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Relugolix (TAK-385) 52 —F &R, HA MR, ARV PRI B GHER (GnRH) B4 4T
L fle 5 TAK-013 (HY-100209 ) #HE, Relugolix % A (IC50=0.33 nM) FIHE T (1C50=0.32 nM) (1152
Description B R M SR PR Relugolix FI T PEMGERRAIEAII IBETS, W7 AIRRAE. 5
JUURE 5 e 5
IC50: 0.33 nM (human GnRH)
IC50 & Target
IC50: 0.32 nM (monkey GnRH)[2]
Cell Line | Type Value Description
Displacement of [1251]leuprorelin from recombinant human
CHO ICso 0.08 nM GnRH receptor expressed in CHO cells after 60 mins by X-ray
counter
Displacement of [1251]leuprorelin from rat GnRH receptor
CHO 1Cso 0.32 nM
expressed in CHO cells after 60 mins by X-ray counter
Displacement of [1251]leuprorelin from rat GnRH receptor
CHO 1Cso 0.32 nM expressed in CHO cells after 60 mins by X-ray counter in
presence of 40% fetal bovine serum
Antagonist activity at human GnRH receptor expressed in CHO
cells assessed as inhibition of GnRH-induced arachidonic acid
CHO 1Cso 0.33 nM release using [5,6,8,9,11,12,14,15-3H]arachidonic acid
preincubated for 15 mins measured after 45 mins by scintillation
counting
Displacement of [1251]leuprorelin from recombinant human
CHO ICso 0.33 nM GnRH receptor expressed in CHO cells after 60 mins by X-ray
Cellular Effect
counter in presence of 40% fetal bovine serum
Displacement of [1251]leuprorelin from monkey GnRH receptor
CHO 1Cso 0.33 nM expressed in CHO cells after 60 mins by X-ray counter in
presence of 40% fetal bovine serum
Antagonist activity at human GnRH receptor expressed in CHO
cells assessed as inhibition of GnRH-induced arachidonic acid
CHO 1Cso 0.82 nM release using [5,6,8,9,11,12,14,15-3H]arachidonic acid
preincubated for 15 mins measured after 45 mins by scintillation
counting in p
Antagonist activity at monkey GnRH receptor expressed in CHO
cells assessed as inhibition of GnRH-induced arachidonic acid
CHO 1Cso 1700 nM release using [5,6,8,9,11,12,14,15-3H]arachidonic acid
preincubated for 15 mins measured after 45 mins by scintillation
counting in
Antagonist activity at human GnRH receptor expressed in CHO
CHO 1Cso 18 nM
cells assessed as inhibition of GnRH-induced arachidonic acid
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release using [5,6,8,9,11,12,14,15-3H]arachidonic acid
preincubated for 15 mins measured after 45 mins by scintillation

counting in p

Displacement of [1251]leuprorelin from monkey GnRH receptor
CHO 1Cso 9800 nM
expressed in CHO cells after 60 mins by X-ray counter

Rel b golix XM T 24K ML G5 A1 (1C50=0.32 nM) 55t AZARIIZE 45647 (1C50=0.33 nM)

In Vitro A, FEERH 30000 £ FEACK R B2 (1IC50=9800 nM). TAK-385 Xt A B2 44 [ 7R 45 0 i 14k
(IC90=18 nM) HILHESZAK (1C90=1700 nM) £ 40% IMLiEAFLER N 95 f4[1].
Rel 1 golix (oral: 1-3 mg/kg: single dose) 1E 1 mg/kg KGR RILHH RUFIZ5INB) 77 545 AT A
EIESR LH ACPHGIER . 29830 1R LR Cmax. Tmax fl AUCo 43724 16.0 ng/mL. 2.7
h Al 90.1 ng HEVEEERAR[1].
Rel 1 golix (oral; 3. 10 8% 30 mg/kg; fH 2 1% 4 ) BEFCEATR, AN 5 IR E
MM hGNRHR NN, 3 mgkg F/E 10 mg/kg BRI E L HKT[2].
Rel 1 golix (oral; 30, 100 B¢ 200 mg /kgs FERPI: 4 ) BL 100 mg/kg AL — & ATERT
A7 /NG AR E (KMEE IR, FRAEREPE hGNRHR SN 4 J 5 DA% 7B 35 PR AR 0 S5 A
FE M HEE2].
Animal Model: Male hGNRHR-knock-in mice[2]
In Vivo Dosage: 3,10 or 30 mg/kg
Administration: Oral administration; 3, 10 or 30 mg/kg; twice daily; 4 weeks
Result: Decreased testicular function.
Animal Model: Female hGNRHR-knock-in mice[2]
Dosage: 30, 100 or 200 mg/kg
Administration: Oral administration; 30, 100 or 200 mg/kg; twice daily; 4 weeks
Result: Suppressed the hypothalamic—pituitary—gonadal axis to gonadectomized
levels.
Downregulated GnRH receptor mRNA levels in the pituitary.
M ST
Solvent&Solubility DMSO H A : 100 mg/mL (160.35 mM; #8745 Bha; IR DMSO X 7= 5 iIVE iR A B &5

