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(57) Abstract: Disclosed are a genetic tumor marker combina-
tion, a methylation detection reagent, a kit, and an application
thereof. Lung cancer specimens can be distinguished by measur-
ing the methylation level of a combination of HOXB4 and SR-
CIN1 genes. Proved by experiments, the reagent of the present
application can detect and diagnose lung cancer, and has the clin-
ical application value.
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—FhEE A EWA A BN
TR G
ARATVIE TEMEEZTIR, Frhl fe — Pk n S & KL R
RUER

e AR TS R BB R M S g . SR BRI AT DL Sy 1D /N L e
(small cell lung cancer, SCLC): —FFeikp =R B M, A A BB, ERE, HEH
i N AT BURG: 2) JE/NIBftiTE  (non-small cell lung cancer, NSCLC): B/ fufiifeg LAA HoAth 75 B 27
RIS, SOREERRANE . s RS, AT MG RBRE e —g 2R HRERAE
AE XA AN 1) LBl (central lung cancer): AEKTEMNE SZ A H O R DA FIfbRE; 20 & A
J&& (peripheral lung cancer): AEACTEN B S8 T H DAz A iliJes

AR, NHEZA . KI5 5 KBRS R R IR, S [ e ) R m S MR T g i, R
WEFEER ORAME 2017 HEMESIER) Bx, SEGSYL 7 A2 EE, HbiErhiEs
T F N — . hE TR Elie AR 2 MER, LR IE] 2025 4 b E i A Zoks 2 %) 100
Ji o TARSRRAT W =0 7R OB 5 i B R K . 5 2 80%-90% it vl VAR T- WM. 59E
W AR LG, 45-64 5 & H A 1-19 SR 20 2 LA B2 B IE R AR R R 7300 4.27 F1 8.61, 5 MAMR
SR L, KIAREE R 1-19 SR 20 ST UL B0 Tl BOAR X fE R B 43 il 6.14 R 10.73. BRI 16
STHORHB AR, B 5 FEFEN 4N ERZE 12950, WA MTIMEZMI R R RIZMAREER, &
T RAFITFIIEK 3 A~ A, BT TR EE, FRE S FEFFEREY 60%~70%.
BefilE B ER e W 5 R F R EZIREIE 5 FAEFE, BIRILT EEARMNTEZ —.

Fifidee: B ARG RS B2 W R B DU LR, AR TR e e A M B R R, AW

(1) MR TR, B Ao i A A A . e ve A s ol R T 2 it 5
FEBREHBIT e, AR, SRR EN. AMhEABSN A &% BTSRRI .

(2) MR EME: 1) CEA: 30%~70%/E &4 & A 7 H @K # CEA, B EZ 0L T4
Wi B . HETMIE T CEA MG B A T Bl TS DLESHA T i BRI MR . 2) NSE: J2 /N ffit
P AR BN, F TN B e (2 W AR R VG T SN, ARIEAS I DT VE A R A AN E . SR 3D
CYFRA21-1: J&3E/INAH B il (0 B S im i, ol it 8 e 12 W RO R M T 8 609 ARSI 7 v R 771 )
ANFEL, ZEEAR.

(3) wBRFERE: D M X &isa: NI EA MO . ERZEBE, Ba# e 7 2
WIS N AR IR Re W%, —Biskegt iz, RATHE CT /4. 2) CT 8. ME CT
Rl 1 B AR B B A A v, AT IWEIe I S 50e W, BRI ERME. CT 315 Tz fl
TR R s () B ES WK, 6 SR B Bt vk L T DA PR A AR e T, AR IR 2 Wil /R 4
Y2 LR EAAIE ST e 5 SO LU (] . 3E4Esk, £ JZ1B0E CT K& CT (LDCT) Z AT
W AR AR TR A RO T, ARERWERE (NLST) C&RY LDCT A5 HIET X £
AT PR 20% e AET- 3 . (R IE CT My R lE R & B E T B, HRNAHERRE, |
PHERIER & 3) HFEaA: FEATRIEMEESE EE. EEEMESEELHEE, WA T3
ELEE A A o X T U T8 B () Mk A s AR B B s A, P S LB S R AT AR 5 5 T A M
FT Bk ECE 6. 40 B X R t EUR R s, A — @ rEFE SR . nTHT LU E
IR AT A s A REEIRARA -

(4) Hemd: U RARERE: HibEE a5 E@MILeswrs, Bk igm s
A1k 60%, SEr]BEMPEMRBINEIIZWTI%. 2 FHEIXEGNE: sl eEEENTFRZ—, WT
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it e () 2 P S AT S W R PR 7 RIE B EEAEA . W HMTFARIGITHEE AL FE N EISEIRE . W&
TEEGFERERA S (TBNAD, 8FITHRITHT 2, AEEARAERZMRRER, A FHEE N R
—in . 3) Hith: W& EbE G .. BB . ARBEER . MUK E e E A, fEE EMNIENTE
BT, TARSEIA AT 7 AR F A B Wi .

ARG P2 ZIE0E CT MEAIE CT (LDCT) J2& % B R W e A A ZE T R (A 20 B LA,
S E K R A 7T (NLST) L&KW LDCT AH LLIGHT X £ 57 2 v] BRAI% 20% e AL T2 26 . TR AR S8 Bk
AR A B, AT R e 0 A 00 H A SO e T S S AN B IR il R 22 T 1 DR 2R T XU T ABE 70 0 4 7
AR S fE AR 5752 — o KBS B @ T b B PRI AR ol T I i Ba 77 F B, A — 2
e SR BT R BAATE R AN FEHN = AR A Be e R E H AT m e T, (Hs e AR
SEATT R T A AR ORI R Sy T Ao i e 7 D 2 - 1 T U IR B R b, DGR ) I R 3 — R ] R s
T B NBEs 88 R ADNERZ BTN G, BEEARRNAE, SRR EMIE LRI A
R RS FHE IR

BEE ORI CERE, MR SR SO 4 R 212 W, IS )5 RIS WA T R A, B
e R ST, R, YEYT PR AR R AR . AR BT DAE AR B SR AR B, BRI B
MAEAE, A AGEREE, FUS GG THRIANPEL 2 DL RIG T BOR S . FANE B 5 WE B B AREIR, M A R AR
RGN, BN HAE M BAEAINE F 5 B R R OFR A, DRl e DUd i R 012 7 kAT R
HUR IR SRS W, DR il B2 W, JUE KRN F B & B3R R

Mk 2 BB TR B, FERRTE B AR L S PR . —ANE I DNA AR 7 41 O T T R
A, RIS EHLR] . O ey —Fls L 2 e 7 FAE M IR O AR BNE L. F o — Ak R AL %
(epigenetics) ML, RINACHE DNA /75104 % 5 80 RIRIEACT 10324k, e 7ERR Y o 72 4R F ok bk
ZERVE M. 8% R AL FR NI B e, SRR T MR TR . R 3 A TE B R
RAMFI® T B, HEENEED KRR, BEEREREFRRREG . X5 L 98 Fi AZKJE
R IIRE R R AT A A, RIEER IR R A 600 A HIEGE) CpG .

YFZ I Bon BBl T 50 LAY 2 R 10 e At R b & — AN O R e, R R A S 3L
() FR AR ARZS B o 2 AR i — S B REURAR AR, $iA = — P BT SR 2 T A &Y (biomarker) .
FONEE AL, A ET DURE DNA B4 E A o 15 N A E L o # A AE 9N T R S DNA. BFFT R B
SN/ TLIE iR B A8 B AR DG R A . REE ) v [RIRE R DA I 21 e 2H 2 b £ 72 £ a4
KEEHE BT 78 BBl . X EAEYIRE G LU 5 3k4%, JF Hallid PCR B H b () DNA #47 KE M
5 A8 R R BAS I 2, PR ARG IO mp i e R A DGR DR S 2 X AR, BT DU R R A
RAFEEENENGEE. SHERMAMES TRt REaFREFREAEREZMMha. %
BIAEAS [ 28R g b, FB 37 5 A A B DX AR R, R bR DT (s 59 45 45 (67 ik R R O SR D A
S, B AR E-AEMEES, BESSIEEASPHBAMEE RX 5. Esteller 2580 T 22 F9E/
HHftE (NSCLC) MR AL MIMET pl6. DAPK. GSTP1 A MGM T Z3E (K J5 51 X 5 8 R EEALIR
. K 68% (15/22) I EA NP 2/ —FEE R F 27 &Lk TE 15 GIASEMEREI+. F 11
i[RI AE 35 A B T B 37 5 i AL IIEAE . AT AE Mo nl WIHE . S3iE . a8 K&
&5 s S5 0 ey 2EL PRI LS v R B Al 7 A P A DGR TR 7D JE Bl R A

LA A A IR A 2 B RS M, A, FEE, B0 SRR s DS H 230
9 o

T (I TC RS, Fldn, BRI, MEREMITE K. SRt B 7838 B 70 il e 55 3 e 0 b A B g s o
Y, SR, K bR I AR SR R A 0 B R b SR A I BT, BRI AR IR R R X T
PLFIREE: OB R R A, AR A BEE /S [8) 050 B BR 5T R R 23 RRS 8 56 22 e LU ALK
QM P EARZ0RE E AR, DR SRR RS, — R AR TR TGIE R
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R E B 78 L M SKIR ) DNA; @G 1R 2 IR B JE AR I H % IR - A J Hubers %5 A\ 7£{Molecular
sputum analysis for the diagnosis of lung cancer) F X} 3L 2% 10 52 KRR 7R, Tl 40 4 Ads S A A 30T
AR RSN 48%, THRIR I AL B FRIEAGTR R 38%, R R RN EM AR P IR EHE G
T . FIRS, Rosalia Cirincione (Methylation profile in tumor and sputum samples of lung cancer patientsdetected
by spiral computed tomography: A nested case - contro) #i& T RARbeta2. P16. RASSF1A 7 fiifi 20 £ A
FpRILE) 65.5% 41.4%. 51.7%., TAERE 7035 G 44.4%. 5% 5%

RYINE

RATFFHIE I —E TR —Fp R RAR EMD S DLRAS U238 (R A B D 2E 2 (ks W2 Wik 70 e 7
o

—Ji . ARATHREET —MERAREMA S, kR R EY B HOXB4 1 SCRIN1.

