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A7 oyl C1-C69 A & X €42 ASAHAY v[xEE olrlo|= | XA H| X FE HE olnfo]
= (Cl- C64 24 e B4 O—D}%AL A3k A v A 3E (3-C109] Ale|E 7Y e 3 &

(3~C109] AfolSFZ A=Al

o714 A7) R6o] -Holwd 4+7] R7S -H7} ofy L

A7) R70] B1X&E #Hdola A7) X7F -NRIR2¢]™, A7) R1 2 R2%= Hld i C1-C69] A == EXe &
Ag gAY v X3k 2-C109] A4 = BA 9] ofn|m=gzlo] ofun]; Hi= 47| R7e] H]X|3hE #d o]
A 7] XE HASE geEd-1-ge] ofut},

AT 2

ALl lelA, 7] X= -NRIR2e]aL, o714 A7) R1 3 R2= o= -Hi C1-C69] 24 = A9 &
s 2-C109] AMH Ee AN, W Hebd obvn b dpsEld-1-¢ o€ C1-C69] A Ei
taZopu) ez A gg WA -(CH)n-C(=0)-Ral; Ei -(CH)m-NH-C(=0)-Rble]™, ©]714, Ral % Rb1& =

B
Aoz 4-ve-vHe-1-d, frdobr|e E= C1-069] 24 = ZAH2 &Aoo n B FHA o=
7 A Z’:

1 A 69 A4 AJ 7] &4 12 BAEE 3d38E, o9 dAgHoz 38 /s I, B o5y
e wE= g

A4 3

A 1&g Qdojx, A7) X& FEHZAo]EHolu|7]o]al, oJ7|A 7] FHZALo]ERoln| Y] H| X ZEAY
T, C1-069] A3 & #X9 &, C3 C109] N, N-tj&Z ojux &4, F2id-4-d; N-dEd 37 27]-1-
;5 N-vE I d-4-¢; Jd2d-1-d; ofAld; -(CHy)p-C(=0)-Ra2; T -(CHy)q-NH-C(=0)-Rb2; H+ (2-

109 A (£ A4S ALl E19 FA2 ABDA, oIA ] Ra2 R o2 SRA02 ol

=
o ed-1-Y, gudoln]e = C1-C62] A4 wx EA e dFrjola p E & SHHoR 1 YA 69 A
FU A A7) sheh 12 BAEE SRR, ol ASHeR g tsd o, Ex olEe 3B £ §
| 3}
A7 4
A3&el oA, 7] sEEA el FE oty FdEd-1-; vdgld-4-; Ex gugd-1-del R A
7] 38ty 12 FAEE 3, ol dAstHo R & 7}%@ A, T olEY F3E T ErdE.
AT 5

Aol oA, A7) Ve NR3R4olE, 7] R3 R Rt E-Ao® M, F, Fy, Cl, -Br, C1-062] 2z =
B

v BAe 27, C1-069 H) T EAH LA EiE (1069 ydZolnnz A gH ALY H] 3]
WA ged-2-d wWE; C3-(69] Alo]E=2YZ; (6-C109 dgy-2-¢d <47; == (6-C109 dgd-4-4 <47
1 A 7] shE 12 BAEE S5E, ol ofAstHo® 3§ JhEdt 9, Ex o5 FEE Ex &
3=,

A7 6

r\r

ke
e
T
e,
=
o
N
ot
&%
1
fru
=]
>
i
s
ot
ot
i

ALgel gelAd, A7 Y 47 k3 R Ra7F 92
o] AFHOE g s F, EE o

AT



ZIHSd 10-2014-0017748

A1l QolAl, 47 R6 % RS HHH oz ;€1 WA 069 &¢7; -F; CFy; -Cl; -Br; -I; C1-069] tj¢
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4-Jojn,
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c6e) A Ex BAHe] BT

©
=

’37] R3CE -H He C1-C69] A =& X9 &Zola
271 R6C & R7CE -H; C1 WA €69 «Z; -F; —CFy; —Cl; -Br; -I; v X&¥AY == -F, -Cl, -Br &=+ -1

2 A dd: Tele-2-d; Aeu-1-2 (3-069] N N-TuRlobu et mE e -1 BXele-4-od;
= 7] RC R RICE AAHo] WA 594 m 6xte] Ea mi Bzl Ao]Fmelolw,

A7) 7= AEe) sheka oA AHog upel o),
ATE 12
A1gel doA, A7) st 12 BAEE FFEL,

1. 2-[2-(4-obA e H 2b2l-1- Q) -3-vho] o d-4- -3, 4-rho] S o] E - E A4~ | -N-(4-ZF 2 211~}

AN EotH =

2. [2-(4-otAE -3 | 2} 71 -1-Y ) -3-1}o] H d-4-U -3, 4-T} o] Slo| = 2 -F U F T -4-L | -0} A €] AA= wg
| ~¥;

3. [2-(4-olA - # 2} -1-Y ) -3-nlo] H d-4-L -3  4-T}o|s}o| E2 - YZH-4-U | -0} 8 AA=;

4. 2-[2-(4-obAE-5] 52k 21-1-21)-3-vho] o d-4-21-5 4-Tfo] Sho] = - A E T 4-2 | -N-(4-E ] %@ 2o
H2)-oh Al Eo}r] =

5. 2-[2-(4-0p A E-9] A2} 1-1-21)-3-n}o] 5 Y4213, 4-Tho| Bho] = 2| L} & -4-2 | -N-(4- ] -1 2 )-o} 4] =

o].u] A=

6. 2-[2-(4-oh M- 321 0-1-Q1)-3-vh o] o 421 -3, 4-Tho] 8 o] 1= -] L} E R4~ | -N-(4-7 % A2 ) -0} 4]

Eopn=;

7. 2-[2-(4-oPA -3 sl 2pxl-1-)-3-nto) Fl H-4-2-3, 4-thol o E2-F S A -4- A | -N-l A -op A Eotr] =
8. [3-mpoldld -4~ -2-(4-t-F-HA 7R opr] ,e-9] 3 2] W -1-91)-3, 4-tho] Spo| = = -F| 5 -4- oA & o A]
= g o 2E;

9. [3-vFolslld-4--2-(4-v -3 o 2p-1-90)-3, 4-Tfol gl o] ER-F|}E W4~ |-oAl g A= v o ~H;

10.
N-111 -2~ (3 1k o] ) 4~ Q-2 [4-(2-Tho] w0} o] ) -] o 2} 1-1- 13, 4-Tho] Sho] = 27| L} &2 4- }-

ol A Eolu| &=

1. N--2-[2-[ (5-thol v g ok ol 19— F-0}v] 1] -3-(4-3] 2] ©l-2-21-3 )3, 4-Tho] Sho] = 27| L} &1~
4-2l]-opH Eotr] =

12, N-17-2-[2-[4-(2-Tho] W obm] temol &)~ 9 b 21-1- 2 ] -3-(4-3] 2] 9-2-2-5 ) -3, 4-Tho] sho] = -7 1}
-4-9 |-eb A Eotr =

13, 2-(3-who] 3 d-4-Q)-2-[4-(2-Thol W o] 2e-o] &) -] 3 2 21-1-21 -3, 4-Tho] SFo] = 22 L Rl -4-2) }-N-(4-
W - ) -0} Eolr] =

14, 2-{3-ho] 9 d-4-Q)-2-[4~(2-Tho] W o] 2e-o] &)~ 3 2} 21-1-21 -3, 4-Th o] SFo] & 22 L Al -4-2) }-N-(4-
E70m-MA) - Eojnx;

15, 2-{3-who] ] d-4-Q)-2-[4-(2-Tho] W o] re-o] &) -] o 2} 21-1-21 -3, 4-Tho] SFo] & 27 L& A1 -4-2) }-N-(4-
) 5 4] ) -ob A Eopr] =

16, 2-(3-vhol o d-4-Q-2-[4-(2-Tho] W] Elo}w] wemo] &) -3] o 2} 1 -1-91 -3, 4-Tho] B o] = -] L 2421 }-N-7]
2] ¥l-2- Qv & -4 Eofn] =

17, 2-(3-vhol o d-4-9-2-[4-(2-Tho] W] Elo}w] wemol &) -3] o 2} 21191 -3, 4-Tho] B o] = -] L 242 }-N-7]
2] -4~ v & -4 Eofm] =
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18 N-¥17-2-(3-u}o] ol d-4--2- [ B~ (2-3 | 2] - 1- -] & )-o}n] 1] -3, 4-T}o] Gl o] = 27| L & 71 ~4- }-o}
M Eolu = ;
19. 2-{3-uloldld-4-d-2-[wE-(2-F A -og)-olu] = ]-3 4-t}o]slo| = 2-FU}EH-4-U }-N-(4-ZF
S Z-dF)-oly Eolu|=;
20. N-#ld-2-[3-nlo]dd-4-A-2-(4-H| D -¥] F| 2} 7 -1-Y )-3, 4-T}o] slo| =2 -F| L} = A -4-Y | -0} 4 Eo}u| = ;
21. 2-[3-mfo]dd-4-D-2-(4-mE-u) o] 2} -1-Y)-3,4-T}o] o] = 2-FA L} Z A -4-D |-N-(4-ZF 2 Z-1 2 ) -o}A]

Eojn|x=;

22. 2-[3-wtol ¥ d-4-A-2-(4-mE-9] 5 2} -1-2)-3  4-to| sfo| E2-F WS- -4-U |-N-(4-E| ZF e =r e -l

A)-oh Al Eopr] =

23. 2-[3-wtolold-4-d-2-(4-v| -9 | 2} -1-9) -3, 4-t}o] Sfo| = 2-F L pE 7l -4-A |-N-(4-m -l ) -0} A Eo}

Hl=;

24. 2-[3-wpolod—4-A-2-(4-m| & -7 3| T} -1-) -3, 4-t}o| S0 =2 -F S -4- U | -N-(4-v| A -1l A ) -opA| E
olm| =

25.  2-{3-mpolFd-4-U-2-[ & -(2-F] H g d-1-L -0 &)-o}r] 1= ]-3  4-t}o] to] = R - T pF | -4-U }-N-(4-E ¢
ZFo R E-dd)-olH Eoln| =;

26.  2-{3-mpolFld-4-L-2-[wE-(2-9] g -olg)-opr| 1= ]-3, 4-t}ol efo] E - R -4-A J-N-(4-m =5
A7) -obA Eohu] =

27. 2-{3-vfelud-4-d-2-[ v - (2-F | 2| I-1-L -l & )-o}n| =] -3, 4-T}o| dfo| = -F L} Sl -4- A }-N-(4-H & -
) -obM Eotr] =

28. N-wl2-2-{3-n}o] 5| d-4-2-2-[ (4-C}o] v & o}v] 1wl 2)- vl &l -o}v] 1 |3, d-Tho] S o] = - L& 7 -4-) }-o}
A Eolu| =

29. 2-{3-wpol#|d-4-L-2-[ (4-tfo] v & o}r] .-l A )-w & -o}m] 1= | -3 4-t}ol Sto] = m - -4-U }-N-(4-=F
Q. 2-W7)-opA Eobu] =

30, 2-{3-1ho] ¥ d-4-2-2-[ (4-Tho] W] Wl o}m] 1em sl 2 ) G-} 1 ]-3, 4-Tho] o] = 27 L} 2 -4- 2 )N~ (4-¥1 5
A1 4)-o}A| Eopr =

31. 2-[3-wlol ¥l d-4-A-2-(4-m -9 | 2} -1-U)-3, 4-t}ol sfo| E 2 -F 51 -4-U |-N-9] g d-4- A WD -opA| E
olm = ;

32, 2-{3-mielsld-4-U-2-[ML-(2-9 A e-1-L-ol &)-o}v] :=]-3, 4-Tho] sfo] =2 -F L E 7 -4- L }-N-3| 2 ©l -
4w & -0} A Eojm] =

33. 2-{3-mlo]lld-4-A-2-[(4-tfo]m & o] el A ) -m -0} 1| 1= ] -3 4-t}o] S o] E = -F| L E =1 -4-< }-N-v] 2] | -
4~ v E-opH Eopu] = ;
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126. 2-[2-[4-(3-Tho] o Qo}v] v 32 2.8)-3] 9 2} 21-1-9 | -3-(4-31 S ©-1-20-30 D)3, 4-tho] o] = -7} &2
A=Y N-(4-ZF 2 2412 -opA Eopu] =

127, N-(4-Z 2 2-42)-2-[2-[4-(3-To] W Rl opu] 1o 32 2321 )- 5] |21~ 1-0 |-3-(4-7] B 2] €l -1-20-3'd)-3, 4T}
ol gl = - -4-91 | owzomz;

198, N-(3-Z 2 2-42)-2-[2-[4-(3-To] W &l opu] 1o 32 231 )-3) |21~ 1-0 |-3- (4] B 2] €l -1-2d-3'd)-3, 4T}
olghol = 2L -4-91 | owzomz;

129, 2-2-4-(3rhol M ELof] e 303 24012 13-4 9] o1 )-8 aeEhol ol = 2o
~4- 9] N-(4-T B4 -ob 4| Eopr =

130, 5-{[4-(NRAFLR - E)-3-(4-5] £ ¥-1--50 -3, 4-T}o] o] =2} & 2l-2- |- & -o}u]
9] A= tholu]goln] =

-3

)|

l-r

181, 5-{[4-[(4- 550 2-M A7) -0 8 |-3-(4-7 F2) 9-1-2-311)-3, 4-Tho] o] £ 2} 52 -2-2 ] o]
d-opv)e)-Meheo] A= thol ol =

132. 5-{[4-[(4-S 22 A7 EL)-H e |-3-(4-F Z2d-1-¢-3d)-3,4-TJolgfo| E2-F & -2-A |- &~
ofu] = }-HEl 0] A= tho|HHoln| =

133, 5 {Uﬂ% [4- (4-P -1 2 7. 94| & ] -3-(4-31] E2] -1-91- d)-3, 4-Tho] Sho] £ 27| L} 01 -2-9) | o}

134. N-wl@-2-[2-[4-(2-TFo] W&o} m—o & ) -3 o] 2} 21 -1-2 | -3-(4- B Z2 A -4-A -9 d)-3  4-to| lo]| = 2-F| L}
£ -4-d]-olA Eoln =

-[2- ol &l o} -~ oﬂFJ) ¥ g 1-1-Y1-3-(4-EEZ2 P -4-4-d)-3  4-t}o| slo| =2 -F| = -
4-A]-N-(4-ZF 2 2-H2)-olx Eotn] =
136. N-(4-ZF==2-wd)-2-[2-[4- (2 thol W g ojn] o &) -3 3| 2}
olEZ-FUEA-4-YU]- OWEOM
137. -[2-[4-( drO] v g obu] -of 8 ) -3 | 2} 1 - 1- L ] -3-(4-2EH-4-U-¥|d)-3,4-T}o] Ffo| =2 -F L} =7 -
4-A1-N- (4 W -l 2)-ol Eoln] =

)

~1-91]-3-(4-EE P -4-91-3]d)-3, 4-T}o]

138, 2-(3-vhol o d-4--2-{[3-(3,3-Tho] ] &~ $-2 )~ 2.8 |- -0} w] 1 }-3 4T o] Sfo] = -1} W -4
A)-N-(4-ZF L Z2-Hd)-olA Eolr =

139, N-HlR-2-{2-[(6-to]H opn] 2e- & A ) —wi| F ~o}r] e | -3-1f 22 1l -2-91 -3, 4-Tf o] 8} o] = 2 - £ 7l ~4-< -
o}l M| Eoln & ;

140, 2-(2-[(6-(6-tho] M Ropv] 1820 )| F-o}v] 1z |-3-LE L & ll-2-1-3, 4-rho] B o] = 2 -] LhE 2 -4-2 }-N-(4-
WS A )-ob A Eojr] = i

141, N-Hl8-2-(3-(4-Aho] 229 21-3 1 )-2- [ 4-(2-Tho] W P o} 1] emof €)-5] ] 2 11-1-91 -3, 4-Tho] Sho] = -3f u}
Z¥-4-%)-obH Eop| =

]l AA7] Bhehd 12 FAIH = 3hehe, olf] SfAlAoR 58 7hedt o, B olsf ke =

o

TR
A7 13
F7] &vfol &t7] 3eH 112 FAHE eSS Hrlete] £ Axdte @A 2

H
71 &l 7] shek I11ez FAE = sgEs Hrkste] sh7] sty Ve 3 ¥= 3eE s Al

_13_



ZIHSd 10-2014-0017748

e WAZ EWSE ) SoH4 12 EANE BFE, o9 o g e d, wE ome &
38w uEEe Axshs WY

Ro S 11

X-H e e I |

- 3HEkA IV
&7 B I-1Vell A

XE -NRIR2AY &, N EE 0 ol Adgd 7] A 3779 ez 95 238t
AF, 69AF i 799 S| ZAlo|E Y olu| ]2,

H:l

3} = B

b

3}

i

5

e

A7) R1 2 R2E HH-o= ) C1-C89 A & X9 &; C1-069 A4 e EX 49 442 X3y
Ad v X gE 2-C109] A4 = BA49 7 2 (carbamoyl alkyl); C1-C69] #2) =i EAxe &
A2 X3 AY v X3 (2-C109] A4 =& EX49 sty ofbv & (carbamoyl amino alkyl); C1-C6
o A me BAHY dAE A AY wASE (2-C109] 2 T A9 olnw=d; C1-C69] i =
= WA dAR XA v Ak 2-C109] A e A gtd o9 (piperidinyl ethyl);
C1-C69l 23 T= EXe] dHdoln ez XA Hix&E wWld; C1-069] A4 E= FXHe] ¢4=2 A&
HAY v x&E (5-C209] A == BEXH JHzAd &4 4 (piperazinyl oxo alkyl)o]al

AAY T, C1-069 2 i B 47 C1-069 2 =&
o] obm s obAl”l; C1-C69 A3 Ev Ao 4A=Z A%
1:1

}] of
el &l C1- c104 xu] = B
7 L Ao G2 AFHAY v x2d Fend; C1-069] 23 =

U v 239 98d; C1-69 A ==
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—
(
=

= oBAge 47z AnSAY wASR duAd; -6 AR AHAL A =xed
(norpholinyl): C1-C68] 44] w& A9 2z ALY WA8E Aded; 44 == B c2
WA C109) @A) Fhelmdolnlie; Ei C1 UlA (6] R3A] Fhudolu ez AghEo] gov,

