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[105] 75— BesCiraR b, A PR B 1 T 4L WAE . Sl PRSI (R
MIZE TR RO TR, PR O IR, B TUBOM . ORI
M. SRV, PR TR R R, SREAE. FRL TERL. TE AN,
G AU, BN RUTUIRE . RELRRIE RO . fE— RS R, G
PEVES L (1 5 G PRSI BRAEHE, A 1 5 G PO e 1 S5 AR L | R MERE
ot KPR 4R RGPELTBERE . (WP R . R TR, {10
B ML 5735 o A — sl ek, R e AR IR 112 7
iy AN . KTBVE . 2R IERRE . KR, B

[106] 75— sty ek, A% i i 077 0 ol — F 2 B 75 PR (B A A
WIERIZGS TR, B AT AL A A

[107) LA EL b S S D A P i BRI St (P T 1 1,
96 ELAS B2 U7 3B A 0 A SRR AR 5K 75 5 o BT Bk 2 Rl 3
SHHAT ARSI P B I 25 .
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K

[108] LA N sEifl 5 78 S hr s il A B, ELASREEE A DY BR il A K B TE T« BTy R id
R a0 MR i, ARG, HRAEAR VG A . X LRSI AL 51
FORRUTEAS N T BRBIA ], i R vl AT ISk 5 SR AR R T Y o A
QUFBARN 53 AT A I I B3 VE S AR B A K NG T A S R AL S MR
%o NIERE, EXAKTNEE 2 Mesh m] R R S AR VEEN . KA
BAERX R AR B B AR R BT

LS 1 BRI R &
[109] XFC4AE Ligand-01 [f 6]

H -
(0] Oo - SIN M 9—\_&
(SN ¥isN (S) SN ~. . (SN ~
S) 1(S) (S ) )
HO 8 Ny X0 o N)?N‘(n)fs\)N Ny s
\

HN “N

=
H,N NH

[110]1 A [EAH G B Fmoc 22 M IE A A Pteroic acid (B2 ) -Glu-Cys-Lys-Glu-
Phe-Leu-His-Pro -Ser-Lys-Val-Asp-Leu-Pro-Arg-OH k¥ . KA 2% 8% T [E A e RiAE

TN DMF, &S 88 £ 5570 4, 4 VA K 30 2% ; in A\ Fmoc-Arg-OH.DCC 1 DMAP,
25°C, JNL 3 /N, i I BRETATENE B35 1 /R, ] DMF $ti 3 7, Al DBLK i
SR IE 1) Fmoc R4 ], B H DMF 3t#% 5 X, #EL Fmoc-Pro-OH A1 HOBt, /| DMF
ViR, 0CUK/KB Tl IR ER I DIC, RA(EHVEIL 5 8, B ZyEiinA ik
JBFES, L3 NI R, AT, el ML RO IR 3 . B ) DBLK JBiER
Fmoc Ry [H, EE Fid ek, ISR KA Fmoc-Leu-OH- Fmoc-Asp(OtBu)-OH.
Fmoc-Val-OH. Fmoc-Lys(Boc)OH. Fmoc-Ser(tBu)-OH. Fmoc-Pro-OH. Fmoc-His(Trt)-OH-
Fmoc-Leu-OH . Fmoc-Phe-OH . Fmoc-Glu(OtBu)-OH . Fmoc-Lys(Boc)-OH .

Fmoc-Cys(Trt)-OH. Fmoc-Glu-OtBu LA S WEER . #4fiE P ZREMRLAR fe, a0k, ZRAERB)
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A MTBE #, #rifilEl{&, H MTBE ¥, 15205, B NE Pre-HPLC 4ifk, #5145
#|| Ligand01.,

[11] R, @5 EER PP B 3R43 3] Ligand02. Ligand03. Ligand04.
Ligand05 F1 Ligand06.

SR 2 BB AR &
[112] 1. {BEALL &Y CR194AR [

[113] $8 1 (Step 1) : CRI94AQ [ %

\«\/\O/\/D\)Lﬁ/\rrg\)l\{: = ~\/U\QN
B

Fiotenlar Weight. 507,50

. o ol
P \/\:/Wf NA[{ (S h/\fr‘
- B H b
(=3 3 B <

HI Lo CRIDIFS
Rlesolar Weght 43548 7 NMalecutar SVsight 824 44

CR1341%

[114] FXHLCR19419 (1.0 eq, #5#Z WER) T 50 mL B IR, JI\ DMF %
fitt, BEJSANN CR194F) (1.0 eq, Z5fZ ILEIZR) « HATU (1.1 eq) 1 DIPEA (2.5¢eq) »
25°CN, HiFE 4 DI RNSEERE, KR NIREBIABRRKY, MR OBEFER=E, A
BRI KB, WA bkt AHUE T3] CR194AQ (£#Z ILIEIR) .

[115]1 $3 2 (Step2) : CRIY4AR (K%
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CR194AQ

B R R IO I

NGRS

T Moienuiar \Waight J0D8.28

CRISHR
[116] FXEL CR194AQ (1.0 eq) T 50 mL & 13, A DMF:7K=1:1 K78 & VAR A H:
TEf#, MG A CR194K0 (1.2 eq, Z5MZILER) A Cul (1.0eq) , 25CF, k4
NI RONISERESR, NS Ak, iR TS B CR194AR.

[1171 2. (BB 5% CR194X3 &1L

[118] IR 1: CR194X0 [#)iH] 4

el o
. B onaall J"‘
Fmoc \,\{/‘ o N S N
H 4 :
o} :

. d )
Finoc. "-Yh: AR N
: i

Psienuiar Waight 533 61

TRIGANT

Molecutar Weight: 53158

s
[119] FXEL CR19419 (1.0 eq, Z5MZWER) T 50 mL B IUEH, I\ DMF %
fite, SRIEINA CR194W9 (1.0 eq, &514Z WEI7R) « HATU (1.1 eq) M1 DIPEA (2.5 eq) »
25°CF, k4 ANmF e BSERESE, B SBRBIATEER KT, B, g, JEBEH
B R K BEi%, JEUF TS 3] CR194X0 (452 WER)
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[120] PR 2: CR194X1 [{H] %

[121] FREL CR194X0 (1.0 eq, Z5ZIER) T 50 mL B LU, i\ DMF %
fitt, VKRR, SRJEINN DBU (1.1 eq) VKRB 3 /MR, OB 5E 5 a4 I R BN
MTBE Hi#fr it 4k, 98, JEPHH MTBE ¥e=i&, H= TS CR194X1 (FiZ LK

R e

[122] 383 (Step3) : CR194X2 [ %

&

.U L
R N

Y -
G Rohosdar Weight: 3715

CR194X1

[123] FREL CR194X1 (1.0 eq) T 50 mL #IEH, JiA\ DMF i HiEm, B A
CR19424 (1.0 eq, Z5#ZWEIR) « HATU (1.1 eq) F1DIPEA (25 eq) , 25CF,
PiAE 4 /BB RNSERETS, HRSRBINBERR K, F R CERER =38, AN K
ek, WAIEEIKEE, ANAHTIERE] CR194X2 (S5 IER) .