RATFEFEGFEWA S, BT SEFFEYTHIERKEN B, WZd, kE HOXB4,
SCRINI & HfERE—MH B (A BROUCHERKE) e, WEARATFHRIFEE S

HOXB4 R:[FJE Antp FlYREREFEKIEN—R. JBTREMA 17 EHIFRVRE B AR, Hmiia FRS
DNA 2G4z EN, miBHEOENS S RE MR REFIERET . 2EANMARAN SRR
1RGNN P it/ Bl (1R it Vi O A it O = N e e it s s e R v

SRCIN1 (SRC kinase signaling inhibitor 1) 4=#K4 SRC ¥H§{5 51& FHHIZER 1. SRCINT ZEEFIE A
JRAEH SRC M= 7, 8 #E CSK #H) SRC iR T S8 %, SEYIMY BT B2 8. W75
WRBHIIES . S5O ER R /EH .

ARATFCARAE T 20 35 DR (1 R 2 A0 ID6 5 A DN 79 £ o) 5% e A U el 2 il R B R T il R
& HOXB4 1 SCRIN1.

H A e IR A S o el 0 T X PR A, BTG GRS I BE A2 e e, A AR AR
XRF N, ZHE IR T B/NSCOSE, R BB By 305 6 it 7 4 e 5 e DA R % e DL
H B e R R F B LA %

52/ vz = e Rty = W R 203 I 1% N N b R Y R Sl L W 0 SR R SN al i
BIRAE HR G, AR R TR B R W R IRIR . AT B eR FVE YT AL, 30 Rk gl —A
BRI % .

REWEHARTTE R T —im 8 S R inE, (B8, 2R T-EH XX b g b 4 A I it
FIEGE AT B, FBOX LMy br SV R BRI R L Tk, Bk, H piA Ul b 78 F 2 —
AR V) S H N F TR R A T B AT, BAATEOI RIS A B A B I B R %, AT, Hib
BAERAT IR —2L 5B, @0, fes o i B X AR A, ol T S R P B R A P AR S R % e
Hk, ARWUREAR N AN AR e A E BRI A . SH—Tr, BRI AR 0 i
H A AR 17 017 8 )7 A AR MERS Bim R A 2K . RUEAE SCHI 7t Otk e 248, (B & ARG 7] DAHEA)
e AR (4 e TG B 7 7%

ARNTEESRAL T —Fh 2 ZEPR F B AL A Al 77 X7 &, A 4% HOXB4 A1 SRCINT & Rl f) H A Ak s
Eokmwil 8

R BRI A7, EAE AR A BT i ek DR R R A A AR N A R F AT A 7
WL, AERENN TR R P fE AL s (n, —BE/NF R B 37 R B A 7R, TN ERA

THEI ORIV
ARATEAHHIZEE bR EY) HOXB4 Al SCRINT ZBEAHEE ., B d, A2Id LA E b S92 R
I A S

ANTER R 2 W, BRT i AW, SRR R e W, B R e R
KRS TG BmiRa s FOIERT B B8 W RNG 7 1 R AR 28 75

3



10

15

20

25

30

35

40

WO 2021/243904 PCT/CN2020/118998

il bR A 2H A HOXB4 F1 SCRINT [ o AR e (1 R B W s vl R o X e 70T 40 A Hp H 2L
HIFERIAE IR _E B AS % IR H R R4 b RSB, X R i% B3 £ S 00 PR A e R R IXkE, fil
e AT - RIS AR OE R R R4 M P 0 il R R HOXB4 T SCRINT JE PRI 4H A (1 AR 2 W

b, BEIREWIA TR RS 2 A0 R DURDIE (0 PT REME, PRI 7E T W 5% 21 4 2B I M (T 25 AR A 2 /T

BT R R W, AR AT 0GR ARR SOE A A A TR L. KBTS TS W, B il
TRIERT B B2 W ANIG T PR RR AR

VRN PRRE B BT 3R A St 77 20, P E e 7 Ml 7E S (5 o BB et S0 P P w0 A P3RBT HOX B4
A1 SCRINT J A2 & ) SR B O AT 8 W7 . 85 b i M 0B B B ORE i P 2 B8 H A% TR 1)
HOXB4 F1 SCRINT FE[K 20 & F AR T 55 3G I Y B 1 5780 A 40 (O RE o P 20 B8 HE A — AN B A
FZ i) HOXB4 M1 SCRINT K40 & FEAFR S, mIASIIRE b e () BB B

WERY, CpG BRIEES CpG “HEHFRM X, @E T Ez 7 ARHLMERN X, ARATFHK
CpG &, MMUABE 7 AHMHE X E & CpG —HE, HEFEAA RN CpG i, B ZINLK
CpG i 51,

BTk () HOXB4 F1 SCRINT J: K 20 & () S AL B A A I 3770 T AR B BA A i B A A X0 . 0
FoRH, TEH 2 F07 0 DRI H AR 0 AL, o 3EER R R PCR (MSP) . HEEAb R e 2 & PCR

(gMSP). F3:1k DNA $:FEZ AR AR PCR, & PCR LUK DNA 0 F . HISE AR50 A B ) 1k P DI
T AR I S v R I A5 45 o ok st oz b, L Ak iy R RS U D732 ] DL IS % 1) US62007687 51N .
BRI 773235 A AR R AR, 1 s R8T R DA TR A A I HOXB4 A SCRINT JE PR 2H & FE EA

AANFFLIRHET HOXB4 1 SCRINT E [RI2H A 1) HF AL B S 77, B FE%E % HOXB4 F1 SCRINT %
PR 20 v A AN SR TR ) 5 DR R

FEA AN TFHI— 25 BARE Sty b, 3E4E % HOXB4 1 SCRINT P4 & rh &ML K CpG B3R5
5 VR SR

TEARNTF — e BRI SR b, SIF/EEREN B quantitative Methylation-Specific PCR (qMSP)T(Tj
I HOXB4 F1 SCRINT P 41 & o (1435 AL i) R 24k

FEAR AT B — 2 BRI S 77 S8, AR A TR AL A A A IR E i A5l HOXB4 F1 SCRINT JE R4
B RN DR ) A R A L R R ] X BUE Bl XA 20 DX BT DX 38 ) 3 A 7KF

ARl T b, AN TR AR A I ) AR £ HOXB4 T SCRINT F:[H4H & 4> 2 (A
ME s 7 X BT IR G 2 7 X E X IR ) CpG B3RAF 15| YR/ EHRET .

FE— el T 2 b, AR TR AL FF AN TR b AR HOXB4 35 [R] () FRBEAb A W 51 4 v fr) B30t 51
VI EA R Fos PR R 51 AT R — 0

I. 51 SEQ ID NO:1. SEQ ID NO: 16 #l SEQ ID NO: 19 s I HEE 4 B & /0 85%5 % D 90%
B/ 919% 8 2/ 92% 84 A/ 93% AR /b 94% 8 22 /> 95% B A b 96% B A 97 % 2 /b 98 %A /b 99%,
5 100% A — R ER A K

I 01 o8 BEANT A Rk

ik HOXB4 =R f) H B AGAS I A 51 40 b 10 1 3 5| 0 A 40 F B AR E e 7 471 b R R — Tt

III. 541 SEQ ID NO:2, SEQ ID NO: 17 1 SEQ ID NO: 20 iR IR HEE 41 BA 270 85%5 % /> 90%
B/ 919% 8 2/ 92% 84 A/ 93% AR /b 94% 8 22 /> 95% B A b 96% B A 97 % 2 /b 98 %A /b 99%,
B¢ 100% [F—PEM L 7515

IV, 1 I s e s e BAb T2l R/

iR SRCINT 5 Ry A0S WU A 51 4 b 0 B3 5 | LA 40 F B R e 7 471 b R R — Tt

V. 50 SEQ ID NO:4 1 SEQ ID NO:22 FivR M B 75 B A %70 85%k E /b 90% 5 E /b 91% 8% />
B ZE /> 3% ZE /> 94%HE /> 95%HZE /D 96%BEE D 9T%EE /D 98B EZE D 99%, B 100%[F] — 1% 1%
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TR H: Rk

VI, WV B FAIR EANT S R/ER

iR SRCINT 5 Ry B A0S WU A 51 40 b 10 1 3 5 | A 40 F s AR 8 7 471 b R R — Tt

VII. 541 SEQ ID NO:5 iR H R T 7 BH 2/ 85%8 % D 90%H ZE /D 91%HZ /> 92%EZ /> 93%
A/ 949% 8 A/ 95% A /b 96% B AR /D 9T BB 2/ 98% B A/ 99%, B 100% Rl — TR T 71 I

VIIL. @1 VII Fis B A0 BANT 1 s

FE—LESTiE 7, BTR HOXB4 J: R i B 24 At i () 51 #95% 4 SEQ ID NO.:1 #1 SEQ ID NO.:2 7K.

