L AHEE S IRICHT R

Basic Medical Theory Research 7 %@ 6 1A 1.042025 4F

SCEERL B3 | TS (ISSN) & 2705-1102(P) / 2705-1110(0)

BB SHIYIBRRPER SR . — B0 S /RBEHLIL
L]

EX- T ANE 5 S1L Ly
LT3R E AR E RS f A
2ILHFKFWEERRY 5 ER E A
DOI:10.12238/bmtr.v7i6.17061

H ZE] B8 KT H % (Psoriasis, PS) 5T 7| M % (Prostate cancer, PCa) Z M9 H X X % .
KA 5738 1T W 1) & & R AL (Mendelian randomization, MR) A7 i - &R H 89H R H @ . 7 ik
B 5AL 9 K AUAE B A ZE A K B 48 X Bx#F % (Genome-Wide Association Studies, GWAS)
8B 43 PS (5,314 Blsmtplf= 457,619 s FE) 5 PCa (79,148 #lsmlF= 61,106 I3 &)
EBHM T R AN R T7 £ (Inverse-variance weighted, IVW) , 7K Al MR-Egger. Awit ¥ 4z %

(Weighted median) . A2 (Weighted mode) =i #£42 A (Simple mode) #ATH &AM 47,
#18 % # kil i MR-PRESSO 4 B 3b 4= MR-Egger © )3 i#4&, F /R MK A Cochran’ s Q %4t
48, HiBidi®—J% (Leave-one-out) NATIiE4 RAE 2, £ %: 8 MR 24 27F,
PS 5 PCa A& (64K 2 18] 5 /2 43t 5 8 2 693 4% 5 X 3% (OR=0.205, 95%CI: 0.067 - 0.628,
P=0.005) . A, K& MR 947Kk K I PCa 3t PS AAR K X% (OR=1.000, 95%CI: 0.999 -
1.001, P=0.821) . ##: KAFARXKRKINBKMAZEP PS EPCaz R AAENGEA R L FE, LEFIR
T, PS Tt 5 PCa K@ A1y eI 48X, @ PCa fid-F-3F PS A& R A #4 B R .
[REBiRE) iR, RBEwmR; ATFRE; AR, 2ABHAXIKAR (GWAS)
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[Abstract] Background: The potential causal link between psoriasis (PS) and prostate cancer (PCa)
remains unclear. This study aimed to investigate the causal direction between PS and PCa by conducting
a bidirectional Mendelian randomization (MR) analysis.Methods: Summary—level data were obtained
from two large—scale Genome—Wide Association Studies (GWAS) involving European individuals: PS
(5,314 cases and 457,619 controls) and PCa (79,148 cases and 61,106 controls). The inverse—variance
weighted (IVW) approach served as the primary analytical strategy, with additional sensitivity analyses
using MR —Egger, weighted median, weighted mode, and simple mode methods to ensure robustness.
Horizontal pleiotropy was evaluated via the MR—PRESSO global test and MR —Egger regression, and
heterogeneity was examined using Cochran’ s Q statistic. A leave—one—out analysis was also performed
to assess result stability. R esults: Forward MR analysis revealed a statistically significant genetic association
suggesting that PS may be linked to a reduced risk of PCa (IVW OR = 0.205; 95% CI: 0.067 - 0.628; p
= 0.005). However, reverse MR analysis did not support a causal relationship from PCa to PS (IVW OR
= 1.000; 95% CI: 0.999 - 1.001; p = 0.821).Conclusions: This study found no evidence of a
bidirectional causal relationship between PS and PCa in individuals of European ancestry. The findings
suggest that PS may be associated with a genetically reduced likelihood of developing PCa, whereas PCa
appears to have no genetic causal effect on the risk of PS.
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R, REFF R (Prostate cancer, PCa) A%
A BTSN, 2022 45, FRIE TSR B R R 2R
6 fir, [FIN M RAEREAH LTS3+ R R, HET, #741
M R PTEL (Prostate-specific antigen, PSA) 75 2% FIIR AR A
EVHAESN, BRI RR ARG —, BRZIERANER
A bR B, H A YT W PCa BRI R S
PR E, DLk BE TS .

