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(seven transmembrane domain, 7TM) . —HAMEE
3% (exocellular domain, ECD). — N5+
3, (intracellular domain, ICD) # GAIN %% #4
1 5, AR T LAY GPCR, aGPCRs il —A4H
KN v b2 pa sk, I B N vl o254 1 5 22
M#G B 3Z & (adhesion receptor, AR) Z5& 1 1.,
(X1t aGPCRs BEHHAT A ZEMHE T, BESr AR 40 ML
ZIa) ., 4if S M A B AR, XA GPCR
(DIGE, BEHFTES IS 5405 0 GAIN 45 kB2
aGPCRs RFA 451, BA ARITVITIRE, 2451
WhEA - KTFS0E IR (aa) BIFH, BEFR
A H 35 PI7 25 (GPCR proteolytic site, GPS) . #p
5 aGPCR 7EFG BRI, GAIN 4543 m] LA i 4t
&, TE GPS A i & Ak O, T BN di i B
(N-terminal fragment, NTF) #1 C ¥ i Bt (C-
terminal fragment, CTF)., NTF 4§ g 7h X F1 K5
57 GAINZ5#435k, CTFALS AN IX | EHEEIX LA /)N
5 GPS IFFNR B 7. GAIN 4543+ GPS K figt
SRR A IR BTVI%F aGPCRs li#h . fasE . sk
MEHEDIREE XEE ™, aGPCRs HIHfLAME5H AT LA
HHABRARZ S, IS ES LSS 4 R, Bt
aGPCRs I JL /M5 AT/ A A2 st i, HETE
NPT RS S o &1 7R T aGPCRs 45
LI K A B UIE5E

EEVIER kL I
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Fig.1 Schematic diagram of aGPCRs structure and
GAIN structure

E1l aGPCRs&HEMIUK BEYIEHRER
NTF: N 5 Bt (N-terminal fragment) ; GPS: H 87 Y] {i s
(GPCR proteolytic site) ; CTF: C3 i Bt (C-terminal fragment) ;
TTM: L WK 5 5 02 e 45 #4 48, (seven transmembrane domain) ;
ECD: g #h 45 #J 38%  (exocellular domain) ; ICD: Jifd [N %5 #4 i,

(intracellular domain) .

2 GPRI26EBLEM

GPR126 & [1 4514 5 HAlh aGPCRs K A& AH[A] ,
{H GPRI126 7E A [6] 3l ¥y vh 19 25 4 B 25 5= 1k
GPRI26 5 Rf T/ NG AR 10A2, By alA20,
ANFEG R 69242 o A2 GPRI26 FR L& —
A~ 839 aa YK AP NIty , — LUk s RIS,
FR—ASHE N C ozt , HMAN XA S A 451
W, AR AMAZE 5L (Clr/Cls. Uegf. Bmpl,
CUB) . PentraxinZ5# (PTX) . M ZE 4L S 45M bk
(HormR) . GAIN 5 # s S FHEH . B
fg . R4 HE M 45 W B (sperm protein,
enterokinase, agrin domain, SEA) ( & 2)"'
GPR126 5 GPR56 ) HormR . GAIN 454 38§, 2 [] {37
EARML, HJE GPRI126 A HormR 454 41 %F T~ GAIN
ZEFIUIERE T 90° 1Yy GPR126 (1) SEA 4544 157
B=HIAYTE, NF/NEAY SEA 5k A —14
M AR (Furin) PIEIN 5, Furin BEIR AR E
[ IETRTH, XFAMIIR AR 1A 22 IR 1 BT A
PEATBY IR T, il B, B
GPR126 1% Furin Y1 E|{ &5 "', GPR126 F S1 Al
S2 Wi SRk, Hoh 7E SEA S5 My 80 & A — B
23 aa T BLIWFRN ST SR (FRIFR R+ss), A B
FHfft GPR126 L 41 X 45 # B AR S HFOIRAS 1 24
GPR126 1] SEA 53 /1> 23 aa i, GPR126 fifg
HhIX 5 R R R B PR, Bl S2 MR (fRTFR
H-ss)o S2 FHYRIIE L, — )5 HiJ& T GPR126
FMAZE I CUB 1 (1 D134 F1 E89 5k 3L, 7E45ES
THIVEFTF, S5H HormR 45+ | K536 5k KLAH A,
A, W S2 A RE M E (K3) 2, 5
— 1A, S2 AR EAN X CUB 454448 Fll HormR 4%
P32 (B TR B — > e, 3> S 4 S
C369 F1C375 Z M3, Ff HiX 3 T SEA £ty
BN I, AT BI T GPR126 HF ] #4 % i F %E
(E4), f3CHRHGE, X3E 5 6f GPR126 2 S1 5%
FIRRI AT, 8588 T 245 A0 D134 FTF135 5% 3t
(1) 5 A5 T BUBE L5 f0 B 38 it RE 40 B %) A K 4 B B
B, HIERI UL, GPRI126 SEARMAFEIFY S ] fE 4
S GPR126 7EHLIAR N KR TIRE ©> . GPRI126 11
SER R R RS A SR, GPRI126:# 1 1551
Bofk. BOE GEM, FiBES 2 M1, SC8lg
MIAME B RIfGIE . RAFAEYSFRN, X el fxd
T YRR IE B 00 A B BE R B AR b B A i
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Fig.2 Schematic diagram of the structure of GPR126
B2 GPRI26ZHIRER
H B FOK 2O S B E R FOR, CUBSIMBIEI (R (. PTXES MYt 75 (5 . HormRZS MRSt A2t . GAINZEHy 3k
MBI LI . TTMESHII B RS, SPRRE SR, SR (+ss) ML GEFIR, W45 A0 A E T AR m .