TE—LESTiE 7, Frid HOXB4 J R i) H B A0 DU 9 51 % 40 SEQ ID NO.:16 1 SEQ ID NO.:17 F7R.

Frid HOXB4 0 () B B AL AS I ) 51 #5%4 &n SEQ ID NO.:19 F1 SEQ ID NO.:20 Fiur»

FE—LESTiE 7, BTl SRCINT 2 R ) FE A AUAS I 1) 51 #9% 40 SEQ ID NO.:4 1 SEQ ID NO.:5 iR,

TE— e 7 2, B SRCINT 2[R () PR AUAS I ) 51 4% 4 SEQ 1D NO.:22 1 SEQ ID NO.:5 iR .

FE—LeSTiE 7, BTd HOXB4 JE R i) H Ak Al R R T HL A U F B BIA% B I8 77 41 b O 73— T

IX. 51 SEQ ID NO.:3. SEQ ID NO.:18 Ml SEQ ID NO.:21 Fr %R 55 2 AT £/ 85%5 %/ 90%
B/ 919% 8 2/ 92% 84 A/ 93% AR /b 94% 8 22 /> 95% B A b 96% B A 97 % 2 /b 98 %A /b 99%,
5 100% A — R ER A K

X W IX Fos A EANT S RI/EG

iR SRCINT 5 R g A U A R £ B IR BT A% R 91 vh RO A R — T

XI. 51 SEQ ID NO.:6 FiRr I H R T H BB 2 /D 85%8Z /D 90% 5 E /> 91 %5 Z /> 92% K E /) 93%
A/ 949% 8 A/ 95% A /b 96% B AR /D 9T BB 2/ 98% B A/ 99%, B 100% Rl — TR T 71 I

XIL. 0 X1 Frs B FI i BAMNTF)

FE—ReS i T e b, BT IR A e /N 2 B R = N e i

TE— S T A, BRI NN B il 5 R A . R

AN TFRILFRAE T — Pk I e 70 B, AR AT ) F AR B S A

FE—LeSi 7 e, AR TR AL R G R 0 & b 00 R, a0 gMSP A AL TR, H TN
3 IR A, ) o W el B A A S PR T A, ) B P e B RS TR R AN AR . BT IR I AR e PR ) B
FEAR A R B AT ST B PR e B A A AT DL, Ao ER . SRR S AR AR A R (R R
TRV TR . WA . AR LSS i —FhE) LR Sy #4255 b B ) DNA &1
dNTPs. Mg™ 8 7 Ml 5%

TE—LeSi 7 e, BT T Bl R UL R P9 S R DR A I K77

2 TT s, PRI S EN B -actin.

FE— el 7 e b, IR A P9 S R A TR A B X S B IR ) 5 DRI ERET

e I7 b, BRI S5 E ARG 8 SEQ ID NO: 13 FI SEQ ID NO: 14 x5 #%d #1
SEQID NO: 15 FiRKIRET .

ARATHRHLT HOXB4 F1 SCRINT & [R] [ 35 A 45 A M 751 7 ) 28 Mo s 0 47 B 2 iR & b AR N P

ANTFHRAE T —F514), Frid 514i% B 540 SEQ ID NO: 1. SEQ ID NO: 2. SEQ ID NO: 4. SEQ ID NO:
5. SEQID NO: 16, SEQID NO: 17. SEQID NO: 19, SEQID NO: 20. SEQID NO: 22 fiRfEd BA %=
b 85%EE D 90%ELE D 91 BB R /D 92%EE /> 93% N E /D 94%E 2 /> 95%ENE /b 96 % HZE /1 97 %EL 2 /1>
98% /D 99%, EL 100% R —MEFIZ IR T 5, e EANF A PR AME R — %

ANTFHRAE T —F514), Frid 514i% B 540 SEQ ID NO: 1. SEQ ID NO: 2. SEQ ID NO: 4. SEQ ID NO:
5 FiRF A BAE 20 85% 8 E L 90%EL A D 91% 8 A/ 92% B A /b 93%E /D 94% B 95% 8 %2 /D 96%
AR TR E D 98%HE > 99%, B 100% W — VI E T Y, B 1EANT I H R IMTE —%.

LS TR T, Frid 5k E SEQ ID NO: 1 #1 SEQID NO: 2. SEQIDNO: 4 1 SEQID NO: 5

5



10

15

20

25

30

35

40

WO 2021/243904 PCT/CN2020/118998

BRI &2 — 5% 51 40t

S TR, RS i%E H SEQID NO: 1 #1 SEQ ID NO: 2. SEQID NO: 4 #1 SEQID NO: 5 Jif
ENIIEIE /PO

R 151 A T3 TR e B, ARSUR AR, SV * T PCR R XEE., T —K
(1] PCR, fEHREALAI A, FIMH% M A oCh, X2l T HEib M DNA #9111 “C” Hikh
“U”7, S8 GC TEMK, f PCR RMJGIEFFITHIKINEL: “T”7, 755/ DNA BHHR, SR
MIEFFREAEN Tm BRI 5—J70,. AT XAlE A BRI A B A Aab B DL K R 56 4 A 2 1
DNA., FEFMARBHER “C7, XWEM 7RFERe 5 MR, Fik, DNA FEpa G, 54
FRREES R4 34 Fr B iR 88, ndr S8 i BORRAERIGL B L DAK 5 W Ao B0 A5 A o A Y 7 SR R e = AR R
o B NG SLE R, RO H i B 5 Y SR A B Xl . IR 2 e, R T SRR R 5L
T2 b BEAE R faE e b B E RIAE R, ML B AR EY, MABIGRS, HEERKDN
PR b A T SR PR DR A AR g PR, 5 02 88 s R A (A 0 R AR e v O A A2 A
MR, BT AR E A A S, M RLFEIE PR A AR R A o

FA—ITH, AAFIERME T —MRIRET . Prid R4 B 540 SEQ ID NO: 3. SEQ ID NO: 6. SEQ
ID NO.:18 1 SEQ ID NO.:21 FiirfF 521 & /) 85%8 Z /> 90% 5 & /> 91 %L Z /D 92%HZE /b 93% K E /> 94%
AR 95% R D 96%HE D> 9THELZE /> 98HELE /> 99%, X 100% R — MR E R T4, Bel a5
HIRDEE %

ERRANTERIERSEME T, TR IRIRE £ H SEQ ID NO: 3 1 SEQ ID NO: 6 FiRiIF5l.

E—Sem T R, ARATHREMET SR B—ad, HaSH TIN5, £ o548, HE

FE— B8l 5 5, Pk el &is g i 15
FE—BESl 75 5, Prid il &t B IR AR k7

S TT R, BRI EIE R A RS E

AANFFLIRME T R r) AT A& 519, SREHER A A I p i Bt R, B
A s )t i) S R

AANTFFLIRME T R r R IRTR WA & 519, BREHE AR B B A I il
TR -

ANFFLIRAE T — Pl A R4, TR RS0 5E LT 1

(1) HOXB4 1 SRCIN1 4 [l ff) B AL A A W 4 2F <

(2) Bl b BT 5

(3) R4 Rafr.

TE—LeSTiE 7 e, BT I B AG W R A A HR A A S o

— e T e, IR A FR RS A A 0 A P B R R e A A R BRI 51, RE
— e T e, BTIR A RS AR 2 Ot B PCR X PCR X, MR fI—HhEli 2 Fh.
e T b, TR M BaR A BEAA E A B A AL AR
FIT IR I A BRI 25048 A U R N A ] A5 P AR £ P DAE AT B A B 1 1 2% BN AR B
s 7 R, TR AR AR S ST E S PR — R E F.
B (i E S A B 30 A U AR N 3 ] (568 04T A BT DAGSE AT 508 A B B B i o0 A R AR ERR 7 o
e 7 A, BRI & 275 SPSS. SAS. Excel A —FiELZE Rk A4 1)1 5 L.
el T b, BTl M R A SR A R A A
FIT IR (0 Hb 28 A 2 (o] T DK 50 Ak 3 5 B 7R Oy T ] S ) P 25 1 1 8 BN IR BB
TE—LESTiE 7, BT I B R A A W R 158 25 T 1) 22 2 R 11 PR AL D A A 30

6
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TE—STh ., FTR M Ry 3 & b se . ARG i —FiEi 2 fi.

e TR, PTREOE R E T . AR IRE AR LR AR H X PR RE A A I BE s b,
fits FEAFIIAE A DA R AE H 0] BRAE AR AU EIE s . LSkl ) 288 2 O R ASE A DA R AE ] BRRE AR YU 30 s
ARAE Lt 8 5, 7 5 2 A e 1) R B B v B A

TE—RESEHE e, BT (b 4 Hh R 2 FH - ek X A s () R 3 B0 T M

TE— Sl 7 e, B AT IR I A R AT P T s A A I A A

ey g, AATF HOXB4 5 SRCINT BEA KN, 37 LAEIL £ & PCR 177 28

sy R, RYE HAREEPIRI HOXB4. SRCINI 1) Cp HA/EAC EH (ACp {E=Cp wazm-Cp ns

) SRFN WA A B ALK

FE—St s, HEHp—NERTETRHLS R AR HIACD E/N TR ACP 1A 1 FHE I W ik
TR, A AN R E BT b 41 265 AR 9 A Cp 18 [ B K T-25 T Bk A Cp 15 A5 U 0 7 4 1E 5 bR A

fE— S TR, AT Cp BRI FHERUETE R 35~39, ACp BRI FERE LR 4~12.

