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The present invention is directed to compounds of Farmula I

{where variables R1, RZ and R3 are us defined herein) useful as antagonists of CGRP receptors and
useful in the treatment or prevention of dlaeases in which the CORP is involwed, such as headache,
migraine and cluster headache. The inventian is also divecied to pharmaceutical compositions
comprizing these compounds and the use of these compounds and compositions in the prevention or
ueatment of such diseases in which CGRP is involved.
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(500 MHz, CDCl;) § 9.39 (br s, 1H), 8.04 (dd, J=1, 5 Hz, 1H), 7.33 (dd, J=1,
8 Hz, IH), 6.99 (dd, J=5, 8 Hz, 1H), 4.50(m, 1H), 4..32 (br s, 2H), 2.86 (br s,
2H), 2.20 (m, 2H), 1.86 (d, J=12 Hz, 2H), 1.50 (s, 9H) -
$BC: 2-8 A -1-(4-x & g £)-2,3-= & -1H-=k & [4,5-b]
oo Z R B

B2-AA-1I-(I-E=TEAB A XA ®E-4-%)23-= &-
1H-=k o [4,5-b]wt =2 (1.03% » 323 E HF)E BN FEQSE
F) AR EFBTHAM2EETEREBBR XL LBRERRBEAN) 2
RO NEEFTEIBRELEY A RERBRAEEW0.9257) -
MS 219 (M + 1) = 'H NMR (500 MHz, CD;0D) & 8.01 (dd, J=1, 6 Hz, 1H),
7.8.3 (d, =8 Hz, 1H), 7.28 (dd, .1=6, 8 Hz, IM, 4.60 (m, 1H), 3.59 (d, J=12
Hz, 2H), 3.21 (t, .1=12 Hz, 2H), 2.70 (dq, J=4, 13 Hz, 2H), 2.12 (d, J=13 Hz,
2H) -
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FAL A M (1.00%) - MS
487 (M+1) > "HNMR (500 MHz, CDCl;) § 7.39-7.31 (m, SH), 7.26-7.19 (m,

3H), 7.17 (d, ] = 8.3 Hz, 1H), 6.99 (d, J = 7.1 Hz, 2H), 6.41 (dd, J = 8.3, 2.0
Hz, 1H), 6.33 (s, 1H), 6.22 (d, ] = 6.4 Hz, 1H), 5.77-5.76 (m, 1H), 5.16-5,09

(m, 3H), 4.82 (d, ] = 14.7 Hz, 1H), 4 65 (dd, J = 17.6, 2.7 Hz, 1H), 4.54 (d, ]
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0.1382 X B)ZNN-— P A F#MBRQCEA)ER - WE %k
TREMEBEESR ~4IFR ARXBRELEHR ERT
MLEBEREAN L FAHRRERLAKGCX) i B R %k &%)
BMEHKE - - BEIRE HROBEHEIALOCNTLHTE/
LR —>30%N LB LE/Tk) £ REABILEHALE L) MS
363(M+1) o
¥ B H: (BR,68)-3- £-Q-FA A T A)-6-% & £ o£-2-8

# = 8T 8% (2.5% # ) A(3R,68)-1-(2-F & £ ¢ £ )-2- .
AAE--XERF-3-ABREAFHRE=TEMALEL > 0.113%
FH)Z_RFROGCEA)ER - 1B BEER - K
AR B AMBER AN RFRERRADOGCX) £ 44
Z R MR A B R kB B K B 4 - MS263(M+1)- 'HNMR
(500 MHz, CDCl3) & 7.32 (t, J = 7.3 Hz, 2H), 7.25-7.22 (m, 1H), 7.18 (d, ] =
8.3 Hz, 2H), 3.83-3.76 (m, 3H), 3.56-3.49 (m, 3H), 3.35 (s, 3H), 3.34-3.30 (m,
1H), 2.77-2.72 (m, 1H), 2.13-2.10 (m, 1H), 2.03-1.94 (m, 2H), 1.74-1.68 (m, .
1H) -

FEELEREG PR BE2BEE Y 28 #1122 ¢ M2 -
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(M+1) - 'HNMR (500 MHz, CDC13) & 7.36-7.35 (m, 4H), 7.33-7.30 (m, 1H),
7.17-7-15 (m, 1H), 6.46-6.43 (m, 2H), 6.13 (d, J = 6.1 Hz, 1H), 6.04-6.03 (m,