Fig.3 Closed conformation of CUB domain residues D134 and E89 and HormR domain residue K536
B3 CUBZH#E%EDI34FIES9 S HormR &5 #0337 B KS367 A i £ A%
BRIELIPRIRFR ;. CUBSRAE TR I € HormRERFE N 85 (45 SRILHRAE AR I8 H7E CUB-HormRAH BAE FI P (A FHEAT 4 €. 2168 (ER9,
D97, DI134) FoRUEEFRILESELNAL, #E (S136, V137) Fom BEESSENIAL, B (F135) F7RCUB-HormRAH T AYBTK B AL, 2 (0
(Y61) FmkaEbmifiakiDo7iskst. 45 f7 R (R4 %R R . CUB-HormRAMIH AR HITE (LB Lk FoR . Y61 MIDO7 2 il AYAR T AR FHFH IR
LLERLITR .

HormR

SAS
C375 369

Fig. 4 Schematic diagram of a closed structure formed by
disulfide bonds between the CUB domain and the HormR
domain residues C369 and C375
E4 CUBZHEfIHormREMIH X E C369F1C3752 18] B
TR AR E A SR EE
kAR 0o i, HE IR,

3 GPRI26EEFhEIR=F S
GPRI26 —FhE B E I RmL LN, 25

SR A B . R GPRI126 JEH T8 1E
AR5, (B SRR R I A
BRI —E BRI . DONCBI R (www.nebi.
nlm.nih.gov) b TFEARFYFIN GPRI26 T (3R
1), KX 24 FH DNA star () Meg Align #2 ¢ #E17
R EPE R E, FF7E MEME M3 (http://meme-suite.
org/tools/meme) FATLRSFAI i /04T (B15, 6). 4
RN, GPRI26 1EA [Py b 8] [a] 14 Ky 51.6%~
86.9%. 4= (XM _005210998.4) Fl 3% (XM _
021087171.1) (X GPRI26 [a) it e i, N 86.9%.
GPRI26 TEAR IR Z AT 10 MRS X3, ki
SPHETT LB S 5ty 2 00 ) A s DA S SR A i sl
B
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Table 1 GPRI126 information of different species
x1 FEMHMEIGPRI26ER
B 7 A5 g &I
GPRI126 NM_001369129.1 B £
GPRI126 XM_038654319.1 PN T
GPRI26 XM _025148728.2 &) T
GPRI26 XM_005210998.4 4 T
GPRI26 NM_198569.3 A
GPRI26 NM_001002268.3 /NER
GPRI26 XM_021087171.1 4 T
AR
3 4|5 7
1 49.7 | 54.6 | 54.7 | 54.9 | 55.4 BETh 1 NM_001369129.1
2 . 82.5 | 82.6 | 73.6 | 84.8 A XM_038654319.1
3 | 84.1 517 A XM 025148728.2
i 4 |711 202 2} XM_005210998.4
S 700 [200 A NM 198569.3
6 | 704333 | /N NM_001002268.3
7 |69.117.1 % XM_021087171.1
1| 2
Fig. 5 GPRI126 homology analysis in different species
BE5 AEYFHHAPGPRI26E RS #
FE5 = PlH HFALE
NM_001369129.1  1.06e-191 * nww
XM 038654319.1  9.39%e-219 * imi nnp
XM 0251487282 4.42¢-200 © inr nm
XM_005210998.4  1.92¢-226 * Iy nmu
NM_198569.3 282¢-227 *+ I inm m
NM_0010022683  3.47c-212 fmn
XM _021087171.1  3.25¢-226 QN W m
Hpgit, A RF
I ~ACCTGCGYAGTGTGGTCAGCCTGACSTTYCTVYTGGGCATGACRTGGGG
[ GCCATGTTCATTGTGGTRATGGTGCAGATCTGTGGGAGGAAYGGCAAGAG
I TGCTGTGGYAGATTTCGGTTRGCAGAYAACTCAGAYTGGAGYAAGACAGC
I GATTATCCCTCCAAAATCYTGATGAAYCTGAGCACAGCCCTGCTSTTCCT
[ ATATTTATCTTCCACTGTGCTATGAAGGAGAATGTTCAGAAACAGTGGAG
I CRTCAATCATYCCTGTCCAYCAGGTCATTGATAAGGTCAAGGGTTAYTGC
I CCTTTACCTGGATGGGDCTAGAAGCSATTCACATGTACATTGCTCTRGT
I TTCTATAAAAATATYATCATGTCAGACACCTTCAGCCACAGCACAAAGTT
I TGTGGRATATCTGCYATYTTTTCAGCWGCAACTCTCCTGACATATGTITGC
[ ACVGTCTGCYTGTGTAACCACCTCACACACTTTGGVGTTCTSATGGACCT