[124] 3% 4 (Step4) : CR194X3 [H)hil 4%

CRIOAXD | s O e -
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Modeoutar Weghl: 318048
CR134X3

[125] FREX CR194X2 (1.0 eq) T 50mL ¥ U, 0N BB A%, BE/5 A 10 mM
PBS 2P, UKIVAEISEEE 10 080, E2AGEEMK, pH=8-9, fIA 0.1 M NaH2PO, i
%7 pH % pH=7, FREL CR19101 (F5iiZ WIER) A, &6 pH=7, SSIKE
15 438h, HPLC izl B 56 4s, SRBIRAS | & 522k T3 3] CR194X3 (452,
B .

[126] 3. BRI E5Y) CR194AX 5K

[127] IR 1: CR194CZ {4

L Q o} [}
“ i HooOg Hoog
N Q,AL SN }f"N\"’ﬂ\;‘j"\’ ;q/b; \"y\ii ,,\‘:,»f}i-:
& - = ok
M T o
Moisianar Wesght 520 58 g e 808 L M
S “}'l '\__;.\ PN ’\;\")\;‘5 E \IS.N 3
CRYMBF 0 by
Step CRIMOY

[128] FXEL CR19419 (1.0 eq) T 50mL PRI+, M DMF ffHEM, SREMA
CR194BF (1.0 eq) , HATU (1.1 eq) 1 DIPEA (2.5eq) , 25°CHiH: 4 /Nt 5
G, BRSBTS, H IR OB =0, AU KBRS, MR SRk sk,
AN #4332 CR194CZ.

[129] DR 2. CRI194AW [1Jf %
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O .
P9 T ol o~ Ao
4 L o Fan IR W )
_/L,U,i‘\\, BT g{ ¢
T T e - :
Molevslar Weight 33802 7 Molecuter Weight 58182 >

CR194C2 Stepd

[130] FREX CR194CZ (1.0 eq) T 50 mL HJEH, I TFA:DCM=1:1 &, M5
INBE, RNLSEEE NS, RS SEEE G S REBEI N MTBE AT i [E4E, 38, 3EUFH MTBE
W=, HT TS CRI94AW.

[131] 3 3: CRI194AX [1Ifi] 4

WangpRanis

Dlosvaihiy

[132] A E A B Fmoc L2 S HE SEI CR194AX (16 e Ha A i 2 28 T [ AH s iz
R, I\ DMF, &AM RERH, R IEEK 30 48 I\ Fmoc-Arg-OH. DCC
MIDMAP, 25°C, B3 /N, J5 FHBERRET ML LE £ 1 /N, FEH DMF ¥k 3 X,

H DBLK JB S IE | () Fmoc {47 5 4, F ] DMF ¥t 5 {X, ##X Fmoc-Pro-OH, HOBt,
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H] DMF & fi#, 0°CUK/KH N ERER A DIC, BAMHEL 5 28h, B iziEm
TN B3 S REATE A, SORE 3 /NI i, AT, Badk S RLAE H RO AR IR 3 i . B S A DBLK
i % Fmoc {R#M3: M, HE LR AE, #8480 K KM Fmoc-Leu-OH .
Fmoc-Asp(OtBu)-OH . Fmoc-Val-OH . Fmoc-Lys(Boc)OH . Fmoc-Ser(tBu)-OH .
Fmoc-Pro-OH. Fmoc-His(Trt)-OH. Fmoc-Leu-OH. Fmoc-Phe-OH. Fmoc-Glu(OtBu)-OH.
Fmoc-Lys(dde)-OH. Fmoc-Cys(Trt)-OH. Fmoc-Glu-OtBu DA WEFRR, F 4%7K A Hf/DMF
BB dde R4, HH DMF ¥l 5K, A CR194AW, HBTU, DIEA, S 3 /)
i, RRMSEEESG DMF ¥k, DCM Pk, MeOH Pk, MAREAMT, MG 248K
R I L DE, RABVBE N MTBE H, Hr 1[4, Fil MTBE ¥, 75 2 i, HL i £ Pre-HPLC
il %133 CR194AX.

[133] 4. {BEAILEY) CR194AB K&k

HoN
FeNH
HN,
/,""
\: ?
HOL LA s
1o fng "l
G
0 )
{ CR194X2
O:{NH. —
Mofzoular Wiight: 2569.81 f's,«‘; o oH
{
N
oM mi sn
N NS
CR194H4 0 oy s 5
B N gy A

N
4 )
I
A
Noleeular Weight: 4668.00 " t\:
CR194AB WO a u
0.0 1 3
PR T SRR
PP S N o
3 ey 4
N”‘LV. N N s 0

3o E
HN YN

[134] FREL CR194X2 (1.0 eq) T 50 mL 5 i+, I EEE H A, BEJE I 10mM
PBS 2B, KIS EHEE 10 o8, B AR, oH=8-9, fNA 0.IM NaH-PO. 1
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% pH # pH=7, #HL CR194H4 (LS WER) N, 5] pH=T7, N IKHEHEFHE 15
4%, HPLC Pzl S 54, ORIRAS Il &R 40 T-43 3] CR194AB (45142 LK

R e

[135]1 5. {EBAELEY) CR194A2 &%

[136] 3% 1: CR19498 [#)ii] %

! 2

e e . S .-‘::‘
P Bro20 RSN R o
WO A e SooGiy-0H  Ba b Nd
N Vi W (D « R —_— RN
HOTL D Siep-1 Step-2 e

y R

Molsoutar Weight Solecutar Weight: 492 53 Bosty  ©
38241 R1 ; ight: 549,76
Swd CR194%8 Moleouiar Weight: 548.70

CR19499

[137] FREUSN38 (1.0 eq) T 50mL H 1K+, I DMF ¥ fi#, fJE A (Boc):20 (1.2
eq) M DIPEA (1.5eq) , FEHFIA, TLC RN S, G RMIRBIANKF,
EtOAc A8, ANUAHAETKIRBRIN T, JlHEiE2813 3] CR19498 (45142 WEIR)

