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[114] FXHLCR19419 (1.0 eq, ZMWZWEDR) T 50 mL B OJEF, A DMF {f H%E
fif, BEJSINAN CR194F) (1.0 eq, 1% WEI7R) - HATU (1.1 eq) #1 DIPEA (2.5¢eq) ,
25°CF, ik 4 /BT RBSERESE, M RBIREBINEERAKH, F R OBEER =, A
HURHH KBS, WA #hakise, AHUE T3 3] CR194AQ (Z5MZ KR .

[115]1 32 (Step2) : CRI4AR H#H#%
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CR1I94A0

B A R R R

DR

e Nigtenutar Weight J008.88
CRISHAR

[116] FXEL CR194AQ (1.0 eq) T 50 mL £ ¥, A DMF:7K=1:1 K78 & VAR 1 H:
i, MRS CR194KO0 (1.2 eq, Z5MZIER) A Cul (1.0eq) , 25CH, k4
NI o R SERESG, MBS HI AL, B4l A T3 3] CR194AR.

[1171 2. {BEiEL 5% CR194X3 & 1%

[118] IR 1: CR194X0 [#7H] 4

ool J“
Fione \"‘1/\ NI K!ﬁ'
& :

S

[
Molenulor Walght: 81588 ../ \\ R — -

CRBax

Molgoutar Weight: 531 5§

s
[119] #XHL CR19419 (1.0 eq, &M NEIR) T 50 mL B OEF, 1A DMF {f H%E
fitt, SR CR194W9 (1.0 eq, &514Z WEIR) « HATU (1.1 eq) M1 DIPEA (2.5 eq) »
25°CF, Pk 4 /NEF. RBSERESS, R SRBIABEEE K, B, Jak, JEEEH]
FE R K%, JE T A5 3] CR194X0 (455 WEIRD .
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[120] DB 2: CR194X1 [ 4

[121] #FHL CR194X0 (1.0 eq, #WZIEZR) T 50 mL B OfEF, 1A DMF {f H%E
fiE, VKIBBEIE, SRJGIMAN DBU (1.1 eq) VKNN3 /N, e 5e B8 fiols I iy EIN
MTBE it B4k, 38, JE9HH MTBE ¥ =i, EHZ&THE CR194X1 (5= LK

R e

[122] £33 (Step 3) : CR194X2 il %

&

b
PR D NS
T A o

o Reotoas Wl 370

/
Lo o
e

p
Y 4
o3 ’,

CR194X1

[123] FREL CR194X1 (1.0 eq) T 50 mL ¥, oA DMF %M, BE/EMA
CR19424 (1.0 eq, Z#Z WIER) . HATU (1.1 eq) 1 DIPEA (2.5 eq) , 25C'F,
PiRE 4 N RSERSE, W RSIBEIARERAKY, MR OBRAER=%, AKX
ek, WAIEEIKEE, AHUAE TSRS CR194X2 (SIS KR .

[124] 3% 4 (Step4) : CR194X3 [hl4%

Aloiorider VR MWL

SR AT
TR

CR l 94){2 ................................................................................................................................................... -
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[
RS T

J
A T S

RO
)i.\.

r
Hahd

Modeuar Weighits 314048
CR1G4N3

[125] FREX CR194X2 (1.0 eq) T 50mL LU, NN B H AR, FES A 10 mM
PBS Z1Pil, UK EIGLEE 10 208F, 2 AMEMBE, pH=8-9, A 0.1 M NaH,PO4 /i
%7 pH % pH=7, #RHX CR19101 (F5Z WER) b, 56 pH=7, RBIK#F:
15 43%h, HPLC "=kl 58 4, RSB il % 52 200R T3 2] CR194X3 (ZZ
B .

[126] 3. {BEAALEY) CR194AX 5K

[127] IR 1. CR194CZ [ 4%

L a 2 o
. | Hoog Hoo§
VRPN N N
~. 1 ~ Z = H
i ¢ V\\;/"‘Q.
£ Meisraar Weight 570 56 § 9
~ R
CRIS4BF oo
T
Motsaser Weight: 338582
Stept CR18ECE

[128] FXHL CR19419 (1.0 eq) T 50mL 9+, AN DMF I, SREMA
CR194BF (1.0 eq) , HATU (1.1 eq) 1 DIPEA (2.5eq) , 25°CHitdt 4 /Iit. M5
Y5, KR SR BB K, IR CEEAE =00, AU A KBRS, MR 5Kk,
AN EAS 2] CR194CZ.

[129] DI 2: CRI194AW 1] %
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a
o a
i

P9 Ho& Hed, o~ o Q "
Eg 1 b g T N ST Y : H B ey Ry S
e ’()»‘h‘v”“ S ;\3 g ) t - ,»‘E-\,/\\,-""“\{*N\ - \N/ ¥ N\f
. SN HO ! AR S

i L; --------------------- -~ {j hd
Molecular Weight 52882 7 Moleosiar Weight 98102
CRIGLAW

CRIGACT Rtepd

[130] FREX CR194CZ (1.0 eq) T 50 mL $ 1, I TFA:DCM=1:1 &, N5
ANBE S OSITERE IS, ON S R S N EI N MTBE Hif &, 1338, JEPFH MTBE
W=, HATHAA CR194AW,
[131] B3 3: CRI94AX [Hfil %

WangRasin

LAY

[132] A A B Fmoc 2 S HESEIL CR194AX (16 . F A 24 8 T I8 AH Jse B2
v, TN DMF, ®As0RERH, AW IEEK 30 48 I Fmoc-Arg-OH. DCC
MIDMAP, 25C, M3/, 5 HESER BT AAENE St 1 /N, FEH DMEF #E5 3 4K,

H DBLK Jit B34 g | () Fmoc {47 5 4, F F] DMF ¥t 5 {X, ##X Fmoc-Pro-OH, HOB,
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HI DMF &£, 0°CUkKzKuy A B8 E B I DIC, RAMEHEIL 5 28, RizEm
TN L3R S LA AR, SR 3 /N i, il TR, i S RLEE (R HE 3 3. )5 A DBLK
i k% Fmoc fR#FFEH, EE BB B, % B4 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 PA S MRS, Al 4%7K & it /DMF
WG dde fR4%E, HEH] DMF Bt 5 4K, A CR194AW, HBTU, DIEA, S 3 /)
i, RRISEEESG DMF ¥k, DCM P, MeOH ¥iisk, MHIRZANT, MG RER
R I LR, RAEVBEL N MTBE H, #7 i[5 44, H MTBE ¥t , 43 2IF &, #HL % £ Pre-HPLC
il %13 5] CR194AX.

