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1i1E, AW E RS EA RN AT TR X B A7 A

[0075] R AEAH S HU B AR IR , 75 D) s 23 1) B 6 Ao bl (B R 96 ) 8 T 2 a2 i 20 1 1) 7
HENREE.

[0076] G SCAd Y, RAE (a0 B AT 2 F5HE )5 1A 1 S50 515 0 v] R &k A Bl AT
Re AR A, BAZR R G35 i S50 B L R AE () SEAFI A S AN A ) SE A5
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[0077]  fnA SCAE FH, RAE “WIZ gibric-17 2 48 B 5 UL 40 M 56 (10 A8 1 R A B
mRNAFIEE G o mRNAGL 55 7 122 45 95 22 A= 2 2 1) 375 5 BB 30 9+ BAE R A SCRTIR 1 724
SEFImRNA N T R L, LS4 bR 10— 1AL 2 B 27 Bk 185 5 1 AL 1 mRNA

[0078]  fnAS SCfd FH , RAE “WIZ gibric-27 2 48 B 5 ML 46 M 56 (10 B A8 1 R A B
mRNAFTEE G o mRNAGL 55 7 122 45 95 22 A 2 2 1) 375 5 BB 0 F BAE R A SCRTIR 1 7724
SEMIMRNA A TS A WL, WL FE AR 2605 1 30 BT ik ) 175 S ) A& 1 mRNA

[0079] A A Y, RAE “WLZE 4 bric-3" /248 B A 5L 40 A o B B 38 1 R A 1 10 )
mRNAMIEE G o mRNAGL 55 7 L2 45 95 22 A 2 2 1) 75 3 BB M F BAE R A SCRTIR 1 /724
SEAIMRNA A T 5 28 e UL WL 4 bR 10 - 3B St 51123 Hh ik 149 375 3 (1) R H (¥ mRNA
[0080] A SCfd FH , RiE “WIZ Sibric-4" 248 B A 5 UL 46 M 5% (0 A8 1 R IE B
mRNAFTEE G o mRNAGL 55 7 122 45 95 22 A= 2 2 1) 75 5 BB 90 F BAE A SCRTIR 1) /724
SEAIMRNA A T 5 28 e UL, WL 4 bR -4 8 St 51124 0 B 149375 5 (1) A& H (1 mRNA
[0081] iR SCAd Y, AR “52 3R $8 it F I 0 , B an 304 o IRk, A SO FF I 5 21 52
R A NEAHE S, ) Wl FLEh A < L 5 TCAT Sh sl B sh ) o B3, A SC N TR T3 VR
ZRBE AT NNR AR RK D G RVG2E 2 F IR L S a5 3 . 1%
ARIEA RIS AR R BT o DR b, BRI 55 AR R A2 ) L2 SR L To v i s
P AE—J7 T 5 BT 320 NI AL 30« FB 38 1 BB IR R B RE [ 32 R 3 - KB R B
NBAEAZ A AL AT 7 00 FE L8 7 1, 76 P R i A2 W 328 77 2 — A 8k
ZAWURREE IR IT o« 75 FF I 5 15 1 3 56 7 T , 75t B D 3R 2 /i 2 2 W 52k 5 7 Z e it
JULPR R JE o 75 A T () J5 1 ) R 8 T T, 8 it FH D B8 2w 2 W 320 7 B i LA g B L 112
IR LA DR A1/ B 2 R 2 AL

[0082] YA SCAE F, AR TE YR I Fa 6T BLE VA R o3t AR BT 7 9 EEUIR I R0 A
B E R E L ZARE B O A RS E B, 0, R IR B EARR T AT
WEWTEE TR 20 RE  RE AR RE EUORE AN 78 G I 22 P 22 20) A it FH o iR 5 A
FERMIEIT » R EARPS Fe ol 00 i EDIR L BURRE YR 7, H B AR RIG 97, REE A
V6 BT 5 R D5 97 I RV B0 E 19 TR R YR T LR A s AR E B G 4k B R T, B 5T
T GRMAE IR A I8 BB iR SR RE IR 97 s TREH PR I6 YT, BPU K e /MU ERGER 47
B 58 4 F ) AF 9 5 LR L BT RE R B IR TT s RIS RR IR YT, BV S o 38 AH 5 5 9
T3 BROR L B0 A () T4 78 53— ANREE VR IT IIR T o AE AR T T, 2R G R TR FE I L
N (BN AN 12 R TG YT, BAHE : (1) 0BT 208 75 T B 175 R 12 0 T 1L v AR 12 Wt
A HA R E R A Q1) PR, RIS 1E R R s 58 (11 1) SR » B 1% 709
IR o FE—J7 T, BT 32 30 N FLah i an R K28 T AE 7 — 7 T, iR 2 ik AN ARAE
“SRETHEFEIFEY (B RS K E B g VARE L L 5E) RISk
B (AR /INER B KRR KBRS SR A5

[0083]  diAs <L s FH I ARAE “Hif (prevent) ” 5% “Hif (preventing) " F8HER: FH 15 L8 4
TR 5% 1 B G S AR R s TS I AT Bl o IR AR , 76 AR TS FH Rk /D 00kl 55 T B
BN L BRAE AN R AR R B, 7 S R HL A TF T SRS EEIE A

[0084]  GuASCAY FH, RIE “CWr BIECHZ HEARN I (B EIT) #4710 SR, 3F
R ILEBA T2 W BlGE A SCA AL B A AW ER 5 R IE T IR B, <2 R L

11



CN 106822153 B W OB P 9/124 T

FHIE” AR OS2 BN 1 (1 an = ) 34T B9 B ARk A, F R0 A AT 2 el i
AT HE VLA 5 A 3k 15 LA D ag A/ sl e b i Je 1 2 AL LA B A A& W0 vE I T
BAFR A, S TR ER VIR R T8 OB RN D (1 2= Im) 247 1
PR E , FE R I G CANLZE 48 R 1) 95 58 e A (i 3k L PR fidk e ik 13 LN Dy e L i/
B 3R AR RR (1) 2 A LR R XS 52 30 2 1 L B30 o X M2 W o] 0 SO , 49 o A STk
WIIWIZES%%

[0085] AR SCAY H, 46 1“8 T BV ITWAE SR 2 TR T RORE IO 7R EORIG R
40, 32 T EE TR N G BT %5 58 A 18T e (19140 45 U3 46 AH < IR AE)
() 75 B2, I 5 2 52 A% VR T o TTTAE — T T, 28 58 7] 5 4F H2 W i A RN SR 5k
it o IS TRV FE 53— J7 T, Ji FH T il s STt e FH AR N St

[0086]  fA N AFH H, RiE “jiti F (administering) ” A1 “Hfi H (administration)” 5 n] 521
UL LGP AT AR 77325 o X SR IT VR R AU AR N L BN, HASFE (AR T, 1 ki
FH 28 R it FH 38 sk W N Tt P 7t P = 50 e FH B 3 P it P  FISS ISt P B PR e A R Y
Jite FH B it P < i P I R e P AR Ry S R A G R P it P Sk N e A UL
Jite FHRR B it FH P I i 70 it P o e FH P Ao 882 X B ) Bk ) o AR AN [R) 7 10T, w] ARV YT i
) s BRI FH LAV 7 A7 75 1 22003 B0 28 o 7E 55 AN AN [ 7 T, m ¥ s 7] P87 e ot P Bt P
TR 5 e e i

[0087]  4pASCATE AR ARAE “Befil” 848 A JF AL G P AN AL | BB 52 AR B B AE W) s Ak LA Ak
AT g2 e AR (] A0 S2 A4 e S IR AR B A5 BiE PR 7 N B (Rl 55 E S A AR
F) )42 (R385 AR 035 1 BT MO S o — AN VAl B R 7 IR 7 sl B AR ELVE ) T
i,

[0088] UnACAE R, RiEk “B 3= (effectiveamount)” Fl “H 2 A & (amounteffective)”
i /& AR i 75 45 SR sl AN BH B8 1) 5 B 1 B & B 0, “Y897 B 20" 18 /2 L3RS P v
YR IT 45 S BN AN B EE I E R A AE T (E 38 A 2 DL sl A B BE B & o A TR B Ak &
F IR E VR IT A SO /KR B T 2 MR 2R AL HE B va o7 %) 995 A A2 i 1 7 E
P BT R 2 S0 BB TP AR s R EE L — Mg 5 R S AR s it FH B 1) 5 e I 15 5 A
FHRR 8 A0 & P00 HE T8 28 v T RF B2 8] 5 5 B I 8 A4 400 FHE 12 27 4 33 rh 28
FEAA R 25 41 B 5 45 R 245400 o 451 4, 7 AR 3k s A S Bl 2 P9 AR B L6 AR AR T 75 223145
B i BII6 9T A R B 7K R TR A6 4 & P4 245 3532030 38 I h & B 2 38105 B s PR F . i 2R 75
BT B H BRI H R 2 R L, BB EH S S A R R E Y
VAL RS H 55 B o D SR AR AT ART 2 SSRE , AT EH A 0l 5 i R 5 R B R & e BA ek AR, F BT A
PAEEH — kBl 22 OGRI B it 47 24— R B Ok o AT LATE 25 58 Fh IS 24 i R0 >4 771 & 1) SR
W FI 48T o 7E 53 AN ANIE 7 T, AT 55 DL “TRSTT P A 2ok ™ it FH 5 BV A 208 FH T T 75 92 3
B E.

[0089]  GnASCAF FH , “ECs0” & 8 A= Wi A2 Blact 2 110 2H B 4350 %6 3 5 B g A0 BT 75 4
Ji (k& a2 ) R FEE R &, Brid ) i iR B WS A28 B IZ R B 5 .
ARIAE L EH T AN E S, ECso L FR 7EAR N 50 %6 $5 5 Bl v AL BT 75 2 10 ) Jo 1 9k 2 Bl 51 o o B
F ECso M] 8 7| JEC1E J 20 R B DM . 2 [] — 2= PR Ve 87 (4] e 5 42 40 AR R B8 1) 8 o 2 i) 87 T
HhEAAR N R AT &, RO Z 2R G042 T7 158 0 30 T ORI AR e 187 48] 2, 12 e 3
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A P IR 0 LA B AR AT 0 8 (0 LT 4 () 88 1R 25 B 15 R R G0 h A AR SN EAT I B B
5 %R N T P I BRI TR R (51 v 247 S0 » A /) BRORIR SR AR 1A Y #EAT U o /B
AR B AT AT IO R I R AR (1) RS e B PR (10358 28 o 3 2 3, 2% M L P A 5%
ik A B K AT B3k /1 Bt K B AR B AT I, P R el A2 B 51N ok LA =4 2 A
PRI R -

[0090] 4 A< SCAsE F /Y “TCs0” & 48 A2 W 31 A2 B 72 19 41 7 78 70 50 96 4110 1] ¢ gk 2>
(diminuation) BTl ZEH P B (Bl Uitk &) , I A 2 A0 28 O B 1 2%
DR P2 BT B o AR SCAE e T S A g S, TCso AR FEAA A 50 %6 4111l B il 2 b e 75 22 4 o
R B B o B TCso AR ) — 2 B K (50 96) IR FZ (1C) BT il 7758 o i o2 w] £
PRAN AR A AR G BEAT U, DR iz AR Gt A T (1K) 3 FH T JE X A P A i Lo A5 2 o
A P IR 00 LA B AR AT 0 8 (0 FLET 4 (1 88 1R 25 B 15 R R G0 rh A AR SN EAT I B o B
& T S AT P 3 T SO R A5 A A S0 AL A N BRRTOR SR AE AR N EAT DR /N B AR
B T O AT IO R ) R B (491 A J b PR PRI AE A% o 3 3t , W 7 W] A e 2
S PR GO\ B o LA 3 24 52 A e R ) 2 e R e R o/ Bl K B AR g AT D 2

(00911 RIE“Zyo7 LRI 1" Hd A& 2B BB A B R, REASBLAT 305 305
AR KT AT A A SR AR H o

(00921 GpAS SCAE AV ARTE “AT2E4” $8 BATAT2E B BHAAL &9 (B an A SCATT AL & 4)
LAY, HILAEH A 73 ST A SCATFRIARLE , I HAE T2 U, A GUR I HAR A
SUYIER LB R 5 2RI & YA R SR BT PE AR, B A T4 7 3 5 ZR ML &)
) B SRAC 8 375 1 AN o 75 B P PR T A 0 60, 355 56 I < T e T B e 1) e AN BR AL 54
FIN-S4E 2 o

(00931 GASSCAE Y, AR TE 2 57 BT B A2 I BAAT 48 T8 B K VR BAR K VRS T 70 50T TR &
FBRFLF, LK A BIDREASE P AT 2 4 D9 70 T AT S P YR 70 B B8 I TR 71 o 5 2 PR 7K A A
FEARCA: B A AR T S VA R O 70 ) se R AR K L OIS 2 el (Bl H il i iR R 2
BESE) (FR BT 3 S Al B TR A LA (451 R k) AT ) S A HILIS (451 2y
W2 W) o i ann] DA i fs P A AT RE (] 40 SR ) 5 38 5 A8 70 W) 75 00 T 435 P 7 AR
JE 5 308 3 A PR T i P PR 4 5 3 2 R s 1 o X SR 2 S Wt R A B B ANy 7
7 FLAG AT 23 BRGR o A 3 iR 5 AN [ BT R AN I T 7 (19 e B 2 R T L ST
B ORI 1L B R ) SR O/ TR I 2R 01 F ot PT R 5 R 35 5505 R0 Aol L S AL AN o ]
TR 0 24 W02 300 S AR AT B S W A D 7R ) RS IR s AT R S G it
FEEW AT AR RS0, BN R FLIR -3 LI IR AT < 5 (IR IR) 28 (BRIEF) 2 2 Wi 1k
5L TR i £ v VRS B TR 3K (depotform) AR 2545 5 &9 2 L AET I BAAR &
PR i, mT DA ) 24 DR TR S R o 338 S K 2 TN 5 B R AL AR 2 10 I o 1 e el 7L
R SR 5 26 T 3 S 175 o PR T S 451 a3 T P 4 T ) L A i BRI B T
P [ 1A 4 51 CFE BRI R0 38 T s BT B T /K B B T vl v A A ) TR U 2%
PRI FAIBEAT K TR o B 3 R 1 1k B A T AL A5 W ) an LR o TR R 2, 22 /D95 E e 06 W MR 2H 7 ) B
RLEA0. 01 2 10BCR V1A RORLE -

(00941 i 33t B =5 A 5 i PR SO 2 3R A5 mp A I A 22 A SIS 1) S 2 48 AR L AR IR S BT 56
o BT A R A S R SR 7 P B Ji P R B S PR D 23 TR AZ B 0 e S AL SRR
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30 Rk, FE R B £ R R FR AR SR e P 1 — B2 S -0CH2CH20-FR. 7% , To il & 15 K%
L T A5 SR R o SRADUM , 5 SRR P I 28 R SRR AE IR ) — > % 1~ -CO (CH)
sCO—HB 7> , TR I% IR I AL T3 1Rt 28 — MR B IiE Se M AT 2 R e i 4521 o

[0095] A S Ad Y, AT “BUARH)” TTH B A WAL & Y0 BT mT 5o v A B, o £ 58 19
J3 T, AT S VE B A S5 A HLAL S VI AR RIIA ) L SCHEAN T SCHE R B3R A2 3R 1, B
J 53 IRANAE 55 1R AR BRI o 75 8] 1 T BB A0 35 (4511 ) " STtk (g IR L8 o 3 T 5 i g A AL
AT fovr i BOARSE AT Dy — A e A HARRF BN 9 AR I E R, 2% B2 (il
R0 ALEAT S AN/ G 2 2% 5T 1AL S U K A SCRTR AT WAL S RO AR AT ) o V) X
R AR TR DR T A2 IR T A UL & m] e VR A BOREE o 1Mo B, AR TE “HUR” 51
B AR & 26 A IR SRR EE 5 2 U B 7 AR e VAL & 4 — 30 9 H
ZIREE 2 TRE AL S, 1A AS B R e Pyt se (il ansdtsd = 4 P04k TR 55) 1AL
BV T AEIE LTy T, BR AR AR S s 28 g5 B, 75 A S5 B mT gk — 2B AR 1 AR (R
D2 BARECR 2 B

[0096] 75 SURRIAR W, FEASCHOHE A L A% N FAY FIAE I B LA R R AR
R 58 B o X AT 5 AR AT B, , ANBR T ASCA IR ARLE , H S 4E— D sefih e
A13E SONFEEE AT I S #8575 — s DR EA e SO e I UAGE

(00971 GASSCAE FH A AR “he 2™ 1 2R 24 b Jid 1 [0 SCRE BN SCREVR AR B, 9] P 2
CHEIEPIHE RS IR T AR 5 T AT T IR I SR A R St
N e N NS 1 ¢ e N gl P B N pVAVSTE Ny o 61BNy o IR
R AIRAR B BARIIR I o e 2k AT 9 SCBER) BT SCBERY o Bk 0 ) Dy 2 UG BIOR 22 AR .
B0, e 2 AT — A B AR U, i ik (AR AE AR T Ui SO i (o 2k A e it
Fefa AL a Ik E o A ) R RS TR RE ek (RS (sulfo-oxo) B AL . IRk
BRNEH BN B — 204 BRIE T Bk .

[0098] AN W] 1) “Be L™ % FH T 4R R S BRI e FE A BRI e 2 — 3 B2,
R 22 A Joe it o 245 5 e kb S ) B QA AE A SO BAR A5 H o 4512 , AR AR e
#E (halogenatedalkyl) ” B8 “pi fi 55 (haloalkyl) ” RAKIRZ — D El 2 i (b4 (il 5
BB BRI e 2 o R “pe S Ak e 7 HAR TR 4 R SO K — AN B e S8 8 AR
etk o RV PR AL B AR 0 R SO IR I — A B DR B SEHU e J » 2o “he k™
T ANSEB, TR E ARTE G0 Bl T 5 A R AR IR ARTE T R A RER R
R SE I AE B I B S I 25

[0099]  toREA S T A SCAT R i F g SE A1 BV, 2R TE B 40 “I b bt “fa R e Bupaiia
AR A BE 2k & 7 — I, ) s e UK 3870 AE A SCrP J SR At 56 5 5 il n L ke Rk
BRI B R TR g B e SR e k™ o SRAUHE , T4 22 B Joe 580 5 B ik Bk g 81 e 4K
BesR A" B ARG AR 22 T D il n “Jeis e 25 o R A, A8 P8 IR T 1) “2A e 5™ AR R
FRIARTE B G e S 20 e 2™ 1) S B AN R 4 18 PR TR AN BE R FERL AR RF S (R TE

[0100]  4IASCAE FHAGATE “FAfe L™ O e 28 /0 =B S AR A 57 IR BE TR (24 o A ke
BE SN FEEANR TIP3 AT 2 A A O (TR DK B SE R A B Dyt
ESCE SR R bt , HAL SRS "M 15 SO A e SR R TR = A
ek a5 (BIHUEANR T, &0 S8 BB B 0 o 56 A 2 30 e 2 g e PG iR 42 i
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AR o B o 35 A B o 25 T A — A1l 2 AN SR AR, B ik 22 B FEAE AN BR - 4 AR ST R 11
B IRGEIE e I U A R AR P RS L R AR S R A

[0101] G AR SCAd FH ) AR AR “SR WP bt 27 Sy B A M 42 X AN B0FE 2 AN CH 2 ] o R Jot
Fenl i@ 5 (CHy) o=, FHoH “a” 28500/ 5440 .

[0102] A SCAE I ARE “Pe 825 (alkoxy) ™ Fl Wi s 2 (alkoxy 1) ™ Fe e ik Pk B 15 11 e
FL IR e B, m oK R S s ON—OA, FerR A RN S ORI e R B B L B
BE7 M ELFE QT A 1 B A TR R A 5 B e S5 m O SR 9] 4 —-0A"~0A 5k -0A" - (0A) o~
0A%, Horb “a” 12200/ B 5 HA  AZRIA® Apbe 3 A/ B A J 3

[0103] iR SCAd I ARE Wi 2" B B & & b — AN B S 1) 25 7 =00 2 28 244 Bk
JE T IR I AR EE B 4 (ATA%) C=C (A°A") BAERIEEMZ TR 3 I AE P A EA
Ko R M 0 1) AR ST 8 g b ek FL HEAT HE 0, 5P I  BE R S C=CIE 2E M 4R I I 2 mT e — A
B A B, B i 22 [ GG AE AN PR - WA SCRT IR 1 e 226 L 3R Joe 386 o B0 I VIR0
B VPRI R 5 0 A I LRI RER VI BRIk FR I VB S AL A2 L
feE et AR AR R B 2

[0104] A A F I RAE “INIG 27 il 0 = AN R T4 R & 2= D — -1 W
i, BIC=CIMAE 7% IR 2 TR 2R o P4 22 1) SE A R AR PR T, BRI I 28 IR T M 228 VBRI
S IR G R IR OGN R R R UK BB (norbornenyl) £5 o RIE “ILIRIE AL
AN SCE U — PR S, BB B ERTE “HA 37 1 & L2 s i 2 b — Nk iR
T 5T (A EAER T, 05 BRERE) B IR B AN e 30 0 2 n N 2 BRI B R &
AR o A0 25 R0 e A 45 255 v g — N B 2 AN SR AR, BT i 222 A B 48 (H AN R T an A SC Rk
(b3 IR e s e B3 I EE I R R PR DS L N g Ak R R RIS LT LT
e 3 R B B ALY 3L P R e AR - R B 3

[0105] iR SCAd I ARE “Pe ™ S BB & 2D — Atk =81 25 100 2 2 244 ik
JR T o BB ] g — AN B AN L U, i B P S B AR T 4 A8 SCRT I (1) e 6 B
Pt e S I PR A BRI PRI T O O R I R RIR VTR B L R
B WS EALY RS EE P R R B SER ER E

[0106]  GnAR SCA FH B ARIE “BRbR L™ v B 22 /b /N S T4 Rl HL L &8 /b — AN B —
7 A 527 i 22 B TR 2R o PR 1) SE 9 B FEAE AR T, BB bR L BR 2 R (cyelooctynyl) o
LB (cyclononynyl) & RiE “FeIRMREE” Jydn e L — i de 2, HE S EARE
BRI ()5 L2 5 F AR R 22D — ANl D 4 2% S (BB AN PR T, 260 S A B i)
B o R 3 1 2 R e 35 T A 28 BRAR ) R 28 BUAR 1) o B B 3 AN R B 3 ] g — AN el 2 A4
L HUAR, B 22 A S AN R T WA SCRTIR B e 3 IR Je 2 L e B2 W M 22k A M 2k L b e
NS N LSRN N NN Y/ e NN R Y/ TR SRR
0 v B 1

[0107]  GuAR SCAd FH I AR 1 05 57 DR B AT A 2 T ) 0 T B A A 2 ], (4 (RN PR T
TRZE I VORI IR I IR AR RE 5 A A RS A 5 A, ol e UM O At A
(TE1% 75 A B AN TR D — AR ) B - 24 R 7 1 S FREA PR -, &0 L
T FIVR o (R, AR “HE 4405 287 AL S PEARTE “O5 387 F) 8 ST & A J7 B A3 24 IR
T IE o 55 FE B ] R B 8RB o 5 Sk ] 9 — AN sk 2 AN E U, BT id 26 &
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FEAEANPR T 4 AR ST (R B S PR B S e RIS I 2 IR B L i PR T R R T R
=B NN N AR S B NI = R A /I TEE S SRR = 3 8 S 1 v B~ 11 e S N7
BTG AL N R 5 S IR A TR O AT I P BT SRR A R IR S R s A i
(NfEZEH) , B — AN AR - IR BEE B AE — i (NTEICR ) IR AN 75 %

[0108] A< ST F A ARAE “BE” 181 3 -C (0) HRIR - FEA I P “C (0) 7 Nk FIERIC=0
a5

[0109]  fpAR ST A FH A A3 “fie” B R 287 i i a0-NATAZ R, For ALRTAZ o] il 57 b 2 A
SCHTIR BB 2 FRBE IS I 2 PR 2 o e (PRI T BB A T A

[0110] A ST A ARAE “d &L 18 3 30 -NH (e 38) Ko, Horb e 56 A SC A b i e
B ARRNEN S BFAEARR T, R O R R R R TaE 7T EE. (ff
THE) EAE (BUT ) &2 R EAE R E S, (BURES) &2 D/ 5%

01111 WA S AR TE “ e &7 I8 N (R d) o KR , Horb b 3t A SC T i e
e AR S EFEEARE T, SRR, o s e RNE . TR
STERME U T ) &R TR &R REE. O RRER . (U g
O R FE N- 2 FE-N-FF 3 N FF R -N- (3 N2 FE-N- T = 25

[0112] A SCfd A ARE “RER” i1 20-C (0) OHFE IR

[0113]  dpA e Ad A ATE “Big” 3@ 3 30 -0C (0) A'E—C (0) OA' IR, Forh AT AT gt A e fplrig
(e S IR 2 I 2 PR I R (BRbR I L 5 R Bl A 05 A B AR ST R RS R B E
it - (A'0 (0) C-A%—C (0) 0) a—8%— (A'0 (0) C-A%-0C (0) ) a=F 7 , FerP A FIAZ AT Pk 57 i 2 U A< ST
BT IR IR E 228 A Joe 25 M 25\ PRI s L e B VPR BR L L O R Bl 2 U5 AR HL “a” N1 B 5001 AL Ky
RO AENARE TRk @ £ B A 2= /DA R IREE 1 &R A 2= /DA RN
B2 [0 1 L= 1 ]

[0114] A A FH A ARTE “Bif” 38 3 20AT0A2 7R, Herb AVRITAZ ] e 7 3 2 T A4S SC Bk )
JE PR BEIE M I IR I R S PRBR I | 5 R B 2 55 I B A AR SO O OR TR R R @ it -
(A'0-A%0) o327, H A AVRIAZ R i 37 MR A A SR B e IR B3 I 2 L PRJ 2k L I 3R
JRIE 5 SR E A 0 H “a” 1 E 50011 FEE . T Bk K S AL SR INA 2 b RIS A e AR
WET o

[0115] A SCAd A ARE “& 4647 $8 1 2 98 S R A

[0116] iR SCAH I ARTE “A 387 48 3 Hh PR AR I 1R 22 20— AN A2 ik 1Y) SR 2R R 22 301 5 ik
AR TS HEAIIR RS0 AR IR T e e PRI  IDK A | S I | S PEREae | | R |
ARG, 2, 3-8 e 1,2, 58 AT, 3, 4T I P A (TR B LRI I IER TEEPe  IREIEE i
IE IS | I L bk v e DO Sk g DU UM 065 1, 2,4, 5- DU R [R DY 88 L0451, 2, 3, 4- Y e
AI1,2,4,5-PUmE g PO me AL RE1,2, 3088 M 1,2, 5188 R RIT, 3, 4168 IR TgE k| IgE
W R VELERL,3,5- =R AIL, 2, 4- R =R VEHEL, 2, 3- =1, 3, 4- S = A
[0117] A fl RS “F 5L il i 20-0HE R .

[0118] Iy S A A ARAE “Bi” 85 RA'C (0) A2 R , Horp AVFIAZ ] it 37 iy 2 4 A S0 Fr ik
(b dE IR I 3 IR 2L I IR L S R A 3

[0119] A S A I ARE “B B4 @it X -Na R .

[0120] G SO A ARE “Ris 7 it XN &R .
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[0121] A fsE AR TE I 1@ it X -ONFow

[0122] A ST FHAAGE “H b b 8" I 30-S1A AN RN, F AP AT AP RIA ) o7 b 2
BUANA ST TR R e 8 PR Je i L e S0 M BRI i B (BB | g R Bl O

(01231 fnASCAE A ARGE “BRAR -4 18 1d 20-S (0) AL =S (0) 2A".-0S (0) 2A' B0 (0) 20A'
FoR, o A AT A A ST IR (0 A B I PR IE I A I PR S I BRI L 5 B A S
BB AP A S (0) 7 S =0/ {1 5 o g AIE “BEBEIL” 7EA SO H T Haidid 20 (0) 2
FORMIBRAR AU, HrP A AT A0 SCRT IR () S s e 5 PR e L I B PR R L I (PR b
B 5 FE B A 95 5 R AR SO B ARTE IR IE I A'S (0) 2A° R , FoA AT FIAT AT ik ST b
WA ST IR B e 8 S PR BE 25 M 255 BRI 0 SRk S BB | T Rl e O R o g AR ST AE R
B A B 3CA'S (0) A*RoR , For AVRIAPA] b ST bR AR SCRITR 1R Be 56 W PR e 25 L 0 026 L 3R
I RS PRI T AR R O

[0124]  GASCAE RIS “SidE” 1@ id =0 -SHE R

[0125]  4nASCAE FHI R R VR VR, Fehn B8y, vl S B SR Bl B A ) —
AN Z A B, WERRU N B R, I A R R T 2 TR M A R 5 L e I
B A SRR AR IR BRI JE (A, AR B — B RN R, B, AR A — R
BEIR N (RUIESR) 258 —BRM B0, ki B S B b R, AR 2R 0 N e ERE N o 5l
L I R R R R BE Pk A R M B s e B — R R NI R 1B R A
e 47

[0126]  GA SRR , AR WA AL S W AT & R BRI 587y ol 5, R “BURIN™ , 6
WARTE AR J2 5 76 H 210, #B e F5 448 B 340 (1) — AN Bl 2 AN S A 3d 1 B AR
FRAE S3 MB35 00 “fF 0 BRI 2 [ W] 78 B T ) A w] BRI Ar B B A A 0d i B2
H G FEARAT 45 58 S5 40 b — M7 B T 223 [ o o 22k A Rk o — AN BCRCSE BUAIRS, Jir ak Y
AIEFEREAN AL B T AR BEANR] o H AR B TUAR A OB 0 4 S de A R BUR iz e I sliA
5 ERAT AL S LS o P E FE L T7 1, BR AR AH S HIE 2 MR B, A A B R P —
AR AR Rl — B 2 BRER Z HUARD) -

[0127] WA A B AR E “Fa g 007 48 248 T AR XA T H I — A s 2 ML & 4
20 S AT A 7 e R A R T T e AT TR L A4k L DL R ASE R SR A IR, LA A
g

[0128] 7% “AF e AR 22k T 1 w7 BROAR B0 il S b o ) R AR A ST b o 1 3% 5 -
(CHz) 0-4R” 5 - (CH2) 0-40R° ;-0 (CHz) 0-4R° -0~ (CH2) 0-4C (0) OR 5 - (CH2) 0-4CH (OR®) 25 - (CH2) o-
4SR5 AT HER° HUAR ) - (CH2) 0-4Phs AT HER° HUAR 1) - (CH2) 0-40 (CHz2) 0-1Ph ;s AT %R “HUAXHYT -CH=
CHPh;

[0129] W HER° HUAR ) - (CH2) 0-40 (CH2) 0-1— M HE 2 5 -NO2; ~CN -N3s— (CHz) 0-4aN (R®) 25 -
(CH2) 0-aN(R®) C(O)R";-N(R") C(S)R"; - (CH2) 0-aN (R®) C (0) NR°2;-N (R®) C (S) NR°2; - (CH2) 0-4N
(R®)CO)OR";-NR)NR*)CO)R;-NR*)N(R") C(O)NR°2;-N(R°)N(R") C(0) OR®; - (CHz) 0-4C
(0)R®;-C(S)R?;- (CH2) 0-4C (0) OR® 5 - (CH2) 0-4C (0) SR ;= (CHz) 0-4C (0) 0SiR°3; - (CHz) 0-40C (0)
R°;-0C (0) (CHz) 0-4SR-,SC (S) SR°; - (CHz) 0-4SC (0) R° ; - (CHz) 0-4C (0) NR°2; -C (S)NR°2; -C (S)
SR?;-SC(S) SR® .- (CHz2) 0-40C (0) NR®2;-C (0) N(OR®) R°;-C (0) C (0) R";-C (0) CH2C (O)R"; -C
(NOR®) R® ;= (CH2) 0-4SSR 5 - (CHz2) 0-4S (0) 2R 5 - (CHz) 0-4S (0) 20R° 5 - (CHz2) 0-40S (0) 2R° 5 -S (0)
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o2NR 33— (CH2) 0-4S (0) R® ;=N (R°) S (0) 2NR°2; -N (R°) S (0) 2R° ; -N (OR°) R° ; -C (NH) NR°2; -P (0)
2R?; =P (0)R°2;-0P (0) R°2;-0P (0) (OR®) 2;SiR"3;- (Ci-4 ELHEBY SCBE W HE3E) 0-N (R®) 23 Bl -
(Cr-1 H BB S HEW S 5E) C (0) 0-N(R®) 2, H A REAR A A U0 SCHT & I & BRI BT
HiZ S C1-6 R % « -CHaPh -0 (CH2) o-1Ph+ -CHa— (5-6 7T 2% 75 1) B E A Sl 7 Mk B % H B
[10-44 24 JE T/ 5-6 - T AN 380 ANHL RN B 75 610 36, B, R 8 X b s ik
SEAFTEMIRVE [F) FAG A S5 7 — T G A Ao % & SR BRI 0- 4 2R T 13- 12-
JCHLRN ) 35850 AN RN () B 07 () SR B 30, B mT 40 R SO LA

[0130]  7ER” (BiE ik N7 A7 FE FIRIE [ H A A B = — A2 T2 R 3) b 538 ) B A B
RIS 2+ - (CH) 0-2R ™+~ (K AXR™) - (CH2) 0-20H - (CHz) 0-20R " - (CH2) 0-2CH (OR") 25—
0 (X 4XR") «-CN.-N3.- (CHz) 0-2C (0) R" - (CH2) 0-2C (0) OH. - (CH2) 0-2C (0) OR" - (CH2) 0-2SR "« -
(CHz2) 0-2SH+ - (CHz2) 0-2NHz+ - (CHz2) 0-2NHR "+ - (CH2) 0-2NR "2, -NO2.-SiR"3.-0SiR"3.-C(0) SR" .-
(Cr-s EEE B SCHE e 4E) € (0) OR "Bl -SSR™, HH AR ™ 2 AR B BUAE “xi AR 78 H 2 Hif
R I R A — A A 2 B, Hoor ik H Cr-aflg 1% « -CHzPh . -0 (CHa) o-1PhEK B A5 %l
S R BB 0- 4 24 R T 14 5 -6 - TG R 54 AN ARG B 55 SR 3E . ERCH A
R T F A& AN BB ARG =0f1=S.

[0131]  7E “fEIE B M7 B A5 7 B A& M BRI EHE R =0.=S.=
NNR*2, =NNHC (0) R* =NNHC (0) OR*, =NNHS (0) 2R*. =NR*, =NOR*.-0 (C (R*2) ) 2-30- 8-S (C
(R*2) ) 2-3S-, FLrp BN AFFE IR IR H &L AT W1 R ST A HUAR I C-o I R B 2 A 37 Hb
8 R SEEA  0- 44N 4 JE 11 SR 2 BUAR K 5- 6 - T 1 AR < BB 20 AN A B 55 () 3R . 55
AT HUARE” JE [ 5 AT AT BRI BROZE 20 A3 i A BRI A3 - -0 (CR™) 2-30-, H b 4
ANISTAFAERIRE H & 1T 40 SCE SO Cr-6 i 1 5 E A Al b i 1 280 SR BB ) 0
AN F4 TR T I A BRI 5-6- TCHRITRD 35820 AL R sl 5% L 3K

[0132]  FER*MIMRIEE LA EMBREERER R R - (KR -OH.-OR" -0 (X 1%,
R*) \-CN.-C (0) OH.-C (0) OR " +-NH2+-NHR " . -NR " 2. B -NO2, He 1 5 R " & R L BRI BRAE “Bi
A FEH Z HT BRSO A G — AN E A 22 UK, B 072 Cr-a i - -CH2Ph -0 (CHz) 0-1Ph
s LA ST % E 2 SR BRI 0-44 24 BT 1156 - ST RN 1) 35040 AN RN (1) 505 £ (13
[0133] 7 “4T 6 B AR 197 2 1 i 7T BOAR 9 80 B 0 & 38 i IO 2 0 4% R, NIRRT,
~C(O)R". —C(0)OR'. —C(0)C(O)R'. —C(O)CH,C(O)R'. —S(0),R". —S(0),NR',.
~C(S)NR';. ~C(NH)NR';. 5-N(R")S(0),R"; s A RV 37 2 50 o T S0k
WA C1-6 I R « A 22 BUAR F - OPh sl L A b 37 13k 1 280 SR AR A 0 - 44 24 SR T 1 5-6- 7
VRN 358 o0 AN AN 0 B 75 3 1 3 , sl s SCan b, AEL A Bk ST A7 AR (1 R T R L4 N 9
JER R AR A AT i R BB G 0—44 24 SR T R 2 BRI 3 - 12- ST A L 358
I3 ANVRLURT B 5 i () BRI B IR

[0134] 7€ RYM G R IE b i &3 i B E SR ST M g &L -R 7o - (KRR ™) <-0H.-OR " -0 (5
fRR*) v-CN.-C (0) OH.-C (0) OR" . -NHz+ -NHR "+ -NR * 2 BE—NO2 , He P FANR " R B AR I B AE “Bxi
R IEHZ BB LR G — AN EE A 2= B, B Cr-al§ % -CHaPh . -0 (CHa) o-
1 Phal LA 7 M 1 2 SR 0 0— 44N 4% J5 T 1915 - 6 - TGV AR 3508 23 ANV R B85 5 11
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7

[0135]  ORiE “BS P17 Fa i A b f 1 AT AN RS (stablespecies) ) HA L
TREJI R (R [3) o G i By 26 2 1) S ) B 48 s Ak M A R i, B3 (HANFR T+, =
A R TR T PR TR S R A I 5 ARG YRR R S

[0136]  RTE “RI 7K fA 1 2 (417 F0 BT 7K A 0 358 407 48 191 Tn 7 0 1tk B RR 14 2% AF R e & 52 K
FiR B RE A o AT I R ) e s ) S A 4 AN PR T I 1T 3 A ) R R AN AR 33 2 R0 B AN TR AR 9
FHP (W, Hun, “Protective Groups in Organic Synthesis,”T.W.Greene,
P.G.M.Wuts,Wiley-Interscience,1999) .