[138] ¥R 2: CR19499 [#)ii] %

[139] FREL CR19498 (1.0 eq) Fil Boc-Gly-OH (1.1 eq) T 50 mL 5 [L142)F 1, i\ DMF
VR, VKB AE), NN HATU (1.1eq) , DMAP (0.1eq) 1 DIPEA (2eq) , BlJEFE
FOKIB=IEBBEE 1N, INAGKEE K, EtOAc AEL, AHMLTKERRRAN T, 185 E
133 CR19499 (LM IER)

[140] B3R 3: CRI194A0 [F)iH] %

BocHN Molecular Weight: 449.46
Molecular Weight: 649.70 CR194A0

CR19499

[141] FXEL CR19499 (1.0eq) ¥&T 30% TFA —& R fmiamd, =EMH: 1/, Bk
LR e 26 5% 25 DCM AT TFA, S\ MTBE, #rHi[E A, #ijgfsE] CR194A0 (45

W2 WER) .
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DR 4. CR194A1 [ %

O NHy
_-NH
!
/../: 3
o[ fon o
Ty ff\n f\N/‘\ .«N\\ Nl TN //\\"‘\t"{
H z i B
1 O L4 o A I P
i e a
Q
hMateoular Weight: 737,77
; CR19206
Hol ) Step-d
Malstular Weight) 449,46
CR19448

HoN O
Molecular Weight: 1048.12
CR194A1

[142] FREL CR194A0 (1.0 eq) M1 CR19206 (1.05eq) » HOBT (0.1eq) T 50 mL [
B, N\ DMF ¥&fi#, RGN DIPEA (2eq) , HImMHIER, RNRASHI4 1Y
HT183] CR194A1 (SIS ILER)

[143] 385 (Step5) : CRI94A2 [ %

OH
%

5-
4 N—\ Nn
S I N
el tin— N8 goom
= Hiveg oH
HzN B © 9 o " o
N i - o~ 3
TN Sad ! T S &
b -, .~ e S N 3 1 R X
R o o G 3»«'-—, S S N "Sﬁlf"\"* &N ’ A .“*‘\)‘
M "o SN P % s #od o G A
_— LS % Tk
CRI34A1 St > N oM. ] ] iy S
Slop-d ¥ ¥ \ N o
’ o] TR )y
) HR0
I Motscubar Woight 3140.49
CR184AZ

[144] FREL CR194A1(1.0 eq) T 50 mL AR, i\ B EEAR HLvA M, BEJS NN 10 mM
PBS 200, VKISV E4REE 10 280, pH=8-9, JIA 0.1IM NaH.PO. %7 pH % pH=7,
FREX CR19101 (1.0 eq) fNAN, #=#l pH=7, MIKEHFE 15 480, HPLC H 5k
RL564r, JRMLEASH] %R AE T3 3] CR194A2 (HiHZ WER) .
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[145] 6. {EBAELEY) CR194A6 K&K

[146] IR 1: CR194A3 [{)iH] 4

O NH;
LNR
AN
. Boc.. v o = o R
NTN AN, i N
i B e N R i /
g ) 3] 3 H s] ./i
/” |/ O-- x
o e N
{0 § Moleouier wWeight 955,04 &0
I NS olecilal gl Po0.]
HN CR13498 HNN Geaiar el
Molscular Weight: 448,48 Stept CRIG4AZ

CR194a0

[147] FREL CR194A0 (1.0 eq) M1 CR19496 (1.05eq) » HOBT (0.1eq) T 50 mL [
I, NN DMEF 1@, BE/E A DIPEA (2eq) , FIMIMPRER, RNIBRASH] &4l
% T193) CR194A3 (G WER)

[148] DI 2: CR194A4 [{)iH] %

CR194A3 | ———p MY
Stan? i A o
Step = Molecular Weight: 834,92 N ot
HIN
i

N g

CRIAAY

[149] FXEL CR194A3 (1.0 eq) Y& T 30% TFA —& W fmiamd, =iRHs: 1/, ¥
SR e 2% B 2 DCM 1 TFA, BEJS M MTBE, #rih[El44, #hjEf33] CR194A4

(52 WER) .

[150] PR 3: CRI194A5 [F)i] %

AU W NS A

TRISAAE
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[151] FREL CR19484 (1.0 eq) 1 CR194A4 (2.0 eq) T 50mL B, A\ DMF
VSR, VKA HA, BEEININ HATU (2.1 eq) M DIPEA (3 eq) , =ILMHE2 /N, dn
SPEERR KR K, HriEk, fhyEEs] CR194A5 F5, ASHI& 4% T35 CR194A5

(52 WER) .

[152] IR 4. CR194A6 [#)iH] 4

Stepd i

CRISI0E R
CRIS4AS e

JERCRERS

[153] FREX CR194A5 (1.0 eq) T 50 mL AR, i N B EEAR SLvA M, BEJS NN 10 mM

PBS 22, UKV EIEHE 10 43%8F, pH=8-9, JNA 0.1 M NaH,PO, i+ pH % pH=7,
FREX CR19101 (1.0 eq) AN, ] pH=7, KMNOKIEHFE 15 480, HPLC i EE
RiSE4s, RBLBAS ] &S aiiA T3 3] CR194A6 (LS ILER)

[154] 7. {EEAELEY) CR19462 &1L

[155] BIR 1: CR19459 [#)iH] 4

gags.. " /-\V,O N (,"‘.-'\‘\J,.Ou\/' \8{

3
b
~— ~

e g g Molecuiar Weight: 355.26
g N Al T CR1G4BH
PO AN TN P ’ o o

et s - 3 LA
Ho': o Sert Py e o

hotscutar Weight: 382.41

ShEE

Maleoular Weight 667.78
CR19455

[156] FRELSN38(1.0 eq)T 50mL . [N, I\ DMF ¥4 fi# , B f5 IR R (1.5eq)
CR194B6 (1.2eq) , /A 50°C, HiHE 5 /DA, K NBIKBAE, IMAKEKR, Z
B CERAEEL, ARSI, SRR T 85, IRYARR LA, RERHEAL
1EA3 %) CR19459 (/S IEIR) .

[157] IR 2. CR19460 [#)iH] 4
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0
2 AN =N

o ~¢" "N HoN O O >N/ o

Boc\N/\/o\/\o/\/ ~ o I o N &
H N S Step2 HO: ©

Ho": © /

7 Molecular Weight: 567.64
Molecular Weight: 667.76
CR19460

CR19459

[158] FRAL CR19459 (1.0 eq) T 50 mL HIVHENEH, SO 30% TFA S FIRE,
FIMBEFE 1N, BRI, AN MTBE, Hrii[EfEk, #huE, 93] CR19460

(52 WER) .