R, S AR T ) DMSO)

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing I mM 1.6035 mL 8.0176 mL 16.0351 mL
Stock Solutions 5mM 0.3207 mL 1.6035 mL 3.2070 mL
10 mM 0.1604 mL 0.8018 mL 1.6035 mL

SRR = S TE AN [ A 77 oV AR RE R PR I I VA RIS B 480 — LRI, WA,
S VR R R 7 it 2R

% RA7 7 AR . -80°C, 2 years; -20°C, 1 year. -80°C i/, iH7E 2 EA{E,  -20°C fik
TP, THLE 1 AER A

YR

ARG SR AN 27 2 IR PE M TR AT R

AR VAR TT A S6% B8 In Vitro J7 sURCHIVEE (065 490, FEARVCH I BOIE 7
AL I 4 R AT R, VI (O T DARE R AR 5 1, 82 IRAF s R SER i TR, &
WS BIRD, 4R A
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DAV AR AT R~ 1R B 20 LG R 4R VA FRFE SR I ) i P AR 5 B e AR e M BT S AT
LG, AT LOE I AR/ s 7 1 7 BNV

E S

RPN AAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: > 0.83 mg/mL (1.33 mM); ¥R

BT RT3 > 0.83 mg/mL CHRIERAD IR HIER

U 1mL LA, B 100 uL 8.3 mg/mL ¥ DMSO f##WNE] 400 uL PEG300 ', iR51Y
21 BRI IE RPN 50 pL Tween-80, RAHI2); REEHALINAN 450 uL AHEK EFE 1
mL.

AEFE KT K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE % I 1 AR B A K
R

L -

IR IR R: 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: > 0.83 mg/mL (1.33 mM); ¥

BT RT3 > 0.83 mg/mL CHRIERAD RIRHIER .

PL I mL TAEM 9], EX 100 pL 8.3 mg/mL [¥EH DMSO f##& %] 900 pL 20% ) SBE-B-CD
AEFERAOKEIR T, IREBIN .

2 g SBE-B-CD U T 5k B-FRMIAE) MAEAE T 10 mL AEEE K, SEARMEREIEN.

FR =

EIRF I INEER:  10%DMSO  —  90% Corn Oil

Solubility: > 0.83 mg/mL (1.33 mM); ¥R

SET7 %A 318 > 0.83 mg/mL CHIRIEESR D MRE WL BET7 22 S8 FWIZE AN UL R 3h W seie iy
TEREA .

U 1mL TARRCAH], B 100 uL 8.3 mg/mL I DMSO & RMNE] 900 uL Tk, IRE 5.
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(=4 N
SEEAE BRI R -
TEARLEE 7 i AN TR 77 T BV AR A PR A 3 R VA R TC A 5 — ELFCRRIB VL, 20 B ORAE, 3B G0 S ST R RS R 7 i 2R
Tt 8 WLE RA7 77 AR : -80°C, 2 years; -20°C, 1 year. -80°C fifEHT, WH7E 2 SEAME,  -20°C SlfERT, 1H7E 1 AR RERT.
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BB
W
1 mM 1.6035 mL 8.0176 mL 16.0351 mL 40.0879 mL
DMSO 5mM 0.3207 mL 1.6035 mL 3.2070 mL 8.0176 mL
10 mM 0.1604 mL 0.8018 mL 1.6035 mL 4.0088 mL



http://www.shyuanye.com

i

0t

AR A AR R A ]

Shanghai yuanye Bio-Technology Co., Ltd
HLiE: 021-61312973

P4ik:  www.shyuanye.com
M34H: shyysw@sina.com

1EH: 021-55068248

15 mM 0.1069 mL 0.5345 mL 1.0690 mL 2.6725 mL
20 mM 0.0802 mL 0.4009 mL 0.8018 mL 2.0044 mL
25 mM 0.0641 mL 0.3207 mL 0.6414 mL 1.6035 mL
30 mM 0.0535 mL 0.2673 mL 0.5345 mL 1.3363 mL
40 mM 0.0401 mL 0.2004 mL 0.4009 mL 1.0022 mL
50 mM 0.0321 mL 0.1604 mL 0.3207 mL 0.8018 mL
60 mM 0.0267 mL 0.1336 mL 0.2673 mL 0.6681 mL
80 mM 0.0200 mL 0.1002 mL 0.2004 mL 0.5011 mL
100 mM 0.0160 mL 0.0802 mL 0.1604 mL 0.4009 mL
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