[0137]  RiE“GHLFRIE” & L T & A RE, E & 2 b — Mg 7105k 2, HaHEHE
ANBR T AE 30 XA T B JE ] BRI B T A LRSS AT BB AN SR T, B i 2
JiT (R VR B 50— A A PRI I 524 A HE (H AN R T e 28 B
) Joe 35 ot SR Rk B 2 BUAR I e S 2 L B g — AR 06t L It e i [ &5 A L i mT ARk A5 1
EI8MRIE T I BRI IRE T IR 125 T LRSI T 1 =6k R 151 =44k
JR T AE T, AL IE AT B2 R 18R I T 2 B 5k IR T 2 B 12 ik SR 1~ 2 388
AERE T 22 AN BRI T B2 EAN R T

[0138]  OR¥E “BRAL” M 42 30 1) [R) SC3R] oA Gn A= 158 BH 5 R0 8 fa BRASOR) 2 SR 5 A8 FH B AR 3 P
T, HAR AR SR 4 11 B JE A 8O 45 44, T TG 1R 1% 43—+ A fer 5 i) 2% o 451 4, 78 F AR
G2, 4-T8E Wy ot — R JE 1 AT A LU T 454 -

@]

[0139] gﬁ&H
S

(@)

[0140]  TEi8 2 75 K MEmy b — i FH T il 4 4b 50 o 18 Fo e st 75 2 rb , w7 [ (5 e
BB OEAER A2 A PUREE TR 580 EPER IR  7E4 21
JR 7R o ) R T BB X R WA B, [ B AR SO B b T A s AR A

[0141] G S SCAVE B ARE “BHLRE 7317 &6 — a2 M s 7 . A HLUR 7 B B
AW =265 B T 118N S - 1= 124N iR 7 1-8/ M S 7 1 -6l I 7 B 1 -4 e
SR AE S — 7 T, A ALE T T B 2-26 N5k IR 7 2- 184N B 7 2 1248k il - 2-8 )
B S5 1~ 2-6 i IR 7 B 24N )R T B LR 7 HH B SR T 100 2 0 FE B ik JiF 1
HE R AT THE T AR T HIE — AL 95,6, 7, 8- A —2-Z8 5L J5 74 . 7E 4
Ses it Z L, B HLUR RIS B S AR LA PR I-10N BN R T, BN & .
A BB SE AN T ) SE B AL FR AR AN R T e g L BRI e 2 L BR b A L AR B e
BRI R R B A FUE R I b R I | e B R I i AR ) e 2
BRI R e SRR U b AR TR I e B MR IR 5 o 32 U M L« A o 3 L ARAR
i AR e A I AR b R 3, L i A e 3 L i AR e AR A L 5 3 VB T 3 L 0 L eI
AR 30 Ji 71 HA aZARE R A SO e 5 8 o AL 24 i T 1A WL 7 R LA R R
il P S 4 e SR 2 R - ] SRR AR R T OB R R R T ] R R T
[0142] R 325 SCRUE FH I ARAE “TEHUE T B A& A 85 7 R R AE & A ik 1 iR
T MR T B & AR B B R TR B A I A A T e SR TR AN
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TR B 2R, FLR] B AR AR B DL AL S AR R AL A B A ARl LR T L B AR 10 BE D
BACE — B NAN B B PN SCH B A AR B A TEH L T o Te LS T A SE B R4
EANPR T2k PRI L 3 A ST AR AR BRI AR , LA SR BL) I8 2 A AL 1
A AL 7 BT B 8 & BRI & JE oo R (Bl ndsi<e & i+ & 8 I e e il R &
J& W Re ) AT, RERRE/E T AN RN B E T T E T
WU BB an s AR « B R AR 5 [ 88 5 JE ML 1 [ e AL 7 B AN B85 S Jw oo 31 il
B B B B R B TR AR TR BRARASCHE e s 3 AN AR R B

[0143]  ARSCHTR AL GRS A — A A XU, IF kA /T RE A2/ B (E/Z) 5344
A PR e R AR B A AR SR , 75 WA B A3 BT AT X SRl RE IR S F 4, B
RRFERITRE -

(01441 BRARMSCHBERIR , 75 ML DU 2R S 4R A i 7 D BRI 28 Bk 2 1) A 23 10 5
TLE 1 RER AL RE R SR A, 1 g Ao S A AR SR A 1, LRGSR AR IR 54 1
UNANE e B 70 TH HERY (scalemic) REW) . A LR IAL SV & A — DB DA IR
Hr Ly, I AL AT RE 7 A AR X R AR R ' 57t A A2 o B3k A AR B LR 15 T A5 Y B 5
AR IR HE A AR X R S A AR DL S E AT 00 A1 T T (4 J6 5 420 HL J AR b ) 3 20 1) X S
PR RTRE LA S F A, AL 227 BT 332 1) 2h o B A L AR S A AR K IR 54, LA Koy
T VRS R 1) S AR S A 1 o 5 1) 5 X AL S W 110 RSG5 R S0 1), B AE A AR T B AR A
SR K M e A B [ A A A S SRR AR K 7 0 ] NS AR S AR KR 540 o

[0145] VP2 AN E VI LUBEICTEVER 20AF AR, HAT P (i 9 6 1) 1 1 e e (R e 70 - 42
IR eI CIE TEAL S PO , BT KD AILERANS A -8 7R 70 7 AL P Lo 20 F B RS d AN
188 (+) A () FFFa AL &7 I W3R OC R 4 5, () BUE R IR AL & 02 2o e i« A
284 (+) BRI & VIR A R o X T 45 58 I AL Z2 Z5 4, AT SLAR e M AR ) I e A 5 1 72 A
IR B 1 EATTRAR I A AT B B ) B AR Z A o i 5 A SLAR S A At ARk e e e i 4, HL
XA B T 5 W B ABCPR g R e S A AR 5 0 o o W S R 4450 - 5O TR 5 IRk D S TE
IR o A SCP IR VE 2 AL ST B — AN B AT L, DR RT DL RAAS [ ) 6 ik
SRR TE SAFAE R 2L, A YRR LR 5 (o) 458 o Z0RE T MR f A S8 A2 28 O 1 30
R B LR, B AR T VAR (R) A (S) R Y 2, ARTR] shb F 78 ok e S g Ak 1 LR 5 350
BAEEIZ N N ANASTIE T Y » 24 75 B4 B T PERR K e X A U I, ) 5 = PEd b £ f1) o
Z AR (5P B D5 B BT B A ) S IR S — AR Dy — R A B R T AT
2 (5P N R T8 A M) i Cahn-Tnglod-Prelog &4t F 145 2 F UMK (R) 5%
(S) # 7.,

[0146] ARt &R A 7 HRRFELL R F IR AR FE ZH T AT
ER] O R A IR L I £ [ 2 AR B E A R BRI AL & B s — A AN R
TRARRAT 5 B AR T8 R BN 1 o s o B AN R 94 i o o R A i A
AN R I B P 0 TR A 2 10 S 49 LR 0 I 0 S B SRS [ 2 3% 451l il
HVHLPCLMCL NG 0. 1T0 S ISR AN A S i — R B AT 24 IR H TR AL A BT R
i 24 (L2 AR A R 23 A/ B B B 7 1 e R AL 30 (2422 BRIz (0 S B AE A A e
A oA B B R 8 [R] L B AL A 5 40, B s S PE R A2 3 (1 AR HO) R NI AR LS
FT- 2500/ SR IR 2R 53 A € o AR (RIPH) Ffs—14 (BMC) [FIAL 2 B T 5 5 T il 4%
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FRIVRGE S0 T A T A 326 40 o T L, 440 % L ) [0 6 2 2, (RIT2H) B mT ARt el 5 R AR AR
SE 4 Ity R ) 8y 7 L 3, 491 G DR g S AR A 2 5 S Bl 2 7 B 7 L T PR b A R
BT AT DAY AL 16 o 388 5 AT A Ok B I R A2 R AR 1R I A & f FL AT 2458 i 1R AT R T AR AR
IS 2 145 200 R 2 AR 1l R BCREE B A7 2= AR el R 4%

[0147] A B AT IR AL & W mT AR RS RS WA e AR TS LR, AT R BRI &
(RIS IR, HLR I W %08 75 S R K G 0 « B i A & W ml LA K- G AEAE , Fo
AL I WA BRI R A R B AR — A B, — N N AN BUE R E S E )
WG EK 7 0T SAR TR A K B A6 W0 46 -6 AR G 756 P AR OK G 40 - B A A s R
A 15 A B AL G BT A X S8 AT REHE &

[0148]  OR1E “HL ™ A8 8 RS AH B AR R A AR e PR P AN B3R 242 1 B P B AR
KD FTEEMH AN AR T d s A28 B 28 AR LS UL T, 255 T
N KIEE T E DTN GRS, 2 W U0 “Crystal Engineering of the Composition of

Pharmaceutical Phases.Do Pharmaceutical Co—crystals Represent a New Path to

Improved Medicines?”Almarasson,0.%8 N\ ,The Royal Society of Chemistry,1889-
1896 , 2004 o & 1) S 451 G0 5 of A T R 1 R AR

(01491 tH 3 B fift A ST T ik i) S L6 A6 & mT LA DL B AR S AR )~ A RS AR AE il i, B A
a—SL R AT LA DA R R P =~ RS AR AE

0 OH O )\ OH
—_— = e ~
[0150] \)bf\ \e\ﬁ \/U\E %NA‘
77 X, Mo BF X BB X, I B B2 X,

(01511 R, B AN B RT LA LA G A 1 3R 2 R A 2 I P SR S A7 A o B AR AR
MR IA , 75 WA WL T AT IX SIS mT BE IR AR S A 1K

[0152] L RnAL AP B A 1 BAAS R PP AR S A7 AE O [ A4 e MR O 22 i R B i 2
et TR o ) AN R A R T A AT TR D BR A o 5 3 AR R AN [F) o AR A B g AL 5 ] A A
AR 2 d WA AE S X0 AR AR 1) AR RS TR 0 A2 R RE ) o B AR AR B AR , 75 001
AP IR T X SR AT RE 2 S )

[0153]  fEICLLT5 1, A S A R T R AR R -

[0154] r‘{O\\—Rn
/ ?

[0155]  H ] B AR A T F
R"@)
< Rb)
[0156]
Re) RA()
Rn(d)
[0157)  Fosbniw 9 HH. 10, R AT A 2 L AMISE UL R @ (R R R
@ R B A BRI B 4RI AR AT B 37 5 S A5, i S — AN S R g
B2 I ALEZSEHIFR O A &
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[0158] ARSI FELEEA R AL AW A WA 53 BT DT 5 B B T8 R AR s B R N
IR E O ET R B o 48140 FH T £ A AL S P A A i SRRk At AT A Y 7
B aiAldrich Chemical Co., Milwaukee,Wis.) -Acros Organics (Morris Plains,N.J.) .
Fisher Scientific (Pittsburgh,Pa.) 8%Sigma (St.Louis,Mo.) WK, Bl i it A< Ambk £ AR N
REEIR 7R T 822 Sk P H R R R §il 4%, il iFieser and Fieser s Reagents
for Organic Synthesis, 21-17% (John Wiley and Sons,1991) ;Rodd’ s Chemistry of
Carbon Compounds, 5 1-5% fiSupplementals (Elsevier Science Publishers,1989) ;
Organic Reactions, #51-40% (John Wiley and Sons,1991) ;March’ s Advanced Organic
Chemistry, (John Wiley and Sons, 34hR) ; flLarock’ s Comprehensive Organic
Transformations (VCH Publishers Inc.,1989) .

[0159]  BRAESIAMNE R HUFRIA , 75 W 48 T b A8 A HH AT ART 7 VR BRAR N 7 2204 8 1) 0 IR
DU 38 B 2R STt o PRLUEE , 7 77 1 B AR 2 3R SR B b AR AN A B fa He 232 BR () IR e B A AR
BUR A B A ok 5 A BLAR R R IR 28 SR PR 0 TR 8 BIR T IS R  FEAEAR] 7 T 4
TERHEMIXR T 31X 3&E T DA R N BRI AT AT AT BE A AN SRk, HAL 4 - OC T 20 BRI 21 sl 4
VEJ7 ZE 138 38 [ 00 5 Y 15 1B 25 R BSObR mt 1) B S 5 s DA R A U0 B 15 B i S it 58 1)
SR,

[0160] A FFH 72 H Tl 4 A & B4 S MR o MAEAR LA IR T7 BN A A5 5
B AN TE T IR LI SR RL, H VAR , 21 AR IX Le b S W0 B A [F] AR R L[]
(20 & AIHEF N R 8 25 SCIRAS BETE R L AT (H A TF T X e BRI 20 & W 4H A LA
F BB SIS, 2 BN AT BAR BB T FE AR A SO R IR o a0, W 2R A JF AR T B AR
WEY, FEvHe TN ISR S VE 2 40 7 AR BV 20800, B AR AH Rt 2 A i i B, 75 )
BRI B 240G P B — PP dd & FHESI LA S Rl RERAS A o BRI, W R A JF T 23 FABFIC
B, CARATE T 40 FDEFIFAL L K A4 43 T A-DEI SR, -2 B A3 AN A ol 20 A %, B4
W BRI IL R i LA AL, N2 FE ¥ A-E \A-F \B-D.B-E.B-F .C-D.C-EFIC-FAJT.
[FIRE, AT T X LA o] ML AH B 2H & o R, 4510 n 2 2% P& A-E \B-FAIC-ER L ZH A FF o 1%
A& F T 1% B S B BT A 77 T, A3 R AN BIR T 7 i) 28 AAsE AR & BH 46 W 7 ik 1 A
RR L, Wi SR A ] S 2 R0 7 AR 0 BR, R A, AR RN IX L AN P R S AR R B T
VR AR L A STt 77 22 B S it 77 SR () 4H & — R S it

[0161] N ERfFEA LA AW EA FELETIRE o AN ST T 7 6 25 R0 STt A (19 2
REM 223K, H N ER R, A 2 Fho] SEt AR DI RE I 4549, 2 45 i 5 A T 8 o0, Hax gk
P38 22 R AT A R 25 5

[0162]  B.{L&W

[0163]  fE—ANT5, A K B K T 180 ) 75 EH B 2 0 E A 2 &4 Gk E
AR B G YD) B AR ML 4610 7R E W), LB & T AR T7 R
G ZIMHEEW) AL T3 —T7 1 A BB S AR AL 4a bR -1 WL ZE S ic -2 B iy F
WLZE 4 bric %8 58 I E ) o £E 53— J7 1T A R BH P B TR 71 JUL PRI A R 470 o JUL =28 4 1) 7
VEEINIR & 25/ TGF-T45 5 3% [0 J7 V% el /D44 i 7 160 777 92 R ARG B 1) 77 4 ARG Iy
TH R R 7792 IR A I 3 R T2 P 7 < sl PR 4 7 < sk 2 T 7 FH 9 90 F10) 77 92 R i 2
PRI T E A E Y CL S5 T A7 A S 25 &9
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[0164]  7E—J5 1, KA A B AL &9 F T 3697 LRV IE o 78 53— J5 T, AL RE ] s 77
AR 4R B B UL O A (B B EEE B R ENR 4R &)  fhEPEgm (B4 2 ki
TRk WL 40 I R AE AL B BEPE VLS 40 L fi 5100 1 P 22998 8 BT 497 B el AP 2 452 47) B8 TR
AEEHG A i (casting) A KB ] ) F e R fa i 3 18 PR (B HEJRE | 78 I 4 0
77365 v NS i A8 1 s N TR B SR S TR R A AIE AR KR B 2 0 L TGP - T8k
ZORE TR B ZO0E SRR B ORE A R B 5 G H TV / ATDS B 25 %) e S I g 7
BRSSP BB 25 S LA (1 Wk B o 25 75 5 1 LIS AAt VT 2R 2459
FFHINR) 2 E R Ea LR B AL (G UE 77 RAEANLA SR B E AR
i BR LI B S s (1t 22 L AT R L) « 4 1) AT BAE  RH S 1R 2 UL

[0165]  FiiT AL EH A A AT AED HE— PR B BT nEEE — AN B2 AT AED)
AR B Hp R o S ER A, AR TR AL A i i A TF R iRt B N B AR, AT
Vil T AT g A

[0166] 1. fth vk 2R

[0167]  ZE—ANJ5TH, BT A9 mT L2 Ath se AR SAA)

[0168]  FE—/NJ5IHI, BT b s AR B A B s 4544 -

R1\1N,R12
[0169] Rm{fx\IRm
R136 N7 RMb
[0170]  JLHRFIR™ e 1% H LA R [
y R'I'Jc
- i 14 \R”’d
'~ / 16
(0171] y Q2 </Q ‘-} QHJ\/
AN TS, WIS
Rg"!f R‘lﬂf

[0172]  HdrQ''i%k I NFICRY,

[0173]  HArQ'k FINFICR';

[0174] QP AnQ a7 bk [ CR™°R™ .0 SFINRM®;

[0175]  H:AQ' %k [ CRIR'4. 0, SFANR ¢,

[0176]  H:ArQ'%3%k F NFICR!,

[0177] e QT RNQ 'k ST %k | CR' R .0, SFINR ¢,

[0178]  H:rhRYAIR M7 ik [ HAIC1-Coke 3
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H C3-CLOPREEEE . C5-COZ% 35 ELAIC2-COZ TR 3L | i & S TS 1k 46 [ = O = S L[, v
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3 483 NHCOR'S. C1-C6 8 5 S kL . C1-C622 i ARt L C1-CO It . C1-C6 — ki 3L . C6-
CLOZ 3 L C3-C10FF J5i 2k . C5-COZL T I MIC2-COZL FF KL , Horh C6-C107E 5 . C3-C 10 i dE . C5-
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g dik ;
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COHEZFE C1-C6 iz FE . COR® . C6-C10 75 & . C3-CLOFR it 5k . C5-CO = 75 KL MIC2-COFL A 2
o CE-CLOTS 2 . C3-C1OFF A L . C5-CO 2 3% 3L HIC2-COZLFREL 37 0 1 . 2803/ % [ LA
TRIBURIEEUR : 3 3 PR3 FUIE B3 L CL-Coke 5 . C1-Coke Lk . C1-Co B 1R 3 L C1 -
C6% J A A . C1-Cok  BL AICT1-C6 ke g 5

[0316]  HARR™ i [ C1-COktHE C1-COHL I AU C1-C6 2 (I fUKEHE . C6-C1075 2. C3-C10
R e C5-C9 2% 35 HEFIC2-COZ PR L , Frh C6-C10 % B2 . C3-C1OFR ki B2 . C5-CO 4L % HL FICo—
COZRFAFEMAT A0 1. 2834128 [ DA N B BRI - g 31 FR ik JURE VA L C1-Cole 2
C1-C6Jt4A 2k L C1-C6 1 p AUke 2k . C1-C6 2 i AUkE 4k . C1-CO e /AL ANCT-C6 —he Kk 5

(03171 JLHR™I% 1 C1-Co%t &  C1-C6 Hi fRIEHE L C1-C6 2 1 Uk 5E . C6-C1075 25, C3-C10
R e C5-C9 2% 35 HEFIC2-COZ PR L , F i C6-C10 % B2 . C3-C1OFR ki B2 . C5-CO 4L % HL FICo—
COMIATEAT A0 1. 2803138 I LT (K B REEHUAR : b 3R R B AU U0  C1-Coe 2
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[0326]  7E 5 —ANJ5 T, RPORIR P ) — N2 32 L RO AR i () 53 — AN 2

[0327]  7E A —ANJ5iH L, R FIRS & e K 3T HIE =0,

[0328] £ 55 —ANJ5 T RO AR f) — AN J& F2 3L BRORO T RO AR HH ) S — AN,

[0329]  7E 55— AN J7 T, RORIRO ) — A F s ORI RO AR (g 5 — AN 21, F e
RO C1-CoLidt,

[0330] 7% —ANJ71,RPEC1-CokrdE,

[0331]  FEFH—AO5H, Frid g5l N TR
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[0338] £ 5 —ANJr i, ik &ty TR -
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[0336] < O OH
o) o)
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-]

(03371 5% —ANJr i, ik &yt N TR -

65
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[0338] ° OH
<0
0] :
[0339]
[0340]

[0341] 7. AMEARTR M 2R
[0342]  FE—/NJ71HI, BTk b &9 aT DL A MERR IR BT A=W
[0343]  fE—ANJ7iH, A B FAPRIIZE 1

[0344] R73a

[0345] Hh
15 HA RO M AZ AR A FoAR™ 3% [ C1-C6 ke 3L A1-C (0) ZR™; FhR™ ik [ C1-Cokedt , 5%
H AR FIRT AT i M LA B A O HL SR Al , B A TR BRI C3-CHR R e R Bk C2-C5 44
Hpedit s PR IR A ) — AN 27, B — AR A, SR HIR™ — 2 & =0 LR R™ AN
R7Pef [ A AN M ST b 1% [ L FR HE L C1—-C6 ke B AICT-COo ke R 3L , 46 RV FIR T AN [ I 2 12
B, Hp R AFIRTAE i S B A T H S R R, A SRR U C3-CHF R ke 3 B C2-
CH I Joe ik  FodrR™ \R™FIRO e (i 55 Nt 57 M % 15 C1-Co ke ; FohR™ ik H C1-Coke 3L Al -C
(0) ZMR®; H A R¥ [ ZURICT-CO e ; H A R™FIR™ b 37 i [ S RICT-Co ke 3 5 FLHhR™
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FNRTP et (R A5AN H 37 Hh 126 [ S FIC1—CO% dE L C2-COMS HEFNC2-COoRR I , 2t 2R FIRTP A [
I A A B L RO RIR O LA B A 9 L [ PP AR R A A C3-Ch IR e 3 B C2-C5 Z4 3 it
B, HrPRS ik A FIC1-COk 3 ; Horh 27 ANZ 2k 37 ik 5 - OR®! - AT-NR®? - ; oo RS AIRS b 37
ke [ S ANC1-CAke 3 5 B, Horb 27 R Z 2k 57 RN, RYAIRS S 474 45 9 H-NRMR® 05 T 2
I 57«

F—
[0346] {—N\_/Y ,
[0347] HAYikH-0-.-S—.-S0-.-S02—~NH-.-NCHs—,
[0348]  ERHATAR TR B AR R R 2 2 BT R 3
[0349]  7E 5 —ANJ5TH , Frid 0B H LR 4544«

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]  #E—/NJ5Hl,———— R —AN I, FE XA

[0356]  ZE— AT, n20LE H— N1, nZl.

[0357]  #E5— A7, RT R C1-Co%ktdk s Rk [ C1-Co ket ;R iy — AN & -2 HR™ 2
S0 RT RIS ik [ C1-Cokedt ; HhR™ 1 4 C1-Co ki FE . C2-CONMi I AIC2-COki It ; 77 2 -
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0—; H.Z"3% 4 —OR® FI-NR®— ; R3AIRS i 37 Hh ik [ S FIC1-CAkE 3k

[0358] 75— A7 T, R R CTREdE s RT R C e 3 s R™2 -2, AR AR R i
M6 CLGE I ; HrrR™P 1k [ C1-COXe ik L C2-COMs HEFNC2-COkR I ; 271 -0 HLZ™ 3k 5 —OR® F1-
NR83_ . /ﬁ\:quE%l*nRSS%%O

[0359] 75— A7 T, R R CTE e s RT R C e s R™2 -2, AR AR R i
e ClUpESE s R IR C2-Coldt s 77 & -0—; HLZ™3% [ -OR® RI-NRY—; H AP R® RIRY R &L
[0360] 8. I LZELikRiC-1 ML bRiC 24 E L&)

[0361]  FE&ANTTIH, AR BRI J 3k B A s ARSRAA Al 52 28 R L IR ZE 2 2R T
HRAN B SEIRSAL /N R FEHE/ AN IR S A R (3 M i BR SR AU i — P B 2 Rk &
VI &

[0362] A HlZE4Ebric-1

[0363]  #E—ANJ5TH, AFFRIAE DS L E S bR d -1 8 2 &9 R &M e
FEAHANIR T PRIEZ s T PN 37 5 A 7 2% 5 At e b s T pn il L 24 2% mT 32 1 b B AR S M
SR FRIAR KGRI 52 R E T T BT A A 0 i b SCRT e SRR
A G — 2R

[0364]  B.lZE4Ebric-2

[0365]  7E 75— 5 Il » AT I AE DS AL L E bRl -2 8 2 b &9 . R &8
FEAEAPR T IRIEZER s AMEAGER 5 o] PROBT s Ml R 385 fth oAk s T pn s L 2452 bl a2 i3k |
A SRR SEAR SRR K-SV EFI) B2 ) A D7 TH, BT IR & P & i S
T LI RTIRL B2 — A

[0366]  C.WLZEitric— 1B Edqbrid-2

[0367]  7E 5 —J5TH , AT &P A& 4 LS bt - L sV Z g brid -2 2 L &
Yo WAL SRR AR TR FE 2 SOMENRER s vT P30T Ak 52 3% 5 Ath e bR s 2 A il G 24 2%
AT I R H AR SRR IR SRR KA R B T AR X T T, FTid
B SR e T RTR A S 2 — 2R .

[0368]  D.WLZEtric- 1 ML EDAbrid-2

[0369]  7E 55— TH , AFFEIML A YA UL ZE gibnic - VR ZE g bR i -2 & % 2 1L
H0, 9t H AR SXH AL ERFRC R S Y R A DB FEEARIR T IREER 7N
T R 25 A SO AR T AR IL 25 5 AT B 1 2 L BB SRR LR SRR KA
W B2 A o A5 N — 7 T BT A A2 W B SCRT e U RTR AL B2 — 2R .
[0370] 9. LZE 4 1 4|

[0371]  FE—ANJ5 T, AT S VMG LSS T8 55— 7 TH , A TF 4B P02 2E VLA g
FRE Rt TE 8 WL ZhAE A/ B e A BRI 2 AL LA o 76 30— J7 T A TR R & i L2 45
JARR LR R 2 a3 T LR Dy e A0/ B i A e ) 2 A LIR) o 7 55— 5 T, 7 3 4
L ZE GG o 7E SE 3 — 25 1 77 T, 78 S0 (2 30 UL PR R (1 3 1 55 JULIA) ThiE A/ sl i ot fi e
IE AL  TEF— T TH , BT sh A /& i L sh W , 76 X —J5 T, T id i FLahe N 2878 7 —
J5 T BT i AL 2 /N R« 75 X — 5 T, BT iR e L 3090 2 Wi 14 2R 30

[0372]  7E 55— TJ71H, A TP AP0 24 LK T8 K 29 5mg (1) 11 R 71 78\ S i FH s 100 )
WLZEGE A 75— J7TH , A TGP 24 DL KT8 K 291 0mg I 171 AR 77 & 78 N 28 Hh it A s 4100 )
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WLZE 45 7E 73— J7 1, A FFRIAL G 24 DL T8 K 29 25mg ) F1 I 57 5 72 N 28 i FH B 410 )
WLZE 45  7E 73— J7 1, A FFBIAL G 24 DL K T8 K 2950mg 1) 1 I 770 5 72 N 28 A i FH B 41 )
WLZE 45  7E 73— J7 1, A FFRIAL G 24 DL KT8 K 2 75mg 1) H1 I 770 5 72 N 288 A i FH B 1)
WLZE 4  7F 55— J7 I, AT S 24 LK T4 R 29 100mg 1 171 k551 2 72 N 28 Hh it FH B 410 1)
WL . 7F 55— J7 1, AT S 24 LK T4 K 29 150mg 1 111 k551 2 72 N 28 Hh it FH B 410 1)
WLZE 4  7F 55— J7 I, AT S 24 LK T4 K 29200mg 1 171 k1) 2 72 N 28 Hh it FH B 10 1)
WLZE 4  7F 55— J7 1, AT S 24 LK T4 K 29250mg 1 111 k71 2 72 N 28 Hh it FH B 410 1)
WL o £ X —T7 T, AT S 24 LK T4 K 29300mg 1 171 k551 2 72 N 28 Hh it FH B 10 1)
WLZE 4  FEF —J7 1, AT S 24 LK T4 K 29400mg 1 171 k571 2 76 N 28 Hh it FH B 410 1)
WL £ S 3 — 2B 7 T, 2 ARG 24 DUR T8 K £1500mg 1) IR 77 & 72 S8 it
ALY  AE 5 — 7 T, A TGP 24 LUK T8 K 21 750mg 1) I 771 & A8\ S8 A it
AR VL ZE 4 o £ X —J7 T, A FFEIAE ) 24 BAK T8 R 251000mg Y 11 771 & 72N 28 Hh it
FHBS SN 4 AR B —J7 1, A TS 249 LUK T8 K 29 1500mg 1) IR 55 & 76 N 2
it FH S AL 4 o A S — 2P I 5 T, 2 TR A 24 DLR T4 K 292000mg [ 171 ik ) &
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[0377] E—AJ7H, rid b &9 0L KT Z)i% 5 5mg . 10mg » 25mg . 50mg . 100mg » 150mg «
200mg+250mg + 300mg 400 ,mg500mg 750mg~ 1000mg 1 , 500mgEL 2 , 000mg ] & 17 7E

[0378]  —FheyMIZH &M, oA & 2455 b2 8 A A E R LA R I — Fhal 2 4. (a)
1% A 5 MRS L R 2E 2R A L i B 2R SR A L AT T SR A L B AR A L A 2 R
B/ 7N RIS A 3 MR RR R AL &4 s (b) HAES D FTiR A& T MR ZE BRI AL
i R AR KA EE T R VLZE A FRC L E 2455 S FImRNAR AL &4 (o) SESD AL
AW AR IE 22 B LA 1 Rk K AR LG B R LE S bR 109 2 AN 18 # I mRNA T A &
Vs (d) SRR A0 AR ST B LAn i H 1 3R8 7K AL R RIS e bnid 200 2
AN T BImRNARI A 54 s A1/ 8% (e) SAEGR/D BT A6 G400~ AH R AL 0 LA M 1 R I8 7K
FAEL B JRVLIZESibric 20 2 P mRNAT AL &9

[0379]  fE 55— 71, BT iR & AVEIT A & AEFH —J7 1, ik & 8 i A 20

[0380] 7 —J7 1M, M B FHZG WA &) « fE TS — 5 T, Frid 04 =W FLBh . 5 5,
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TEN —J7 T, i L) & R KRN AL F—J7 1, TR AL N R AR — P
(7 T, BTk N2 B
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SRS RO TRULZE S b i -2 g S 2 &Y.

[0382]  fE S —J7 1, FTiR S e R IE B AL — 7 T, FTiR FKIRNW 2 K IR . K FRN
52K UK TR AR ) o 15 X —J5 T, iR K IR B e K& AL Bt — B iy 7 i, B
AR E I E RS K G FIRG AL — 5, TR RIS K & AL X — 1, ik X & 3))
b A=k NG N N T SN ey S S

[0383]  7E 75— 5 HI, AT IR A S 2 VR T A R A — 5 T, BT IR A R 2 TR A A=
TEN —J7TH , BT IR LI A2 L 40 o 72 58 3E— 2D I 7 T, B WL 3 i A2 7 e 130 JUL A fik
R R IE LA ThRE A/ B fE k(g B 1) 2 AL IVLIA () 9 i

[0384]  7E 1 — 5[l , 75 % € 75 BB IT WL 46 W FLEN W) 2 e it BT iR 29 4 69 - 16 7
—J7 THT » 7545 8 75 BTG ML 48100 FLahW 2 Ja it F T iR 25 A &0 AE B 3t — B 1 77 T
TE BT it FH A0 3R 2 15T CA2 W BTk i 2L 3N =8 ZER T WL

[0385]  FERELCTI I, A FFI AV G WAL S AR RIS LA I A TR & ) (BFE H 242
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EE DR E W 5 A E At (B3 R UL FNER K ) il FH ) 8L , SR T PEAT AT 45 2 1
TR0 B X 1 R AR K B T ot P 1 S 2 P 0 e S ) B i = 1 R ™ L BT iR
2y ARl T (b UL AT SR AR AR HL AT S AT A 24 2 AT 3 R 7 Vo i %
[0386]  GnA ST, RiE “245 %% L nl 52 (1) 387 5 24 % b n] 82 52 11 T 55 0l sl R 1) % 11
3o AR BRI S P OSBRI, T L AR R B ph 242 b TR A2 1 T EEAR (BLFE TE A LA AN
A HLIR) Sk 77 8 H il 2% o J5 H X R TEHUIR T $h L FE4a 2 B 3 5 Eh VA 3 (R AR Bk
WAk SR VAR CBEER ER AR R AR EPER CANER B AR A A R BT R I 2 e 2R 45
EhVBRER VE AR RN R U B 25 b T B I A WLTE EE AR R AL HE A AR RURURE DA K A i A
ZHARIIIZ (BN RARAFLE R RIS BRI D) 1 2h . AT R b e 252 Bl 8%z
(106 LG 73550 0 45 25 - A2 A I 91 a1, K 0 s M IR S BER WIN N — % 200 — i
TR - LRI O 2 R I O ARG 2 T N- R IR N- 2, FEDR E | e A
ff& (glucamine) Z ZEHBE (glucosamine) ZHZEE WA & 57 PO i~ 20 IR Y 256 e i g 1
IR DR PR R IE SR A i R TR MRS S AT AT — 2B = % = T I R I R % 4
[0387]  GnA A, RAE “252% Bl 82 B HIR , B OHLER A HLER , A i &1
N, LR RTEIR R IR RN IR AT IR ORAIR E IR R IR A R L AR
M2 ERIR 2 O MR FLIR « Dok R S SRR AR BR  F TR RS IRR IR A WU 25 TR T2 TR L 1
R BRIAIR VIR IR P A R W F 2R R 25 o (LI M R AT IR IR IR L R TR - S ORI W i IR L B
PR AV A 1R

[0388] SRR -, AR HH 24 4 VR TC 4 R I AR A BH () A0 S D B A e B I L 24 5 el 45252
(1) ERAE RE 1 B 5 A B UL BB A1 7 SN A AR e (B, O IRECE o (R
FEE K PY) ) BT s 70, 2 T SRS Rl s AR R 20 DR b, AR BH R 9 40 A 0 vl AR i
FHT F1 Rt FH P 3 5 PR B A LE 49 A0 #5250 1) 3 P 3 D T 8 et PR B B8 741 o T
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H, Frik 1 & W aT V5 D9k 1) A RO AR I AR 97K P s b VR = 77 AR K
PR AR A 7K AL ) LR B DR T A K VAR AL RAAAE B 1 LA BB H & LA B A,
ARG AR BB AL G AN/ B 24 2 b mT e 52 1) R d o e R T RN/ Bl a0 2R B R it . BT
APy aTEATAR 2 5 07 VR i A% 18 X R T E AR M A A R PR e 2 R
T Lo B BARSE BAE— P IR 8 W BT IR 46 e sk K v M 1 5 AR A B4 43
) o] A 4k B H = 35 3 5] Ho o o IR A SR il & . B S BT A 7 Y R BB 7 R A
(presentation) o

(03891  [RIith, A BH ) 25 W0 406 W0 vl A 2 24 5 b T4 52 ) B R AR R B I A& P B BT ik
AR 255 BT 52 1 3 AT A B AL S el 24 2% b rT a2 i) R 5 — Fhal 2
HeRIriEt e e a6 S MHa Y+ .

(03901 v FH A 245 sk A v DA A , 451 A o] A 30 Ak 8 A=A o ] A 8k A 1) SI2 48] 6, % L% 11 B
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A RO K o AR A S LA AR A R AU

(03911 7E 2% T R BL ) 2H G Wins , AT SR FATART 7 (8 1 2590 /v g o 45, mRE K S
TH T HRIR TR 77 7R S TR S T TR RS 1 R A o) ) 451 vk 5 P ) R s 1 TR
AT UE K B T £T AR R AR R R  BSORL TR T 7RG A 7R 9 A R S P T TR s 1 IR
A 1) 770461 ks 751 R B AN 77 R A BN T 2 T L B DA 70 A e 3 1 bk =R P 8] 4k 245 4 3%
AR ARAZE ) 1 RGBS o A3 L, mT 7 3E i B v K 1 B AR K PR AR R

[0392]  WidEItAFik 5 — Fhak 2 Bl B o5 B B 71— e e 4 BB R il 2% & A A i B 2
A 3R s R A E AL AR R 2 B IR BT 0 (1 Wk R BUURL) 14T 128 Hh 5 0kS &
TR 71 T R TR 2 T ¥ i 7R B8 23 SRV A BV R Rl o B AT e 4 SR ) TR 4 7
A 38 I G R LA e 20 e A B 7 X o AR A P TR 6 R AT A R i %
B 7)o

[0393] AR EHMI 25 S S AR NEE R AR R AL G W) (B2 2 Bl 552 1
) 2y BRI B DL S AT — AN A S AMRTE T BB A K BH (R S A
EA R B RS st (3 BN VLA FER k) it R 2054, SR T AEAE AT 25 58
(R 50 o 3 1) I8 A2 e B e 1 it FHG 1 R 20 P et o A 1) EL A i = P Joid F 7 12 B
LWL AT T 5 i DA SR Ay 1) B T SAEAE , LT e i AR AT 24 2 A B R ) T v R %
[0394] Wil AT 8 W 40 it FH AR AR i BH B 245 W 4H 4 4 skl 4% D9 TR 6 0 AE 7K B TR
BRI o HL AT A A 3 1R R v PR R G, R T SR AR A 2R -t AR A ORI H I AR SR
£ B AR A VR A R AT % o i L, Rl LS B R R UL P AR M AR
[0395] i@ FH T ml v 5 FH 38 100 A i B 1) 245 90 20 6 W) B0 366 6 B8 7K 8 T B8 4o B9 o 1 HL 5 B i
AT o A T I P3G I 28 6 B AT 9 S I R B 40 ORI ) T B R K T X A B 1 L
N BT ESIE  A02 To BE 1 H A 02 By 11 S A RO BT IR 25 W 2 S ) AE ) A%
R 560 S5 A T LA AR R 1) 5 BRI I, Pt 7 2t e AR 420 (481 240 T R0 G 1) 195 AT st
175 JE o Bk B AR T & A Bl anoK - LB 2 Julg (Glan, T o ZEERRAA SR £ 1) HE
W A A& TR S I I R B 2 B T

[0396] A B 2544 &Y ml s F T s R 20, B an < i L8 308 BT
Ok VK 117K (mouthwashes) k7l (gargle) &5 . 1M1 H., B 2G4 0] Jid F T4 B 2 B 1)
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T R A K B B4 B DB L 24 2 b mT B2 1 2 5 ] 30k 6 i 551 48 5 R A 388 7 9255 ol 4%
4, g LB B T S KR R K I R )5 E %6 B 210 8 5 % [ Frid A& 4 — ke
TR DA B A BT 0 T LB B R %

[0397] AU BHII 2520 6 mT il T B Wit F R 3, 3 R i iy T Ak o T AR 3 1) A2
FIT IR VR A 0 T 1 B A7 710) B A 91 o 5 3 P 8 B0, 6wl ] S T R o P T A S ) e
AP R A I SR A A Y SR EUE LI BRI A, B AR R A FI I R K T
HUTE A o

[0398] [k 1 AR E AR 4> 2 A, bk 25 W ) RO 2 L A — AN B A T AR AR
G35 AN RE R 22 1 70 5 R ) R 7] 3 T A R SRR R T R B ) (R R AR
) & o 1 L, w5 e Bh A DA 2 55 S TR ) B 52 3 1 IR S50 DK A AR R B
AL AR/ Bl 2425 1T B2 57 10 2R 10 2H A 0 il 46 RO R B R iR Ze i =X

[0399]  FEVRYT 7% ZEV 1T 5 LR {52 L JULPA D8 AR/ S48 R AL A =& 4 A8 20 iR A DG 1 4 i T
REMI B rp , A& I 7 /K T8 5 AR kg BB E R E £90. 01mg 22500mg , H AT LA LL HLol 2
I A o PRk i 2, 7B KT R 290 . Ing/kg 8 £9250mg /kg s AR %ERF RO bmg/ kg &
100mg/kg . & i& B 75 =K P r] MR R £70. 01mg/kg 2£250mg / kg« £F K £10. 05mg /kg £ 100mg/
kg B BERZ10. Img/ kg £250mg/ kg o 7E LLIE | N , 77| & A 9HEK 0. 05mg/kg 220 5mg/kg 0. 5mg/
kgZ5.0mg/kgi5.0mg/kg 2 50mg/kg . % T 1 A H , LW Frid dH EWILL S H1. 02w &
100022 va iE ME R 1 Fr 7 03R4, BAR 1. 02250 .5. 0250 . 1022 70 . 1522 7 . 2022 78 . 25
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Tge A/ AR g e 2 AL AR S 25 J7 4, ik 7 i B A 2 UL R — 3%
B % H M2y B ) BARER RE A G 1P IR (a)  E SRS bl B 25 AL
V) IREEZRFSAD o] BT AU B AR AU AN FR B/ 7N B B SR AL AN 3 M IR IR 2
R B IRE MG E YD s (b) SAEGRD Bk Ak &40 FHIR S8 1Y (1) JULA0 A Hh () 2528 7K~ A
R AL G AR 1C 11 2 N5 T FImRNAI AL S 405 (o) HAEER/D Brid (&4 AB [F 2R B B L

46



CN 106822153 B W OB P 44/124 T

i R AR K AR EG B TR VLZE A FRC LB 2 AN 1@ ImRNAR AL &4 s (d) SES D Fridfk
E0 T AR R 2 2 1 LA A A 1 Rk K AR EE R L ZE 48R 1D 200 2 4155 T I mRNA AL &
Vs F/ 8% (e) SRS BT (A4 T FHIF S AL LZ0 A R 1 2R I8 7K P AR EE _E 22 4 bRl
209 2 /b — A~ 1@ mRNAF AL A4

[0462]  fE 55— 710, TR M & A G AEFH —J7 1, Frid & 41% B Ah e iR A2
FAUW) A Bz 25 e AU PR FE 25 e AU 0T N ET e AU e At e AU AN 28w/
/N B T S A N M TR IR S A BRIV A ) o 51 G s BT IR A AT DL A v R
o 7E 53— SR, Bk A& 0 mT DL A R 28 R AU o 7E 5 — Sl vh, B id Ak &4 vT DA 2
PREEZ AN  AE T — L, e A & mT L m] g R0 o £E 55— 2l rid e &
YT LA B AR A o 7 3 — SE R, B A S el LR AN E w7 B2 w2 - E
AL, Brid i & UL 3 MR IR A .

