -17 84.28 60 -5 72.11 60 5.6% -12.00[-40.07, 16.07]) v

Qim 2014(dai40mg,24W) -23 47 58 -6 55 59 13.0% -17.00([-35.53,1.53]) —_—

Qim 2014(dai80mg,24W) -29 44 60 -6 55 59 13.9% -23.00[-40.91, -5.09] P —

Ye 2021(daiS0Omg,12W) 5.51 77.88 54 -18.69 80.74 50 4.8%  24.20[-6.33, 54.73] -

Ye 2021(dai50mg,24W) 0.41 75.4 S0 -11.04 75.8 47 4.9% 11.45([-18.66,41.56) v

Ye 2021(gen50mg,12W) -6.18 78.06 54 -18.69 80.74 50 4.8% 12.51([-18.06, 43.08]

Ye 2021(gen50mg,24W) -4.21 80.2 54 -11.04 75.8 47 4.8% 6.83[-23.62, 37.28) v

Total (95% CI) 479 461 100.0% -2.11 [-8.78, 4.55] *

o 2 = = = o = : t : :
Heterogeneity: Chi . 14.89, df = 9 (P = 0.09); I¥ = 40% 100 <o ) 50 100 J
Test for overall effect: Z = 0.62 (P = 0.53) Favours [experimental] Favours [control] :
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First Author (Year)

Chi (2008)
Chei (2010)
Bomback (2010)

Overall (-squared = 40.1%, p = 0.188)

o

N

PRSI o) 0,85 b oo o s gl Sut NSRBI

RR (95% C1)

137(1.19,1.67)

\
7 155(1.23, 1.66)
1170095, 144)

135(1.18,1.55)

Weight (%)

2542
235

100.00

First Author (Year)

Bamback 2010}
Teng (2013)

Baii (2014) (Mals)

Ban (2014) {Female)
Mereses-Laon (2014) (Maie)

Managas-Laon (2014} (Famala)

Overall {l-squared = 41.4%, p=0.129)

RR (95% CI)
— 131(192, 153
n 143 {050, 4.11)
= 125108, 144)
— 126 (1.0, 1.51)
—F—  220155,1%)
— 135 {1.04,175)

@ 1.35(1.18,1.52) 100.00

Weight (%)

258 ey
1.0

arar

2247

8.0

1.7




@ M)B‘):;:’.L“ LC u-°l-’9 o bu)‘

Study %
D WMD (5% Cl)  Weight

Penget al,2018 042(-1.02,0.18) 593
Van Hoydonck.et al,2004 020(-0.81,041) 584
Polidori,et al,2005 0.16(0.31,063) 7.34
Zeng.et al,2016 0.92(-1.29, -0.55) 8.68
Huang,et al,2005 059 (-0.78, -0.40) 10.86
El-Aalet al (1),2018 -0.07(-0.72,058) 5.38
El-Aal et al(2),2018 0.62(-1.83,059) 229

 Shreef et al,2018 080 (-1.19,-0.41) 831

| Martinez-Abundis et al, 2001 0.00 (-1.07,1.07) 279
Zeng.et al(1).2016 -0.45 (-0.86,-0.04) 8.08
Zeng.et al(2), 2016 0.75(-1.17,-0.33) 8.01
Zeng,et a(3),2016 -0.54 (0.4, -0.14) 8.21
Yanaiet al,2004 252(3.44,-160) 346
Kyllastinen,et al(1),1930 022(-0.94,050) 4.83
Kyllastinen et i(2),1990 059(-1.31,0.13) 483
Yang,et al,2015 : 063(-1.31,005) 516
Overall (I-squared = 60.7%, p = 0.001) 0.55 (-0.76, -0.35) 100.00

NOTE: Weights are from random effects analysis

T

T
-3.44 0 344

Lowers Uric Acid vs Increases Urnc Acid

9
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Variable OR (95% Cl), P-value
Model 1 Model 2 Model 3

n-3 PUFA rich seafood intake 1.112 (1.017, 1.216), 0.019 1.045 (0.947, 1.153), 0.380 1.070 (0.969, 1.183), 0.180

n-3 PUFA poor seafood intake 1.098 (1.053, 1.145), <0.001 1.096 (1.048, 1.146), <0.001 1.087 (1.039, 1.138), <0.001

Model 1: no adjustment.
Model 2: adjusted for age, gender, and race/ethnicity.

Model 3: adjusted for age, gender, race/ethnicity, income, education, BMI, CKD, DM, hypertension, smoking status, and drinking status.
OR, odds ratio; CI, confidence interval; n-3 PUFA, omega-3 polyunsaturated fatty acid; BMI, body mass index; CKD, chronic kidney disease; DM, diabetes mellitus.
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