Fig. 6 GPR126 conserved site analysis in different species
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4.1 GPRI26HE &

aGPCRs 7 33/~ bt , SR K 2% aGPCRs 1Y
WIEPERCAE R FN Y, PEiRE, Hurdefa 154
aGPCRs W A5 /2 L2 1A 7. aGPCRs M LR
R B A R B . RSN E Ay . TEES

ficfA 14, aGPCRs Jif, 5t GPR126 J& Bt AR 5% # £ 1)
ZREA, 45 NIk, BIRIEN GPRI2G6BIAR 5
B, ayBE: IVARIFEN . JZFEREMH-211. 41
MRIBCAR . BOURER . 17-F200 (F2) s
7% GPR126 [ i {A—J7 11 n] AR G- 3b 1 i AH S 200
HLEIAVE S5 S, 59— 7 TTECAR Y T & % ) A2 4
4T R B B L
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4.2 GPRI26HIEFEAR

GPR126 B3 J7 20k IS 2 0 25 2 BRUHG A
3 (tethered-stalk peptide agonism) ¥ # FK Ay 1F 44
B 06 B 3X (orthosteric agonism) , 4 % % B N
GAIN 455 A B /KRB E M, MR
PN AP TS BOC A R  . BFIE R, 1
aGPCRs H 59 Y117 £ 8% NTF HBf, aGPCRs 7E(5
SRR AR B AE NTF R BTGP e
Liebscher 2% '} GPR126 11 GPR133 1) NTF [X_ 1
IER, PAE CTFIX &3, >4 GPR126 il GPR133 &
F GAIN 25 50& 48 A BT Y15, NTF#2:Fk, CTF
NIRRT 2 5, X B Ky 8 T 4 i 53
TR FRIVE T T GAIN 2544k, il & G &
{5 i . X B KT 8 B R R Stachel J3 41 5l #
ZWsh, KETET~18 aa =z ], JfHIH 2~7 %
B Z AR S U R, MR REE 2119
7 GPR126 1}, GPR126 14 Stachel J7-511 4 GAIN (] p
RZETE, FECCTF XA s, (2 nT Ll
1 RS ZE AL 1K NTF X 8% B 52 5% Stachel /751 A
S NG5 . A ABIFR )2, GPR126
i) Stachel J¥* %1 il GPR64 [1) Stachel J¥* 51 7] LA 38 X i
WX, SR cAMP FTF, XAlfERH TE
T Stachel J7 41 [R]85 20 BR TR AR
R EZ IR, GPRI26E A 5 4h—Fh5iH4
5 A2 (allosteric agonism) B 1 18 8 16 455 2
(tunable agonism) , E. Kk N7 HRET
GAIN Z5 A HA A B UIDIfE, NTF M CTF 474¢
PRFFES AR, NTF SECRSS & M 51 Z 7R 1

