- 698 - M ERKFFW®  Acta Universitatis Medicinalis Anhui 2024 Apr;59(4)

W) 4531 R BT 1A] 12024 - 04 — 12 08:46:23 P % d pa Ho bt : hitps ://link. enki. net/urlid/34. 1065. R. 20240410. 1012. 021

O] £ R T BRI B SRR R R WE O

VRIS SR, 5

mE BH TR EEREES IR EE A LE
W A28 M5 R A 1B(ADHIB) il L eI A 2 (AL-
DH2 ) JE A Z A Z mIRAE M. ik WEER R
FUAT BT 0 T %0 B R AR 2 0 I DR R I R 4R A I
ADHIB 1 ALDH2 ()35 H 73 8, AR 95 LA J5 1) P B AR AIE 43
RBER A AAEBE R & B 4, R SPSS 27. 0 X LR B
HATGEI 20T R AL ATITEAT S 83 4,23 HilfE 7
PER B, 2 0T B AR RS =1 000 %, Z & 4
BT R K (OR = 6.215, P = 0. 008 ) J& Ho 7 fa b F & .
ADHIB Fl ALDH2 N £ 85 M M A AR SRR EE T
SEEAH G (AR &, AH X F 457 ALDH2 GG JE R Y
H A HRP R <50 g 83, #5417 ALDH2 A %47 3L H 4
HklE =50 ¢ RAEFEREE RIS MmT 12 f5(P =
0.045) . &t R ER M EEREE IR EE M
SfER R, SR BRTE R A AU R e AR 4
H7 ALDH2A 8543 5 R 3 FC RO g 38 3 B X B 9 &
A XU | % I A 8 3 T 2 D) PN B B T

KR RUEER RREE; CHMAN 1B; LB
g 2 5 o PR 2 5 T

mESES R735.1

XHERER A XEHS 1000 - 1492(2024 )04 - 0698 - 05
doi: 10. 19405/j. enki. issn1000 — 1492.2024. 04. 022

PR LR 0 AR, i A BROBEAE A G
BTSN KR DL IR RS G aT LUK K 4
R B AEAT R ARk, BT DIBR C O F0 &
BRI E IR O 3 B B /N KA R I ACAE
AEFEHE AR SR, TR TR A LIS B T R
R, 803 -BE AR A SRATAE Je A RN St 11
KUY , Z IR 5 UESE B S I AR I R
ARG

PEB A R R D BIRIR b B ST 3

2024 —02 - 01 221,
R W H: &8 w R 2022 EERBEIFRITTHE (45
2022AHO051166)
VEF BAL  ZRIERICE S — B R B AL N FE, AR 230022
(= a PS40 o e G T R 1 A
TWE, B, #8, FAEE I, 44 500, SR, E-
mail ; alei4d16@ 163. com

o XURK IR, £ 0

A R B S R B R R
W JEARAS I 6 722 o AR s 1 s Kt R TR 1Y
— T A K R R, L UG 1B (alcohol dehy-
drogenase 1B, ADH1B) Fl Z [ it & 1 2 (aldehyde de-
hydrogenase 2, ALDH2 ) J2P5 A A 4o i v dic 8 2 11
PR LA R 3 B B AR A B, BT
FEERR WSS R RS &I R EE N arR A
Z M H 5 ADHIB #1 ALDH2 BAAZ R 2 51 ( single
nucleotide polymorphism, SNP) 22 [&] i) AH 5= ¥, i 1
B 1400 A B R AR SR S R

1 #R57I%

1.1 fRBISER AR L AFSE, 99 A 2022
AR -2023 4R 6 H FREERRES —KEEE
Be T AL AR R A IR AU T BRI R R AR 1
BFIL83 il ARFTTEH H DL B BT, &5
RAS TR AR, @ B P A N BB A
1. 5% WAL, (5 BT 35 &) Wi 7 4 B A A I,
BRI YL (5 B /D 1 ~2 min, BB Y 55
ML B = 10 AR e 545 Y s 28 90 A BE 5S4
A NIRRT A AL, W 1, AR B
Bik A S N BEI2YT TAE 5 4R LA L, Ak
1000 f31] 11 15 47 ¢ P 5 I I 5 o, 40 46 P B PR £
Wr 290 WES RS, HERRARdE: © BEAA & B e
TTHMRFFAR B AT & ;@ T B AL S T RE A 28k
W), ASREAT N B R A BE A i sk
#o