Y+ -NR3R4 T+ -ORS=E,

7] -NR3R4©ll Al 7] R3 R Rt HHA O -l C1-C69 A i BAe 4

ol vdolrn; C1-C69) 2 mx Ex| o Oa‘?'e‘, C1-C69] A3 w= I = ﬂ%ﬂﬂﬂr H| ] gk
# C6-Cl0e Hdd &4, -F, —CFy, -Cl, -Br, -I, C1-C69 A == B &7, C1-C69 A w= 1
Aol dFAl T C1-069 A e X409 %ﬁ ‘@ﬂ ol g2 X SE AL v x3hd wd; == Cl-
(69 A w= —Erxléﬂsﬂ dA=2 & AY v X $hE 109] AfelZ 2L o)H,

371 -NR3R4E= 7] R3 2 Riw A2 23t FAdE ExH(morpholinyl)ol™, o714 7] Exgd& H]A
A ALY = C1-069 A EE EAHe g7; mE (1069 A T 2XHe AR X3 o]
Rom,

A7) R5E -H HEE (1069 A4 == 2X49 ddolx

R6 B R7E HHH R -H; -F; -(Fs; —Cls -Bri -I: #ld: C1-069] A2 = w449 vedopr=; (1-69]
QAR AfHAY nASE 23} w223} 597, 694 T 79 Afo]FRE; EE N, 08 S 5 A

2 1 ) WA 3] SEE dxE £k 3 s B} 594, 694 Ei 79k dEH 2AR] Z o}
vmrelw, o7|A wd, Ei FEHZA]E Yo mT|s SYA R nAdHAY £ F, (F, Cl, —Br,

-1, C1-C69] A3 == A A, E= C1-069] A3 e EAHM ¢z X glom, Ex

7] R6 2 R7S AAEo] NS /] WA 37 Essts 6929 dEHZoE; B 4 ] R6 ¥ R7 A4 x
S BESe 5UA, 63 E& 7949 AolFEeY £ e GRa, 71 dH e el
99 i olde BYHoR NABLAG L F, K, 1, Br, -1, 01-C69] A EE BAN] B,

T C1-C69] 24 T BX49 ¢442 X Fso] glor,

7] 7= -H, -F, -CFs, —Cl1, -Br, -I, UE=Z, C1-C69] 24 == EA49 &4, C1-C69] 24 == 2449

ob7] olwl, (1-069] A Ei= B AAT A3E A} v X35 olulo]= | X3 AL} v x| 3kE ME oln}

015 C1-C6¢] XUH T B dEA, NEEAY v xgE 3-C102] APO]% A7 e AF e HAE
H C3~C109] Alo]EF =2 Yo

17|14 R6°] -Hel®H R7-> -H7} ofHit

R7¢] HIx 2k #do]a X7} -NRIR2O]™, R1 ¥ R2& HlE T C1-C69) ) =& B 4742 X3s v
HIA ghel C2-C109] A4 = FA9] obmmebZo] ofyuy; Hi= R7o] dHdolar X7b d|H| ZAFe] g ol 7]
olw, 7] Xi= HlA e dHgd-1-do] ot

7Y 14

AsFe lelA, A71 gey Ve BAHE sRES sb7] 38 VR A EE setEs A dAE
o Xxgebs ZlQl 8] 12 BAEE SFE, o9 ofATHoR F8 Jhed o, BE o5 FIE Ei
SulstES Alxshs W

NHR3R4 L. geay

371 sFetA] Vel A

R3 @ R4 A|103}o| A AHolw uvhe} 7},

7% 15

A13gel oA, A7l stk IV ZAEHE SFHES % FAsEN el dAE 9 EEe 2
371 gt 1= FAHE s, ole ofEtH e s 38 Thed o, T o8 FikE e &isteS Al
xahe WL
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271 R5, R6, R7 2 7= A103ll A BYE wpep 2o,
271 A= -Cl, -Br ®& -Io]t}.

A+ 18

A7l Ao A, 7] shEh] VIE FA
tEzauere] EA stellA whgaths ARl

A, T olE9 F3E T £M3ES AlxdE WY,
AT 19

A7l lelA, 7] shek VIZ ZAHE shehe e,
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[0013]

[0014]

[0015]

[0016]
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[0021]

[0022]

[0023]
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71 8hekA Tl A

X -NRIR2AY B, -N- 2 -0- oA A=E 1] A 39 slee 935 23sh= 23) &=
AR}, 6AA; HEE= 7%1}4 S el ZAF Zob] 7] 2

rir

35 5

!

B
=

471 R1 2 R2& SHAo® -lf; C1-C89] 24 e Ao &Z; C1-C69 22 e FA4 4242 X35
A v AgE 2-C109] A3 = EAHe 7R 247 (carbamoyl alkyl); C1-C69] 23 L= Ex9 <
A= &= 7 9x e 2-C109] A Ee FAH4¢ FhREY ofn ¢ (carbamoyl amino alkyl); C1-C6
o A i BAHe dA= A AY v A EE (2-C109] A £ BA 9] olnx=2d; C1-69] 4 E
= A ¢dw XEEFY HAEE C2-C109] A4 == #xe] uevld o€ (piperidinyl ethyl);
C1-C69] A4 ®=&= EX49 Aol =2 XA v x&d Wld; C1-069] A4 = BEXHe 442 A%
HAY v X 3E 5-C209] A == EAHe AAgAd &4 S (piperazinyl oxo alkyl)e]al

&7] SHEALo] EHolu| 7] M X|EE o] AV E=, C1-069] A4 v A4 &4 C1-069] A ==
el &4Al C1-C 104 A e Bt OFUli 2 obAld; C1-069] A e BAHe] 4= A3
= Aol AR gAY v xEE dYnd; C1-C69] A4 =

°of AR AFEAY H|A3d JM]E} Ad; C1-C69] &= AgHAY v xgE =xed
(morpholinyl); C1-C62] #4 =i EX4o 4= X@HAY v xgdd Jdigd; 2-C109] 24 == &
Aol dFA] FhRdobn|; T (2-C109] H3 EE B LA FtRdoln| g X FE o] glon,

Y+ -NR3R4 T+ -ORG=E,

e

).

7] -NR3R4o Al 2+7] R3 @ R4E= E9H -H; C1-C69] A3 me EAHe &=A]; (1069 A =& £4
o tddoln]n; C1-C62 A3 Ei= l"ir HH 4 C1-C69 A4 = FAH9 SAR XS A v x| 3
H 06-C109 Id4d ¢4; -F, —CFs, -Cl, -Br, -I, C1-069] A4 T+ EAHY &4, C1-69 A4 w=+= &
A dFA E= (1069 A = X I XFH opr| w2 il% HAY v xgE wd; £ Cl-
069 A3 wi= B A7 X3E AL v X 8E (3-C109] Alo]ZFz et

7] -NR3R4E= A7) R3 ® RdE A2 dAste] dAY EFgd(morpholinyl) o], o714 A7) EXgde
AFEHAY =, 1069 # & BXe 47 = C1-069 2 =t BEXdo dFAZ X3hH o] 91
),

A7) R5E -H HEE C1-069 A4 = 2X49 ddolx

<

ot

R6 2 R7S HSHH R -H; -F; CFs; -Cl; -Br; -I; ¥d; C1-C69] 24 = X492 gdzolux; C1-C6<]
A7 XS AY v X FE X3 = EXS 5 JX} 697 = 7R Ale]E YA BN, 0 R S T A
g 1 7] WA 3719 SEE dAE 2Fshe X3 e %:’Eﬁ} JX} 692 = 7hAke] S H EALo] 2 o}

wrlelm, of7]A Hd, EE FHEAPolEE oY= 5 HI A 8= Ay == -F, -CFs, -Cl, -Br,
-1, C1-069] A3) i BEXe A, T (1-069 A T EA M9 d42 X3H] glom, T

vl

_IZi

o

A7 R6 2 R7S AAHo] N& 7] WA 37 Edsl= 6949 sHZold; i A7) R6 © R7S dZAHo] X
3 e BX3le 594, 692 e 7R Ale|E 2 e old S A, V] FHRoIE, AolER
]

4 Ei ol™e EYHOoR MABEAL Ei F, Ry, Cl, Br, -[, C1-C69] A4 L& A dA],
EE C1-C69] A4 mE BANe] BAR A gom,
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[0024]

[0025]

[0026]

[0027]

[0028]

[0029]

[0030]

[0031]

[0032]

[0033]

[0034]
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47 7 -H, -F, —CFs, -Cl, -Br, -I, HE=R, (C1-C69] 23} E= A <47, C1-069 2 =& 449
4 obdl, C1-C69] A4 L= A4 &A= AFHAY HXSE ofvfo]=, X gE ALY HAFE HE ofulol
= C1-069 3 mE Barel Ad=Zx], x8E A v X3E (3-C102] Alo]FR U i X3 i u X3y
C3~C109] Afo]ZFm YA,

7] R70] BIXZE dHdola X7} -NRIR2¢]™, R1 H R2&= WE &= C1-069] A3 e #4449 4= X%
HA WA (20109 A2 Ei Ao ojulwmelzo] ohwl; Ei R7e] MASE Adelw X ulAF
3 2-1-2o] olith

®owyel 4] S5y 12 BANE BFE, o FAFHOR HEbed 9, EE o5 F3E Et §)
gue 2% AYL B 24 BB AT 5 o, ®T A FRe o AX) AFL AT & 9
o whebd, B el 7] seta 12 mAEE 8%E, olo shstHon gl w @, EE oEe 43
3 EE guiERe 24 AW el L P AsE S A

gl 4 2] EAHE 88, o9 Ao FErted o, EE o5 38 =
T 8lEhE S0l A Rtk 2 e Y] ek 1R mAEE S, ole] g eR 587bed
A, EE o5l ok e SuiEEd ARl Fof Al 100uMe] sl E AE 54& A5 HEhiA o
o}.

g A7) ger TelA, 471 X ANRIR2E 5 )tk 7] X7F NRIR2ED o, R1 R OR2E SRAOE AN
C1-C6] A3 miz BAe &7; C2-C109] 2 ®i= wxsie] N, N-vdzopr)e 42 vjsfled-1-< e,
C1-069] A4 Ex A tLdetrmz A8 Wd; -(CHy)n-C(=0)-Ral; H3= —(CHy)m-NH-C(=0)-Rb1o] 3

Ir

T
o714 Ral % Rb12 @A o w 4-vd-Iufebd-1-4, Heldelr]ie = C1-069] 24 e EA 0] d5A]
olal n Bl m HHASRE 1 WA 6«1 grolm, 7] Rl % R2E= FAlGl -H7F obd 4 Sl

e, 47 R Ree SRAoR, o Wd: o9 N, N-viudelvleild; ugelrlold; oy
hulez; calEelel ey E; cl ol e Eoe e ol S 1 g5 e N
e e A-1-2d-3- %2 E2d; NoWEeseba-1-9-5-54 We N, N-rjuEsiee R N, N-rjE
e AL N, N-TlWEsbhee T2 (N, N-ougshhed) obuln ojd; (N N-tl W EshubEel)obn]
med; (N-THEshilEg) opveie; Et (VN-tlMgshtme)olu e A9 4 glow, 47 Rl % R2
= EAol -H7} obd 4 elrh,

2 owye] g7 sheby 114, 4] X slH Al Eol Y & gor], ngAsE Aded-1-d; @

H

AJW-4-9; EE AAGA-1-0 5 Ak, 7] A zAelF o] slel W u-1-9), FselH-4-9 m
Sdebi-1-2 e WA HE ALY e C1-C6e) A2 Ex BAHe 7; obdE; (3-C108] N, N-r]eHzlopn] ok
25 9199; e N-ld sl d; dseud; g 208 A4 wE EAH9 A u-1-

2] &+7); -(CHy)n-C(=0)-Ral; B+ -(CH,)p-NH-C(=0)-Rb20]il, o714 Ra2 % Rb2S H¥AH o= 4-wd-3] 3 g}
c gegetn e ®= C1-C69] A e A dFAlolal o]al p % ¢ HHHCR 1 WA 69 A

| X& mkgbdsle Wgs N, N-odg opuln wWig; N, N-tidE
T2 N, N-tdg opue el N, N-teE opuln A wd; od; o
2 N-me deed-4-4; Jagd-1-d; obAE; HE REA MR dopr] e
SAZER Do ) HEREAIZFE Dol ) o EAIZ R ol e B WS A]TFR

o
N
\I
)
)
ki)
e
>
>
g
ng
o
2
=
3
X
S
)
L ox
N

2 e A7) shekA TelM 7] Y -NRSRAY ¢ SUTh. 7] Y7F -NRSR4 ®, 371 R3 M Rdw HRAOR

|
H; C1-C69] &7; wv]x& % A} -F, -CF;, -Cl, -Br, -I, C1-C6Y A = B9 <42 (1-(6¢9 A w=

A GFA = C1-069 dEZolu|ez X3 Wld; (6-C109 F2d-2-d &7, (6-C109] F2d-4-d
—ob7l; (3-C69) Alo]Z Rt Ei 4] R3 2 RS AAH o] AHE B¥a-4-dd 4 ok

uhgbA Al 471 R3 R R4E S¢AoR Hy WA; -F, -CFs, -C1, -Br, -1, ¥l
2 AgE W ved-2-<d A" ded-4-dd vE; Al2RLed; vd; o

WEA R el

=
; EE A7) R3O M A
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2¥o] F4d =xd-4-4d  den, 7] R3 = Rd= Aol -H7F obd 4= jlu.

ool ) sk [eflA, 7] R6 B R7T2 SHASR -H; €1 WA €69 ¥4 -F; -CF;; -Cl; -Br; -I;
C1-C69] tdZetny; AtelE28; dd; JEgrd-1-4; Jgd-4-¢; Fgd-2-4d v Exd-4-9d
T Ao, A7 AtelE R 4, dd, FEYd-1-9, Jd-4-¢, JFYd-2-d BE SXU-4-9 v X3
A EE -F, CF;, —CI, -Br, -1, C1-C69] 24 = A9 @A, == C1-069] A4 == 2449 &
A7 Ag" 5= ok, vAsAE, 47 R6 2 R7S -H; -F; —CFy; —Cl; -Br; -1; ddgoelny; dd, &
Yu-1-o; SXY-4-9; e vgd-2-d F 9lom, A dd, JEd-1-9, E¥xd-4-d e vgd-2-
oo HFHAY B -F, -(F;, -Cl, -Br, -I, WEA], vg £ ez X339 5 v},
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Al oldlslr] f1ste] AFTEH= A W, Aol old] 2 we] y§o] dHFHE FH ol

Lk, ostollA AFH Al 2 Bwj= 5 Aol gle ¢ Sigma-Aldrich Korea, TCI, Alfa Aesar Z%-F
TYek Aol HLPCE Agilent Technoliges AFe] 1100Series® AH&3tlow, AYaZvtE1eT]E Ag7HA
© Merk AFe] Silca gel 60(0.040-0.063 mm ASTM)S ARt H NMR 2 C NMR ®lo]El: Varian
Instrument (FR2]H)AFS] NMR 200 Spectrometer ¢} Bruker Avance III (400 MHz) & Abg3sle] =Aslgion,

Mass Spectrume electrospray ionization source’} &% LCQ advantage-trap mass spectrometer (Thermo
Finnigan, San Jose, CA, USA)$} electron ionization =7} &2E GC-2010 (Shimadzu)E AFEsF9ith.

A 1
wel 2-1}o]EZ A o] E(methyl 2-nitrocinamate) A3 (=3HAl 2)

mL)ell 2-tpo] EZ Al 2H(50g, 0.26mole)s FH7Hek $, 33} $4H10.0nL)S #7bskal wHA S
) = FE T oEHolAHOIE(2.0 L)E IXsta E(1.0LE AFHst, {71%
MgSO, & AZXAIZl 3 Zelolw|EY o)E|(rotary evaporator)® EF3dlo] s}l7] 3le2oz FTAHEE wE

EzAdHolES FE3G. A7l vl 2-UolERAEWOIES  AA  flo] wEubgel Ol

=8 99%, 1HNMR: (200HZ, CDC13) 8.15-8.02(m, 2H), 7.65-7.50(m, 3H), 6.33(d, 1H), 3.79(s, 3H)

O
o
\
|
P

“NO,

A A2
el 2-oln = Al G o] E (methyl 2-aminocinamate)®] ¥4 (=%HA 3)

AAef 164 FAE WY 2-Ho|EZAIFHO|EE FUFAQ A HA flo] 2R ARESIGITE. A E olAlE o]
E(2.0mL)ol ®E 2-Uo]EZAdH o] E(52g, 0.25mo 193} 4 o]431&(112g, 0.5mole)S 713
W EEES 70TRE 1ARE et 7hdEsith. whso] ghAw & EFES A 20~30 TR WZA]7]aL
3t A YER 89S v £Edd HUksle &9 ¢UV|EE ~pH8R BrET. £FES Ao E(4
Astel Celite 545) 8 &l A2 F 1A E2& AAS L ZALES Y oMAEHo|ER 33]d AA FZE313
o Bolzl §71%ES o Ao R AN Y vF F 29 ARvEIHIPoR GA 8t (I
2k odolAE|o] E=5:1) kAl AAQ) vE 2-olu| Al dHo| ES =553

& 60%, 1HNMR (200MHz, CDCls): 7.84(d, 1H), 7.40(d, 1H), 7.20(t, 1H), 6.73(m, 2H), 6.36(d, 1H),
4.00(br, 2H) 3.81(s, 3H)

b ot

s

=

=
TNH,

AA 3
ol FHAN

(B)-3-{2-[3-(4—FF o 2-Hd)-s-dx=]-sd}-oladeyg dAN= wE~H((E)-3-{2-[3-(4-Fluoro-pheny!)-

ureido]-phenyl}-acrylic acid methyl ester) ¢ ¥4

E24(100mL) o 4-ZF0 2 WlF A= (1.4g, 10mmole)S 713 &S Axsta, 7] EFA E3&E
thols|dE ¥ o}xfo] = (DPPA, 2.75g, 10mmole) 9} Eg] e 9l
30 FF mykekqivh. By &dE Wb RS £EES 3

HE 2-oln| Al o] E(1.77g, 10mmole)E 7] ¥ % ) A
Ao A4 249l a7] et (B)-3-(2-[3-(4-EF ez )]sl )0l A v Ay
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[0299]

[0300]

[0301]

[0302]

[0303]
[0304]
[0305]

[0306]

[0307]

[0308]

[0309]
[0310]
[0311]

[0312]

[0313]

[0314]

ZIHSd 10-2014-0017748

g F5a90.