MGARE, DR 7 U7E 28 R 4540 05 515 4
GAIN 2593k, GAIN Z5 a3 n] LU 7TM 25 44 358 ™
ARSI H RS, NP5 557 S, 6,
IV A J5 46 (5 GPR126 () CUB 1 PTX 4% #4) ds 4
HAERL, 0% GPRI26 FiliffE ke o,
4.3 GPRI26TEEEAR

GPRI26 &A1 — ™ Lk B IR eSS4, Y
GPRI26 SECAKRZE &, SHeS D R 5 &
AR, SEAR T AR 1 B TR T A 5
% . GPCRAEFEE GHEHMEPHEH (arrestin) 41
SR G ER R RS 5 A G 2R AR A
S, HRTHFIERM, GPRI126 RS =i h
G PO E S, EHBAMESEg T, &
Ui = RAK S B R R 45 A B (guanine
nucleotide-binding protein, G protein) H Ga. GP
Gy =AWIH N, GBI Gy I3 USRI Rk
WA 2 EAREHEIRE T, Galb 3454 GDP
55 GBy I HikasE 1Y Gopy — Ak TERE LIRS I,
LR AR BE 45 10 255 Gopy = RIIE L5,
PR HE Go 2 5L B i GDP 45 & GTP, #E 1 i% 1k G &
H, MGEAMNE, Gullks Gy e, M
o IR T WA T AR P 2 Fh AR )
R Ga WA 4R AL, 50 h Gs,
Gi. Gy, M Gy, G, i 3 38076 AR 5 B2 25 1k Bl
(adenylate cyclase, AC) fEif cAMP [, #HJZ,
Go, 11 AC, S35 cAMP FE{E ', WFsE £ W,
GPRI126 fig 5 Gs Fl Gi ik, /7 cAMP _FiHE T
VA, PR AR O A B A LR (FR2).

Table 2 Reported GPR126 ligands, downstream pathways and involved physiological and pathological processes
®2 CRERGPRI2GCE(R. TiHpERKUNS SR ERRETE

625N [EREN7RaN IRt i SRR, RN
IVERRE S FREE A RNy, EES SRR ML QAU Gi Sl EBERG A PR eRR AE
Fase 9 S E RS Bl P U R A O
FRDEE 211 BRI ELH N, S SRR MM GRS EE I S Gs/Gi W 4% i 73 4 M (Schwann
FiMRESh . IR E R A K . WaEs s cell, SC) LRI ABER L
15 i A 2% D) B Lol
RN phgoo Ml 2 A AN AR RS, AR IS S| VR EEES IR U7
HEeZ Wy L EMIRe, WITARS L, S5
SRR i s
BRI G, DREANE LG a2 R R, BA =TI WEN Gi- IR R- T T U 428 A A1 L I g 240 it A4 Py
AL E A B WA SR TR SRCi&F e g 2R K TS
TR Dy a2
17-F22200 AW Bag R b — Al ) ST, ek IH o e I IWEN Gi-Be UL - e A 4% A o0 U e 40 A0 4

MO B R IE, S80S B R R e o o )

SRCi&# MR A K
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5 GPRI12689IhEE

GPR126 {555 % T30 £ WO R 45 538 6ok
PR e AR, NI A 2 A SR B
R YRR ZAE N . RSN T, GPRI126 5 FLAR
S A R S R i e A R R SR A oG,
IRERERA S KB i . BB . MG SRR DGR 19
PR, G, PRABESE GPR126 M55 4% ML
FHEEHIRM KR, WTIFEBIRTT kM)
HATEEZ L,

51 EEEPRIIIEE

WLAE 2009 4F, Bl M) F 4 5 R 41 G IR 43 B
(genome-wide association study, GWAS) X} 12 611
2B 5HWATLIERA R T LI, GPRI26H:
WS AT REHL, AlLZ)E, AMITFE
T X} GPRI126 58k Z M 5T, /DR R TR
F:MZS (adolescent idiopathic scoliosis, AIS) J&#x
WOUL L S BB, 2013 4F, i X1 8194
AIS [N 25 939 AMaFE# 1T GWAS 43#r, K3
HA N6 5k 1Y GPRI26 F: M 5 ATS % i %
G 2 AERE L SEE IR 2E 2 i RFsE o, Al
T R B % B8 GPR126 J2& AIS & 9 e i 35 HH 6 3
Bl BRSE IR, RAI GPRI26 4 I B s ] 58
i+ 41l (bone marrow-derived mesenchymal stem
cells, BM-MSC) &1k, iI3ik GPR126-exon 6
Z3IER BM-MSC 9Bk B 76 B 4 M AR 5
ZEL, 7E BM-MSC i 8{bid F2 o GPR126-exon 6
FEIREEREIN B, SunSE Y BFIE R, TV AR R
05 GPR126 |15 cAMP 5 5 CREB B B2 L. 1Y