[133] 4. {EEAILE4Y) CR194AB K&k

HoN
N NH
HN y
; v HO
{ —f '\ f";C
: @ E Ty
HOL A AUSING A AR N Mo ™ r
i R f Y Y "“rsNH
SRS fﬂf o
R { { 8
tH 4 \ Y= bH \,
¢ O HN
X o 3 -
Ny =0
¢ CR194X2
Os .NH' —_—
Mofzoular Waight: 2569.81 gS}L? o Lo
{
HN
- &
Ct..OH i
T
g o NH
CR194H4 ? A [ J}
AN e A
N '\‘: \\ RS
A K H
HMNTNTN
N,
Y
i )-—o
B IR
i ;q NHO .,*\N/\/ el
i
,:.g ¢ \Or! hN o
{ Lo
!
it
S
) e
Nulecutar Welght: 4668.00 " r\l
CR193AB Vo g > g
o” Ol s Q\ PN R NN P

wrt

j J h 7 ;{ '\) L\o

HMNN

[134] FREL CR194X2 (1.0 eq) T 50 mL 5 )R+, N FEEEH A, BEE I 10mM
PBS ZE, KISV EHEE 10 A8, EAMEMNW®, oH=8-9, flIA 0.IM NaH-PO. i
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%% pH % pH=7, #REL CR194H4 (FEHZIERD N, &6 pH=7, KREIKEHFE 15
4reh, HPLC Pkt S 584y, IRSBASH &R 20R T13 3] CR194AB (£51#4Z WK

R e

[135]1 5. {BBEEY) CR194A2 HIE K

[136] 3 1: CR19498 [F)ihi] %%

\ 2

T &3 SN
S w4 B0 2 A o
ﬁﬁm{ﬁk( PN SN o Eoo-Ghy-0H B 4 ::gsz Nk
N N 2%
HYTL o Siep~1 Step-2 P

S

Molsoutar Weight Bolecuar Weight: 492.53 ot
392 41 R1 o st S48 71
Sed CR13438 Moleouiar Weight: 548,70

CR1949%

[137] #XHL SN38 (1.0 eq) T 50mL H LR T, M DMF &, BEJE A (Boc)20 (1.2
eq) M DIPEA (1.5eq) , =\EHHIIR, TLC skl Rise, & MBEIAKF,
EtOAc ZHL, ANHE TR T, L8455 CR19498 (HHZIEIR) .

[138] 3 2: CR19499 [F)ihi] %%

[139] FREX CR19498 (1.0 eq) Fl Boc-Gly-OH (1.1 eq) T 50 mL . LIRS, I\ DMF
VR, VKIBVAAE), NN HATU (1.1eq) , DMAP (0.1eq) #1DIPEA (2eq) , FJ5#%
FOKIB IR 1N, INAOKEE K, EtOAc 2HL, AL T KB T, I8k fe
713 3] CR19499 (4iMZ IWER)

[140] B3 3: CRI194A0 [F)H] 4%

HO P

o} HoN
BocHN Molecular Weight: 449.46
Molecular Weight: 649.70 CR194A0

CR19499

[141] FREL CR19499 (1.0eq) ¥&T 30% TFA & W iAW, =imhtd: 1 /I, s
LV iE 26 5% 25 DCM Rl TFA, FEJSIIN MTBE, #rHi[E A, #ijgfsE] CR194A0 (45

2 WERD .
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DR 4. CR194A1 [ %

f)\\\_! Ny
NH
I
e o .
iy I % o 0
‘\\-\ ~. f‘)\N "H\-\/ N T e e .\\\ " ™~ *—-‘\1 A
i a0 S
g d N (j Q'f": g

Mataoular Weight: 37,77
{ CRAS206
Hol ) Step-d
Malsoular Weights 449,48
CR19448

H
N

O 0
/ o} (o)
sy N o
(o] H 5 H o
HN
A

H,N™ 0
Molecular Weight: 1048.12
CR194A1

[142] FREL CR194A0 (1.0 eq) 1 CR19206 (1.05eq) , HOBT (0.1eq) T 50 mL ¥
I, NN DMF 5@, RGN DIPEA (2eq) , =R, KNTRASH & R4l
HT133] CR194A1 (F5HZ WER) .

[143] 385 (Step 5) : CRI94A2 il %

5~
N Vi
R e
== HN—E
H, o
2 %
¢ 9 PN Y4
J r o 3 i '/N‘\ N:k}_
CRY: e o . 1
RFN # ('_! Fow Gy
"R 19+ R e - 2N
CR1%4A1 o | §aZ L
Sapd Hoi - o
HN"

Molncutar Waight: 3140.49
CR184A2

[144] FREL CR194A1(1.0 eq) T 50 mL 5 L, o\ B AW, FE I 10 mM
PBS ZE0[, UKIGAEIHERE 10 43%8F, pH=8-9, M 0.IM NaH.PO, i pH & pH=7,
FREX CR19101 (1.0 eq) fNA, F=#l pH=7, KMMNIKHGHHE 15 940, HPLC 43R %
RE564r, JRMLHAS ] #ARAAR T3 3] CR194A2 (H5iHZ WER) .
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[145] 6. {BBEELEY) CR194A6 HIE K

[146] IR 1: CR194A3 [#)7H] 4

Qe NH;
LNH
- AN -
Boc ] R i
NI ! i S N'\
s 7 g BRI i ]
) o i
j ‘ o
S N N
[0 § Moleouter weight: 955.04 O 0 0
i JRENE ez = i Ho0.
H:N CR12498 HNT N e &
Molsoular Weight: 248,48 Stept GR194A2

CR194a0

[147] FREL CR194A0 (1.0 eq) 1 CR19496 (1.05eq) » HOBT (0.1 eq) T 50 mL [
B, N DMF 1@, BE/G A DIPEA (2eq) , IR, KNTRAS H & R4l
% T133) CR194A3 (G KR

[148] DI 2: CR194A4 [{)iH] 4

SO b
CRIO4ASZ —
Sten? {
Step - Molecudar Waight: 8584.8¢

CRI%4A4

5.