& 2.0g (65%), I1HNMR (200MHz, DMSO): (DMSOd6) 9.00(s,1H), 8.49(s, 1H), 7.87(d, 1H), 7.77(m, 2H),
7.47(m, 3H), 7.11(m, 3H), 6.57(d, 1H)

\’j\C’

g o F
L
A Ao 4
Tk S3A2
(B)-3-{2-[3-(4'-FF 2. &-vlo| v d-4-4)-F-d| = |-5 d }-o} 2 H & AMA = v & ol ~¥ ((E)-3-{2-[3-(4'-
Fluoro-biphenyl-4-yl)-ureido]-phenyl }-acrylic acid methyl ester) 2] A
+EFOR MEIAAE A 4-EFO2AYNEAAE (1.98g, L0mole)S AHEatel 7] $elop AL
o Az WH(AA 3)7 FL3 QS-S o] &35t 317] kA (E)-3-{2-[3-(4'-FEF 2 2-vto]Hd-4-YU)-%
dE]-dAd}-olade A= HEAEE 5318}
T8 2.1g (55%), 1HNMR (200MHz, DMSO): 9.09(s, 1H), 8.56(s, 1H), 7.94-7.27(13H), 6.59(d, 1H), 3.75(s,
31

=
T

AAd 5

Tt A3

(B)-3-[2-(3-F=d-6-d-Fa=)-dd]-oladd JIA= wde=H ((E)-3-[2-(3-Quinolin-6-yl-ureido)-
phenyl]-acrylic acid methyl ester) ¢ A

4-FF Q2 HzAA= il 5-FEd-2-7l2 548 IAE=(1.73g, 10mmole)S AME3lo] A7) o} F1HA)
1A 3)o] AlxHe TU 9SS o] &3t 317] gehae] (E)-3-[2-(3-FA=d-6-d-FE)-#Hd]-ol2
g dA= Hgo|~HE 75313l

=
& 1.2g (35%), 1HNMR (200MHz, DMSO): 8.81(s, 1H) 8.60(s, 1H), 7.98(s, 1H), 7.80-7.20(m, 9H),
6.70(d, 1H), 3.74(s, 3H)

QL‘ r°"

o ki
iy s
H H

A 6

S-Hol F3HA4
(B)-3-{2-[3-(6-ZEF o2z &gd-2-d)--d=]-Fd }-olmadg A= wDo|=E ((E)-3-{2-[3-(6-Fluoro-
naphthalen-2-yl)-ureido]-phenyl }-acrylic acid methyl ester) ¢ A

4-EFe2 Wz I = Bl 6-%

of FAN(AAIS 3)9 XﬂJ—o‘ﬂﬂ Td
2-d)-g-EE]-Td}-olmady Jdr= Uﬂ

& 2.6g (73%), 1HNMR (200MHz, DMSO): 9.26(s, 1H), 8.67(s, 1H), 8.0-7.2(m, 12H), 6.56(d, 1H),
3.73(s, 3H)
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A 7
S-#o} F3HA5

(E)-3-[2-(3-H =z &g -2-d--H=)-Fd -0}z = € AA= w2 H ((E)-3-[2-(3-Naphthalen-2-yl-
ureido)-phenyl]-acrylic acid methyl ester) 2] &3

4-5F o7 WlxolIA = Al YEehl-2-7 2548 oA =(1.72g, 10mmole)S AHE3Ste] 7] o} TIHAIL
of AzgH (A 3)3 FAT WS o]&dte] 3] ek el (B)-3-[2-(3-uvxEl-2-d-9-d =)-Ad ]-o}
Ay A= w2 E F533T.

& 2.3z (63%), 1HNMR (200MHz, DMSO): 9.26(s, 1H), 8.67(s, 1H), 8.0-7.1(m, 12H), 6.61(d, 1H),
3.73(s, 3H)

Al 8
Tk S3A6

(B)-3-{2-[3-(4-] 2 9-2-1-3 ) -$- 2 = ]-9d )-o} 2 @] A= w]&o] 2B ((E)-3-(2-[3-(4-Pyridin-2-yI-
phenyl)-ureido]-phenyl }-acrylic acid methyl ester)9] &4

4-Z2F o7 WxddAs il 4-39)d-2-g-x0] AA=(1.99g, 10mmole)S AH&3sle]l A7) ¢-#Hol F3HAL
o] Az (A 3)3 TLFE WSS o8] s17] 8] (B)-3-{2-[3-(4-¥ 2] d-2-L-3 ) -2 =] -7
di-otady A= MEoAHE F585

& 0.93g (25%), 1HNMR (200MHz, DMSO): 9.10(s, 1H), 8.75(s, 1H), 8.36(s,1H), 8.30-6.83(m, 13H),
5.24(m, 1H), 3.78(s, 3H)

(s}
«(ﬁ < 0
= fs) o \N
L
H H

Ao 9
$-glo} FIHAT

(B)-3-{2-[3-(4-B2E-dFd)-sdx]-gd}-otads A= wEdxE  ((E)-3-{2-[3-(4-Bromo—pheny!)-
ureido]-phenyl }-acrylic acid methyl ester)®] &3

4B 2Rl ze] A= (1.99g, 10mmole)S AME3Fe] A7) $-go} F3kA|19] Az
S o] &35} &17] FEAle (B)-3-{2-[3-(4-BRE-Fd)-¢dgE]-Hd -0l

& 1.16g (31%), 1HNMR (200MHz, DMSO): 9.13(s,1H), 8.58(s, 1H), 7.88(d, 1H), 7.74(m, 2H), 7.42(m,
3H), 7.19(m, 3H), 6.57(d, 1H)

o
~o”
I
| = o ’[ﬁjrar
pS e
H H

AAld 10
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[0346]

[0347]

[0348]

[0349]
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[0351]
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2o} FHA

3

(B)-3-{2-[3-(4-EZH4-d-vd)-e=]-vd}-o}ade JdA= v xE ((E)-3-{2-[3-(4-Morpholin-4~
yvl-phenyl)-ureido]-phenyl }-acrylic acid methyl ester)2] &

Z2FQ =S = Al 4-EEA-4-G-wlz0] A =(2.07, 10mmole) S AHE-Ste] 7] $-lo} FitAI1e)

AzE (A 32 s Wres ol8sted syl el (E)-3-{2-[3-(4-EEH-4-d-ld)-5-2 =]

ol <

o T

& 3.09 g (81%), 1HINMR (200MHz, DMSO): 8.82(s, 1H), 8.41(s, 1H), 7.90(d, 1H), 7.75(m, 2H), 7.36(t,
1), 7.33(d, 2H), 7.31(t, 12H), 6.89(d, 2H), 6.58(d, 1H), 3.73(s, 3H), 3.39(m, 4H), 3.02(m, 4H)

Cu
AAld 11
Tk A9

(E)-3-{2-[3-(4-tho]mFo}n] =-s d) - = ]-v d }-o} 2L & A= | & ol 2~ ((B)-3-{2-[3-(4-
Dimethylamino—phenyl)-ureido]-phenyl}-acrylic acid methyl ester)¢] A

~EFe 2 MERIAAE dial 4-N N-tho|ddolr)mmlze] A= (1.61g, 10mmole) S AHE-3te] 7] f-dof &
HA1e] A=W H(AA G 3)T} T W3S o] &3slo] 317] 88kl e] (E)-3-{2-[3-(4-TholWEo}r| -5 d ) -§-
dz=]-vd}-olade A= HEd2EE 55,

& 1.05 g (31%), 1HNMR (200MHz, DMSO): 8.60(s, 1H), 8.25(s, 1H), 7.50-6.95(m, 9H), 6.58(d, 1H)
3.74(s, 3H), 2.93(s, 3H), 2.85(s, 3H)

o
”
I ° I
|\ D/@’N\
P NJLN
H H

A 12
$d o} F3HA10

(E)-3-[2-(3-n}oldd-4-L-S-e=)-Hd]-olads A= HEo|2E ((E)-3-[2-(3-Biphenyl-4-yl-ureido)-
phenyl]l-acrylic acid methyl ester)¥] ??”é

SEROR WIS AL vholsd-4-7h= B2 A E(1.98, 1omole) S AHESe] 7] Sdlot F7AL
o AZPHAEA )3 FAR WSS olg3te] 7] shsrae] (B)-3-[2-(3-ntols P-4-A-- %)-5 ] -o}
299 A= P 2EE S5

T 2.94 g (79%), IHNMR (200MHz, DMSO): 9.11(s,1H), 8.58(s,1H), 7.91(d,1H), 7.82-7.25(m, 12H),
7.25(t,1H), 6.61(d, 1H). 3.75(s, 3H)

AN 13
$-Fo} F7HAI11

(E)-3-{2-[3-(4-9 &) d-1-d-Fd)-Fd =]-dd}-olada A= wdo = ((E)-3-{2-[3-(4-Pyrrolidin-
1-y1l-phenyl)-ureido]-phenyl }-acrylic acid methyl ester)2] &4

2

4-EFo 2 WlzfdA = Al 4-v]Eed-1-d-wlxe] AA=(1.91g, 10mmole)& AHE-3te] 7]
o] A=A 33 FL7E weE olEsto] &) shekA e (B)-3-{2-[3-(4-¥ = d-1-

S#o} F3kx
g-3d)-

o}
Hd

=

[e]
-
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[0357]
[0358]

[0359]

[0360]

[0361]

[0362]

[0363]
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[0367]

[0368]
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E]-9)-olage A= el 28 E S5

& 1.93 g (53%), 1HNMR (200MHz, DMSO): 8.60(s, 1H), 8.40(s, 1H), 8.0-7.70(m, 2H), 7.40-7.10(m, 4H),
3.74(s, 2H), 3.5-3.0(br, 4H), 2.52.30(br, 4H)

O
fow
‘ N o O,N\.
A s
H H

A 14

S-dlof F2HA12

(B)-3-{2-[3-(5,6,7,8-H Egtelo| =2z e&ddll-2-d)-FH L]-dd}-otade] IAN= HEdgx2y ((E)-3-{2-
[3-(5,6,7,8-Tetrahydro-naphthalen-2-yl)-ureido]-phenyl }-acrylic acid methyl ester) o] &4

4-ZF 0 2 HxoMAE il 5,6,7,8-HEZslo|t2-2-1}ZEQ] A= (1,76g, 10mmole)S AM&3lo] A7 -
do} FA 19 ﬂZ:‘ﬂc}‘?é(%‘_’\M] T TYg FFE o] &3lo] d17] sshle] (E)-3-{2-[3-(5,6,7,8-H Eg}3}o]
2y gd-2-d)-9-dE]-dd-olad e A= wdo AEE F53 .

& 2.4 g (69%), 1HNMR (200MHz, DMSO): 8.80(s, 1H), 8.47(s, 1H), 7.86(d, 1H), 7.76(d, 1H), 7.39(t,
M), 7.18(t, 1H), 7.14(s, 1M), 7.12(m, 2H), 6.97(d, 1H), 6.57(d, 1H), 3.74(s, 3H), 2.66(br, 4H),
1.71(br, 4H)

(o]
))LO,
|
Cre o0
P
H H

A4 15

tloloju| = FZHAIL

(B)-3-[2-(4-EF=2-ddoln| v doln| - )-Fd |-ol 788 A= wdo|xEH  ((E)-3-[2-(4-Fluoro-
phenyliminomethyleneamino)-phenyl]-acrylic acid methyl ester)?] A

(B)-3-{2-[3-(4-ZF o 2-HI)-Sd = ]-Fd}-o}32e A= wWEo] A (1.48g, Smmole) 9F Eg]o]eo}wl
(1.26g, 12.5mmole)E ©]F3}etA(2omL)o] 713k EFEo] tlolH2REZHI-EAHA(2.3g, 5.5mole)= 0T
o o]

oA A8 H7hegn. 7] WSR-S 0CoA 127 ot wnk 3 3 oldstutag 33 FEEa Rolxl f
7SS B FAUEFOR AR ¥ AY wEST. v5E 248 ZdAaRvEadg] (S4h A dopA
Hlo|E= 20: )2 AAlste] 2N AAel 517] et o FAH= (B)-3-[2-(4-FF L2-sdo]v] = E o}
wm)-dld]-oba e A= ddo 2HE S5

T8 1.19 g (80 %), IHNMR(200MHz, CDC13) 8.60(d, 1H), 8.10(m, 1H), 7.67(m, 7H), 6.76(d, 1H), 3.75(s,
3H)

o]
-

|
(GEFIN
v L
g

Al 16
thololm| = F3HA|2

(B)-3-[2-(4'-FF2-npoldd-4-do|u =& o} )~ d |-o} A€ JdA= vEo 2y ((E)-3-[2-(4'-
Fluoro-biphenyl-4-yliminomethyleneamino)-phenyl]-acrylic amd methyl ester)?] A

(B)-3-{2-[3-(4—EF o 2-vd)--d=]-gd}-oladed A= o=y il (E)-3-{2-[3-(4'-EF 2 2-1}
ol d-4-d)-Fdx]-dd}-otaH2] MA= v ~E(1.85g, Smmole)S ARE3te] 7] thololw|= F7HA1
o AzxwE (AN G 15)3 5U3 Wh-g-S o] g3dle] A AA9] 3] Fetaor FAEE (FE)-3-[2-(4'-ZF2
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[0374]

[0375]
[0376]
[0377]

[0378]

[0379]

[0380]

[0381]
[0382]
[0383]

[0384]

[0385]

[0386]

[0387]
[0388]
[0389]

[0390]

[0391]
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Z-vol s d-4-¢o] v e G lobr )- d]-o} ALY AN =BG 28 E FEFA
& 1.58 g (85 %), I1HNMR(200MHz, CDC13) 8.00-7.20(m, 13H), 6.75(d, 1H), 3.75(s, 3H)

a
e

i
‘/ f/’N
N
[ L
“E

AAo 17

toleln = F7HA3

(B)-3-[2-(FE=d-6-Lolr=r & doln| )-dd |-o} T L & AA= HEo 2H ((E)-3-[2-(Quinolin-6-
yliminomethyleneamino)-phenyl]-acrylic acid methyl ester)9 ¥4

(B)-3-{2-[3-(4-ZF 2 =2-vd)-Fu=]-vd}-otadg A= ddo|2E Al (E)-3-[2-(3-FA=H-6-I-F
)-mHid]-olady A= wWEo| 2 (1.74g, Smmole)S ARE3le] A7) thololm= F7hA19] Al FZH(AA
4 15)1 TYe WS ol&ste A HAA ly] st oR gAEHE (B)-3-[2-(FAEd-6-doln=H e do}
vl)-dd -0tz H e A= HEo~EE F53.

8 1.37 g (83 %), 1HNMR(200MHz, CDCl3) 8.90(m, 1H), 8.76(m, 1H), 8.21(m, 2H), 7.99-7.45(m, 7H),
6.65(d, 1H), 3.76(s, 3H)

(o]
~
|
[ N
5
prs =
Save
N

A 18

tloloju| = FIHA4

(B)-3-[2-(6-EF=2-vxda-2-doln|=d e ol - )-dd -0l 388 A= Do~ ((E)-3-[2-(6-
Fluoro—naphthalen-2-yliminomethyleneamino)-phenyl]-acrylic acid methyl ester)?] A
(B)-3-{2-[3-(4-FF o 2-vd)-Sdx]-vd}-otadg A= v xE gl (E)-3-{2-[3-(6-FF 2=
gal-2-d) - =]-dd}-olady A= wEo|~H (1.82g, Smmole)S AME3slo] 47| theloln|= F71A19]
AZYHAA A 15)3 FLs S-S o] &3le] A AA 7] ooz A= (B)-3-[2-(6-FF 22~
v gdl-2-dojr g dlotn| i) -Fld -0t d g A= WP AHE F53FUT.

& 1.54 g (89 %), 1HNMR(200MHz, CDC13) 7.90-7.10(m, 12H), 6.69(d, 1H), 3.73(s, 3H)

A 19

tlololu| = FZHAIS

(B)-3-[2-(Gz&a-2-dojr =g dlotn| )-Fld [-otm3de A= wEo2E  ((E)-3-[2-(Naphthalen-2-
yliminomethyleneamino)-phenyl]-acrylic acid methyl ester)2] &3
(B)-3-{2-[3-(4-FF o 2-vd)-Sdx]-vd}-otadg A= v xE g4l (E)-3-[2-(3-yZgd-2-U-%
de)-did]-olady A= dEo| 2y (1.73g, dmmole)S ARESFe] 7] thololn|= F7hA119] Az (A
Aol 15)3 FYS 93-S o] gste] A AA9 317 g o R AEE (B)-3-[2-(zgddl-2-Yolm =HE
Aol )-Fd ]-ol2dy A= WEdAHE 5313,
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[0397]
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[0399]
[0400]
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[0402]

[0403]

[0404]
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[0406]
[0407]

[0408]
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[0410]
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& 1.23 g (75 %), 1HNMR(200MHz, CDC13) 8.0-7.1(m, 12H), 6.74(d, 1H), 3.73(s, 3H)

AA e 20
tholoju| = F7kA6
(B)-3-[2-(4-F g d-2-d-gdolu] =g Aot ) - d ]-o}a P IA= wEo2~E ((E)-3-[2-(4-Pyridin-

2-yl-phenyl iminomethyleneamino)-phenyl ]-acrylic 301d methyl ester)?] A

(B)-3-{2-[3-(4-FF 2 2-3d)-Fele]-slld }-opade x= wdo 2y il (E)-3-{2-[3-(4-7] 2 d-2-<U-
Ad)-g-elle]-dd)-otad e QA= mEolAE (1.87g, Smole)& AREst] 7] tololn|= F3A19] A%
W (AA A 15)3 FLdg WS o] gsto] A A sy sty or fAEE (B)-3-[2-(4-v] g d-2-L-7
dojnerddlotn| m)-sd]-ola 8y A= e iHE F583H.

& 1.07 g (60 %), 1HNMR(200MHz, CDC13) 8.75(s, 1H), 8.30-6.83(m, 13H), 5.24(m, 1H), 3.75(s, 3H)

o
o~
|
"/N/// l\

AAld 21

tololn = F7HA7

(B)-3-[2-(4-B 2 - do|n rddolr])-sd]-o}mde  AA=  weoxe  ((E)-3-[2-(4-Bromo-
phenyliminomethyleneamino)-phenyl]-acrylic 301d methyl ester) 2] A

(E)-3-{2-[3-(4-ZF 2 2-Hd)-e=]-dd }-oad g A= wdo|2E il (B)-3-{2-[3-(4-B2R-7d)-
S E]-dd)-otade A= wEo]A~E (1.88g, Smmole)S AME3Ete] A}7] tholelml= FzkA|Le] Al
(AAld 15)7 Y W3-8 o] g3te] AN AAY 7] oz gAHE (E)-3-[2-(4-BEE-Fdo|ux
o w)-Ad]-olad A= w2 E F535IT).