[0463]  7E 55— 51 , Bk 2540 A5 LR R o 75 75— D5 T, Bl 25 4 i L2 4 - 76 X —
J7 T BT IR 250 33k LR g 5 A2 32 1 JLIA Dy e A/ sl e ki je () 2 AL LA

[0464]  5.357 &

[0465]  ASCIE A AL B Ath GE AR AL il B2 21 SR A L PR FE RS T B R AU
HTERANA) AL Fr 08/ /N B mr B AL A0 1 MR IR TR A4 B IHTR A4, FH DL R I — 35 B
ZH MGG a) 2/ —FhC VG IT sh I WL ZE 48 10357 s b) 20— M Jnek b 3 3R 15
WLZE 4 1 SE B 55 s o) /b — M s B L4 1 BE B O a7 L4810
A s Ble) 22 /b — PRI 51 a0, Firids A T DL At s AR SARA) o 7E 3 — SE 5, Pl
RAE YR DA Al B2 R RAUND AE 53— S rh , BTl A& el DL JREE R A AE 5 — 5K
b, BT iR A -SR] LA AT BT R o £E 53— SEGH, Bl A6 & 1T DL Z Al Bl S 1A .
TE 73— SE B, e AL & 400 LR ANE b/ /N B s iR « 78 o — S il , ik i &4
CINYSRISY:Ji =i rE S VEy/8

[0466]  fE—ANT7 1T, Bl il sfl G A 2 &2 20— Pk, Hodb Bk &40 5 B i 551 L[]
Koo

[0467]  1E 55— NT7 10, BTiR 64005 B 55 3 () A 25 o e 550 ] DL an AR STA FH 1Y
FRATERFR) , 1 A A7) 2 BA WL ) BIE R S O Rnid /b sh sl A9 L2 46 16 fa s
[R5 B O HTR T S WL 46 ) )

[0468]  fE—ANT5, AR W &G, HEEFERENU TN —FREZH: (@) EAMh
SO RIAYD bk 57 R A PR B 2 IR AT B AU B A R A AN R D
RO ALL ) FN A BERR ER R AU AL &9 5 (b) SRS/ Bri 4k &40 AR IR 22 1 UL 40 A o
B AHEE N ALZE bR IC L) 2 N5 S HImRNAR AL G405 (o) HAESDETidb &Y T
FHIF AL LA A R 1 2R IE 7K AR EE VL2 4a bR 11 2 @ A mRNARI AL &4 (D) 5
TEGR D BT IR &40 AH R R 2 ) WLAR B A (1) Rk K AL S IR ZE dibric 20 24515 2 1)
mRNARI AL &4 s A1/ BX (e) HAEGR /D Bk A &4 AH R S8 1Y () LA A v 1) 528 /K~ AR EE 1A
WLZE4E bR ic 210 Z AN E I mRNARI AL &4, (F) FILL R —&F k2 & . ) A 7F; (1)
F4EFA s (Gi1) A5 Gv) B AR5 (v) 2 —F 2 R I7 5 LA 248 A < e 1
Ay (vi) FHTIRY7 5 IRBE AR & M AH S IR hE A8 A U0 s B (vi i) {8 FHPridAb &2 gL
g5 AR 2E 1 LA D RE S A/ Bl b a3 1 2 AL LR ) e Ut B
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[0469] P a5 S i A 75 5 B o 3 (R A 2R 1y | S ) 7 ] 1 AN/ B L Rl s IE i Ak &
A/ B AN, 29 AR TR T 2 A B T S R T 24 )5 (compound ingshop) B2 71 AT $& (it
AL ) B R IE AT S WAL/ B B K T — B R

[0470] vt Rl K B A FF B G0 6 5 A T I )4 7325« 2 JF I A F 72 R0/ 8 A T 21
E PR R RAE

[0471] 6. AR AMAR ) 732

[0472]  FE—ANT5TH, AR BRI K BEAR S A (1) B 1 77 3% , o 4 1) B ik Sh it FH A 2%
2 16 B AE SR A B2 25 AU 54, | BE R AR B s s 1) IR o 7 — AN 5 T, Birid
Hh Rz Z A AT DL A S 2R o AE— AN JT TR, BT BE SRR mT DL A BE SRR AT AW

[0473]  1E 5 —ANT7 1 AR BHPE KB ARSh A o 1 s (1) 77 3 , Ho A 1 Bir ik shi it A
RCE /N SRR » H LR AR BT IR Sy 1) T o £ — N7 T, B ik /s B s 2 A4 ]
PLIE 7N m i o

[0474]  1E 55— ANT7 1 AR BHPE KB ARSh A o 1 s () 77 3 , Ho A 1 By ik shi it A
AR AT T SR 5 B R AR IR S v I IR o AE— AN T T, BTIR AT T SR A R DL &
CINAF T

[0475]  FE 5 —J5 10, AT IR S 20 AW « (80 S 75 N —J7 [ , Bl i FLah & R KR
AR — 7, FriR AL sh P N K AR 3 — 2R J7 1, ik N2 3.

[0476]  fE 55— J7 10, fEJit A0 SR 2 B AL 2 B 7 229697 5 75 22 R A N AH D¢ 1) 9
fiF o

(04771 fE 5 —J7 100, fEE P R AU AL 2 B & 2697 SR R /IGF- 1§ 5
DI Re R G AH < B AE o

[0478]  1E 55— 71, Bk i V697 B LN IGF-T48 5 %% 2  fE 5 — 7 T , Frids e 1)
YEIT BE LA TGR-T4E i

(04791 1E 55— 10, fEJt AP SR 2 B AL 2 B & 29697 598 =AM K A O 19
JiE o FEF — 7 T, BT IR 6T PR AR = E A K

[0480]  7E 5 —/NJ7 1M, FTiR Sh e KR W)« (E 5 — 7 1, BTk KR sh W) X 7R K55
() H Fe BN BR K TR AR B ) o 7E X —T7 T BT iR RIFZ B2 K& A E it — PR J7 1,
iR 5K 85 1% F XS KO G FIRG  AE B — 7 1, TR IR AR K B AN — 71, TR K &
WL B LR VBRI

[0481]  fE 5 —TJ7 1, Frid A & =0T B AR AL —J7 1, FTid A A& 2 TP A 2 E .
T8 X — 77 1, 388 3 it F B A P Tty v I b o 76 75— D7 T, BT i 7 v 46 45 e 75 2 PR AIK
RS BRI (W FLBh 0 20 B8 o 72 3 —J7 11, P il 7 63 A0 955 25 5 75 P S7 P IS I b 1) 75
B LB o A S — 20 10 7 T, 780 FH A0 BR R0 Firid iy FL 300 2 W 7 LR A AR
[0482] 7. %5 MIHINLZAE IS

[0483] L ATF T T % 5E 2 UA R In) 75 ZX PG T B sh it IR UL = 48 046 &
W73, B T FE AR 2R (1) i B ikt &4 s (11) B ik Ak & Y0t WLZE i b
) 2 N5 S mRNAFN /B8 HI T mRNA T 4 g 18 K /E L Horb i SR AR TR B 50, 1)
iR e e A & M0 %5 8 N iE & AT ILZE g i) - () SR Prid ik 4k &4 AHF 2R A
(I LA I LR 4 A 12 1 175 5 IR mRNA ) Rk 7K AL , DL 4R ic i) 2 T — N7 3 A mRNA
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B U s A/ B (b) 5 AESR D BT IR g 28 4 A 400 A IR 288 2 1 L0 i b UL 25 4 b 1 7R3 4 )
mRNAF) ALK AL , L AR bR L ) 2 T — AN 1B mRNARE - /£ — DN J7 1, Bk 75 vk
A0 ) )W it FH T I8 e e A & ) o £ X 53— 7 T, iR 7 I B s BE R AEX 7 —T7
i1, BT J7 15 G 1 45 2R o £ X o —J7 T, Jv ik J7 R38R HE 0 Frid e e Ak & W ik A7 34—
A RIS, 18 AR SRS o 78 X 53— J7 I, BT IR J7 V38 B35 0 B ik i 1 40 & kAT 25 PR i
Fo

[0484]  #£ 5 —J7 1, ik &8 & AT RI6-& Y £ F—J7 1, Frid &k 5 1o
AL Ad AL By 5 SCH AR 5 AR AL Al R 2R AL PRZEZR IS L mT A BI SAA)  F AtiBa
AP AN E 3B/ /N B B SR AL A R 13 M T BRSS9 T, Bk A P mT A R Atk B AR SR AL
Yo AE J—SElH, Pl Ak G 10T DL A Bz 22 28 o 76 3 — S gl , Birid A& 0 mT L2 IR
FF R AR 5 — L, BRG] DL o] T R« 78 o — Sl R id A &4
AJ LA T A RAA o 7E 53— S, Brid A & W0 mT DL AN & w7 B i 2 AR « 75 )
— S, BRG] Lo E MR R AU

[0485]  FE 55— 1H , AT IR SN 2N ALY « (80 S 75 N —J7 [ , B i FLah & R KR
AR — 7T, FriR AL sh P N R AR 3 — B i J7 1, ik N2 3.

[0486]  7£ 55— 51, WIZE dabric R ML Edibnid 1 £ —J7 1, PLZE ggbrid 2 N Z 4ibrid
2o

[0487]  7E 55— 5 1, AR A HE DL T ()0 BR i e WL ZE 4 bric - ) B0 R4 DL 46 1 L2
J R A mRNAZR I8 7K, b) B 8 78 R 28 D L2 26 (1) LA B H A mRNAZR I8 7K, o dh i 2R A7 7
NIRAE O, WImRNAYE B 8 WL ZE AR B35 0 - () 5AREINEA NI RAHLE , 28 L
AR WLAT AR H I mRNARE 3R, 8 (b) 5RE VL8 LA AR L , R & DL 46 0 L4
it H I mRNAE R

[0488]  fE—ANT5 1, MBI REE L P Z 4 LA M AR 22 I L2 4 M LA AR . 7E 5 — A
J7I, KA N ZE 48 0 WLAR B , 1T BT ik sh b T 28 RS UL R AE S RS 2 BT RER A
IS I 75 X 75— J7 T, AT 58 LR R B2 28 o L2 446 ) LA i 5 BN AE sh LA R
SR PIZE 48 VAR R o 7£ 3 55— J7 T, A8 HES5 493 16 Bh R B 48 1 WL 4 () L4
Jf S HL A 42 52 L TR L IR R AR R 28 L2 4 I LA D« 75 S 55— 7 T, ek AE AR ST Pl
B ETTER AN BCE 2 AN UL bRl 2 (AL B R EI0E 5 T I mRNAR E WL S b
o

(04891  #£ 53— J7 I, A BRI K FH Tkl SL3h W0 b L2 46 00 J7 32, Bk 77 1 AL 4i5 1
Wit LB Wit R Ve T A R A F B SOl ) 7V S e AL &4

[0490]  8.3EE=2:Hi&

(04911 &$RHE T B A B4 E YA P2 M)A e FbR Ak A T 72 5256 3h 4 (9 an i K
T METIRER L S RI/INER) HR PP 57 A S JUL 2 4 4100 11 50 ) A 7 A 7 R g 0K
R RN T RS, AE A R AL VLR RR R 12F 155 LA DI RE A1/ B 1 4g
R 2 AL WLIR R8T 36 97 7R — 340

[0492] E.s2i

(04931 Z| 7 A1) S it A51] LA AR [ra) A 45033k A5 30 5 AR N 3 42 A Gn ] 1] £ RN PP Ak AR ST SR 1) 4k
G A i A B A BT R SR B B A TR B A AU R BN AR R R R
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i e =B ) i BN 9 L BA XS G Ya el o (E R, AT AR N AR A A T S ER A
TEAN I A% B RS # AV B T2 R 5 AT AE A I AR e S it 7 S AR v 2 2840 HATY AR
213 B[R BRI 25

[0494] LR IR OR BT (AN, & IR BEEE) KE B, AELATD L] 258 52 22 i 22 R AT Ui W o B
AEHMEIH, B WA N E By, iR A CECNER SRR E T, HIE TN E R T e K
S

[0495]  BLabdopkl R AN G N G0 T 48 BH R E R R A4 2, HLE 2 A B 4R e 2% B
AL R H S AR ERS . FHEHR AW : “Ambion” £Ambion,Life
Technologies Corporation,Austin,Texas,USAH]7r /2 A]; “Applied Biosystems” &
Applied Biosystems,Life Technologies Corporation,Carlsbad,California,USAF]%>
NHE]; “Boehringer Mannheim” /&2Boehringer Mannheim Corporatin,Indiapolis,
Indiana,USA; “CardinalHealth” /2Cardinal Health,Inc.,Dublin,Ohio,USA; “Cell
Signaling” #&Cell Signaling Technology,Inc.,Beverly,Massachussetts,USA;
“Columbus Inst”#&Columbus Instruments International,Columbus,Ohio,USA;
“Harlan” &&Harlan Laboratories,Indianapolis,Indiana,USA; “Instrumedics’ /&
Instrumedics, Inc.,Richmond,I11linois,USA; “Invitrogen” s&Invitrogen Corporation,
Carlsbad,California,USA; “Microm” /& Thermo Fisher Scientific Inc.,Rockford,
I1linois,USAfMicrom4s;r /A @ (Walldorf,Germany) ; “Millipore” &&Millipore
Corporation,Billerica,Massachussetts,USA;Merck KGaA,Darmstadt,Germany[J;2
A); “Ortho” #£0rtho Clinical Diagnostics,Rochester,New York,USA; “Pierce” &
Pierce Biotechnology,Inc.,Milwaukee,Wisconsin,USA,Thermo Fisher Scientific,
Inc. 127 s “R&D Systems” 7&£R&D Systems Inc.,Minneapolis,Minnesota,USA; “Roche
Diagnostics” s&Roche Diagnostics Corporation,Indianapolis,Indiana,USA; “Sakura”
&=Sakura Finetek USA,Inc.,Torrance,California,USA; “Santa Cruz” s#&Santa Cruz
Biotechnology,Inc.,Santa Cruz,California,USA;f1“Sigma” #&Sigma—-Aldrich
Corporation,Saint Louis,Missouri,USA.

[0496] 1.—M& 71

[0497]  a. AKZHEHITTE.

[0498] A SC¥E R BB 95 B0 22 faf He K2 M LA B Y 25 712> (InstitutionalReviewBoard)
Lt , I LA S ST g HARATT NS R 2 i e N - 7275 JIE R 7T a0 — A, 323 2
s R 75 547 (ClinicalResearchUnit) (“CRU”) —ik LAEHEAT : AR E | il € B2 R HE
HH & S EY) Z IR S UK (dietaryinterview) , PA KT BL T B 3R 280 52 - &
HBM/Hitachi9l1/#7 %% (BoehringerMannheim) M 5E K ML 85 A (“Hb”) Alckl yb F 2 H1 i) ;
1§ FiElecsys® £ 4t (RocheDiagnostics) M B Ak 27 & 5 e 28 I 5 ) 0L H- I = 6 A 1 2%
Ui B TAANTSH; /i F| RocheCobasIntegra® & & B2 E % (RocheDiagnostics) JEid
b 30 E 4 1 9% CRP s LA K A HIQuantikine®1 77 & (R&DSy s tems) I E i i H TNF-a 7K ~F-
FRER 32\ S NG 9T 2 B b AT T H k&, 72 2 BE I 9T 2 T 48/ 52 4l 3 AU &
HCRUE TR K il & FI e & GE T B U5R) « B MEWF R ITFUG T t =0/N 0, Sl 52 & i3\
CRUFF HIF 4R ME - 24 25 IR, 35l BE AECRUA ) 52 38 4E R AT T H 3 By i& 3h . B HHOK,
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{EZE E RN 7R 2940/ I, 8 FH Temno® 7G4t (CardinalHeal th; 43345 T1420) 7E
R 5| TN B AMULEEAT 48 B2 i AR 2 o B e 52 2 B CRU-H & TR & T &, FE et
=46/INIF 5 H X B A LEAT ULPA) I 2 206 o £ £ =36 .40 42 F146 /I 00 58 I AR &2
2K T ¥ Elecsys® 24t H T 5@ B 27 R 5 2 . BE AT R 1 3RAT I B B BE IR 6 10 AN B
% (AdamsCMZE A (2011) MuscleNerve.43 (1) :65-75) o

[04991  b. A2 B MImRNAZK - B BERE 51 43 4T o

[0500]  RAEEBENIFE S 2 5, K H LRI E TRNAlater (Ambion) HH 3 7E-80°C T I jk H.
it — 0 A FHTRIZo 1A (Invitrogen) $FEHUSRNA , FF78 22 ff 42 K 22 DNA TR #% b S it
T4 B 2258 , 4n AT AT R (LambJ %% A (2006) Science (NewYork,N.Y313 (5795) : 1929~
1935) o WA SR ) Log2 22 38 5 I Bt HA X AN 7 mRNARE 7 14 16 BT A o0 S 1 3R % 1) 1 215
59 L o A E B AR BEImRNA FH 23 T AR B 3 2 (P<<0..02) , ST -t 3a ke Lt
BB Log2AE T - i E WA/ B B B8 WImRNA HH A& SRR 1M & A2 B i (P<
0.005) , AL XS t A 46 R b MR 0 B AK B B I RE SR IR X B /N B I Tog2fE 5 o
15 2 IEMRNAE SR HR 4l 01 575 T 22 1 0g2 5 5> 811 2 35 R I mRNA 5K H N SR A/IN R 1)
XL [ GB T 71 B P8 © A7 ANCBI 38 [ 3R 1k 25 & 24 i (NCBI sGeneExpressionOmnibus)
(“GE0”) H, 3 H. Al 4y Bli# L GEO R 41 % 5% 5-GSE28016 FIGSE280 1 73K HX o I AT H3& T 2% %t
ZIN BB BT 52 0 RO 38 49210 6 N 2 B LS el 1 40 32— B 20 7T (AdamsCM&E N (2011)
Muscle&nerve43 (1) :65-75;EbertSMZE A (2010) MolecularEndocrinology24 (4) : 790-
799) .

[0501]  c. SIS %E ERT-PCR (qPCR) o

[0502]  f# FHTurboDNA—freeid 5 & (Ambion) #4TRIzo1—4& HL F{ mRNA FHDNARES T &b B . {5 FH
TagManGeneExpressionAssay (Applied Biosystems) 52 A ZEmRNAFI /N IGF-T mRNAF)
qPCRAIHT o 1 FH s 25 B c DNA S % AR5 62 (AppliedBiosystems, PartNo.4368814) HH 2ugRNA
HRH B CDNAL LI PCRE20u I KRB & H20ng RFEFZMRNA, L0
120XTagManGeneExpressionAssayfl10nlTagManFastUniversal PCRMasterMix
(AppliedBiosystems;PartNo.4352042) .{# FH 75001 52 PCR 24t (AppliedBiosystems)
PL960017 EAR X33 1T gPCR 3% AT A #6518 (EbertSM&E A (2010) MolecularEndocrinology24
(4) :790-799) KLt /Nl atrogin—1 FIMuRF ImRNAZK P qPCRAIHT o K5 BT A qPCR I 8 P+ 475K
it =% FETH R BAE (Ct) WP IME LIS B A R Ao iz Bds (A Ct7 i,
36BAmRNAZK PAE WA & X IR (invariantcontrol) o

[0503] d./NELJj=.

[0504]  MNCIfH 26-8 JE k& EPECSTBL/ 6/ R , 1alFE T B 127N S R/ 127N RIS A6 1)
HJEIE (colonycage) H1, FHAEEATEIIE3 AN TS50 . B AR 55 M5 B, 15 W) A b 14 )R}
(Harlan;TekladDiet,Formula7013,NIH-31ModifiedOpenFormulaMouse/
RatSterilizableDiet) 1A FE/INER o B — B XA (Sigma) PA250mg/ml 3K FE ¥ T-0.9 % NaCl
B RERER (EnzoLifeSciences) LA200mg/ml (13 BEA T Fokalih (1. p. 3 B0 83,
B R B AT H1A R (customizedchow) BN E AR #ETE Rl (Harlan; TekladDiet,
Formula7013) BibniE R AE K& (Harlan;TekladDiet,FormulaTD.93075) H o K5 5 8 R
(Sigma) LA200mg/m1 (¥ BEE T T oK Bt B B I EARBR K, AF /N R 224 /N .
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FIACCU-CHEK®Aviva%#i kil (RocheDiagnostics) M JE & k152 2 18 Ik 7K - o i ik
TE BRI T B 1) A P 28 0 S it BRI J5 IO L 25 8, 3236 R R IR 8 1 . pide 5 it FH RE SR TR
(200mg/kg) BA i FH I A (oK) FE 8T R A8 3L = AR AT 19 38 /7t
(ColumbusTnst) M & 7 B2 /7 o A8 A /INBR 252 5 Uk 821056 DL 15 26 AH - @ 1 7E Vanderb
iltUniversityHormoneAssayCoreFacilityJRIAMI & I3 TGF—T A1y & /K F . f# H
VITROS®3501k % 54t (Ortho) I & i JIH & 8% H v =88 ULEREF JHZT 2 AIALT . & 30
WEEAE 4 52t Mo KA WL s 5% 5% Fifg FHZE 514> (InstitutionalAnimalCareandUseCo
mmitteeoftheUniversityoflowa) #tif.

[0505] . ZHZ%50HT,

[0506] RAEH L J5, ¥ HALRIKE T & HBEN2A R 2 -160°C I bt o A WLRNZ A
HAEAN R, I R CryoJane Y] i 24t (Instrumedics) fMicromHM505EA iR TE iR
e il R I Loum ) 7y o 44 M 107 223 5E T-10 %6 i M2 i AR R ShdR b IR R
I J5 4 FAMi cromHM355SHLEN Y] F ML (Mi crom) S il 25 4umt) Fr o 70 AKE FAR 21 Gy 6. {d FHDRS—
601 H g A et Hl (automaticslidestainer) (Sakura) RS2, 7 7E 3B DP-70 RE AH ML
OlympusIX-7T1R M LH#HITRE (M Inage] WA (AL, KA
NationallInstitutesofHealth,USA) SRSt G 7t o A H an 78 H & 1 o7 B fi A i B/ B
15277 1Rk = LA 4E B 4% (DubowitzVAE A (2007) Musclebiopsy:apracticalapproach
(SaundersElsevier,Philadelphia) 5 3kppXI1I,611s) o

[0507] .43 #r IGF-TANIR & 2=/ S R H E B AL -

[0508] /N ER VU Sk WL W7 357848 T VN2, FR44 Tri ton—X 1000 ¥4 25 [ $E BV #4 ML Al #4
iR (EbertSMZE A (2010) Molecularendocrinology24 (4) : 790-799) K il 4% . /N FR C2C1 2 AL
2 i M 36 [ A 20 I2 AR 3 T (AmericanTypeCul tureCollection) (“ATCC”) 153, 344 H
YA S A PR (00941 /ml 55531, 100ng/ml BAR HERE 2) A110% (v/v) G4 ILE (FBS)
fiIDulbeccorf K A% /K 1% 9% 3 (DMEM; ATCCH30-2002) H1 o ZEE50K B I BA2. 5 X 10° A4
Ji/ FLIR) 25 285 N 6—FLAR - 7E S8 2K , I FH2 % 1 1Ly &5 46 10 % FBS K5 S I L 1) 4k - 78
TR ALVE @I PR IR #h 2% i SR /K B ik 2 i AT B LR , Bl J5 VS s 1 LI 1% 77
FEL6/NN ML IR J5 5 4 LOuMBE SRR R H EDMSOH 1] 5 1 1 OmM A 25 ¥ » 555 AR AR 7 Bk
A 10nM/N B IGF-T (Sigma; H 35 18779) B 10nMA- [k 5 2 (Sigma; H 35 16634) [IDMSOH
BEINE Z S IR . N M Akt . S6K ERK AR ox O R AL , K ML 7 RE SRR L TGF-T AN/ BB 5 &
FAAEBANFAE S DL T 8 5 2070 Bl B8 Jim R 58 22 SDSTA I 2% #f57 (10mMTris—HC1 . pHT7. 6.
100mMNaCl1% (w/v) SDS.1ug/ml 5 BEHIZA 2ug/m1 1 ikEE (aprotonin) «10ug/ml S
JOK ~ 20 01N HH J5E it 5 950 R0 1 2 1 OO o8 i 11%) gl e W 400 155V 5 13 (Sigma) HH o 4 55 43 1 25 AL
PR B2 BV s 4 L Y AR ) 5.0 . 254 ARERI AR i 2 1 771) (250mMTr i s—HC1 . pH6. 8, 10% SDS 25 % H
H.0.2% (w/v) WRERIEFI5% (w/v) 2-30 3% £ ) VA FFAE95 CIMFAS 7%, Tk B 1) S5 43
BWIEBCARAN A (Pierce) FHTIN5E 8 (I 4 BE i (25ng) #E1T8% SDS-PAGE , it J& 4 75 &
Hybond—CextrafffR £l 4t 2L yE I (Millipore) of# RN SAkt . BERE 1L -Akt (Serd73)
SEK {1 —S6K (T421/S424)  SERK1 /2 B R 1L -ERK (T202/Y204) \Fox03a Bk g FR . —Fox01
(T24) /Fox03a (T32) (CellSignaling) fJ1: 2000/ HLAAMRE FEAEAC R S o 138 ENZE , Rp 45
16/NISF o 903 BT TGF—1 52 AR B IR I 25 S AR B R AL , K U 7 RE SR IR L TGP -THN/ BBk & 25 A7 1
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BANTEAE RIS L R W 5 290 B, B J5 K42 ZRTPAZE w37 (10mMTris—HC1 .pH7.4.150mMNaC]1
0.1% (w/v) SDS<1% (w/v) TritonX-100.1% Mt A NHEZNa . 5SmMEDTA | ImMNaF | ImMIEZLERNa - 1n
g/ml B EEFIEA 2ug/ml {IKEE (aprotonin) «10nug/m1 2% G K  200uMZK 1 2L AR 460 L 1 :
10O 5 5 114 B B g 410 11 SFVEE 5402 (S gma) AL < 100 A5 i Tk 1 T 4101 okt 71 V2 5 403 (S gma)
Wi FHBCARR ) S 2 2 IR B, UE 5 B iz S B % B 2 AERTPAZE ph A Tmg /m 1 1R 94 &
(ZARFRB0011) o B J5 F 2ug - TGF- 152 4&BYL A (Cel1Signal ing) Bi2nghi—Jik it 2 32 fABHL
& (SantaCruz) 5500168 H +Sepharose®f: (SantaCruz) —#2 s, B2 5 ¥4 FE W 7E4°C N iE
B 167N K S S BT WD AE 2043 B Y B Im I RTPAZE 1315 =7k, i 5 51000 1B 5 22 ph 5]
(50mMTris-HC1 (pH6.8) ~2%SDS5% H I .0.04% (w/v) IRy AI5% (w/v) 2-FfiFk 2. WF) V&
&, B W5 B W U IE W HE AT 8 %6 SDS-PAGE o N4 T M IGF- 15244 | B BR Ak — s 1 2%
AR S R 2K B R A B Elybond—CextraiFR 41 4 RN Millipore) o N
I TR AL —TGF- 15244 , ¥4 5 1 4 2 PVDF I (Bio—Rad) o {3 1 : 200057 B £ [ 5 - 1GF-15%
PRBHLAMAR 1 : 5000F7 % B 1) /)N R P — e R A — TR S BR 4G 1O B e FE Bi Ak (Mi11ipore) 1: 20007
FEREMPU- e B R A2 ARBELL : 2000 B E I br-BE IR AL - R & R 52 kB (Y1162/1163)
(SantaCruz) 7E %~ SL it e % EN ik

[0509]  g.ZRNAT-HLHIPTPIBHIH.

[0510] L KFPTPN1 45 5 M 5 A% FF 2 WAaE /K (Invitrogen) B FpcDNAG. 2GW/
EmGFPmiRFiAL (Invitrogen) H 3k A A i KipCMV-miR-PTP1B#1 A1pCMV-miR-PTP1B#2 , Ff ik
pcDNA6 . 2GW/EmGFPmi R Jii B &5 A 19\ TFE pre—mi RNAFIEMGFPIE] - 5 T~ £ 1A I CMV S 3 7
pCMV-miR-control 4k £E pcDNAG . 2GW/EmGFPmiR 5 kL H (1 4L 7] pre—miRNAK 32 /7 41) (miR-
negcontrol; Invitrogen) . M\NCI45 2|68 i & i B4 C57BL/6 /N B, HEAEU 2 /N R 3 J Y K
5286 32 AT IR (EbertSMZE A (2010) Molecularendocrinology24 (4) :790-799)
RS2t /)N BRI A ATLAG) i 28 FL AN B ULRNARR) 43 B85 o 755 8 2ug FRRNA W BE AL /S SR AR 51 40 Fl vy
X 5 cDNA S #5307 (AppliedBiosystems) H)ZH 0 20l e N W0 & il 56— FE CDNA o i
HHuntar A EbertSMEE A (2010) Molecularendocrinology24 (4) :790-799) H) Tagmanze
5 E KL HPTPNImRNAK I qPCRA>#7  qPCRAE FHH 7500 P 4 SE B PCR & 4t
(AppliedBiosystems) BT o« 4 BT A qPCRI B FAT St — K, H 1T EAE A (Ct) B ~FIME
DATS B B 4 25 It A Ce sk 31 2484k, 36BAmRNAZK P /E A~ A48 5 %) HRL o 42 LG i 4
iR (EbertSMZE N (2010) Molecularendocrinology?24 (4) :790-799) #ill 4 & #& Y] F, 7% 58
I 4L (1) (EmGFP-FH ) WLAF4E .

[0511]  h. Iy AE SRR /KT Il & .

[0512]  fdi L Joe : PRI 10 : TVR A P M LT B B E SRR ([RTUAC > 90 %) , B Je b L AR iR 2t
HEET ZH PR 2,3-ZF B E L) 41 (Invitrogen;Ne—0Tf) (455 TUVAIZDE Yt
T ER ) o B Jo 72 2R 21 . 8umEk (WatersPartNo. 186003533) f1100X2 . 1mmC18HSSA: AITUV
KM 28 WatersAcqui tyUPLC_E A M T AE AL B R s

[0513] 2 VRITWLEARHIIRIT AN

[0514]  EHEWLZE A2 B = 25909697 B0 O HASE N G2 5510095 28 o R %5 58 R 0T 3 P 2
A PR BB E T T (D A T — Bl S /N R IE A O 1) R R R A AR
T 2 S8 T 63/MNE NFF/NR LA =38 52 23 I A FImRNA, H %5 58 1729
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ANE N HLVA T 52 25 5 APE B6 151005 — 38 V32 A mRNA o L5 45 03X 5 6 D A mRNA T8 bn 10 4
FF & #5 R K (Connectivity Map) , FTid 2 16 & B A& —F e B FH 0 S DR b L 5 s A 4
B 5> FE R R RE 2 8] 5% R IR B2

[0515]  @EAT = 3051 B MBI 78 DA RAEAE N AN B rb - 8 TLmRNA 7K T B4 25 45 AH 5 ) A2
o 3X = TG0 FT I 5E LA T SENA = A) 23 T AR SRR BN SR B LmRNAZK P (1) 5200, B) 588 45
57 (“SCT”) Xof N2 BEmRNAZK - 50 (AdamsCM&E A (2011) Muscle&nerve43 (1) :65-75) Al
C) Z5 X /N B 8 LmRNAZK P B 520 (EbertSMZE A (2010) Molecularendocrinology24
(4) :790-799) AERFIRBF 5T, {3 K T-16, 000N mRNAF & B 7K ) A0 8 725 21 LA
RO LA VF 2 B840 (B2 i e T HOKPAE R DA SRRk AR R Al i A
[RJmRNA o DAt , 385k b 3502 B RE N SR AN B i BE LT 520, A5 DA P ZHmRNA RS ZERE AT 45 0E -
a) 75 AR T 23 I T 39 006 31 mRNA , Fb) 76 AR e i T 23 5 T 82l 324
mRNA o 3% Le33E Ak, A SF A L 25 5 T2 1 B B W LnRNARERR A “DLZE dibnic-17 (B E2) %,
e 25 PEANSCTN N B A% L sz 345 52 LS P ZHmRNA : &) BT 25 BRAISC LT 34 in i 184
mRNA, F1b) f T 2% I FISCT T V20 1 17 mRNA . 1% 55 — ZHmRNABS FR A “WLZE G brit-2" (S0
K13) FEWLZE AR - 1200 J L BT A I mRNA L BT 2R 5 1F 3 3 22 45 10 5 B& LI V8 AT
Tk A & 3255 W 4 I mRNAZK P (1) 52 10 5 L2 4 b~ LRI -2 40 S () 25 AL A& W0 T e 2= 4
il B G S A &), ¥ R (LambJ 55 A (2006) Science (NewYork,N.Y313
(5795) :1929-1935) H T LW Z bR -1 F1-25 > 1300 903E PE /N5 F (I mRNAR IA A
0o X e g BLUE e 7 N B B UL 4 1) 5 1 PO P 4 ) 71 5 BE SRR o U ) N 2R B UL
ZYp i), B S PEG AL R A EREE R AT R T R R R2ER T H A
WZE AR bR -1 E A B R EY) G TAR i BImRNA, 2 WL 2) , iR 3 W R 75 A K
LR -2 2 A AR R 1L A4 O FAri H ImRNA , 22 UL 3) »

[0516]  {ENASSCHE AR B ZE 46 bric -1 -2 R R & 3640E (proof-of —concept) , £E/)N
B P Xt e SRR AR VR AT LA , T EL A M 2 I B SR R4 AL 25 4 SR HEILAE K .

[0517] 2. 5 NRAES R C-1 R B HREE R EY

[0518]

Cmap & /it B EZES n (3 P Rt EZ%

=T A #7 -HL60 -0.752 1 -0.991 100
Jk ¥ F -HL60 0622 1 -0.954 100
T A# -PC3 -0.598 1 -0.941 100
b 5,4k -HL60 -0.551 1 -0.91 100
% 76 m% -HL60 0497 1 -0.873 100
& #omk -PC3 0483 1 -0.861 100
Ah K & -PC3 0462 1 -0.846 100
F %% -MCF7 0347 2 -0.735 0.13873  0.1118 50
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[0519]
Cmap L fr/mie% B AES n BE p R EZ%

FHHomk -MCF7 -0.343 2 -0.78 0.09489 0.2263 50

AR Z-MCF7 0219 2 -0.546  0.4127  0.6589 50

b g% -PC3 0.077 2 0414 078446 0.7654 50
[0520]  K3. 5 AR ZEgabrid -2 BB HIEERFILE Y
[0521]
Cmapt #/afe%  BKA#®9 n FH P HAH FE%
LAk -HL60 -0.870 1 -0.998 100
& Ha sk, -PC3 -0.861 1 -0.998 100
Ah K % -PC3 -0.754 1 -0.990 100
&) A g BR-HL60 -0.569 1 -0.929 100
T # -HL60 -0.543 1 -0.915 100
Jk 4 % -MCF7 -0.486 2 -0.840 0.05114 0.04710 100
A4 K % -MCF7 -0.314 2 -0.460 0.64871 0.84500 50
% #ask -MCF7 -0.281 2 -0.611 0.30586 0.65260 50

[0522] 3. N 2B HE M ImRNAZR I 1 520

[0523] R4S IEE FILESR , (2 X N LB BN A mRNAZR A K 521 32 A AT) oK F5e o
N T I E AmRNAZRIA AN B B WUIR L2 B 26 &, X825 2269 5 CPIME=46%) 1L
AT N G (34 B4 1) AT B AN A T RR TR 4AH X i
AR 1P 3548 B 5 0 (= SEM) 25+ LA AT P 354R B N69. 4 =4 . 8kg. ML & Al
(HbAlc) < H it =g (TG) & R R EE (TSH) Wi 25 ORI &R (i T4) C- = BiE& 1 (CRP) Al
Jiffeg R AE IR -F-—a (TNF-a) 35 2R A5 IR /K370 IE T Y I (B14A) R (F4A, 4iN) R 2R
TEIAR U FE AR F 9 PEFE R o 12 P S 77 I 2% 80 26 0 0 5 227K 7 (B140) i L a7t
AR )T M &= SEM. 7EFELE LR, 1R 22 8 K/ TGVE R WL o 4455 1E 52 faf 46K 22 I PR
FEAL (UniversityoflowaClinicalResearchUnit) B}, f# 52 i & B ik AN 52 & /B /] LK
IR NG A0/IN o 73 i BATA] P33 Rk B ek /b 1.7 0. 1kg (WIUEARE 3 £0%) o

[0524]  FEA0/NE G2 5, WLPATE 4 238 A A\ 52 3 I 2 (VL) WLAS 21« 7E LR i 2H 2R
KA 2 Ja 52 H LR IR A T B /N LS (PR RIS A R A Ja /S /R B ARATT
M VLILIEAT 35 — IR LRI VS 2R 2 o TR, B 44 2 7 2= B DR 25 JE 444 TS AR A T L
P 20 230 1 o AN HH TRk, L5 7 26 0 R 6 B 3R /K AE 40 /NI B IR S5 RIS, B Je T ey s
HB0 5 —OE AU A 0] B2 (BI4A) o I BeB 3 T B A1 5% 3 45 08 AR 5 2K P
R CEIE) NS — ik R I8) WLRE 20 23k A i AH =

[0525] Dyl s 2 HE XS B B ULmRNA R IA () 52108 , K RNA MRS R L IR V& 2 2R 2 4 o9, B i
FAAM B 7 K BEFUXS H AT 20 M7 o 4= St 1 B 325 e An A P <<0. 02 Gl o t—Aa ) , &K I
28 1M mRNATE & AR A B i 27 7B CR B W& 1) > 17,000 mRNA, 22 ILE|4B)  1X £67%
JE A B R mRNA— YE 7~ T R TR R X LR (8407 2 25 I AN B RS 2 ]S 38 Lo g o AR A1 B

55



CN 106822153 B W OB P 53/124 T

Z 5 R XA B & B Z AT BT mRNAR) B8 , HoK P T 258 w0 8 ek ek 2 (P<<
0. 0238 i Fe X t—AE 56 o

[0526]  HiE T AffymetrixHumanExonl . OSTRE #1144 C 3 M 2 BE e W A\ 2B 8% ) lmRNA F1
TR EATLog2 A5 5 I 52 M 25 /R FE 4B R RF A 32 W E B IRE 50—
FHIF 32 R T WA 5 Bl T 4452 1 11 2548 == SEM. P<< 0. 0238 i e wf ¢~ 36 FH T
FITAT .78 BmRNA  SRX LI 7R [ A 24582 IR MImRNA 4 AN VA )52 , %52 il == i ek
AR R 2 5 22 R IE I mRNAFF A BL AT 2 A Xt WLZE4g B A&, R 174+
mRNA, H I 76 73 i AR I AR (1 o g 7 840 S R[S B 0 i ae L = A M B & S B AR
W V2 2 5 00 8 KR S W R da A 20 3% e A B A S AE M &S (K
4B) L FEIX¥E i, atrogin—1 MuRF 1 F1ZFANDSmRNAZ AL L %0152 /N LB B LB 48 T 6 R A
(BodineSCZE A (2001) Science (NewYork,N.Y294 (5547) :1704-1708;HishiyaAZE A\ (2006)
TheEMBO journal25 (3) :554-564) o AH 5 , 7% 1 12 3 k> 145 T-mRNA , Ho gt 784 AR i 72
(B b A B B 6 AN B 58 e B Al BRI L I R AR AN b AR AR Wk AB) B
CLAME M E R (Bl4B) o fEIX £ 1, PGC—1amRNAZ 5417 i /1N bR 25 4ig AH OC 1) 2 PR SRk A
ULEAE R B E (SandriMZ: A (2006) ProceedingsoftheNationalAcademyofSciencesoft
heUnitedStatesofAmerical03 (44) :16260-16265) .