T SR Y R A e AT BE, X 5 Liu
8 ) 56F GPRI26 7B HE T FH IR A IE 25 5 A
ZE LTk, GPRI126 3 15 52 1 BB 40 A 40 fl ok i 37
WEHMIE R EE, SR T GPR126 5| H#% 5
W ALE B ATIE AT VR, ik i — WA
WFoE,

52 TEREHERMHBZKEKRARE S HER

16 HX B 42 & 48 (central nervous system,
CNS) R BE IR, JoREH i hEIE 20 5 %5k 5 45
G BUBE R AT AN, A it A B A S A AR A
SRR B, WA AR . BAl, ©F
K S HIERH GPR126 % it FE 20 % i i 1 2 A
2 CHEZ, [H GPRI126 Qe 875 i it FE A AT AE o
VIR R, ERNEER M 211, TV AR R H1E
g AR AT LTS GPRI126 i %, I 42 #F Oct6

Krox20 %% 55 R 1 F R FBERSTE B 2, 2009 4F,
Monk 4 " W BF5E R W], GPRI26 i i [
cAMP A HERTARBERE A0 501k, IR HE Octo #
IRFIBERETE B o Oct6 & — s il 5 9 0 il 1) 7 53¢
PR, 2 i I 200 25 43 ARG B 26 P ) b
B EMEREA R IE R, GPR126 ANFI 4
PSR Z AR EITIRE, B, NTFXHFHis 25
FEAEH, CTF il i cAMP I 33 i B 200 Jio £, 25
el REEE G20, IVEKREEAE RN
GPRI126 BB, 55 cAMP b i W 1 8 5 FL 48
MeSIRERE AN & F U . GPRI126: 1 Gas i 1%
TS PKA, e Uit A 20 i R 3K Krox20, Krox20 i
=X 777 B i B 40 B o444 (myelinating Schwann
cell element, MSE) Ji 3h % %5 i & ul ) |
Jablonka-Shariff 45 ' B 55 & W], 76 & Fl #2451 1
Ja 2 LA #23%  (neuromuscular junction, NMJ)
P AEBERH ZORTERE AL, GPR126 A7 B T8/ B
WA ML, LA g IR B0 PR 2 I R
ik,
53 EMBREEFHIEAR

IR AT ERET, GPRI26 JEARUEMG ILIETS
FIEH KB MCHER . IaE M LS RHAT T
e, RELNE RELEE AR SLIRITIR
Wi LR B 2B e, A28 UG 27 s 41 o b
T, GPRI26 i BB M 2 R AN Z
— W MR, REBR GPRI26 3L /N AR AT iR
HIEE S, JFH/ANRERA S ARG
815, GPR126 Sl fE /NS B AR BN SE, iR
A B GPRI26 3 H ()24 A /NRAFTG , H3R
B S L 22 R G RER fE , SE e GPRI26 %
R 4l /N BRTE IR IR I pE T2, {H AT DIFE R A
GPRI26 HEH WG & A£ 1%, itk GPR126 %) T iR
LR B B REE ™, HNERKZIREHE NI
EESRA AT 2 PR, GPR126 38 ) [ T8 89 B 5% i 1fi
ek, FENRIG & B IE, GPRI126 Al RES | &
WA & EG, dEUR L B Xt GPR126 G#
Fa B BG # 96 Ot B R B Sk PCR (reverse
transcription-quantitative PCR, RT-qPCR) 73 #7 .
N, HESNEFBEE Mmp9 . Cts7 #1 Cts8 T 1#, #EiM
SEMA G 5L 9B SN TR A0 AR A BE AR RSN B AR S5 E
Sk A EIRRE S, hSLHEWT GPR126 3 1 42 il 41
JibL A1 B 1A il (1) 3R 5 ) e I A EE Y RO
P, BED ARG oP TP GPR126 #6152 S8 1] 1L
BB, PE—2E 0o R, e A it AR
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1, GPRI126 3817 cAMP-PKA-cAMP M v TC 445 4
T 5 5 30 PR A 1] STAT2 F1 GATAS A5 1 2K 14 1fiL
R FZA2 (VEGFR2) ik BV, 7E/ME
WG & & b, GPRI26 7ENR G WE 3% 2 40 v 3
ik, G IE AN Y GPR126 22 5 i 5 ik & 9
()RR R B B FaR T b/ 1, X iR LA A
HEREE™ . OH A A YIS IE
GPRI126 7EJIR i & B H S e IS 1 G LI o
54 HHEXER