I8 1.55 g (87 %), 1HNMR(200MHz, CDC13) 8.60(d, 1H), 8.10(m, 1H), 7.67(m, 7H), 6.80(d, 1H), 3.75(s,
31

Al 22
tolojm| = F3HA8

(B)-3-[2-(4-EE&H-4-d-wdo|u = d Roju| )-Hd |-o}a2H g A= v g o] 2~ F ((E)-3-[2-(4-
Morpholin—-4-yl-phenyliminomethyleneamino)-phenyl]- acryllc acid methyl ester)®] 34

(B)-3-{2-[3-(4-ZF o 2-vd)-s-d=]-vd}-otmdd dA= wEoxE thal (B)-3-{2-[3-(4-ZEH-4-YU-
Hd) - =]-gd)-olade IdA= wEod2~E (1.97g, bmmole) S AHE3te] A7) thelolm = FhA|19] A=
W (A el 15) 3 5Ue whs-S o] &35t A AH9 37| ISt o FAE= (E)-3-[2-(4-EEH-4-U-H

ol mmg ot i)-sd ]-olad g A= wEd 2y & F538H50H.

& 1.64 g (90 %), 1HNMR(200MHz, CDC13) 8.04(d, 1H), 7.87(d, 1), 7.60(m, 2H), 7.45(m, 1H), 7.37(d,
1), 7.25(t, 1H), 7.15(d, 1H), 6.96(d, 1H), 6.69(d, 1H), 3.74(s, 3H), 3.36(m, 4H), 3.10(m, 4H)
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o]

l.)l\o’
!
s

A A4 23

tholojm| = FIHA9

(E)-3-[2-(4-wd ot re-g d o] v .| D o] ) -5 d | -0} T H 2] A = | & of] 2~ E ((B)-3-[2-(4-
Methylamino—phenyliminomethyleneamino)-phenyl ]- acryllc acid methyl ester)?] A
(B)-3-{2-[3-(4-ZEF 2 2-vd)-sd x]-dd}-otmd2] A= vdo2~E 2l (E)-3-{2-[3-(4-t}o] [ o}ur]
E-dd)-$ElE]-ddi-oladd AA= uEo]~E (1.70g, Smmole)S ARE3le] A7) tholoju|= F7hA|1<]
AZPH(EA G 15)7 FAF We ol gste] F4 ARl Y] SN o FAHE (B)-3-[2-(4-tho] W Ho}
o] - o] v | & o) 1) W ok e SN = Lo 26 S S5

T8 0.89 g (58 %), I1HNMR(200MHz, CDC13) 7.50-6.95(m, 9H), 6.58(d, 1H) 3.73(s, 3H), 2.89(s, 3H),
2.80(s, 3H),

Ao 24

tholoju| = FZHA10

(E)-3-[2-(n}oldld-4-Lojm =D dlolu] )-H d |-o}laHE AA=  wEo| 2~  ((E)-3-[2-(Biphenyl-4
yliminomethyleneamino)-phenyl]-acrylic acid methyl ester)?| A

(B)-3-(2-[3-(4-FF 2o )~ A 2] - -0l a8 Y A= wdol g vlal (B)-3-[2-(3-vo] s d-4-2-5-
dE)-sd]-ol gy A= Wl sE (1,87, Smole)S AL&alo] 4] thololnE F7bA1e] AlZ (A
Aol 15)1 AW WS olg3tel AN AR ] HoE FAHE (E)-3-[2-(vholsl d-4-Lo] v v Y
okl )= ]-ot a8 A= vde] 28 E S5 AT

& 1.68 g (95 %), 1HNMR(200MHz, CDC13) 8.05(d, 1H), 8.00-7.30(m, 13H), 6.75(d, 1H), 3.75(s, 3H)

Ao 25

tlolojul = FZHA1L

(B)-3-[2-(4-F) Egd-1-d-vd o] = A ojn| ) -v| d | -0} 2 L &) A= dEo ((E)-3-[2-(4-
Pyrrolidin-1-yl-phenyliminomethyleneamino)-phenyl]-acrylic acid methyl ester)?] A
(B)-3-{2-[3-(4-FF o 2-vd)-sdx]-vd}-otade A= w2 gl (E)-3-{2-[3-(4-T| Egd-1-¢
-Ad)-SHE]-Tdi-olady A= Uﬂ‘aoﬂ’\ﬂ (1.83g, Smmole)S AHg3ste] 7] thololn|= F1hA|1] A
(A 15)37 TUg 93-S o]&ste] A AA9 Fr] FEgHor FAHE (B)-3-[2-(4-FEFd-
1-d-Fdoln =g dlopr] )-Hd ]-o}2d8 A= WEdAEHE 5313,

& 1.44 g (86 %), IHNMR(200MHz, CDC13) 8.0-7.70(m, 3H), 7.40-7.10(m, 3H), 6.6(d, 2H), 3.76(s, 3H),
3.37(br, 4H), 2.53(br, 4H)
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[0431]

[0432]
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[0435]
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[0440]

[0441]
[0442]
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B
|
=N
S
e
N

L

Al 26
tololm = T34 12

(B)-3-[2-(5,6,7,8-H Eg}slo| =21} T etall-2-d o] m] i-m & Aolm] 1o ) -3l d [-o} 7 - 8] A= weo| 28 ((E)-
3—[2—(5,6,7,8—Tetrahydro—naphthalen—Z—yl1m1nomethyleneamlno)—phenyl]—acryl1c acid methyl ester)?] A

(E)-3-{2-[3-(4-ZF e =-dd)-ed=]-dd}-otade A= w2y il (E)-3-{2-[3-(5,6,7,8-E| E2}
stol =2 grdll-2-d)-g-el]-sd}-olady A= wde]~F (1.75g, Smmole)S ARE3I 47| tholo]
n = FHALe] AZYH(AA G 15)7 Fdd vHeS o] gste] A AA o] §r] g oR qAEE (E)-3-
[2-(5,6,7,8-H Ed}slo| =22 etdl-2-dolu] e e dlolu] o )-Fd -0l 7H g A= HEdAHE F5319
=

& 1.45 g (87 %), 1HNMR(200MHz, CDC13) 8.04(d, 1H), 7.55-7.00(m, 7H), 3.73(s, 3H), 2.70(m, 4H),
1.71(m, 4H)

AA o 27
|28 F7HA1

[3-(4-ZF 2 =2-7d)-2-(4-T gD -4-L4-F) H| 2} 31 -1-Y)-3,4-T} o slo]| E2-FAUYEZH-4-L |-o N E QA = HEo]
2~¥] ([3-(4-Fluoro—phenyl)-2-(4-pyridin-4-yl-piperazin-1-y1)-3,4-dihydro-quinazolin-4-yl]-acetic acid
methyl ester)?] ¥4

(E)-3-[2-(4-EF2-ddoln e doln| ) -Fd ]-o}aEg A= dde~E (509mg, 1.72mmole)S &
A(17mL)ol] 71k godo 1-3g]d-4-<-3] 92} (457mg, 3.36mmole)S H7}slar, 2A17F B<F wWksiar
(40mL)& A7V, 715 oldserAhR 33 FE3ha, Hokd fUFE 5 A EFoR Axst
2E}o] ]ﬁﬂﬂﬂi F5IGIT. Agtel Wehg: olgdsteA(5:95 FuH]) AQAor AHamnETHIE
gato] A AAQl }r] gt oR gAY E [3-(4-EF L 2-Td)-2-(4-T g d-4-L-T A g2 -1-¢)-3,4-TF
olgtol ER2-FpEd-4-d]-otA g A = P ~EE F53U .

§ i o

& 0.631 g (80 %), 1HNMR(200MHz, CDC13) 8.28(d, 2H), 7.25-6.94(m,8H), 6.62(d, 2H), 5.02(m, 1H),
3.75(s, 3H), 3.56(br, 4H), 3.21(br, 4H), 2.80(m, 1H), 2.54(m, 1H)

o
A

o

\, \C]
A A4 28
A28 FHA2

-[4-(2-tfolv Holu] - &) - A &} 1 -1-L |-3-(4' -EF L Z-vlo]H d-4-Y)-3  4-T}o| o] =2~ Y& -
4-]-olAEl A= HEoA~E ([2-[4-(2-Dimethylamino-ethyl)-piperazin-1-y1]-3-(4'-fluoro—biphenyl-4-
y1)-3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)®] %A
(B)-3-[2-(4-EF 22~ dolv| =vdAo}r|)-Fd ]-o}adg A= wdo~y 9 1-3gd-4-d-T |23
ﬂ%l(D%{%M‘EEQEHH]hi4“ﬂﬂ+ﬂ%@ﬂﬂ+)ﬂé]ﬂl%a A= wEol|~E  (505mg,
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[0446]

[0447]
[0448]
[0449]

[0450]

[0451]

[0452]

[0453]

[0454]
[0455]

[0456]

[0457]

[0458]

[0459]
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opr] 1) o & ]9 3| 2% (421mg, 2.68mmole) S ARESFo] 7] ol 2B FIHAL AW
& olgste] s7] steAom FAEE [2-[4-(2-vrolHE o] kol © ) -] # 2 X1 -
4-)=3, 4-tolsto| ER-FUE R -4-A |-oA B A = ol ~E &

1.36mmole) 2} 1-[2-(t}o]w]
WA 27) 7 FLF wE
1-d]-3-(4'-ZF L =-n}o] 3
TESHA.

& 0.590 g (82 %), I1HNMR(400MHz, CDC13) 7.45(m, 5H), 7.15(m, 5H), 6.95(m, 2H), 5.12(m, 1H), 3.76(s,
3H), 3.50(br, 4H), 2.85(m, 1H), 2.52(m, 1H), 2.40(m, 8H), 2.21(s, 6H)

o} e ‘ 3
[ [ X -
I\ﬂ NAN/\I
l\/N\/\T/

Ao 29

Elo
=

o
<)
Ad

ol =¢ FIHAI3

-[4-(3-tfolvdoln] - Z 2 ) -3 H g} 7 -1-Y |-3-(4' -ZF Q. Z-nlo]H| d-4-U )-3,4-T}o] s}o| = 2-F L} Z -
4-AJ-otN el = wdo| ~E ([2-[4-(3-Dimethylamino-propyl)-piperazin-1-yl]-3-(4'-fluoro-biphenyl-4-
y1)-3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)®] A4
(B)-3-[2-(4—FF o2~ do|n=dddoln)-Fd -0l A= Uﬂ%“ﬂ*ﬂ 9 1-F g d-4-Yg-3] 9|2kl
ﬂ%l(D%{%M‘§33E3W1h44“ﬂﬂ+ﬂ%@4ﬂ+)ﬂ J-ozdd A= wEox~E  (500mg,
1.34mmole) ¢} 1-[2-(tholw| & o}m ) Z = 7 |5 5| 2} (459mg, 2.68mmol e) /\]-“‘10}04 A7) Cdlxg S 84
R (A G 27) T TS 9hgE o] 83t 317 e R RAHE [2-[4-(3-tholH ol -2 2 ) -3 o] 2}
F-1-Y-3-(4'-EF o Z-vlo|#| d-4-Y)-3,4-t}olslo| ER2-FAUZAU-4-H |-l E AN = WH~EE F53}
o
I 0.590 g (81 %), 1HNMR(400MHz, CDC13) 7.70-7.30(m, 4H), 7.25-7.10(m, 6H), 6.95(m, 2H), 5.15(m,
1H), 3.73(s, 3H), 3.50(br, 4H), 2.85(m, 1H), 2.52(m, 1H), 2.40(m, 8H), 2.21(s, 6H), 1.80(m, 2H)

\Jk

@ﬂ

N\/\/N

A 30

o 2¥ F3HA4

[3-(4'-EF2-vlo]Hd-4-Y)-2-(4-F) g d-4-L-F F| 2} 31 -1-Y ) -3, 4-T} o] sho| =2 -F| ZH-4-L | -0} g
A= | e o] 2~ F ([3-(4'-Fluoro-biphenyl-4-y1)-2-(4-pyridin-4-yl-piperazin-1-y1)-3,4-dihydro-
quinazolin—4-yl]-acetic acid methyl ester)2] &4

(B)-3-[2-(4-FF o 2-vdo|n=dddoln )-dld]-ota3dE] A= wdogxry 2 -3 d-4-L-T 72
g2l (B)-3-[2-(4'-EF e 2-vfolgd-4-Lo|n e dotn| )-dld [-ot3d8] A= Hedo|2~E  (503mg,
1.35mmole) ¢} 1-YHH-4-A-=2}d  (437mg, 2.68mmole)S AF&3lo] Aby] o~ F7HAI1 SHAHFE (A A
20 FLT QS o] 83t 7] I oE FAHE [3-(4'-EF o 2-vlolHd-4-Y)-2-(4-F g -4-d-H]
HAp-1-¢)-3,4-tJolfo| E2-FAYEAA4-L |-l E AN = wHo| AEHE F53}3 ).

5 0.549 g (76 %), 1HNMR(400MHz, CDC13) 7.47(m, 7H), 7.30-6.95(m, 9H), 5.16(m, 1H), 3.78(s, 3H),
3.65-3.20(m, 8H), 2.70(m, 1H), 2.56(m, 1H)

0

“a
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[0464]

[0465]
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[0467]

[0468]

[0469]
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[0471]
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AAd 31
A 2E FZHA5

{2-[4-(3-tolvdoln| - 2 3) -3 | &} 7 -1-Y |-3-F HEH-6-U-3,4-T o] 5} o| = 2-F| L}ZF U -4-A }-o} A g <l A]
= WEgo2H ({2-[4-(3-Dimethylamino-propyl)-piperazin-1-yl]-3-quinolin-6-y1-3,4-dihydro-quinazolin-
4-y|}-acetic acid methyl ester)?] A

(E)-3-[2-(4-ZF o 2-Hdo|n=HEdlopn-)-Hd ]-o} T dA= Hdo|2g 2L 1-¥gd-4-Ld-3H A
Al (B)-3-[2-(FAEd-6-doln|mmedotr]x)-dd|-o}7H= A= weo]~F (506mg, 1.54mmole)$} 1-
[2-(tlo]w e ol i) ol & | H 2} (521mg, 3.04mmol e)% AREBEe] A7) dlaE SAI1 S (DA A 27) 37
5943 kg ol gdte] dly] Aoz FAEE {2-[4-(3-toldolr - 2 - H A -1-9]-3-F = -
6-U-3,4-tho|slo| E2-FUE U -4-U oA AA = v ~EE 53519t

& 0.546 g (71 %), 1HNMR(200MHz, CDC13) 8.79(m, 1H), 8.33(m, 1H), 8.00(m, 2H), 8.00-7.80(m, 2H),
7.60-7.10(m, 3H), 6.90(m, 1H), 5.35(m, 1H), 3.75(s, 3H), 3.45-3.20(m, 8H), 2.95-2.65(m, 4H), 2. 48(s,
6H)

\/lL

Crs

AA o 32
ol 2€ F7HA6

-[4-(3-tfolvEoln| - 2 2)-F H &} 1 -1-Y |-3-(6-ZF L2~ 2 & dl-2-¢)-3,4-t}o] g}o| =2 -F| L}E U~
4-d]-olA g AN = HEo| ~F ([2-[4-(3-Dimethylamino—propyl)-piperazin-1-yl]-3-(6-fluoro-naphthalen-2-
y1)-3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)2] &3

(B)-3-[2-(4-EF2-ddolm g llotn] i)-dd ]-o}add A= wdef~E 2 -7 d-4-d-9 7 23
Al ((B)-3-[2-(6-FF 2y ed-2-do|n =mddon| )~ d]-o13 e A= weo|~E  (509mg,
1.46mmole) ¢} 1-[2-(Trolmd ot ) ol & 19 Hl 2k (454mg, 2.88mmole) S AFR3lo] A7) o 28 F7hA|1 AW
HAEAA A 27) 3 ELe 95 o] &3te] 317] shehros HAE= [2-[4-(3-tholwdotm] - 22 3 ) -3 #| 2} 3]
-1-9]-3-(6-FF L E-vxeal-2-9)-3,4-T}olslo| ER2-FUEH-4-D [-o g AN = mEo|~E & F53%
=

& 0.625 g (85 %), IHNMR(400MHz, CDC13) 7.84(m, 2H), 7.43-7.20(m, 4H), 7.13(m 2H), 6.98(m, 2H),
5.15(m, 1H), 3.76(s, 3H), 3.50(br, 4H), 2.85(m, 1H), 2.56(m, 1H), 2.44(m, 8H), 2.25(s, 6H)

s
3z

\,N\/\N
|

A A4 33

=g FIHAT

[3-(6-FF 22 eddl-2-4)-2-(4-F 2 d-4-d-F A &7 -1-Y ) -3, 4-t}o] slo] =2 -F| Y Z - -4-L | -o}A g ]
A= | g of] ~F ([3-(6-Fluoro—naphthalen—2-yl)-2-(4-pyridin-4-yl-piperazin-1-yl)-3,4-dihydro-
quinazolin-4-yl]-acetic acid methyl ester)® A

(B)-3-[2-(4—FF o z2-vdo|n=dedoln)-dd ]-ol3He A= o2y 2 1-3gt-4-Ud-T 3
2l ((E)-3-[2-(6-ZF ii—uri%lﬂi]—Z—%lo]U]*ﬂ]%ﬂ]o}uld—)—iﬂé]—o}ﬂ%%‘ A= wFo|2~E  (498mg,
1.43mmole) ¢} 1-9]Wl-4-A-3]H 22 (470mg, 2.88mmole)S AHEste]l A7) ol2=H F7A11 (A4
27)7 FU wgS o] g3t slr] g eR RAHE [3-(6-EF 2 Ed-2-9)-2-(4-9 2 d-4-Y -]
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[0476]

[0477]
[0478]
[0479]

[0480]

[0481]

[0482]

[0483]

[0484]
[0485]

[0486]

[0487]

[0488]

[0489]
[0490]
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S 21-1-91)-3, 4-Thol ko] E -7} ER-4-2A]-opA B AN = vele] 26 B FEaeT).