[159] I8 3: CR19461 [#)iH] 4%

HN "

Moleculas Weight: 737.77

CR1%203

ketecutar Weight: 567 A4
Stepld

CR19860

Maotecular Weight: 168,38

CR19461

[160] FREX CR19460 (1.0 eq) A1 CR19206 (1.05eq) , HOBT (1.0eq) T 50 mL #: [
B, N\ DME /i, FEJSIIN DIPEA (2.0 eq) » FiRMHEER, RIS H] %=

T3] CR19461 (EMZ ILER) &

[161] IR 4. CR19462 [{)iH] 4

CR19461
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[162] FREX CR19461 (1.0 eq) T 50 mL A, 0\ B H AR, FEJS A 10 mM
PBS ZEpP, VKA EIHERE 10 %8, pH=8-9, M 0.1 M NaH,PO. V¥ pH % pH=7,
FREX CR19101 (1.0 eq) fNAN, #=#l pH=7, MIKEHFE 15 480, HPLC H 5k
Ri5E4r, RMRAS KRR T13 3] CR19462. (S5 WER) .
[163] KHRALT BRI 7732, Al LA A& 3 A i Bk BB AR L A1) -

SHER 3 FERISER

[164] #%H Reichert SPR4 fi I F AT SELS, 4 505 73 ¥4 CR194AR 5 FOLRI.
TRPV6 {1321 77 H CM5 & A4 SR ECEC AR FOLR1 COXGEARM, 5245 11241-HOSH) .
TRPV6 (Acro, $'5 MAES) . SEIG4E R FE 1 Fin:

F 1. SEM IR SS R

B (FOLRI %%) KD (M) | (TRPV6 ¥i) KD (M)

CR194AR 4.54E-10 7.88E-5

[165] %557, CR194AR 1 FOLR1. TRPV6 B R4S, IS BB S a1,

[166] 5 ik N5 20, A i ) HA AR IERAA A 540 5 10 N 1 4 R A i 52 A 220 BlAT
RAFIIZEATTT o

SHEf] 4 HEY R SR

[167] FEM{EE: CR194AR. CR194X3. CR194V5. CR194AA. CR194AB. CR194U9,
CR19479. CR194AH. CR194AY. CR194AX F1 Dx.

[168] ZHfiL%: HEK293T-FOLR1 (FOLRI idFEMFEM ML) . SK-BR-3 (AFLIR
JEZNME) A HEK293T (AR 40M) » FOLR1 ZEAS[F40 M & & A RIS A EN T
#2 TR,

% 2: FOLRL/EAFIZHML R ) & AR LK

YHH R FOLRI1

HEK293T-FOLR1 +++ (FERB)
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SK-BR-3 + (KRB

HEK293T - (Rl Wik

[169] FE5F): 1640 TH I FRIEL. PG, TER-HERER. L-B& Bt
CCKS8.
[170] =236HEefE.

(1) ZHARGRIR: IRATAESITANL, Trypsin WAL, UCEETHEL, fH7H 8 440 Mt o2 0%
HEK293T-FOLR1 A HEK293T 41 i Bl 6 X 10° N4t ffd/ml, SK-BR-3 4 H b B pk
1.5x10* AN 4Hf/ml, 4 96 FLAR, BENFLAIA 100 ul FHRE 4N IE R, Rk @ & 91 v
L AL B 96 FLIRE T 37°C, 5% CO Bi FRfi i Frid &

Q) FRREINEE: SRR SRR IEHAT R MR (FFARIKE 30 uM, 5 R MR , 3t
BEE 10 MNRERSZ . AL 50 wl AR R R T2 5 1 96 LR+, 3 ANEfL, X
SERAPERTRR RS (e, BT 37°C, 5% CO2 H 356155 72 /NI,

(3) WAIER: B CCK-8 Rk, RALINA 15 ul (FLABARAERI 10%) , 37CHE
i B ) OR B4 OD EAE 1.0-2.5 Y X)), 96 FLIR £ it 550 5, B T B Fr{X (Molecular
Devices SpectraMax iD5) , 450nm 15 HUEH

(4) s ALFE: F SoftMax Pro 7.1 #HT ¥R nts, Z:VUSHILS HhZk.

[171] SEIGZE RN R 3 Pron:

% 3: X HEK293T-FOLR1. SK-BR-3 F1 HEK293T 4H g fr 4| v Pk

BER &K HEK293T-FOLR1 HEK?293T SK-BR-3
ICso ICso ICso
CR194AR 0.4 2371 52
CR194X3 1.594 5.035 4.024
CR194V5 2.17 8.284 4.961
CR194AA 0.633 18.13 5.085
CR194AB 0.58 27.38 6.149
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CR194U9 1.541 180.6 35.37
CR19479 1.19 145.7 20.06
CR194AH 0.308 346 38.78
CR194AY 0.755 5143 50.42
CR194AX 0.195 1211 132.6

Dx 1.017 1.12 0.599

[172] H13% 3 AT, CR194AR. CR194AB. CR194U9. CR194Z9. CR194AH. CR194AY .
CR194AX . CR194X3. CR194V5 F1 CRI94AA %I xF 3% A #H %t s 3 ik 19 4 Jia k
HEK293T-FOLR1 Hl SK-BR-3 {.7n Hi 1) 1Cso W AR T 52 44 AH X% 38 98 1 40 B ik
HEK293T. AW, B3R E R T 5 A OS2 AR RIS AT AH DRI H98 RL AL, 7E40
i e T 00 ML 398 1 T e e A B A

[173] HSEE: CR194A2. CR194A6. CR194N5. CR194N9. CR194P6. CR194P3,
CR194S3. CR194R8. . CR194L4. CR194U7. CR194Q1. CR194Q5. CR194U9., CR194R7.
Dxd. Dx fll SN38.

[174] 40 %: HEK293T-FOLR1 (FOLR1 &AM o SK-BR-3 (AFLIR
JEAM, (KX 1L FOLRL) #l MIA PaCa-2 (ASRIREAML, A%k FOLRD) .