76— 505 )7 1, HOXB4 5 SRCINT BLA R, 7EA LR A H , HOXB4 A Cp A1 F{E M 5.4, SRCINT
(I ACp fEIIFHE 6.5.

FE—LESTE 77, HOXB4 5 SRCINT BE&taill, fEERMMRAH, HOXB4 5 SRCIN1 fIBI{ELZ Cp &
A 36.9 F 37.00 HERANEEPIRI A R A 1 —UNFRrIREE, W R e AR CRDESR AD, #AE
MEE R 2 125 R R T 858 T AR A B, T mT e B CRIIE AR A .

E— 50 /7R F, HOXB4 5 SRCINI £ E PCR #ll, {ERMARAF ) Cp BRI THEN 36.7, fEHED
WARA ) Cp (E I FAE R 37.2 FIACp EEIFHERN 9.

TE— 850 7 %, HOXB4 5 SRCINI £ E PCR i, 7EFTd B A1) Cp {H/NFFiidk Cp A FHE
WU R e bR A, BTIR B AR AR Cp (K T4 F Al Cp E FIFVE I AW E B R A

7E— 505 /7 Z H, HOXB4 5 SRCIN1 £ & PCR |, 78 ATl vetiin A1 Cp EAMACp HATAT— A
FUE/NT BT Cp (HMACD BIFHE N AW AR A, AR AN Cp EMACP HIIKTET ik
Cp {EANACp 1R 11 FHE N F W7 R 1 R AR

TE—SESTHE . BT MR il .

FE— e T g b, BT IR IR /N2 B e Rl /) 4 e i e
— ST R, R AR N Ml I B SR A B . R

ST R, BRSNS (ORI A EGE R AR B IR RE . AR MK, B, k. I
e ML R B0 5 R R P 1 E > —

el T, AN TR FIRE AL B R Be . H R R —Fl

TE—SSE o, ARNTE TR FIRE AL B by el SO P 1 2> — i

RNTEERRAE T — PR e W72, B riE el AP

(1) Bk E T 523835 (AR A HOXB4 A1 SRCINT 3 P [ 364k K °F
(2) BFFIREA S IEH SHEREA ) HOXB4 A1 SRCINT FEK LA Hude: M
(30 FETREIARE A 5 E 550 BRFE AR 0 F AL AP I RS . 2B

TE—SE T, ANTHREL T —FE W %, Bk ris s bl F PR (1 RlRIET 524
HHFRFIEEA HOXB4 M1 SRCINT FE[H () HFIEAU K B a8k 52 38 Ar A A Ssill HOXB4 Al
SRCINT FE[H (1] ALK A IR TR #efd s (20 B ARr IR A S IR X BAE A ) HOXB4 1 SRCINT H:[H H
KR K (30 BT RRIRE A S5 E 5 X AR A ) B KPR, 2 Wi

TE—SE . ARATHRAL T —FE M2 W, BTk i ss DL AP R R R R i) A A
AR B 233 AR A S, il A% A HOXB4 AT SRCINT [ (1 FHIEAWAKCSE s B Rl RE A
5 IEH T HRE A ) HOXB4 Al SRCINT (A A AW AKCSP Lhde s R T ARIRE A5 1E 50 HEAE AR 1) 4K P
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(R, 12 W -

E—Lesif 7 Zp, BT PR (3D FETRMmWE, &8 HOXB4 Ml SRCINI iX 2 MEFHTE—TH
FH BN TKST 0 it 5

S TT b, iR B (Dt R iR 2 AR A S HOXB4 FI SRCINT JE[H
{1 FF A KT PRSI X 7R e ik

S TR T, S IR FE 2 B PCR (QMSP) K6l HOXB4 Il SRCINT FE A () JE 4k 7K 5F

FE— e T e b, I 5 R AR AR S IE AR A A SR, R AR AR 5 R B AR 0 FF 2R AL
ABRBZEERBMEEZRN, R AW B KRG .

ARATFHIEWIITVE AT DALE IR 16T 51 J5 8 B S e a7 A R . J897 5 168 A Wi An 16T A s
FH WG TT 5 B AR B R RS0 R (R EF8).

—J7 T, SRR T — R G TT T, B DT iR EE DU AR

(1) Bk E T 523835 (AR A HOXB4 A1 SRCINT 3 P [ 364k K °F

(2) BFFIREA S IEH SHEREA ) HOXB4 A1 SRCINT FEK LA Hude: M

(30 FETREIIAE A 55 0E 550 B AR () FR AL AP R 2, S Wi s

(4) T2 Wy it Jee 10 52 3 i FH U e (0 26400

ANTE R — IR T — R a7 7%, Frd i aEn & s WonEe WohitE i £, i
FAR ST T BURST . ST BRI ERTIE . B At ARSI B AT fe] FLAth 28 T e VR T 7 25 DA
F XM IG T IR

NSRRI 7E— L BRI 7 £, @i A HOXB4 A1 SRCIN1 £ FH A A, 7 LMREFH)
NEEAS A X 7 H e 5 A o X it e P 00 0 S e R e P W 18

Fit B B
B 1 AR FERR SV A AEH SRR I K) ROC 4,
B 2 AN Rl E VDA & TER R A R I ) ROC T 28
K 3 54 HOXB4 5 SRCINT BE A A6 M FE LR A A S I o 14 i 28 .
BARSEHE T =

ARt 2 A ) S ) 18— U B AR AT RIEIAR T 2, BAR S A ARR R AR AT ORI FE AR 1. 3
b ANARE AR 24 T BH 2 i 1 ) — e 3R AR St RS ORI T ST 8 T AR A TF R ORI T Bl

ARATERE] “517 B “HREF REE—MEZTR, HEE5RSF (WInfERmRFED MR 6 M
ST A HAN X3 . AE— S8 ST SR, BTl 5 MEdRs 24— A 5T R RS EAN. 1
—UBSE TR, SIMEEEE RS 5SS TRED 9. B4 100 B 11 B 12, B 130 B 14, B
15. &4 16, £/ 17. B0 18, B/ 19 B E D 20 EEREFRAT I EANIX . U5IMESFREEE “5
AT HIZRD x DESZT R AN FIXIRE, Frid 5| MERE 585 TR D x MESENES T 75 Y%
TR/ 95% HAb, fE—MSC /7 Zrh, 5IWEERS 55T 2/ 80%. B/ 81%. H/ 82%. F/> 83%.
B 84% B 85% B 86% B 8T% B 88% B 89% B 0% B 9% B 2% B
5 93%. HD94%. B 95%. 96% . HA97% . A 98% . A/b 99% EY 100%6 AR,

ANFEH, AR BEARYE B H AN HT IR E SO 1 R AR R 2R B R AR

AN TR S ARG I ke A 35 {H R IR T DNA, 5% RNA, Bi & mRNA fJ DNA 1 RNA #£ i .5k DNA-RNA
FAZMR . Ho DNA BEE RNA 0]k S BlO0U%

KATH, ik 52l RIS, g A

ARAFE, CHIEAAKE” [ “FRERRRE”, P ARSI AL e (s 4 b, O R B
W WE IR o LA P S b W i PO R 5 o R R A s e R R R s LA i SR P SR A L ) 5 R R ok
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DA SRR BRI KRR F K BLRIARIA B AR T B KRR TT .

ARATE FEAR” [F “FRAR”,

WA AT B (R TR F/El” Je e o HLl s — B AN HE DGR BT A1 350 B A (R BT mT BE I .
MIEPAEE DNIE AR PR, RIE “R/EL” KR AITE T — e AR AR, B
AT LME R RANECE DT FIH I B B A Blan, R EsY, A6, MIESwitR e (Ees)
Ho A, B, CH/ELD, NWZHAEMTLLRIEE Ay BMES B, AHES C #MES D 85 AMB
A B AMCHASAE: B85 AMDMASE: BB MCHHAE; B BMDMASE:; 85 CHD
A &5 A, BRCHASE: B8 A BMDAA: W& A CHDMAS;, 5B, CHDASL;
A, B, CHIDHEMEHH,

SEHEY 1

R NTRE T HE AR, FEA SRR AR AT IRIE, DL B-actin ZEFENA S HR, L HOXB4.SRCIN1,
PCDHGA12. HOXDS %:[H (P L S il 45 51, - DA I 351 R T

HOXB4 FIAIl 51 M FIERE -

SEQIDNO: 1 HOXB4-Fl 3[#) F: TTCGTCGTTTTCGTTATCATTC

SEQIDNO: 2 HOXB4-R1 3/#) R: TACTAACCGCCTCGCTAC

SEQIDNO: 3 HOXB4-P1 4 P: FAM-CGGGTTTTTGCGTCGTTATTCGTC -BQl

SRCINT sl 51 ¥ FIER £ Ay

SEQIDNO: 4 SRCINI 54 F: TCGTGTGTCGTCGTTCAGAC
SEQIDNO: 5 SRCINI 5/#)R: GAAATACCCGCGAAAATACTG
SEQIDNO: 6 SRCINI %l P:

FAM- AGTTTTACGTTGGAGAAGCGTCGG -BQl

PCDHGA 12 il 5] ¥R HR4E g

SEQIDNO: 7 PCDHGAI12 3% F: TTIGGTTTTTACGGTTTTCGAC
SEQIDNO: 8 PCDHGAI12 3% R: AAATTCTCCGAAACGCTCG
SEQIDNO: 9 PCDHGA12 4} P:
FAM-ATTCGGTGCGTATAGGTATCGCGC - BQI

HOXDS sl 51 ¥ FI4RET Ny

SEQ ID NO: 10 HOXD8 54 F: TTAGTTTCGGCGCGTAGC

SEQIDNO: 11 HOXDS$ 5|# R: CCTAAAACCGACGCGATCTA

SEQID NO: 12 HOXDS ##4t P: FAM-AAAACTTACGATCGTCTACCCTCCG - BQl

B-actin FIAHIN 5| PRI ERET Ky

SEQID NO: 13 B-actin 5|# F: GGAGGTTTAGTAAGTTTTTTGGATT

SEQID NO: 14 B-actin 5|4 R: CAATAAAACCTACTCCTCCCTTA

SEQID NO: 15 p-actin #R4F P: FAM- TTGTGTGTTGGGTGGTGGTT-BQI

1. 1RH DNA

W2 e B 2 AR A RN i SR AR AR, Al B AR H SR A RIRAS . SRR AR . FE
2T TRAL TR )2 7 B ARG , A1 8 787704 HiPure FFPE DNA Kit(D3126-03 )1 B 15347 DNA $2H.

9
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2. DNA &4
PL ZYMO RESEARCH 44/ 7177 # EZ DNA Methylation™ KIT (D5002) i BH 3T B WA R A 518
i o
3. FHESRE
5 1 Bk &
HOXB4 SRCIN1 PCDHGA12 HOXDS8 B-actin
R MAE (uD | AR (D | AR (i) | AR (uD | IAE (uD
L9514 (100 pMD 0.125 0.125 0.125 0.05 0.125
TSI (100 pMD 0.125 0.125 0.125 0.125 0.125
BEF (100 pMD 0.05 0.05 0.05 0.05 0.05
BB (25 mM) 6 6 6 6 6
dNTPs (10 mM) 1 1 1 1 1
Taq B4 (5 unitpl) 0.5 0.5 0.5 0.5 0.5
5X Gl 6 6 6 6 6
KBK 11.2 11.2 11.2 11.275 11.2
Btk DNA 5 5 5 5 5
SRR 30 30 30 30 30
FHER: SR EERIE 2, £3.
7 2 HOXB4., SRCINI F B-actin ¥ #4145
IR T OB ] TEHHH
TR 95°C 5 43 1
95°C 15
1y 58°C 30 % 48
72°C 30
A 40°C 30 F» 1
# 3 PCDHGA12 11 HOXDS ¥ #1Ak %
IR T OB ] TEHHH
TR 95°C 5 Zréh 1
95°C 20 #b
P 60°C 30 ) 10
70°C 30 b
95°C 20 #b
i) 55°C 60 FF 45
72°C 30 b
A E 40°C 30 b 1
10

4. BWHER

FEAME R LA 169 (], HA IR HLUEA 91 B, JEHHREA 78§11, 78 FlRIEAREA TH

fiffee 27 (5, M 38 1, /NI 3 1, KANME 4 B, EATUE 1 E, RIS A 5 B, e
a8 55 0 BEAEAS 77 X

10
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PLACTB fE NS 3, ARYESE S FEF E] HOXB4. SRCINI HIACP {1 (ACp (H=Cp wxzx-Cp acts) K
FIWIHR A 340K, HOXB4 5 SRCINT [RIMELZ 737 : ACp fH=5.4, ACp {f=6.5. Stz R+ K
—T/NTF DL AR DU AT R B, A A 4G SR A 2 TREE SR K B S AR L A R, T BT 2 A R A

PCDHGAI12 [{JR{E£EH Cp (=259, HOXDS [JBI{HL A Cp =274, LU&E4r SV LS R AT 85T
SXoF I8 FED R L R B DU T e A B s s S DA 2 SR/ T X I P R 2 T ] 20 Ay BH A2

HOXB4 5 SRCIN1 Bt& . HOXB4 5 PCDHGAI12 BtA . HOXB4 5 HOXDS A 7 BT AL4R bR A< A Al
(1) ROC MR 1 fivn . SEEKNEHLF RS RE 3 i,

3 HEP RIS R

SRl i HOXB4 SRCIN1 PCDHGA12 HOXDS
EHAMARE | AT 100% 97.8% 97.8% 97.8%
i 20 Eb A REE 73.1% 71.8% 50.0% 53.8%
IEEARSEA | R 100% 97.8% 97.8% 97.8%
557 REE 74.1% 51.9% 44.49 81.5%
IEEEMBEA | FFRE 100% 97.8% 97.8% 97.8%
EbAL REE 78.9% 89.5% 50.0% 50%
EHARNER | R 100% 97.8% 97.8% 97.8%
T 2H L REE 0% 33.3% 66.7% 33.3%
B ARG | R 100% 97.8% 97.8% 97.8%
T 2H L REE 50.0% 75.0% 50.0% 0%
£38)
P - HOXB4 5 SRCIN1 HOXB4 'E{ HOXB4 5 HOXDS8 Ik
Bee PCDHGA12 B4 =
EEEMARE | A 97.8% 97.8% 97.8%
A A REE 89.7% 75.6% 78.2%
IEEAEMEEA | FrRtk 97.8% 97.8% 97.8%
bh At REE 81.5% 74.1% 81.5%
IEEAMREA | FrRtk 97.8% 97.8% 97.8%
i REE 100% 78.9% 81.6%
IEEEMNEM | A 97.8% 97.8% 97.8%
g e REE 33.3% 66.7% 33.3%
EEEMRGM | At 97.8% 97.8% 97.8%
g e REE 75.0% 50.0% 50.0%

MU ESE BT LR H, fEHLREA T HOXB4 5 SRCINT Be&H6 I, 15 H M4 dmir A b, 7k
HN97.8%, RIEZ 89.7%, 554 AHES AL, HOXB4 5 SRCINT B & f 7E R 7 — BB T~ F
EREMREE. b4, HOXB4 5 SRCINT BLA AT HOXB4. SRCINT Hduksill, JEE7 5 Wik, &
Z9RTH T R

RAELL 25 F, HOXB4 F1 SRCIN1 fEHLIREAH, TERRERIET, MARERSNREE. Fi2E
WA, EEANE MRS, REUEEIEE KAIRT . BRAIE AT MR IR A, 78 e
LW EEAEEE Y, Mt KA HOXB4 1 SRCINI X 2 MR EM7ER i h # AT H6 0 .

SEHER 2: HOXB4 A1 SRCINT 7258 0+ R J

11
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BEAMS B MR A A I 107 61, HoAp IR IRAREA ST B, e AEAR 56 B, 56 Bl EL A
TR 20 B, ANRE 8 B, BRIE 20 B, RANMWE LB, B4R 101, SRET R 6 7.

I ISR

a.  WCEEWRIZ A B AR M B R R AR, fEH NaOH MR )5, BCEUTIE > Saie, H
PBS Wik 2 i, SRS HERAY) (Magen) A F) ) DNA 2B 7#& (HiPure FFPE DNA Kit, D3126-03)
I DNA.

b. i ZYMO RESEARCH A4/~ F] 1] DNA #4bik5fl& (EZ DNA Methylation Kit, D5002) i#47
DNA [E W RE BB,

c.  BEDFREMEIGIMIREN S BLRR R Ry R R 5 SRR 1 AR .

d.  AR¥EHE AR R] HOXB4. SRCIN1 ] Cp fERAIWIbR A1) H 240K, HOXB4 & SRCINI fIH{E
2 Cp A R: 36.9 F137.00 MHNHEFEG IS R g — TN T- AR BRI, AT A B, B2 R
2 Thih S O T B A T AR R () B, TR R B

PCDHGA12. HOXDS8: PCDHGAI2 []F{E4 A Cp {H=23.48, HOXDS MIB{HL N Cp =264, 1&4r
EVIRG I 25 5RO T B0 5 T30 I D o) (L 2 B U ] S g B s s S s W 22 SR8 /N T X 9 Py ) L 2 0 ] ) o Sy
BH

e. AW RMWT:

R4 FAUPRIsER

peiE bl #h HOXB4 SRCIN1 PCDHGA12 HOXDS
EH S Eamis 96.1% 96.1% 96.1% 96.1%
E S EpheAiNs REE 64.3% 48.2% 16.1% 23.2%
EH S Eamis 96.1% 96.1% 96.1% 96.1%
e 2L REE 80.0% 35.0% 25.0% 50.0%
EH S Eamis 96.1% 96.1% 96.1% 96.1%
Jiles HL LY 5 REE 50.0% 40.0% 10.0% 5.0%
EH S Eamis 96.1% 96.1% 96.1% 96.1%
/N s 2EL L B REE 50.0% 100% 12.5% 12.5%
x4 (8
e s HOXB4 5 HOXB4 'E{ HOXB4 5
SRCIN1 B£% | PCDHGAI2 BES | HOXDS BE &