& 0.586 g (80 %), 1HNMR(400MHz, CDC13) 8.23(d, 2H), 7.50-6.90(m, 10H), 6.58(d, 2H), 5.16(m, 1H),
3.78(s, 3H), 3.55(br, 4H), 3.25(br, 4H), 2.81(m, 1H), 2.58(m, 1H)

(]
N”LN"\

K,Nl

T,
=N

AAd] 34
d2E FZHA8

{2-[4-(2-vpol v obv] ie—of &) -3 | 2} 31 - 1- L | -3~ 2 &7l -2- -3, 4-tho] o] ER-F|1pE& 7l -4- U J-op A E] o A]
= wEo] 28 ({2-[4-(2-Dimethylamino—ethyl)-piperazin-1-yl]-3-naphthalen-2-y1-3,4-dihydro-quinazolin-
4-y|}-acetic acid methyl ester)?] A

(B)-3-[2-(4-ZF o 2-ddonmdAoln| )-dd -0} TH Y A= wWdexy 9 1-7gd-4-d-F 723
Al (B)-3-[2-(=zeg-2-doju v dRloju| )-Hd |-otad8 A= wd2~F (502mg, 1.53mmole)<} 1-
[2-(tFolmEolu] ) ol ] H2hd (479mg, 3.04mmole) S AFE3Fe] 7] ol2=¥ FHA1 AW H(AA A 27)3
U3 9SS ol g35te] FV] Fshalo g FAIEE {2-[4-(2-TholHEotn] - e )-T] H g7 -1-d | -3~ = e wll-
2-4-3,4-tfo| o] ER-F UYL dA-4-d }-ol g AA = HE o 2~EE F533T.

& 0.557 g (75 %), 1HNMR(200MHz, CDC13) .78-6.90 (m, 11H, aromatic), 6.45 (t, 1H), 5.34 (dd, J =
5.6 and 9.6 Hz, 1H, -CH2-CH-N-), 4.51-4.37 (m, 2H, PhCH2-NH-), 3.74(s, 3H), 3.69 (br, 4H), 2.63-2.57,
2.46-2.42 (m, 2H, -CO0-CH2-), 2.30 (br, 4H), 2.18 (s, 6H, -N-(CH3)2), 2.10 (br, 4H)

2 A 35
o ~¢ FIHA9

[2-[4-(2-tolHEolr] - &) -] | 2} 71 -1- Y | -3-(4-F] g D -2-L -7 d ) -3, 4-t}o] g}o| = 2 -F }F A -4-L |-o}
A dr = HElo|~H  ([2-[4-(2-Dimethylamino—ethyl)-piperazin-1-y1]-3-(4-pyridin-2-yl-phenyl)-3,4-
dihydro-quinazolin-4-yl]-acetic acid methyl ester) ¢ A

(E)-3-[2-(4-FF-0 Z-s d o] v] ol Fllobv] ;)= -0} =B A= o] 2E % 1-3]2] H-4-2-5] S )
A (B)-3-[2-(4-3) 2 W-g--s o] v vl F dlobol ) -5 d |-k e A= vl 2] (497mg, 1.40mmol
e)9t 1-[2-(tholmelobnl )| &) T s12h4] (443ng, 2.82mole)S A&l A7) ol 28] FhAl T (A
o 213 FUF WL ol 8ol /] BN OR BAHE [2-[4-(2-thol v Bob] o] §)-v] | ehl-1-2 13-
(4-312] 9-2-91-51 )3, 4-Tho] ho] = -7l L} el -4- oL A A = e o] 2H & 5T

T8 0.344 g (48 %), 1HNMR(200MHz, CDC13) 8.59-6.84 (m, 12H, aromatic), 5.22 (dd, J = 5.6 and 10.0
Hz, 1H, -CH2-CH-N-), 4.44-4.30 (m, 2H, PhCH2-NH-), 3.74(s, 3H), 3.27 (br, 4H), 2.58-2.52, 2.40-2.35
(m, 2H, -CO-CH2-), 2.29 (br, 4H), 2.16 (s, 6H, -N-(CH3)2), 2.11 (br, 4H)

0 e
\DJK /@);N/
CO

Al

Al 36
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g8 FIHA10

-[(5-tholv g olr] -3 Y ) - d -0} 1= | -3-(4-T] | H-2-Y -5 d )-3,4-T}0] gfo] E2-F| L} Z -4~ |-o} A 8
AA= wEo 28  ([2-[(5-Dimethylamino—pentyl)-methyl-amino]-3-(4-pyridin-2-yl-phenyl)-3,4-dihydro-
quinazolin-4-yl]-acetic acid methyl ester)? A

(B)-3-[2-(4-EF22-vdolv| =vdAojn|)-Fd ]-o}adg A= Wdo~ 9 1-3 g d-4-d-T 23
Al (E)-3-[2-(4-9] g d-2-Y-5d o] mﬂwo}nu) Ad]-otady JdA= w2~ (50Img, 1.41mmol
e)¢ NN N'-Eg|ve-se-1,5-t}o]o} 71 (406mg, 2.82mmol e)° ARgsEe] A7) dlAE FHAI1 AU (A A Y
27)7 FYg hgS ol 8ste &r] et om gAEE [2-[(5-tho]wHoln] - E ) - E-o}r] = |-3-(4-7] Z]
d-2-4-9d)-3,4-tho|slo| ER-FEH-4-U |-} A E %‘“\15 e ~EE 5535,

48 0.521 g (74 %), 1HNMR(200MHz, CDC13) 8.67-6.89 (m, 12H, aromatic), 5.35 (dd, J = 5.6 and 9.6 Hz,
1H, -CH2-CH-N-) 3.73(s, 3H), 2.74 (br, 3H, -NCH3), 2.70-2.64 (dd, 1H, J= 10.0 and 14.8, —-CO-CH2-),

2.50-2.45 (dd, 1H, J= 5.2 and 14.4, -CO-CH2-), 2.17 (s, 6H, -N-(CH3)2), 1.8 (br, 4H) 1.57-1.27 (m, 6H,
-CH2-CH2-CH2-CH2-N-(CH3)2)

T
e "
\_
P

/\/\‘/\N

A e 37
d2¥ FA11

{3-(4-BER-Hd)-2-[4-(2-tfe| W olr]| =~o & ) -] | 2} 7 -1-Y | -3, 4-T} o] Slo] =2 -F & 7l -4-U }-olA g o
A= HwEg & H ({3-(4-Bromo—pheny1)-2-[4-(2-dimethylamino—ethyl)-piperazin-1-y1]-3,4-dihydro-
quinazolin-4-yl}-acetic acid methyl ester)2] A

(B)-3-[2-(4-EF 2~ dolv| =vdAoln|)-Fd ]-o}adg A= wdo~g 9 1-3gd-4-Y-T |23
th2l (B)-3-[2-(4-B 2 5 -7 d o] w] - & gl o}m] - ) - JH_] ofAH Y A= mgo|2~H (510mg, 1.36mmole)2t 1-
[2-(TFo]wEolm| ) o & ]9 o] 2} 2] (440mg, 2.80mmole)S ARE-3He] 7] ol 28 FHAIL T4 (A« 27)3}
A3 WSS o] g3le] 3] AR FAFEE {3-(4-BEE-¥HY)-2-[4-(2-t}o| & o} —of & ) -] | 2} X
-1-¢]-3,4-tpolslo| ER2-FAUZA-4-U oA E M= WE o ~HE FEIUT.

T8 0.185 g (25 %), 1HNMR(200MHz, CDC13) 7.32-6.85(m, 8H), 5.00(m, 1H), 3.71(s, 3H), 3.40(br, 4H),
2.75(m, 1H), 2.78(m, 1H), 2.40-2.24(m 8H), 2.19(s, 6H)

et

Al 38

—

d2¥ FIHA12

[3-(4-B2R-7d)-2-(4-T g d-4-4-F) H| 2}7-1-Y)-3, 4-T}o| sto| =2 -F|UGZE A -4-d |-o}HE A= wE o
2F  ([3-(4-Bromo-phenyl)-2-(4-pyridin-4-yl-piperazin-1-y1)-3,4-dihydro-quinazolin-4-yl]-acetic acid
methyl ester)®] ¥4

(B)-3-[2-(4-EF22-vdolv| =vdAor| )-Fd ]-o}adg A= wdo~g 9 1-3gd-4-d-T |23
thAl (E)-3-[2-(4-B 2 H-#Hdo]n] v g &llo}n| - )- JH] oz 8y dA= HEd~F (496mg, 1.39mmole)$} 1-
a2 d-4-d-9 23 (457mg, 2.80mmole)S AFE3I] A7) o 28 FIHAI1 H(AA G 27)F TS vkS
£ o] g3lo] 7] sl ow FAHE {3-(4-B2R-Hd)-2-[4-(2-tho| W o}lm] 1e-of| & ) -] | 2} W -1-L ] -3, 4~
tolto] = 2-FAUEA-4-U}-olA g A= WY A E F53IGIT.

_50_



[0506]

[0507]
[0508]
[0509]

[0510]

[0511]

[0512]

[0513]
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& 0.152 g (21 %), 1HNMR(200MHz, CDCI3) 8.30(d, 2H), 7.40-7.00(m, 8H), 6.62(d, 2H), 5.05(m, 1H),
3.79(s, 3H), 3.61(br, 4H), 3.25(br, 4H), 2.80(m, 1H), 2.55(m, 1H)

e
NN

kVNWi:E
AAl4 39

o 2¥ F7HA13

[2-[4-(2-To] & o}r] ~of &) -F] ] &} 7 - 1-Y | -3-(4-ZF 2L 2-7d )-3,4-t}o] gl o] E2-F| L}Z - -4-d | -o} A €]
AdA= HE o x¥  ([2-[4-(2-Dimethylamino-ethyl)-piperazin-1-yl]-3-(4-f luoro-phenyl)-3,4-dihydro-
quinazolin—4-yl]-acetic acid methyl ester)e] A
(B)-3-[2-(4-FF o 2-vdo|n=dddotn w)-dld]-otadE A= wdory 2 -3 d-4-L-7 =2
g2l (B)-3-[2-(4-EF2-ddo|n g doln)-Hd]-olFd8 A= wdo =¥ (495mg, 1.67mmole)<}
1-[2-(FolvEoln| =)o E [ #2171 (528mg, 3.36mmole)= AFE38le] 7] o=y FA1 Y HAEAAA 2
Y 43 vg& ol&ste 37| gshror A HE [2-[4-(2-tolHEoln] -of| & ) -1 H| 2} -1- Y ]-3-
(4-FFQ=2-9d)-3,4-t}o]sto| E2-FUEA-4-d]-olHE A= Hd A 2HE F533T.

5 0.182 g (24 %), 1HNMR(200MHz, CDC13) 7.26-6.85(m, 8H), 4.95(m 1H), 3.72(s, 3H), 3.43(br, 4i),
2.77(m, 1H), 2.49(m, 1H), 2.41-2.15(m, 12H)

S
N N/ﬁ
Ln
‘ L. -~

1)
A Ao 40
g2 F7HA|14

[2-[4-(2-TolmEobm] te-of &) -] of| &} 11 -1-U | -3-(4- R E A -4-U -9 d) -3, 4-T} o] slo| = 2-F| }F-4-Y | -0}
Agda= dEo 2~ ([2-[4-(2-Dimethylamino-ethyl)-piperazin-1-y1]-3-(4-morpholin-4-yl-phenyl)-3,4-
dihydro-quinazolin-4-yl]-acetic acid methyl ester)?] %A
(B)-3-[2-(4-ZF e 2-ddommdAoln| = )-dd -0} THY A= wWdexy 2 1-7d-4-d-F 723
Al (B)-3-[2-(4-REA-4-d-dde|v] e /llotn| )-dd |-o}ad e A= wge|~F (505mg, 1.3%mmol
e)9t 1-[2-(Tolmdoeln| )& 3w 2bl (434mg, 2.76mmole) S AM&3te] A7) ol ~E F7HAIL AU (AA
of 27)3 T3 WhEE o]&ste] 7] FEAoR FAHE [2-[4-(2-tholWEolr] -ol g -3 # ep - 1- ] -3-
(4-EEHU-4-4-7d)-3,4-tpolslo| E2-FAUZAU-4-L |-l E A = wEo| ~E & 533},

& 0.651 g (90 %), 1HNMR(400MHz, CDC13) 7.18(m, 2H), 6.94(m, 4H), 6.77(d, 2H), 4.99(m, 1H), 3.86(m,
4H), 3.78(s, 3H), 3.46(br, 4H), 3.08(m, 4H), 2.79(m, 1H), 2.48(m, 1H), 2.41(m, 8H), 2.22(s, 6H)

0 o
\OJE /Eier\/J
N;tN/\

L

|
/N-\/\N/‘
I

Ao 41
g2 FIHA15
{3-(4-tpolm D o}r] e-w d ) -2-[ (4-Tho| v & 7pul A -3 e ) -w & —o} ] 1= ]-3 4-T}o] sfo| = 2-F L} E 2 -4- }-o}
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[0532]
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AE A= weo] A8 ({3-(4-Dimethylamino-phenyl)-2-[ (4-dimethylcarbamoyl-butyl)-methyl-amino]-3,4-

dihydro—quinazolin-4-yl}-acetic acid methyl ester)?] A

(B)-3-[2-(4-FF o 2-vdojn=dddotn w)-dld ]-ot3dE A= vy 2 -3 d-4-¢-T 2
g4l (B)-3-[2-(4-TholH ot ie-F o] n| e F dllofm| 1o)-FH d |-o}ka 88 A= HEo|~H  (503mg,
1.64mmole) &} S-Hgolr] =~ et-9] A= tho|wEolulo]= (515mg, 3.26mmole)S AME3le] 37] o2~ F
AL 3 (AA A 27)3 g 93-S o] &3te] 3l7] st o A E {3-(4-tholwE o] - d )-
2-[(4-thol g 7tut R Y- &) -r -0} 1= ]-3 4-T}o] gfo] E2-FEH-4-A }-olH AN E HEo| ~HE F5
33Tt

F&: 0.510 g (65 %), 1HNMR(200MHz, CDC13) 7.12(m, 2H), 6.85(m, 4H), 6.52(m, 2H), 4.85(m, 1H), 3.71(s,
3H), 3.10(m, 2H), 2.95(s, 3H), 2.89(s, 3H), 2.83(s, 6H), 2.78(s,3H), 2.50-2.20(m, 4H), 1.51(m, 4H)

oo

b

(o]
i OL
Rhtr-all

AN 42

=¥ FIHA|16

[2-[4-(2-Te] | o}m] =~of &) -] H &} ¥ -1- | -3-(4-T}o| & o} -5 d ) -3, 4-T} o] S}o| =2 -F| L EH A -4-U |-
olME A= HEo~E ([2-[4-(2-Dimethylamino—ethyl)-piperazin-1-yl]-3-(4-dimethylamino—-phenyl)-3,4-

dihydro—quinazolin-4-yl]-acetic acid methyl ester)?] A

(B)-3-[2-(4- B F 2.2~ do]v] e W flobr] o) d -0} E A= wo) 2 2 1-3)e H-4-Q-5] s e}
WA (B)-3-[2-(4-thol v Botu] s o]l v dlofrl o) - D] -op A e A= o) 2E]  (502ng,
1.63mole) st 1-[2-(chol v Eobv] i)l 2155212 (513ng, 3.26mmole) & ALgate] 7] ol =e] F7hAI1L G4
WA 203 FUL WSS olgel 3] RAHOoE BASE [2-[4-(2-Thol ] Hopr] -0 )] b1 -
1-91]-3- (4-rho] W R ohv] se-510)-3, d-thol Sho] = 2-F L} R -4-A ] -o b F A A = v Do) 2] 8 S5 ahsinh,

T8 0.421 g (54 %), I1HNMR(200MHz, CDC13) 7.20(m, 2H), 6.90(m, 4H), 6.55(d, 2H), 5.30(m, 1H), 3.70(s,
3H), 3.44(m 4H), 2.90(m, 10H), 2.75(m, 1H), 2.50(m, 1H), 2.40-2.20(m, 7H)

L\/N\/\.Nf
I

A A4 43
o| 2~¥] FIHA17

[2-(4-oFME -7 F g} -1-Y ) -3-vlo] H d-4-U-3,4-t}o] elo| E2-FU}E A -4-L |-l g IA = wEo2~F ([2-
(4-Acetyl-piperazin-1-yl)-3-biphenyl-4-y1-3,4-dihydro—quinazolin-4-yl]-acetic acid methyl ester)®] 3
%

Al (B)-3-[2-(vtel s d-4-d o] ] e qllopw] 1o )-sd -0} & A= wdo]2=E (507mg, 1.43mmole)®t 1-
obEdd]#|ekzl (361mg, 2.82mmole)S AHEate] 7] olz=E FAL FAAYH(EA G 27)F FLT WSS o]
&3te] s17] stk om FAIEE [2-(4-oAE-I H2kxl-1-2)-3-ulo] 3 d-4-¢1-3  4-t}o] Slo] = 2 -F L pE | -4
dl-opAg A = Pl 2B E F533 .