1751 EZGH: 1640 FEMERIEIFEE. Mg . HHER-HERER. LB
CCK8.

[176] SEE54RAE:

(1) ZHARGRIR: IRATAESITANL, Trypsin WAL, UCEETHEL, fH7H 8 440 Mt o2 0%

SK-BR-3 Zll Uk Bl 3.0 X 10* N4 fg/ml, HEK293T-FOLR 1 41 U a 1.5 X 10* 441 i
/ml, MIA PaCa-2 i # % i 2.0x10* N4l Jfd/ml, %5 96 FLAR, BEAFLIIA 100 pl #ike
(KO0 LAV, A BRAR 15 B M Ik s o BRFL o KR AF 4 9 96 FLAR BT 37°C, 5% CO»
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Q) FRREINEE: JGRE SRR IEHAT R MR FIRIRIE 30 uM, 5 5ER MR , 3t
BEE 10 MRERSZ . AL 50 wl AR R I 5 19 96 LR+, 3 ANEfL, i
SERAPERTRR RS (R, BT 37°C, 5% CO2 B 3561555 72 /NI,

(3) WAIER: B CCK-8 Ry, BALINA 15 ul (FLABIRAERI 10%) , 37CHE
T8 B ) O &= ODEAE 1.0-2.5 Va4, 96 FLIR 2: it F24R 55, B T B R 1Y (Molecular
Devices SpectraMax iD5) , 450nm 13 HUEH

(4) s ALFE: F SoftMax Pro 7.1 #HT ¥R ntE, Z:VUSH S ik,

[177] SEIRERAIT R 4 Pios:

% 4: X HEK293T-FOLR1. SK-BR-3 fil MIA PaCa- 2 41} (147 35 ok

#ﬂ;g% HEK293T-FOLR1 MIAPACA-2 SK-BR-3
ICso ICso ICso
CR194A2 1.069 20.15 12.6
CR194A6 2.513 15.54 1.719
CR194N5 2.754 19.79 3.204
CR194N9 4.957 16.9 3.239
CR194P6 200.9 434.8 283.1
CR194P3 1.473 75.28 20.27
CR19483 0.76 10.04 1.051
CR194R8 0.269 0.412 0.537
CR194L4 0.436 23.76 /
CR194U7 18.66 148.8 29
CR194Q1 0.935 / 2508
CR194Q5 0.908 1.35 126
CR194U9 26.04 1064 237.5
CR194R7 0.132 262.5 62.42
Dxd 1.677 110.9 /
Dx 0.995 5.529 0.569
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SN38 0.943 7.027 0.947

TR 47 FORAKRPA AR 1Cs fH -
SRR 5 CR194AX. CR194X3 fl CR194AR 7E CDX A b 25 3220 9T

[178] =236 B WFRAR LS4 CR194AX. CR194X3 1 CR194AR 7F FOLR1 it 3%
1AM 293T-FOLR1 4H gtk 2 T AR (CDX) HHIZG5K.

[179] CDX #7#Y. 293T-FOLRI1

[180] SEENTT%: MGMERIFIIAN, #MT BALB/c-nude /NRAMIEZ N, iR AR
P13 100-150 mm?® I FENL 2, 5 BEARBIG MG L, fEAEE | RIFIRAZA,
R4S R — IR A RG2S, BEIKES, SABTN 10 we. SHEH)E,
WAL T IR A K SR TR B AT A, BAR N G SRS e B 1, 1R
BMYOKIGOL, EEIGMBEECE O, RIS, B e R EHEN. 2555, &4
WS 2 N RARTE, THEARERLE, FR LU RIS MR KA, 8, JHo S
FAARA AR R AR R . TR R AR 2 SRR AR

AR AN TV =05a X b%, Ha Z2RINEKRE, b ZMENER.

[181] SEERZERWITR 5 Pron. HSEIRLE A AT A, WA CR194AX. CR194X3 Al
CRI94AR 1) 2% Ik 25 2477 %8 N R I tH A [RIRR 2 1 ot A il 7 o CR194AX
CR194X3 Fl CR194AR fEH 55 E (3 mg/kg) T, SHMEXIEAMEL, #H Sy
BAEKMIER: fTEmAIE (10 mgkg) T, SHITEXRRZAAALL, #A R RHUR A K
MIFER, B fE H s R E A G, SRR 5 Bis.

# 5: {F 293T-FOLR1 AUk B N R AL AL (CDX) HIIZIAL

FOLR1 | TRPV6 EUIEES

IR A A EHAFE | #HEKTF | (TGD (%) e ZE (D
-5.94 1 mg/kg (551, 8, 15°R)
CR194AX 73.35 3mgkg 1. 8. 15K)
97.95 10 mg/kg (35 1. 8. 15 K)
53.15 1 mg/kg (F 1. 8. 15°K)
CR194X3 | 293T-FOLRI | +++ - 64.80 3mgkg 1. 8. 15 K)
89.98 10 mg/kg (351, 8. 15 K)
9.95 1 mg/kg (551, 8, 15°R)
CR194AR 58.21 3mg/kg (B 1. 8. 15K)
96.37 10 mg/kg (35 1. 8. 15 K)
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SHEf] 6 BB SWEERE CDX REP R A

[182] S2ZG HAY: WFRMBEMAILSY CR194Q1. CR194V5. CR194AH. CR194X3.
CR194U9. CR1947Z9. CR194AB. CR194AX. CR194AY #1 CR194AR 7f CFPAC-1 [
CDX R 25 %%,

[183] CDX 7. CFPAC-1 (A JE I 40 )

[184] SEEGTT%: MGMERIFIIANM, #MT BALB/c-nude /NRAMIEZ N, iR AR
P13 100-150 mm?® I FENL 2, 5 BEARBIG MG L, fEAEE | RIFIRAZA,
WRAE/DNREE— IR IEE RS E, BTG, S26E0N 10 wg. UGG,
WA T iR AR K SR T X SR AT NI, AR N B KIS ST, TR
ARG, A EIMEEACIE O, IRES . #E e RGN SHEH G, B
WS 2 NRRE, THEARERE, FRUER-R RS M KA, 58, JFr &
TR AR ORI . iR AR R S Fabr . IR AT AR TV =05a X b2,
Hopa 2R RKAE, b &MERER.