[0527]  {i FHqPCRatE — P Bk % 45 3R UL 20 Bt -G 24 1 R N 28 52 038 15 280 1 o0t 1 M £
25 T B VLT 2 2R A o BORNA (S W15 5 B8 D9~ F $94 = SEM; %P<<0. 0 LI i it X t—46:
559) o FEERE 52 E R S IEmRNAZK P 3 — A R 3 I K 8 5 8 N L dm S R LR A2
KAMEE (myostatin) (MSTN) AImRNAE H /K- AN 52 25 IR I 028 HE 6 R s, g o o0 I+
FIBFEB P oPAL o L, X EEHAR AL 1 B NSRBI 2 IR B mRNAZR IA B

[0528]  Z&X1. 73 fIZNA B A\ ZEmRNA.
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Affymet mRNA ARz a5 p 14
rix ID (ZM- SEM P
)
3062082 | PDK4 NM 002612 // | NM_ 002612 | 2.15 0.34 | 0.000
PDK4 // /A BR B Bt
S BB, F) T B4
/] 7921.3 // 5166
2319340 | SLC25 | NM 032315 // SLC25A33 | NM 032315 1.42 | 0.41 | 0.007
A33 | IR BAR K25, AR
33 // 1p36.22 // 84275
3165957 | IFNK | NM 020124 // IFNK //F | NM 020124 [ 0.96 | 0.28 | 0.007
HE&, «/ - 56832 /I
ENST00000276943 // IF
3424158 | MYF6 | NM 002469 // MYF6 //lL NM__()(]2469 0.95 0.12 0.000
[0529] # B F 6 (herculin) //
12q21 /4618  ///
ENST00000
3422144 | LGRS | NM 003667 // LGRS //4 | NM 003667 | 0.88 | 0.12 | 0.000
HERRFEELNCE
GABREZARS
2356115 | TXNIP | NM 006472 // TXNIP //#. | NM 006472 | 0.85 0.22 | 0.004
AExZassxal
1g21.1 // 10628 /// ENS
3233605 | PFKF | NM 004566 // PFKFB3 // | NM 004566 | 0.84 | 0.18 | 0.002
B3 6-FiE BR R 4B 034 B ) R AR
-2,6-~BEEABE3 //
3151607 | FBXO | NM 058229 // FBXO32 // | NM 058229 | 0.82 | 0.19 | 0.002
32 | FAEEG32 // 8q24.13 //
114907 /// NM 148177 //
FB
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Affymet mRNA ARz s £
rix ID (ZM- SEM P
FR)
2745547 | GABI | NM 207123 // GABI // | NM 207123 | 0.71 0.08 | 0.000
GRB2- AR &4EAL //
4q31.21 // 2549 /// NM
3173479 | FOXD | NM 199135 // FOXD4L3 | NM 199135 | 0.68 0.25 | 0.017
4L3 | /) XkAEDAAE3 // 9q13 //
286380 /// NM 012184 /
3199500 | CERI | NM 005454 // CER1 // | NM 005454 | 0.64 0.24 | 0.019
cerberus 1, & B 4EAL
ik, BRMIEH RHE
3444309 | TAS2R | NM 023917 // TAS2R9 // | NM 023917 | 0.63 022 | 0.015
9 RAEM, 28, AR/
12p13 // 50835 /// EN
3452323 | SLC38 | NM 018976 // SLC38A2 | NM 018976 | 0.62 0.13 | 0.001
A2 | R BAA R3S, R 2
// 12q // 54407 /// E
3381843 | UCP3 | NM 003356 // UCP3 //f% | NM 003356 | 0.59 0.04 | 0.000
1BEAE G 3 (AR, T
#HR) 1/ 11q
3147508 | KLF10 | NM 005655 // KLF10 // | NM 005655 | 0.58 0.11 | 0.001
Kruppel # B + 10 //
8q22.2 /7071 M
NM 001032282
3982534 | LPAR4 | NM 005296 // LPAR4 /% | NM_005296 | 0.57 0.17 | 0.008
[0530] o BE & BR X K4/
Xq13-q21.1 // 2846 ///
3384321 | RAB30 | NM 014488 // RAB30 // | NM 014488 | 0.56 021 | 0.019
RAB30, RASHE#* B %Kik
A/ 11q12-q14 // 27314
I
3256192 | Cl0orf | NM 006829 // C10orfl16 | NM 006829 | 0.55 0.19 | 0.013
116 | ) #EARI10F AR % AE
116 // 10q23.2 // 109
2705690 | GHSR | NM 198407 // GHSR /4 | NM_198407 | 0.54 0.20 | 0.016
K ER S E TR
3q26.31 // 2693 ///
3326938 | LOCI0 | AF274942 /Il AF274942 0.53 0.16 | 0.009
013010 | LOC100130104 I
4 PNAS-17 // 11pl3 //
100130104
2318656 | PER3 | NM 016831 / PER3 /M | NM 016831 0.52 0.16 | 0.009
BARR B3 (RE) //
1p36.23 /8863 /I
ENST00
3209623 | ZFAN | NM 001102420 // | NM 0011024 | 0.51 0.13 | 0.005
D5 | ZFAND5 // 4 4%, ANI- 20
RIIKS5 /1 9q13-q21 // 7763
I
3741300 | ORID [ NM 003552 // ORID4 // | NM 003552 | 0.50 0.19 | 0.019
4 R, Kikl, BE
#*D, 4/ 17p
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Affymet mRNA ARRA g5 4
xix 1D (EM- SEM P
BA)
2899176 | HISTI | NM 138720 /| NM 138720 | 0.49 0.16 | 0.010
H2BD | HISTIH2BD // 1% & 3%
1, H2bd // 6p21.3 // 3017
/I NM 02106
3439256 | RPSII | ENST00000270625 // | ENST000002 | 0.49 0.11 | 0.002
RPS11 // HABKE G S11 70625
i/ 19q13.3 // 6205 /I
BC10002
2973232 | KIAAO | NM 014702 // KIAA0408 | NM 014702 | 0.49 0.14 | 0.006
408 | // KIAAO408 // 6q22.33 //
9729 /// NM 001012279 //
Céorf17
3291151 | RHOB | NM 014836 / RHOBTBI | NM 014836 | 0.48 0.09 | 0.001
TB1 | // Rho-#8% &) 4 BTB#k 1
//10g21.2 // 9886 /
2358136 | Clorf5 BC027999 // ClorfS1 //  BC027999 0.48 0.17 | 0.016
1 P EARFF ARG ERAES] /)
1q21.2 // 148523 //
3948936 0.47 0.18 | 0.020
3944129 | HMOX | NM 002133 // HMOX1 // | NM 002133 | 0.46 0.13 | 0.006
1 o ST F A PEG(RRER) 1 //
22q12[22q13.1 // 3162 ///
2968652 | SESNI | NM 014454 // SESNI // | NM 014454 | 0.46 0.12 | 0.004
sestrin 1 // 6q21 // 27244
[0531] /// ENST00000302071 //
SESN1 //
2951881 | PXTI | NM 152990 // PXTI // it | NM 152990 | 0.45 0.14 | 0.008
FACHBEIR . EAAF 1/
6p21.31 // 222659 /// ENS
2819747 | POLR3 | NM 006467 // POLR3G // | NM 006467 | 0.45 0.13 | 0.007
G % A-B%(RNA) 111 (DNA3]
$69)% kG (32kD)
2957384 | GSTA2 | NM 000846 // GSTA2 // | NM 000846 | 0.44 0.10 | 0.002
B H IRS-4 A5 BEA2 //
6pl2.1 /2939 /I
NM 1536
4014387 | RPSA | NM 002295 //RPSA// 4% | NM 002295 | 0.44 0.16 | 0.018
IR ZASA // 3p222 1/
3921 ///NM 001012321 //
3021158 | C7orf5 | NM 024913 // CT7orf58 // | NM 024913 | 0.44 0.07 | 0.000
8 F EARTIF ARG EAESS //
7q31.31 // 79974 /
2976155 | OLIG3 | NM 175747 // OLIG3 // | NM 175747 | 0.44 0.12 | 0.006
VRIRE miRiER RT3
/1 6q23.3 // 167826
3261886 | Cl0orf | NM 017787 // C100rf26 // | NM 017787 | 0.44 0.17 | 0.019
26 | FEAKRI0TFAAIELIE26 //
10q24.32 // 5483
2489169 0.42 0.12 | 0.006
2790062 | TMEM NM 152680 // TMEM154 NM 152680 | 0.42 0.14 | 0.012
154 ] HREEG154 // 4q31.3
// 201799 /// ENST00
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Affymet mRNA AEE R 5 T4
rix ID (ZH- SEM P
BR)
3792656 | CCDC | NM 024781 /| NM 024781 0.42 0.12 | 0.007
102B | CCDC102B // 4 #% o %%
& IR 102B // 18q22.1 //
79839
3554282 | INF2 | NM 022489 // INF2 //& | NM 022489 | 0.41 0.14 | 0.012
% mE, AFH24=WH2
¥/l 1493233
2614142 | NRID2 | NM 005126 // NRID2 // | NM 005126 | 039 | 0.15 | 0.019
MEARE LKL, 4D, &
N2/ 3p24.2
3404636 | GABA | NM 031412 /| NM 031412 | 039 | 0.10 | 0.004
RAPL1 | GABARAPLI /l
GABA(A)Z Hh X B E G
¥1//12p13.2
3063856 | tcag7.1 | ENST00000292369 // | ENST000002 | 0.39 0.09 | 0.003
177 | tcag7.1177 /] RAk4EF % 92369
1 £ STAG3 //
3461981 | TSPAN | NM 004616 // TSPANS // | NM 004616 | 039 | 0.14 | 0.015
8 w % & A 8 |/
12q14.1-q21.1 // 7103 ///
ENST0000039333
2908154 | Céorf2 | BC029519 // C6orf206 // | BC029519 039 | 0.09 [ 0.003
06 | FEAR6TF A EAE206 //
6p21.1// 221421
[0532] 3415046 | FLJ33 | AK091315 // FLJ33996 // | AK091315 039 | 015 | 0.019
996 | 3 W & & FLI33996 //
12q13.13 // 283401 ///
3326400 | CAT | NM 001752 // CAT /it | NM_001752 | 0.39 | 0.09 | 0.003
1L EB%/ 11p13 // 847 /]
ENST00000241052 // CAT
IMEALH)
2390322 | OR2M | NM 001004690 // | NM 0010046 | 0.38 0.12 | 0.011
] OR2MS /| REZHh, & 90
#2, TRHEM, KRS/
2402536 | TRIM6 | NM 032588 // TRIM63 // | NM 032588 | 0.38 0.12 | 0.009
3 A Z B 163 // 1p34-p33
// 84676 /// E
2976768 | CITED | NM 006079 // CITED2 // | NM 006079 | 0.37 0.10 | 0.005
2 Cbp/p300- B4 4% 4% 1L 38
FBF, A&Glu/AspF & 49
ca
3218528 | ABCAI | NM 005502 // ABCAI // | NM 005502 | 0.37 0.14 | 0.016
ATP-#4 &, R RKA
(ABC1), A& Ji1//9q3
3377861 | DKFZ | NM 138368 //'| NM 138368 | 0.37 0.06 | 0.000
p761E | DKFZp761E198 /l
198 | DKFZp761E198 & & //
11q13.1 // 91056 ///
BC1091
2961347 | FILIPI | NM 015687 // FILIPL // | NM 015687 | 0.37 0.10 | 0.005
mUZBOALKESL /
6ql4.1// 27145 /// EN

60



" BB B

CN 106822153 B 58/124 i
Affymet mRNA AR x4 Bies p 214
rix ID (ZM- SEM P
FR)
3097580 | CSorf2 | NM 001007176 /| NM 0010071 | 0.37 0.08 | 0.002
2 C8orf22 // # & RS F 3K 76
B ik AE 22 // 8qll /
492307
3755655 | FBXL2 | NM 032875 // FBXL20 // | NM 032875 | 0.35 0.08 | 0.002
0 FiEfe R RBFEETLE
©20//17q12 // 8496
3057505 | CCL26 | NM 006072 // CCL26 // | NM 006072 | 0.35 0.12 | 0.012
# LB F (C-CA A )EAK
26 // 7q11.23 // 10344 ///
EN
3307795 | Cl0orf | NM 018017 // C10orfl18 | NM 018017 | 0.35 0.13 | 0.020
118 | [/ F &AK 10 3K 1) 3 4E
118 // 10925.3 // 550
3654699 | NUPR | NM 001042483 // NUPR1 | NM 0010424 | 0.35 0.10 | 0.007
] I &A1/ 16pll.2 // 83
26471 /// NM 012385 //
3778252 | ANKR | NM 015208 // ANKRDI2 | NM 015208 | 0.34 0.08 | 0.002
DI2 |/ #%%& & &L %K12 //
18p11.22 // 23253 /i
NM 001
2662560 | C3orf2 | NM 173472 // C3o0rf24 // | NM 173472 | 0.34 0.08 | 0.002
4 P & ARIF AR EAE24 /)
[0533] 3p25.3 // 115795 /
3896370 | RP5-1 | NM 019593 /| NM 019593 0.34 0.10 0.007
022P6. | RP5-1022P6.2 // T &
2 & KIAA1434 // 20p12.3 //
56261 /
3389566 | KBTB | NM 198439 / KBTBD3 // | NM 198439 | 0.34 0.08 | 0.003
D3 | 4kelch® £ 4BTB (POZ)
3H3 /1 11q22.3
3247818 | FAM13 | NM 152789 // FAMI133B [ NM 152789 0.34 0.11 0.010
3B |/ F3ARLRFR133, A&
R B/ 7q21.2
2457988 | ZNF70 | AF275802 // ZNF706 // | AF275802 0.34 0.12 | 0.016
6 H15F G706 /) 8q22.3 //
51123 /// BC015925 //
3525234 | IRS2 | NM 003749 // IRS2 // Bk | NM_ 003749 | 0.34 0.09 | 0.004
SE TR /13934 //
8660 /// ENST00000
2730281 | ODAM | NM 017855 // ODAM // | NM 017855 | 0.34 0.12 | 0.016
FiRbE, Ao K B/
4q13.3 // 54959 ///
3768969 | ABCAS | NM 018672 // ABCAS // [ NM 018672 0.33 0.10 0.008
ATP-4 4 &, L FikA
(ABC1), m35//17q
3687494 | MAPK | NM 001040056 // | NM 0010400 | 0.33 0.09 | 0.004
3 MAPK3 // 4B A& 56
@ BE3 // 16pll.2 //
5595/
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" BB B

CN 106822153 B 59/124 71
Affymet mRNA AEE R 5 T4
rix ID (ZH- SEM P
FA)
3405396 | CREB [ NM 001310 / CREBL2 // | NM 001310 | 0.33 | 0.07 | 0.002
L2 |cAMPEAEAM4LEE
#2//12p13 /
3647504 | PMM2 [ NM 000303 // PMM2 // | NM 000303 | 0.33 | 0.10 | 0.008
BE Bk W & 4 B 2 //
16p13.3-p13.2 // 5373 /l/
ENST00000
3392840 | BUD! | NM 032725 // BUDI3 // | NM 032725 | 033 | 0.07 | 0.002
3 BUDI13 F} & 4% (3F 8% 4)
i 119233 ff 84811 Jif
ENST
3453837 | TUBAI [ NM 006009 / TUBAIA // | NM 006009 | 0.33 | 0.07 | 0.002
A wmE Eda ., ala /
12q12-q14.3 // 7846 ///
ENST00000301
2409310 | ELOV | NM 022821 / ELOVL1 // | NM 022821 | 032 | 0.09 | 0.005
1 2) e MK NS OB
(FEN1/Elo2, SUR
3837707 | ZNF11 | NM 153608 // ZNF114 // | NM 153608 | 0.31 0.09 | 0.007
4 15 F A 114 // 19q13.32
// 163071 /// ENST000
3504434 | XPO4 [ NM 022459 // XPO4 // | NM 022459 | 0.31 0.10 | 0.009
#rot & a4/ 13q11 //
64328 7
ENST00000255305 /
[0534] XPO4 //
2431877 0.31 0.11 | 0.017
3837836 | PSCD2 | NM 017457 // PSCD2 // | NM 017457 | 0.31 0.05 | 0.000
do s B -G e B C o B R
4 (pleckstrin) F} & % ,
Sec7 A= A Wy 3E & 3% 2
(cytoh
3869396 | ZNF43 | NM 014650 // ZNF432 // | NM 014650 | 0.31 0.09 | 0.006
2 15 & 8432 // 19q13.33
// 9668 /// ENST00000
3981120 | OGT | NM 181672 // OGT // O- | NM 181672 | 0.31 0.10 | 0.013
i 3 89 N- T BE #) 48 M
(GleNAc) # # 6%
(UDP-N-ace
2622607 | SLC38 | NM 006841 // SLC38A3 | NM 006841 | 030 | 0.11 [ 0.016
A3 | /EFBAREHA38, A3
// 3p21.3 // 10991 //
3978812 | FOXR | NM 198451 // FOXR2 // | NM 198451 | 030 | 0.09 [ 0.008
2 X kAER2 // Xpll.21 //
139628 ik
ENST00000339140 /
3571904 | NPC2 | NM 006432 // NPC2 //| NM 006432 | 030 | 0.10 | 0.011
Niemann-Pick# %, C2A!
/il 14q243 /1 10577 /I
NM 00
2417945 | PTGE | NM 198715 // PTGER3 // | NM 198715 | 030 | 0.11 | 0.017
R3 | WHBREEZHKI (EH
EP3) // 1p31.2 // 573
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" BB B

CN 106822153 B 60/124 7T
Affymet mRNA AR s £
rix ID (ZM- SEM P
BA)
3059393 | SEMA | NM 012431 // SEMA3E // | NM 012431 0.30 0.09 | 0.009
3E semak , %95 HE G K
(Ig), #a%doma
2336456 | MGC5 | NM 001042693 // | NM 0010426 | 0.30 0.10 | 0.011
2498 | MGC52498 // il & & 93
MGC52498 // 1p32.3 //
348378 //
3726772 | CROP | NM 016424 // CROP // | NM 016424 | 0.30 0.11 | 0.016
A 48 bk - 5 B AT KA B
&/l 17
2784265 | IL2 | NM 000586 /IL2// @#m | NM 000586 | 0.29 0.11 | 0.019
BA~E2 /1 4q26-927 //
3558 1
ENST00000226730 // IL2
2495782 | LIPT! | NM 145197 // LIPT1 /8§ | NM 145197 | 0.29 0.10 | 0.012
Wi BRAEASBEL /) 2q11.2 //
51601 /// NM 145198 //
LI
2377094 | PFKF | NM 006212 // PFKFB2 // | NM 006212 | 0.29 0.10 | 0.012
B2 6-FE B R A 23 B/ R AR
-2,6-—BERLBED //
2469213 | KLFII | NM 003597 // KLEIl /| NM 003597 | 0.29 0.10 | 0.011
[0535] Kruppel## B 11 // 2p25
/i 8462 1
ENST00000305883
3662387 | HERP | NM 014685 // HERPUDI | NM 014685 | 0.29 0.07 | 0.003
UDI |/ &¥Bams=TiH$4),
7 i B & #7-ind
3771215 | ACOX | NM 004035 // ACOX1 // | NM 004035 | 0.29 0.10 | 0.013
1 Bk - AEA BB, AR
i) i I
17q24-q25|17925.1
3203135 | TOPO | NM 005802 / TOPORS // | NM 005802 | 0.28 0.11 | 0.018
RS | dBdM M BEIZE A, AH AR
/4 RBEFF // 9p21 /1
2805482 0.28 0.09 | 0.008
3247757 | UBE2 | NM 003338 // UBE2D1 // | NM 003338 | 0.28 0.08 | 0.007
Di 2 K -4 4 8 E2D |1
(UBC4/5F) B 4h, BEFF
3444147 | KLRCI | NM 002259 // KLRC1 // | NM 002259 | 0.28 0.10 | 0.015
F A5 mpo R R E AT AR
T R#*C, A1/
3348891 | Cllorf | NM 018195 // Cllorf57 // | NM 018195 | 0.28 0.09 | 0.011
57 | #EARIFFAAEAEST //
11g23.1 // 55216
3906942 | SERIN | NM 006811 // SERINC3 [ NM 006811 0.28 0.07 | 0.003
C3 |/ £R88B%ELSRBF3 /
20q13.1-q13.3 // 10955 ///
NM 1
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" BB B

CN 106822153 B 61/124 71
Affymet mRNA AR i £k
rix ID (M- SEM P
RA)
2930418 | UST | NM 005715 // UST // #& | NM 005715 | 0.28 0.06 | 0.002
Bk 2-m A M BB/
6q25.1 /10090 ///
ENST0000036
3188200 | ORILI | NM 001005236 // ORIL1 | NM 0010052 | 0.28 0.09 | 0.011
/oA, Eikl, T 36
KL, A1/
3856075 | ZNF68 | NM 033196 // ZNF682 // | NM 033196 | 0.28 0.10 | 0.017
2 48 ZH 682 // 19p12 //
91120 /// NM 00107734
3385951 | NOX4 | NM 016931 // NOX4 // | NM 016931 0.28 0.06 | 0.002
NADPH # 4t & 4 //
11q14.2-q21 // 50507 ///
ENST00000263317
3523881 | KDEL | NM 024089 // KDELC1 // | NM 024089 | 0.28 0.06 | 0.002
Cl 4 KDEL
(Lys-Asp-Glu-Leu) 1 //
13g33 // 79070 ///
2632778 | EPHA | NM 001080448 // EPHA6 | NM 0010804 | 0.28 0.09 | 0.010
6 // EPHZAAAG // 3q11.2 // 48
285220 1
ENST00000389672
3373272 | ORSW | NM 001001960 // | NM 0010019 | 0.28 0.10 | 0.015
2 ORSW2 // = ZHk, K 60
[0536] %5, BRAEW, mRiA2/
4017694 | IRS4 | NM 003604 // IRS4 // M | NM 003604 | 0.28 0.10 | 0.016
BE L ARRDA ] Xq22.3
// 8471 /// ENST0000
3545311 | KIAAl | NM 033426 // KIAA1737 | NM 033426 | 0.28 0.07 | 0.003
737 | // KIAA1737 // 14q24.3 //
85457 I
ENST00000361786 // KIA
3753860 | CCL5 | NM 002985 // CCLS // # | NM 002985 | 0.28 0.05 | 0.001
1L B F(C-CHAA)EAIRS //
17q11.2-q12 // 6352 /// E
3617312 | SLCI2 | NM 001042496 // | NM 0010424 | 0.27 0.07 | 0.005
A6 | SLCI2A6 /5 Bk Rk 96
12 (4%/8 A4 transpor
3351315 | UBE4 | NM 004788 // UBE4A // | NM 004788 | 0.27 0.07 | 0.004
A 72 %1% B FE4A (UFD2F]
Bdh, BEF)//11q23.3
3755396 | CCDC | NM 017748 // CCDC49 // | NM 017748 | 0.27 0.09 | 0.013
49 | A AW EIR49 // 17q12
// 54883 /// EN
2870889 | CSorfl | NM 004772 // CSorfl3 // | NM 004772 | 0.27 0.09 | 0.010
3 P BARSFARIARAELS /)
5q22.1//9315 ///
2775259 | RASG | NM 152545 /| NM 152545 | 0.27 0.10 | 0.015
EFIB | RASGEFIB // RasGEF#,
£k, &R R IB /
4q21.21-q21.22 // 15
3165624 0.27 0.06 | 0.003
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" BB B

CN 106822153 B 62/124 T
Affymet mRNA ARZRL g5 4
nix 1D (ZW- SEM P
A
2771654 | CENP | NM 001812 // CENPC1 // | NM 001812 | 0.27 0.09 | 0.013
Cl |# %% &8acCc 1/
4q12-q13.3 // 1060 ///
ENST0000
3784670 | Cl8orf | NM 031446 // C180rf21 // | NM 031446 | 0.27 0.08 | 0.008
21 e EAK18TF AR 1£4E21 //
18q12.2 // 83608
2364231 | DDR2 | NM 001014796 // DDR2 | NM 0010147 | 0.26 0.10 | 0.018
Il %G R Z AR R 96
BB /) 1q23.3 //
3921442 | SH3B | NM 007341 / SH3BGR / | NM 007341 0.26 0.08 | 0.007
GR | SH3R#AHDABFFE
&//21q22.3
2627368 | C3orf4 | BCO15210 // C3orf49 /| BCO015210 0.26 0.06 | 0.003
9 F BAR3TF AR EAEAD //
3pl4.1// 132200
3250699 | EIF4E | NM 004096 // EIF4EBP2 | NM 004096 | 0.26 0.10 | 0.018
BP2 | /| AA#1& B3 EF4E
4E4pro
3237788 | PLXD | NM 032812 // PLXDC2// | NM 032812 | 0.26 0.09 | 0.013
C2 | A2 RKREHK2 /
10p12.32-p12.31 // 84898
/l
3285926 | ZNF33 | NM 006955 // ZNF33B // | NM 006955 | 0.26 0.10 | 0.018
[0537] B | 4:45%&@33B// 10q11.2 //
7582 /// ENST000003
3304475 ARL3 NM 004311 // ARL3 // | NM 004311 0.26 0.08 0.008
ADP-AZ#8 XL B F4£3 //
I()q23‘3 /1403 ///f ENSTO00
3364306 | SOX6 | NM 017508 // SOX6 /| NM 017508 | 0.26 0.08 | 0.010
SRY (ME#A|#EF RY)-4E6
// 11p15.3 // 55553 //
3185498 | SLC31 | NM 001860 // SLC31A2 | NM 001860 0.25 0.09 0.015
A2 | /EF AR TR (s
EEAE), A2
3998766 | KALI | NM 000216 // KAL1 /| NM 000216 | 0.25 0.07 | 0.006
Kallmann 4% 4~ 4E 1 5 1) //
Xp22.32 /| 3730
ENST000
3143266 | PSKH2 | NM 033126 // PSKH2 // | NM 033126 | 0.25 0.07 | 0.006
O 2 A EEH2 /
8q212 // 85481 i/
ENST000002
3458911 | CTDS | NM 005730 // CTDSP2 // | NM 005730 | 0.25 0.06 | 0.003
P2 | CTD (HA K%K, RNA
JA-B411, polypept
3195034 | PTGD | NM 000954 / PTGDS // | NM 000954 | 0.25 0.08 | 0.010
N 5] IR £ D24 M B421kDa
(&) // 9q34.2-q34.3 //
3854066 | C19orf | NM 024104 // C190rfd2 // | NM 024104 | 0.25 0.08 | 0.010
42 | FEARI19FF KA EAEL2 //

19p13.11 // 7908
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" BB B

CN 106822153 B 63/124 T
Affymet mRNA ARRA g5 4
xix 1D (EM- SEM P
A
3819474 | ANGP | NM 139314 // ANGPTL4 | NM 139314 | 0.25 0.06 | 0.004
TL4 |/ ;% 12 % &G 44 /)
19p13.3 /51129 /)
NM 001039667
3944084 | TOMI | NM 005488 // TOMI // | NM 005488 | 0.25 0.07 | 0.006
mybl ¥eix(2) // 22q13.1
// 10043 /// ENST000003
3848243 | INSR | NM 000208 // INSR // M | NM 000208 | 0.24 0.09 | 0.014
BE %A 19p13.3-p13.2
// 3643 /// NM 001079817
3168415 | CLTA | NM 007096 // CLTA// # | NM 007096 | 0.24 0.08 | 0.009
B G, $24k(Lea) // 9pl3
// 1211 /// NM 00107667
2609462 | CAV3 | NM 033337 // CAV3 // | NM 033337 | 0.24 0.07 | 0.007
DEEA3 /) 3p25 /1 859
/// NM 001234 // CAV3 //
PEHEE
3393834 | Cllorf | BC022856 // Cllorf60 // | BC022856 0.24 0.06 | 0.003
60 | # BRI R EZAECO //
1123.3 // 56912
3755614 | STAC2 | NM 198993 // STAC2 // | NM 198993 | 0.24 0.07 | 0.009
SH3 #v - bt 2 B8+ & 1K2
/I 17912 // 342667 /I/
[0538] ENST
3627363 | NARG | NM 024611 // NARG2 // | NM 024611 0.24 0.06 | 0.003
2 NMDA & 4k i 42 //
15q22.2 1/ 79664
NM 00101
3212976 | ZCCH | NM 024617 // ZCCHC6 // | NM 024617 | 0.24 0.08 | 0.014
C6 | 448, A-CCHC6 // 9921
/179670 //
3275922 | PRKC | NM 006257 // PRKCQ // | NM 006257 | 0.24 0.05 | 0.002
0 EQBEEC, 0 // 10p15 //
5588 /// ENST000002631
3023825 | C7orf4 | BCO17587 // CTorf45 // | BC017587 0.23 0.09 | 0.020
5 F EARTIF AR EAESS /)
7q32.2 // 136263 //
3832906 | IL29 | NM 172140 // IL29 // & | NM 172140 | 0.23 0.08 | 0.015
mieAk29 (F#E, A
//19q13.13 // 282618
3529156 | NGDN | NM 015514 / NGDN // | NM 015514 | 0.23 0.08 | 0.012
neuroguidin , EIF4E 4% 4
&G/ 14q11.2 // 25983 ///
2620448 | CLEC3 | NM 003278 // CLEC3B // | NM 003278 | 0.23 0.08 | 0.014
B CRIBEF KT % 3, &
R B // 3p22-p21.3 /
3481296 | SGCG | NM 000231 // SGCG // | NM 000231 0.23 0.09 | 0.019
WUtE, A(35kDa WLE R
REGXBBES
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" BB B

CN 106822153 B 64/124 T
Affymet mRNA AR x4 Bies p 214
rix ID (ZM- SEM P
BA)
3135184 | RBIC | NM 014781 // RBICC1 // | NM 014781 0.23 0.07 | 0.008
Cl | RBI-TTi#§ A skl //
8qll /9821  J/
NM 001083
2421843 | GBP3 | NM 018284 /GBP3 // & | NM 018284 | 0.23 0.06 | 0.004
HEESZEAS // 1p22.2
// 2635 /// ENST00000
3385003 | CREB | NM 001039618 /| NM 0010396 | 0.23 0.09 | 0.020
ZF | CREBZF // CREB/ATF 18
bZIP4% F B F// 11ql14 //
58487 /
3610804 | IGFIR | NM 000875 // IGFIR /| NM 000875 | 0.23 0.08 | 0.013
M S EAAEKRBF1IZAR
//15q26.3 // 3480 /
3606304 | AKAPI | NM 006738 // AKAP13 // | NM 006738 | 0.23 0.04 | 0.000
3 Ak B (PRKA) 4% %4
13 // 15q24-q25 // 11214/
2565579 | ANKR | NM 016466 / ANKRD39 [ NM 016466 | 0.23 0.05 | 0.003
D39 |/ #%& & F ZIK39 //
2q11.2 /51239 ///
ENSTO0000
2722151 | RBPJ | NM 005349 // RBPJ // % | NM 005349 | 0.22 0.07 | 0.008
R E Qi) FUE T4
[0539] L&A
3031533 | GIMA | NM 018326 // GIMAP4 // | NM 018326 | 0.22 0.08 | 0.017
P4 | GTP&%, IMAPR%& 4
/I 1q936.1 [/ 55303 ///
ENSTO
3725481 | UBE2Z | NM 023079 // UBE2Z // | NM 023079 | 0.22 0.06 | 0.004
Z & -R A 8 E22Z /)
17q21.32 // 65264 ///
3549575 | IF127 | NM 005532 // IFI127 /- | NM_ 005532 022 0.08 [ 0.016
HKE, o-THEFEA2T //
1432 // 3429 //
3725035 | NFE2L | NM 003204 // NFE2L1 // [ NM 003204 | 0.22 0.07 | 0.011
1 A B F (At R )
H1//17q21.3 1/
3348748 | Cllorf | NM 022761 // Cllorfl // | NM 022761 0.22 0.07 | 0.008
1 P EARFF AR RAEL //
11q13-q22 // 64776
3722039 | RAMP | NM 005854 // RAMP2 // | NM 005854 | 0.22 0.05 | 0.003
2 Z (GG 1B 15
HEE?2
3886704 | STK4 | NM 006282 // STK4 // # | NM 006282 | 0.22 0.07 | 0.012
B/ BB BEE4
20q11.2-q13.2 // 6789 ///
ENST
3645901 | FLJ14 | NM 024845 // FLI14154 | NM 024845 | 0.22 0.06 | 0.005
154 | // A& & FLI14154 //
16p13.3 // 79903 /// N
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CN 106822153 B

i PR

H

65/124 i

[0540]

Affymet
rix ID

mRNA

AR Z4E

iy

(M-
Ly

L &4
SEM

P

3367673

MPPE
D2

NM 001584 // MPPED2 //
bk B R BRBE B IR /)
11p13// 74

NM 001584

0.22

0.08

0.017

3219885

PTPN3

NM 002829 // PTPN3 //
E OB AR, FT
#3E //9q31

NM 002829

0.22

0.05

0.003

3791466

0.22

0.06

0.007

3717635

ZNF20

NM 001098507 /
ZNF207 // 4% 457%& & 207

i 1Iqli2 /e 7756
NM 0034

NM 0010985
07

0.22

0.08

0.015

2648141

MBNL

NM 021038 // MBNLI //
B LA CRER) // 3q25 //
4154 /// NM 20729

NM 021038

0.22

0.07

0.009

2436938

PBXIP

NM 020524 // PBXIP1 //
AT B4w L & o 7% B] SR AE &
&A1/ 1q2

NM 020524

0.21

0.05

0.002

3299705

PANK1

NM 148977 // PANKI1 //
ZBOKEEL /) 1023.31 //
53354 /// NM 148978 /

NM 148977

0.21

0.06

0.007

3628923

FAMY96

NM 032231 // FAM96A //
B0 ARAL 4596, AR A
//15q22.31

NM 032231

0.21

0.05

0.003

2353669

CD2

NM 001767 // CD2 //
CD24F // 1p13 // 914 /j/
ENST00000369478  //
CD2 // CD

NM 001767

0.21

0.06

0.006

3474450

PLA2G
1B

NM 000928 // PLA2G1B
/I BEREBEA2, IBAE (M)
// 12q23-q24.1 //

NM 000928

0.21

0.08

0.016

3722417

NBRI

NM 031858 // NBRI //
BRCA1 & B 4538 1 //
17q21.31  // 4077 /I
NM 005899

NM 031858

0.21

0.08

0.017

3234760

CUGB
P2

NM 001025077 /I
CUGBP2 // CUG = %4k
T4, RNAZASEG2 //
10p13 //

NM 0010250
i

0.21

0.06

0.004

3627422

RORA

NM 134260 // RORA //
RAR-#8 % K ILZ KA //
15q21-q22 /6095 ///
NM 0

NM 134260

0.21

0.06

0.006

3382061

XRRAI

NM 182969 // XRRAI //
XAt £k 58 0 duk L3R /)
11q13.4 /1435

NM_ 182969

0.21

0.08

0.017

3015338

STAG3

NM 012447 // STAG3 //
EAFARRBI I 79221 1/
10734 "
ENST00000317296 /

NM 012447

0.21

0.06

0.007

2665720

ZNF38
5D

NM 024697 // ZNF385D
/I 4% 4% & & 385D //
3p24.3 /79750 /I
ENST0000

NM 024697

0.21

0.07

0.013
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" BB B

CN 106822153 B 66/124 71
Affymet mRNA AEE R 5 T4
i 1D (ZW- SEM P
FR)
3154185 | TMEM | NM 144649 // TMEM71 | NM 144649 | 0.21 0.06 | 0.009
71 |/ HBREATL /] 8q24.22
// 137835 /// ENST000
3789947 | NEDD | NM 015277 // NEDD4L // | NM 015277 | 0.21 0.08 | 0.016
4L | Az iitkmie ki, AFH
M
2688933 | CD200 | ENST00000383679 // | ENST000003 | 0.21 0.08 | 0.016
R2 | CD200R2 // CD200 #mf2 83679
AR OB TR ZTIRE TR
3379644 | CPTIA | NM 001876 // CPT1A // | NM 001876 | 0.21 0.04 | 0.001
K AR BLAE AL B 1A (FF
)}/ 11q13.1-q13.2
3677795 | CREB | NM 004380 / CREBBP // | NM 004380 [ 0.21 0.05 | 0.004
BP |CREB # 4 % ®
(Rubinstein-Taybi 4% 4~ 4iE )
// 16p13
2358320 | TARS2 | NM 025150 // TARS2 // | NM 025150 | 0.21 0.06 | 0.007
I BBARNAS ARBEE2, 4,
F Ak (FM) // 1q
3228373 | TSCI | NM 000368 // TSC1 // # | NM 000368 | 0.20 0.06 | 0.006
WEBALL // 9934 // 7248 ///
NM 001008567 // TS
3362795 | RNFI4 | NM 016422 // RNF141 / | NM 016422 | 0.20 0.08 | 0.019
1 HIEEE 141 // 11pl5.4 //
[0541] 50862 /// ENST00000
3673684 | CDTI | NM 030928 // CDTL // | NM 030928 [ 0.20 0.07 | 0.015
P & B A2 DNA 24!
BF1//16q24.3
3042881 | HA# | NM 006896 // HEZ7 // | NM 006896 [ 0.20 0.02 | 0.000
7 FIRAE A7 // Tpl5-pld //
3204 1
ENST00000396347 /I
HOX
3381817 | UCP2 | NM 003355 // UCP2 //f& | NM_003355 [ 0.20 0.05 | 0.005
1BPEE G2 (BEIK, BT
#;AK) // 11q
3415068 | ANKR | NM 182608 / ANKRD33 | NM 182608 | 0.20 0.06 | 0.006
D33 |/ # &4 E 8 K33 //
12q13.13 // 341405 ///
ENSTO
3633403 | SIN34 | NM 015477 // SIN3A /| NM 015477 | 0.20 0.07 | 0.014
SIN3E}B4A, 4 FifE
B F (3 4F) // 15q24.2
3380901 | NUMA | NM 006185 / NUMAL1 / | NM 006185 | 0.19 0.04 | 0.002
1 BHA»EBEAL
11q13 // 4926 /// E
2598099 | BARD | NM 000465 // BARDI // | NM 000465 | 0.19 0.07 | 0.015
1 BRCA1 X BARING &1 //
2q34-q35 // 580 /// ENST
3139722 | NCOA | NM 006540 // NCOA2 // | NM 006540 [ 0.19 0.06 | 0.010
2 BZhRMHEEEZTA2 /
8q13.3 // 10499 /// ENST
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" BB B