HRJB i (Psoriasis, PS) J&—Fig i i /- T 20 RE MR
TRl TR BRI R REAM ARG . Tk, PS &
RARRE BT RIAEMME T PS AIm LS i o
H, RNWEEIAAZSE TR RAE KRS, i, PS 2R
Lk, JUHSE PCa, fEAERIRKRMAUH. FHI/REENL
1. (Mendelian randomization, MR J& —FpF| /£ 48 R AE A
T HEA & (Instrumental variables, IVs) RIFRBEZE 54/
8] PSSR OC R IR AE T3, T 2Kl WL P AT 4 v i DL P TR
IRFFEA R AER KRS, BT 154 MR AL AE5RIE 5 ) R R
KFR, BV TTREAAAE R R, 75 2R A8 MR
G3ATe BRIE,  ASHIF A T WO AR (1 199 T 7 4 DR 4 S TR
7 (Genome-wide association study, GWAS) i, X
Al MR J5 3R AR B R 5 05 e 2 (8] R B AEE R R K R

1 ik

L1 BB SR E A

AT BEARAEE 1, JEERT MR B OB

(1) Prik T. B A8 (Instrumental variables, IVs) 75 585 K
REFEMK: (2 LAZERNMY TRAER: G) LA
AR R AE IS AT UK 2 B R R S 25 R AN Fd AR
PAT™H5 18 H STROBE-MR 15 MUEE),  TEAHIAZ T iE 5 00
FNFEARE . BT AT 5T BT R B 3SR VR T BE A T ST B A FE AT
REEIRSE, FILER M T,

Banswe ] e

GiigZ)i:3)
1.2 BRI
FEIEM MR 4ptfreh, HREREARER R, 715
YERNES R S MR 3 M AH B o 35 (R a8A% 2 S I A4t 44
K H IEU OpenGWAS #i#fi & (https://gwas.mrcieu.ac.uk/) o
O FEARE B R, FRATMN OpenGWAS Hifs ik £ 1

AR GWAS TS E 488 i AH 2S5 (ukb-b-10537)
K MRC-TEU BE8H, L35 5,314 %511 457,619 5% R .
T 51 e B4 Sl U T PRACTICAL BRME 25 & Meta 23047,
Y4\ 79,148 Bl F1 61,106 5 KK 1. 55 (1% HRP . b T 5 150
HARBINRAEE, W08 T ANBER R . BRI SRR AR
& 1.

x 1 WM SESIE GWAS B RFIE

7%

& IEU GWAS | Jifil ,, N " o A
/ P M MHHEEL | FEAE | SNPHE | 1R )
i ETRE) # HE

-n

S

R i

ukb-b-1053 457,61 | 462,93 Ben M

; 5314 9,851,867

E_ 7 ’ 9 3 Elsworth A

i
= i7¢

5 . 79,14 140,25 | 20,346,36 | Schumache |

I ieu-b-85 s 61,106 4 % . "
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1.3 THERNERE
AT Vs MR TFIRZ S (SNPs) HJ7 AL MR
M= RO B, IS B Rg A R 2 35 AH 2K ) SNPs
(p < 5X10-8) o HIK, ABORAL ML, ZEREIHE
BT SNPs (2 > 0.001, & 1124 10,000 kb) o T
%, FIAF gt &0 TRAASE®RE, BBRFME < 101
NPs, LDl 55 T w0, 7EHfE A 4 SNPs J&, I
S8 RARIEAR, JFEAT BN SO HE K W . SRR
RN SNPs TEMS PR 2Bk . Bhok, FATEH Ph
enoscanner (4% % (http://www.phenoscanner.medschl.cam.ac.
uk/) BB LS CARRR R R R RARER S
NPs il T/5 4% MR 4347 .
1.4 F A8 /REENLAL S A
VG R SRR R R, APFFRA LA MR
it 75k 5 Z AL (Inverse-variance weighted, IVW) 11,
MR-Egger I 2 (Weighted median) « & BLAE % (Simple
mode) AN (Weighted mode) , HA IVW A3 E4)
BrJ5. Wald LEEAGTHEE IVW #1T Meta 4347, 7ETCT7
1t 2 RO AT R BN AR 45 2R . R (p =
0.05) » JUZRJHE E RN 5 A7 i (p<0.05)
UK FH B L6 S A 2021, MR-Egger [ 93 F InSIDE 15 %
(Instrument Strength Independent of Direct Effect) , FEAF{E
ZRNE AT BASENE . AU AL EOTT AR I 50% HIA EE R
HAR Vs BRRE R HAEL MR, Witk
{ ] MR-Egger; #5517 7E R BRI 2 200, M A AL -
P, B LIELEEL (Odds ratios, ORs) M FH: 95% & 5 [X [A]
(Confidence intervals, CIs) F£7x, il R EHE N A p<
0.05. A HrI7E R A (A 43.1) whsenk, M
“MRPRESSO” Fll “TwoSampleMR” {41,
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2 ARJE RN T F e DR AR OC AR 1) IE 1 B A /R BE LA 7 b

= A MR J5i% Psgiz B SE OR(95% CI) P

&S .