Bl MRERETSFMETME
A BER BB AR R

1.2 FATRFAE KA e



FHEMKFFI  Acta Universitatis Medicinalis Anhui 2024 Apr;59(4) - 699 -

AT AN AR R A B AR BE
ERITE NS P L O SNl Ny G = ek
(MR MR AG I AR E BRI R) 5. H
TR RERIN Z T 1 30, Frgiiad 1 AR R
TR 6 A H e SN BEAE WM, 224 i WA A B8
THATE 6 A &5 SO SR IHE . RS = 4
H WM SR < WM AR R, B B R AR 2 T 1 IR, Fr
SLI 1 AR & RGm I 6 A s O BE
LA, SR BRI R Gs 6 A e SR 24 i
TR . (2002 4E [ W o> R AR IR
100 g V34 £ e Atk - PG 4. 3 g 4515 10. 2
g KB BT 8.6 g, [V 43. 1 g, A 4f AH W A ARH
IR &5 H OB A

1.3 BEEZSUERN SERE2 ml S E# K
i, iMA EDTA-K2 FLfE4 N, 1 JE PR I i 5 I
ZH DNA #2500 & [ AR KA R &, 1 3 KR A
AR (b 50) A R 7] ] 2 B4 1 2L 2 DNA, K6
A E B 25, ODygo/OD gy H 1.6 ~ 1. 8 RE 4545
) DNA FEACE T - 20 CLRAF (] Sanger il 3 15
Kl ADHIB rs1229984 1 ALDH2 rs671 f#j SNP 4
A,

1.4 SEitZE40IE i SPSS 27. 0 Gt 44k Bl
Bl E L RAT A B « x5 ROR, 4]
FEBCR I ST REAS ¢ 436, 70 2R R n (% ) 3=
R GATRHBOR L X Mg sk Fisher FEHAHES . K76
BREIPAAGEIFELNEENAZHR
Logistic 4534, RTZH R Logistic AT £
AL (odds ratio, OR) Fi1 95% W] {5 [X.[1] ( confi-
dence interval ,CI) , L P <0.05 N ERBRITHE
o

2 HR

2.1 IERRFERE LA 83 ] LI A R R
(£ 1), HA 5 63 i, 2 20 ], 47 % 50 ~85(69.01
+7.94) % o ARG A AR B RE 41 23 f
AR AL 60 ], BESLEAE L Bk AR &
FIARAE %=1 000 # 5 bE 35w TR 4,
Z R RAR K (OR =6.215, P =0. 008 ) 2
MSEfERE R (R 2) , 2 Z [A] AR 1 o 75 I A L T
MRS R AT R B R I 2 dh ) LB
FWEB A ZE T TG 5 o TR, BEAE Tk
T P 24 AT 3 A AR TR A B RIS I W . 2
S, PR AL A H I RS k1 g T A B
BREH MHER LG AE S X T IO g

G TR B St R R TS A A B 5 ) IR e
EHAM(OR =11.0,P =0.003) , 1L 3,

®1 MANBENERZERIM 2 £5,0(%) ]