CN 106822153 B 67/124 T
Affymet mRNA AR x4 Bies p 214
rix ID (ZM- SEM P
BA)
3641871 | LINSI | NM 018148 // LINSI // | NM 018148 | 0.19 0.06 | 0.013
HEBR R (R) //
15q26.3 /55180 ///
NM 00
3401217 | TULP3 | NM 003324 // TULP3 // | NM 003324 | 0.19 0.06 | 0.008
IR E A3 /) 12p13.3 /)
7289 /// ENST0000022824
3741997 | ANKF | NM 016376 // ANKFY1// | NM 016376 | 0.19 0.06 | 0.008
YI | A445% A& L FYVER
1//17p13.3 //
2622742 | C3orf4 | BC028000 // C3orf45 // | BC028000 0.19 0.06 | 0.013
5 B &3 AR £ AELS //
3p21.31// 132228 /
3845352 | UOCR | NM 006830 // UQCR // | NM 006830 | 0.19 0.06 | 0.014
2 BR-m e & it R Bk,
6.4kDal 3k // 19p13.3
3960356 | BAIAP | NM 025045 // BAIAP2L2 | NM 025045 | 0.19 0.07 | 0.018
2L2 |/ BAII-XBE G 2482 //
22q13.1// 80115 //
3645947 | CLUA | NM 015041 / CLUAPI // | NM 015041 0.19 0.06 | 0.012
Pl |m#uZQA@XBKEZEEL /
16p13.3 // 23059 /// NM
3835544 | ZNF22 | NM 182490 // ZNF227 // | NM 182490 | 0.18 0.06 | 0.011
7 45 E G227 /) -/ 7770
[0542] /// ENST0000031304
3368748 | FBXO | NM 033406 / FBXO3 // | NM 033406 | 0.18 0.07 | 0.020
3 FAE& @3 // 1lpl3 //
26273 /// NM 012175 //
FBXO3 /
3621623 | ELL3 | NM 025165 // ELL3 // 3£ | NM 025165 | 0.18 0.05 | 0.005
1 B -F RNA JE & 65 114% 3
// 15q15.3 // 80
3430552 | PWPI | NM 007062 // PWP1 // | NM 007062 | 0.18 0.07 | 0.016
PWPI ] & 45 (3f 5 8 &)
/I 12q23.3 // 11137 /I
ENSTO00
2844908 | BTNLY | NM 152547 // BTNL9 // | NM 152547 | 0.18 0.05 | 0.005
*$ LR Z A F9 // 5q35.3
/" 153579 1
ENST0000032770
4021508 | ZNF28 | NM 017666 // ZNF280C | NM 017666 | 0.18 0.07 | 0.018
0C | /] 448%&4280C // Xq25
// 55609 /// ENST000003
2489071 | TET3 | NM 144993 // TET3 // tet | NM 144993 | 0.18 0.04 | 0.003
H A B Rk R 3/
2p13.1 /1 200424 i/
ENST00
2516879 | HOXD | NM 019558 // HOXDS // | NM 019558 | 0.18 0.06 | 0.015
8 Bl #&RAE DS // 2q31.1 //
3234 1
ENST00000313173 /
HOXDS
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" BB B

CN 106822153 B 68/124 T
Affymet mRNA AR x4 5 p 214
rix ID (ZM- SEM P
BA)
3740704 | SMYD | NM 052928 // SMYD4 // | NM 052928 | 0.18 0.06 | 0.012
4 4> SET #= MYND # 4 //
17p13.3 // 114826 ///
3975467 | UTX | NM 021140 // UTX // = | NM 021140 | 0.18 0.06 | 0.013
RHRXZAMOREL,
X# G4k
3699044 | RFWD | NM 018124 // RFWD3 /| NM 018124 | 0.18 0.06 | 0.011
3 i FWDE L IK3 //
16922.3 // 55159 ///
3473083 | MEDI | NM 015335 / MEDI3L / | NM 015335 | 0.18 0.02 | 0.000
3L AR AR R 134
12q24.21 // 23389 ///
2332711 | PPIH | NM 006347 // PPIH // Bk | NM 006347 | 0.17 0.06 | 0.017
Bl BB EEH (R
EEQH)/ 1p34.1 // 104
3556990 | JUB | NM 032876 // JUB // jub, | NM 032876 | 0.17 0.04 | 0.004
ajuba} /& 4 (3 JR$E) //
14q11.2 // 84962 ///
2780143 | BDH2 | NM 020139 / BDH2 // 3- [ NM 020139 | 0.17 0.05 | 0.006
A THBLAR, 28/
4q24 // 56898 //
3899495 | C200rf | NM 001099407 // | NM 0010994 | 0.17 0.05 | 0.008
12 C200rf12 // % & 4R205F 07
[0543] A AEAEL2 // 20p11.23 /
5
3290875 | ANK3 | NM 020987 // ANK3 // | NM 020987 | 0.17 0.03 | 0.001
4574 63, Ranvier#s (4%
ZEAG)//10q21 // 288 /i
3576014 | Cldorf | NM 017970 // Cl4orfl02 [ NM 017970 | 0.17 0.04 | 0.002
102 |/ # &AR14FF A ik AE
102 // 14q32.11 // 55
3644887 | ATP6V | NM 001694 // ATP6VOC | NM 001694 | 0.17 0.06 | 0.017
0C | // ATPB%, H+4%iE, A8
#k16kDa, VOIEkc/
2648378 | RAP2B | NM 002886 // RAP2B // | NM 002886 | 0.17 0.06 | 0.017
RAP2B, RAS# A H £k
AR/ 3q25.2 1/ 5912 11/
2362892 | ATPIA | NM 000702 // ATPIA2 /| NM 000702 | 0.16 0.06 | 0.015
2 ATPB%S, Nat/K+H4HiE, o2
(% /1
2361488 | RHBG | NM 020407 // RHBG // | NM 020407 | 0.16 0.06 | 0.014
RhZ 3%, B#EZ 4K/ 1g21.3
// 57127 /// ENST000003
3415915 | PFDN | NM 002624 // PFDN5 // [ NM 002624 | 0.16 0.05 | 0.011
5 Mk EEAELS /
12q12 /5204 //f
NM 145897 // PFDN
3433796 | PEBPI | NM 002567 // PEBP1 // [ NM 002567 | 0.16 0.04 | 0.004
BESBE LB B 2k A4 |
/1 12q24.23 //
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" BB B

CN 106822153 B 69/124 T
Affymet mRNA AREEA it x4t
xix 1D (EM- SEM P
BA)
3788302 | SMAD | NM 005359 // SMAD4 // | NM 005359 | 0.16 0.05 | 0.012
4 SMAD % # M i 4 //
18q21.1 // 4089 ///
ENST0000039841
3436236 | ZNF66 | NM 152437 // ZNF664 // | NM 152437 | 0.16 0.06 | 0.016
4 I EGH664 /) 12q24.31
// 144348 /// ENST000
3441542 | TMEM | NM 020373 / TMEM16B | NM 020373 | 0.16 0.06 | 0.018
16B |/ 3% B & & 16B //
12p13.3 /57101 /)
ENSTO00
3456353 | CALC | NM 020898 //'| NM 020898 | 0.16 0.05 | 0.010
OCOI | CALCOCO1 // 45454 %o
A 3R/ 12q13.13
//
3888721 | PTPNI | NM 002827 // PTPN1 // | NM 002827 | 0.16 0.06 | 0.020
FG B RMAEREE, T
1A 1/20q13
3138204 | CYP7B | NM 004820 / CYP7BI // | NM 004820 | 0.15 0.05 | 0.014
] e €k P450, Kk,
T R#%B, %K1/
3278401 | FRMD | NM 018027 // FRMD4A | NM 018027 | 0.15 0.05 | 0.009
44 | // A FERM3%4A // 10p13
// 55691 /// ENST00000
[0544] 3904226 | RBM3 | NM 184234 // RBM39 // | NM 184234 | 0.15 0.05 | 0.015
9 RNA# & % A& A 39 //
20q11.22 /1 9584 /N
NM 00
3791850 | SERPI | NM 012397 /1 NM 012397 | 0.15 0.04 | 0.005
NBI13 | SERPINBI3 // %4 £ B%
& 8 ¥ 4] B F (serpin) Ik
Badp A, HALHEB (P E
&a), A
3665603 | CTCF [ NM 006565 // CTCE // | NM 006565 | 0.15 0.04 | 0.004
CCCTC-%4 4 B F (4 48
EA)1/16q21-q22.3 /
3969802 | BMX | NM 203281 // BMX // | NM 20328l 0.15 0.05 | 0.016
BMX 3F % 4K 84 2 B8R gL B4/
Xp22.2 // 660 /// NM_001
3621276 | HISPP | NM 014659 // HISPPD2A | NM 014659 | 0.14 0.04 | 0.005
D24 | J) 440 288 B BR 85 3R 2A
// 15q1
2325113 | Clorf2 | NM 138479 / Clorf213 // | NM 138479 | 0.14 0.05 | 0.012
13 | FERIFHARE213 //
1p36.12 // 14889
3681956 | KIAA0 | NM 014647 // KIAA0430 | NM 014647 | 0.14 0.05 | 0.018
430 | // KIAA0430 // 16p13.11 //
9665 1
ENST00000396368 // KIA
3415193 | GRAS | NM 181711 // GRASP // | NM 181711 0.14 0.05 | 0.019
P | GRP1 (24K, BHERAL
BF1)-5% B
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" BB B

CN 106822153 B 70/124 BT
Affymet mRNA ARz i K
rix ID (M- SEM P
RA)
3249369 | LRRT | NM 178011/ LRRTM3 // | NM 178011 0.14 0.05 | 0.011
M3 | RABRFE T AL
#2703 //10921.3 /
3874023 | PTPRA | NM 002836 // PTPRA // | NM 002836 | 0.14 0.04 | 0.004
G R, TR
A, A//20pl3//
3809621 | FECH | NM 001012515 // FECH | NM 0010125 | 0.14 0.04 | 0.009
I KA B (R bk aR) /) 15
18q21.3 // 2235 /// N
3351385 | MLL | NM 005933 / MLL // # | NM 005933 | 0.14 0.05 | 0.016
MIHREHERRAS LRG0
# (= Mhomolo
3288707 | ERCC | NM 000124 // ERCC6 // | NM 000124 | 0.14 0.05 | 0.016
6 RS R X AMEE 3
R Bhis Z k4
3624607 | MYOS | NM 000259 // MYOSA // | NM 000259 | 0.14 0.04 | 0.006
A LK & & VA (F 4 12,
myoxin) // 15q21 // 4644
/| EN
3353859 | OR4D | NM 001001965 // OR4D5 | NM 0010019 | 0.14 0.05 | 0.017
5|/ REZK, T#k4, T 65
R#&D, RS/
[0545] 2823797 | TSLP | NM 033035 // TSLP// B4 | NM_033035 0.14 0.05 | 0.013
R R stk . e e A R/
5q22.1 // 85480 ///
NM 1385
2414366 | PPAP2 | NM 003713 // PPAP2B // | NM 003713 | 0.13 0.04 | 0.007
B g B M B B 2B AL //
Ipter-p22.1 // 8
3878308 | CSRP2 | NM 020536 // CSRP2BP | NM 020536 | 0.13 0.05 | 0.019
BP | // CSRP2 % & % & //
20p11.23 // 57325 J/f
NM 177926
4025771 | CD99L | NM 031462 // CD99L2 // | NM 031462 | 0.13 0.04 | 0.007
2 CD99 4F#2 // Xq28 //
83692 /// NM 134446 //
CD
3414776 | LETM | NM 015416/ LETMDI1 // | NM 015416 | 0.13 0.05 | 0.014
DI | ALETMI3&1 // 12q13.13
// 25875 /// NM 001
3645253 | SRRM | NM 016333 // SRRM2 // | NM 016333 | 0.13 0.04 | 0.007
2 “ BB RBRE KR
// 16p13.3 // 23524 J/
2440700 | ADAM | NM 005099 // ADAMTS4 | NM 005099 | 0.13 0.03 | 0.005
TS4 | /A m R EmEE1E
A T8 ADAM A /R, Jik 55
2609870 | BRPF1 | NM 001003694 // BRPF1 | NM 0010036 | 0.13 0.04 | 0.012
| i 45 IR APHDAR , 94
1// 3p26-p25 //
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" BB B

CN 106822153 B 71/124 T1
Affymet mRNA AR x4 Bies p 214
rix ID (ZM- SEM P
FR)
3632298 | ADPG | NM 031284 // ADPGK // | NM 031284 | 0.13 0.04 | 0.007
K ADP 4R 3 M #) A% 8 8% //
15q24.1 // 83440 ///
ENST0000
3184940 | GNGI | NM 001017998 // GNG10 | NM 0010179 | 0.13 0.04 | 0.011
0 /| Bk in R A 98
“(G%&a),rl
3223776 C5 | NM 001735 // C5 // #Mk | NM 001735 | 0.13 0.04 | 0.008
RAS I 9q33-q34 /1 727
/// ENST00000223642
3922100 | MXI | NM 002462 // MX1 // #5 | NM_ 002462 0.12 0.04 | 0.015
IR AL, T
KETHS
3960478 | CSNKI | NM 001894 // CSNKIE // | NM 001894 | 0.12 0.04 | 0.018
E BA & G iBs1, e/ 22q13.1
// 1454 /// NM 152221
3715703 | SUPT6 | NM 003170 // SUPT6H // | NM 003170 | 0.11 0.03 | 0.005
H | Ty 6F B4h(GF s 844
HBF //17q11.2 //
2322818 | PADI3 | NM 016233 // PADI3 // | NM 016233 | 0.11 0.03 | 0.006
J R A BB T 2B, 111
A // 1p36.13 // 51702
[0546] 2393740 | KIAA0 | NM 014704 // KIAA0562 | NM 014704 | 0.11 0.03 | 0.009
562 | // KIAA0562 // 1p36.32 //
9731 1
ENST00000378230 I
KIAA
3784509 | ZNF27 | NM 001112663 /| NM 0011126 | 0.11 0.04 | 0.020
] ZNF271 /| 4 38& & 271 63
/I 18ql2 // 10778 /i
NM 00662
3372253 | CUGB | NM 006560 // CUGBPI // | NM 006560 | 0.11 0.04 | 0.011
Pl | CUGEZHAKETH . RNAZL
A&a1// 11pll // 106
2948259 | TRIM2 | NM 003449 // TRIM26 // | NM 003449 | 0.11 0.03 | 0.006
6 A Z B R 26 /] 6p21.3 /]
7726 /// ENST
3191900 | NUP2! | NM 005085 // NUP214 // | NM 005085 | 0.11 0.03 | 0.003
4 % 3L & & 214kDa //
9934.1 /8021 //f
ENST00000359428
3105581 | CA3 | NM 005181 // CA3 // # | NM 005181 0.11 0.03 | 0.003
BR BFBETII, ALAFFHE //
8q13-q22 // 761 /
3832457 | RYRI | NM 000540 // RYRI // | NM 000540 | 0.11 0.03 | 0.006
FIFT LA (B8 //
19q13.1 // 6261 /// NM 0
3936256 | BCL2L | NM 015367 // BCL2L13 | NM 015367 | 0.10 0.02 | 0.002
13 | // BCL2#%13 (tfe A =12

#EA) 1/ 22q11 // 23786 /

74




CN 106822153 B

" BB B

72/124 T

[0547]

Affymet
rix ID

mRNA

AR R4

s

(B
L))

L &1
SEM

P

3599280

PIAS]

NM 016166 // PIASI //
BESTATE & #4]5), 1
1/ 15q // 8554 ///

NM 016166

0.10

0.04

0.017

3755976

MED?

NM 014815 // MED24 //
AR B AR k24
17q21.1 /9862  ///
NM 0010

NM 014815

0.10

0.04

0.019

3656418

SRCAP

NM 006662 // SRCAP //
Snf2- 48 5% CREBBP #{ &
B F&&/ 16pl12 //
10847

NM 006662

0.10

0.04

0.017

3943101

DEPD
Cs

NM 014662 // DEPDCS //
4 DEPS /I 22q12.3 //
9681 /// NM_0010071

NM 014662

0.09

0.01

0.000

3960685

DMC1

NM 007068 // DMCI //
mck1 [} & 4 DMCI1 #) &
WHBE, BRI EAF N
ho

NM_007068

0.09

0.03

0.013

2434776

CDC4
28E1

NM 001038707 /"
CDC42SE1 // CDC42)~ 3%
FLAF1 /1 1q21.2 // 56882
/// NM_020

NM 0010387
07

0.08

0.03

0.014

3438417

SFRSS

NM 004592 // SFRS8 //
AR F, AR A
FES (P4 AT

NM_ 004592

0.08

0.03

0.016

3457696

PAN2

NM 014871 // PAN2 //
PAN2 polyA4¥ 5+ 4 4% 4%
A B8 KRR 4 (S

cerevi

NM 014871

0.08

0.02

0.008

2534615

SCLY

NM 016510 // SCLY // #&
KRR A B
2q37.3 /51540 /i
ENST00000254663

NM 016510

0.08

0.02

0.004

2765865

RELLI

NM 001085400 // RELLI
// RELT# 1 // 4pl4 //
768211 /// NM_001085399
// RELLI

NM 0010854
00

0.07

0.02

0.002

3765642

INTS2

NM 020748 // INTS2 //
EHBRFAAKRERD //
17923.2  // 57508 ///
ENSTO

NM 020748

0.05

0.01

0.005

2906607

NFYA

NM 002505 // NFYA //
A FZEATY, o/ 6p21.3
// 4800 ///

NM 002505

-0.07

0.02

0.011

3168102

CREB3

NM 006368 // CREB3 //
cAMP FL B U 4 4% G
3 // 9pter-p22.1/

NM 006368

-0.07

0.02

0.010

3939365

SMAR
CB1

NM 003073 // SMARCBI
// SWI/SNF4R %489, AR
K EREY, LB G R

regu

NM 003073

-0.07

0.02

0.013
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" BB B

CN 106822153 B 73/124 7T
Affymet mRNA ARRA g5 4
xix 1D (EM- SEM P
FA)
3415229 | NR4AI | NM 002135 // NR4AL // | NM 002135 | -0.07 | 0.03 [ 0.015
AR T HEL, A, AR
W1//12q13/
2437801 | ARHG | NM 004723 / ARHGEF2 | NM 004723 | -0.09 | 0.02 [ 0.002
EF2 | // rho/rac *%"4% 3 BE
# B F(GEF)2// 1q
3645565 | THOC | NM 024339 // THOC6 // | NM 024339 | -0.10 | 0.04 [ 0.018
6 THO Z A4k 6[F) i 45 (R 4,
)// 16p13.3 // 79228 ///
2406766 | MRPS | NM 031280 / MRPS15 // | NM 031280 | -0.11 | 0.03 | 0.003
15 | BAEARAZBIKEZEGSIS //
1p35-p34.1 // 6496
3553141 | KIAA0 | NM 014844 // KIAA0329 | NM 014844 | -0.11 | 0.04 [ 0.018
329 | // KIAA0329 // 1493231 //
9895 i
ENST00000359520 // KIA
3297666 | DYDC | NM 138812 // DYDCI // | NM 138812 | -0.11 | 0.02 | 0.000
1 4ADPY303%1 // 10923.1 //
143241 /// ENST000
3625674 | RFXD | NM 022841 / REXDC2// | NM 022841 | -0.12 | 0.04 [ 0.012
2 A ERFXE2
15q21.3 // 648
2926969 | PDE7 | NM 018945 // PDE7B // | NM 018945 | -0.12 | 0.04 [ 0.013
B B — B 8 7B //
[0548] 6q23-q24 // 27115/l
ENST00000308
3525313 | COL4 | NM 001845 // COL4AL // | NM 001845 | -0.12 | 0.04 [ 0.014
Al | B, IVEL, al //13q34 //
1282 /// ENST00000
2438892 | FCRL5 | NM 031281 // FCRL5 // | NM 031281 | -0.12 | 0.04 [ 0.009
Fc & AR #5 // 1921 //
83416 i
ENST00000361835 //
3220846 | SUSDI | NM 022486 // SUSDI // | NM 022486 | -0.12 | 0.03 [ 0.006
4 sushi % 1/
9q31.3-q33.1 // 64420 ///
ENS
3598430 | SLC24 | NM 004727 // SLC24A1 | NM 004727 | -0.12 | 0.05 | 0.019
Al | /AR B R AR24 (4/%9/
45 excha
3506431 | RNF6 | NM 005977 / RNF6 // 3% | NM 005977 | -0.12 | 0.04 [ 0.011
1% % @ (C3H2C3®) 6 //
13q12.2 // 6049 ///
3696057 | SLCI2 | NM 005072 // SLC12A4 | NM 005072 | -0.12 | 0.02 | 0.001
A4 | BRI (PR
1edh itz
2519577 | COL3 | NM 000090 // COL3A1 // | NM 000090 | -0.12 | 0.04 [ 0.012
Al | R B, m % , ol
(Ehlers-Danlos 44 4E A
3734479 | TMEM | NM 017728 // TMEM104 | NM 017728 | -0.13 | 0.04 [ 0.015
104 | /| 35HE&EA 104 // 17q25.1
// 54868 /// ENST00
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CN 106822153 B

" BB B

74/124 T

[0549]

Affymet
rix ID

mRNA

AR R4

ALy

(Z M-
RA)

e
SEM

P

3345157

PIWIL

NM 152431 // PIWIL4 //
piwitE4 (R¥8) // 11q21 //
143689 /// ENST00000

NM 152431

-0.13

0.05

0.015

2949471

NEUI

NM 000434 // NEU1 //
ks PR B (ABEIKER
BLE) // 6p21.3 /) 4758 1//
ENS

NM_000434

-0.13

0.04

0.013

2599670

CRYB
A2

NM 057093 // CRYBA2 //
oKk E G, PA2 /
2q34-q36 /1412 ///
NM_ 005209 //

NM 057093

-0.13

0.04

0.014

3922444

ABCG

NM 207628 // ABCG1 //
ATP-% 4 &, L X#*G
(WHITE), AJi1//21

NM_207628

-0.13

0.03

0.003

2760371

WDR1

NM 017491 // WDRI1 //
WDE X1 // 4pl6.1 //
9948 /// NM 005112 //
WDRI

NM_ 017491

-0.14

0.05

0.019

2835440

TCOF

NM 001008656 // TCOF1
I Treacher
Collins-Franceschetti & 4+
AE1 /] 5q32-q33.1

NM 0010086
56

-0.14

0.04

0.007

2451544

MYOG

NM 002479 // MYOG //
L £m JEL A A% A (WLR B F
4) // 1q31-g41 // 4656 ///
ENST00

NM_002479

-0.14

0.05

0.018

3745504

SCo1

NM 004589 // SCO1 //
SCO #m fi&, & % f.AL 65 4
R RH1 (BEE) /)
17p12

NM_ 004589

-0.14

0.03

0.003

2835213

PPAR
GCIB

NM 133263 /!
PPARGCIB // it &4b4h
BaAK3G 74 40 -8 & T ARy,

coact

NM 133263

-0.14

0.04

0.006

3704567

CBFA2
T3

NM 005187 // CBFA2T3
I Mo EA BT, 403K
, adzk2: trans

NM 005187

-0.14

0.05

0.020

2893562

RREBI

NM 002955 // RREBI //
ras fL AU 55 E Al /)
6p25 // 6239 /

NM 002955

-0.14

0.04

0.006

2672712

SCAP

NM 012235 // SCAP //
SREBF # 42 & & //
3p21.31  // 22937 /]
ENST00000265565 //

NM 012235

-0.14

0.04

0.009

2768197

CORIN

NM 006587 // CORIN //
corin, # £ 8% Ik 8% //
4pl3-pl2 // 10699 /I
ENSTO00000

NM 006587

-0.14

0.05

0.011

2495279

VWA3

NM 144992 // VWA3B //
41von Willebrand B F A%,
3B //2ql11.2//

NM 144992

-0.14

0.04

0.006

7




" BB B

CN 106822153 B 75/124 TQ
Affymet mRNA AEEA it g i
rix ID (ZM- SEM P
BA)
2903588 | PFDN | NM 014260 // PFDN6 // | NM 014260 | -0.14 | 0.05 | 0.014
6 MmrEEATR]G //
6p21.3  // 10471 [/
ENST00000399112
3031383 | REPIN | NM 013400 / REPIN1 // | NM 013400 | -0.15 | 0.05 | 0.018
1 ZHRABHFL1 I 1936.1 //
29803 /// NM 014374
3754469 | ACAC | NM 198839 // ACACA // | NM 198839 | -0.15 | 0.05 [ 0.010
A LB -SREG AL LB o/
17q21 // 31 /// NM
3767480 | AXIN2 | NM 004655 // AXIN2 /| NM 004655 | -0.15 | 0.05 | 0.013
axin 2 (&9, W) /
17q23-q24 // 8313 ///
ENST0000
2954506 | CRIP3 | NM 206922 // CRIP3 // | NM 206922 | -0.15 | 0.06 | 0.018
FHRAMRFEEE3 /
6p21.1 // 401262 ///
ENST000003
3845263 | ADAM | NM 213604 /| NM 213604 | -0.15 | 0.06 | 0.016
TSL5 | ADAMTSLS // ADAMTS
#5 // 19p13.3 // 339366
/// ENST00000330475
2565143 | STARD | NM 020151 // STARD7 // | NM 020151 | -0.15 | 0.06 [ 0.016
7 4~ StAR #8 * 5 fi 4% %
(START)#K7 /
[0550] 2321960 | PLEK | NM 015164 / PLEKHM2 | NM 015164 | -0.16 | 0.05 | 0.009
HM2 | /] 4 doo)s#- & 40 R C L
B Ji. 4 (pleckstrin) [F] i
¥, F#HM (ARU
3829174 | GPATC | NM 018025 // GPATCHI | NM 018025 | -0.16 | 0.03 [ 0.001
H |/ G # T %1 /
19q13.11 // 55094 /// ENS
2798586 | AHRR | NM 020731 / AHRR //Z | NM 020731 | -0.16 | 0.05 | 0.011
AR HEF /
5pl5.3 // 57491 ///
2362991 | CASQI | NM 001231 // CASQI // | NM 001231 | -0.16 | 0.06 | 0.015
MESEE (REE, F
FEAL) // 121 //
3954525 | ZNF28 | NM 080764 // ZNF280B | NM 080764 | -0.16 | 0.04 | 0.005
0B |/ 4 1% & & 280B //
22q11.22 // 140883 ///
ENSTO
4020991 | ACTRT | NM 138289 // ACTRTI // | NM 138289 | -0.16 | 0.05 | 0.007
1 M Zxa+mEAEATL //
Xq25 /139741 /i
ENST000003
3982975 | POU3 | NM 000307 // POU3F4 // | NM 000307 | -0.16 | 0.05 | 0.013
F4 |[POU % 3 R # 4E 4 //
Xq2l.1 /1 5456  ///
ENST00000373
3963990 | PKDR | NM 006071 / PKDREJ // | NM 006071 | -0.16 | 0.03 [ 0.001
EJ | 3% A% £)REIF
Bh(s
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CN 106822153 B

" BB B

76/124 T

[0551]

Affymet
rix ID

mRNA

AR R

Bies

(Z M-
RA)

i
SEM

P

2436401

JTB

NM 006694 // JTB // &
EH R E ) 1921 //
10899 /// NM 002

NM 006694

-0.16

0.06

0.014

2759654

ABLIM

NM 032432 // ABLIM2 //
A EAOLELSLIMEES R
#%&, A2/ 4pl6-pl5//

NM 032432

-0.16

0.05

0.007

2437329

CLK?2

NM 003993 // CLK2 //
CDCH 382 // 1q21 //
1196 /// NR 002711 //
CLK2P //

NM 003993

-0.16

0.06

0.016

3401119

ITFG2

NM 018463 // ITFG2 //
4 #J% & 8 oFG-GAP &
£2//12p13.33//5

NM 018463

-0.16

0.04

0.004

3599709

GLCE

NM 015554 // GLCE //
48 BB £ &) S Ay B //
15923 /26035 /I
ENST0000026

NM 015554

-0.16

0.06

0.014

3882413

C200rf
114

NM 033197 // C200rfl14
I #e EAR20FF A ik AR
114 // 20q11.21 // 92

NM 033197

-0.16

0.06

0.020

3712922

Cl7orf
39

NM 024052 // C170rf39 //
P EARTHF AR EAEZ9 //
17p11.2 // 79018

NM 024052

-0.16

0.06

0.017

2473376

EFR3B

BC049384 // EFR3B //
EFR3 [ R 4B (3 748 )
/I 2p23.3 [/ 22979 /i
ENSTO

BC049384

-0.17

0.05

0.009

2607262

STK25

NM 006374 // STK25 //
2 R BR/ P BBR 85 25
(STE20F) # 40, & 4) //
2q37.

NM 006374

-0.17

0.06

0.015

3755580

CACN
B1

NM 199247 // CACNBI //
45iMiE, W EARAEM, Bl
E 3/ 17q

NM 199247

-0.17

0.06

0.013

3402150

NTF3

NM 001102654 // NTF3 //
A2 REES/12p13 //
4908 /// NM 002527 //
NTF3 //

NM 0011026
54

-0.17

0.06

0.020

3014714

ARPCI

NM 005720 // ARPC1B //
M Ea4a£EE23H
41k, EIL1B, 41kDa// 7

NM 005720

-0.17

0.06

0.020

3723071

DBF¢4

NM 145663 // DBF4B //
DBF4F) B 4HB (5F s #4
y /1 1792131117921 //
80174

NM_ 145663

-0.17

0.04

0.002

2371255

SMG7

NM 173156 // SMGT7 //
Smg-7F B4, KIAAF
49 mRNA % £ B F (C.
eleg

NM 173156

-0.17

0.06

0.014

3217487

ALG2

NM 033087 // ALG2 //
R A B -4 4k 0 48 28402
FlRMCE B, a

NM 033087

-0.17

0.06

0.011
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" BB B

CN 106822153 B 77/124 T
Affymet mRNA ARRA g5 4
xix 1D (EM- SEM P
BA)
3352159 | LOCI0 | AK130019 /] AK130019 | -0.17 | 0.06 | 0.018
013035 | LOC100130353 // FR&
3 &  LOC100130353  //
11923.3 // 1001
3401259 | TEAD4 | NM 003213 // TEAD4 / | NM 003213 | -0.17 | 0.07 | 0.020
TEA R R % & R 4 //
12p13.3-p13.2 // 7004 ///
NM
3114618 | RNFI3 | NM 007218 // RNF139 // | NM 007218 | -0.17 | 0.06 | 0.015
9 FIEE G139 // 8q24 //
11236 /// ENST00000303
2991150 | TSPAN | NM 014399 // TSPANI3 | NM 014399 | -0.18 | 0.05 | 0.006
13|/ w&ZAal13// Tp21.1/
27075 1
ENST00000262067 //
2875193 | P4HA2 | NM 004199 // P4HA2 // | NM 004199 | -0.18 | 0.05 | 0.007
RRE R AR R, 2-BAX
B 4- e BB (R R
4011743 | SLC74 | NM 032803 // SLC7A3 /| NM 032803 | -0.18 | 0.06 | 0.009
3 BRBARERT (BT
BABREHEEG
3194015 | LCN9 | NM 001001676 / LCN9 | NM 0010016 | -0.18 | 0.06 | 0.011
[0552] /| REA5EE9 1 9q34.3 // 76
392399 Vi
ENST00000277526 // L
3741040 | MNT | NM 020310 / MNT /| NM 020310 | -0.18 | 0.04 | 0.003
MAX % 4%&&// 17p13.3
/Il 4335 "
ENST00000174618 /
3901851 | ABHD | NM 001042472 // | NM 0010424 [ -0.18 | 0.05 | 0.004
12 | ABHDI2 // 47K % B 3% 72
12 // 20p11.21 // 26090
2324919 | EPHB | NM 017449 // EPHB2 /| NM 017449 | -0.18 | 0.06 | 0.010
2 EPH% 4AB2 // 1p36.1-p35
// 2048 /// NM_ 004442 //
EPH
3185976 | COL27 | NM 032888 // COL27Al NM 032888 -0.18 0.06 0.009
Al | ) BB, XXVIIE, al /
9q32 // 85301 /// ENSTO
2855434 | C5orf3 | NM 001014279 /T NM 0010142 [ -0.18 | 0.05 | 0.007
9 CSo0rf39 // # & ARSH 3 79
" ik 4E 39 // Spl2 /f
389289
2334476 | MAST2 | NM 015112 // MAST2 /| NM 015112 | -0.18 | 0.02 | 0.000
HE K BR M BB BB
¥ E52 // 1p34.1
3962734 | TTLLI | NM 001008572 / TTLLI | NM 0010085 | -0.18 | 0.03 | 0.001
/| #E R SRR 72
BRAE Rk, A1/ 22q13.
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" BB B

CN 106822153 B 78/124 Ti
Affymet mRNA AR x4 ey p 214
rix ID (ZM- SEM P
BA)
4017538 | COL4 | NM 033641 // COL4A6 // | NM 033641 | -0.18 | 0.03 | 0.000
A6 | BB, IVE, a6 // Xq22 //
1288 /// NM 001847
3141589 | IL7 | NM 000880 /IL7// &#4m | NM 000880 | -0.19 | 0.05 [ 0.006
BAET I 8q12-q13 //
3574 1
ENST00000263851 // IL7
2436826 | KCNN | NM 002249 // KCNN3 // | NM 002249 | -0.19 | 0.06 [ 0.008
3 AP R AR/ 45 -
&9
3521174 | ABCC | NM 005845 // ABCC4 // | NM 005845 [ -0.19 | 0.07 | 0.017
4 ATP-#: 46 &, RER#KC
(CFTR/MRP), &34 //
3768280 | Cl70rf | NM 181656 // C170rf58 // | NM 181656 | -0.19 | 0.07 | 0.017
58 | FER1TIFKFEIESS //
17q24.2 // 28401
2363784 | HSPA6 | NM 002155 // HSPA6 // | NM 002155 | -0.19 | 0.06 | 0.011
# 4K % 70kDa & @ 6
(HSP70B*) // 1923 // 3310
/Il E
3928211 | GRIKI | NM 175611 // GRIK1 // | NM 175611 | -0.19 | 0.06 | 0.011
BRBRZK, BTA, &
FERBI //21q22.11 //2
2758978 | EVC2 | NM 147127 // EVC2 // | NM 147127 | -0.19 | 0.06 | 0.012
[0553] Ellis van Creveld4:4-4E2
(A& @) // 4p16.2-p16.1 //
13
3740664 | Cl70rf | NM 032895 // C170rf91 // | NM 032895 | -0.19 | 0.07 [ 0.015
91 P B AR T AR EAEDL //
17p13.3 // 84981
2782267 | NEUR | NM 024019 / NEUROG2 | NM 024019 | -0.20 | 0.06 | 0.010
0G2 | /| #%REE2 I/ 4q25 //
63973 1
ENST00000313341 I
NEU
3826542 | ZNF73 | BC034499 // ZNF738 // | BC034499 020 | 0.05 | 0.003
8 A48 EAQT38 /) 19p12 //
148203 /// AK291002 //
3966000 | TYMP | NM 001113756 / TYMP | NM 0011137 [ -0.20 | 0.05 [ 0.003
I M3 B BR AL B/ 56
22q13|22q13.33 // 1890 ///
NM
3607447 | ABHD | NM 007011 // ABHD2 // | NM 007011 | -0.20 | 0.05 | 0.005
2 AKX R BEIR2 // 15q26.1 //
11057 /// NM
3236448 | SUV39 | NM 024670 / SUV39H2 | NM 024670 | -0.20 | 0.07 | 0.011
H2 | )& 523-94p 4| B F F B4
2 (R)//
2528504 | SPEG | NM 005876 // SPEG // | NM 005876 | -0.20 | 0.06 | 0.009
SPEG 2 Atk A B &/
2935 /10290 /)
ENST00000312358 //
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" BB B

CN 106822153 B 79/124 W
Affymet mRNA AEEA Bins g 214
rix ID (M- SEM P
BA)
2730746 | SLC44 | NM 001098484 // | NM 0010984 | -0.20 | 0.06 | 0.007
4 SLCAA4 /[ JF AR R k4 84
, BRER EAATHF) 44 F
2544662 | DNMT | NM 175629 // DNMT3A | NM 175629 | -0.20 | 0.06 | 0.007
34 |/ DNA (Je%e2-5-)-F %
45853 o/ 2p23 // 17
2937625 | C6orf2 | BC101251 // C60rf208 // | BC101251 -020 | 0.06 | 0.007
08 | #EAR6H A ELAE208 //
6427 // 80069 ///
3233157 | UCN3 | NM 053049 / UCN3 // | NM 053049 | -0.20 | 0.08 | 0.017
FEREI (RAEE) I
10p15.1 /114131 ///
ENST0000
2548172 | FEZ2 | NM 001042548 // FEZ2 // | NM 0010425 | -0.21 | 0.03 | 0.000
WA FENPEOE 2 (R 48
EAI/
3877809 | OTOR | NM 020157 / OTOR // | NM 020157 | -0.21 0.08 | 0.019
q 4w e B MK G
(otoraplin)//
20p12.1-p11.23 // 56914 ///
ENST00000246081 //
3839400 | C19orf | NM 175063 // C190rf63 // | NM 175063 | -0.21 0.04 | 0.002
63 | FEARI19FF A EAESS //
19q13.33 // 2843
[0554] 3875108 | C200rf | AK292708 // C200rf196 // | AK292708 -0.21 | 0.06 | 0.006
196 | # E&AR20FF 3K 17 £ 4E 196
//20p12.3 // 1498
2970985 | TSPYL | NM 021648 / TSPYL4 // | NM 021648 | -0.21 0.07 | 0.011
4 TSPY # 4 /| 6q22.1 //
23270 I
ENST00000368611 // TSP
3189580 | ZBTB4 | NM 014007 // ZBTB43 // | NM 014007 | -0.21 | 0.08 | 0.017
3 4 4% 3% F= BTB #% 43 //
9q33-q34 // 2
3407926 | CMAS | NM 018686 // CMAS // | NM 018686 | -0.21 | 0.03 | 0.000
B35 - B B N- © BE AR AP
22 RBLBR A A B/
3249886 | TETI | NM 030625 // TETI // ter | NM 030625 | -0.21 0.06 | 0.007
# 2B 1/ 10q21 // 80312
/// ENST00000373644 //
TET
3151970 | MTSSI | NM 014751 // MTSSI // | NM 014751 | -0.21 | 0.07 | 0.009
SR H B 1/ 8p22 //
9788 /// ENST0000032506
3937183 | DGCR | NM 022720 // DGCRS // | NM 022720 | -0.21 | 0.06 | 0.008
8 DiGeorge4:A-1E /& % K A
B8 //22q11.2 // 544
3958253 | C220rf | BCO16707 // C220rf28 // | BC016707 -022 | 0.08 | 0.019
28 P AR AR L AE2S //
22q12 // 51493 //
3607503 | ABHD | NM 007011 // ABHD2 // | NM 007011 | -0.22 | 0.07 | 0.010
2 KK AFBEIRAA2 /] 15q26.1
// 11057 /// NM
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" BB B