N

[149] FXEX CR194A3 (1.0 eq) ¥&T 30% TFA & W miEmt, =ise 1/, ¥
RNk R e 26 R 2 DCM M TFA, BEJS I MTBE, #8144, #hiEs532] CR194A4

(52 WK .

[150] B3 3: CRI194A5 (R4
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[151] FREX CR19484 (1.0 eq) 1 CR194A4 (2.0 eq) T 50mL ¥ IHEHEH, A DMF
VAR, VKIBAH, BEE I HATU (2.1 eq) FIDIPEA (3 eq) , i@k 2 /Nef,
SBEEER KV K, HriblEiE, fhiygfss) CR194A5 FM, ACHI &4k T155] CR194A5

(52 WK .

[152] IR 4. CR194A6 [F)7H] 4%

Stepd 2

CRISIGE i R =
CRIS4AS —————

PXVREES

[153] FREX CR194A5(1.0 eq) T 50 mL ¥ I, i\ BB Ly %, S NN 10 mM

PBS ZE0[i, VKIGAEIHERE 10 4380, pH=8-9, JNA 0.1 M NaH,PO, i pH £ pH=7,
FREX CR19101 (1.0 eq) AN, %Ml pH=7, ~KMNOKIEHHE 15 45%F, HPLC HisER X
RiSE4s, BLBAS T &S AiE T4 3] CR194A6 (L2 ILEIR) .

[154] 7. f{EEAELEY) CR19462 H & 1Y

[155] BI% 1: CR19459 [#)7H] 4

- . PR & SN
ED{a«.N/ \V.«O»\_/ \O.J ST
by
™ 3
e - Molecular Weight: 355.26
Hownn")::'{\ -y T CR194B8
A Y
\l‘;j;} : \ J}'SJJL Stant BOG. AT N PR e
HO: D Step § Rl ¢ A ¢ B

holecutar Waight: 382 .41

S8
Moleouiar Weight: 667.76

CR18455
[156] FXHLSN38(1.0 eq)T 50mL 5 [1EEIEH, I\ DMF A, B 5 I ABRERH (1.5eq),
CR194B6 (1.2eq) , MMIAZE 50°C, Hitdk 5 /MES, BERMEAKBAH, MAKER, &
B2 CERAEEL, ARSI TE, ST KRB TS, IRARR LVE M, TER kRSl
b33 CR19459 (S EIR) .

[157] IR 2. CR19460 [#)H] 4
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0
[o] o 0. == N
o =N HzN/\/ NN TN ~ o Py
Boc. A~ O ™O0 I o N s)
H N & Step2 HO' /— [¢]
HO"= ©
/s

Molecular Weight: 567.64
Molecular Weight: 667.76

CR19460
CR19459

[158] FRAL CR19459 (1.0 eq) T 50 mL B ITEENEH, AN 30% TFA & FIiER,
FIMBEFE 1 NE, SR REARR VA, I\ MTBE, HrHilEfEk, #hiE, 93] CR19460

(52 WK .

[159] HI8 3: CR19461 [#)iHi] 4

Hol D i Aesindafs TAT
2 Moleoular Weight: 737.77

CRI%208
ketecutar Weight: 567”4 Shens
Slep:
CR19466
o 0 L
"\ I G Sy 8] B & N g
NE NN T ST - o
A T ™ LN !l H
(_»;f N :;\(’ ¢ (\/‘\ - ‘\_.,J
L H (F)r ) 'j‘;'S, ﬁ *
(’ &
!
N
L
HNT

Matecular Weight: 116630

CR19481
[160] FREX CR19460 (1.0 eq) A1 CR19206 (1.05eq) , HOBT (1.0eq) T 50 mL #.[1
B, N\ DMEF &, BEJSIN DIPEA (2.0 eq) , =P, SOSIBRAS H#%H-
4R T3 3] CR19461 (452 WEIR)

[161] IR 4: CR19462 [#)7H] 4

CR19461
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[162] FREX CR19461 (1.0 eq) T 50 mL ¥ A, NN FEEF A, FEINA 10 mM

PBS ZE0[i, VKIGAEIHERE 10 4380, pH=8-9, JNA 0.1 M NaH,PO, i pH £ pH=7,

FREX CR19101 (1.0 eq) AN, %Ml pH=7, ~KMNOKIEHHE 15 45%F, HPLC HisER X

RISE4T, RPLBASHI & IRAE T3 3] CR19462, (SIS WER)

[163] RAZEALT HR R4 T77%, Al LAl e A F i P B AR AL A4
s 3 FERILE

[164] +%H8 Reichert SPR4 i HIF AT KSR, 43l 5E 43 ) CR194AR 5 FOLR1,

TRPV6 [FZEMI 77, Hodt CMS5 W& 7 73 AR ECEC A& FOLR1 CGREBHM, B85 11241-HO8HD

TRPV6 (Acro, $'5 MAES) . SEEGZERANTER 1 k.

R 1 SRR AE R

B (FOLRI %) KD (M) | (TRPV6 %) KD (M)
CR194AR 4.54E-10 7.88E-5

[165] %55 57R, CR1I94AR F1 FOLR1. TRPV6 M F 4, B mHE S ISERM 17,

[166] 5 Fafis 5 2SR, A H i (K EAAR AR Ak 540 -5 A0 L 10 4 R i 32 44 25 B AT
RAFIIZRATTT o

SKHES] 4 ZHRRY MG SLIS

[167] FEH{EE: CR194AR. CR194X3. CR194V5. CR194AA. CR194AB. CR194U9,
CR19479. CR194AH. CR194AY. CR194AX #1 Dx.