EH Fr At 92.2% 92.2% 94.1%

A H R REE 76.8% 64.3% 66.1%

EH Fr At 92.2% 92.2% 94.1%

A Bl L L B REE 85.0% 80.0% 85.0%

EH Fr At 92.2% 92.2% 94.1%

A e 2HL L REE 55.0% 50.0% 50.0%

EH Fr At 92.2% 92.2% 94.1%

A0 e 2 L AR REE 100% 50.0% 50.0%

HOXB4 F1 SRCIN1 7EIR AR A A A ROC 2R ILEE 2, Siitss R34, MU L RTTLUEH, 78
PR S, HOXB4 1 SRCINT BES IS, 1E% A AR b e, o il i R BUE IR IA B 76.8%:
BRI A N R LA, REUTHEE D) 100%. AB% T AR FREY), HOXB4 HIf % 64.3%,

SRCINI Itk 48.2%, —FHBEARNIE, i) REERRA B 76.8%, — & BB FEME.
12
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SEHES 3: HOXB4 Rl SRCIN1 EE £ E PCR ARtk

BT 4R E/R HOXB4 M SRCINT HEF FIBA RN T B2 RS HZE, ARHANETEZE
PCR 77 (% PCR R R EAT LM, AT EADNRAR, FRTESTRER) 2 (R AR D ATIRE . A=A 5
YIHREF T -

5  HOXB4. SRCIN1 FI B-actin {4l 51 ) FEREH P51 5 SEitafsl 1 AH ] o
a.  BRIRE AR KR [F ST 25
b.  EHERWT:
£ 5 MWk R

RMNAHR AN (ul)
HOXB4-F1 (100 uM) 0.125
HOXB4-R1 (100 pM) 0.125
HOXB4-P1 (100 uM) 0.05
SRCINI1-F1 (100 pM) 0.125
SRCINI1-R1 (100 uM) 0.125
SRCIN1-P1 (100 pM) 0.05
B-actin -F1 (100 uM) 0.125
B-actin -R1 (100 pM) 0.125
B-actin -P2 (100 uM) 0.05

B T(25 mM) 6

dNTPs(10 mM) 1
Taq 5 15(5 unitv/pl) 0.5

5X Gt 6
KEK 10.6

i DNA 5
AR 30

c.  VHRRGSHG 1R 2 MY A R A
10 d.  ARFEHE R Rl HOXB4.SRCIN1 £ & PCR ] Cp {ERHIWiAn A i) H 246 7K P, HOXB4 5 SRCIN1
% # PCR I BIMHLL Cp (H0: 36.7. HEAKERIG IS R AP 10— BUNF Rl (E, WIeaE rE i, &
R s KT B T RE, Wn e AR M.

e. ISR 6:
F 6 Hagh R
S HrE R =00 HOXB4 5 SRCIN1 BEE 6
e B 94.1%
T 5 SRR A O L —
RIBE 78.6%
. N N T R 94.1%
AEH 2 RN 4 R ik vee 28 Bl s
RIBE 85.0%
. N N S 94.1%
AEH RN 4 S AR e 28 L s
RIBE 60.0%
. . N S 94.1%
AE H 2R 450 /N P e £ b A
RIBE 100%

13
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#55 7x HOXB4 5 SRCIN1 £ 5 PCR M & AN 25 55 St ] 2 b sl 5 SR A ORFF— 3. R 1%
Z H PCR R &AM 45 R AT {E A HOXB4 5 SRCINT FE [ B2 R U s f 45 SR 02
SEHEH] 4: HOXB4 R SRCINT Fe BRI 7E SR b il

BEAR(S B MR FE He R At 387 i, oAb 1B % X FREAAAEAR 303 1, JEREALN FRAEA 84 (7], 84
WlJsRE AR AR hoE e 21 ], MR 40 01, /NARRE 10 0, SREAHR R 2L 13 B,

HOXB4. SRCIN1 Fl B-actin fAM 51 ¥ FI4RE P 51 5 St 9] 1 AH ]

AR

a.  WCEEWRIZ A S AR M R I SR AR, B0 B, SRS R SRR AR A F
DNA $#2BUR7& (HiPure FFPE DNA Kit, D3126-03) 12 DNA.

b. i ZYMO RESEARCH A4/~ F] 1] DNA #4bik5fl& (EZ DNA Methylation Kit, D5002) i#47
DNA [ 5 i ER S 1B .

c. AR SRR ARG S 3 A .

d. KR

PLACTB E N N, #R 35 $E 5] 2 R R HOXB4.SRCIN1 (1] Cp [EF ACp 1H( ACp {E=Cp wazn-Cp acts)
SKFNWT b A H Ik K, HOXB4 5 SRCINT fIBIEZH: Cp fH=37.2, ACp fH=9. ZA&ill4s R f—IN
ANTULEEIE, WRT A B, BRI R 2 g RN T BT I, AT . 387 BB
TARAS A 25 SR 40 T

x 7 KWL R

SETEH R iR HOXB4 5 SRCIN1 B4

i 96.0%

5 LR AR A L e -
REE 77.4%
i 96.0%

5 LR A i 4 L -
REE 71.4%
s N N ek 96.0%

AE 2 R 40 e 2 B A

REE 75.0%
i 96.0%

T L 4 300/ A0 6 48 L -
REE 90.0%

HOXB4 5 SRCIN1 BE& 46 WAEFTA EELERbR A A I i3 1 i R LI 3, Seit a5 R NR 7. ML ESER
AILAE i, HOXB4 5 SRCIN1 BEEHILE 96.0% M= e T, REUEIRR] 77.4%; IR e i AT L
B AT, B 4 HOXB4 &5 SRCINT B A6 I A4S 262 71.4% o el 2 ot e (R Aar I 2R HOXB4 5 SRCINT
BRA I ) R U R IE B 75.0%, 1% — SR e sl LA TR R . RN IR — O AL, | T3
SERIRIRETRER, RSN 75 4 i B R0 (0 i e 21 41
SEHE] 5 AEREYE S TERBREARRRNLS R

RN EIE LEE T AN bR S S AE R A A B 50, S BRI 40 F

H4E 1: HOXB4+ SRCINI

HE 2: HOXB4+PCDHGA12

#H4 3: SRCIN1+ PCDHGAI12

HE 4: HOXB4+HOXDS

#H4& 5: SRCINI+HOXDS

#H% 6: SRCIN1+ PCDHGA12+ HOXDS

M4 7: SRCIN1I+HOXB4+ HOXDS

B SEG S5 AT R AR AT R S 2.

14
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TE 107 BB HAE A A Fbs SEE A AT, HoA Ew X AR 51 61, maEdAREA 56 1, %A
A BRI 25 SR an gk 8:
8 (EWH vs. & REAE)

HeE 1 HeE 2 HE3 HeE 4 HES HE6 He 7
RBIE | 76.8% 64.3% 46.4% 66.1% 53.6% 53.6% 76.8%
Rttt | 92.2% 92.2% 92.2% 94.1% 94.1% 90.2% 92.2%
AUC 0.870 0.810 0.848 0.833 0.883 0.832 0.892

R 8 MR R R EVH AR BAE AR RN m. oidEAs 1 de2, A53 4
4 MAEA 5 ERDR, NG EEFE A RN SE R 2z REOR, MA4A 1 Fiiid HOXB4 5 SRCINI
BRA I R R 92.2%, REUEN 76.8%, Ltk feimic s THAh 4 MHE&. HHdE 3. HE 5,
HeE 6 BHA 1. HE 7, SR RFIMEINGEWHA—E IR mA . RIE ] AR R, 45
RRE, HAEEERNEFEGEMASEBAANTFNAS | —F, EREUE. B2 R AUC IX 3 MER E
BEARANBR. ERM S W, 3 E AR ER AR EMEESTEARN (nd s e, 7). WIFRMER
HOARTHS S R R
SEHER 6 SIMREHAA KRR

SRR ET 5% iR AR B AT AR B ORI R, R I ATERE I R, it T 2 00 514 B ot
MIPRER, DLSHHR B AT AEd e I 5 SR ANRR S VR (R E RN 314, DASE AR S T R X7 e 6 52 s I FH 381

PRSI

TE 40 GUBRAAE A AN F FIHREH LA BEATAR TN, FoA IR %00 IR AR 15 61, S AE 0] PR 25

R SIVMIRGRE

B oS il YEH
HOXB4-F1 SEQIDNO: | | TTCGTCGTTTTCGTTATCATTC HOXB4 5|4
HOXB4-R1 SEQIDNO: 2 | TACTAACCGCCTCGCTAC HOXB4 i 5|¥)
HOXB4-P1 SEQIDNO: 3 | FAM-CGGGTTTTTGCGTCGTTATTCGTC -BQ1 HOXB4 5 #R4+
HOXB4-F2 | SEQID NO: 16 | ATTCGTTCGGGTATTACGTC HOXB4 5|4
HOXB4-R2 | SEQID NO: 17 | CCAARATCCCGACAAACCG HOXB4 i 5|¥)
HOXB4-P2 | SEQID NO: 18 | FAM-CGGTTAGAGGCGAGAGAGTAGTTT-BO1 HOXB4 5 #R4+
HOXB4-F3 | SEQID NO: 19 | CGGGTTTCGGCECGGCGCGC HOXB4 5|4
HOXB4-R3 | SEQID NO: 20 | CGAACGATAACGAAAACGACG HOXB4 i 5%y
HOXB4-P3 | SEQID NO: 21 | FAM-CGTGTATCGTGTAGCGTTACGCGG-BO1 HOXB4 il #R41
SRCIN1-FI SEQIDNO: 4 | TCGTGTGTCGTCGTTCAGAC SRCIN1 FiE514
SRCIN1-R1 SEQIDNO: 5 | GAAATACCCGCGAAAATACTG SRCINI Fi54%
SRCINI1-P1 | SEQIDNO: 6 | AGTTTTACGTTGGAGAAGCGTCGE SRCIN1 i #5%+
SRCIN1-F2 | SEQID NO: 22 | TATCGTGTATCGTCGTTCGGAC SRCIN1 FiE514
SRCIN1-R1 SEQIDNO: 5 | GAAATACCCGCGAAAATACTG SRCINI Fi54%
SRCINI-P1 | SEQIDNO: 6 | AGTTTTACGTTGGAGAAGCGTCGG SRCIN1 &l 4t