CN 106822153 B 80/124 T{
Affymet mRNA AR x4 By P A
rix ID (ZM- SEM P
BA)
2799030 | SLC64 | NM 001003841 /1 NM 0010038 | -0.22 | 0.06 | 0.007
19 | SLC6A19 /i HBAR Rk 41
6 (T HAAMIIEEREG
3870611 LILRB | NM 001081450 /| NM_0010814 -0.22 0.08 0.016
3 LILRB3 // & mio %053k 50
FEAOFZTHR, EFREB (W
3857811 | Cl9orf | NM 031448 // C190rf12 // | NM 031448 | -0.22 | 0.08 | 0.019
12 F EAR19FF KA ELAEL2 //
19q12 // 83636 /
2500667 | FBLN7 | NM 153214 // FBLN7 // | NM 153214 | -0.22 | 0.08 | 0.019
MER & A7 /) 2q13 //
129804 I
ENST00000331203 /!
FBLN7/
3523156 | TMTC | NM 032813 // TMTC4 /| NM 032813 | -0.22 | 0.07 | 0.010
4 b BERZ AN ORE
54/
2612371 | EAFI | NM 033083 // EAF1 // | NM 033083 | -022 | 0.07 | 0.008
ELL#8% B -F1 // 3p24.3
/i 85403 1
ENST00000396
3988638 | LONR | NM 001031855 /1T NM 0010318 | -0.23 | 0.08 | 0.012
F3 | LONRF3 // LON JkB&N 55
[0555] Fon kAR 1/ X
3114240 | C8orf3 | BC008781 // C8orf32 // | BC008781 023 | 0.08 | 0.016
2 P & RS FF ALY L 4E32 //
8q24.13 // 55093 //
2460368 | TTCI3 | NM 024525 // TTCI3 // | NM 024525 | -0.23 | 0.08 | 0.014
ZAMEKkE T K13 //
1q42.2 // 79573 ///
2428425 | PPM1J | NM 005167 // PPMI1J // | NM 005167 -0.23 0.06 0.003
& wEE A1) (4 PP2CH
)// 1p13.2
3194986 | LCNI2 | NM 178536 // LCN12 // | NM 178536 | -0.23 | 0.06 | 0.004
ME45 & E 12 // 9934.3 //
286256 1
ENST00000371633 // LC
3642875 | RABII | NM 014700 /| NM_ 014700 -0.23 0.07 0.010
FIP3 | RABIIFIP3 // RABII &
wEIAEEZEEA3 X)) /
16p13
2532378 | CHRN | NM 000751 // CHRND // | NM 000751 | -0.23 | 0.08 | 0.018
D fe sk fie AR, ek, o/
2q33-q34 // 1144
2995667 | ADCY | NM 001118 /| NM 001118 | -0.23 | 0.05 | 0.002
APIRI | ADCYAPIR1 // A% 3 B
FALEE M E % K1 (1K)
3390641 | ARHG | NM 020809 /| NM 020809 | -023 | 0.05 | 0.003
AP20 | ARHGAP20 // Rho GTP
B o3 & & & 20 /
11922.3-q23.1// 57
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" BB B

CN 106822153 B 81/124 {
Affymet mRNA AR Bies p 214
rix ID (ZM- SEM P
BA)
2830465 | MYOT | NM 006790 // MYOT // | NM 006790 | -023 | 0.07 | 0.007
Ul 4E & @ 1/ 5q31 // 9499
/// ENST00000239926 //
MYOT // myo
2452069 | PIK3C | NM 002646 // PIK3C2B // | NM 002646 | -023 | 0.02 | 0.000
2B | ASERLEE-3-sEE, 2%, B
% Bk//
3744127 | HES7 | NM 032580 // HES7 //4> | NM 032580 | -0.23 | 0.09 | 0.019
7 (R L A%
F //17p13.1// 84
3327057 | FLJI4 | NM 024841 // FLJ14213 | NM 024841 | -023 | 0.07 | 0.007
213 // protor-2 // 11pl13-pl12 //
79899 1
ENST00000378867 // F
2664332 | COLO | NM 005677 // COLQ /| NM 005677 | -023 | 0.07 | 0.006
IR AR T (B = 384K
$4EY of
3829160 | Cl9orf | NM 152266 // C190rf40 // | NM 152266 | -0.23 | 0.08 | 0.012
40 | FER19F A ELAE40 //
19q13.11 // 9144
3708798 | SENP3 [ NM 015670 // SENP3 // | NM 015670 | -0.23 | 0.06 | 0.005
SUMO1/sentrin/SMT3 4¥
M IKEE3 /) 17pl13 /]
[0556] 26168
2358700 | MGC2 | NM 144618 /| NM 144618 | -0.23 | 0.09 | 0.019
9891 | MGC29891 // i ml & &
MGC29891 // 1q21.2 //
126626 /// E
2755111 | KLKBI | NM 000892 // KLKB1 // | NM 000892 | -0.24 | 0.08 [ 0.012
MK BEEB, & R
(Fletcher B F ) 1 //
4q34-q35 // 38
2568968 | UXSI | NM 025076 // UXSI /| NM 025076 | -0.24 | 0.08 | 0.011
UDP- ) 4% &5 8 DL 5 61 //
2q12.2 // 80146 /// BCOO
2748923 | GUCY | NM 000857 // GUCY1B3 | NM 000857 | -0.24 | 0.07 | 0.007
IB3 |/ BFBIRiuBEl, TiE
., P3//4q31.3-q33//29
3816509 | GADD | NM 015675 // GADD45B | NM 015675 | -024 | 0.09 | 0.016
45B | /| & KA F2DNA %15
TS, B/ 19p13.3
3376410 | SLC22 | BC034394 // SLC22A24 // | BC034394 024 | 0.07 | 0.007
A24 | BRBEARERR22, AR 24
// 11q12.3 // 283238
3286393 | ZNF32 | NM 006973 // ZNF32 // | NM 006973 | -0.24 | 0.08 | 0.010
2458% 832 // 10g22-q25
// 7580 /// NM 0010053
2540157 | ODCI | NM 002539 // ODC1 /| NM 002539 | -024 | 0.09 | 0.020
B BB LEBEL /) 2p25 //
4953 /// ENST000002341
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" BB B

CN 106822153 B 82/124 T
Affymet mRNA AEE R 5 T4
i 1D (ZW- SEM P
RA)
2994835 | CHN2 | NM 004067 // CHN2 // | NM 004067 | -0.24 | 0.09 | 0.017
"EEQHASEA) 2/
iS58 & 1124 A
NM 001039936 /
3603199 | IDH34 | NM 005530 // IDH3A // | NM 005530 | -0.24 | 0.05 | 0.001
7 AT R B BL A 8§ 3
(NAD+) a// 15¢25.1-g25.2
/
3040454 | TWIST | NM 001002926 /| NM 0010029 | -0.24 | 0.09 | 0.017
NB | TWISTNB // TWISTALiA 26
/I Tpl53 // 221830 //
ENST0000022256
2497301 | TMEM | NM 144632 // TMEM182 | NM 144632 | -0.24 | 0.07 | 0.007
182 |/ #HIREG182 // 2ql12.1
// 130827 /// ENST00
3766716 | TEX2 | NM 018469 // TEX2 // ¥ | NM 018469 [ -0.25 | 0.07 | 0.007
HAIR2 /) 179233 /f
55852 i
ENST00000258991
3458819 | CYP27 | NM 000785 // CYP27B1 | NM 000785 | -0.25 | 0.08 | 0.009
Bl |/ mla&£P450, Kik27
, ZK#%B, %K1/
3368940 | ABTB2 | NM 145804 // ABTB2 // | NM 145804 | -0.25 | 0.08 | 0.010
445 % 8§ ¥ 4 4= BTB
[0557] (POZ)%2 // 11p13
3298924 | MMRN | NM 024756 // MMRN2 // | NM 024756 | -0.25 | 0.07 | 0.006
2 $RZEH2 // 109232 //
79812 i
ENST00000372027 // MM
3529951 | KIAAI | NM 025081 // KIAA1305 | NM 025081 | -0.25 | 0.08 | 0.011
305 | // KIAA1305 // 14ql12 //
57523 /// BC008219 //
KIAA1305 //
3006572 | AUTS2 | NM 015570 // AUTS2 // | NM 015570 | -0.25 | 0.09 | 0.017
AR E 5 BARE AR 2 /)
7q11.22 // 26053 ///
3025500 | BPGM | NM 001724 // BPGM // | NM 001724 | -0.25 | 0.10 | 0.018
2,3- B BE H ik BR T AL B
/I 7q31-q34 /I 669 /I
NM 19
2494709 | CNNM | NM 020184 // CNNM4 // | NM 020184 | -0.26 | 0.09 | 0.016
4 A H & & M4
2p12-p11.2 // 26504 /I
ENST00000377075 // CN
3329983 | PTPRJ | NM 002843 // PTPRJ // | NM 002843 | -0.26 | 0.08 | 0.010
&, T/ 11pl1.2
2769346 | LNXI | NM 032622 // LNX1 //#k | NM 032622 | -0.26 | 0.09 | 0.015
REGEARX 1/ 4q12 //
84708 /// ENST0000030
3867195 | FAMS3 | NM 017708 // FAMS3E // | NM 017708 | -0.26 | 0.09 | 0.013
E -7 #8400 K #%83, R E //
19q13.32-
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" BB B

CN 106822153 B 83/124 T
Affymet mRNA AR Bies p A
rix ID (ZM- SEM P
BA)
3790529 | GRP | NM 002091 / GRP / § | NM 002091 | -0.26 | 0.05 | 0.001
w E OB R OK 1l
18q21.1-q21.32 // 2922 ///
NM 0
3987029 | TMEM | NM 032227 // TMEM164 | NM 032227 | -026 | 0.10 | 0.018
164 |/ #REE164 // Xq22.3
// 84187 /// ENST000
3526454 | GRTPI | NM 024719 // GRTP1 // | NM 024719 | -026 | 0.09 | 0.015
Ak EFIRETBCEA |
//13q34 // 79774 /
2438344 | GPATC | NM 182679 // GPATCH4 | NM 182679 | -026 | 0.07 | 0.006
H4 | /| 2GAbT 4 /1 1q22 //
54865 /// NM 0155
3132927 | NKX6- | NM 152568 // NKX6-3 // | NM 152568 | -0.27 | 0.09 | 0.014
3 NK6 ) JRAE3 // 8p11.21 //
157848 1
ENST00000343444 /
2672376 | TESSP | NM 182702 // TESSP2 // [ NM 182702 | -0.27 | 0.09 | 0.013
2 EHULRQBREOEEL //
3p21.31 /339906 ///
ENSTO000
2730347 | C4orf3 | NM 033122 // C4orf35 /| NM 033122 | -027 | 0.10 | 0.019
5 e B R4 AR EAES //
[0558] 4q13.3 // 85438 //
3921068 | ETS2 | NM 005239 // ETS2 /| NM 005239 | -027 | 0.03 | 0.000
v-ets AL AR L m RIS %
JE % F E26 5% L B B B 44
2(8)
2532894 | DGKD | NM 152879 // DGKD // | NM 152879 | -0.27 | 0.07 | 0.003
B b B85, 5130kDa
//2q37.1// 8527 /// N
4018454 | AMOT | NM 133265 // AMOT // | NM 133265 | -027 | 0.09 | 0.012
o FHEAEN Xq23 /
154796 /// NM 001113490
/{ AMOT // an
3070507 | RNF14 | NM 198085 // RNF148 // | NM 198085 | -027 | 0.10 | 0.017
8 I8 E A 148 // 7q31.33 //
378925 /// BC029264
3832256 | SPINT | NM 021102 // SPINT2 /| NM 021102 | -027 | 0.10 | 0.017
2 ¥ R B K B e ) A,
Kunitz®, 2//19q13.1//
3371225 | CHSTI | NM 003654 // CHSTI /| NM 003654 | -0.27 | 0.07 | 0.005
A% (f & & BB Gal-6) A%
A AR //
3870494 | TFPT | NM 013342 // TFPT //| NM 013342 | -027 | 0.09 | 0.010
TCF3 (E2A) #dA4E48(4h
4é fiE) // 19913
3863811 | PSG9 | NM 002784 // PSGY // 4= | NM 002784 | -0.28 | 0.09 [ 0.011
WRAF S P-l-ABZ AR 9
//19q13.2 // 5678
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Affymet mRNA AREEA it x4t
xix 1D (EM- SEM P
BA)
3160175 | VLDL | NM 003383 / VLDLR // | NM 003383 | -0.28 | 0.08 [ 0.007
R MAK B s B A AR
9p24 // 7436 ///
2794704 | ASB5 | NM 080874 // ASB5 // 4 | NM_080874 | -0.28 | 0.11 | 0.019
%8 T L A=SOCSAES //
4q34.2 // 14045
3908901 | KCNB | NM 004975 // KCNBI // | NM 004975 | -0.28 | 0.09 [ 0.009
1 4P, R 836, Shabdd X
LR, m
3390852 | FLJ45 | NM 207429 // FLJ45803 | NM 207429 | -0.28 | 0.10 [ 0.015
803 | // FLI45803%& & // 11q23.1
I 399948 1
ENST000003554
2600689 | EPHA | NM 004438 // EPHA4 // | NM 004438 | -0.29 | 0.07 | 0.003
4 EPH% A A4 // 2q36.1 //
2043 i
ENST00000281821 // E
3469597 | NUAK | NM 014840 // NUAK1 // | NM 014840 | -029 | 0.09 [ 0.009
1 NUAK £ 3%, SNF14£i 85
1 // 12q23.3 // 9891 ///
EN
3607232 | ISG20 | NM 022767 // ISG20L1 // | NM 022767 | -029 | 0.10 | 0.015
LI | FKE R E 504 Bk B
[0559] A& B 20kDat1 // 1
2358426 | ADAM | AK023606 // ADAMTSL4 | AKO023606 -0.29 [ 0.11 | 0.016
TSL4 | // ADAMTS#4 // 1q21.2
// 54507
3853609 | CYP4F | NM 001082 // CYP4F2 // | NM 001082 | -0.29 | 0.11 [ 0.016
2 m o & £ P450, R4,
T RHKF, $MK2//
2936971 | KIF25 | NM 030615 // KIF25 // | NM 030615 | -0.30 | 0.09 [ 0.008
&G KA 25 //
6q27 // 3834 /I
NM 005355//
2997272 | EEPD | NM 030636 // EEPDI /| NM 030636 | -0.30 | 0.09 [ 0.010
1 AW by B/ S b B B R B
AR
3961253 | RPSI9 | NM 194326 / RPSI9BP1 | NM 194326 | -0.30 | 0.10 | 0.013
BPl | /| 4B HREASI9EES%E
&1//22q13.1//9
3082373 | VIPR2 | NM 003382 // VIPR2 // | NM 003382 | -0.30 | 0.10 | 0.011
o B E MR K AR2 Y
7q36.3 // 7434
2340961 | ILI2R | NM 001559 // ILI2RB2 // | NM 001559 | -0.30 | 0.08 | 0.005
B2 G miNE1254k, B2/
1p31.3-p31.2 // 3595
2736462 | BMPR | NM 001203 / BMPRIB// | NM 001203 | -0.30 | 0.08 | 0.004
IB | FHERAEAZH, IB
R /] 4q22-q24
3774504 -0.30 | 0.11 | 0.016
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Affymet mRNA EEz4E it x4t
xix 1D (EM- SEM P
BA)
3395958 | OR8B4 | NM 001005196 // OR8B4 | NM 0010051 -0.30 0.11 0.018
/R, Kk, T 96

K#%EB, A4/
2806231 | BXDC | NM 018321 / BXDC2 // | NM 018321 | -0.31 | 0.10 | 0.013
2 A brix 3% 2 // 5p13.2 //
55299 /// ENST000003
2396858 | NPPB | NM 002521 // NPPB // | NM 002521 | -0.31 0.11 | 0.016
B i HE R K ATARB //
1p36.2 // 4879 /// ENSTO
3233322 | CIl0orf | NM 017782 // C100rf18 // | NM 017782 | -0.31 | 0.06 | 0.001
18 | FEARI0FFAXNILIELS //
10p15.1 // 54906
2439101 | FCRLI | NM 052938 // FCRL1 // | NM 052938 | -0.31 0.06 | 0.001
Fe k41 /) 1q21-q22 //
115350 1
ENST000003681

2413907 | DHCR | NM 014762 // DHCR24 // | NM 014762 | -0.31 0.11 | 0.014
24 | 24-PL A2 B BE i R BE//
1p33-p31.1// 1718 ///
3231186 | C9orf3 | NM 032937 // C9orf37 // | NM 032937 | -0.31 0.09 | 0.008
7 P &R ALY L AEZT //
9q34.3 // 85026 //

2669955 | XIRP! | NM 194293 // XIRP1 // | NM 194293 | -032 | 0.11 | 0.013
[0560] {?}xm}ULfoJ@'éI?%%‘if_l
// 3p22.2 // 165904
3345222 | AMOT | NM 130847 // AMOTLI1 | NM 130847 | -032 | 0.11 | 0.012
LI |/ & SHEAHL /I
11q14.3 // 154810 ///
ENST0000031782
2573326 | FLJI4 | BC112205 // FLJ14816 // | BC112205 -0.32 | 0.11 | 0.016
816 | A wm & & FLJ14816 //
2q14.2 // 84931 /// BC1
3349437 | UNQ2 | AY358815 // UNQ2550 // | AY358815 -0.32 [ 0.09 | 0.005
550 | SFVP2550 // 11q23.1 //
100130653

3951117 | ACR | NM 001097 // ACR // T | NM 001097 | -0.32 [ 0.12 | 0.017
w Ex & 8
22q13-qter|22q13.33 // 49

/// ENST00000216139 //
2489140 -0.32 | 0.07 [ 0.002
2562115 | LSM3 | CR457185 // LSM3 // CR457185 -0.32 0.11 0.011
LSM3 [ 5B 45, U6 >4
RNA X & (5F 78 8% £

3572975 | NGB | NM 021257 // NGB // 4F | NM 021257 | -0.33 0.09 | 0.004
ZRE G/ 14243 /]

58157 i
ENST00000298352 I
NGB /

2439350 | OR6NI | NM_ 001005185 // OR6N1 | NM 0010051 | -0.33 | 0.10 | 0.009
Il REZAR, Kik6, T 85

KEN, A1/
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Affymet mRNA AR x4 Bies p 214
rix ID (ZM- SEM P
BA)
3590275 | CHAC | NM 024111 / CHAC1 /| NM 024111 | -033 | 0.12 | 0.014
1 ChaC, [8 & F 45542
FR BRI (KIARHF K,
®) /15
2397898 | HSPB7 | NM 014424 // HSPB7 // | NM 014424 | -033 | 0.12 | 0.015
#AR £ 27kDa’k & Kk,
AT (S E)
2364677 | PBXI | NM 002585 //PBX1// &7 | NM 002585 | -0.34 | 0.07 | 0.001
Bafiné ik Bl RAE 1 //
123 // 5087 /// ENST0000
2474409 | DNAJ | NM 173650 // DNAJC5G | NM 173650 | -0.34 | 0.09 | 0.004
C5G | // Dnal (Hsp40)F] 4%, T
FA&C, A5 M/ 2p2
3581373 034 | 0.12 | 0.014
3508330 | HSPH | NM 006644 // HSPHI // | NM 006644 | -034 | 0.13 | 0.019
1 #AK % 105kDa/110kDa %
é1//13q12.3 // 10808 ///
3751164 | DHRS | NM 144683 // DHRS13 / | NM 144683 | -035 | 0.10 | 0.006
13 | BLABG/iL 785 (SDR K %)
AR 13 //17q11.2
2908179 | VEGF | NM 001025366 / VEGFA | NM 0010253 | -0.35 | 0.13 | 0.016
A /| o REEKBFA 66
[0561] _ 6pl2 // 7422 //
3062448 | dJ222 | NR 002184 // dJ222E13.2 [ NR 002184 | -0.35 | 0.12 | 0.014
El13.2 |/ #4CGI-96 // 22q13.2
// 91695 /// BC073834 //
3747638 | LOC20 | BC031263 // LOC201164 | BC031263 035 | 0.09 | 0.004
1164 | /| £4LCG12314 L B =
4 // 17p11.2// 201164 //
2821981 | TMEM | NM 198507 // TMEMI157 [ NM 198507 | -0.35 | 0.12 | 0.015
157 |/} #HEEE 157 /] 5q21.1
// 345757 /// ENST00
3123675 | PPPIR | NM 024607 // PPPIR3B | NM 024607 | -0.35 | 0.12 | 0.014
3B |/ EEAEEEEL, AAEEP
#) 7)) A 3B
2656837 | ST6GA | NM 173216 // ST6GAL1 | NM 173216 | -035 | 0.13 | 0.016
LI |/ ST6 B-¥3L4ERa-2,6-
w37 B% tranferase 1// 3
3746574 | PMP2 | NM 000304 // PMP22 /| NM 000304 | -036 | 0.09 | 0.004
2 B B O BE A 22/
17p12-p11.2 // 5376 /i
NM
2771342 | EPHA | NM 004439 // EPHAS // | NM 004439 | -036 | 0.09 | 0.003
5 EPHZ 4 AS // 4q13.1 //
2044 /// NM 182472 //
EPHAS /
2888674 | MXD3 | NM 031300 / MXD3 /| NM 031300 | -036 | 0.12 | 0.012
MAX — %t & &3 //
59353 /83463 I/
ENST00000
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CN 106822153 B 87/124 T
Affymet mRNA ARz A5 i
rix ID (ZM- SEM P
RAR)
2353477 | ATPIA | NM 000701 // ATP1AL1 // | NM 000701 -0.36 0.11 0.007
1 ATP&%, Nat/K+itiz, al
% K/ 1p21
3956984 | ZMATS | NM 019103 / ZMATS5 /| NM 019103 | -0.36 | 0.11 | 0.009
i, AR EAERS /)
22cen-ql2.3 // 55954 /I
NM _
2551651 | ATP6V | NM 080653 // ATP6VIE2 | NM 080653 | -0.37 | 0.13 | 0.017
1E2 | /| ATPBS, Ht45iE, K84
#k31kDa, V1L L E2
3578069 | Cldorf | BC008299 // Cl4orf139 // | BC008299 -037 | 013 | 0.016
139 | # &R 14FF 37 £ AE139
1/ 14q32.13 // 796
2428501 | SLCI6 | NM 003051 // SLC16A1 | NM 003051 | -0.37 | 0.14 | 0.018
Al | [T B L6, AR
(HR
3061621 | TFPI2 | NM 006528 // TFPI2 // | NM 006528 | -0.37 | 0.09 | 0.002
2048 B F i A RA2 1
7922 // 7980 /// ENST
3705516 | LOCI0 | AF229804 /'] AF229804 -0.38 | 0.11 | 0.008
013145 | LOC100131454 // 2 4
4 hCG1646635 // 17p13.3 //
100131454 /// EN
[0562] 3306299 | XPNP | NM 020383 / XPNPEP1 | NM 020383 | -0.38 | 0.14 | 0.018
EPI | /] X-Bf &8 25 IR Bk (&
LKBEP) 1, T/
2763550 | PPAR | NM 013261 /1 NM 013261 | -038 | 0.13 | 0.012
GCIA | PPARGCIA // it @4b4h
B R 3G 5 A -8 E ARy,
coact
2769063 | USP46 | NM 022832 // USP46 // | NM 022832 | -038 | 0.13 | 0.013
2 E M KEE46 /)
4q12 // 64854 /// ENSTO
3806459 | STSSIA | NM 013305 // ST8SIAS / | NM 013305 | -0.38 | 0.10 | 0.004
5 ST8 a-N-Z Bk -79 2 &
BE Ha-2,8-18 B 4E 45
3190151 | SLC25 | NM 001006641 // | NM 0010066 | -0.39 | 0.09 | 0.003
A25 | SLC25A25 /iR BEHARER 41
%25 (BALKREAR; pho
2489172 | MTHF | NM 001040409 // | NM 0010404 | -039 | 0.05 | 0.000
D2 | MTHFD2 // L% w9 & 09
ot B2 B 20 B8 (NADP+ 4R
#h
2952065 | PPILI | NM 016059 // PPIL1 // | NM 016059 | -0.39 | 0.10 | 0.005
Jok Bk ) 2 B 7 A B (5 2R
B/ 6p21.1 //
3382015 | CHRD | NM 015424 // CHRDL2 // | NM 015424 | -039 | 0.10 | 0.003
L2 |mEAH2 / 11ql4 //
25884 I
ENSTO00000263671 // C
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88/124 T

[0563]

Affymet
rix ID

mRNA

AR R4

s

(B
L))

L &1
SEM

P

2711139

ATPI3
A5

NM 198505 // ATP13AS //
ATPEZ %A 13A5 // 3q29 //
344905 "
ENST00000342358 /

NM 198505

-0.40

0.11

0.005

2633917

RGIM
DI

NM 017819 // RGOMTDI
/| ARNA (5%#9.) §
A A ASBEIR] /

NM 017819

-0.41

0.14

0.013

2974671

Céorfl
92

NM 052831 // C60rf192 //
P EARGH XA RAEL92 //
6¢22.3-q23.3 //

NM 052831

-0.41

0.15

0.018

2982270

FLJ27
255

ENST00000355047 "
FLJ27255 // 14 &
LOC401281 // 6q25.3 //
401281 //l AK

ENSTO000003
55047

-0.41

0.12

0.007

2778273

PGDS

NM 014485 // PGDS //
A A E D24 Ak B, i
// 4q22.3 // 27306

NM_014485

-0.41

0.08

0.001

3005332

RCP9

NM 014478 // RCP9 // %
45 % & & B AR £ Ik
WA &G

NM 014478

-0.41

0.013

2650393

PPM1

NM 139245 // PPMIL //
EA BB (R20)H/
3q26.1// 1517

NM_ 139245

-0.42

0.006

3463056

CSRP2

NM 001321 // CSRP2 //
FHRERFHRKRE S
a2/ 12q21.1 // 1466
I

NM 001321

-0.42

0.11

0.005

2459405

-0.43

0.10

0.003

2570238

NPHP

NM 000272 // NPHP1 //
BeEAx1 (F V) /1 2q13
// 4867 /// NM 20718

NM 000272

-0.43

0.06

0.000

2840616

NPM1

NM 002520 // NPM1 //
MR (BB E G
B23, numatrin) // 5

NM 002520

-0.43

0.010

3601051

NEOI

NM 002499 // NEOL //
FAEZAOR RS (3) //
15q22.3-q23 // 4756 ///
ENS

NM 002499

-0.43

0.09

0.002

3936515

TUBAS

NM 018943 // TUBAS //
WEEE, ol //22q11.1//
51807 /i
ENST00000330423 /

NM 018943

-0.43

0.002

2725013

UCHL

NM 004181 // UCHLI1 //
ZEBRAFEBBLL (2
% thioles

NM 004181

0.44

0.11

0.004

2380590

TGFB2

NM 003238 // TGFB2 //
HALE KRBT, B2/ 1g41
// 7042 /// ENS

NM 003238

-0.44

0.16

0.017

2496382

NPAS?2

NM 002518 // NPAS2 //
P42 TLPASHKE G2 //
2q11.2 // 4862 /// ENST00

NM 002518

-0.46

0.002
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CN 106822153 B 89/124 T
Affymet mRNA AEE R 5 T4
rix ID (M- SEM P
TA)
3841574 | LILRB | NM 006669 // LILRB1 // | NM 006669 | -0.46 | 0.16 | 0.015
1 Gmib iR EO S
#*h, EE#*B (4
3726960 | NME2 | NM 001018137 / NME2 | NM 0010181 | -0.47 | 0.16 | 0.013
/O EHBmB2, &G 37
(NM23B) £ i&F//
2649367 | PTX3 [ NM 002852/ PTX3// % | NM 002852 | -047 | 0.11 | 0.002
EFE-AAARA, HIL-1
ik 35 /392
2909483 | GPR11 | NM 153839 // GPRI11 // | NM 153839 | -0.47 | 0.13 | 0.006
1 G& &G 1B 2 w111 //
6p12.3 // 222611 /// EN
2881950 | SLC36 | NM 181776 // SLC36A2 | NM 181776 | -0.48 | 0.12 | 0.004
A2 | IERBARR&R36 AT/
FABHELEMEG),
3441190 | FGF6 | NM 020996 // FGF6 // s | NM 020996 | -0.48 | 0.12 | 0.004
Hépmnt kB F6 //
12p13 & 2251 W
ENST0000022
3028911 | C7o0rf3 | NM 178829 // CTorf34 // | NM 178829 | -0.49 | 0.18 | 0.019
4 e EARTH AR R EAE3S //
7934 // 135927 ///
2830861 | EGRI | NM 001964 // EGRI // | NM 001964 | -0.49 | 0.19 | 0.020
F]AEREEL // 5q931.1
[0564] i 1958 i
ENST000002399
3323891 | GAS2 | NM 177553 // GAS2 //| NM 177553 | -0.49 | 0.16 | 0.011
AR HEFM2
11p14.3-p15.2 // 2620 ///
NM 00
2497252 | SLC94 | NM 003048 // SLC9A2 // | NM 003048 | -0.50 | 0.11 | 0.002
2 IR BAR R RS (B/AR
3#5)), memb
3018484 | GPR22 | NM 005295 // GPR22// G | NM 005295 | -0.51 | 0.15 | 0.008
% G 1% B 2 4k 22 //
7q22-q31.1 // 2845 /// EN
2712632 | TFRC | NM 003234 // TERC //| NM 003234 | -0.51 | 0.12 [ 0.003
B K& B LR (p90 .
CD71) // 3q29 // 7037 ///
ENST00
3214451 | NFIL3 | NM 005384 // NFIL3 // | NM 005384 | -0.53 | 0.14 | 0.004
AT, am@miei£3i8
$/1 9922 // 4783 //
2435981 | S1004 | NM 005621 // SI00A12 // | NM 005621 | -0.54 | 0.19 | 0.014
12 S100 4544 % 89 A12 //
1921 // 6283 /// ENS
3320675 | RIG | U32331// RIG //fa4b 2% U32331 -0.54 | 0.10 | 0.001
Ji Az 11pl5s.1 /)
10530
3290746 | SLCI6 | NM 194298 // SLC16A9 | NM 194298 | -0.54 | 0.15 | 0.006
A9 | IERBAR KRG, A9
(AR

92



i

B B
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Affymet mRNA EE R4 5 EiL
rix ID (ZM- SEM P
TA)
3055703 | NSUN | NM 032158 // NSUNSC // | NM 032158 | -0.57 | 0.17 | 0.008
5C | NOL1/NOP2/Sun3% & 3%,
R 5C // 7q11.23 // 2602
3265494 | TRUBI | NM 139169 // TRUBI // | NM 139169 | -0.57 | 0.17 | 0.008
TruB 1Rk (psiyd Aubs
Bl R4 (KA K H)
/1
3374213 | ORIS2 | NM 001004459 // OR1S2 | NM 0010044 | -0.58 | 0.20 | 0.013
/R, Kikl, 1 59
K#&S, ARRA2/
3318253 | ORSIL | NM 001004755 // | NM 0010047 | -0.59 | 0.18 | 0.009
1 ORSIL1 // &2, & 55
#5101, BRHEL, ARl
3294280 | DNAJ | NM 015190 / DNAJCY / | NM 015190 | -0.59 | 0.22 | 0.018
C9 | Dna) (Hsp40)El#4h, T
F&C, AR //10q22.2//
2899095 | HISTI | NM 003538 // HISTIH4A | NM 003538 | -0.60 | 0.16 | 0.005
Hid |/ & G 3 1, Hda //
p2l3 I 8359 W
ENST000003
2378068 | GOS2 | NM 015714 // GO0S2 // | NM 015714 | -0.63 | 0.22 | 0.016
[0565] GO/G15642 // 1432.2-q41
I 50486 "
ENST00000367029 //
3737677 | LOCI0 | AF218021 /1| AF218021 -0.64 | 0.19 | 0.007
012950 | LOC100129503 // TR &
3 & LOC100129503  //
17q25.3 // 1001
3300115 | PPPIR | NM 005398 // PPPIR3C | NM 005398 | -0.69 | 0.26 | 0.020
3C |/ BamERREE, EIEEP
H) A EA3C
3279058 | ACBD | NM 001039844 // ACBD7 | NM 0010398 | -0.69 | 0.13 | 0.001
7 /I BBtk -Ah B ALE 5 IRT 44
//10p13 //
4031156 | RPS4Y | NM 001039567 // | NM 0010395 | -0.71 0.17 | 0.003
2 RPS4Y2 /| HHBHAEZE G 67
S4, Yi&4i2 // Yq11.223 //
140032
2979246 | RAETI | NM 130900 / RAETIL / | NM 130900 | -0.75 | 0.26 | 0.013
L MEET B FHIL
6q25.1 // 154064 ///
3321150 | ARNTL | NM 001178 // ARNTL // | NM 001178 | -0.80 | 0.20 | 0.004
FRBZRE AR T
#// 11p
3862873 | CYP24 | NM 000762 // CYP2A6 // | NM 000762 | -1.12 | 0.34 | 0.009
6 ML &k P450, Kik2,
L REA, $IK6//

[0566] 4. X% 5ERE
[0567]

SRR ATy B 1) UL 48 10 40 1) 771 o

IR AR EHIE 1 > 1300 WS PR/ 7 73635 T 15 7R (0 40 &R P (1) 2EmRNAR G

52, 5 HE A fEAL A Y0 S PEmRNAZR G A 10 R R X mRNA R 18 bR id 2 (8] BEAT EE e /)
28k (Lamb ]2 A (2006) Science (NewYork,N.Y 313 (5795) :1929-1935) . A& ittt ,
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IR ImRNAR IE AR e (WL Gihric-1) 2 6 R DK 2 % e H 28 45 S TG 1 6 8] R 410 1) 571
PR b R B FAT UL 48 400 1) 7] o 4 SC A A W 38 I 2 B K R e K AR S i S O TR R AS
H I, A SCHTIR , 8 b 55 2 R N 2B B LD 52 M RN 247N 23 RS /N BRI 52 e
R 2 R 3L _EAR 57 ImRNAR IEFRIC - BERT iR 7 /N T (EbertSMZE A (2010)
Molecularendocrinology 24 (4) :790-799) . 2 , 7ZE ARFVNR FEAL —FH L2 THT
I 138 0 ) 35 mRNA AT 25 JI5 20 B 40N mRNA (X2 5 ZEFRC “BRAL” i 1 b ) e o 1 45
BH B ) Pl 78 25 IR AR RS 2 (B L oge 438 15 5 B 3574840 , [ IR "F 3471 0gamRNAZK ~F- 1 98¢
2 HE AR P35 1 0gomRNAZK ] s P—{A B AT t—RE B0 ) o 7R TR X2 ) £ is s
ACEHTEANAH (P<<0.02) FI7E/NR VLA A (P<<0.05) 2% I 1 4 A BT A mRNA , ALK
P TEANRF (P<0.02) FIE/NR LA (P<<0.05) =3 I 1M 982> 1 BT & mRNA - 75 2.7 T
FX2H ImRNAH , K563 mRNAZR 7~ 75 FH T 1k R THG-U133ARE 7] | (KI6A) o F1% EmRNA (FH
T2 MG 31N R T 25 B Rk A0 19 324) FH 25900 T WL 4R A% 3 1) /N 215 1 350 )
kR

[0568]  F&X2. NREAV/ING B B LA (1) 25 I -4 I mRNA.