1H), 5.13-5.07 (m, 2H), 4.93-4.88 (m, 1H), 4.75 (d, ] = 14.4 Hz, 1H),
4.64-4.60 (m, 1H), 4.47 (d, ] = 14.4 Hz, 1H), 3.86 (d, ] = 183 Hz, [H), 3.81 (s, ‘
3H), 3.80 (s, 3H), 2.68-2.63 (m, 1H), 2.24-2.05 (m, 1H) ¢
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2,3,4,7-w & -1H- & ¢ -3- A2 P8 YE(18E % > 0.053%
EF) - 4-BXEAMBOEL 00648 F) - 5 BMQEF
mEER 0 0.066FF > 0.133F ¥ F )i = s93-[4# (3-8 R
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3-A A F R Y
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£ Fo 5 B &(2X)-§ﬂ-’§@%‘7 oL iB 0 B BE 4R LR B

B RG - BHB AN TR LGCUNLBELE/CLHR—>65%T &
LES/T ) A mBERBIALESH(L.TS) MS 373.1(M+1) -
¥ B F: (3R,68)-6-(2,3-— A X A )-2-A XA R #-3-AmAVT
P TE

4% 10% Pd/C(700% % )4 A(BR)-6-(2,3-— AL X % )-2-8 %
-2,3,4,7-m & -1H- & =% -3- A P8 ¥FEEQ6% 698 H
F)fi—m B — % = TE(5.03% > 23.08 % F)x ¥ X (200
EA)VER - BREEZSHEZITAURAGX) REF L
ABE(IRAB)- 240 %% > BERSHLERE - HEHH
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(M+1) » '"HNMR (500 MHz, CDCly) § 7.07-7.04 (m, 2H), 6.91-6.89 (m, 1H),

6.04 (br s, 1H), 5.93 (d, J= 5.6 Hz, 1H), 4.46 (dd, J= 100, 4.6 Hz, 1H),

3.65-3.59 (m, 1H), 3.21 (dd, J = 15.1, 7.3 Hz, 1H), 3.05-3.00 (m, 1H),

2.25-2.20 (m, 1 H), 2.17-2.10 (m, 2H), 1.79-1.71 (m, 1H), 146 (s, 9H) <
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T R 23

(3R,68)-3-8% & -6-(2,3-= A F & )-1-[2-(F X H)T AR -
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£-1-(2,2,2-= AYRE-3-AmATFREE = T8 (1358
% 0032082 E)2 R FHROGEH)BR - 30044 > R
BAEREEFEAEBCOC) Hmtbho B aMER LU=
TR ERRAMGK) U Bk 2 H R E R
@R B4 %5 %% 0 B 3R 4 0 MS323.1 (M+1)e "HNMR (500 MHz,
CDCl;) & 7.11-7.03 (m, 2H), 6.93-6.89 (m, 1H), 4.21-4.1.3 (m, 1H),
4.10-3.98 (m, 2H), 3.85 (d, J= 11.0 Hz, 1H), 3.35 (d, J= 15.4 Hz, 1H),

3.04-2.99 (m, 1H), 2.13-2.09 (m, 2H), 2.08-2.02 (m, 1H), 178-1.70 (m, 3H) -
R 8428

(3R,68)-3-# £ -6-(2,3-= LK A )-1-(w & -2-% F & )K % -

2 - &R | ‘

¥ BA: 3R,68)-6-(2,3-— R A E)-2-A K -1-(ww-2-KF K)

fot3-BBAF®EZT
B B AL (60% 2 Bl i » 30 % 0 11758 & X )
e A0C 2 (3R,68)-6-(2,3-=— fL £ A)-2-8 £ A -3-Am A&

HEEE = THE(60% 0.470% X F)ZNN-—_ ¥ X F & i
(6 FH)E & ~ 300 4% » Hm2-% F A (0.125% %
0.494% E FE ) 1/ 05 4% > U AKBRE LT T BT ERE
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N-{(3R,68)-6-(2,3- = s X %X )-1-[-2-(F £ #)T £ ]-2-4 %
Bk -3-HA)1-4-(2-R A -2,3-=— H -1H-=k o [4,5-b] s -1-%)
N OE bR -1-# B OR