[185] SEIGZERWITER 6 Frac. HSLINS R, WK CR194Q1. CR194V5.
CR194AH. CR194X3. CR194U9. CR194Z9. CR194AB. CR194AX. CR194AY #l
CR194AR % /N, CFPAC-1 [ CDX JivJRg 45 78 34745 55 U F 4 i /6 o

o &
mies | B | D | ey L) LA I
(4
CRI194V5 85.11 25 mg/kg (5 1. 4 7. 10~ 13 J0)
CRI94AH 81.64 25 me/kg (5 1. 4 7. 10~ 13 J0)
CR194U9 83.85 25 me/kg (5 1. 4 7. 10~ 13 J0)
CR19479 90.26 25 me/kg (5 1. 4 7. 10~ 13 J0)
CR194AB 71.60 25 mg/kg (B 1. 4. 7. 10, 13 K)
93.84 25 me/kg (5 1. 4 7. 10+ 13 o)
CR194Q1 99.84 50 mg/ke (5 1. 4 7. 10+ 13 )
CEPACL |+ ) 99.75 75 me/kg (5 1~ 4 7~ 10~ 13 K)
87.71 25 mg/kg (B 1. 4. 7. 10, 13 K)
CR194X3 98.53 50 mg/ke (5 1. 4 7. 10+ 13 )
99.70 75 mglke (G 1. 4 7. 10+ 13 )
CRI94AX 99.54 50 mg/ke (5 1. 4 7. 10+ 13 )
CRI94AY 33.46 50 mg/ke (G 1. 4. 7. 10+ 13 )
CRI94AR 99.55 50 mg/ke (5 1. 4 7. 10+ 13 )

KHEB 7 RERAEEYX HuPrime®RAEBHE PDX R
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[186] <256 H 1Y : (BBEIL 54 CR194Q1.CR194X3.CR194AX.CR194AR 11 CR194AY
7E OV2423 [ PDX #5Y F [ 25 300 R

(1871 HEAL: OHSUEIYERM OV2423, KIFTHREREDEAR CRE) FIRAF

[188] KI5 MHERIFAMR L8, AT BALB/c-nude /)N EUABCRTHEZ T,
R AR F 80-160 mm® I FENL A4, BB BB AR 254, fEAHE 1R
42y, MR DREIE XA RS ZE, BTG, G268 10 we.
AW, WIERE T MR A SRS BN AT AR, BAR N A LI s
RGN TE, TREMPOKIEL, EEMMBEIEN, R, HEAITERER. 24
G5, BEWE 2 RANRAEE, THEAERFEAE, [ PR~ RIE MR KR,
7, JETES IR ARAR AT iR 2 R e A AR AT 2R S R A

R AN TV =05a X b*, Hba BRI, b2MErEe.

[189] SEIGZERWITR 7 Frac. HSEIRS Rl &n, WA CR194Q1. CR194X3.
CR194AX.CR194AR Fl CR194AY 7F FOLR1 AR IEAET OV2423 v 5 I H AR F 1130
o K E T

DRE R FOLRI | TRPV6 TGI(%) T/ A

CR194Q1 100 25mg/kg, (3 1. 4. 7. 10, 13, 16 K)
CR194Q1 100 50 mg/kg, (25 1. 4. 7. 10, 13, 16 KD
CR194X3 84.02 10 mg/kg, (55 1. 4. 7. 10, 13, 16 k)
CR194X3 | OV2423 9+ - 94.92 25 mg/kg, (55 1. 4. 7. 10, 13. 16 K)
CR194AX 99.41 25mg/kg, (1. 4. 7. 10, 13, 16 KD
CR194AR 99.37 25 mg/kg, (55 1. 4. 7. 10, 13. 16 K)
CR194AY 92.16 25 mg/kg, (55 1. 4. 7. 10, 13, 16 &)

SR 8 MR AWTE MIAPaca-2 AJBEIRESRE BALB/c nude /PR _ERIZ 4
i

[190] =236 HAY: WS BRI AR &5 1F T 5T MIAPaCa-2 A Sl 41 i j T~ 2

FELART T80 AR BB 70 55 PR G 52 T

[191] FESES: BECE =AY, F PBS & E, &S5RI H A PH A
VERRE BRI 0E, ) Ol PR AR 2R S K AR BRI B AR R s, & H .
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[192] L3755 HHERIFRMR AL, #AT BALB/c-nude /N EUABCRTHIEL T,
R AR F 80-160 mm® I FENL A4, BB BB AR 254, fEAHE 1R
42y, AR DREIE XA B E, BEKEN, S2168F08 10 we.
AL, WIEEE T MR A K BT BN AT AR, BAR N SEREN )
RGN TE, TREMPOKIEL, EEMMBEIEN, R, HEAITERER. 24
5, MAWNE 2 RNEARE, tHEAREARE, FREERE 2 kAR RO E
KAt mAE, ISR AR AT iR 1 22 R PR AR AR R S AR bR o R AR
XLXATV =05a X b2 Hipa @&ME0KRE, b &MBINERS. SSI®RTHITE 8

o

HA | B | WRY | FE (mgke) BIHA THRIGE A

1 6 Xf He

3 6 CR194L4 100 iv B3 R—IK, 4256k (q3d*6)
4 6 CR194A6 100 iv B3 R—IR, 452531k (3d*3)
5 6 CR194N5 100 iv q3d*3

6 6 CR194P6 100 iv q3d*3

[193] WK 1A-1B 7R, CR194L4(100mg/kg iv q3d*6) A1 CR194A6( 100mg/kg iv q3d*3)
X MIAPaCa-2 47198 R R85 4F . CR194L4 (100mg/kg iv q3d*6) 7EH—Ik4G% )G,
A E— BB REAS, (MRS INRED G, 1210457, ik E( 2218 FHIRE:
CR194A6 (100mg/kg iv q3d*3) 7L H d2 JET-— RSLieshyy, [FA S shy ik &
0 2SR : HARU LIRS AR A £ SAS R PIRAS, (HE BRI .

Wi 9 AREMEALE Y CR194AX 7 ICR /MR RS
[194] 23 HEY: CR194AX 7F ICR /MR _E K22 4 PEVEAY
[195] eSS : FREGEER CR194AX, H PBS Vf#, 0 ERBMEERE & pH
Sy ORE SRR, e, L E PBS R RRR B TAE MR ERE AT, &

[196] SEFGITH: 3 ICR /MR (HEPE, 6-8 JAie, 1AM 25g /24 MRAEAEERNL A,
DA RIS 2, RN REE R E RS 20E, RS, SZEPUA
10 pl/ge AL, RIS I FAT AR, SRR snEsh k. RR
ARG AR RIS BB 8. WD E RO BEEIIE 2 DU
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R, BE—IRAHIaMEE 8 K. LI HAT, KT, BRERRE, BUAF. MR, F. B
H BT 10%AE/R S0 PR 2 i HE 38 A ahdEs: PREUE &R EY, H PBS
VAR, IS B (B M VA TR B PH g R KR SRR, 1R, FH O e A HE KRR
BRBBI LA MR FERE s, & H .