AR 2§

mRNA %A FHLog2 XAL FHLog2 XA

(ZB-RE) | P | (ZH&E)| P
PDK4 P ERAR LA AEHAG, F AR 2.15 0.000 1.91 0.000
TXNIP PR ES AEG 0.85 0.004 0.60 0.038
FBXO32 FAEH 4132 0.82 0.002 2.13 0.000
[0569] SLC3842 AR KIS, K2 0.62 0.001 0.33 0.036
UCP3 fRmEL A& 3 (K, AT RK) 0.59 0.000 1.02 0.001
ZFANDS 45, ANI-AI%S 0.51 0.005 0.57 0.001
HMOXI dagrd e SUER(FRIR) | 0.46 0.006 0.17 0.035
SESN1 sestrin | 0.46 0.004 151 0.001
GABARAPL] | GABA(A)Z 4k £ I8 E & 4F1 0.39 0.004 1.18 0.000
CAT it f ik 8 Ak 0.39 0.003 0.85 0.001
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[0570]

A% Y-
mRNA &4 FHLog2 RA FHLog2 RAC
(Z R P (ZH-RE) | P
CITED? Chbp/p300- EA4F 6 540 E B F, 4 0.37 0.005 0.29 0.010
GlwAsp & B IR,
ABCAI ATP-#54-&, BH#%A (ABC1), AR 0.37 0.016 0.26 0.018
1
FBXL20 FAEA R AMF & L EA20 0.35 0.002 0.46 0.001
XPO4 I 2L 0.31 0.009 0.22 0.022
HERPUDI HEMBMETES, RAAEN- 0.29 0.003 0.27 0.029
TS, ZEHR
ACOXI B -ShAR A RALAS], ARANBL 0.29 0.013 0.53 0.006
NOX4 NADPH #.1LA%4 0.28 0.002 0.41 0.018
UBE4A4 ZALEFE4A (UFD2R R4, B84 027 0.004 1.08 0.010
INSR M &Sk 0.24 0.014 0.58 0.003
IGFIR e By A AR KA T 1R 023 0.013 0.40 0.001
PANK] 5 A 0.21 0.007 0.78 0.000
NBRI BRCA 14738 K (A1 0.21 0.017 0.39 0.009
RORA RAR-#H £ IR ILEARA 0.21 0.006 0.39 0.006
TMEM?71 R ETI 0.21 0.009 0.40 0.008
CPTIA W) AR AR BL A4S AR 1 A (FF) 0.21 0.001 0.21 0.020
UCP2 FRISTEE G 2 (BAR, JTFHK) 0.20 0.005 0.33 0.024
TULP3 HiKE G 3 0.19 0.008 0.22 0.008
MEDI3L AR5 AR 28 5L 1 34F 0.18 0.000 0.23 0.011
CALCOCO! | 4545 4-F0 4 540081 0.16 0.010 0.31 0.028
MYO54 LI @ VA (F4£12, myoxin) 0.14 0.006 0.36 0.012
PPAP2B RS A% b AR AL AR 2B A 0.13 0.007 0.09 0.029
SRRM?2 XL S Y 0.13 0.007 0.24 0.040
ADPGK ADP-{f s b 5] 48 4 A% 0.13 0.007 0.16 0.009
SUPT6H Ty 6] # 4 (3 s dk ) dpd B T 0.11 0.005 0.26 0.036
SFRSS FHREF, HAR/LAREES 0.08 0.016 0.13 0.011
NFYA HAZATY, o -0.07 0.011 -0.31 0.045
MRPS15 HALRAZABIRE G SIS 0.11 0.003 -0.25 0.001
PDE7B R~ A5 TB -0.12 0.013 -0.51 0.011
WDR1 WD I 1 -0.14 0.019 -0.21 0.047
ACACA LEEAL A A B LM a -0.15 0.010 0.22 0.041
AXIN2 axin 2 (4% &, ) -0.15 0.013 0.12 0.046
CASQI WSS EE | (BT, BRI -0.16 0.015 -0.26 0.015
ZNF280B 458 612808 -0.16 0.005 -0.34 0.046
JTB HeiE iy g 5L 5 -0.16 0.014 0.42 0.030
CACNBI 453 5, o EAREME, pLEAL -0.17 0.013 -0.43 0.003
ALG?2 R AT -5 48 648 AL 2R R4l -0.17 0.011 -0.39 0.019
TSPANI3 Wik R E 13 -0.18 0.006 -0.30 0.028
P4HA? Jo e o PR AR, 2- R K = BE 4-3 -0.18 0.007 0.12 0.012
8%, oll %Ak
TTLLI WA G RRREBEBEE R, B -0.18 0.001 -0.29 0.043
SUV39H2 &, 513-94p 4 A 7 ] in 492 (R 5) -0.20 0.011 -0.26 0.014
SLC4A44 ER AR E RS, KA AR -0.20 0.007 -0.69 0.003
Ea, R4
DNMT34 DNA (f2872-5-)-F 46438563 o -0.20 0.007 -0.48 0.000
FEZ2 R RAGEMEHE (HFEAID -0.21 0.000 -0.50 0.019
MTSSI A E 1 -0.21 0.009 0.22 0.033
TMTC4 St A = Ak E H 4 -0.22 0.010 -0.17 0.035
PPM1J G BERAR ) (A PP2CHY) -0.23 0.003 -0.30 0.012
ARHGAP20 | Rho GTPE £ &4 20 -0.23 0.003 -0.22 0.013
ABTB2 A4E G T 5 ABTB (POZ)H2 -0.25 0.010 0.18 0.005
CNNM4 JA) B e M4 -0.26 0.016 -0.27 0.005
GRTPI 4 ¥ £ TBC £41 -0.26 0.015 -0.54 0.002
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A% - §

mRNA &4 FHLog2 XA FHLog2 RA

(ZB-RA) P (ZH-RA) P
RNF148 IRA5E G 148 -0.27 0.017 -0.35 0.014
SPINT2 # H AL AR H A, KunitzB, 2 -0.27 0.017 -0.23 0.026
PBX1 AT B & da 5k 7] BAE 1 -0.34 0.001 -0.22 0.000
HSPHI 4K 2, 105kDa/110kDa &4 1 -0.34 0.019 -0.20 0.043
VEGFA A R A KB FA -0.35 0.016 -0.26 0.002
PMP22 JB) ) # sE A5 22 -0.36 0.004 -0.13 0.012
[0571] PPARGCIA | it fAvAhBas8 M E T4k v, SHBUE -0.38 0.012 -0.39 0.030

G
ST8SIAS ST o-N- &L -4 42 A8 Ho-2,8-% -0.38 0.004 -0.48 0.011
B AR ASAES

PPILI Ik BEAH S M B (IR A )| -0.39 0.005 -0.52 0.016
PPMIL B SR (BR20)4F -0.42 0.006 -0.46 0.000
NEOI BAEOR R (1) -0.43 0.002 -0.31 0.037
TGFB?2 ik kBT, p2 -0.44 0.017 -0.30 0.003
PTX3 FiEEAALE, HIL-1 phitik T -0.47 0.002 -0.48 0.000
GAS? & KAFTAE 2 -0.49 0.011 -0.23 0.044
TFRC &4k G L AR(p90. CDT1) -0.51 0.003 -1.37 0.011

[0572] PR 6B s v 5 4 B XS 1 UL 52 ] e ¥ 35 1E AH G (P<<0.004) F10NE R P& 5
1) (BB E) « KR ey —Hh LB R 1F 40 & Ao o FE i & & (LambJ %5 A (2006) Science
(NewYork,N.Y313 (5795) :1929-1935) ; ¥4 &AL R B /R TER R R VE 7 IR R
il AEIX e 2 th 64N [ IR 2 75 55 2 BLY-294002 (B UL 3k (PT3K) (1) 401 7)) B8
WA 2 (AL E W E XA E S Y1 mTORCL) F4H#7) o X APT3KFImTORCL A5 g
FHIGF-THAE A, HENIRE 2=/ IGF- 15 5 5 40 1 758 5% WImRNAZR 15 Hh L2 46 F1 25
%5 KR 254K (BodineSCZE A (2001) NatCellBiol3 (11) :1014-1019;SandriM&E A (2004)
Celll17(3) :399-412) , FrLAix Legh BLyfnm 1 v] et Bk 5 B T %5 5 T e (1) 125 48 40 1) 55
(45 0 o BEI6BAT M T 7R T 5 25 BN B 6 IV 52 1) e St 3 47 A G (P<<0.004) 1910/ FR ] S
1] o XoF 455 % 1A 240 0 2R 1) 2 i) -5 2 O JUTL PR P 352 i) A e 13X e A S P B8 — HWUAR ()32 F
TIRTT 20 PRIV 9 5 22 SRR , LA R BE SRR o it — D B SIS AR T XUNURN A SRR
J9 R = OSUICRI RE SRR AT Be a2 7 I 5 S I L2 4 1) B iR, 8 MR Jis v 559 1) C5 7BL/ 6 /)N Bt
it FEEANE A AN BE N o B8 JE 4N R IR, HAE L2/ BRI ST/ RS2 58 — A&
VBB o AE 24/ N 2B IR S, W& 0% R B WLIAL - R 6C-6H 1 2 7 1) 24 v 16 R /N I
SPE{E & SEM. — H XU (250mg/ke) FIAE R (200mg /kg) — 3 #4135 2 kb 1 2 i b (R 6C
FN6D) o A T HOSUNTORT 8 SR 8 o) 2 75 S (P UL 4 () sz v, B, 247N 22 I CRERE T
AW ED) T 5 R B AL UM R BT AL C“TA” WILEY) JHERZ LRI B H 2 LR 16 55 A S , 2
WLEI6E-6G) o 7£ — H XU AE R A EE IS OL T, S MR ILA EE 59 % (BI6E) R —
H S 3 9% A D38 25 i /N BRI DL 25 & (JRI6F) |, H RS SRR 2048 ok hn7 + 2% (K166) .1 H.,
55 0 B R AR ST A (1) 2 B 3 () 22 DR R IR B A A E T AR ST » BE SRR IS /D> T 7E 25 I/ N TA
WHatrogin—17% 7K F FIMuRF 1mRNAZKF (B 6H s 4 ¥ 7 (1) £ 05 3 — b N FE A ) b 2 /)
B R 7K, 4 H R e L) S FEEI6E-6HH , BN mi 3R — RN R M KA R s~ 34A .
7E B 6C-6HH , P—{H {8 F AR Xt — A6 36 SR I 52 o IR b 5 A8 SRR 1T A A2 — F SUO 2> 1 S 1B %
SHINZESE .

[0573] 5. RESRFR kD> £ A LT F HINIZES
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[0574] %5 —mRNAZRIAARIC JLZELEbRIC-2 (EIR) kA e R K, DL Z WL 2 i b1l
AW SEL A ARG I EATd, g brid-22 T AN EE 8L
mRNA . H 75 I HAR B 88401495 (“SCT”) 75 5 B i) L 48 4 AR SC i %5 5 FImRNASR ik bricd o ik
AT AHIR 1 SCTXF N & #8 WL K 2R 1A 1 52 R 0 (AdamsCMZ5 N (2011) MuscleNerve. 43
(1) :65-75) ofsf X F A5 iE FUASCH IR I WL AE R R bR , A 18/ s 2% IR ANSCT iy 3 fm i1
N ZEmRNA, FI 17483 25 B AISCT T ek 2D (19 N ZEmRNA, HUW B R T3R8 X3 (B0 o
TR ) — Xt 1 oge 24 2215 5 P 3784k, 9 ot F s ic “ (S BE - ) 7 1 51 25 R AR 4R
BETFRCC GRZIN-ZIN) I FIRIAZ A2 ) « F X35 8R035 Hok P T4 18
(P=<0.02) MIHH FSCI (P<0.05) Tfi & In A B A mRNA , F1HIK P T2 18 (P<<0.02) Al T
SCT (P<<0.05) 1M ik 2D i) il mRNA o 76 2 X3 7 it P~ FH FC o ¢ 56 ke 22 .

[0575]  ZRX3. =S IEAISCTiF S ale il ity A\ 25 H% ImRNA .
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FH Y% SCIty%h
mRNA x4 X4 (2| P X (kg p
- RAR) |- H)
OR1D4 sk, Fakl, BEAD, A4 0.50 0.019 0.65 0.030
RHOBTBI | Rho#8# ¢94-BTB#1 0.48 0.001 0.71 0.032
TSPANS WikEAHS 0.39 0.015 1.79 0.023
FLJ33996 | & & FLI33996 0.39 0.019 0.68 0.020
NUPRI HEA] 0.35 0.007 0.65 0.030
IRS2 M By E AR R AR2 0.34 0.004 0.21 0.035
NPC2 Niemann-Pick# %, C2%&! 0.30 0.011 0.39 0.042
KLF11 Kruppel# & T 11 0.29 0.011 0.22 0.034
ZNF682 HI8E G682 0.28 0.017 0.72 0.013
NOX4 NADPH §./.844 0.28 0.002 0.56 0.007
PLXDC?2 At IR B R 0.26 0.013 0.38 0.022
CTDSP2 CTD:) 58 342 0.25 0.003 0.34 0.021
CAV3 NNEEG3 0.24 0.007 0.56 0.020
IGFIR N Bk A A KA 1SR 0.23 0.013 0.63 0.040
FLJ14154 | @& & FLI14154 0.22 0.005 0.30 0.021
CUGBP2 CUGZHART AL, RNALAEE2 0.21 0.004 0.14 0.034
MLL HPE AR A S RA R G d R 0.14 0.016 0.30 0.040
[0576] SUPTG6H Ty 6 Rl 4h 47 & B F 0.11 0.005 0.19 0.024
MRPSIS BALRAAEIRE G815 -0.11 0.003 -0.33 0.001
RFXDC2 A-f4E BT X2 -0.12 0.012 -0.10 0.037
PDE7B BEBE — f5ATB -0.12 0.013 -0.39 0.011
PFDNG6 AT A E K6 -0.14 0.014 -0.42 0.021
ZNF280B #3545 G 280B -0.16 0.005 -0.30 0.028
TSPANI3 Wik A4 13 -0.18 0.006 -0.56 0.023
TTLLI #E B G B AR AR Rk, A -0.18 0.001 -0.37 0.020
I
CMAS o AR BEN- L BE LAY 2 A BEAL A -0.21 0.000 -0.22 0.025
C8orf32 P EARRIF A L AES2 -0.23 0.016 -0.11 0.049
GUCYIB3 | &#8ordsl, T, B3 -0.24 0.007 -0.24 0.008
ZNF32 HI5EE32 -0.24 0.010 -0.21 0.030
VLDLR MARE I B & SR -0.28 0.007 -0.16 0.015
HSPB7 AR5 2TKDa B & Rk, ART (N -0.33 0.015 -0.77 0.032
VEGFA _@1;5 MEAKEFA -0.35 0.016 -0.43 0.020
SLC1641 IR BEAREFEL6, AR ] -0.37 0.018 -0.94 0.015
PPARGCIA | if fALAhERIE 36 5% S 4K, v, ShiGE -0.38 0.012 -0.74 0.001
ZE1 o

Céorf192 & B ARG AL EHE192 -0.41 0.018 -0.39 0.042

[0577]  FEZI T RX3H (I mRNAHY, 29 /s A8 FH T3 R BT THG-U133ARE 51 | (&I 7A) L2

XS bric-1, XX 104 (IGF-1R.NOX4 .SUPT6H.MRPS15.PDE7B.PGC—1a.TSPAN13.
TTLL1.VEGFAFIZNF280B) & F T iR B R Bk R & 1163 mRNAFT LA 1) . 51 T B TAH (1)
mRNAZE = N BB S Aric—2 : 76 A VLA A mRNAYE 25 JIE FISCT = 3% 25038 s b i i 1) 3% 1
mRNA T 25 I R o NIEARHESR : 7E S BEI AL HP<<0.02 GBI t-K2 58 , 7EARSZ I
THBNAFP<0.05 GHIIT-FL) , HEHG-UL33ARE F| b 47 78 H # #8 &f
(complimentaryprobes) . £ NLIAIH 5 25 JE FISCT 1 52 M) £ 3 25 1 A 67 AH 2 ) B 28 1 s
1 BP<<0. 005/ T B L& W) BoRFER 7B 1% 45 B 5 58— AR R A 45 B S . AN
FORBE LY -294002 I8 2 75 5 2= 175 0 5 25 4 2 D W00 (1) 22 46 5 62 2300 o145
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(mimics) , 1M BE FEER (A~ 2 — H XUIK) S Faill g # il 71) (B 7B)

[0578]  PRCAWLZE A bric—248 FHSCI 520 (1 £ , Bt DA Tl BE SRR vT g 2 92> 2 48 52
e 155 5 B WL 45 o ot I b AT IR, 45 A /N B 22 5 JRE UL IR 25 ph 28 S FE 15 5 0 i i UL 28 4
BRI 5 2 FE RO, 4 CHTBL/6/IN R 1 76 Jig FB I e A D) 2 M AL - 48 5k 2 P SO « 1%
FVE R AT 5 I 78 24 2 R ) 6 R L B JE 201 . p . v S H R VR ) /)N BRL e FH B SRR (200mg/
kg) BUAAHEEARFR NP (oK) » B LR ARSI, N 4R 4 5 SR . 7R 287
K> RENRHE LT 081, HA P4 (RE SR B AR T8N Wit ) w1 72 (44 SCRC )
At (M2 SR J5 BVLP R4 b A o RE SRR 2 35 R /D e M & Sl s S LA 2 2k (B
70) AEETCH B A (BAE ST N 5 VLA B I3 — A AR E /N R A (R4 S
(1) ™ 5 VLA ) 5 AN SRR — RN TSP AR RSP 388 B P A8 A A BT
R SR M E 2% b, RE SRR P IX FIAE F S W R 78 25 M & SCIEE I BEIZ UL (D) ANTA (B) WL
1) LA S IE I B LA 2 BRI RT3 im (512 B TDFNTE) o 7D ANTEH SR I
a2 ok 3 BEANSAE > 250056 WLET 4 P<<0. 000 13 i AN HE it 4656 PRtk , e SR IR Uik /b 25
PR SIS S L2 45 -

[0579] 6. RERIRIE B BEIIER.

[0580] ot SCHC I S RINL SRR ) 45 AR 0H < BE R IR0 /D T WL 45, R LLRE SRR ]
RE R E WLAE KT AS 51 2 252 4 175 5 (0 R B 2 G 3R  FE DU B 48 Ty FR SR 22 1T, +F
SE5 /N E RO #E TR O KB Bk 780 27 %6 BE SRR (BB SR ER IR &) B b v 1]
Bl 75 JE 2 )5, it RS SR BRI /INER R 5 UL & (BI8A) DY Sk L = (KI8B) Al LR AL
A (=LA S WD) B (BI8C) B hn . 76 I 8A-8CH I AN Bl i 2o — HU/NRL, T KA
TR P B LEAZ A T RE SR RN B B8 LT 4 ST 23 A 1 52 i 2 /s 7E I 8DHR o 75 70 A 3
IRTA B (> 1004 =8/ 3h4) (19 >8005% — Sk WLAT-4E 1) Il & AH s P<<0.0001 4 RE FL R %t
W AE 32 J7 R e mg (H— AL AR E) BoR7EEISEF o AN i s R m — /N, K P AR R OR
SEYE AR IH— 4R J1 0 157 = 9g (W BRIR ) F1181 =6g (RERFRK &) (P=0.04) .
[0581] i H., RESRER IR &N 1 o &AWL 7= A= (R RE e 11 77 (B19) - Tl 1T 5 2, FEAL DL %2
IRACZ BT, Fral 16 J 1A S R F i i ECS7TBL/6 /N BRI bR ME IR B B & 0. 27 % RE SRR )
R N B Gl 7l i e U b Jsoh T AL D L I8 195 % 02415 %6 CO2 78 <
[FIKrebs i o B8 e B HERm L Ee H g LAIR B BT AL DL SR B e ks B - E 58 B/ N
HA BT 58 B E U5 A4 N B B AR U HE B L o K 4% A 26 2 e 30 v D UBER T8 L, 9F: 18] o 7 3z
vty B BT A b o B S K IX PP B AR B L K AL R T AREHIAT (servo-
controlledlever) (E2%) HIXE (N4 M EHIEE/KLEN (water jacketbath) H (3
TR A KrebsiE W P AuroraScientific1200A5E # LA MK R4t (AuroraScientificl20
OAIntactMuscleTestSystem)) ¥4 AL ST AT 232k 1 g, B J5 F#ESH & (80V) PA100HZ
FBILP o A2 SR BB 22 B K I B (1) P 3500 6] S 1040 Bh o R DB ) 2 )5 B LA B B H- AR
DAAGE T SARE S5 1 5 B K 77 o P AL TR) () B K s ELPE SR DAL R T2 57 (O3 Bl 2P =
0.20410.26) - £ s A A & 5-6 /NI~ 3{E &= SEM. P—{E H t R SRk E - 22, 7R
SN B FR AL T LA 2% LRI ThAE L AR HEIE BH R IR 1% S H B WLIE K

[0582]  7.RERIRIS T B BRI RIE N E 72 .

[0583]  HIALE SRR : BE IR T A% 1B BEWLAE R Rk M iX i s, 18 H T e
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a7, BB R AN BT RIEMEFI T o ER LA R EAN S G A RARN R E
() /N 5 o BIE B U LmRNA SR 35 o 7F SR 42 A i Af Fyme trixMouseExon1 . OSTRE 1] (B Fh R £ 4 F1n
=4) 3 A AR LRNAZ BT, 5 /N B 3R 4825 Ja] ) Eh SR BOPR #E TDRE O R ) Bk 780 27 % R
1R (RE SRR IRED) HBRAE TR} o B ANRE B DAk 99 /N R -5 I 0 JHE Bz JULRNA o 447 4 ) A v FH
T RE R BT mRNAZK A (P<<0.005) 53 (1) 520 , T 2 A IR 7K - (1 mRNAZL g (R, A A A,
FEHE I N Z T3 L oge 22 A A5 5 = 8IW B M 1] P 35 1 0go 44 38 A5 5 = BRI L Sk W) o %45 SR A2
RE IRk /D 7 18 mRNATFF 3N T 51/ mRNA (43 BT 7 i > 16,000 MmRNA K 45 3 BoR T3
XA (5407 A2 E /N B RE SRR IR & A BRIK B I 0]~ 3 Logo AR A Bl 22 5, B [YERE SRR IR &
P34 0gomRNAZK S 1 98 2% [FE X IR & o ~F 451 ogoamRNAZK FT)

[0584] X4 /)N H H%WImRNASZ RE SRR 5 sl 4 .

mRNA x4 L i P
Smox e B AL B 0.81 0.001
Lyz2 7 1 BA2 0.71 0.001

C3 AMR R 53 0.70 | 0.000

Tyrobp | TYRO % & B4R BRI BE4E A% G 0.69 | 0.001
Lum AREEEa 0.61 0.001
Igf1 Me B FEAA KA T 0.56 | 0.005
Fmol |4%E%mEd] 0.47 | 0.000
Ostn BrE 0.43 | 0.001

Nampt | YABLMABRAZAE L4543 B 0.41 | 0.003
HI9 H19/4 JLAFmRNA 0.39 | 0.004

Hipk2 | B RR B &G 42 0.38 0.002
Fbp2 | Rk —558 82 0.37 | 0.003

[0585] Gpxl1 - PRH KA B g ] 0.36 | 0.001

Seppl | &GP, X, | 0.35 | 0.004

Parp3 | BE(ADP-H#B)RABE Rk, M3 0.32 | 0.001

Hspb8 | k%G8 0.32 | 0.000
Musk | LA, B, ZABRB LS 0.31 | 0.004
Fhi3 AN ELIME3 0.31 0.005

Hsphl | #k %,105kDa/110kDa% & 1 0.30 | 0.001

Arfgap2 | ADP-AZ#E AL A -F GTPEE % & & 2 0.30 | 0.001
Cd24a | CD24a#i/& 0.28 | 0.002
Sepxl | mEAX 1 0.28 | 0.003

Hik2 B 4 2 0.26 | 0.003
Gget | y-BRBLIRACEEAS B 0.24 | 0.005

Tripl0 | PREBMEZIALEZAI0 0.23 | 0.000
Npel | RZ &% HKRCIA 022 | 0.001
AshS 4% @ E 8 f2SOCSAES 0.21 0.001
Vps29 | 0% & £ k29 (B4 020 | 0.000
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[0586]

mRNA x4 Tk P
Ahsa2 | AHAL, #4KE%EGATPEEF R4p269:47EH | 0.18 | 0.001
%
Lsml4a | LSMI14F]&4A (SCD6, 3 Fifk+) 0.18 | 0.004
Pdhal | AEAEBLABEE] al 0.18 | 0.001
Trappc2l | iZ ;& & A Z AR 24 0.16 | 0.004
Ube2l3 |24 -448E2L3 0.16 | 0.003
Ctsb 40475 G 5B 0.16 | 0.003
DOH4S114 | DNAK £, A%£D4S114 0.15 | 0.004
Psma2 | &&GER(EaiKR, EZGRFEK, o2 0.15 0.005
Mrpl46 | KAk AZ 4B & G146 0.15 0.001
Eeflel | AMEnF3EH A1 ¢l 0.15 | 0.002
Krrl KRR1, I (SSUYmTARR S, FlARY 0.15 | 0.005
Ndufaf4 | NADHABLABE(3HE4Q) 1 oA oA Tk, 28K | 0.14 | 0.005
A-F4
Ndufs2 | NADHML A5 (3§55Q) Fe-S &H2 0.14 | 0.002
2610507B | RIKEN c¢DNA 2610507B11 4 0.14 | 0.000
11Rik
Ssrd 125 F 52Kk, § 0.14 | 0.000
Ndufs4 | NADHMLE 5 (4455Q) Fe-S &H 4 0.14 | 0.003
Sgstml | s F K 1 0.12 0.001
Gfinl | G3EAPH F, KAkl 0.12 | 0.003
2310016M | RIKEN ¢DNA 2310016M24 3 0.12 0.004
24Rik
Sod2 | ABRALIBALEE2, KAAK 0.12 | 0.001
Prdx5 | i BALIE R EES 0.10 0.005
BC004004 | cDNA & 7] BC004004 0.06 | 0.001
Ghitm | A kS EFAEFHLIRES 0.05 | 0.005
Foxn3 LK AEN3 -0.09 0.000
KIhi31 | kelch#$31 (£ %8) -0.09 | 0.001
Acadm | BRIL-$HBEARBLEBE, R4k -0.11 | 0.001
Eif4g3 | AM#FEZHEA T4y, 3 -0.12 | 0.005
Nrap HALS) & A X EEE -0.14 | 0.003
Golgad | HRK A FHIR, & RIARL Fika, 4 -0.14 | 0.003
Paip2b | B(A)ELH %G EHE4G2B -0.16 | 0.000
Pdeddip | %58 — 584D £ 1 %& & (myomegalin) -0.18 | 0.001
Sfrq BT B T A B o A Bk Y -0.18 | 0.005
Pnn WEREEG - -0.18 | 0.002
D4Wsu53e | DNA K £, Chr4, Wayne State University 53 | -0.18 | 0.003
, RIA
Mlec malectin -0.19 0.003
Cacnals |45i@i8, @/ER#ME, LA, olS -0.22 | 0.001
Sfis5 | WHERF, HRB/LRBRFES (SRpd0, | -0.22 | 0.005
HRS)
Nnt YR BLREAL B4 A5 -0.24 [ 0.002
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mRNA =] A P
[0587] Adprhll | ADP-##% /K iR B A% | -0.26 | 0.002

Ddit4] | DNA-54%5 =T % F- 44 FZdhaHs -0.32 | 0.000

Fbxo32 | FAEZ% é32 (Atrogin-1) -0.35 | 0.001

[0588] 4 |78 ,atrogin—1FIMuRF152 2 4515 S 10 N s 5% FiE (& LK 4BfISacheck M
£\ (2007) FasebJ21 (1) :140-155) , H'E A& WL ZE 48 i # 1 (BodineSCEE A (2001)
Science (NewYork,N.Y294 (5547) :1704-1708) o 1fij H., 404 3C IR 7E 2 JE /MR B AL, g
A T atrogin-1 FINGRF LnRNA (EI6H) . 15 & LA » % I35 01 fi S BR A fr0> T
atrogin—ImRNA , /& £t 751 FE M mRNA (B 10A) o B L0AH 7R ) 45 JR IR ok 1 R XA — 41
mRNA , A7 72 Wi 3 B8 SRR 1) 252 7K - 77 1T ) B R 389 D0 Bl 2D o ) MuRF 1mRNAJ- 3 A 3 i
FH T3 S S50 (1) (1) B 21 33047 0 &, {H q PCR 2 At A04IE SE RE SRR X & #1 i T atrogin—141
MuRF 1mRNA 2% (B 10B; Z 4 A 7 418 &= SEM) o H il 2 , i B R LA mRNAZ — J2&
IGF1 ( 1OARILOB) , 4t i f iy AL AR AC R 71 (TGF-1) (— =y &l 7™ A= 1) E 73 Wb/ 55 73 b
WER) o CFITGE ImRNALE JE 5 1 LA 4 5% = %5 ¢ (HameedM35 A (2004) The Journal
ofphysiology555 (Ptl) :231-240;AdamsGR&HaddadF (1996) JApplPhysiol81 (6) : 2509-
2516;GentileMAZE N (2010) Journalofmolecularendocrinology44 (1) :55-73) . 4, 3N
HIE#ULIGE1RIE D T EMA IR H SR ZES (Shavlakadze T4 A (2005)
NeuromusculDisord15 (2) : 139-146) , 3 Ml ELAE K (Barton—DavisERZE N (1998) Proceed
ingsoftheNationalAcademyofSciencesofthelUnitedStatesofAmerica95 (26) : 15603~
15607 ;MusaroAZE A (2001) NatureGenetics27 (2) :195-200) o ifq H. , 38 i 510 88 UL 5
Z/IGF-1{55# S, IGF-T1#I#] Tatrogin—1MMuRFmRNA (Sacheck JMZE A (2004)
AmJPhysiolEndocrinolMetab287 (4) :E591-601;FrostRAZE A (2009) JCel1Biochem108 (5) :
1192-1202.) , LA &ZDDITALmRNA (40 ) , HOG7E RE R R AL B /N R B LI H HEfEatrogin-
ImRNAZ 5 F U 5 FE 3 4 mRNA (B 10A) o K11t , 5 FE ) R SRR TR 6 DA O s /b 28 4 A2 A
JEH)T7 AR 7 B WLE R Rk, HALAR R IGF 1553 B9 A RE R B S I ILAE K T
e EL /R AL B I 5 T A SRR I TGF-T/K P B 520 , e 32 38 e A K& A S 1 T
IGF-T1HJ =4 (YakarSZE A (1999) ProceedingsoftheNationalAcademyofSciencesoftheln
itedStatesofAmerica96 (13) :7324-7329) . RE & H0.14%550. 27 % RER BRI IK &34 T
WUA BT T HVELR IR s B 12A) , (HEA BTN IGF-T (B10C) o % T-7ERI 10CH 45 ,
FE I 1 TGF—T7K-F 2 AT, 227 A /N bR B E SR BORR v Ak} O BEER B) B n g WA 2
) A SRR ) s i TRDRL o B B R R s — RU/INRR S T KA R s~ 348 . P T B R 3R
ANOVAMIDunne t t 3 J5 — s 4 K M E o B AFVE R A2, A8 T RIS FEFIFR I : Ae SR IR IG 0 1 Py
HIEIGFLAMNE THI/K T UMNET2-6 F11A) o B 1T IARR I EE ok B X2 Bk B 51 ()
FINHNE TR R Lloge RS T B, REAR BRI A SR gD ALY A= KA ZR LA
Ji &, 1412 WLeeSJ (2004) AnnuRevCel1DevBiol20:61-86) , By 4% Al YR s WL4H 0 A= ik %
(FAE K R AR 52 IGF-1i% 5, #9112 W.Dupont J&E A (2001) The Journalofbiologicalchem
istry276 (28) :26699-26707 ; TureckovaJZ: A (2001) TheJournalofbiologicalchemistry
276 (42) :39264-39270) HJmRNAZK-T-. 1M H., A8 KRR I A 38 TGF ImRNAE iR s ZH 25 b () &
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(K11B) o &1 & 2 » B T1BA 7R IR A0 o] 15 21« 76 R AR MR 5 i 1 2H 24 H T TGF 1mRNA
(1) qPCRYE 22 HI , FFEET AL /NG E 1 SR EUR AETRDRL O REAR ) Bk 780 27 % RE SRR (RE
FR R E) M bR TR} o 2 I B4 S R4 5 /N R F 34E &= SEM. TE 3 52 B AR LB I 24
W, AP RE R BN S IGF1E S RIR T E B8 AL
[0589] 8. RERERIGsH B HENIGF-15 5% .
[0590] R LA I IGF 15 SRy , FEARAEMLAE R , (5 FL ] Be A AHGHE & () S A4, 18
H OB e RS B sh 2 5 A IR S (AdamsGREE A (1999) JApp1Physiol87 (5) :1705-
1712) . BB 32 B BARHIG K 290, A Al BE RE R IR T LB X 55 &R/ IGF-1{5 5 % S i i
(R B2 o £E SERTAE LA 40 2 (CHO/ IRFI3T3-L140 M) A5t b, RE SR I T R EN &
1Ak tiE 4k (JungSHEE A (2007) TheBiochemical journal403 (2) :243-250) . il 5E fe R /2
AT BEAE B A LR B SR ALR 52, 6 MR AN 2 BB RE SRR IR 1) /N BR B DY Sk WL Hh B R
ARt 7K P AT VPAL o fRT 1T 5 2, RESE16 A8 /N ER B E 3 BObR v fal ek O PR ) Blikh 72
0.27 % HE SRR (1) F5 #E TRDR} o 48 DY Sk LAY 2 2 B SR BV 8252 SDS-PAGE , 4235 4 9% BV 128 437 1
5 IR S IR A A S ARt o AR R M 2 B 308 3 7 TR 10D AR ¥ s B e s B U F < AR5
HUNE R B BB A Akt ZKCSP T — 4k A ARt KT 3 B8 J5 45 3% 8 EUAE U3 — 4k Ao B8 /NS ) T
BIBEIR I -Akt/ B Akt 2 bb , IR 1z 45 BB oR FIEIT0EH i N &M &9 H/NR - 3418
= SEM o K P—{EL 38 o A A6 ¢ — A8 56 R I 52) o 12 B0 S5 7~ 7 DU Sk WL AR B8 SRR 188 Ak t B FR AL
1.8f%,
[05911 K5 Re L EE WAk tiF Ak FR) SE M AEC2C1 2B BRIV (— b & WL B B LA A5 7)) rh
HEATH A (SandriMZs A (2004) Cel1117 (3) :399-412;StittTNZE A (2004) Mo1Cel114 (3) :
395-403) o 1 FH it G0 >k F AR LA 2 23 98 70 TR 2% 52 1 - BE 4% 30T TGF— T3 ) 25 1 I 5 (1)
A 250 (FIC2C12E BENLAE) 42 Wl 5 RE SR 1) 52 el BT 75 1) o J — P 2% 8 B 214, TR R 1
PR TGF-THI R & 2R S R A-AE TR SR N o A58 FH AR A1 2848t 70 VR AE B B 2 SO & I
6] (2043 %r) A AR BH A 5 S 5 1) FE SRR (10wM, SR8 T-7E 16 2R &I v 4 FH IR (8.8uD) ) o 3X
1 2% 18 BN DR D e SRR Ak N 2 W AR 3 2 M AT SR AR B
[0592] S F @/ T B 10F- 10K (508 , anfia BE (104 3 LIk K C2C 1 2 14 7 RE SRR (10w
M) F1/BLIGF-T (10nM) AAFFEBAEFE MG O N HEAT AbBE X T IGF-T 2 AR B 95 , SR A2 A 2
SRS AT TGF-T 32 ARBH LR T B S U2 52 S UL , B8 DT IR A — 1% 20 PR B
PL-TGF-T 2 ARBHUAR AT S 2 BN I 53 AT 5 LA 20 0 VPl B IR Ak — FH S TGF - T 32 4k o o - B
FU, FEAS DN RE SRR A/ B IGF-12 J5 207 B RAE A AL , F¥ e 9% B 28 43 A A FH S 40 A a1 48
HY A 0ot i B 1 B2 2 A B0 B 3 R S PR AR R S it o AR M e 9% B 328 Yl 7 BE SR R X TGF—T
S Ak t iR 1L (B 10F) S6K (B110G) FITGF-T3Z 44 (& 10H) F) 521 o K S 325 BV 25 ) B35 =&
T AR RE R AN LGP - TAAE R IO T /K I3 — A AEAL TGF-TAEAE [ B &L R K
B E N B 2R AR B L 10T A SRR 1 B R = 3IR S8 1) P $44H &= SEM,
[0593] S T n TH11C- 1P I 50Hs , ania BE (100 s UL K C2C 1 2 14 7 RE SRR (10w
M) JR & 2 (10nM) A1/ ELTGF-T (10nM) ANAFAEBUAFEE B IGO0 T BEAT AR B 6Tl 5 R 32 AR 1
WS RAE A2 53 8P LA 5 » FHPT- TR & 3R 52 R BHU AR 2 1 PR B2 =2 S s i , B2 F b
BEIR AL iR B FR 32 AAB (Y1162/1163) B -k & 3= 32 ARBHUAR AT % BN 73 A, DA 23 P Ay
TR R A — RS I 5 3R 52 AR 6 T B AT, FE VS AR SRR i & 25 A1/ BRIGF -1 2 J5 2073 Bl %
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SR, FA% FH A1 i B 1 S A ARG Fia B 1) B I 1 B0 A B 1 Rl S P A R S it 47 9% B B
I3

[0594] 445 FH B8 SRR A B I 375 1L AR VLA ), AR B R AL FEAS 18 i (B 10F) ofH & , fEIGF-1T
AR T , R R BRI DAk tEFR L1 . 9F% (B 10FFI10T) o 7E R & ZAFAE I I T RE IR
WG INAKt IR Ak (B 110) o (R L, RE SRR IG5 1 IGF-T /S AR S RN SO AK U IR 1L - E
SRR S oA N AR S L AR t 375 PR R L5 RE SR I mRNAR 1A 45 10 5 LY-294002 F1E & 7
oz (FLIHIE S 2/ 1GF- 1155 % T Akt L) PImRNAZR A bric S AH S R BAR ST (B 4BAN
5B) fH 2, RE IR I PR L tH 5 T M % R GLINHI R 5 &R/ I6GF-1{5 5 % Akt T i) Frid A
Ko

[0595]  JRLAEAN BE SRBR FEASHE INS6K WM 4k (B 11D) (H & #IBG5% | IGF-T /(1 FlfigE 5 5
- FHIS6KEE R L (110G B LOTFIE 10D) o Ayt — B R F i 5L it , R & 1 RE SRR XS IGF-152
PR B 200 o 7E TGF—TAEAE T A 2 AR IGO0 T RS R IR G In TGP -T2 AR i I 1k (B 1OH AN ]
10T) o B, 75 g8 & 2 A7 72 AN R A AEAER G O RS R 39 hn ik &5 = 2 AR e 4 (B
11E) o 3% B6{E FHHR P (1), ZE VR N e ES A ICF-TE iR i & 2 G 20 Bh N &k A4 . HAEIGE-1
Afig 5 FR 32 AR K- EIGR G 5 7% S AT, BRI 58 1 IGF-1/r S AR R/ S 1
ERK®E G 1k (Bl LOJAIIEI10F) o 1ff H, BE R ER M 98 7 IGF-1/r R Fox 0% K+ (HiF b
atrogin—1FIMuRF ImRNAR#455%) BIBERE AL (] (B 10K; SandriM&ZE A (2004) Ce11117 (3) :
399-412;StittTNZE A (2004) Mo1Cel114 (3) :395-403) . I 52 B HARFR B () 410K , g LR
T8 I 38 I TGE— TRk & 2 52 A P it A R4 1) 2 4 R G 1) 22 R 38 IR gk LA K

[0596] 9. RER IR/ HEIIIE % .

[0597]  YERGEH LT o3 b 2 0, Fp2R7 RS /NG Bl SR InFi B B (Al w1 o o
Bt N 12 Brde P00, 14 % 50 28 %) ) RE SR A AR HE TR K] B N M I E 10 K
/INBR TSP 33AE == SEM H5 BE SR R B B UL (DU Sk UL+ =KL B =2 T8 107 62 /5 Mg 10 Ao e 2
[ 52 (1) B0 R T B 1289 o P, JE s B R 3 ANOVART T 2 M 35 1) < i — A 50 DU
5E » X T LRI <0 001 5 % T+ Bft 52 AN IR 5 g 197 43 70 790 . 0L AN0 . 04 5 RIS -0 Il 0. 46 0 1%
O R T AR SRR DA E ORI T S T B RS E £, 0. 14 % AR SRR H IR 1R
A BRI, RERERERIE I TN EE (e EE N a AR (K128 4] 5 & H 1
P—{H 43 550. 71410.80) .

[0598]  FEIEI12AH (1) £k Him th S 7R 7 o) BE SRER R Byl /D> 17 B 52 R IR i i s 26 1Y) B o, UM
YERN0.14% o 1E 5 — W FiH , 1 2L /N B B SR EOPR #E 1Dk} O R &) Blikb 780.27%
RE SRR AR ETADRL (RESRBR IR ) B UL E & (WYKL =Sk WL =Sk WL TAL JHERB LA L
H £ L) IR S I 107 25 B 1) o6 R o TR 120 S 2R IR 120 B AN 8 R s — HU/NERR
XFF LR A I — 3 P<<0. 00 138 it A B X} ¢ — A6 56 o 12 50 0 3k 7 5 Jo it FH e SRR (0. 14%)
P> T P I = L IR, LA R O s Bl oK R E R 2 B LR BRI 1 205K, RE SRR Ab
PR /NG A S DI RE T, 350 TR D RE SRR I hiAK 6V P (Z IR L0AILL) , /R A NUAE R I
WAESER N FEImAKtEE N> T B 2 (Lai kKNS A (2004)
Molecularandcellularbiology24 (21) :9295-9304; IzumiyaYZ: A\ (2008) CelImetabolism7
(2) :159-172) .