[168] 40ffi%: HEK293T-FOLRI (FOLRI i #F AN . SK-BR-3 (AAR
JEANME) A HEK293T (AJEJA'E4M) . FOLRI fEARNM B2 & AR IEAKEW T
£ 2 FiRe

% 2: FOLR 7EAFIZNG 2 ) 28 FA RIS K P

i TS FOLRI1

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

HEK293T - (R Wik

[169] FEG): 1640 FrHERIGIRIE. MR/FILE. FHER-HEREW. L-H2BA
CCKS8.

[170] =2I6HAE:
(1) ZHMsRAR: IRATHESIF40M, Trypsin AL WCAETHEL, (358440 Mg e 3k
HEK293T-FOLR1 #l HEK293T ZHiufifE ik 6 X 10° A4l fid/ml, SK-BR-3 ZH %8k

1.5x10* Nl fn/ml, % 96 FLAR, FEASFLINA 100 pl AR 4 fnya i, BEERAR R E A 7
s AXTIRFL. BN 4HEr 96 FLIRE T 37°C, 5%CO, B 5a R T8t 4 o

(2) FRREMAEE: JGAE SR FRIE AT R SR RE (FFUBIKE 30 uM, 5 SR ERRE) , Ik
BEE 10 MREREE . AL 50 Wl INA BT E 57510 96 fLR T, 3 MNESL, JEik

SRR RE RN ZS IR, BT 37°C, 5% CO2 Bi4a153 72 /N,

(3) WM B CCK-8 M, FALIMA 15 ul GLAWIHEAERI 10%) , 37CIHE
& EL N 1] O 8 OD {HAE 1.0-2.5 Y5 ), 96 LA 2 115 97 4R 55, B T W7 (X (Molecular
Devices SpectraMax iD5) , 450nm 132 HUE{H -

(4) B AL ¥E: H SoftMax Pro 7.1 #ATHE IR, 2B HU i,

[171] SEIG R AT R 3 B

3. % HEK293T-FOLR1. SK-BR-3 Fl HEK293T &H g [ 41 35 7k
-~ HEK293T-FOLR1 HEK293T 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 AT40, CR194AR. CR194AB. CR194U9. CR194Z9. CR194AH. CR194AY .
CR194AX . CR194X3. CR194V5 Fl CRI94AA %I xF 32 4 # % = 3 1k 19 40 ik
HEK293T-FOLR1 FI SK-BR-3 7n [ 1Cso B AR T 52 44 A % K 38 1 10 41 g A
HEK293T. AW, R EY) R T 5 4 A OGS AR B /K P AH S I 2L, 724
T e e 00 L 38 1 o e e A A T

[173] HSA{EEB: CR194A2. CR194A6. CR194N5., CR194N9, CR194P6. CR194P3,
CR194S3. CR194R8. . CR194L4. CR194U7. CR194Q1. CR194Q5. CR194U9. CR194R7.
Dxd. Dx I SN38.

[174] 402 %: HEK293T-FOLRI (FOLRI i #F AN . SK-BR-3 (AAR
JEANM, {E3IA FOLR1) F MIA PaCa-2 (AJEIRE4IML, AFIL FOLRL) .

[1751 FEK57): 1640 TSR, R IE. BER-BERBM. L-A & B A
CCKS.
[176] SZOGHEAE:

(1) ZNARGRIR: SRATAESITANAL, Trypsin WAL, WCHETHEL, 070 58 44 s o2 0%

SK-BR-3 4l U ik 3.0 X 10* 41 fie/ml, HEK293T-FOLR1 41 fufRe i 1.5 X 10* 41 g
/ml, MIA PaCa-2 4HMIA% A% 2.0x10* Al fi/ml, 8 96 FLIR, EEAFLINA 100 pl #8%
(I AT, A BRAR 15 B B Ik B s o B AL o KT 4 1% 96 FLIRE T 37°C, 5%COs
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(2) FRREMAEE: JGAE SR FRIE AT RS ERRE (FFURITE 30 uM, 5 ARG ERRE) , JE
BEE 10 MREREE . AL 50 Wl INA BT E 57510 96 fLR T, 3 MNESL, JEik
SERAPERTRB RS (O, BT 37°C, 5% CO2 #5572 /N,

(3) WM B CCK-8 M, FALIMA 15 ul GLAWIHEAERI 10%) , 37CIHE
W H ) O 28 ODAHELAE 1.0-2.5 Y8 [ ), 96 FLIR 2 ks 32 R 55, B T Bi#FR{ (Molecular
Devices SpectraMax iD5) , 450nm 32HUE{E .

(4) B AL ¥E: H SoftMax Pro 7.1 #ATHE g EE, VIS HE &%k,

[1771 SEIRE AT R 4 Pios:

% 4: % HEK293T-FOLR1. SK-BR-3 Fl MIA PaCa-2 ZH i 301 75 1k

R AR 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 FORRPE AT R 1Cs0 1H -
SEHER 5 CR194AX. CR194X3 f1 CR194AR 7E CDX A h 25 3220 9T

[178] =256 B W BB 44 CR194AX. CR194X3 1 CR194AR 7F FOLR1 it
1AM 293T-FOLR1 4 gtk 2 T AR A (CDX) HIZ AL

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

[180] sSEFNTT%: MGMERIFIIAN, HMT BALB/c-nude /NRAMIE T, e AR
P3G 3] 100-150 mm? I FANL 20, BRI BHMAZGH, ErHE | RIFNEH,
R4 R — R R RG2S, BEIKES, SABTN 10 wWe. SHEH)E,
WAL Y IR AR K SR TP R B NE AT AR, BAR N 2 SER S s BT, $%
ARG, I MBS o0, RS . BB R e i thil. A% 4)n, B
WS 2 RNRARTE, THEARERE, FR IR RSN E, 5, o
FAARA A R AR L TR R AR 22 SRR R o

MBI AN TV =0.5a X b? o a @I IKRE, beMErimEms.