[197] LIRS0 CRIYAX 50mg/kg, FEHESZ—IR, 253K (qw*3) FlfE
SRGA—IR, H%5 6K (q3d*6) , HHARKRHI/NRILT, /NRCPRIRE TRER
Mt 10%, SoREAFRITN 2 CR194AX 25 mg/kg q3d*6 45 231 R /N R AE TS,
NI E N AR 5%, s RIFII M (LB 2A-2B) o SEI6 2 ST,
PSS SRR MM A AHEE, S 4 R, MIEEELRENER.

S 10 fREMEL A CR194X3 7E BALB/c nude /b BL_E [ 224 2N
[198] 5236 HI: CR194X3 7 BALB/c nude /)i 122 4 MY

[199] Ff5hHE%: FREGEEM CR194X3, A PBS ¥/, HNE B MEE RIS K pH
NP RRE R, 1EE, I E3d U PBS R B RRR R TAEIRERE AR, &

[200] % BALB/c nude /MR (HEPE. 6-8 JEWS . 1A 25 ¢ £47) , IRARAEFENL 4 (&
o), HUFERIFMEZ, WEDREEL - RIEERESZE, Rk,
MUERY 10 wig. A% Z)G, KNV SYIERAT AR, SRR
WENVE TR MYOKIESL. E IREE . 5. ISE, ST R E s &
IE 2 ONRARTE, B — IR EMEE 7T R, SEIGLEHRE, AT, BRUTFRE, HUm.
L N, BT 109%48 /R B AR Ve P i HE 904

[201] SE23645 B 50 ANEAHINRY CR194X3 (150 mg/kg) M S2H4TF. S206 2% S EL
FFOE. BRRESS SRS R MM R, SEZG4/NRIATFE. BT EE LB EME

[=A
Ft o

SEHER 11 CR194AX F1 CR194X3 #E SD KB _E B4 ve
[202] =236 HY: CR194 RFMLEWIAE SD K& ) 224 PEVEY

[203] FEAES: PREUEERIML AT, HIAEIRERAIEME, NS rm s 6l s PH
NP VERIRE SRR, g, F Ead pE AR B KRR R B AR MR B R A, &
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[204] SE37%: # SD KR (MEPE. 1A 160-180 g) , WIEAEFEHLSAH (A 5
RO, AE—RIFRAEY, BIERRSE— R EEEAZE, BHIKES, 424
BN 10 mikg. LG H G, KINZYIR B IEFAT AR, BRI 1EE)
Moo REEAMUOKIER . HE, IREE. #E. 30, Wb e RS SENE
2RCKERAEHE, 43255 MEE 14 K.

[205] SEEGZEIR 5 i S L AT T NG 2 GBI 3 REFEE TR, (AR 10%.
Il R ST 7 A5 00 (& 3A-3B)
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Al & K B

Lo AR S B 2527 BRI RS2 (0 Eh, Prid i skis e 5 B LU 454 -
2 PR B 7 — G — A R )
oy
Jiv ik 25 T A4 38 B 5 5 /0 P A B8 i AN [R) 48 0 2 1 0 1 O T 44

PSR 3 -7 RO A 8 B AT B S5 -

0 ( 0 O )
_E_RG\/\X/\/X\)L\N Rl)LNa*Rl R—N Rl)l\lN%Rl ™—Rs—D
| I m m | R n n
R3 R2 | 1
\R4 R5 J P
I
D
Horr
j_ (0]
eS¥ony ot
N N
H
e}
HN
R 1% H HQN/&O

0 0
Y

. o

R1 % E M7 H 3% [ 82 1 -CH2CHLC(O)-NH-;
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EHRl—)klN an Rs—D
R n
|
Ts
Ry 5 H M7 Hh i AN D
O
_g_Rl_R_i\T Rl)‘\lN);Rl}? Re—D
Ro Rll 1
TS
Rs 7% [ M7 H 3% [ EUR D
O O
E{(Rl_)}\N%Rl]‘R—lN‘[(Rl)I\IN)—RlJ”Rs—D
IR mfm R, Rln n
3 I:q 5
Ry & [ M7 M 3% 5 A D

Rs & EH M rHu ik H 8. -(CH2CH20)3-CH2CHz-+ -CH2C(0O)-NH-CHa-

0
-CH2C(0)-+ -CH2C(0)-NH-CH2C(O)-# H ;

0
g% e JOL
. ON=N A NH--,

Re % [ J0 7 13 176 1 5 O

X &% B 5. C M O;
m & J AR  0 B 1

n £ H MO HE 0 B 1
pNOEKI1;

qN 1% 45,
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D NH B o
2. A EBAL S WL 25 BRI I ER, PR IR S BAT U 45 .
% FEAR 8 7 — (R %5 —A A ).
oy
Jiv ik 25 T A4 38 B 5 5 /0 P A B8 i AN [R) 48 0 2 1 0 1 O T 44

PSR 3 -7 RO A 8 B AT B S5 -

\
Q r “
o5 O o O
“\/\A)l A f )L Ry B__ 3 fR ‘)L\I
R, \ﬁf — B 173 Rs—D
8] 1 : 33\{ ® i 2 \. Rl
R, ; P
1 Re >,
°
D
Hor
o] 0
—§ /N(HKN /
H
o]
e
R % H HN" o

0 0
Y

. o

R1 % E M7 H 3% [ 82 1 -CH2CHLC(O)-NH-;
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EHRl—)klN an Rs—D
R n
|
Ts
Ry 5 H M7 Hh i AN D
O
_g_Rl_R_i\T Rl)‘\lN);Rl}? Re=D
Ro Rll 1
TS
Rs 7% [ M7 H 3% [ EUR D
O O
E{(Rl_)l\Nale}R—lN{(Pﬁ)l\lN)—R1]7R5—D
IR mfm R, Rln n
3 I:q 5
Ry & [ M7 M 3% 5 A D

Rs & E ST HI% [ &, -(CH2CH20)3-CH2CHa-+  -CH>C(0O)-NH-CHb- .

o) dﬁ_
ST

-CH2C(0)-+ -CH2C(0)-NH-CH>C(0)-#
m & J AR  0 B 1
n £ H MO HE 0 B 1
pNOEKI1;
QN1 & 4 BE
D A B o
3. —AMEBARALE W2 BRI, IrR R EAA L S R A LU S5

% FEAR 8 7 — (R %5 —A A ).
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Jiv ik 25 T A4 38 B 5 5 /0 P A B8 i AN [R) 48 0 2 1 0 1 O T 44

PIT IR S A% - RO AR B AR S5
O
IA}\I;;R%?RE,_D
o

0O
R
o Al
R X N Re
< ) \/\X /\/ “, N R .
HN

H |
D
H,N7 YO

Horpr

R1 % E M7 H 3% [ 82 1 -CH2CHLC(O)-NH-;