A3-TqMF | SEQID NO: 13 | GGAGGTTTAGTAAGTTTTTTGGATT B-actin JE[H_E 514
A3-TgMR | SEQID NO: 14 | CAATAAAACCTACTCCTCCCTTA B-actin JEH R T4
A3-TqP SEQID NO: 15 | FAM- TTGTGTGTTGGGTGGCTGETT -BO1 B-actin F& AAG I R ET

BECAR R —5 WA R, SY HREFS—E, PR RS 2.
g R a0k 100 11 Fios.

15
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% 10 HOXB4 7ERREA PRI EE B QER 4 vs A HERE)

) e REE
F1, R1, Pl 93.3% 72.0%
F2, R2, P2 93.3% 44.0%
F3, R3, P3 93.3% 68.0%
# 11 SRCIN1 fERMAE A P ks S R QERA vs. AT ERELD
) e REE
F1, R1, Pl 93.3% 56.0%
F2, R1, Pl 93.3% 52.0%

E LR E SR — KA F 51 %S, WA 4 SR A
HOXB-R1, HOXB-P1 1 SRCINI1-F1, SRCIN1-R1, SRCIN1-P1 JI5|¥F#REH4H &7 @i =g .

16

M. 7E4FRME—EAE R T, HOXB-FI,

PCT/CN2020/118998




10

15

20

25

30

35

40

WO 2021/243904 PCT/CN2020/118998

A B R P

1. —FEEFEMA S, HREET, FridEFEbrEY R HOXB4 M1 SRCINT .
2. IR R A B e WU 7R 7 ) 6 T e A R B A R HRREE T, BT

F 4% HOXB4 #1 SRCIN1 .
o 2 TR A B A W K 7R AR B A HOX B4 A SRCINT 2 R (1 Akl prg i 771
4. UOBURIEESR 2 ik B R BRI SR 3 BTk k7], JLARRAEAE T, Fnid 25 2 R R b B A

A, AL FEREA IR ) R LA I 1 51 A R0/ B R AT

A, AFEERTEN R CpG BRI SR EHRET

A, ARREN RN R AR R BRI X S B X EETIA S B X B I X IR CpG

Ep3R1q 00 5| YR /s st
5. WIBCRIEESK 2 BTk B B BRCRIZESK 3 Frid 07, HAREFE T, Frid HOXB4 A 1) B AL

RO 51 4 b BRI RGN BTR BAZER I 7 A1) b A R — T

I. 540 SEQID NO:1, SEQID NO: 16 1 SEQID NO: 19 FisHIZERFIIER E /D 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&

I 01 o8 BEANT s RI/ER

FITik HOXB4 JE R H B A0S WU 0 51 47 b i 1 i 5 | 02 a0 B B 8 P 0 b R R —

Tt

11, 540 SEQ ID NO:2. SEQ ID NO: 17 1 SEQ ID NO: 20 FiRfIZ IR T4 EH Z /0 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&

IV, 1 I s e o BEANT s R/E

FriR SRCINT 22 P () FE S AU () 3 1 400 b 1 B3t 51 0 B R BRI EF IR 7 271 AT i —

Tt

V. 5141 SEQ ID NO:4 #I SEQ ID NO:22 Fir IR 75 B A &0 85% 5 E b 90% 5% />
91 % /> 92% B % /> 93% BN ZE /> 94% 5% Z /1 95% Bk B /D 96 % BN B /D 97 %l B /b 98 % B F /) 99% ,
B 100% [F— M H R T8 &

VI, WV B FAIR EANT S R/ER

JITiR SRCINT 5 Ry L A0S WU 0 51 470 b 4 1 e 5 | 02 a0 B A R P 70 b R R —

Tt

VII. 511 SEQ ID NO:5 Bz ERR 771 B 2/ 85% 8% 90% 8 £ /D> 91%8 2/ 92%
&> 93%HE /D 94REE D> 95%HE /D 96N E /D> 9T % ZE /> 98%EE D 99%, B 100%[F]
—PEPRR TR &

VIIL. 1 VII BB 20 BN T s

FIER], FTA HOXB4 J Rl ) FH A AG I 9 5] 47756 4 SEQ ID NO.:1 1 SEQ ID NO.:2 ffiiR;

A, TR SRCINT J& [l ) A0 AU () 51 #0% 4 SEQ ID NO.:4 F1 SEQ ID NO.:5 fi7R;

A, TR HOXB4 R ) FE R AAS I i BR 4T B W F Fos BB 8 7 471 A 4T 7 — T«

IX. 530 SEQID NO.:3, SEQID NO.:18 1 SEQ ID NO.:21 FimHIZERFIIEBE /D 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&
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X W IX FoR R EANT A R/ER
iR SRCINT 2[R ) FF 2 AU AS W 4R & B W s BT B 2 21 P (AT 7 — T
XI. 5 SEQ ID NO.:6 iz H IR F5 B 2/ 85%5 & /> 90% 8 & /> 91%58 5/ 92%

B E > 939%uk /D 949% 8, F /b 95%EL /> 96% B E D 97%uL D 98% B > 99%, BY, 100% [F)
—MERRERFEN; &

10.

11.

XI, X1 s AR EANT I

RIEBCFIEL SR 1 Frid fHE RAR EWE A BB EESK 2 BTid B BRCRIEE R 3 Bk (k77
FURHEAE T B 0 filee a6 B /N PR e AR /N B e s BEER G, BTIR A0 3 /N0 B e
e B BN B . e

RIEBCFIEL SR 1 Frid fHE RAR EWE A BB EESK 2 BTid B BRCRIEE R 3 Bk (k77
FORHEAE T+ BT A al7m] Bt X B0 AU A3k B Iy i e v 288, MK, BRI
Mg M. FRAE BT 5 R B o ) 22 > — s

PRt FrARE I B RS AL R R D —Fh

ARG, FTIARE I R B Bk W R B R —Flr

— PRI RS, HAREE T, iR RS0 E56 DU

(1) HOXB4 1 SRCIN1 4 [l ff) B AW A A U ) 2 <

(2) Bl b BT 5

(3) R4t

PR, P () AR A A I A A A A I 8

P, BTk LA B & 9Ot 2 B PCR . PCR . WA () — Pl al 2 ol
PRI,  FTIR (O A A 15 A A LA 5

ik, FriRmEER IS T ES . THENLA I —Fh e fh

ik, Fridfi S A BT84 SPSS. SAS. Excel F1—Fral £ Rk {1 AL
PRt P 0 2 SR tH A IR 5 A R Y

Rikth, FrAfs R SR, MRS i —FE

PR, BT ) FH A A DR 38 A A A R BE SR 3-5 41— Fimidk (14 22 = DR ) FR RS A BB 5 Al
s

ik, FridfEER MR E T a. RIS AR DA K OE 5 X BERE AR IR R s b
Tl A7 AP A DA R I 5 % PR AR AR s . BR XS [0 e ) 7 3 28 ) 485 W E AR DA % E 6 o)
FERE AR IR a. ARIE LU g AR, ey T A e ) R R A T R A
PR, P 2 SR R A P T R 4 R e P R e B T R v

Pedetth, BT IR HHE AbFEAL A () JU BT AR B g« T8I 45 SR L A R B AR 5 R AR I R LA 2R
HRFIRE A 5 RS FEA ) B 2R A0 B A B3 22 a3 72 et 45 SR A U A A 28 s XSG
o

WIBCRIELSR 7 BTd e A Il &R 5, HARAEAE T, BT r e izt 11 /0N 4 e Mo R0 3 /N4
il s BEAREHL, BTk AR/l ibE i B SRR . B .