(B)-3-[2-(4-&F2-ddolv [ lotn| )-s d -0} g A= wdo 2y 3 1-9] 2 d-4-d-v] 7| x)
]_

2
2]
s

& 0.469 g (68 %), IHNMR(200MHz, CDC13) 7.55-6.90(m, 13H), 5.24(m,1H), 4.50-4.30(m, 2H), 3.75(s,
3H), 3.50-3.10(m, 5H), 2.6-2.4(m, 2H), 1.71(s, 3H)
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(ii
NN
I\/\f

Ao 44

=¥ FIHA|18

{8-vlolFd-4-d-2-[ (4-to| eIl B Ud-F & )-v & -o}r] - ]-3 4-T}o| 3lo] E2-F| YA -4-U }-ol A H A A| =

| e o] 2~ F ({3-Biphenyl-4-y1-2-[ (4-dimethylcarbamoyl-butyl)-methyl-amino]-3,4-dihydro—quinazol in-4-

yl}-acetic acid methyl ester)e] &4

(B)-3-[2-(4-FF2-ddoln| v doln| )~ d|-olFHE ANA= deoxy 2L -9 d-4-L-I 73]

A (B)-3-[2-(vleldl d-4-Lojn| | dlojr| )~ d |-o} a2 8 A= vEo~H (501mg, 1.41lmmole)$} 5-

Heloln] - k- 0] A= Clo|w|Elolmlo] = (446mg, 2.82mmole)S AFEEe] A7) o AE F7HA1 AW

(AAef 27) 3} FL3 T3S o] &3lo] 37| e o R FAE= {3-vlolHd-4-U-2-[(4-Tho| W e i R - F-
4-t}o]

]
®)-vg-obu] i=]-3,4-tho] o] = 2 L}E A4~ }-ob A AN = o] 2B & S5,

]?_]__
o}

& 0.463 g (64 %), 1HNMR(200MHz, CDC13) 7.60-6.90(m, 13H), 5.12(m, 1H), 3.77(s, 3H), 3.30(m, 2H),
2.96(s, H), 2.92(s, 3H), 2.83(s, 3H), 2.50-2.20(m, 4H), 1.51(m, 4H)

o]
" J
3%
NJ\,F/\/\,JLT/

A A4 45
ol ¥ FHA19

(3-vfol#d-4-d-2-{[3-(3,3-tho| W - & )-Z =g |-H| -0} 1= }-3 4-T}o| slo]| E R -FAEF -4-U)-o}A]
gadr=  weo|~E  ((3-Biphenyl-4-y1-2-{[3-(3,3-dimethyl-ureido)-propy! ]-methyl-amino}-3,4-dihydro-
quinazolin-4-yl)-acetic acid methyl ester)9] &4
(E)-3-[2-(4-EF2-gdolv e doln| ) -Fd ]-o}adg dA= wWdo 2~y 9 1-9gd-4-d-T 2k
g2l (E)-3-[2-(vfe]gld-4-Lo|m e dojn| )~ d [-otad 8] A= wdo| 28 (500mg, 1.4lmmole)<}
1, 1-to]m g -3-(3-w| & o}m] - Z 2 )-$- o} (450mg, 2.82mmole) S AME3Ie] A7) ol 2~¥ F7HA1 $AYH (A
Alel 27) % Fdg S o] &3t 7] st o R A= (3-uiolH d-4-d-2-{[3-(3,3-Tto|HE-F-H & )-
2 -wg-opr] = }-3 4-T}o]slo| ER-F|UEFA-4-L) - H I = WP 2HE 5313,

I8 0.420 g (58 %), 1HNMR(200MHz, CDC13) 7.53-6.82 (m, 13H, aromatic), 5.70 (br, 1H), 5.31-5.27 (dd,
J =4.4 and 10.4 Hz, 1H, -CH2-CH-N-), 4.55-4.38 (m, 2H, PhCH2-NH-), 3.75(s, 3H), 3.48 (br, 1H), 3.01-
2.88 (m, 2H), 2.85 (s, 6H), 2.67-2.54 (m, 2H), 2.46-2.41 (m, 2H), 1.76-1.68 (br, 6H)

A A4 46
g 2E F7HA120

{310 9 9 -4-1-2-[4- (2-Tho] W] D o] 1o ©)-3] 51212012 -3, 4-ho] Sho] = - 15 21-4-2 -0}l 94
= YEo| A8 ({3-Biphenyl-4-y1-2-[4-(2-dimethylamino-ethyl)-piperazin-1-y11-3,4-dihydro-quinazol in-4-
yl}-acetic acid methyl ester)® A

(B)-3-[2-(4-F 72 2o o] v i lofr o) -3 d ]-o} a2 A= wgo) 2 2 1-3]2)¥-4-Q-5] s e}
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[0554]

[0555]
[0556]
[0557]

[0558]

[0559]

[0560]

[0561]
[0562]
[0563]

[0564]

[0565]

[0566]

ZIHSd 10-2014-0017748

A (E)-3-[2-(vhol A d-d4-el o] v e F Rlopr] e)-5 ] ok 22 E A= o] 26 (508ng, 1.43mmole)sh 1-
~(chel ot e)ol 5151k (350me, 2.82mole) & A&l 471 ol <8 FHAIL SR (AN 27)5)
1% Mg o g3te] 8] B HAHE (3-vhe]Hd-4-U-2-[4-(2-Tho] B Gopn] vl D )-3] f e}l -

~91]-3 4-thol so] E - U EA-4-A ol A E AN = v Lo 28 E S5

& 0.577 g (79 %), IHNMR(400MHz, CDC13) 7.52(d,2H), 7.50(d, 2H), 7.45(t, 2H), 7.40(m, 1H), 7.18(m,
2H), 7.15(d, 2H), 6.94(m 2H), 5.13(m, 1H), 3.74(s, 3H), 3.48(br, 3H), 2.84(m, 1H), 2.54(m, 1H),
2.42(m, 7H), 2.22(s, 6H)

0™

Ao 47

)=
|

o

OHGE

—

I\_/N*«/'\N

g2 FIHA21

{3-nlolH d-4-d-2-[4-(4-m & -T H &} -1-L)-H H 2 d-1-L | -3, 4-T}o| SPo| E2-FYFH4-A }-ol A g A
= = of| ~H ({3-Biphenyl-4-yl1-2-[4-(4-methyl-piperazin-1-yl)-piperidin-1-y1]-3,4-dihydro-
quinazolin-4-yl}-acetic acid methyl ester)2] A

(B)-3-[2-(4-ZF 2 2-sd o] n] v & lo}u 1) -5 O}JEE‘ A= e 28 B -9 2 H-4-d -9 ) 2k

Al (E)-3-[2-(Rfol ol d-4-Lolm| :m & QGML)ﬂ J-oba Y A= ddo~E (506mg, 1.43mmole)$} 1-

e -4-T o2 d-4-d-g 24 (517mg, 2.82mmole) S AFE38le] 7] ol 2~ FIHAIL FAYH(EAH 273 5

o3k [N o] 83} &}7] 3lstrlo 7 ¥AE =

{sublla4<ﬂ2[4o4ﬂ%<4ﬂﬂj ~1-e)-d R E-1-d ] -3 d-tol sho] ER-FUE - 4= j-obA . A
HE o 2~EE F533.

& 0.478 g (62 %), 1HINMR(200MHz, CDC13) 7.60-7.10(m, 11H), 7.0-6.80(m, 2H), 5.20-5.10(m, 1H),
3.72(s, 3H), 3.38(s, 2H), 2.90-2.70(m, 3H), 2.70-2.30(m, 5H), 2.24(s, 3H), 1.90-1.20(m, 4H)

=8

N

N‘\

A A4 48
d 2 FIHA22

(3-vtolH d-4-YU-2- {ﬂ]%—[4—(4—ﬂ]‘é—ﬂﬂ]ﬂ‘rx -1-9)-4-&A-FE -0l = }-3 4-T}o|slo| 2 - YEH-4-Y)
—opAlg A= el ~E ((3-Biphenyl-4-yl-2-{methyl-[4-(4-methyl-piperazin-1-yl)-4-oxo-butyl ]-amino}-
3,4-dihydro-quinazolin-4-yl)-acetic acid methyl ester)9| ¥4

(B)-3-[2-(4-ZF e 2-ddonmdAolu| )-dd -0} THY A= wWdexy 2 1-7d-4-d-F 723
Al (E)-3-[2-(Rfoldlld-4-L o] m| :mm| H o} 1] 1 ) - Jﬂé] ofz e A= wWdolA~E (504mg, 1.42mmole)} 4-
W ol -1~ (4-m & -3 o 2} 7 -1-U) - F- k- 1-2 (562mg, 2.82mmole) S AFE-3lo] A7) o 2¥ F7HAI1 AW
(AAle 27)3 AT WES o]&ste] §l7] et om FAEE {3-uholHd-4-d-2-[4-(4-mE-T] F X -

1-¢)-9d g d-1-d -3, 4-t}o]sto] E2-FUZ U4~ }-o}H 8 A= HE g 2~EHE F5315.

& 0.351 g (45 %), IHNMR(200MHz, CDC13) 7.78-6.82(m, 13H), 5.30(m, 1H), 4.40-4.10(m, 3H), 3.50(s,
3H), 2.85-2.70(m, 8H), 2.40-1.9(m, 12H)
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A A4 49
g 2=E F3ZHA)23

[3-nto]Hl d-4--2-(4-md-T] F 2} x1-1-Y)-3, 4-t}o] sfo] = Z-F|pF A -4-A |-obA B A = wEo|~H  ([3-
Biphenyl-4-yl1-2-(4-methyl-piperazin-1-y1)-3,4-dihydro—quinazolin-4-yl]-acetic acid methyl ester)® 3t
4

(B)-3-[2-(4-EF 2 2-ddolv] e loln| )-H d |-o}a ] A= wEo 2 B 1-9 2 d-4-d-3] 7| 243
Al (E)-3-[2-(Hlo] s d-4-L o] n] mr & Al o}u] ) - Jﬂ |-etzd e A= v 2~E (498mg, 1.41mmole)e} 1-
ﬂ%ﬂﬂﬂ{(%mg23%meé%4ﬁ4ﬁ*Hlﬂ*Hsﬂﬂ FALH(EA ] 27) 3 LT WS o] &
ate] 3l7] shst o HAEE [3-vbol v d-4-U-2-(4-mE-3] #| 2} X1-1-¢Y) -3, 4-tol sfo]| =2 -F Ll -4-U |-
SPAIE A = o] 2E S S5 aST.

& 0.538 g (84%), 1HNMR(200MHz, CDCI3) 7.56-7.33(m, 4H), 7.28-7.10(m, 6H), 7.17(m, 2H), 6.80(d,
2H), 6.15(br, 1H), 5.25(m,1H), 4.65-4.50(dd, 1H), 4.40-4.20(m, 1H), 3.78(s, 3H), 3.40-3.00(m, 8H),
2.60-2.40(m, 2H), 1.72(s, 3H)

g,g@

A A< 50
A28 F7HA|24
{3-npol d d-4-U-2-[4-(1-M D-T H g P -4-2 ) -3 | 2} 7 -1-Y |-3  4-T}o| Sfo| = 2-F Y Zd-4-U }-o}A g A

= = of| ~H ({3-Biphenyl-4-yl1-2-[4-(1-methyl-piperidin-4-yl)-piperazin-1-y1]-3,4-dihydro-
quinazolin-4-yl}-acetic acid methyl ester)2] A

(B)-3-[2-(4-ZF o 2-ddommdAolu| )-dd -0} TH Y A= wWdexy 2 1-7d-4-d-F 723
tial (E)-3-[2-(vle]# d-4-d o] m] = & gl o} 1] 2 )~ Jﬂé] ozl A= v ~E (500mg, 1.4lmmole)<} 1-
(1-vE-g v g d-4-)-3 | 23 (517mg, 2.82mmole) S AR&3le] 7] dlxE SA1 AALH(AA G 27)
U3 9SS ol g35te] FV] Fshalo g A= [3-vteldid-4-U-2-(4-vE-F H g-1-Y)-3, 4-t}o] sle] =
Z-FUEL-4-d]-oA g AN = Hdol| ~E & F533T).

S50 0.447 g (59%), IHNMR(200MHz, CDC13) 7.70-7.10(m, 11H), 7.0-6.9(m, 2H), 5.20-5.10(m, 1H), 3.72(s,
3H), 3.60-3.30(m, 6H), 2.90-2.70(m, 2H), 2.60-2.40(m, 6H), 2.3-2.10(m, 3H), 2.10-1.50(m, 8H)

2

AAld 51
g 2=E FZHA)25

{3-1lo]# d-4-U-2-[ (4-Tho| W& o} m] -l A ) -w -0} 1| - | -3 4-T}o] Slo| = 2 -F U E 3 -4-U }-ol A g A = |
oj| 2 ({3-Biphenyl-4-y1-2-[ (4-dimethylamino-benzyl)-methyl-amino]-3,4-dihydro-quinazolin-4-yl}-
acetic acid methyl ester)?] ¥4
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[0590]

[0591]
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[0594]
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(B)-3-[2-(4-EF22-vdoln mrdalolu])-Hd]-olmdy dAN= e xg 2 -9 d-4-d-v) 7 ZA
Al (B)-3-[2-(mfol o d-4-Loln =wd dopn| o)~ d |-olmH 2 A= W ~E (507mg, 1.43mmole)<} Tf
ol W& -(4-|Elobm| om €= )-o}l  (463mg, 2.82mmole)S AREEt] A7) ol 2E FZhAl FAEAHH (A A 4
2T L WS o] 83ty dlr] gt o® BAIEE [3-ulelHid-4-d-2-(4-HE-T] H 2} -1-Y)-3,4-T}o]
stolE2-FuLd-4-d -t g I = w2~ E F533iT).

T 0.319 g (43%), 1HNMR(200MHz, CDC13) 7.55-6.90(m, 16H), 6.67(d,1H), 5.15(m,1H), 3.64(s, 3H), 3.0-
2.7(m, 8H), 2.61(m, 1H), 1.6(s 6H)

o = |
& /OQ
il

SaRe!
T hll/

A A4 52

o ¥ F3HA|26

{3-utol ol d-4-d-2-[WE-(2-T A g d-1-L-o d)-o}n =]-3  4-T}o] Ffo| ER2-F Y E - -4-L }-otAE] dAI = |
Bl of]| A~F] ({3-Biphenyl-4-y1-2-[methyl-(2-piperidin-1-yl-ethyl)-amino]-3,4-dihydro—quinazol in-4-yl }-
acetic acid methyl ester)9] 34

(B)-3-[2-(4-FF2-ddoln| v doln| - )-Fd|-olFHE NA= deoxy 2L -9 d-4-L-9 73
Al (E)-3-[2-(v}eld d—4-Lojn| = dlojr] )-Fd |-o} a8 A= wEo]~E (499mg, 1.4Immole)<} v
g-(2-H g d-1-d-olg)-o}¥l (40Img, 2.82mmole)S AE3te] A7) o=y FHA1 FAHHEA L 27)3
TUS S o] &3le] 3] AR FAHE= {3-ulolHd-4-d-2-[WE-(2-TH g d-1-L-d)-o}r = |-
3, 4-golslo| = 2-FAYE-4-d }-olAg A= HEd2HE 53130

& 0.532 g (76%), 1HNMR(200MHz, CDC13) 7.70-7.10(m, 13H), 5.15(m, 1H), 3.80(s, 3H), 3.20(m, 1H),
2.8)m, 4H), 2.7-2.3(m, 13H), 1.5(m, 6H)

o Qi
N T
SN O
o N;LNA\,N

i

o

A A 53
=¥ FZHA|27

{3-1lo] 7 d-4-U-2-[4-(3-Tol v o}r| -2 2 3 )-3] | 2} 7 -1-Y ] -3, 4-T}o| slo| E2-F| GE U 4-L }-olA g o
= = of| ~H ({3-Biphenyl-4-y1-2-[4-(3-dimethylamino-propyl)-piperazin-1-y1]-3,4-dihydro-
quinazolin-4-yl}-acetic acid methyl ester)2] A

(B)-3-[2-(4-EF 2 Z2-vdo|m rddotn] n)-dd]-oladg A= wde~E 9 1-9d-4-L-9] 723
Al (B)-3-[2-(vlel s d-4-do|u v glojn] )~ d ]-o}a2H 2 A= wdeo]2E (506mg, 1.43mmole)$} 1-
[2-(Folmeolu ) T2 A ]3] #| 2} (483mg, 2.82mmole) S AM&Ete]l A7) o 2B FMAI1 AW (A 2
7} FLE WS o] 8ste] dlr] gt oz wAEE {3-vloldd-4-U-2-[4-(3-T}o| WP oln| - 2 3 ) -3
Hed-1-91-3,4-to|sto| E2-F U EH-4-A }-olA g JA = vE o 2B E F53I3 T

& 0.600 g (80%), IHNMR(200MHz, CDCI3) 7.70-7.10(m, 13H), 7.10-6.80(m, 2H), 5.20-5.05(m, 1H),
3.73(s, 3H), 3.60-3.30(br, 4H), 2.95-2.70(m, 1H), 2.60-2.40(m, 1H), 2.40-2.00(m, 14H), 1.70-1.50(m,
2H)
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(;;.’

AAl¢] 54
g 2E F 3728

[3-vlo]d d-4-U-2-(4-E] E-F-EA| 7t d o} -3 # 2] T -1-¢ ) -3, 4-T}o] Sfo] E 2 -F| }E -4~ [-o} A 5 2 A]
= dEgo2E ([3-Biphenyl-4-yl1-2-(4-tert-butoxycarbonylamino-piperidin-1-y1)-3,4-dihydro-quinazolin-
4-yl]-acetic acid methyl ester)9] ¥4

(B)-3-[2-(4-EFZ2-vdo|m mrddotn] n)-dd]-olade A= wdef~E 9 1-9gd-4-L-9] 723
Al (E)-3-[2-(Rfoldlld-4-L o] m| | o} 1] 1 ) - Jﬂ J-ola 8y A= ddo 28 (508mg, 1.43mmole)$} 4-
(N-BIE F-EA]-o}n] ) 7] o] 2] T (559mg, 2.82mmole)& AH%M%“ﬂ o 2~8 FIHAL YR (A G 27) 7} 5
Ag WSS ol g3l 3] Ao TAIEE [3-vheld|d-4-U-2-(4-H E-FEAFul R Y o] -] 5 2] -
1-9)-3,4-t}o]3lo| E2-FYEA-4-A]-olA AN = HEH 2B & F533 ).