[181] SEFRZERWTR 5 P, HSEIREAATA, WA CRI94AX. CR194X3 Al
CR194AR () R bk 25 25 J7 2 5 R I AN [ 2 B2 1 e AR IS il fE A o CR194AX
CR194X3 Fl CR194AR 75 E (3 mg/kg) R, HHMEXIEAMLEL, #45— Syt
BAEKMIER: fERAIE (10 mgkg) T, SRR, #A 8T HRE 4K
MITERT, B fE H s R A I, Rk 5 s,

# 5: fF 293T-FOLRL 4H PR B T ARRRHEAL AL (CDXD HHIZ A%

FOLR1 | TRPV6 g %

IR A EHAE | #BEAF | (TGD (@) ZE (D
-5.94 1 mg/kg (55 1. 8. 15°R)
CR194AX 73.35 3mg/kg (1. 8, 15 K)
97.95 10 mg/kg (55 1. 8. 15 KD
53.15 1 mg/kg (F 1. 8. 15°KR)
CR194X3 | 293T-FOLRI | +++ . 64.80 3mg/kg (1, 8, 15 K)
89.98 10 mgkg (351, 8. 15 KD
9.95 1 mg/kg (55 1. 8. 15°R)
CR194AR 58.21 3mg/kg (B 1. 8. 15K)
96.37 10 mg/kg (55 1. 8. 15 KD
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LR 6 EERELESWERE CDX BB IR FEF R

[182] S=I6 HHY: WFRABEEILASY CR194Q1. CR194V5. CR194AH. CR194X3.
CR194U9. CR19479. CRI194AB. CRI194AX. CR194AY #1 CR194AR 7 CFPAC-1 [}
CDX 253K

[183] CDX %, CFPAC-1 (A e 40 He)

[184] SEFNTT%: MGMERIFIIAN, #MT BALB/c-nude /NRAMIE T, e AR
P3G 3] 100-150 mm? I FANL 20, BRI BHMAZGH, ErHE | RIFNEH,
AR/ L — IR RS 20 8, BRI, 525080 10 Wig. A %% )5,
WA T e A K ORI X B NE F AT NI, BAR N AT KR s R NE s I, 1%
BRYOKEGL, REIBMBERE L, RS e e FEEN. 245855, BF
WS 2 R/NRARTE, THEARERLE, FR IR R RNEMNEK S, F5, o Eh
TR AER IR (B . R AR R R S b . IR A TR AN TV =05a X b,
Hopa e MRS, b 2R,

[185] SEIRZERWITR 6 Frav. HEISE R4, WA CR194Q1. CR194V5.
CR194AH. CR194X3. CR194U9. CR194Z9. CRI194AB. CR194AX. CRI94AY I
CR194AR %/ i CFPAC-1 [ CDX Jirgd #5578 3445 % 47 (3 /E A

e wr | FOLRI | TRPVG o e
Uﬂ”ﬁtﬁnu $§':j: %%Jjjﬂ(ﬂz %%Jjjﬂ(ﬂz (0(/ )TGI ) n %ﬁUE/HﬂLIEﬂ
(4]
CR194V5 85.11 25 mg/kg (3 1~ 4 7~ 10~ 13 1)
CRI94AH 81.64 25 me/kg (3 1~ 4 7~ 10~ 13 1)
CR194U9 88.85 25 me/kg (5 1. 4 7~ 10~ 13 })
CR19479 90.26 25 me/kg (3 1~ 4 7~ 10~ 13 1)
CRI94AB 71.60 25 me/keg (5 1. 4 7+ 10 13 K)
93.84 25 me/kg (3 1. 4 7~ 10~ 13 R)
CR194Q1 99.84 50 mg/keg (3 1. 4 7. 10- 13 R
CEPAC-L |+ ) 99.75 75 mg/kg (3 1 4 7~ 10~ 13 R
8771 25 me/kg (5 1 4 7+ 10 13 R)
CR194X3 98.53 50 mg/keg (5 1. 42 7+ 10- 13 K)
99.70 75 mg/kg (3 1 4 7~ 10~ 13 R
CRI94AX 99.54 50 mg/keg (3 1. 4 7. 10- 13 R
CRI94AY 33.46 50 mg/kg (3 1. 4 7~ 10~ 13 R
CRI94AR 99.55 50 mg/keg (3 1. 4 7. 10- 13 R

KHEB 7 REBRAN AN HuPrime®RAEBHE PDX BZ R LE
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[186] S256 H 1Y : {BBMEIL 54 CR194Q1.CR194X3.CR194AX.CR194AR FI1 CR194AY
FE OV2423 (1] PDX #E 8 F [ 253240 R

[187] #7Y. BESUEsMAET OV2423, RIFETHEERAEDEAR (K6 ARAH

[188] LI % BMERIFRIMEALE, AT BALB/c-nude /N BHTERR T,
R AR 3 B 80-160 mm® I FENL 4, W BT RRARIA 2, EAHE 1R
%%, Wi DRBIE R IRRE S E, BFHKES, S2EFA 10 wg.
SELEZ G, WIEEE T M4 K BRI TR EINE AT AR, BAR N A SR EN )
FIEEhE, TREMPOKIEI, EEFMEEIES, WEE. HEALERERE . 74
G, REEWE 2 ONBARE, THRAREARLE, RN DAEAR R RO E S KR, 5
e, T T SIMBARA E X R 1 8 2 00 R A AP UTIRE 2 S R AR

AR AT N TV =05a X b’ Ha ZMERKE, ba2MREe.

[189] =2IGZERaNTR 7 Froac. HSEIGZE R AT 50, WA CR194Q1. CR194X3.
CR194AX.CR194AR F1 CR194AY 7£ FOLR1 BLEIAMA OV2423 vh B I H AL 5 1140
o B KB A

DUCRE B FOLRI | TRPV6 TGI(%) /IS 8]