Ra % H A7 1% [ S

Rs & EH M rHu ik H 8. -(CH2CH20)3-CH2CHz-+ -CH2C(0O)-NH-CHa-

0
-CH2C(0)-+ -CH2C(0)-NH-CH2C(O)-H1 H ;

0
o 1
0 . ON=N A1’ NH%}

X % EHMA % 5. C Al o;

Re 7% H M 711 5 5

n & FJ A 0 B 1;

qN 1% 45,
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D NH B o
4. AR BRSO 25 BRI I ER, IR B IBA L S BAT U 45 .
2 PR B 7 — G — A R )
oy
Jiv ik 25 T A4 38 B 5 5 /0 P A B8 i AN [R) 48 0 2 1 0 1 O T 44

JI iR 3 17 RO A T BT BL N S5

Ho
R1 % E M7 H 3% [ 82 1 -CH2CHLC(O)-NH-;

R3 % H 357 Hui% 5 S A1-Ri-R-NH-Rs-D;

O
H
#RAWF(r“%
R, |m S

Ry A B
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(0]
SRR
Q j k N, P
S (6]
HN

HN

Rﬁgmm§> Zil HMA%

Rs & EH M rHu ik H 8. -(CH2CH20)3-CH2CHz-+ -CH2C(0O)-NH-CHa-

-CH>C(0)-NH-CH2C(0)-H1-CH2C(0)-;

0
O _OH
g% e JUL,
o) . N=N A NH3-,

X % EHMA % 5. C Al o;

Re 7% H M 711 5 5

m & J AR  0 B 1
QN1 & 4 BE
D A B o
5. AR W2 BRI EE, IrR R EAA L S R A LU S5
% BCAK T 5y — (R HF—A B8 g
Hop
FIT I 2 TR A 350 4060, 25 22 /0 T A BB 1) AS () 400 R 1 9 O T A

JI iR 3 17 RO A T BT BL N S5

o O O H @)
)J\ R N\)]\ _~Rs~D
—R X N-HRs R N/\( <N
N ' l H ! H
X l m Im £
R Rj3 ) \I:j
4
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Ho
R1 % E M7 H 3% [ 82 1 -CH2CHLC(O)-NH-;

R3 % H 357 Hui% 5 S A1-Ri-R-NH-Rs-D;

o) O H @)
N Rs—D
%{{Rl)klNa_RlHH/\“/ \:)k H/ 5
R3 m m O Z
R4 WA ::

0 0
Y

Rs & EH M rHu ik H 8. -(CH2CH20)3-CH2CHz-+ -CH2C(0O)-NH-CHa-

0
Joas
}g\)I\N
-CH2C(0O)-NH-CH,C(0O)-+ -CH2C(O)-# H ;

0
O« _OH
g% e (L
0 . N=N A0 NHZ,

X % EHMA % 5. C Al o;

Re 7% H M 711 5 5

m & [ M7 0 B 15
qN 1% 45,
D N S .

6. MRIEBUFIE R 1 Prid B BAL & B 2552 Erl 2 ik, P ROy
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7. RIFEBANER 1-6 FAE—TUITIE AR S W B 2557 ERl sz dh, K

R H-CH>CH>C(O)-NH-.

8. MRIEBOFER 1-7 AL — TPk MAE B A AL S B 255 Bl 52 i &,

Rs N-(CH2CH20)3-CH2CH:z-

9. MRIEBONER 1-7 AL — TP IR M8 B AR AL S B 255 Bl 52 i &,

Rs N-CH>C(0)-NH-CH2C(0)-.

10. MRIEAANZR 1-7 HAE— T id R AR AL S B 2557 ERl sz i dh, A

Rs N-CH.2C(0)-.

11, MRYEAAN R 1-7 A — Tk B4 AR AL S W B 227 B Rl A2 (8L

0 o)J%_
MH/OA |

Rs N

12, RYEAANER 1-7 HAE— T Id AR AR S W B 2527 ERl sz i Eh, A

Rs N-CH>C(0)-NH-CH>-.

13, RYEAANZER 1-7 HAE— T id AR AR AL S B 2527 ERl sz (i Eh,

Rs A~ #&-CH2C(0)-NH-CHb- o

14, MRYEAANZER 1-13 AL TR IR (A8 DA AL S B 25 5% bl 3552 1

Fom SEMHA 0 1, HanNo,

15, MRYEAANEER 1-13 AL — T IR (48 DA AL S M B 25 5% ] 4552 1
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om0, Hn&AMMHA OB 1,

=

16. MR HE AR E R 1-13 AT — T pr ik i A AR AL & P El L 25 2% BT 52 1 28,
Fm N0, HnkoO.

=

17. MRYEAANEER 1-13 AL TR IR (48 DA AL S B 25 5% ] 4552 1

T mANO0, n N0, H RsAZE-CH.C(O)-NH-CH»-.

18. MRHEAUANZER 185 3-17 A — T A R AR AL S W B 2527 BRI (1 A

HHReN O
19. MRIEBCF)ER 1 8% 3-18 AL — T Frid (AR AR IL A B L 2522 T B2 K £6,
o)
—E%;\
Hr ReH 0 , H X Nk,

20. MRHEBUANEER 180 3-18 A — T ik IO KR AL S W B 2527 BRI 8L

Hd Re N O , HX H~NoO,

21, MRHEBUA R 180 3-17 A — TR R KA AL S W B 2527 BRI (8L

~§(&§%

Hp Ry N=N
20, HRAERURIEER 21 ik BB (L S B 252 T ik, Hoh X N,

23, MRIEBUAN R 21 Frid (A A AL S B 25 5 Bl 332 1 2k, b XA O
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24, MRHEBUAN IR 180 3-17 HAE— TR B BB AL S W B 2527 BRI 8

Oy OH
;E;im{

Hooh Re Ny

25, MRIEBUME R 24 Frid R BARL S VB2 52 B R A9 EE, b X 8.
26. MRPEBUME R 24 Frid R BAR S EILZ 52 B2 A9 EE, b X 8 O,
27. MRPEBUME R 1-2 B 7-26 AT — T ik A B A AL A B 2 22 BRI 52 1

J%IIIZE’ :/H\:E'jpy\j()o

RIEBCRER 1-5 sPAE— TR M8 B AR AL S B L 255 Bl 52 (1 3, Hor
PR e 7 RAT R B N AL 45 -

28.

o

o] (o]
E;N(\/\/\/l?\ H 0 O/U\NH (o)
o N © N ® N N \/\0/\}‘/
lo) H

&%%/gffrwww

N N N W N

o

HoN (o)
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