T4 0.334 g (42%)

1HNMR(200MHz, CDC13) 7.5-6.9(m, 12H), 6.78(d, 1H), 5.30(m, 1H), 4.14(m, 2H), 3.52(s, 3H), 2.82(m, 2H),
2.05(m 7H), 1.22(s, 9H)

%,

A4 55

LAk

o ¥ F3HA29
-[4-HolieyiuEd-F e )-ve-oln) = ]-3-(4-F F2|d-1-d-1d)-3,4-t}o| slo| E2-F| Y& A -4-L | -0}
A dA = wEo] =¥ ([2-[(4-Dimethylcarbamoyl-butyl)-methyl-amino]-3-(4-pyrrolidin-1-yl-phenyl)-3,4-
dihydro—quinazolin-4-yl]-acetic acid methyl ester)2] ¥4
(B)-3-[2-(4-FF o 2-vdo|n=dddotn )-dld]-ot3dE A= wdory 2 -3 d-4-L-T =2
SRS @%32(44Eﬂ“1,é]%ﬂﬂ*ﬂgaﬁﬂL)ﬂ J-etade  dA= wWdd2~H  (501mg,
1.44mmole) ¢} 5-w ol - Ely-0) dA = tlo|WEHolulo]= (456mg, 2.88mmole) S AFL3lo] A7) d2FH =
HA1 R (A Al 27) 7} TYsh L=y ] 3lo] 3171 spsha o2 BEAE =
-[(4-TeolM e 7t d-Fa)-wd-o}n = |-3-(4-T Z2| d-1-¢-5d)-3,4-T}o| sho| =2 -F EH-4-L ] -o}
Ag A= W 2EE 533,
& 0.368 g (52%), 1HNMR(400MHz, CDCl3) 7.42-7.05(m, 6H), 6.43(d, 2H), 5.23(m, 1H), 3.7(s, 3H),
3.24(br, 4H), 3.02(s, 3H), 2.92(s, 3H), 2.70(br, 5H), 2.60(m, 1H), 2.38(br, 2H), 2.21(br, 2H), 2.00(s,
3H), 1.45(br, 4H)

A Ao 56
ol 2¢ F7H4 30
~[4=(2-Cko] W & o} ) re—of &) -3 e}1-1-91 -3-(4-] § 2] W-1--31 ) -3 4-Tho] Sho] = 2|1} A -4-2 |-
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[0615]

[0616]
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[0620]

[0621]

[0622]
[0623]
[0624]

[0625]

[0626]

[0627]
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ol E A= HEHoAE  ([2-[4-(2-Dimethylamino—ethyl)-piperazin-1-yl]-3-(4-pyrrolidin-1-yl-phenyl)-
3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)¢] %4

(B)-3-[2-(4-FF 0 2-3 o] v] s P elo}v] i) d o} A= weolag 2 1-3]¢ ¥-4--3] 5 2]
A (E)-3-[2-(-S Bl H-1-Q-d ol e dlotrl o) - D] -ob =AY A= vEE (497ng,
143mole)st 1-[2-(chol v ov] ) o & ]3 s ezl (453mg, 2.88mmole) & AH&ste] 471 o 28 FAIL G4
WA 203 FAL WSS olgel Y] RAHom BASE [2-[4-(2-Tho] | Hopr] -0 )] b1 -
1-91]-3-(4-9] B2 W-1-2-3 )3, d-tho] sho] = 2- AL} A -4-Q -obA oA = =] 261 B S5

& 0.484 g (67%), 1HNMR(200MHz, CDC13) 7.17(m, 2H), 6.91(m 4H), 6.60(d, 2H), 6.41(d, 2H), 4.95(dd,

1H), 3.73(s, 3H), 3.45(br 4H), 3.21(m, 4H), 2.87-2.75(m, 1H), 2.45(m, 1H), 2.39-2.20(m 14H), 1.97(m,
4H)

I
k_/N\/\N/
|

AA e 57
g2 FIHA31

[2-[4-(3-tolHEo}lr] -2 2 ) -3 H 27 -1-Y¢ |-3-(4-F] FF d-1-Y-9d )-3,4-T}o] sho| =2 -F| fEH-4-Y |
—olAg A= weo| ~E ([2-[4-(3-Dimethylamino-propyl)-piperazin-1-y1]-3-(4-pyrrolidin-1-yl-phenyl)-
3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)¢] 4

(B)-3-[2-(4-ZF 2 2-vdo|nrddlo}n =)-Hd]-o}7HY A= wWdoxy 9 1-7d-4-Ad-F 5z
gal (B)-3-[2-(4-F & d-1-d-dAdolv| e Aofn] o) d |-oade  AA= w"Ho~E  (503mg,
1.45mmole) &} 1-[2-(TrolmEolm] ) Z 2 h 9 w2kl (493mg, 2.88mmole)S AF&-3lo] A7) ol 2~H F3HAI1 &4
W (AA]e 27)3 e WhgS o] &3t dy| o R mA|EE [2-[4-(3-vhel el - 2 ) -3 7| 2}
-1-91-3-(4-9 Ed-1-d-39d)-3 4-tho]ste| 2 -FA S -4-d |-opA g A = ol 2B & F5313 0.

%8 0.515 g (68%), 1HNMR(400MHz, CDCI3) 7.72-7.21(m, 6H,), 6.39(m, 2H) 5.20(m, 1H), 3.86(s, 2H),

3.75(s, 3H), 3.55-3.20(m, 7H), 2.62(m, 1H), 2.43-2.39(m, 4H), 2.26-2.18(m, 5H), 1.99(m, 4H), 1.60(m,
2H)

A A4 58

o =H FIHA 32

[2-(4-7] 2] -4~ -0 H &7 -1-U)-3-(4-F E2]d-1-¥-Hd )-3,4-To] sPo| E2-FUZ U -4-A |-ol A g A =
wEoo|~8  ([2-(4-Pyridin-4-yl-piperazin-1-y1)-3-(4-pyrrolidin-1-y1-phenyl)-3,4-dihydro-quinazol in-4-
yll-acetic acid methyl ester)® &4

(B)-3-[2-(4—FF o z2-vdo|n=deEdoln)-dd]-ol3He A= w2y 2 1-32t-4-d-T 3
el (E)-3-[2-(4-v] =g d-1-d-gd o] mmd dlotr] o) -3 d |-otm e A= wdo = (508mg,
1.46mmole) ¢} 1-¥gjd-4-U-y|H2}zl (470mg, 2.88mmole) S AF&3ste] A7) ol ~¥] 7kl A9 (A A 4
270)7 T4 WHEES o] g3t 3dly] FEAoRE RFAIHE [2-(4-FH-4-d-9 ] #3]-1-)-3-(4-9 EE d-
1-4-d)-3,4-t}o|slo| E2-FAYZH-4-L |- ol H AN = wEHo| 2B E 55319}

I8 0.403 g (54%), 1HNMR(200MHz, CDC13) 8.27(d, 2H), 7.20(d, 2H), 6.91(m 4H), 6.60(d, 2H), 6.42(d,
2H), 4.95(dd, 1H), 3.77(s, 3H), 3.60(br 4H), 3.30-3.10(m, 8H), 2.87-2.45(m, 2H), 1.96(m, 4H)
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[0628]
[0629]
[0630]

[0631]

[0632]

[0633]

[0634]
[0635]
[0636]

[0637]

[0638]

[0639]

[0640]
[0641]

[0642]
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A Ao 59
¥ FZHA 33

[2-[4-(2-t}o] W E o}m] :--of| & ) -] | 2} A -1-2 1-3-(5,6,7, 8- Eglslo]| = 2 -y = &ell-2-U )-3, 4-T}o] o] == -
AUEa-4-d]-o}AE AA= uwE o AF ([2-[4-(2-Dimethylamino-ethyl)-piperazin-1-y1]-3-(5,6,7,8-
tetrahydro-naphthalen-2-yl1)-3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)®] ¥4

(B)-3-[2-(4-EFZ2-vdo|m rddotn n)-dd]-oladg A= wdef~E 9 1-9gd-4-d-9] 723
Al (E)-3-[2-(5,6,7,8-H Egtsto| =2~z ehdll-2-do|m e d dlopn] w)-sd]-o}ad8 A= wEo2H
(500mg, 1.50mmole)®} 1-[2-(TlolWdolm o d |H H2}2 (471mg, 3.0 mmole)S AF&3le] A7) o2=g F3F
Al YA 27) T FLe WS o] 835t dl7] g oR A= [2-[4-(2-tho] v " oln| - | )~
5 2p-1-941-3-(5,6,7,8-E| Egtato| =21 T &l -2-9) -3, 4-t}ol ste| ER-FE - -4-d |-opA E A=
g o 2HE 5351800,

& 0.624 g (85%), 1HNMR(200MHz, CDC13) 7.50-7.25(m, 4H,), 7.15-6.68(m, 3H), 5.19(m, 1H), 3.75(s,
3H), 3.50(br, 4H), 2.80(m, 1H), 2.68(br, 4H), 2.54(m, 1H), 2.39(br, 4H), 2.28-2.20(m, 14H), 1.76(m,
4H)

A A4 60
o 2€ F7HA 34

[2-(4-TF] 2 H-4-L-T) A &} -1-¥)-3-(5,6,7,8-H Egslo] =2~ 2 & dll-2-Y)-3,4-T}o] sfo] = 2 -F L} ZE 714~
Ad]-olA el A= e o] ~¥ ([2-(4-Pyridin-4-yl-piperazin-1-yl1)-3-(5,6,7,8-tetrahydro-naphthalen-2-
y1)-3,4-dihydro-quinazolin-4-yl]-acetic acid methyl ester)2] &3

(B)-3-[2-(4-ZF22-ddoln vdaoln| )~ d]-oladg dA= weoxy 9 1-32d-4-Ad-1 | 2}7
g4l (B)-3-[2-(5,6,7,8-H EZsto| =2~} T ehal-2-d ol u| er e dlojn) o)~ d |-o} T8 2] A= v ~H
(502mg, 1.51lmmole)®} 1-¥|8]¥-4-U-3)#2}2 (490mg, 3.0 mmole)S AF&&te] 47| o A~E F7HA|1 A
(AAe 27)% T3 9-gS ol &3ty 3Ftr] I o R FAEE [2-[4-(2-Tho|dEolr| - E) -] F &3l -
1-¢41-3-(5,6,7,8-H Egslo]| =22 g l-2-U)-3,4-t}o]lo]| EE-F}Ed-4-A |-o} A A= wE o ~H
g 5533t

& 0.584 g (78%), 1HNMR(200MHz, CDCI3) 7.80-7.20(m, 9H), 7.1-6.70(m, 8H), 5.30-5.20(m, 1H), 3.80(m,
3H), 3.50-3.20(m, 12H), 2.50-2.30(m, 6H), 1.90-1.6(m, 6H)

A o
404

|
I\/N\IC,‘.

A4 61

[2-(4-ot A E-3] A2} -1-Y)-3-1}o] H d-4-2U-3 4-T} o] Flo| =2 -F U} E U -4-A |-o} A E AH([2-(4-acetyl-
piperazine-1-yl)-3-biphenyl-4-y1-3,4-dihydro-quinazol ine-4-yl]-acetic acid)e A
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[0643]

[0644]

[0645]

[0646]
[0647]

[0648]

[0649]

[0650]

[0651]

[0652]
[0653]

[0654]

[0655]

ZIHSd 10-2014-0017748

[2-(4-oFAIE -3 | 2431 -1-)-3-Hlo] | d-4- -3, 4-T}o] S| E2-F Y E - -4- | -o A E At ﬂ%ﬂiﬂ(ﬂia
SAHA 170 AAle] 43) (505mg, 1.05mmole)& THF/&=(1:1) &4 (10mL)el #7Fatqlch. &7
ZEAFO] = (100mg, 4.16mmole)S A2olA Hr7letn whgES 60CE 7Fgsta 243 Fot
ks A7bete] pHE oF 3~4 o StFa, {VISS olWstEAR 33 FEEJIT. Ko}
HEFoE dxA 5§£}ﬂ]Mﬂ]ﬂi;i%dﬁﬁvﬂﬁﬂﬁéb]‘Q&QELEMQZ-M—&QWQ—

A 2h-1-2)-3-mfol o d-4-2-3 4-tfol to| ER-FI}ER-4-A [-o A E kS 58130

8 463mg, 94%, Mass: (M4H)': 4

1HNMR(200MHz, CDC13) 7.55-7.30(m, 4H), 7.29-7.10(m, 5H), 7.19-6.90(m, 3H), 6.20(br, 1H), 5.31-
5.30(m,1H), 4.50-4.30(m, 2H), 3.50-3.10(m, 8H), 2.6-2.4(m, 2H), 1.71(s, 3H)

HO I /©
C? I -
N/ N/ﬁ
k/"’\f

AA e 62

-[2-(4-otAE-T A g2 -1-Y)-3-vlo| H d-4-YU-3  4-T}o] Ffo] E2-F Y E A -4-D [-N-(4-ZF L 2-414) -o}A|
Eolunlo] = ([2-(4-acetyl-piperazine-1-yl)-3-biphenyl-4-y1-3,4-dihydro—quinazol ine-4-y1]-N-(4-f luoro-
benzyl)-acetamide) ¢ &4

[2-(4-otAE-T H 2}71-1-Y)-3-Hfo| #H d-4-Y -3, 4-T}o] slo| E2-FUEF T -4-H |- E  4F wEo] ~E] (e 2H

ZZHA] 17: AA o 43) (105mg, 0.22mmole)} 1.193%2] 1,5,7-Eg|o}x} nlo]Afo ]:Li [4.4.0]97}-5-41(1,5,7-

Triazabicyclo[4.4.0]dec-5-ene) (TBD) (32mg, 0.23mmole)< 2 T F-3|9] 4-ZF o 2uldolwl (0.2mL)ol] 3

74ek § 70Col A 12A17F FoF wkslgith, WHEES Y wF% F w59 @%owlﬂwﬂﬂEﬁomﬁéﬂ

Mgk ohg, 0.5M @A 89, 23} B FAUER F8&9, E, 2ERlE SAYE AMESte] AlFEAT F

715E 5 I EFeR 743:’\]7 S 2ol xdolHE 53t A7t wgkS o dolAH o E (1:9)
I 0

z

i

O

Wl gAom Y AnmEadAE FPsel BAROEA ) HHAOR BAHE (2ol
R1-1-91)-3-Hho] o d-4-21-3, 4-Tho] ko] = 2-A| L} B R4~ | -N-(4-EF- 6. 241 2ol 4| Eofrl o] = &
539

Z8: 7ong, 57 %, Mass(MHD): 576

1HNMR(200MHz, CDC13) 7.55-7.30(m, 6H), 7.29-7.10(m, 7H), 7.19-6.90(m, 3H), 6.20(br, 1H), 5.31-
5.30(m,1H), 4.50-4.30(m, 2H), 3.50-3.10(m, 8H), 2.6-2.4(m, 2H), 1.71(s, 3H)

. g
W N/\|
k\/u\fo

Al 63

~[2-(4-ob ARl 2k 8- 1-21) 3o s d-4-21-3, 4-Tho] Bho] £ 2 A E A-4-2 | N-(4-E 2] B 2 2o el
@)—O]-H]EO]-H}O]E( [2-(4-acetyl-piperazine-1-yl)-3-biphenyl-4-y1-3,4-dihydro—quinazoline-4-y1]-N-(4-

trifluoromethyl-benzyl)-acetamide) ¢ ¥4

[2-(4-otAlE-9] o 23l -1-% ) -3-vol | d-4-YU-3 4-Tho|gto| = 2-FUpEd-4-d]-olE  2F (HAe]  61)
(101mg, 0.21mmole)™} 1.19%9] 1-3lo]==AIHZE ] o}=(HOBT) (31mg, 0.23mmole)S ©] @ 3}ekA(5.0mL) ol
Arbetnk. A7) EEEC 1.1 9o 4-EgZFoazve-wdolyl (40mg, 0.23mmole)S 0CA #7bsta 1
AZE FE 0TCAlA kel ic). A7) wkgEd 1.19%Y 1-[3-(ThelHEolql) L2 |-3-d & 7}Hr}o]o]u| = ¢

AHEDC) (44mg, 0.23mmole)S H7}alal Ao 124]7F Fot mwmq M-S B 7ol & & lexy 23
S oA A(5.0mL) 2 343 tFS-, 0.5M A4t &, 23 Bl FAUER £8 &, BHElS SR
AF-8-5}e] waa%w.%ﬂ%%%%>%&4z%ei.aznﬂ:¢§ﬂwwiw1a§.%%azéﬁww+ﬂ%



[0656]

[0657]

[0658]
[0659]

[0660]

[0661]

[0662]

[0663]

[0664]
[0665]

[0666]

[0667]

[0668]

[0669]
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%.owﬁ}w (1:9) A §oom 2y ARMEIANE Fdste] AAFOZA 7] HetHon EANE
2-[2-(4-obA B3] 5 2hx1-1-91)-3-who] ] d-4-21-3  4-thol sho] = 2} A-4-2 | -N-(4-E 2] HF- 0. 2o g
@ OHﬂEOPUMCQ 539

2% 85.4mg, 65 %, Mass(M+H)': 626

1HNMR(200MHz, CDC13) 7.60-7.30(m, 10H), 7.26-7.15(m, 6H), 6.98(m, 2H), 6.35(br, 1H), 5.25(m, 1H),
4.51(d, 2H), 3.50-3.10(m, 8H), 2.7-2.4(m, 2H), 1.72(s, 3H)

o
*Qé*o\r

A 64 (AAo 629 FAI W)

~[2-(4-oFA -3 F 2H1-1-)-3-vfo] ] d-4-% -3, 4-T}o] 8l o] = 2 -7 1} 2 -4- 9 | -N-(4-r| -1l 2 ) -0} A Eo}
o] = ([2-(4-acetyl-piperazine-1-yl)-3-biphenyl-4-y1-3,4-dihydro-quinazol ine-4-y1]-N-(4-methyl-
benzyl)-acetamide) ¢ &4

[2-(4-o} A B-3] | 271~ 1-9)-3- o] 9 d-4-21-3  4-Thol o] = A LhER-4- |-opH = 4L & o] 2] (o] 2]
FA 1) 0 4-EFo2MAokE Al [2-(4-ob A 8- 9 2h21-1-9))-3-Ho] s -4-21-3, 4-Tho] o] = 271}
EU-4-]-obAE Ab el 2B (28 FZEA 17: o] 43) (9mg, 0.20mole)3} 4-o - Hok(0.2n
)& AHgste] Aale) 629 AAMoE FAR PWOR Y] S ow EAHE 2-[2-(4-opi D3 eh-1-
9)-3-vho] o d-4-21-3, 4-Tho] s o] = 2-A| L} E R4~ | -N-(4- -1 2 -opi| Eclute] EE 5 aheT.

