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Abstract

A disintegrin and metalloproteinase 17 (ADAM17),
also known as tumor necrosis factor-alpha converting
enzyme, is widely distributed in mammalian cells and
closely related to cell adhesion, migration, leukocyte
recruitment, proteolysis, and other functions. ADAM17
plays an important role in the development of malignant
tumors. On the one hand, it activates signaling pathways
by mediating membrane protein shedding to participate
in cell proliferation and angiogenesis. On the other
hand, it plays an important role in tumor invasion and
metastasis by degrading the cell basement membrane
and extracellular matrix. Therefore, ADAM17 may be
used as a potential target for tumor therapy. This article
reviews the role of ADAM17 in malignant tumors of the
digestive system.

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.

Key words: A disintegrin and metalloproteinase 17; Tumor
necrosis factor-alpha converting enzyme; Digestive system;
Malignancies
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JasP oA, Smib s, mibEs, amink
. EORMBFNREAAL ADAMI T B
RAREFPRESARA, —F @BINFRE G
BB T, AL mibigih, A RE, B—
Jr @, i@ A g g e ORI A dm O S ER, AR BT I 69
1 & Fodb A o KR T ZAFR. Bk, ADAMITT feAE
A REIE L YT et b . K XFEADAMITAE B &
o PR I T A R AT AT 4R R

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.

R XL F-2 kKT, IR A T adb Bebs;
HAC R G, BT

BODIRE: L¥46F-4/%A817 (a disintegrin and
metalloproteinase 17, ADAMI17)% %469 2L g8, AL
ARG IE . AR SR P R AR A B T At
from i R SEA ISR, B miaiR . HBRAE
ek, B ES S TP P AL L. ADAMITE
A 2 G T I I P U ARGE, A2 52 Bkt 3T K R A

XERSKRIR: (R15, BREE AR, RER FEGR-TREOBI 7R
AYSEIMEIPBREVHRIUA. EFHENBHIRS 2020; 28(19): 986-991
URL.: https://www.wjgnet.com/1009-3079/full/v28/i19/986.htm

DOI: https://dx.doi.org/10.11569/wcjd.v28.i119.986

0 51
A R 7 B N S R ) E L 2, 20184F
AR RHE WBMEMRE AL —RAHA RS, 2
1RGN R tn4h B (colorectal cancer, CRC).
i Ji (gastric carcinoma, GC). FHEM &, HILT: %X
G AL BT AT Sk R 552 3 A6, JE T, B
HREZFRR R, SigftEgy. MERik a5
HH O (0T X 32 G005 1 88 R0 B 3R L R 28 AN T
ES S0 A

HAT, s idie EEKE TR, BT KE 7w A
B2 IN AT BRI R, RUE R BUIT s
TRIT SR BN 2, BRI N BAR TS T AN BEAE. &
TR b3k = A5 R 0] i 8 A K AN RS (R 256 )T
T %, AR, BEMEYT A AR TR ER IR 540
B R RE AR R R 43 T Ry B A R
fiE, R IF IR R L R B 2 HEAR, XA R ia
AN R SRS VRS SR A AR R E, B
HEEP SRR X

FIEE 2 -4 )8 AR (a disintegrin and metalloproteinase,
ADAM)17, XFRIEIRTEH ol #elif (tumor necrosis
factor alpha converting enzyme, TACE) & —F{ H.f5 £ ThRE
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{14 H LR TR B 25 1. ADAMIL7AMY AT LAYJ 1) 22 ot fl
AN, 2 B vk S AR RO LS & TGS (5
K, AT A A RS R AR AR A BT
DAIE L B AR 4 R R AN 2R A L 5T, 5 MR AR 2
FeRERE 1B VISR, IER Ik, ADAMITHERIEFEVF 2%
VR h Rk B, AR T AU
AW b R P B AR SCRIE kA
FRADAMITLEH A R GBI o 2R 5 0 S T
REHEATZRIR.