= T B (0.020% 5+ > 0.143% ¥ F ) A0C 2 (3R,6S)-3-
MR E-6-(23-— A XA )1-R(FAB)ZAJE +-2-81(45%
00143 E H )R A FH4-7 £85(029% % 0.1438 5 F)
2w Bk HBEH)ER - 1558&% > Fw2-AK-1-x &
o2 -4-% -2,3- = H -1H-vk ok [4,5-b]vt 2 -4- £ = £ 1L ¥ (463
% 0157 E F) Z B (0.080F 4 » 0.572% ¥ F )@ =
FFRGEH) XL RASAMMMBESOC - 30044 0 &R
EMANEEZRLIREBE - BB ENH F&AL[IOON R F It
—95% —f F /P E(10% & A béz/FE)] £ RBALSL
HOOE ) BRI A W HAA2EFRE CBE KRB R
HClE - MS 559.2(M+1) - '"H NMR (500 MHz, CD;0D) & 8.11 (dd, J=7.8
Hz, 1.0 Hz, 1H), 7.99 (dd, J = 6.1 Hz, 1.0 Hz, 1.0 Hz), 7.38-7.35 (m, 1H),
7.18-7.14 (m, 3H), 4.76 (d, J = 10.7 Hz, 1H), 4.61-4.54 (m,1H), 4.31-4.26 (m,
2H), 4.15-4.09 (m, 1H), 3.85-3.80 (m, 1H), 3.67-3.58 (m, 1H), 3.37 (d, J =

15.4 Ha, 1H), 3.20-3.16 (m, 1H), 3.08-2.96 (m, 2H), 2.75-2.70 (m, 2H),
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N-[(3R,68)-6-(2,3-— L £ £)-1-2-(F & £ ¢ A ) 2-qK &£ F— .

ok -3- 4 1-4-(2-8 £ -2,3- = & -1H-%k o [4,5-b]mb oz -1- £ )%
&, hwE -1-% BR B
# = B (0.030F H# > 0.218% ¥ F ) A0C = (3R,68)-3-
B -6-(2,3-— AL ERA)1-Q-F AR CER%-2-88(65% % >
0218 EF )R A FTELA4-B X B (442002188 X F )z mw
Sk BEA)ER - 3058E% > Hw2-F K-1-X & ok g -4-
A -2,3-= f -1H-=k =& [4,5-b]sb =z -4- K = R4 (70 % -
0EHE F)s = 8E0.1208# » 0.872EE F )i — & F ’
W(SEH) L RAYVEBRETR - 45 F% BHERS
Mo BB M EBIA[I% R TR —>95%—_f F /7 8
(10% 8 A b4z /FEE)] £ REBALESHB8ER) A A2E
HFREHCIZ LBERFZRILAS DB RKHCLE - MS543.3

..1

(M+1) + '"H NMR (500 MHz, CD;OD) & 8.09 (dd, J= 7.8 Hz, 1.0 Hz, 1M,
7.99 (dd, J= 6.1 Hz, 1.0 Hz, 1H), 7.36(m, 1H), 7.17-7.10 (m, 3H), 4.78 (d, J=
11.0 Hz, 1H), 4.61-4.54 (m, 1H), 4.31-4.24 (m, 2H), 4.18-4.13 (m, 1H),
3.94-3.89 (m, 1H), 3.57-3.53 (m, 2H), 3.48-3.43 (m, 1H), 3,39 (d, ] = 15.1 Hz,
1H), 3.34 (s, 3H), 3 19-3.15 (m, 1H), 3.07-2.96 (m, .2H), 2.49-2.41 (m, 1H),
2.35-2.26 (m, 1H), 2.19-2.06 (m, 3H), 1.90-1.76 (m, 3H) -
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ok 3.4 1-4-(2-8 & -2,3-= & -1H-=k o [4,5-b] s oz -1- 4 )%

&b oow - 1- % B R '
= LBk (0.038F FF » 0.276% ¥ F ) A0TC 2 (3R,65)-3-

B A -6-(2,3-— R K X)-1-(2,2,2-Z A L A )R = -2-8 (89%

#0276 L B VR A F oL 4-75 X85 (56% % > 0276 4 &)

ZmW Bk hGEA)ER - 3058% > HFw2-AK-1-X &t

0% -4-% -2,3- = £ -1H-%k o [4,5-b]wb oz -4- & — £ 1t 4 (88 &
% 0 0.304% ¥ X )~ B2 (0.152% # » 1.104% & F )i —
AR RGCEA) L RAYEBEETR - 48/ 1% » B4

Lty o BB B AW EHIIIN0% R FHR>95%= & F 1/ '
FEE(10% & A fbsk/FEE)] A RBFAILEHOBE L) #
2EFRAHCIZ Z®ERERAILESH B RLHCIE - MS
567.2 (M+1) - "H NMR (500 MHz, CD;0D) & 8.11 (dd, .1= 7.8 Hz, 1.0 Hz,