CR194Q1 100 25mg/kg, (3 1. 4. 7. 10, 13, 16 KD
CR194Q1 100 50 mg/kg, (3 1. 4. 7. 10, 13, 16 KD
CR194X3 84.02 10 mg/kg, (55 1. 4. 7. 10 13, 16 KD
CR194X3 | OV2423 9+ - 94.92 25 mg/kg, (35 1. 4. 7. 10, 13, 16 K)
CR194AX 99.41 25 mg/kg, (55 1. 4. 7. 105 13, 16 K)
CR194AR 99.37 25 mg/kg, (35 1. 4. 7. 10, 13, 16 KD
CR194AY 92.16 25 mg/kg, (35 1. 4. 7. 10, 13, 16 KD

it 8 REREAL A YIZE MIAPaca-2 AJRIRERE BALB/c nude /MR ERZ £
PR

[190] SE36H B WAL S ER =S T A MIAPaCa-2 AJRIEAM L T

AL i o AR SR A R 5 P ) 52 1

[191] FESES: RECE =AY, F PBS V& E, MG SR K& PH A
VERIRE S BRA, 30K, H Ol e AR R SR KRR R B AR LR i, & H
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[192] s3T5 % BHERIFRMEALE, #MT BALB/c-nude /N BHTERR T,
R AR 3 B 80-160 mm® I FENL 4, W BT RRARIA 2, EAHE 1R
IR %, Wi DB IRBESE, BYIKES, SHEPN 10 we.
MG, WIEEE T MR A K BT EINIEEAT IR, AR SR EN )
FIEEhE, TREMPOKIEI, EEFMEEIES, WEE. HEALERERE . 74
G5, REAWE 2 RUNRARE, THEAREAR L, RN 2 R ERAR R RO & e
KAt mAE, ISR ARR L AT e 3 (8 22 R0 R AR B R R SR bR o R AR
XLATV =05a X b2 Hoa MR, b MR RS. SSI®THn L 8 fr

7o

MR | B | WRY | FE (mgke) BEHHR RIS E R

1 6 Xof Het

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

6 6 CR194P6 100 iv q3d*3

[193] W& 1A-1B Pz, CR194L4(100mg/kg iv q3d*6 )F1 CR194A6( 100mg/kg iv q3d*3)
% MIAPaCa-2 41198 R R0 1F . CR194L4 (100mg/kg iv q3d*6) 75— Ik4G2 )G, #
YR E — HENG AR, HRIEENREL G, 5147, Sk EH 2818 FARE,
CR194A6 (100mg/kg iv q3d*3) 7SI H d2 JET-— RSL36shyy, AL shyrik E
6 2R IIRE : HARA LIRS E A B ZHE W EPIRAS, FR BB R I .

Wik 9 BB E Y CR194AX 7 ICR /MR R &M
[194] 2L EHE: CR194AX 7F ICR /MR 24 HvF
[195] FEFfER: REUEER CR194AX, FI PBS VA, INiE & AWM A A H A% pH
KPR R SRR, SLUE, Uk PBS FBE AR R TAE MR RE ST, &

[196] SE3¥it: 35 ICR /M (HEPE, 6-8 e, 1AM 25g 247 MRABAERIL T4,
DA RIS 2, RN KL KA RS AR, RIS, 4 2P0
10 wl/ge AL G, RV sh I FAT AR, SRS rssh . Rk
ARG AR IRM . B8 8. AR e e F ol BEEIIE 2 UM
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TR, Bn—IRAAIAMEE 8 K. LI, KT, BRIERRE, BUH. B, f. B
BT 10%48 /R Sk PR 2 i HE 23 Femidig: RBGE =G, H PBS
VAR, IR S B VA VRO A PH R PR BB, 1R, T O iR AR 2R Eh KA R
BREB TARMR R i, & H .

[197] LIRS0 CRI94AX 50mg/kg, FHEGH—IR, 253K (qw*3) &t
SRGA—IK, B8 6K (q3d*6) , HAARIRMI/NRIEE, /NERFEI 4 E TR
HEE 10%, SRBIFIN 2 CR194AX 25 mg/kg q3d*6 4525 1A AR BB/ R AET:,
NP E TN AR 5%, WoR RIFIIM 2 (WK 2A-2B) o SEIGZ nUHUHDE
MRS R o MBI PEX AL, S5 204/ NI HIE . BIEE &L W E TR E =

S 10 fBEMEILE Y CR194X3 7 BALB/c nude /BB 225524
[198] S23& H: CR194X3 1 BALB/c nude /)N 5,122 4 HEAEAN

[199] F5HE%: FREGEEM CR194X3, F PBS J&f#, & &I E BRI H & pH
PR RRE R, 1L E, T E 33 PBS R R RRR R TAEWK R IERL &
[200] ¥ BALB/c nude /N (HETE ., 6-8 JAUS . 1A 25 ¢ L4 , WRBHAEMENL 24 (B
o), HUFERIFIREZ, WIEDREE—RIEERESAE, Rk,
HUERN 10 wig. UGG, KNV SNEEAT AREE, ARESEIE R
WENVE TR MYOKIEL . A IR, #E. FE. WL E R E L. B
E 2 WONRAE, BG—KEHTME T K. LIRS, FFE. BATHRE, B,
L N, BT 10%4E R SR PR 2 i HE 234

[201] 23645 B 590 ANEAINRY CR194X3 (150 mg/kg) i 52800F . S2B6 24 fHEL
FEAE. BRRESS SRR MIHPEG AL, SEZ9A/NRIOATIE. AT E s LB EME

[=A
Fto

SEHEM 11 CR194AX 1 CR194X3 7E SD KR _E K &4 Hvpi
[202] =SE36H: CR194 RIMLEWAE SD KR F 124 i

[203] FEAHES: PREUEERLEY, HIARERKERE, &SR EwEefl s PH
NP PERIRE SRR, g, T B uE AR PR KRR R R AR MR B R A, &
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[204] SEIETTZ: ¥ SD KR (MEME. K 160-180 g , MIEEEFENL 4 (R4 5
R, SHERHRSZ, R KRB RWIEERBEAAE, BRIKES, 4%
WA 10 ml/kg. FHEL G, FNZYREIIEFAT NI, A5G E)
Moo SEEAIPOKIEGL. BE L BREE. R, BE. SR RN BEE
2IRKBRAEE, HHEME 14 K.