) R EEH  HREEH
ok (n=60) (n=23) witE PHE
AERY () 68.20+8.72  71.13£4.92 -1.924 0.059
P51 4.126  0.042
7 42(66.7) 21(33.3)
4 18(90.0) 2(10.0)
(LNDRTE T
22.97+3.16  21.77+2.97 1.561 0.122
(kg/m*)
W2 A 2 3.313  0.069
2 34(65.4) 18(34.6)
F 26(83.9) 5(16.1)
W HHARZS 3.372  0.185
AN AR 26(83.9) 5(16.1)
WEA: R A & 14(63.6) 8(36.4)
A 20(66.7) 10(33.3)
UG HEER 11.246  0.002
<1 000 55(79.7) 14(20.3)
=1 000 5(35.7) 9(64.3)
ek 16.207 <0.001
2 20(51.3) 19(48.7)
7 40(90.9) 4(9.1)
S
%H@Eﬂi 70.26 £51.45 96.71 £97.30 1.069  0.292
(g W/ d)
KR R 27.48 +11.15 34.83+14.92 3.955 0.073
PAPPIRAS 0.300 0.584
BEAL TR & 8(57.1) 6(42.9)
EEkveliEa 12(48.0) 13(52.0)
e 0.283  0.595
B 30(69.8) 13(30.2)
%5 30(75.0) 10(25.0)
B 0.533  0.465
2 16(66.7) 8(33.3)
& 44(74.6) 15(25.4)
EEEH 0.068 0.79%4
7 32(71.1) 13(28.9)
% 28(73.7) 10(26.3)
R L 0.614 0.544
2 11(64.7) 6(35.3)
7 49(74.2) 17(25.8)

2.2 HEER4H%  ADHIB fil ALDH2 Baf~3EH £
SHSHREE Z TR EMH (£ 4), Y F
SRS H M, B #E4 ADHIB TT/TC F1 ALDH2
GG ZF LR e SRS 4L, #4457 ADHIB CC +
ALDH2 GG 5{ ADHIB TT/TC + ALDH2 GA/AA %
I LR 8 SON BRI AL, H-45547 ADHIB CC + AL-
DH2 GA/AA Z5 {3 3 [ 3 22 UMUK TG4, 45 5 i
N, DAUROE Ak okt BE BURE 21 K A B 1) RS



- 700 -

ZHEFR K FFIR Acta Universitatis Medicinalis Anhui

2024 Apr;59(4)

®2 HERECHERHNEERNN

TiH BlA FrifEis Wald i Pl OR {}.(95% CI)
PER 0.289 0.907 0.102 0.750 1.335(0.226 ~7.903)
i} 1.827 0.693 6.958 0.008 6.215(1.599 ~24.154)
MR $5 %=1 000 1.131 0.690 2.686 0.101 3.098(0.801 ~11.977)
W -2.813 1.589 3.134 0.077

®3 RAREBESHEREMEXME
i H PERIIEA BRI n(% ) ] OR(95% CI) P1E
AN AN 24 2(8.3) 1.0 .
il s i 27 5(18.5) 2.500(0.437 ~14.287) 0.303
FHAH AR 32 16(50.0) 11.000(2.210 ~54.748) 0.003

W T 2. 462 i, (125 5 B HA T X (5 5) .

%4 ADHIB 71 ALDH2 SNP S5 SHBRERXRM (%) ]

E[S7 Xy RER A .
FE PR st PH
(n=60) (n=23)
ADHIB 0.474  0.488
TT/TC 53(88.3) 19(82.6)
cc 7(11.7) 4(17.4)
ALDH2 0. 005 0.942
GG 36(60.0) 14(60.9)
GA/AA 24(40.0) 9(39.1)

%5 ADHIB 5 ALDH2 X EEASHBREMHEXE

2.3 ERVRBLXEERSHERENHEXE %
JERIE 43 24381, LA ADHIB TT/TC B Xf
B, CC RUEERHE A H AEAR I & rh R AE B A 1Y
BTN, OR = 4. 111, FEARI # v XU B#AIG, 15 22
S EE L AT ALDH2 GG 5L [R5 X}
W, GA/AA JE R RRUHSE A 24 E PR 2 v JRUBS 34 o, OR
=2.333 HEFIGI2FEL(F6) . MK 55
2B AT, 25 R BN, T HE iy (] F 5 07
IR S N 2 A B A I RS, PR3
SNP Z &1 5 s BAE I e ge it 3 L (3R
7) ABHE T ALDH2A S5 3 35 PR A AR & XIS i 5

3 s BESLF A 4L OR(95% CI) P (OR =17.500,P =0.003) , 7ELKIEF 3B
o o8 — - SYEAMNT R S H R <50 g HRHEM
UK I 32 7(21.8)  0.689(0.239 ~1.984) 0.490 ALDH2A B[N R ) SR F AR LG, B H R 5 =50 ¢ H
RUK G 6 3(50.0) 2.462(0.438 ~13.819) 0.306 7 ALDH2 A J5E [R 74 (i) J 38 & A B 01 45 1 XU
*x6 BEERRBESESHERSZSESHBERENHEXME
5iH E|IXv i (el
BEIX /AR B OR(95% CI) PAE BEIR/ AR B OR(95% CI) P