WIBCRIELSR 7 BTd il A I &R 4, HARMEE T, BT Al R Go R £ X 0 Ae il AN B il
YRR A Bk, R, M. M35, 2. R B8 IRIEER 30 i 2 b —Fir
PRt FrAREARE BRSO AL R R D —Fh

FEAREH, FTIARE AL B I Y e B P i A b —Fl

— i IS W T, TR TR LT AR RR:
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(1) BESRIE T 523383 (AR A A HOXB4 A1 SRCINT P i1 B 34k 7K
(2) BAFINRE A S 1E H 0 R A HOXB4 F1 SRCINT FEE] AL AT Hudes M
(3) FETREIFEA G IR 5 X BAE AR 0 AL ACT RS . 12 Wi s
Al R, SR B AR R 2 B PCR (qMSP) f1] HOXB4 A1 SRCINT R ) FH 21k /KT
Alifth, FTASER (1) b, kAR 2 fARIRE A 5 HOXB4 F1 SRCINT [
{1 PR R A KT AR a7 ik 5
AL, IS A R IR REAR SIEEREAR D) LA R, SRR A 5 1R AR 1 AL
B B Rk B E 2R, 45 BRI Rl 2% B KUK &
A, BT BOARIRE Rk RV . A, MUK, R, M. IiE. M. R
T2 I B S () 2 2 —
TIHy, AR fOL B IRERE . R AP R RS —H
AIHy, AR ik B IR RE SR AR W ) A —
AT IEH, BT B I /N0 e RN RN A P e
A, BTIA B E/NE A E SR N . e
Alifth, FASER (1) o 23 B RGBS A I ARSI HOXB4 1 SRCINT JE[H g
FANTKF, BTId 56 ey N ) ik R ) PR A A DU D 5 | P R B ER B
AIEHL, AEEE AN CpG HIRR M5 /R ET 5
A e, RSP AR R B A X S BT X BT S BT X B X 3T CpG
Ep3RA300 51 M rn /iR st s
Al BTk HOXB4 PR HH BAGAS I 0 51 420 b B 0 5| 0 B 4 B A e e 51
FUERE— I
I. 51 SEQ ID NO:1. SEQ ID NO: 16 Al SEQID NO: 19 IR 75 B £/ 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&
I, W I om0 e) AT R/Ek
Firik HOXB4 B[R ) AU I (1 5147 b (0 T i 5 0 B8 T F B AR E e 0 oh R AT R
— I
III. 521 SEQ ID NO:2. SEQ ID NO: 17 1 SEQ ID NO: 20 it B 75 B £/ 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&
IV, 1 I Fros e B BANT B R/ER
frid SRCINT &R ) HJEALAG U 4 51 9 b i B3 51 0 B 40 R Fos AT R 7 81 P AR R
— I
V. 5141 SEQ ID NO:4 A1 SEQ ID NO:22 iR I EHR T ¥ HH Z /D 85%5 F /> 90% 5 ZE /b
91 % /> 92% B % /> 93% BN ZE /> 94% 5% Z /1 95% Bk B /D 96 % BN B /D 97 %l B /b 98 % B F /) 99% ,
B 100% [F— M H R T8 &
VI, WV B FAIR AT A F/E
Bk SRCINT J5 [ () FEEE A AG U P 5] 40 b B4R 3 5 0 B 40 Bos A 8 e 471 v AT R
— I
VIL, 5401 SEQ ID NO:5 Fin iz EHIR 77 B A 2/ 85% 8% /b 90% 52 /b 91% 8 £ /> 92%
&> 93%HE /D 94REE D> 95%HE /D 96N E /D> 9T % ZE /> 98%EE D 99%, B 100%[F]

19
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—PEPRR TR &
VIIL. 41 VII B3 9 BANT 51
AIIERT, BTA HOXB4 B[R ) H AR AS U 5] 4775 n SEQ 1D NO.:1 1 SEQ ID NO.:2 ffiR;
Alifeth, TR SRCINT & Rl ) H AL A A 51 4205%F im SEQ ID NO.:4 1 SEQ ID NO.:5 ffiRs
AIEHL, FTIA HOXB4 R 1) H AR I PR T BB 40 R B A% H I 2 41 Hh AT i — Tt
IX. 530 SEQ ID NO.:3, SEQID NO.:18 1 SEQ ID NO.:21 i EHRFIIEF E /D 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&
X 0 IX B A AN T H)s F/EL
iR SRCINT =R ) FH B ANAS I 00 ER £ B I F Bras FRAZ P I /e 41 b A e — T
XI, 541 SEQ ID NO.:6 Fix FIR% H R T B 2/ 85% 82 /D 90% 2 /D 91% 82 /> 92%
&> 93%HE /D 94REE D> 95%HE /D 96N E /D> 9T % ZE /> 98%EE D 99%, B 100%[F]
—PEPRR TR &
XII. X B 20 BANT A
12. — PR YEYT )75, BT i dE LT AP IR
(1) BESRIE T 523383 (AR A A HOXB4 A1 SRCINT P i1 B 34k 7K
(2) BAFINRE A S 1E H 0 R A HOXB4 F1 SRCINT FEE] AL AT Hudes M
(3) FETREIFEA G IR 5 X BAE AR 0 AL ACT RS . 12 Wi s
(4) [ W A it Jee 1 52 A3 Tl FH e e £ 2440
Al R, SR B AR R 2 B PCR (qMSP) f1] HOXB4 A1 SRCINT R ) FH 21k /KT
AL, IS A R IR REAR SIEEREAR D) LA R, SRR A 5 1R AR 1 AL
B B Rk B E 2R, 45 BRI Rl 2% B KUK &
AR, SRR R M e B PCR A IS IR 1) B ALK
A, BT BOARIRE Rk RV . A, MUK, R, M. IiE. M. R
T2 I B S () 2 2 —
TIHy, AR fOL B IRERE . R AP R RS —H
AIHy, AR ik B IR RE SR AR W ) A —
AT IEH, BT B I /N0 e RN RN A P e
A, BTIA B E/NE A E SR N . e
Alifth, FASER (1) o 23 B RGBS A I ARSI HOXB4 1 SRCINT JE[H g
FANTKF, BTId 56 ey N ) ik R ) PR A A DU D 5 | P R B ER B
AIEHL, AEEE AN CpG HIRR M5 /R ET 5
A e, RSP AR R B A X S BT X BT S BT X B X 3T CpG
Ep3RA300 51 M rn /iR st s
Al BTk HOXB4 PR HH BAGAS I 0 51 420 b B 0 5| 0 B 4 B A e e 51
TR — T
I. 51 SEQ ID NO:1. SEQ ID NO: 16 Al SEQID NO: 19 IR 75 B £/ 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&
I, W I om0 e) AT R/Ek
Firik HOXB4 B[R ) AU I (1 5147 b (0 T i 5 0 B8 T F B AR E e 0 oh R AT R
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— I

III. 521 SEQ ID NO:2. SEQ ID NO: 17 1 SEQ ID NO: 20 it B 75 B £/ 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&

IV, 1 I Fros e B BANT B R/ER

frid SRCINT &R ) HJEALAG U 4 51 9 b i B3 51 0 B 40 R Fos AT R 7 81 P AR R
— I

V. 5101 SEQ ID NO:4 #l SEQ ID NO:22 FiR % EH R 77 A £ /0 85%8 £ /> 90% 5 & /b
91 % /> 92% B % /> 93% BN ZE /> 94% 5% Z /1 95% Bk B /D 96 % BN B /D 97 %l B /b 98 % B F /) 99% ,
B 100% [F— M H R T8 &

VI, WV B FAIR AT A F/E

Bk SRCINT J5 BRI (0 FF A0 AG U P 51 420 Hh )R 0 51 0 E A a0 F om0 I 7 1 v R AT R
— I

VIL, 5401 SEQ ID NO:5 Fin iz EHIR 77 B A 2/ 85% 8% /b 90% 52 /b 91% 8 £ /> 92%
&> 93%HE /D 94REE D> 95%HE /D 96N E /D> 9T % ZE /> 98%EE D 99%, B 100%[F]
—PEPRR TR &

VIIL. 41 VII B3 9 BANT 51

AIIERT, BTA HOXB4 B[R ) H AR AS U 5] 4775 n SEQ 1D NO.:1 1 SEQ ID NO.:2 ffiR;

Alifeth, TR SRCINT & R ) H AL A A 51 4205 im SEQ ID NO.:4 1 SEQ ID NO.:5 ffiRs

AIEHL, FTIA HOXB4 R 1) H AR I PR T BB 40 R B A% H I 2 41 Hh AT i — Tt

IX. 541 SEQ ID NO.:3. SEQ ID NO.:18 1 SEQ ID NO.:21 FrnHIt% e e o B £ /0 85%
B 90% A > 91 %R /D> 92% 82 /D 93% B /b 94% BN FE /b 95% 5 & /> 96% 5L & /D 97 % HY,
20 98% BN E D 99%, B 100%[F — M ER T K&

X 0 IX B A AN T H)s F/EL

iR SRCINT =R ) FH B ANAS I 00 ER £ B I F Bras FRAZ P I /e 41 b A e — T

XI, 541 SEQ ID NO.:6 Fix FIR% H R T B 2/ 85% 82 /D 90% 2 /D 91% 82 /> 92%
&> 93%HE /D 94REE D> 95%HE /D 96N E /D> 9T % ZE /> 98%EE D 99%, B 100%[F]
—PEPRR TR &

XII, X B 20 BANT A
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AR EH S AR R TR MAIROC dhek

0.2
weeen HORELSRRCINT, AUS=0.212
s HOXBAERODHGAT 2, AUC=0 838
- HOPEGEHCXDE, AUC=0315
ot ¥ ¥ Y ¥
no 02 n4d 0.6 03 1.0

1- 8554
K1

A FlE S-S LR A P R EROC #i4k

1.0

0.2+
reeaa HOXBAAERCINT | ALIC=0 370
~ov HOKBAERCDHGRTE, BUC=0.310
SO HERE4EHQXDB, ALIC=0533
0.0~ T T I
na a2 0.4 08 03 1.0

1- 4554k
K2

172
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C. DOCUMENTS CONSIDERED TO BE RELEVANT
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