(05991 & SRR @ 1L 93 b T Jor 4 B ) RST o2 1 IR 7 B 5, @ o 1] 1 2D- 1 2F i 5040 I
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7~ o B 12D S 7 0 T M 0 RE X B Bl 8 BH 0 . 27 % RE SR I TRDRH ) Sh W MRS /5 T 19 4%
FAEHGEBY 0 K ] 12D 1 dls DL R D7 4 i B A 0 07 X DA & 7R T B 1 2B, Hodr 30 i3k
A~ FUNR = 1254 IR S5 g 197 240 B A ~F- 35 B AR o IG5 i 07 4 B RT3 A« AN A o
K B &I L2E/ 45 1 i 107 4 i I B (B Ab PR £ >1000)

(06001 Jii3 I 24 e FR~T AT A A e o It K 9 2R 7K T S8 3 2 i I 2R 8 2K S IR I 2 %
PIFHSS (S WL 126 M1 2H) o AEE 12GH , BB s 32m — /N T K AT 2R~ 25048 . P-
(B3 A B0 R I RE o 7E B L2H , BN B0 s s — U o BB 2, BB SRR 0 I 2 0D
TSR =R (B 121) AR R (B 12]) AEE 12TF1 2], BB R s — /N T
IKPAT R IR P S48 o P B S R ANEC R t—Aar B0 ok g o 8 RE SRR /D R (B IR IR A B
YR (B 13A) AEZAT FUH, 7 224 BN R B I SR BUPR AR TR Cof BRERCBD) Btk 7o
0.27% RERIR A AR AR (RE SRR IR o B J5 K /N R 7 22 4 T ) s ) AR I &R 4t (co
mprehensiveanimalmetabolicmonitoringsystem) (CLAMS;ColumbusInstruments,
Columbus,OH) F-A5H: B B3R UM R 1) TR o I B4 £ B 48N o £ B 4.6 H /N R 1) °F 3
{E == SEM.{H 2 , B IR 5 A S 28 0o I (B 13A) ATl B (B 13BAI13C) M E &, ik E It m
JH 251 B 25 1 0 M IR AR AR (N IR = e # g I 2L 3 AL I : 2 ILIEI 13D 13F) o 7E &
13B- 13FH B 04 4 15 21« 45 R A SURL IR FH T8 B I I & 2 i, ¢ 215 R /N B
SRR AE AR Ohf AR Bikh 780 27 9 BB SRR A AR itk (REERIRIRE) BNl RUROR
— RN KA R 7R 34E X T 13, P—AE A AN O t— A 56 R i o (R ik , BB SRR IR
BEA LT A T2 A A E a LIS KR AR D R % .

[0601]  10. & SR ER e/ A B 48 hnAn B9 2 g 1D 2 2

[0602]  F& SRR 19 0B B L ATIR /D i 7 ok 22 1) A B3 Y G IR IR W] RE > 1 I & VR 46, FL8
2 FEAEPEHEHT - 0 et AT M, AECE7BL/6/N R H SR & B3 0. 27 % RE SR BRI =
Jig 7R & (HFD; Tek1adTD. 9307555 % < % HLR H RN 77 J5 , #4454 /)N B 7E 4 TH S
IS 224t (comprehensivelabanimalmonitoringsystems) (“CLAMS” ;
ColumbusInstruments) i 98 =K . fECLAMSH , B SEIGFF UG w45 /N bR 4 3 e A1 2 3 & 1 48
[F R o FECLAMSZ S5 » KA A2 FH T 70 A o ZEMR B s MR DT ) /B b, R SRR i ol el sk 2> 1
PRGN, I X AR FIAE — J& A 2 B L (BT 14A) o n b i 72 R £ 78 SR AR v ket i 2
B AL &2 211 (B8) , RE SRR IE hn 148 J1 ALY i (B 14BAN14C) o 11 H., BE SRR T
I 6% I RTBE 52 G 07 (Bl 14DANTAE) oA BRI A , 72 5 E ER1 ™ B A% 016 197 10 J8 I s 177 24
o, BE SRRk /D T T (B 14F) , 1380 ARl 10T (B 146) o BE R 2, 380 & #& L
FE € I8 7 4 2R T 26 BN RE B VH FE - SEPr I, CLAMS 67~ RE SRR 14 e & v AE (B 14H) , 31X
N RE SRR A0 AR el Jig 195 3k 22 AR PRt 1 AARE o (B4 E R, CLAMS 73 M 4873 HE R BR AL BE ) /)N
BUTHFE TS 2R (K141 , BE ST 1 DR E (B14A) 0T B 14AH B 4
i, Ees oy 12 00k HE/INER AN L5 S AR 3R /N B~ 33 E & SEM, AR B i R B R 22 2K /N T
BAMP<0.01FESS 1A AIEEAN B J5 1 B 18] Ao 7E B 14B- 14T Hh , BN s — HUh
TN o B B N T L = B e [ W2 N LW O o 7 < i

[0603] 11 . R SRR el b UL PP AF 5 R B LR 55 AT 300 W PR gt 17 FH s 0 v L[] 2 AL

[0604]  ZHFFT 4NN BEAT « fECH7BL/6/INR I FHSREUAS & B S 4770 27 %6 AR IR IR B a1 g 7 1K
£ (“HFD” ; Tek1adTD. 9307555 % < i B oK B IR M) o ££5 i 2 Jm , A2 248 R i Ik & i 2 1ip
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/NG 25 I 16/ (B 15A) o 1E %7 25 B : <100mg/d1. (B-T) 7E7J& 2 Ji , KA AT A 3 Fil
T3 At (Bl 15B-15H) o 7~ T+ B 15 A ) B4 32 BH K 22 2503ep 286 AR B AN 75 RE SRR [P HED A /)
SR R 1 25 IR 52 453 OB PR S w7 1) 0B PR - B 221 2 , RE SRR (K] 15A) TRLR7 X A i L i)
KA LA AN e R W HFD /N 6RO 5% 1 I 7 JFF w3 » 4n e 2 388 (FE 1R /N BRI
1500mg 5 LA B34 I1>30% ; [&115B) BT 40 AR st HEAR (K 15C, ££ 20XT80OK 1% % FHEESL
15D, £ 10XTEOR AT g R AL utk) , AN T D e ik $2 = (BT 158, AST; 81 15F , ALT; [
15G, Bk VE IR (7 HH FRid 8 “Alk . Phos.) 5 BA S B 15H, JIH [ B) BT UERH o (H A2 , A& SRR Al
T BT A X L6 ) A2 AL (Bl 15B-156) o b A1, BE SRR /D R JHEAH 5 1 vy JIF ] e i (B 15H)
FEEI15A B 15B AN 15E-15HA , BN miRon — RN KA RS P 0 E .

[0605] 12 5 BRI 1A 1 & #E LT

[0606]  f A& SRR B B L EE 5 AN 22 5 1Y) 2 M) 5 S SR R AR — R SOUDI ) 52 3B AT L AR
BN A B WLZE b i - L A 22 WLZE i bn il -2 55 58 B E 70 - SRR IR , R T RE R IR
e LI =R o X A — FIESE ) B 5 RE R IR A& AH A2, X P& P2 AN
FI R BRE 2047 A7 AN R 3, 177 A8 SRR AE 19 RI2047 _E 4447 — A At ) P 3 (Lb 452 P 16 AT
16D) o A& F IR AN IR IR — 5 # R A I B | I 7 3k 2 A0 IR 197 I (WangZHEE N (2010) Europea
njournalofpharmacology628 (1-3) :255-260; JayaprakasamBZ: A\ (2006)
JAgricFoodChem54 (1) :243-248;deMeloCLZE A (2010) ChemBiolInteract185 (1) :59-65) .
WAL, S SRR AN S5 SR R — 2 #0T DR B ) 40 PR RO AR A 2 AR B S, L FE 0
MRMMEHSAEILFMHENME (“PTP” ;& WZhangWsE N (2006)
Biochimicaetbiophysicaactal760 (10) :1505-1512;QianS%¥ A (2010) JNatProd73 (11) :
1743-1750; ZhangYNZ A (2008) BioorgMedChem16 (18) :8697-8705) . fH 2 , X L4 4k & 4% &
B0 B 1) 52 M) 02 R RN

[0607]  [AIHHELEPTP (BAKMY) ZPTPLB) AH 5k i 25 52 4k 2R 1k (Ri&) , BT LAPTPHI 1| 37w
T MR RE R IR S R B 215 5 e T Y SR AT RE ML o Rtk , PR R S IR R A RE SRR
FHIPTPIBAN A AL A b DR R BE ) H B PTP (QianS%E A (2010) JNatProd73 (11) :
1743-1750; ZhangYNZE A (2008) BioorgMedChem16 (18) :8697-8705) , AT LA i 55 1 R R X}
B I S R T PTPAN G v BE/E o My &, BEAS 2 BE SR ER AN & FF R IR 2 JNnAE
RN HIHIPTP, I 2 HIX AN E VI SR IGP- 145 5% . 1t B, B8 SRR AN HIPTP I g
ETRRBARAEGFM AR LEER S R ZEEBHRI (JungSHEE A (2007)
TheBiochemical journal403 (2) : 243-250) T AA7E U, H &R ER 7 45 5 R MBLFAII g
(JungSHZE A (2007) TheBiochemical journal403 (2) :243-250) tBAFLESF 1. b Ab , BEARFAHL
PR T A PTP 1B /) R V328 S8 I LA o &, SRV B AT DOGT B R RO B PR A O 1 o i B
#1771 DelibegovicMZE N (2007) Molecularandcellularbiology27 (21) :7727-7734;
KlamanL.DZE N (2000) Molecularandcellularbiology20 (15) :5479-5489) . ifi H., & /g ]
BEE L LT 28 1 FH R 3G 00 7 P Jof BT A Jo 2 A0 375 i &% 227K P (WangZHZE A (2010) Europe
anjournalofpharmacology628(1-3) :255-260; JayaprakasamBZ: A (2006)
JAgricFoodChem54 (1) :243-248;deMeloCLZE A (2010) ChemBiolInteract185 (1) :59-65) .
BN, DAL SRR A NN ZE 48 A ZR G AE  JEE I 7 93 A0 2 Y ik PR Hh 1 =2
BT o DRI, IAF B S 22 BH 22 /0 DL DY AL ol e e e SRR 3 A 4 B 5% 3R A5 5 7%
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T EE 77 PTPAMH B FfTE 5 2R 52 4k 38 hnfige =5 25 77 AR A /b JRE o 783X DY Fh ] 5 1 HL
il AN G = AP AE AR N A3 BIESE

[0608] ALt AE HRE R AIST 5 R B X B Bk UFD AT S 1 520, 21 . p . S I C57BL/ 6/ R
Jiti FH RE SRR (200mg/kg) ~FF IR (200mg/kg) BANALHE A9 (B oK) B fa M8 /NR S I8, 5F
TEL2/NI S G2 Ja A /N R 52 58 — 5 RE IR IR S HUR IR BN 1)  FE T MR 24/ N 2 5 5 K
LT 5 B B WU R FRE . 4Nt AT 27, RE SRR N B #& UL E & (B 16B) , (HAIE i =
& (B160) A1, R B AT =& (BI16F) B A & 4% L E & (B16E) . A 8K =2,
T HIXUIT (250mg /kg » 45 44 XL 16G) 78 A2 M0 RN 77 T SRABL T 5 38R - 39 m i 3 & (K]
161) MANSE LA & (B 16H) - o 52 2 EARB R Z0, fe SRR I8 A b S PTPHIH| 1
BRI E VLR B .

[0609]  13.PTPIBIJAE M I FEAE S EHENIELR .

[0610] it — P HFERAE B B WU R PTPIBHI S W REAE A, #/INER i B L I PTP1BER
TR I AT ) 5 DA R IR RNAT- P AG) B A 1) 2 G JFOREDNA SR LA i /D> o 7 10 55 22 » B CHTBL/6 /N B,
J12 B H L FH200gpCMV-—miR—XJ B8 (FE Ze TAHR % GL I 0k ]G BkE) 820ugpCMV-miR-PTP1B#1 (%
TBmiR-PTP1B#1 ; 7 45 TAH 4 ) 8% 20ugpCMV-miR-PTP1B#2 (4 f8miR-PTP1B#2 ; 7 43 TAH i
Yu) #£9% . miR-PTP1B#1 AllmiR-PTP1B#24w S 4L ] PTP1B mRNAAN [F] [X 455 fK) 15 4> AN [7] AU RNA T3
(RNAD) R  FE YL ]G 10 R AR H 2,

[0611]  JEE I 17A, mRNAINEAE U BEASTANLA o B g B LA G 7 — 380 LA 4
FIr DL AT 1 725 G LI £F 4E  PTPIBRER « £E ] LTAH R 724 TA R mRNAZK - JH —
WRAE L TAR R KP4 LB E 9L Hds 3 R/ R P 548 = SEML ZE ] 1 7BH , ZERFERTA
LA H, WU 5E > 30045 55 YL i 41 4 1 ~F Y B4R s B0 N B A 25 A SERRTAILIA 1 ~F- ¥4 {E &= SEM.
X1 B 15AFI15B 3, P—{H FH . R e 0T t— R 4 ke il i .

[0612]  JSAE P FimiR-PTPIBHEAAHS I /> T PTP1B mRNA (B 17A) , (H P & A 3 I #& L
e E AT (BI1TB) o IX S HARIE S8 - ¥E [ PTPIBH 1| A 2> S NLA A 4EIEJE . o 32 B B AR
S I 205, RE SRERH- A 8 I H | PTP 1B 34 - UL & .

[0613]  14. 5 ¥4I B A g 1973 22 AH 5 1 RE SRR I 7K~

[0614] Syl 5 AE SR BR R & FUVLIPA K A iy B8 5 (] (1) 1) R B % 2R, TR 4827 JEASECH7BL/ 6 /N
M A AN A B AR SRR A AR ETRDRL o an b BT IR X6 /I B I3 BE SRR 7K T AT I E o b
FEE 124 o, BB SR LA SR & AR e 1 T X8 n- B i UL B 1 gk 2 MR B2 J R =2 1 Jy 2
() &, H IR A O I BB (B 18A s 28 81 39 1H = SEM) - A& SR 13X B4 4F A 7
0.035% A& FRLERIN A2 v 2 S, HAEFE=0.14% BE B BRI 2 5 KR o 76 7R IsE DX B8 4 [
() /N B SR L7, 6 i 2068 v S0BURR € 1535 (UPLC) B ML & 1L 335 R SR R /K T . iZ B 48 1 -
7£0.25-0.5ug/m1 Yl P 1) B8 SR IR I35 7K 1 42 LA 3 I LA Joia &2 5 9ak 2D g ik 22 (1 18B; 3
5 N V3548 = SEM) AHAVERE I SZ,0.5ug/m1 28 T 1. 1uMAg SRR , 2T 7R B¢ 218 v 43 F A 575
= (8. 8uM) FIFE iRk C2C1 25256 48 R 7715 (10uM)

[0615] AR SCHEIR B E AR B - REIR R ek /D 1 /NER L= 48 57 FIBVILIE K . B 2210 72 , RE R IR
o HILPA] P 5 1 4 5 6 e 22 2 U 0K AT L 2 98 2% PR ] e R v = BB ) o2 5 DL R R
WLE RE i 2 b S ER BB D 0 & W ER e i 0 5 B B iR 7 2 LL R 38 m, 38 s v #E . B =2
B ELAR TR 2001 , B8 SRR B i B8 B BTGP -T Rk FIGF-115 54 5, JF 400 25 455 AH o6
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(1 1 % U LmRNA R 3K T k2 T LS 48 1 RIBLIE K

[0616]  FEANIE B St AR 48 A% A FF () SEER P BT B N, o] il 26 FOPAT 48 30 A FF 1) R ZE SR 1) B
HHAW /8775 AT AR N G0 5 W, 75 AN Bt 85 A A BH Y5 aloRs A R F
A EAR & B A S AN S U A AR T 5 B, fb 2 R0 AR H 2 B A S0 ) R 3R T B AR A
SCRTIAR B 245551, 8] B AT 3R 75 A 1) B AR AL 45 SR o AR AR P 3 RN 523 b 1717 5 L ) B A A 238
ACLER) 5 AR VB AR 240 DA R 2 7 0 B B ASUR 22 3K 58 SR A R BH RS #f Y R AR & 2 Y
AT BH 1 25 FE RN ST AT 2 T 16 R B 10 52 e, 4 ke BH ) 5 e S i 5% T AR s g R
N ST 55 0 A S 1717 2 LY o AN A A0 4 A 150 B 5 R S it 451 A0 9 7 A8 1A P 17T A R B L T )
0, [ REA e U3 0t DA BRI SR 5k F8 A

[0617]  15. WLZEL4EIKIRTT

[0618]  #rA LA MICE Bon i N AT RIG T LZES

[0619]  a. [ MEfRRR

[0620]  HHEEEE B A N HIL5H

[0621]

[0622] I HEJR IR FImRNARIEFR 1L 5 N R ZE gabr id-2 5AH ¢ R IE, I ME TR IR BB SRR
RIS ES LS A 1 AT A, 458 R 5 A 155 0 B L 22 4 1 /N SRS - 8 R I
i PR 9 S DR O ) 20N BRU Tt T A 40 (R K ) B80S [R] 551 2 1 R SR IR (IS 4 o) D) B8 1 A T
R, FF B2 R o — AR B AT (TA) WL FHF R &5 5T 858 , B8 T XA S TALE R 52 i3 TR 6t
MR 1. p . VRSB R PR I 82 it FH - W BXORE [R) 571 2 1Y) BB SRR Bl MENIR IR , FF 8275 R, 2R
J b B 5 AIAS BN TAR) B & AR an U, (B8 A SR BUVL 4R, I H AR SRR DRI & ORIt 77
AIBD T ZEE , K KA 29200mg / kg (BI19A) o A AR TR t DA 77 &= A v =02 1 L
45, Ho KA H 9 <50mg/kg (KI19B) o 1X Le 5045 Fi5 7 A MEAR ER o8 2 1 ] e 46 75 S I L
i, 3 H LU BE SR T A K

[0623] b. MK E

[0624]  Hli ¢ 2 A A5«

OH
HO o) O
[0625] O

OH O

[0626]  Hili Bz 2 (ImRNARIE bR 5 N FNWZGibric - LAI-2 ARG o Rk, Al B3R mT 30 i
WL o O 7 L BEAT TN, G i pid SRR VR 170 /) BBt P BE ) (CROKH) 8 R TR
(200mg/ke) MIEZ 2 (200mg/ke) BLAE RER AAh K K A & (% H 9200me/ke) » RFEEPIR . —
AT (TA) IUA T ARGE S ST E , B T X AZ S TAME D 3 il el X I 2 el i p VRS
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Ak TR VR R 68 Tt FH T4 A [) 7)) B SRR AN/ B B2 3R, RF 827N K L SR i B e [ 5 A%
BNTAR B & Un[a) RE JEER , Al B b T L4 (K120) - BE SR Akl i R I 4L & 2> 1 L
Z45 BB AT — Fh S 1L &) (K120) o X EEE IR TR S, Al 2080 TR RS
[0627]  4n[m] AE SRR , Mh Bz 2B A T IR, DA S g2l 1 SR RO TR 07 9 06 « (R ke , e SR
MR 2R AT A RIS T e X — A e T EE VUL H) AN R BT IRE SRR AR
(Harlan Tekladft 777013) & ek & (HFD;Harlan Tekladfit 77 TDI3075) B & AEHk
) e LS (0. 15%) A1/ Bk 25 (0.5 % B 1. 5%) FIHFD o 7 /)N B IR I Be k05 & ), &
MR ARE SR R T T R R A B L E R I Q0 TR HED3E n 1 M, 3E A
T I (49 3G 03 o e SRR AN A i R BH B (B214) o RER R AT — A E A M R A &L
AR — PP Ak A P A TR 22 1 b , I H AR i b R 28 T3 KT (I21A) « R 2L 2
AE SR A Rz 20 Rk (E21B) BT &= (B1210) (B & (B121D) 38 77 (BI21E) (B E 8%
WE S (F21F) ARA RINRR A1, B8R B 12 LAl i 26 BORFR FE R 38 o (B121E)
I HRE R (M2 A B 20 BRI E 2 (KI21F) o & iR & /N R b e SRR Sl i &=
Z B X e 22 S o, RE SRR AR B2 AR S AT AR ML 5 Th A 22 5, IX m R e AT 1%
72 I I ) R0

[0628]  c. b

[0629]  FEAHREA T FILhHA :

[0630]

“0OH
H

[0631]  FE AT mRNAR B AR 15 N BEWLZE A brac— 1 AI-2 50M 5% o PRkt , 2 At B mT #1061 &
BENLZE 4 . o 1 R AT K, 28 . pyd S 4 R I I Im) /0N B i FH I (oK) B0 A0
(50.1005%200mg/kg) , FFLEPH K . — AL HI (TA) WL FHFRESETIE 2 , B N U 30TA
VE RS2 AT FR o 28 1. p L 3 SR R R it FH A ) B8R ) ) 2 ) R A, RR 2N K, 2R
J BB T s AR B TARY B 5 . BT A 3R 77 & 19 3 AR B 3 ek 2> 7 WLZE 4, F BB KN R
50mg/kg (KEl22A) o fd FIAHIR] 77 SR EL BN Py (oK) AN B (5 15850mg /kg) X [l E
1155 5 1 LS 408 PR 008 o 8 i DA 771) B A i 1 T =2 7 WL 4, o K08 A 50mg / kg Al
EC50<5mg/kg (E]22B) . X LeEHmdi 7 , T Al > 1 [E 2 A0 5 S L2240 , 7F H I RE SRR
AR

[0632] & th vl $ ) ph 25 B 5 B LR 40 . O 1 AT K, /SRR B84
SRIGIEL L . p. VES i P L B8 SRR (200mg/kg) B3 it (50mg/kg) o+ — /NI J& , /N
P52 WA W 5OM [R) 70 B 1Y) BE SRR B AR BRI 59— Ik 1. p S . T NI i, RE B B
PREL o S SRR AN Al B S5 G I B8 L, T s o> 17 S 185 S 0 B as 22 40 (B1238) AT 14
SR AT R AR TE 5 SR b B A (K AN A6 (5. 15 8150mg k) F 20N o 76 7t Bl LA 771
BT R T LS, H i KRN 950mg /kg HLEC507E5mg /kg 5 15mg /kg 2 [A] (]
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23B) .
[0633]  d. JRFEZR M SE MR AN TRB /N2 BRBRT AT A B
[0634]  JRIEFEAT N AL -

H O

HoN NWJ(
[0635] g/ HN\«NH

O

[0636] Ml suhk HA T A45H -
NH,
[0637] N
o
N

[0638]  ANZHRBEEA T FIL5H -

[0639]

o] .
[0640]  /NEFRIHEA AL

N

@] O

0 :
[0642] T Py 3 ELAT T H45H

[0643]

[0644]  JREEZE Ah iR A EZ I (Prestwick—689) /R #ib#, (Prestwick—675) FIA] PN
FImRNAZR IA AR et 5 N FRWZE Sk -1 -2 5AH ¢ o (R , 1X 284k &9 o] $ ) B B L2246
ST AT MK, 48 B 2 BE S 3  LZE 4 B8 e L BE 2R R (200mg/kg) At (50mg/kg) -
JR¥EZ (2mg/kg) ABLTEAK (4mg/kg) AE TR 2mg/kg) «/NEF7IK (2mg/kg) FAT P #T (2mg/
kg) B FH o an [7] B8 SEBR AN AL B, PR FEZR AR Te AR VAN E ZR B /N B s BRI AT P 3 38 0 = g
AINRIIVIA B (K24) , e R iX B &b 17 F B Z4q .
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[0645]  H T~ A& S IR AL B 25 A 1 2 R IR S i DL /N B 75 (2mg /kg) AT 38T (2mg/kg)
AT B AN B o /N B R BRI B A B AR 1 25 R A (1125) »
[0646] 16 fth va Ak S SRAUI Tl & ik
[0647] AR SCRTIR ) AR P I8 I AR A7 E S BRSO S AR R BT A 53 O
1A [ N RE B (ProctorZE N ,Curr Medici.Chem.,2000,7,295-302) . 28 /e N F S 43
AT ITEIA
[0648]  F&RI1A

R oN Rida NH,ZnCl, NH;

ZnCl 13a 14a
[0649] I + /i = R”‘g(%wa NaOH R ﬁR
R13™ "NH, g’ "R™ A l = HO/ A “ R14b

R136 ~NZ “R14b RN

[0650]  [AlL , 4th 5w Ak ] 40y RABH Frs K& 1
[0651] -

CN ZnCh, NH,ZnCl, O NH,
o LI+ S C(b e @'\)\\ZO
[0653] A S fr ik i a0t ml ol 48 TiClamiALCT 34 Ak 77 fd o — &0 5 2K i
(cyanocyclonone) 52 FhE g [ MK & L (Proctor® N, Curr Medici .Chem. ,2000 .7,

295-302) o b M TSR T 7 R 1CH .
[0654] GZI1C

R NC._R'™ e

-H,O 13a 14a AlCI 13a 14a
13b 3
R NH; @ qia” ST Sgia 1301507 g \P e

[0656]  [AlL , 4th 5w Ak ] 40l R1DH B K& 1
[0657] 5Z1D

NC NH
+ 0 NC NC'a ?
[0658] SN
NH, d M |

130-150 C

[0659] 17 . Al B 38 A AN T 5 B

[0660]  AJFHIZNAT WiDe Keukkeleire® NHIPCTHiFWO 2007/053915H ik k& Bk, H
L 5] I 7 sUBAR TN A 55— S, R B AR ) Al i 25 FT fnKashiwaba % A 36
E L6, 770,630 BT iRt AT S AL, HoAR L UL 5] I 77 SR FF N . tiDe Keukkeleire%§ A
B , A B 2UAT 07 22200 B K6 i :

[0661]  FZ2A
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CN 106822153 B
R23" R23a* R23s°
. CH,Cl,, SnCl b* .
REX 2N 5 éjt 5: * R Z. CHyCl;,BBry R ZH
R* B R2%¢"
RQ-‘“‘ Rr"%ﬂ' O R?3n. O
KOH,
H;O-EtOH,
AT
RE‘IU
R?m R21c

NaOAc, H,0 R23v°

[0662]

[0663]  FAHH T K BB IE Pathak®: A (J.0rg.Chem. ,2008,73,2890-2893) Firik . /7 Z& 7 [f)*
RN ARERT 4, BI LA FH B 508 4k 2 7 v Ak sl vl #5400 A FF IR 43 o 451 4, Al 2

RN E R T J7 2B .
[0664]  J7%2B
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~

o} o CH,Cl,, SnCl
-~ \©, ~ i&iit 4 /om CH,Cl,, BBr4 HO\@C;
—— g —_——
o}
o._ O OH O

K,CO4,
MOMCI

OMOM  KOH,H,O-EtOH
MOMO OH
MOMO._~_OH o FARA-FAREA- KT
(1 |
[0665] o)
o) OMOM
OMOM
NaOAc, H,O
1
OMOM
HO
MOMO (0] ‘ HClI
® =
o]
OMOM

[0666]  18. JRFEZF KAV T~ G ik
(06671 A FF R U] FH 22 P AR 433k O 0 B A0 2 07 VR il 4% o g, — 2 A 0 X mT an
R3AF R FF H il Ineaga®s NHISEE L F)4,647, 5747 FriR gk A7 il & , o4 L PL 5] FH T
77 RTINS
[0668]  J5Z=3A

OH

Alkyl .
o) - ! 0
O 3 (o] -R'"®  Williamson
RRL" Rt HO E’J VN N - 4 16
HJ\E ¥ \!,I{OH _ ,N iﬁ‘é\'ﬁk o) N'R 1t
HO R (o] N_{\
5% ot
[0669] X ALER
H;N
HN)‘\‘:O
31b
Oﬁ/LNfR
N
Rl\‘a' _QO

[0670]  JRFEZ n] UNSchermanz i) 3& E EHH]5, 196,545 ATid #E4T i 2%, FHe g L 5| R0 5
RBARFN, I Huos T 75 3B
[0671]  J5Z3B
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0]
A

HO © " H:N" °"NH O : H O

\N_ jt#f:..ﬁ&. \ / = AC (pH 7-9 H-N h

[0672] ‘(O Y MG PHT9) Ne N
] H.N_. _NH O ¢ NH

\ / ‘ , y O HN_/

.| !

0

[0673]  fifa] il 2% 2~ A AU 22 & 6 F AT id 8T Avendafio S5 A (2000) fJKirk-Othmer
Encyclopedia of Chemical TechnologyHJHydantoin and Its Derivatives# i, H.yE
IERL 5] 5 OBEAR AT

[0674]  19. 0] 3T S RAUMII T & B

[0675]  m] N #T &R H FATHEEL (Apocynaceae) K IEE Y M, ] 0 E 46 1L V5 K
(Holarrhena floribunda) Hv /% 3K 28 [ B AL M0 . AT PBAT AR 20 A] dnMarx ) 36 [ & 43
539,449.3,466, 2793 ,485, 825 Frid B AT fil & , HAR UL LL 51 0 7 SUBEARTE N ik
FMarxf 2 E % H3,539,449.3,466,279H13, 485,825 , ] Py 47 A= W vl 45 FH i A= i dn
L /% 4 fE 5 (Stachybotrys parvispora) F13K H # K #1J& (Gloeosporium) « R JH B
J& (Colletotrichum) AR J& Myrothecium) i EE AR & o B 40, 2 IN77 584A.

[0676]  J5ZR4A
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kORZEKFE

| \é‘jﬁi’i

[0677]

[0678] W] A i SAUA T A 9 T 2 ol 3 AT J AN U AR N B3 L R AL T it — b 42
M , 407 ZRABH TR
[0679] 7 %4B

R tI m
” RA5a 1. LlAIH| Rise w: ia son .
: ] R"‘“ 2. H,0°
H ” alkyl
O ¥~
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[0681] ¥R L By A FE I 4852 2 AN A L FN AL 22 S B o — AN SEI, s R4ABH s, =2
WilliamsonfitE B .

[0682] W] Py Wi AT AR AT U sE [ 5 R)2, 910, 47000 Bk #E4T & Bl 4%, 4 st B 51 A 7 20
BRI A N EAT A DR T-0r LowfIWO 2011/046978, Hd i DL 5] FH )7 R #E4Ak 3F:
N o DT A B 38 F Pappo ) 35 [El % F3, 625,941, Ho i b LA 51 F G 77 s8R It
Ao

[0683]  20. A S AU T~ A ik

[0684] A JFHI R A[EIFUhle MMMoore,J.Am.Chem.Soc.76,6412(1954) ;Uhle,
J.Am.Chem.Soc.83,1460 (1961) ; &zKessarZE N\ , Tetrahedron27,2869 (1971) A8 Tk

A B ORI G DL 51 I 7 AR IR N o A TT A A Y0 AT a0 77 Z5AHR BToR 3R AT il 4%
[0685] &5

[0686] H—/\l

(06871 21 ./NE wilill/ A2 il N AU TN & 1%
[06881 AN IFHIRA AT Mafias®: N AR5 (J. Am. Chem. Soc.2010,132,5176-78) 3K

G, ZOSCERHE DL 5] R 7 SO AR TN o R, A T 2T 5 R 6AH BT s SR & il
[0689]  J5ZE6A
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4/124 T

REEC
HO 1 ﬁ;iﬁ
HO 2 BEE Reil

[0690] 1 X TR :
(Bp, A EEV
i21 5 .

poe’ RE% geas

[0691) DRI, 5140, /INE2 A T 17 SR 6B T AT 146

[0692]  J5Z%6B

fw&ﬁﬁ " B3 ¥
]
2 ¥ AR 0 EFI&\/%

[0693]

[0694]  H— & ATFHNNGEER T HE ~
ZN N oC . aren i
[0695] 56D 2T 7 Z6CH , i Marfias 25 AN AESE
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28
% ia ORG Li 1
X e |
5 RE"J o Raﬂa o - /I 1. LDA
3 L8 NG e 2. TMS-CI
2.Ac,0 RO 0N Py
. . L 4. DIBAL-H
5. NH,OH
6. NaCNBH, 1. Ao R
2 F N
3 HCO,NOH
POCI;
Rres. O
#1'&
CSQCO:,
[0696]
HO
o HO 1. IR
R H 2. Ag,CO;3, Celite

RE‘la (@) =

H
e

e RS20 O
1 R Ao

A B8 E REAL

[0697]1  AFFHIATAEY B AT F FiEid HaningZ A (Org.Biomolec.Chem.2011,9,2809~-
2820) AN FFI 5K il 4%

[0698]  22. A MENGER S AU T £

[0699]  EHMENERRIZ MR T Regueiro—Rens N B EBR A A WO 2011/153315F1
£ Saf e N B R A7 WO 2008/0633187F , ATk [EI PR 24 A B i 4 it A 51 F G 7 QR4
HEN AR BH ) 3 HE R BR ZSACA mT — M a0 R T 7 R TARR s AT 1) 2% o R 4 R T AR 45
L R TR %

[0700]  J5227A
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4 1 5%& 3P

[0701] 2. F BEik

PhSeCl/EtoAc .
mCPWUﬁth

1. 3R B AL

2.HX
3.LiIVDMF

4B fefl
(07021 fe i BA— MR a2, B R B 0 8 A SR 7 10 4 B g v
T 7 S TBAR B 1 B EAR [ SRt o

[0703] 5 &RTB
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=3 1. B8
3 |
i 2. RX \JH’OR
wo_ L) "
DIAP or DEAD
— Ph,P, R¥'OH
H E-\\ ‘_'JIZ
~11 / il
[0704] AN J
H \l/?\/J 9] 1.7}'(-%3?- r\ /m,OR
R¥—0 N 2. XR®' /\‘/ﬁ Sl
/H RI—0ml A7
H
.
)

[0705] 23 LZE4Ekric-3

[0706]  JEMWLZE 4 bR 10 - 3041175 -5 (1 F3B 40 mRNA 22 % 58 FRImRNAY 45 11 5 B Mg s U
P<0.01.

[0707]  X}F-155 5 AUmRNA : /)N B 12 1 BT mRNAGE 1o 18] 1 25 pp gt ¥ 35 1 5 9% Hadid 24hss

fEn RS
[0708] X -3 I FKImRNA - /I Bl 12 BT mRNATE 1 15 B 25 e 1 4 225 PR3 110 HLiE i 24h
i 2 IS

[0709] % 5E M5 T AImRNAELFE1200011T18R1k2310004124R1k \Akap81.Als2.Anapc7.
Apod Arrdc3.Atp6v1h.BC027231.Bsdc1.Ccdc77.Cd68.Cdknla.Ctps2.Ctsl.
D930016D06RikDdx21.Depdc7.Didolnttip2.Ecel.Eda2r.Egln3.El1k4.Erbb2ip.Errfil.
Fbx030.Fbxo32.Fipll1.Frgl.Gabarapll.Gadd45a.Gnl2.Gnl3.Herpud2.Hpgd Hspb7.
Htatip2.Impact.Kdm3a.K1hl15.Lpin2.Med12.Mfaplb.Mgea5.Mknk2.Nmd3.Nup93.0RF19.
Pacrgl.Parp4.Pdk4.Phc3.Plaa.Ppfibpl.Psma2.Ranbpl0.Ranbp9.Rassf4.Riokl.Rlim.
Sf3b1.Sik1.S1c20al.SIn.Spagh.Srsf2ip.Syf2.Tbcl1d15.Tbkl.Tektl1.Tgif1.Tmem140+
Tmem71.Tnks Trim25.Trmt1.Tspyl2.Tsr1.Tulp3.TxIng.Ubfdl.Ubxn4.Utpl4a.Wdr3Fl
Xpo4d,

[0710] % 5E {38 1 A mRNAEL$51600014C10Rik 170002 1F05R1k . 2310003L22R1k
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2310010M20R1k+2310028011Rik+2310061C15Rik.2610528E23Rik.2810432L12RikAbcd2+
Acvrl.Aimp2.Ank1l.Aqp4.Ar13.Asb10.Aurka.Bhlhe41.Bpntl.Camk2a.Cbyl.Cc2d2a-
Cdcl4a.Cdc42ep2.ClenlCntfr.Collbal.Col6a3.Cox11.Cox7b.Crhr2.D0H4S114.Ddit3.
Debl.Dexi.Dhrs7c.Eif4e.Endog.Epha7.Exd2.Fam69a.Fhod3.Fn3k.Fndc5.Fsd2.Gcoml .
Gdapl.Gm4841.Gm5105.Gm9909.Gnb5.Gpd2.Grtpl Heatrba Hlf Homerl.Ikzf2.Inppll.
Irx3.1tgh6.Jarid2.]Jph2.Khdrbs3.K1f7.K1h123.Ky.Lrp2bp.Lrrfipl.Map2k6.Map3k4.
Mat2a.Mkks Mk11.Mrc2.Mreg Mrpl39.Narf . Ntf5.Nudt3.0sbpl6.0stc.Parp8.Pkia.
Plcd4.Podx1l.Polk.Polr3k.Ppmll.Pppde2.Prss23.Psd3.Psph.Ptpmtl.Ptx3.Qrsll.
Rasgrp3.Rhobtb3.Ric8b.Rnf150.Rsphl.Rundcl.Rxrg.Selll13.Sema3a.Sgcd.Shisa2.
Sirtb.Slc25a19.S1c41a3.Slcd4ad.Slcobal .Snrnp35.Stac3.Ston2.Stradb.Stxbp4.Tfrc.
Tmc7.Tmem218.Tmtcl.Tnfaip2.Tobl.Trim35.Tt1l.VegfaflVgll4.,

[0711] 24 WIZE4Ebric-4

[0712]  PPAN LR GE AR -4 0075 T (1) A& 0 I mRNA - 28 46 58 ImRNAR Se 1 5 38 P 2 SUR
P<0.01.

[0713] o T-75 FFImRNA « /) B I B A U LmRNAE 1o 1 & ) 25 feh 2 i 42 325 14 5 3 0T Hodad 1)
IGadd4baid ik M B E LT T

[0714] o T3 # T mRNA « /) B8 B A U LmRNAGE 3 1 & £ 25 e 28 T 42 325 e 410 9 Ho i 1)
ffIGadd45aid ik i &3 ML iE .

[0715] &A% EH)F FHImRNALLF52410089E03R1k .6720456H20RikAbcal .\Abhd2.Abr,
Aifl1l.Akap6.Alg8.Aloxbap-mpd3.Ankrdl.Anxa4.Aoah.App.Araf.Arfgap3.Arhgef2.
Arpc3. Arpp2l . Atf7ip Atpbap2.Atpbvlh.Atp7a.Atp8bl.B4galtb.Bax.Baz2a.Bhlhb9.
Bmp2k.C3arl.Canx.Casp3.Ccdcl11.Ccdc122.Ccdc93.Ccndbpl.Cct4.Cd68.Cd82.Cdknla.
Cepl92.Cgrefl1.Chd4.Chrnal .Chrnbl.Chrng.Chuk.Clecl2a.Clec4a3.Col19al.Copb2.
Cpne2.Cstb.Ctnnal Ctps2.Ctsd.Ctsl.Ctss.Ctsz.Cybbr3.Cybb.Cyr61.D10Wsub2e.
D930016D06Rik Dcaf13.Dclrelc<Dctn5.Ddbl.Ddhd1l.Decr2.Derll1.Dhx9.Didol.Dnajcl.
Eda2r.Eef1b2.Eef2.Emrl1.Epb4.113.Erbb2ipm.Erlinl.Esytl.Faml108c.Faml15a.Fbxo30.
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