~
)

S

1H), 8.00 (dd, J= 5.9 Hz, 1.0 Hz, 1H), 7.34- 7.31 (m, 1H), 7.19-7.13 (m, 3H),
4.86-4.83 (m, 1H), 4.62-4.57 (m, 1H), 4 49-4.41 (m, 1H), 4.33-4.25 (m, 3H),
4.12-4.04 (m, 1H), 3.51-3.46 (m, 1H), 3..18-3.14 (m, 1H), 3.09-2.96 (m, 2H),
2 51-2.44 (m, IH), 2.33-2.25 (m, 1H), 2.22-2.10 (m, 3H), 1.90-1.81 (m, 314) -

92444-960903.doc -65-



98 93
I314@3)f3”0393ﬁ$ﬂ$“5“ - F&(8 rabia gl -
PXRAERBRAO6F9 A) if H PR T .

7 %139

Dv
}—NO-N T
N
% b

N-[(3R,68)-6-(2,3-— L £ A)-2-& A -1-(w=x-2-£ F £) &
of -3- 4 ]-4-(2-A £ -2,3-= & -1H-9k ok [4,5-b] b o -1- 4 )%
& ok e - 1- % BB RR

# =B (0.065F F > 0.468% ¥ E ) A0C = (3R,6S5)-3-
B A -6-(2,3-— AR K )-1-(wsg-2- A FA)RF-2-8(180%
0 0417TZEEF )RR T M4-5 XB5(94%F 5L 0 0.468F ¥ 7))
ZWEKkHCEA)ER - 1PFH Hw2-HK-1-X &
R -4-% -2,3-= & -1H-ok ok [4,5-b]wb % -4- % = £ A (136 %
% 00468 X F )R = (0195 # » 1.404E E F) > &
LARAMEBREER I8 BHR LRIV LB LESR
KEETES R AREELKRKL) BB RLE KB4
Rk BREEIRE RYBEHEZHLAL[IO0N =R F It~
5% — R FIR/F BE(10% & A 1642/ FBE)) £ Mt 4 W
Q40 F) - M A2EF EEHCIZ LB ARBEZHELLbh &
{& s HC1# - MS 576.3 (M+1) - "H NMR (500 MHz, CD;0D) & 8.78 (d, J
= 5.9 Hz, IH), 8.62-8.59 (m, 1H), 8.07 (d, J = 8.3 Hz, 1H), 8.03-7.98 (m, 3H),
7.32 (dd, J = 8.1 Hz, 6.1, 1H), 7.18-7.15 (m, 3H), 5.43 (d, ] = 16.9 Hz, 1H),
4.75 (d, J = 17.1 Hz, 1H), 4.56-4.51 (m, 1H), 4.36-4.28 (m, 3H), 3.51 (4, J=
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15.1 Hz, 1H), 3.48 (s, 1H), 3.22-3.17 (m, 1H), 3.05-2.98 (m, 2&)*2‘%2-49

(m, 1H), 2.34-2.23 20(m, 2H), 2.18-2.14 (m, 2H), 1.97-1.92 (m, IM,
1.89-1.88 (m, 2H) o

£ ] 40

N-[(3R,68)-6-(2,3- = £, % A )-2-5 & -1-vb 5z -4- & £ =& -3-
£ 1-4-(2-8 & -2,3-= £ -1H-=k o [4,5-b]w oz -1- & )% &
g -1-%% B AR

% = B (0.018E # > 0.132% 3 F ) A0C = (3R,68)-3-
B A -6-(2,3-= X A )-1-wb ok 4-K R oo -2-8 (42F %
0,132 X2 F ) R FRR4- XEBEQRTE2 5 0.132E L HF )z w

i

km(LEA)ER - L) F % > K-8 EA-1-5X &b -4-
% -2,3-= & -1H-=k o [4,5-b]wb sz -4- % = &1t % (38% % - ‘
2% B )R = L (0.054F 7 > 0.396% X F) i 4R
CHEBREETER I8 FR 2REMH TR T EE R KM
R AMEEBARCX) AR BE RGO BHRKE L
%o BREERE BB EMEZHA[IONN =R TF IK—>95%
R FI/FEE(10%E S 1u4k/F EE)] > £ RIEHA A (53
EHR) ARA2EFT EEHCIZ LB B RBFZBAIL A BB 1L R
HCl# - MS 562.2 (M+]) - '"H NMR (500 MHz, CD;0D) & 8.76 (d, J = 7.6
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