% | & "

R L

e % | MR-Egge . -1.13 | 074 | 0.322(0.075 0.14

o Ji r[\515 5 5 - 1.384) 4
I

m | W

- B | AL )1 098 | 0.64 0.372 (0.105 0.12

o Ji% # 8 5 -1.317) 5
Jirh

m | W

- B | RITZEmM )1 -1.58 | 0.57 0.205 (0.067 0.00

> Ji% P 2 0 -0.628) 5
it

il L

| 246 | 2.02 0.085 (0.002 0.23

E g | EBREL )21 2 6 -4.522) 8
I

il L

| A o -1.41 | 0.61 0.244 (0.074 | 0.03

E Ji AR | 21 0 0 - 0.806) 1
I

7E: SNPs, HLEZHMZAME; SE, Arffivd: OR, HGIHEL;
CL, BfFXIA.,

1.5 fURR A

fff Cochran’ s Q Gttt &7 IVW fil MR-Egger f5#1 T
Kb L BAS R 8 1 m i, p>0.05 R R E R, @
i MR-Egger ks gt /) 2 2k, kL RHORAEAE
23, [N, A MR-PRESSO 4 546 B 1 A 15 22 30k
F LRI SNPs (p<0.05) o B4, NEt—BIIES:
ROTFEM:, 4T T 1Z—5IB% > HT (Leave-one-out analysis),
RO4F I B — A SNP FFEHiH & IVW flitt, DLITASHxt
M5 SR o

2 #R

2.1 THRAZRRIE

AR ™A% 1) MR R sead JeAnite, AT E T — AR
THAS R R 21 A5 HLE 7 B A SNPs, DA
J 101 A5 50 51 I 2 3 AH K1 SNPs. Fr AT 44 A\ ¥ SNPs
1 F eit 83T 10, 3585 T B b KBS IRAIE. Bk
SNP /K-Pf5 B WA 1 FIK 2.

2.2 HJE 0] H A1 i 1 DR SR O

IE[] MR M4 R R 2. B M 5 ik R OF 2 I

(Inverse-variance weighted, IVW) &7x, PS 5 PCa A&

MAEIEG T R M AHSE (OR=0.205, 95%CI: 0.067 -
0.628, p=0.005) . WAL (Weighted mode) 7 ik [FIFE L
Frx—4 R, REMELUMETHME (OR=0.244, 95%CI: 0.074
-0.806, p=0.031) . & FLELARAME (B 2) B/R T % SNP
B R R BAS XN, B ECEE (B 3) JER T PS ik T
BAR R PCa 45 R Z I /7 I PESG R o IR 2845 B4R PS 7]
REXS PCa HA AL 22 ERIIRI A .

B2 A
E: (A IEM MR 2755 SNP SR 8 97 XU ) 8] 5=
BN, (B) Jz A MR 234144 SNP S iif 51 i ges XU g P SR
B o

ncs vogri / Vaspese med

NP efiecton Paorisis N efiect on Prostate cancer

K3 s
(A) TE [ MR F3- Bt SR T8 o5 %t 1 41 e IRUIG: 1) DR SRk

Bi;  (B) J [ MR Z3H7 ol 4 e 5o 4R v XUR ) R AR 28
870 (R YAIZR f AR  2 m DR R AR (R KD

2.3 |l Z1) e %ot R i 95 T R SR AR

S MR 2345 BRI 3. IVW 2341 iR, PCa (it
Gy MR PS RS TE R SR AL RAEHE (OR = 1.000, 95%CI: 0.999
-1.001, p=0.821) . HAh A% (fLHE MR-Egger 55) 3413
AR 25 3R . MR RIFIREE ] 2 GRARIED FIE 3 (L
D pEIR, HE—2P 3R PCa X PS N REIAMILE L
R 3 H g X 4R s R R AR I S ) o A R BEATLAL 53 HT