1 ADAMI78Y4ER
1.1 ADAMI17#5% 3L 19884, —LLRff 535 7R 7T R
YRFEA ¥ (tumor necrosis factor alpha, TNF-o)i & i H
P IEE A, B A IR AR S A R R
AEDIEPE. 19944F, 5 —LURf 5 F o, TNF-oid R
AT R AR o, SRR R B VE N TNF-o By D) il
(A7), 46 4 nT CABHITIX — i (1 R 2. B AATTAS
1, TNF-a By PIEE 2 5 1] DA B IR T 1V (E S 5502
XS MEAFRNTE TR )8 19974, 43 M52/
M/ BRI Nk N 44K X P B DTS (BN TA CE),
ErRHARBRESNESREBEAON, Z2WHAIY
adamalysins(BlAD AMSs)F R IHT IR, a2 5K
ADAMI17",
1.2 ADAMI7#) 4545 2 46 ADAMI7EZ DL A E X
TEAE: BT (21100 kDa)FIEL = 11 45 F 3k 175 AL =X
(#4980 kDa). A=t F B (BUHTIATE 20) H1 824 S e 21
%, Hegmbin I RN T Getaih2p2s, K4150 kbp, 5190
HMR PV ZE AR R EA A T RS
H, MAR A AR CANRS Sk, gk, KeRE
FIRER . BARAThEEE. PERE £, KRY
AR I B R C oA g o R X

H4x @ B ARG R & B A T BRI ADAMI 7
LSS, 2R 4 I8 R A VTR R, RS AT,
HExGHxxGxxHDIE P 5Zn™ 454, on i BA B A S
PE, X R ADAMI 7R H DI EE(El1). ADAMI17 5
X I P Rz A2 K K] - (vascular endothelial growth factor,
VEGF). TNF-a.. /%6 (interleukin 6, IL-6). CX3C
A A R - O A 1 56 TS R 1 11 240 TR 1 T e DX R AT 7K At
W, (2 TR, T B 4 W s 55 40 -5 A B
ARG, I PHAEGFR-PI3K-Akti®4E. Notchfs 5
. NFxBfS SIHEMSEE SHE, S 5EAR. 4
FRSETE . SRS N AR, S E AR S
BEEOSE MBI ThEE, I gni-4ui . 41
-5 0T 2 [B] RPRE B, XA T4 R AT RS IR, R
T A PR R A AR,
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Shedding

vvvvv ”

Autocrine/paracrine ”

209y

1] N
Growth factors,
cytokines,
adhesion molecule...

ADAM17
Signal activation

Extracellular fluid

Intracellular fluid

EGFR transactivation,

TNF-a signaling,
IL-6 trans-signaling...

1 RESR-ZREDBRIVIERRE. ADAMI7: EEAGF-GRE R 7; EGFR: REZAERKETZH; TNF: EASEE T IL: (2

IBAh, N g 7 7 AR RE R, sTgs il
ADAMI1 71 AR IE T 8, 1 Db 2R & AR 28 R B
A K AT e 5 ADAMI IR IR BT ¢, fJsids af
Re2 5 MAMEIE 5 5 SRR L, = 5 R i
BRI ADAMI 7] LAY EES B 2R (1, (HRCR A
1.3 ADAMI7EH AT BT LB RMER.
AR AR A5 5 1@ B A &, ADAMI 732 2]
Z 077 RS, ARERERA . S R AL K
P PEFIHI ). 5 4N CoR v M BT ¥ Thr 735F1Ser 819K 4
RERAL, PIIESRAD AM 17T BEG 1;  AES oty 1 —
PR 1 T i e A e A AL, S BOTOE SRR
HIAME, X IR T BRI 2 BRI AT &%, SRR 22
AL FTE NADAMI TR 71); ADAMITHERSA T A
R T AR, A48 E AR IHIFIT
ik S TR R IADAMITEE A, M 906 35
P 4N, ARSI & I (RHBDF 1 MIRHBDF2) /- 4
MA I [] L5322 ADAMIL 7RG PR T30

8,10,12,13
L !

2 ADAMI7 5L ARG AMEERIX R
2.1 2 TRE M B 1193% LA N SR A s
(esophageal squamous cell carcinoma, ESCC). LiuZs" il
IIRT-PCRAGHIN SO S i 55 2 ADAM17 mRNATY)
FiE, FkIKP4r 580,937 £0.241510.225£0.077, 257+
BAGuiE 225 (P<0.01). K Gy 206245 0 8 0451 &
gt 5 R ADAMI TEE RIS 1B L, BHE 25 7R
66.25%F16.25% (P<0.01). ADAM17 mRNAFIE ()3
155 S5 R ATNM S H1A 55(P<0.05), TS5 1471
R T D P T F(P>0.05), H 5 HSRALF
HAT K. G5 1K W], ADAMI7 mRNAFIEE [ AEESCCH =
Fk, fEMIR IR, HR LKA TG T B AR
HIEAFE, 165 KIEEK e EREREERZ A
Ji#J2 (esophageal adenocarcinoma, EAC). KauttuZs!" "R,
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EEACHLZINZHM R H, ADAMI7 mRNAZEIE KT
BT IEH RHE L, TADAMI 74 [ 128 W JE A i 2
S WEFCHIRT K B ADAMs ZBR I HAth LA B R, 4G
ADAMY. 10, 12, 19, £ R EIRIX LSRR
A —FL XA R 5711 S PR K.