ADHIB

TC/TT 3/37 1.00 - 16/16 1.00 -

cC 173 4.111(0.321 ~52.690)  0.277 3/4 0.750(0.144 ~3.903)  0.732
ALDH2

GG 2/20 1.00 - 12/16 1.00 -

GA/AA 2/20 1.000(0.128 ~7.812)  1.000 7/4 2.333(0.554 ~9.834)  0.248

®7 RBESERASSHEZEEASHBRENHEXE

. ki & i

) BEEX /AR B OR(95% CI) P1E BEEX /AR B OR(95% CI) P1E
ADHIB

TC/TT 3/37 1.00 - 16/16 12.333(3. 148 ~48.316) <0. 001

cC 173 4.111(0.321 ~52.690)  0.277 3/4 9.250(1.378 ~62.091)  0.022
ALDH2

GG 2/20 1.00 - 12/16 7.500(1.462 ~38.468) 0.016

GA/AA 2/20 1.000(0.128 ~7.812)  1.000 7/4 17.500(2.609 ~117.371) 0.003




FHEMKFFI  Acta Universitatis Medicinalis Anhui 2024 Apr;59(4) - 701 -

®8 RBEEDRKEENEST ALDH2 EESSHSHBEATRMAAE

TiH R KRR EEHIE (%) ] OR(95% CI) P
S H AR R <50 g/ ALDH2 A( - ) 12 4(33.3) 1.0 -

S35 H AR =50 ¢/ ALDH2 A( - ) 16 8(50.0) 2.000(0.425 ~9.418) 0.381
S H AR <50 g/ ALDH2 A( +) 4 1(25.0) 0.667(0.051 ~8.639) 0.756
-4 H Pl =50 ¢/ ALDH2 A( +) 7 6(85.7) 12.000(1. 053 ~136.794) 0.045

BT 12 1%, 2R A G S(R) .
3 it

B R TR T UL AR I Ao 3
SEERSHEAEIS], NG T R I 53097 7T DA &
BRI AARR, 2 R85 SRR B A
— B A AR U B kAR T R S B R R
HAE TRk E . Ogasawara et al'® 7EX] 88 ffil#] k12
W 452 N BRI T 3 B AR YT 103 2Rk 7 s
BE I BE ST & B, S A e 2 4
5 AR 10 AR RAL AR5 5100 1. 4% 20. 6% F
39.3% , BERE A S HoME— A 5 SCHRY LI R 2R (RR
=4.18,95% CI1.79 ~9.79, P<0.01), Onochi et
al "VRIFE & BB R R L N R IR
ARG K e 3k #5080 S R ) BB R IR &,
PS8 5 BB AN R UG AR OG i R & 30
W B3 I B ) N A Rl

KFREREE AR & AL, B T2 50058
AR b 2 i Ak T8 DX i 70 30 52 1) — o 2 44
W, RAESIER R T B R RN —Fh 20 3R
AR R . Katada et al ™ WS % BULE £ i )R
o, B ALDH2 NS BRAE A R B 8
faks R %, B H IR 5 ALDH2 JEH 28k
[ HA S HAEH P28 QR & IR B B8 R
A AL b %5 T S A/E . Yokoyama et al'' 7E X
472 i) B AT RGO 2 9 b & B, ADHIB CC
LAY ALDH2 AG JE[IRY AR/ R 2 35
/NPR BT IR BRI MCV =106 1 5 BESE B B A0 K,
TEAMSR 1,83 Bl i 23 BIFAESER B4, 2
RAETHME O K ERMEE, 2 W R 50 Rk
T2 o S G 86 PR 2R T (] B R 00 R R 2 R A B
BB X B (OR =11.0, P =0.003)
LA G AR HH B0 Y B AR ) S 2
IINB NS —RBURY BT, I AME A BT B, TE
P ARG B8], W K 255 | ey 2BV B3 15 ()
IS R AR RIS 2 L T A TE R BT & T 1Y) 2 i W) S 3
AT B R T AR R T A B B A
Az XU R B B R R sk — 2 U B 2 ) R AR