[205] SEIGEER S5 9MT: SE AR E NG L GG 3 REFSE T, (HAREIT 10%.
& AR T w1 (B 3A-3B) &
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oAl & K B

LR AL 2 E TR 0, A B A BT LR 45 4
LW 5 — (e B T O e,
o,
R 2 B 30 25005 /0 A B 0 S AL 2 T TR 4

IR 3 1A RO T BT B S5

- N\
0 0 )T\
_E_RG\/\X/\/X\)L\N{%RIA%\I Rl}R—lN Ry |N>;R1 >—Rs—D
| R3m m R2 |Rl n
\R4 |:|{5 )p
D
Hoh,
o
SUoas
o)
HN
R 1% H HQN/&O

0 0
Y

R1 & H M7 3% H 52 A1-CH.CH.C(0O)-NH-;
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%[‘Rl—)l\lN an Rs—D
Rl n
|
'?5
Ra 7% B a7 Mk 5 &0 D
O
_g_Rl_R_lN Rl_)l\lN)ERl}iRS_D
Ro Rll t
FFS
R 7% H M7 % SR D
0
g{(Rl_)I\N Rl}R—lN{-gRl—)I\IN)—Rl]?Rs—D
3 ™Ry FL 1
5
Ra % 10057 4 3% 1 LA b

Rs &% B ik 4. -(CH2CH20)3-CH2CHz-+ -CH2C(0)-NH-CHa- -

0O
-CH2C(0)-+ -CH2C(0)-NH-CH,C(O)-Hl ﬁ ;

0
g% e JUL
0 . N=N Al NH--,

X % EHMAI % 5. C Al O;

Re % B M7 1 1% 5 5

m % H AL 0 B 15
n %% HAMSZH N 0 BY 15
poN OB I1;

qN 1% 4K,

140



WO 2022/268202 PCT/CN2022/101108
D S AR
2. FBBA A A BRI G TR e, P B AL A B LT 45
LW 5 — (e B T O e,
o,
R 2 B 30 25005 /0 A B 0 S AL 2 T TR 4

IR 3 1A RO T BT B S5

N
O "~ 3 h
oy o o €
p S TER l,\j],p D—iz\‘ e s Rs—D
{m : o
O 1 b By R = 1
Ry P
\ Re A
&
D
Horpre
O
P

0 0
Y

R1 & H M7 3% H 52 A1-CH.CH.C(0O)-NH-;
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%[‘Rl—)l\lN an Rs—D
Rl n
|
'?5
Ra 7% B a7 Mk 5 &0 D
O
_%RrR_F Rr/Jngt%}——%—D
Ro Rll t
FFS
R 7% H M7 % SR D
0
g{(Rl_)I\N Rl}R—lN{-gRl—)I\IN)—Rl]?Rs—D
3 ™Ry FL 1
5
Ra % 10057 4 3% 1 LA b

Rs &% B ik 4. -(CH2CH20)3-CH2CHz-+ -CH2C(0)-NH-CHa- -

0 Uj?
ST

-CH2C(0)-+ -CH2C(0)-NH-CH,C(O)-Hl

m & H AL 0 B 1
n £ FH ML 0 B 1
pNOEK 1,
QN1 & 4 BE
D A WA o
3. —MEEA N AEWB A BRI 2, TR A S B A DU 4

2 TE AR 7> — (R 35— A7 R )
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Jiv i 22 Fe A 78 7 A 55 5 /20 T A B 1R AN (7] 48 Ml 2% 1 0 5 O TS A4

IR 3 1A RO T B BUN S5

O
o )L
R N R -
0 0 W%l |%%_%D
: H R R n
_E_R X N 2 | 1
< 6\/\X/\/ o, N
HN

H R
D
H,N" O

Horfr

R1 & H M7 3% H 52 A1-CH.CH.C(0O)-NH-;

Ra % H A7 1% 5 S

Rs &% B ik 4. -(CH2CH20)3-CH2CHz-+ -CH2C(0)-NH-CHa- -

0O
-CH2C(0)-+ -CH2C(0)-NH-CH,C(O)-Hl ﬁ ;

O
v SR
N N=|\{ - NH_E-:

Re % H A7 1% H O

X % EHMAI % 5. C Al O;
n & EH MRy 0 B 15

qN 1% 4K,
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D WA R -
4. —FOBICH (LA IEILZG S AT B Mk, P BIEE o 2 B BT S
LT 5 —CE B F— A O o

o,
P i 22 T 0 360 /0 80 S 00 MO 3R 4 O R4

IR 3 1A RO T B BUN S5

@]
\)C])\ _)CI)\ § O)‘\H/RS_D
-E_R6\/\X/\/X N{(Rl N?-Rl N/,,,,’
| /m |m | N
| i 0
4

T

Ho
R1 & H M7 3% H 52 A1-CH.CH.C(0O)-NH-;

R3 % B3 S7 Hu % 5 S A1-Ri-R-NH-Rs-D;

]
H
%AWRP%
R, m S

R4 A B
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(0]
SUENCR
7 d k N, /
S (0]
HN

HN

RﬁﬁmM§> Zill HWA%

Rs &% B ik 4. -(CH2CH20)3-CH2CHz-+ -CH2C(0)-NH-CHa- -

-CH,C(0O)-NH-CH,C(O)-f1-CH2C(O)-;

0
O _OH
g% e JJUL,
0 . N=N A0 NH%-,

X % EHMAI % 5. C Al O;

Re % B M7 1 1% 5 5

m & H AL 0 B 1
QN1 & 4 BE
D A WA o
5. —MEEANAEWBIRZ Y BRI EZ I, TR A S B LU 4
% WO AR 5 — (& e —A B g,
Hop
FIT I 2 TR A 350 460, 5 2220 T/ B 1) AN [) 40 R T 3 —F O T A

IR 3 1A RO T B BUN S5

o O O H O
)I\ R N\)J\ _-Rs=D
—R X N-HH R R N/\( <N
TN | Jm H ! H
m =
g R O \I:j
4
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Ho
R1 & H M7 3% H 52 A1-CH.CH.C(0O)-NH-;

R3 % B3 S7 Hu % 5 S A1-Ri-R-NH-Rs-D;

0 O H O
N Rs—D
%‘le)kle_le'_)J\H/\"/ \)I\H/ 5
R3 m m O H
R4 NEBL ::

)

Rs &% B ik 4. -(CH2CH20)3-CH2CHz-+ -CH2C(0)-NH-CHa- -

0
o /O/\O)L g_
\g\)kN
-CH2C(0)-NH-CH2C(0)-+ -CH2C(O)-Fl1 H ;

0
5% e T T
0 . N=N A’ NH%}

X % EHMAI % 5. C Al O;

Re % B M7 1 1% 5 5

m & [ ST 0 B 15
qN 1% 4K,
D NH S .