EAF M2, PUA SCERRIE I ADAM L 77E B &

HRII FEAR SR T 58 P I, A S B 2 DA R A P SIZ63 7
A NARIE. ADAMI7AEHE B8 1 e 1) AR L] i AN
BRI, 5 EEAH O IR S0 s R e .
2.2 GC ZhangZ5" HIRT-PCRFN G5 A543 55 %5 2028
122020 38 Ko g 55 A ZUHAT AD AMITRIB A, 45K
BIRT-PCRIAZ 1) BH 7K ~F-79(0.88 +0.40)F1(0.0£0.03),
Ga 5 AR 1) B 1 2 82.73%H1120.45%, HADAMIT7HH
FIEKTFE MBI R . IRIETR B . k4
. AR AITNMA A G th4h, 2R 2R
ADAMIT7RGCHIMAL TS8R, Ui ADAMITRIAN
BN 5 GCIR 22 Mk R FIAS R Tl f5 AH K.

I Jz- 18] i #% 4k (epithelial to mesenchymal transition,
EMT)#\ 555 40 i T R AR 22 B8 A %, i
MR I R AR, A E K 1B (transforming
growth factor-B, TGF-B). Notch. Wnt&5 CL4IEH &1
SEMTRAMEZENERAS T BRI, ADAM17
K215 5 TGF-B Kp-Smad £ IEA S, FE7RADAMI7H]iE
I TGF-p/Smadill {2 HEFGCHIRAEMT!™. ADAMI7iE
AEE NotchFIWntf5 5B BE HEG CHE RS A fiE, L
RICER W A 7 A = e A 7 RS GC-790 1 40 i (135
JIRER A" BRIk LLAh, ADAMI 74 AT il EGFR A
TNF-o/NF-xBf5 53 4 15 G CYI M g 5. ix st
HHLRADAMITAIME NG CIRIT HIAERREIEY), 7EIR R
S HH A — RS FH AT 5t
2.3 CRC YW CAESZADAMI TR {EHECR CHA LK
WAL AT 9, B e 1 73 L R CRCB
TR ORHE. Pelullo P HiUE, KLH 50%[FICRCHH BIAFLE
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FUEERas KA, fEK-rask[K 548 A, Jaggedl
oA K EERIA. — T, K-ras# K245 @I MEK/Erk
TEEE T ADAMI TSR A KR F R, 250
R B, Jagged BiADAMI7/PS-y 73 i
EEYINT. HJagl-ICD, #£Kras-MEK/Erk-ADAM17
il N R ETagl-ICD B, W HJagl-ICD#
i+ CSL/RBP-Jifisnaill Msnail2 j3 5 7iE MEHE T &
WAEII R MG 516 S, dEReiiR it iE. WangPHEsL,
NADPHAMEFITECRCHA F mKIE, MUEFE G
WHADAMI7E A MFRE K, L@ EIFADAMLT
5V {ER3EHe b 2 [ A AH AR i f2 2 ADAML7, LA
BEADAMI7-EGFR-PI3K-Akt(5 538 B L #FCR CAH L
(IIEFE AR 22, Park PRI, AECRCUMM P IE £ hE S
TollbEZ4ka4 4, iBITERKAE S1& SIE#EADAMIO.
ADAMI7VL S EM TAH A A (L FETL-8 AL N K
KBTI, ADAM10. ADAMI73E ] MMP2 I
MMPIHIEGE, FEFEFECRCAN I #5.

Ak, ADAMI7IEE CRCIIMIT T 24514 K. Chen
S0 F ADAMI 73 K IA IRISWASOZN iU ik, Il FHRNAT
MHEARFFRADAMI 72 [, 25 5K ILsiRNA-ADAM1 74k
5 (11 SWASOLH L 11T F% RE ST BAAIK, X VE % 5 i &
YA PE T U E S . BT L, ADAMIL 7R LUE R

2.4 I Ding25>Iszit % HADAMI17 mRNATE T4
J&& (hepatocellular carcinoma, HCC)2HZP . 3RiL, HE
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