B EE R R R A TR,

TR 1 AL o e S, S AR B o
2 ORI A T AL R O, T5 S B S B A
TCFEM 22, ADHIB FiI ALDH2 2 HCAC T o 72 v
FhEEZEAY B, 43 0 HA WA SF 2 5L R, ADHIB T/C
F1 ALDH2 A/G, #4; ADHIB CC 3 [& B {5 /4 {4
ADHIB 25 [ 7635 i AH X 87 A4 78 ) ik iyl b T
40 f¥%, #EH ALDH2 GA/AA K& [H B 4~ f& ALDH2
TR AL BER GG IR 6.25% | X 2t
FE RS S AEZE T ORS A 2 BE (AT, 22 T 9 I 52
SN2 AU N S Bl AN TS BRI T 0t S Bt 1
E IR AN I Sk IER R A0 I R AR R R R,
(R st 2 S IR G e f R T H AT TR
BEMRE D, FEAMF T, ADHIB Il ALDH2
PR 22 25 KA T AR TS BESE 1 CHE I AN
LTl R SRR N A O (H S S AR R R
SIHTI, SN ALDH2 A S5 37 5 R ARG & A
Fb, #7 ALDH2 A S5 35 R 25 K PR R 25 18 m
RAEDERE GRS, S A S50 R % 35 R 78 4
T 1) T Ot S e S 2 PRI, ZE R 5 ok 52 T &
AT, 35 SRR, UL TR B &4
BAEBE AR N R L BAE T 45 R, e F— Kk
T E SRR I R ENLHA K,

ARHFFE S — T AR Y, R R
EEREEPIAT AR AR, JLHE ADHIB
CC JL[R FIEAE 2 F ALDH2 GA/AA JE[R RIS 4F &
M NBE D BRI T Beit 3401, o) — A R Z bR A
PEATREIR ST , PEAS BES 45 5 (W) I a0 e o) s 2
) A DG , 64 A e 2 it — 2D i 58 5 ik

g5 Tk A 5 s O RO S R R
BIFRREERML BN R, BN ERERLL
ABLT RS AR, #50 ALDH2 A S50 LR
TR T K 35 30 A B 1 UG, % i
J5 B N TR s s P R DAk P B R U SR

[1] Cao W,Chen H,Yu Y, et al. Changing profiles of cancer burden

worldwide and in China:a secondary analysis of the global cancer



- 702 - FHEMKFFI  Acta Universitatis Medicinalis Anhui 2024 Apr;59(4)

statistics 2020[ J]. Chin Med J(Engl) ,2021,134(7) :783 -91. of multicentric origin[ J]. Cancer, 1953,6(5) :963 -8.

[2] Hori K, Okada H, Kawahara Y, et al. Lugol-voiding lesions are [9] Katada C, Muto M, Tanabe S, et al. Factors associated with the
an important risk factor for a second primary squamous cell carci- presence of multiple Lugol-voiding lesions in patients with esopha-
noma in patients with esosphageal cancer or head and neck cancer geal squamous-cell carcinomal J]. Dis Esophagus, 2014,27(5) ;
[J]. Am J Gastroenterol, 2011,106(5) :858 - 66. 457 -62.

[3] Urabe Y,Hiyama T, Tanaka S, et al. Metachronous multiple esopha- [10] Yokoyama A, Yokoyama T, Omori T, et al. Endoscopic screening
geal squamous cell carcinomas and Lugol-voiding lesions after endo- using esophageal iodine staining and genotypes of ADHIB and AL-
scopic mucosal resection[ J]. Endoscopy,2009,41(4) ;304 -9. DH2 in Japanese alcohol-dependent women [ J]. PLoS One,

[4] Edenberg H J, McClintick J N. Alcohol dehydrogenases, aldehyde 2019,14(1) :e210546.
dehydrogenases, and alcohol use disorders; A critical review[ J]. [11] Salaspuro V, Salaspuro M. Synergistic effect of alcohol drinking
Alcohol Clin Exp Res, 2018,42(12) .2281 -97. and smoking on in vivo acetaldehyde concentration in saliva[ J].