GPRI26 7E/NEUFLA N . . S2JL. Bk
ANz RIS, FESMIEAMMAL . 4R LS
PRI 20 PERGE, GPRI26 875G T 544 |
WA E . BiEEME, a5 REWE. i
S, PRI DRI DL U S TS Y GWAS
Sy BT @ 7R, GPRI26 5 A1 A4 K A il T 6E AH
XK 847560 NCBI W3 7%, GPR126 5% il EGR2
H1SOX10 B F A 5 0 il FE 41 B BE TP il . FE R AR
& (gene ontology, GO) Zr#r#H, GPR126 EA
PRI F R 2SS . RSN IKES TSR . 540
HRERR . BENERASANERN, S500NER
B ORYNM E  Z AR R F R . RILE R,
GPRI126 ZEMFLEh Y MR A firHh B o6 2L

6 E =

JURE T 4 S X GPR126 (9 WF 58 B T — 26
Ji&, AEZXT GPR126 S0 HL I FAH ¢ A B 1))
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Structure and Function of GPR126/ADGRG6"
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Abstract GPR126, also known as ADGRG®6, is one of the most deeply studied aGPCRs. Initially, GPR126 was
thought to be a receptor associated with muscle development and was primarily expressed in the muscular and
skeletal systems. With the deepening of research, it was found that GPR126 is expressed in multiple mammalian
tissues and organs, and is involved in many biological processes such as embryonic development, nervous system
development, and extracellular matrix interactions. Compared with other aGPCRs proteins, GPR126 has a longer
N-terminal domain, which can bind to ligands one-to-one and one-to-many. Its N-terminus contains five domains,
a CUB (complement Clr/Cls, Uegf, Bmpl) domain, a PTX (Pentraxin) domain, a SEA (Sperm protein,
Enterokinase, and Agrin) domain, a hormone binding (HormR) domain, and a conserved GAIN domain. The

GAIN domain has a self-shearing function, which is essential for the maturation, stability, transport and function
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of aGPCRs. Different SEA domains constitute different GPR126 isomers, which can regulate the activation and
closure of downstream signaling pathways through conformational changes. GPR126 has a typical aGPCRs seven-
transmembrane helical structure, which can be coupled to Gs and Gi, causing cAMP to up- or down-regulation,
mediating transmembrane signaling and participating in the regulation of cell proliferation, differentiation and
migration. GPR126 is activated in a tethered-stalk peptide agonism or orthosteric agonism, which is mainly
manifested by self-proteolysis or conformational changes in the GAIN domain, which mediates the rapid
activation or closure of downstream pathways by tethered agonists. In addition to the tethered short stem peptide
activation mode, GPR126 also has another allosteric agonism or tunable agonism mode, which is specifically
expressed as the GAIN domain does not have self-shearing function in the physiological state, NTF and CTF
always maintain the binding state, and the NTF binds to the ligand to cause conformational changes of the
receptor, which somehow transmits signals to the GAIN domain in a spatial structure. The GAIN domain can
cause the 7TM domain to produce an activated or inhibited signal for signal transduction, For example, type IV
collagen interacts with the CUB and PTX domains of GPR126 to activate GPR126 downstream signal
transduction. GPR126 has homology of 51.6%-86.9% among different species, with 10 conserved regions
between different species, which can be traced back to the oldest metazoans as well as unicellular animals. In
terms of diseases, GPR126 dysfunction involves the pathological process of bone, myelin, embryo and other
related diseases, and is also closely related to the occurrence and development of malignant tumors such as breast
cancer and colon cancer. However, the biological function of GPR126 in various diseases and its potential as a
therapeutic target still needs further research. This paper focuses on the structure, interspecies differences and
conservatism, signal transduction and biological functions of GPR126, which provides ideas and references for
future research on GPR126.

Key words adhesion G protein-coupled receptors, structure and function, GPR126/ADGRG6, species
distribution
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