% -+
- SN
#% | A 9
5 MR JjiE | P é& B SE OR (95% CI) P
x| & -~
| g
] MR-Egge 6.45E-0 | 1.001 (1.000 -
1 )E’ I 101 | 9.11E-04 1 1.002) 0.161
w | "
Tl i
g | o | hee 431E-0 | 1.000(0.999 -
[ E ¥ 101 | 3.26E-04 4 1.001) 0.449
& ¥
il
i .
] g -7.24E-0 3.20E-0 | 1.000(0.999 -
Ji E_ e 101 5 4 1.001) 0.821
i
Ci
R B
7 JE | AR 101 g47E-04 | CO6E-0 | 1.001(0.999 0.353
iR g 4 1.003)
Ji )
EJI[JJ i ) 5.83E-0 | 1.000(0.999 -
BB | BUER | 101 | 4.17E-04 : ’ y 0.476
Ji g 4 1.002)
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7E: SNPs, HZHMZAME; SE, Ardiik: OR, HG{HE;
Cl, BfEXIH.,

2.4 RIS AT

NV TER 2 M S R, AT R T 2 TRURE
. #EIE AT d, MR-Egger BIAREREE A28 (p
=0.360) , MR-PRESSO 4R i 45 RIR L RF %4 (p=
0.296; W% 4) . Cochran’ s Q #&4% &/8 T HAF B LR %
SR (MR-Egger: p=0.204; IVW: p=0.205) , J53FEl
GhRE 1D BXFRAG, it ai e, M,
JZ A MR AT $ 7R AT REAAAE 2 351 . ERAR MR-Egger [l R
WoREZEZHME (p=0.083) , {H MR-PRESSO il £ & 2
ZRME (p=0.003) , IR H—A 7% SNP (1512665339).
RIAE A BRI 57 5 SNP J5, S AR el VEAK IR E (MR-Egger:
p=0.008; IVW: p=0.005; W¥&4) . EoHHRE}EL
T 1. Rk —D PR A SNP X B A LE BRI, FRA
AT 7B — AR (Leave-one-out analysis) . #h78 1 2
R, TEIER MR FHREERAT R — A SNP 24 S i M i 3 45
R, R PS 5 PCa BRI IE i o — 78 0k 5,
PH U 5 R A AR

3 itig

R 93 5 5 e ) R DR R AN R . ASIE TR A XX
I P R AR i R BE ML TV, RITERIE R (PS) 5i5I ke
(PCa) Z AR N Rk R G5 RILR: R B E I PCa
SRS AT REFEAR, 1fi PCa XF PS [ RSS2 M A AF B FF . 1X
— R & 6] AT REAEAE 1 DR SRR R AR T T DL . IR
22 TRK I R B AT 5 340 52/ R J 97 B 3 1) PCa JXURK: 5F
KT E AL,

FE A = TR BA B WF 58 D03 T R i 16 T
i RS o £ VAT S OV ] ] ) A B0 17188 A e TR i
5 PCa KRG -2 18] (¥ 56 o 855 — 000k [ 46 1] 1) K AL A )
F 55 W0 52 B4R B 0% 5% (0 PCa WG B Rt & T+ =
(HR=1.109; 95%CI=1.057 - 1.165) 8],

AT e, AWETCRA T B REENLAL BT,
XA — PR AL TAT G 71, A Ge LS VERE 50 PR 2% R 3R
Pl AN 2 S5 il A S ARRAE R SR OC &R, 1 MR 7 VA BE RS 7E—
SEREFE R IR RN R S B R, FFIRD S ) R OG R
SN HLUR, AR U A O SR M 4 ik R 2H DG IR 5 B
AEFRATTRE O I R R NS, IR ICE & g 8 A5
Boo BEAN, WEFCNBESR E BRI 5%, AT REAR 1 R AR 43
JEHT RV AT o

AFHIR: H, GWAS Hdfs 1 FoR IR T BRI I Ze A
BE, R 70 2 SRAE HAR P AN AR 1 3E P AT AP e . e
W, AWFFTCE 76 A HERIE A R 0 2 8 BUR i, X T

RES AR L ARG B A% BRI AR A ThRe B . e,
MR 4347 BV S0 96 BN SR TR LR DG R, TR BEIR AR I
FEBAENLH -

4 ZHig

gi EPIR, AT FEET RN X E P FEA MR 7347
2R, PS5 PCa ZIMIAFEAER A K R K Ao W FLEE RIS,
PS 3 EIRAE 22 2 T ] B A7 1E PCa A MK, T PCa %I PS
RIS, JUJ A 2 30 S S 255 st A% R R AL . AWF S PS 5 PCa
PR RIS B 1B AR, A — DRI SO0 7 o
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