6. MRIEBCFIER 1 Prid (B IBAAL S VB 2522 Erl 32 s, KPRy
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7. MRIEBAN R 1-6 FAE— TR AR EARAL S B 2557 Erl sz i, K

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

8. MRIEBORER 1-7 AR — T (A8 AR AL S B 255 Bl 552 1) 2k,

Rs N-(CH2CH20)3-CH2CHz-

9. MRIEBINZIR 1-7 AL — TR R AR AL S B 2557 Erl sz i, K

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

10. MRAEAANZER 1-7 A — T B4 IR AL S W) B 2557 B ml 352 1,

Rs N-CH>C(O)-.

11, MR ZER 1-7 A — Tk B AR AL S W B 257 B mf sz (8L,

)Lg_
u Qﬁ

12, MRYEAANZER 1-7 A — T A48 AR AL S W) B 2557 B ml 352 1 o,

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

13, MRYEAANZER 1-7 A — T Id B8 IR AL S W) B 2557 B ml 352 1,

Rs A~ & -CH2C(0)-NH-CH:- o

14, MRPEAANZER 1-13 sPAE— TR 48 B AA AL S B 255 B n 32 1 2

Fom SEMIHA0E 1, H N0,

15, MRYEAANZER 1-13 sPAE— TR 48 AR AL S B 255 B m 32 1 2
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om0, HnHEMHA OB 1,

=

16. R 3 AR E R 1-13 AT — T pr ik AR IR AL B P E L 252 FrT 25211 &,
T mN0, HnHoO.

=

17. MRYPEAANZER 1-13 sPAE— TR 48 DR AL S B 255 B m 32 1 2

FmA0, n N0, H RsA&-CH.C(O)-NH-CH»-»

18. MRHEAANZER 185 3-17 A — T i (AR I A Ak S M) B 2 2 b ml 3552 1) 2

HftRe N O

19. MRYEAUANZER 185 3-18 A — T i i (9B I A Ak S M) B 2 2 B ml 3552 1 2

o)
_g%fi
Hr Re A 0 , H X Nk,

20. MRHEABCAZER 180 3-18 A — T ik B R AR AL S W B 2527 B Rl s2 (4L,

Hd Re N O , A X H~NoO.,

21, MRHEBUAZER 180 3-17 A — T8 B AR AL S B 2527 B Rl sz (4L,

~§(&§%

KRy N=N
20, FREERURIEER 21 Fik (B (oAb & M sk H 252 F T2 ik, HUop X e,

23, MRIEBANZER 21 Frid M AE A AL S B 25 5 Bl 332 1k, b XA O

148



WO 2022/268202 PCT/CN2022/101108

24, MEHEBANZER 180 3-17 AE— Tk BB AR AL S W B 2557 BRIz (4L,

Oy OH
;K;im{

Hh Re Ny

25, MRIEBUFE R 24 Frik K BARAL S B 2552 ErlR sz i &, b X O
26. MRIGBUFE R 24 Frik M BAR L S B Z5 52 Rz #, Kb X0 0.
27. MRIEBUFE R 1-2 B 7-26 AT — T3k (A8 AR AL S B 25 52 B ml %52 1

J%IIIZE’ :/H\:E'jpy\j()o

28. MREHEAANZER 1-5 A — T I8 AR AR AL S B 2557 B ml sz (i, H
PR R 5 R ATE A N AL 45 .

0] O
E;N(\/\/\/l?\ H § OJ\NH (o}
Y/ N N, <N PN o O 0/\/'11/
fo) H

R N N W N =
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(o}

HN \/\o/\/ NN N

HNT o
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29.  RIEBMZR 1-28 HAE— TR MBI S BCL 255 Enl 28k, Horp
PIdH R A N L AN a ) B IRAEE, flikdh, Prd A R b
THED.

30.  ARIEBAIER 29 Pk MAE B B 2552 Bl A2 sk, o g/ g+
Wik T ST EY) . RER AT EY . Tt Rs &
Y. PREALEE-2 ) S AT AT AR A S HAEATRT AR SR de < S AT
Y. FORER LHAEMATAEY . BABR LHAEMATEY. & RER AT
AW, R2eE R C MHALIATAY, Thikth, ik G028 2 M b AR
Ty, Dligth, Jrid 2 e iS5 R

31, RIEBONER 1-30 AL T (A A AL BB L 25 5 bl 32 1 sk, 3L

H1 D % B3 ML H
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32, MRPEBRE SR 1-31 L — T B ik A AR AR AL & Bl 24 2% b mT 452 1K) 25
o B 41 i 2 1 9 T+3% | TRPV6. FOLR1. PSMA Al SSTR2.

33, MRIEBRE SR 1-32 H AL — T B ik A AR BRAR AL & Bl L 24 2% | mT 452 1K) 25
b B 40 B R 1T 9 49 59 TRPV6 T FOLR1. PSMA #1 FOLR1. Bt SSTR2 Hl

FOLR1,

34, WRIEBRE SR 1-33 H AL — 0B ik (AR IBRAR AL & Bl 24 2% b mT 552 1K) 25
B 41 i 3R 10 4 9 5 8 TRPV6 il FOLR 1.

35. MR BN ZEK 32-34 AT — T Ik (9 AR DRAR AL 5 W B 25 27 B ml B 32 (¥ £
¥ 15 FOLR1 FIFCARLGE B IR B R, Lkr, PrdmEpmt s 5-3
FEPUSMER . 5-F RS DU A BR . PR MERA R 5,100 FR L PUS IR, B R iy
SSTR2 MFC A1k B B i JTk A2 FAT AT U

36. MBI ZIR 1-32 FAE— Tl 3 1) A 1B A Ak & D BREL 2 2% b ] 43¢ 52 1) i
ARy R N e et o S R O Y 21 e O O 1 1B b L i

4 F1% 83 TRPV6. FOLR1. PSMA I SSTR2.,
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37, RIEBAER 32-36 AT FBIEAA L S 257 B r sz i i, Herp
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