[5] Katada C, Yokoyama T, Yano T, et al. Alcohol consumption and Int J Cancer, 2004 ,111(4) :480 -3.
multiple dysplastic lesions increase? Risk of squamous cell carci- [12] Zhang G, Mai R, Huang B. Meta-analysis of ADH1B and ALDH2
noma in the esophagus, head, and neck[J]. Gastroenterology, polymorphisms and esophageal cancer risk in China[ J]. World J
2016,151(5) :860 -9. Gastroenterol , 2010,16(47) :6020 -5.

[6] Ogasawara N, Kikuchi D, Inoshita N, et al. Metachronous carci- [13] Kagemoto K, Urabe Y, Miwata T, et al. ADH1B and ALDH2 are
nogenesis of superficial esophagus squamous cell carcinoma after associated with metachronous SCC after endoscopic submucosal
endoscopic submucosal dissection: incidence and risk stratification dissection of esophageal squamous cell carcinoma [ J]. Cancer
during long-term observation[ J]. Esophagus, 2021,18 (4) :806 Med, 2016,5(7) :1397 —404.

-16. [14] Abiko S, Shimizu Y, Miyamoto S, et al. Risk assessment of meta-

[7] Onochi K, Shiga H, Takahashi S, et al. Risk factors linking e- chronous squamous cell carcinoma after endoscopic resection for e-
sophageal squamous cell carcinoma with head and neck cancer or sophageal carcinoma based on the genetic polymorphisms of alco-
gastric cancer[ J]. J Clin Gastroenterol, 2019,53(4) :el64 —70. holdehydrogense-1B aldehyde dehydrogenase-2: temperance re-

[8] Slaughter D P, Southwick H W, Smejkal W. “Field canceriza- duces the risk[ J]. J Gastroenterol, 2018 ,53(10) ;1120 - 30.

tion” in oral stratified squamous epithelium. Clinical implications

Risk factors associated with the presence of multiple Lugol-voiding

lesions in patients with early esophageal carcinoma
Xu Tingting, Zhang Pengyue ,Feng Hui,Liu Qiuyuan,Wang Yalei
( Dept of Gastroenterology , The First Affiliated Hospital of Anhui Medical University ,Hefei 230022)

Abstract Objective To investigate the risk factors associated with the presence of multiple Lugol-voiding lesions
(LVLs) in patients with early esophageal cancer and the correlation with alcohol dehy-drogenase I1B(ADH1B) and
aldehyde dehydrogenase 2 ( ALDH2) polymorphisms. Methods Patients who underwent endoscopic submucosal
dissection due to early esophageal cancer were divided into group with multiple LVLs and group without multiple
LVLs based on their endoscopic features. Their clinical data and the genotype of ADH1B and ALDH2 were collect-
ed and SPSS 27. 0 was used to statistically analyze the above data. Results A total of 83 subjects were included in
the study, 23 had multiple LVLs, most of them were seen in males, alcohol drinkers, and smokers with smoking
index=1 000, and multivariate analysis showed that alcohol consumption was an independent risk factor for it ( OR
=6.215, P=0.008). The gene polymorphism of ADHIB and ALDH2 and their interactions did not have any sig-
nificant correlation with multiple LVLs. However, among alcohol drinkers, there was a 12-fold increased risk of
multiple LVLs in patients carrying the ALDH2 A allele and drinking =50 g per day compared to those carrying the
ALDH2 GG genotype and drinking <50 g per day (P =0.045). Conclusion Alcohol consumption is an inde-
pendent risk factor of multiple LVLs of the esophageal mucosa in patients with early esophageal cancer, and heavy
alcohol consumption in carriers of the ALDH2 A allele will significantly increase the risk of multiple LVLs, and
such patients should be closely followed up with endoscopy.

Key words early esophageal cancer; multiple lugol-voiding lesions; alcohol dehy-drogenase 1B; aldehyde dehy-

drogenase 2 ; risk factors; alcohol drinking