2% 94.0mg, 81%, Mass (M4H)': 572

1HNMR(200MHz, CDC13): 7.57-7.29(m, 6H), 7.27-7.64(m, 11H), 6.35(br, 1H), 5.30-5.23(m,1H), 4.63-4.52(m,
1H), 4.38-4.25(m, 1H), 3.39-3.15(m, 6H), 3.14-3.08(m, 2H), 2.30(s, 3H), 1.78(s, 3H)

28
A

AAe] 65. (AAle 629 TL7 )

~[2-(4-0h Al -] 3 20~ 1-21)-3-v o] 5 -4- -3, 4-Tho] Sho] 1= -7 L -4~ | -N- (4] % Al -l )~ =
O}H}O]Ei( [2-(4~acetyl-piperazine-1-yl)-3-biphenyl-4-y1-3,4-dihydro-quinazol ine-4-yl ]-N-(4-methoxy-
benzyl)-acetamide)®] ¥4

[2-(4-obAE -3 o] 23l -1-% ) -3-v}ol #| d-4-U -3 4-T}o| sto| =2 -F L} -4-A |-ol E 4w ol 2~E] (ol 2~ F
A 17) B 4-EFEAA Al [2-(4-ol A" -T] H 21X -1-Y ) -3-vl o] 9 I -4- -3, 4-T}o] Flo| =R -F| L}
ZU-4-A]-olAE 2l wEdo|2E (=8 FIHA 170 AAld 43) (105mg, 0.22mmole)d} 4-v|SA]-wl=o}w
(0.2mL)& ARg3lo] Ao 629 HAXO R FU PHOZ 7] sehAoR BAHE 2-[2-(4-olAE -3 5|2}
Z1-1-)-3-nfo] H d-4-YU-3,4-T}o] §lo| = 2-F YL H-4-A |-N-(4-H ZA| -l A ) -o} | Eolnfo] =5 $53]3] T}

%8 58.8mg, 46%, Mass (M+H)': 588

1HNMR(200MHz, CDC13) 7.56-7.33(m, 4H), 7.28-7.10(m, 6H), 7.17(m, 2H), 6.80(d, 2H), 6.15(br, 1H),
5.25(m, 1H), 4.65-4.50(dd, 1H), 4.40-4.20(m, 1H), 3.78(s, 3H), 3.40-3.00(m, 8H), 2.60-2.40(m, 2H),
1.72(s, 3H)
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[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]
[0677]

[0678]

[0679]

[0680]

[0681]

[0682]
[0683]
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L0
\omﬂ

Uy
ARG 66. (HAl) 629 HAE P

~[2-(4-0b Al &3] s 2§30 1-91)-3-wpo] 5] d-4-21-3, 4-th o] 6o = 27| L} -4 |-\~ Ao} Hl E ool = ([2-
(4—acety1—p1perazme—1—y )-3-biphenyl-4-y1-3,4-dihydro—quinazol ine-4-y1]-N-benzyl-acetamide) ] 34

[2-(4-ot A E-F 9 gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] sl o| E2-FF-4-|-o}AE 4 v R ol ~E] (o] 2F
FA 17) 2 4-ZF 2Pl g4l [2-(4-otAd-a] # 271-1-¢ ) -3-1}o] | d-4-Y -3, 4-t}o] o] =& -F L}
ZH-4-Y]-olHNE A+ wdo| ~E (o 2~8 F7kA] 170 AAld 43) (101mg, 0.21mmole)™} WA o}wl(0.2mL)S A}
&3lo] AAld 629 AAAom FUgh WHoR Y] FHEAoR EAHE 2-[2-(4-olAE-T HEHz-1-Y)-
3-vlo] H d-4-U-3 4-t}o]dlo] = 2 -F A -4-A |-N-dl A -o} A Eolulo] =5 53} T},

& 60.4mg, 52%, Mass(M+H)': 558

1HNMR(200MHz, CDC13) 7.56-6.95(m, 18H), 5.31(m,1H), 4.70-4.55(dd, 1H), 4.50-4.35(dd, 1H), 3.77-3.70(m,
1H), 3.40-3.80(m, 8H), 2.70-2.50(m, 1H), 2.50-2.30(m, 1H), 1.87(s, 3H)

o
.
i =

Ao 67. (Al 629 LS WH)

N-#ld-2-{3-u}o] H d-4-U-2-[4-(2-T}o]w D o}r] - & )-T] H 2} 71 - 1- L ] -3, 4-T}o] o] E2-F U E 71 -4-Y }-
o} x| Eolulo] =(N-benzyl-2-{3-biphenyl-4-y1-2-[4-(2-dimethylamino-ethyl)-piperazine-1-y1]-3,4-dihydro-
quinazoline-4-yl}- acetamide)9] ¥4

[2-(4-oFME-T] g -1-)-3-vlo] H d-4-YU-3,4-t}o] gFo| E2-FEA-4-D |-l E  4F wEo 2FH (o ~H
FHA 17) 2 4-FF =il Al {3-ufolld-4-d-2-[4-(2-t}o] W Dol - F ) -] H| g} 7 - 1- Y ]
3,4-tpolsto| E2-FYE-4-d }-otA g dA| = wFo 2 (o 2=F FIHA 200 AAJo] 46) (99mg, 0.20mmole)
I Aoyl (0.2mL) AFE3Fe] AAlo 629F AAH o2 FUg WHo R 3}Y] FshroR FAH = TAQ N-#l
A-2-{3-vlo] H d-4-U-2-[4-(2-tfo] v o}r] - & )-T] | 2} 71 -1- L ] -3, 4-T o] sfo] E2-F UE 7 -4-Y }-o} A

Eojulo| =8 45391
S8 97ng, 85%, Mass(MHH) : 587

1HNMR(400MHz, CDC13) 7.48-6.85 (18H, m, Ph), 6.11 (1H, CONH), 5.19 (1H, dd, J = 5.2 Hz and 9.6 Hz,
COCH2CH), 4.38 (2H, m, PhCH2-) 3.27 (4H, br, N-CH2), 2.59-2.33 (4H, CH2-N and COCH), 2.20 (6H, s, N
CH3), 2.14 (4H, br, -NCH2)

Nﬁl\N
2
AAe) 68. (HAld 629} TLT WH)

N-wld-2-[2-[ (5-t}o| W& o} - & ) -w & -0} n| 4 | -3~ (4-T] | T -2-YU-T| d )-3, 4-T}o] sho| =2 -F| EH -4-Y |
—O]-H]EO]-H}O]‘:(N benzyl-2-[2-[ (5-dimethylamino-pentyl)-methyl-amino]-3-(4-pyridine-2-yl-phenyl)-3,4-
dihydroghinozoline-4-y1]-acetamide) <] &4
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[0686]

[0687]

[0688]
[0689]

[0690]

[0691]

[0692]

[0693]

[0694]
[0695]

[0696]

[0697]
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[%M%Hﬁkﬂﬂﬂﬁl° -3-wkol#d 4°‘34#ﬂ&ﬂﬁiﬁhkﬂl4“ —OME Ab ol 2 F (el 2 H
T 17) R 4-sFe Rl thal [[2-[(5-rhel v opv] - " ) v " -o}r) 1 ] -3-(4-¥] 2 T -2- -3l )~
3,4—@010}0151-%»}%; 2] ovﬂa%z Welo] 28 (ol 2 FHA10: AAld 36) (10lmg, 0.20mmole)
2 2-v= e 0W1wzm)M%%W1éﬂﬂ6w+ééazi%ﬁﬁk%%2iéﬁ1ﬂﬂ“°§.+ﬂﬂbJ
Ao N-wlF-2-[2-[(5-tho] vl Do) - E)-m -o}n) 1 ] -3-(4-3] 2 P -2- -7 d)-3  4-T}e] Fho] E R -F L pE71-
&%—4ﬂéﬂﬁﬂtgﬁckﬂﬂ

8 8lmg, 71%, MassOMHD) : 575

1HNMR(400MHz, CDC13) 8.67-8.65(m, 1H), 7.89(d, 2H, J=8.8), 7.76-7.71(m, 1H), 7.66(d, 1H, J=8), 7.31-
7.19(m, 9H), 7.16(d, 1H, 7.2), 7.01-6.99(dd, 1H, J=1.2 and 7.6), 6.93-6.89(m, 1H), 6.73(br, 1H), 5.38-
5.34(dd, 1H, J=5.2 and 9.6), 4.53-4.43(m, 2H), 3.46(br, 1H), 2.71(br, 2H), 2.71-2.65(dd, 1H, J=9.6 and
14.4), 2.50-2.45(dd, 1H, J=5.2 and 14.4), 2.25-2.20(m, 3H), 2.16(s, 6H), 1.57(br, 1H), 1.44(br, 3H),
1.30(br, 3H)

Ao 69, (HAld 629 FL3F W)

-4 4-2-[2- [4~(2-Cho] o o} ] 0] ) -] 4 - 1-1-9 1-3-(4-31 2] -2~ -3, 4-Thol sho] = -] 1} £ ¢
4-9] O}AﬂEEO}H}O]t:(N benzyl-2-[2-[4-(2-dimethylamino-ethyl)-piperazine-1-yl]-3-(4-pyridine-2-yl-
phenyl)-3,4-dihydroghinozol ine-4-yl]-acetamide) 2] &4

[2-(4-oFA e -3 #| 2} ¥ -1-Y )-3-H}o] A d-4-2 -3 4-T}o] o] =2 -A L EU-4- |-o} A E 2L w|E o] 2E] (o] 2 F
F74A) 17) g 4-Z 2o 2l doln oj Al
[2-[4-(2-T}o] v o} -l | ) -] o 2} 71 -1- L | -3-(4- 9] & T -2- L -9 d ) -3, 4- T} o] sl o] == -F| &7 -4- | -0}

Ag oA weo] 2e (o 2=8 F7HA 91 AAle] 35) (106mg, 0.207mmole) @t WAoFTI(0.2mL)S AHE3Fe] A
o 62} Ao = U HHos Eind s}sta o 2 A= FA ]
N-#ll 2 -2-[2-[4-(2-t}ol W o}m] -0l & ) - 1] o 2} W - 1-U | -3-(4-3] 2] H-2-U -5 d ) -3 4-T}o| Gfo| = 2-F L} =9 -
4-Y]-opA Ectute| =5 5319t

FSE

& 65.6mg, 54%, MassQHH) : 5

1HNMR(400MHz, CDC13) 8.59-6.84 (m, 17H, aromatic), 6.16 (t,1H), 5.20 (dd, J = 5.6 and 10.0 Hz, 1H,
-CH2-CH-N-), 4.44-4.30 (m, 2H, PhCH2-NH-), 3.27 (br, 4H), 2.58-2.52, 2.40-2.35 (m, 2H, -CO-CH2-), 2.29
(br, 4H), 2.16 (s, 6H, -N-(CH3)2), 2.11 (br, 4H)

o&gﬁ

\\/N\./‘-,\

A 70, (Pl 629 TLE BH)

2-{3-vtolH d-4-L-2-[4-(2-Tho] W o}m] .e—of| &) -F] 7| 2} X -1-Y ] -3, 4-T} o] Slo| =2 -F A -4~ }-N-(4-H &
-Hll 2 )-o} A Eo}ufo] = (2-{3-biphenyl-4-y1-2-[4-(2-dimethylamino-ethyl)-piperazine-1-y1]-3,4-dihydro-
quinazoline-4-yl}-N-(4-methyl-benzyl)-acetamide) 2] 34

[2-(4-o} Al B-3] |21~ 1-9))-3- o] 9 d-4-21-3, 4-Thol o] = A LhER-4- |-opH £ 4L Bl o] 2] (o] 2]
FA 1) R 4-BFeRAMASk] Al {3-uho] ] d-4-2-2-[4-(2-thol v Pobr] xe-of &)-3] o e} x-1-21 |-
3,4-tho]Bto] £ 2-F 4 ¢U-4-}-obA oA = W) 2 (28 F7EA20: Al 46) (97mg, 0.19mole)
4~ E-R bR (0.200) & AHge] WALl 629 MAH o FUR PO ) HFAHoR BAHE EAY
2-{3-1}0] 9 d-4-21-2-[4-(2-Tho] v B o} o] xc-of & )-3] o 2} - 1-91 -3, 4-Tho] B o] = 2 LFE R1-4-2 }-N-(4-7 &
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[0698]

[0699]

[0700]
[0701]

[0702]

[0703]

[0704]

[0705]

[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

2SS 10-2014-0017748
1 4)-obd| Eofrtol £ & F5aglth,

Z&: 97mg, 85%, Mass(MHH) ' : 601

1HNMR(400MHz, CDC13): 8.53-8.50(t, 1H, J=6), 7.62-6.84(m, 17H), 5.16-5.12(dd, 1H, J=4 and 10.4), 4.40-
4.35(dd, 1H, J=6 and 14.4), 4.18-4.13(dd, 1H, J=5.2 and 14.4), 2.61-2.55(dd, 1H, 10.4 and 14.4), 2.28-
2.25(m, 4H), 2.24(s, 3H), 2.17(br, 2H), 2.09(s, 6H)

ﬁ&ﬂ

AA A 71, (Pl 629 T4 BH)

2{3Wﬂ]ﬂ4°124%%qﬂ]gﬂﬂhrﬂg%ﬂﬂﬂﬂﬂ%ﬂ%A{%Bwuﬁﬁﬂqﬁﬂﬂﬂﬁw%kg
0 2-dl7)-o} M| Eo}n}o] =(2-{3-biphenyl-4-y1-2-[4-(2-dimethyl-ethyl )-piperazine-1-y1]-3,4-dihydro-
qulnazol1ne—4—y1}—N—(4—f1uoro—benzy1)—acetamlde)v4 A

[2-(4-otAE-T # 271-1-Y)-3-Hfo| #H d-4-Y -3, 4-T}o] slo| E2-FUE T -4-H |- E 4 wEo] ~E] (e 2H
FAA 17) 2 4-EFeEwdEowl gl {3-ulolHd-4-U-2-[4-(2-tho| W F o}m] he-of| & ) -] 3| 2 X1 -1- 4 |
3,4-tfolslo| 2 -} -4-A }-olA g A A = Helo]| ~E] (o] 28] F=7FA|20: A A4 46) (100mg, 0.195mmole)
4-ZF0 2 widoldl (0.2nL)F AR&3St] HAld 629} AAAom U WHPOoR F17] FEAOE FAEE
TAS] 2-{3-nfolH d-4-L-2-[4-(2-Tro] W[ o} -0 & ) -] | 2} -1-YD | -3, 4-t} o] slo] == -F b 7 -4-U }-N-
(4-EF 2 2-H)-olM Eolnfo] =& #5315t}

Z&: 88mg, 75%, Mass(MHD): 605

1HNMR(400MHz, CDC13) 7.55-7.52(m, 2H), 7.48-7.45(m, 2H), 7.44-7.40(m, 2H), 7.33-7.30(m, 1H), 7.23-
7.17(m, 5H), 7.12-7.10(m, 1H), 6.98-6.89(m, 4H), 6.32(t, 1H, J=5.6), 5.27-5.23(dd, 1H, J=5.6 and 9.6),
4.44-4 40(m, 2H), 3.46-3.33(br, 4H), 2.61-2.55(dd, 1H, J=9.6 and 14.4), 2.45-2.40(dd, 1H, J=5.6 and
14.4), 2.35(s, 4H), 2.21(s, 8H), 2.17(br, 2H)

AN 72. (AN 629 Folat wp)

2-{3-vto]H d-4-U-2-[4-(2-Tho| W& o} m| -l &) -T] F| 2} 71 -1- | -3, 4-T} o] Sho| =2 -F| YE -4~ U }-N-(4-]
EA]-wll 2 )-o} A Eo}nto] = (2-{3-biphenyl-4-y1-2-[4-(2-dimethylamino—ethyl)-piperazine-1-y11-3,4-dihydro-
quinazoline-4-y1}-N-(4-methoxy-benzyl)-acetamide) ] <A

[2-(4-oFA -3 7| 2} 21 -1-% ) -3-w}o] o d-4-% -3 4-T}o] o] =2 -FAE R -4-A |-ol E 4F w" o] 22E] (o 2~ F]
A 17) 2 4-ZF et gial {3-vholdd-4-U-2-[4-(2-the W F ol -of d ) -3 7| eh 71 -1- ] -
3, 4-tfolgtol m2-FUZU-4-U}-olE AN = wEo 2 () 2E FHA20: AAlo 46) (104mg 0.20mmole)
4= EA] WA (0.2mL) S AMEEle] HAld] 629} HAH o FA WPoR 3§17 A ow FAHE HA
°] 2-{3-vlo] o d-4-d-2-[4-(2-T}o| v o}m| m-of | ) -] H| 2} 71 -1- Y | -3, 4-T}o| slo] = 2 -F L -4-Y }-N-
(4-H| EA -l &) -0} Eolupol =2 =535} T},

8 93.7mg, 76%, Mass(MHH)': 617

1HNMR(400MHz, CDC13) 6.32(t, 1H, J=5.6), 5.27-5.23(dd, 1H, J=5.6 and 9.6), 4.44-4.40(m, 2H), 3.46-
3.33(br, 4H), 2.61-2.55(dd, 1H, J=9.6 and 14.4), 2.45-2.40(dd, 1H, J=5.6 and 14.4), 2.35(s, 4H),
2.21(s, 8H), 2.17(br, 2H)
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[0712]
[0713]

[0714]

[0715]

[0716]

[0717]

[0718]
[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

ZIHSd 10-2014-0017748

L0

k\/N\./"\N/
\

A 73, (Pl 629 T4 BH)

2-{3-vtolH d-4-L-2-[4-(2-TFo] W o}m| ie-of &) -] 7| 2} X1 -1-D | -3, 4-T} o] Slo| =2 -F| E A -4~ }-N-F] & d -
2-d | El-o} A Eo}nlo] =(2-{3-biphenyl-4-y1-2-[4-(2-dimethylamino—ethyl)-piperazine-1-yl]-3,4-dihydro-
quinazoline-4-y1}-N-pyridine-2-y1-methyl-acetamide)<] 4

[2-(4-olME-T] | 2}xI-1-Y)-3-vlo] H d-4-¢-3 4-T}o|slo| ER2-HAUZd-4-U |- LA E A wEol 2~ (o] 2~ H
T 17) 2 4-FF @Ml Al {3-ufelud-4-d-2-[4-(2-t}o] W Dol - F ) -] H| g} 7 -1- Y ]
3 4-tto|slo| ER-A e 4-U ol E AR = wEo| ~F (o 2~F F7HA120: AA¢] 46) (103mg, 0.201mmole)
I Fgd-2-d-Hdolnl(0.2mL) S AFE35le] AAld 629 AFAHoz FUAZ WHow F}y] A om HAH

EAS 2-{3-vto]dd-4-U-2-[4-(2-Tho|H| D olr| —o| & ) -] 7| 2} X1 -1-Y | -3, 4-To] slo| = 2 - hE -4~
FN-T g d-2-d - oA Eolnfol EE #5313t

e rr

S8 7ong, 61%, Mass(MHD) : 588

THNMR(400MHz, CDC13) 8.51-6.97 (m, 17H, aromatic), 5.29 (dd, J = 4.8 and 10.4 Hz, 1H, -CH2-CH-N-),
4.68-4.53 (m, 2H, PhCH2-NH-), 3.43 (br, 4H), 2.78-2.71, 2.56-2.52 (dd, 2H, -CO-CH2-), 2.26 (br, 4H),
2.3 (s, 6H, -N-(CHs)2), 1.8 (br, 4H)

C"

N\/\N
I

AXd 74, (AAd 629 =A%+ v)

2-{3-vtolH d-4-U-2-[4-(2-TFo| W& o} m| -0l &) -T] F| 2} 1 -1- | -3, 4-T}o] Sho| =2 -F| L E -4~ }-N-F] 2| -
4-d v el -o} 4] Eo}u}o] = (2-{3-biphenyl-4-y1-2-[4-(2-dimethylamino-ethyl)-piperazine-1-y11-3,4-dihydro-
quinazoline-4-yl}-N-piridine-4-ylmethyl-acetamide)?] A

[2-(4-olA -3 9| 2} 21 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sto]| =2 -F L} LA -4-A |0}l E A4l sl 2~E] (o] 2~F
A 17) 2 4-ZF et gial {3-vholdd-4-U-2-[4-(2-thel W F o} -of d ) -3 7| eh 71 -1- ] -
3,4—3}016}0152—%45%—4—%}—OMI‘Q%‘WE Heo| 2~F (o] 2E] F7HA|20: AAle] 46) (96mg, 0.188mmole)

7 S d-4-dvolrl(0.2nL) & AFEste] AAlo 629} AHAHoR FAS WHORE Y] Ao HAHE
FAY 2-{3-vo] ¥ d-4-L-2-[4-(2-Tro] W& o}m| -0 & ) -] | 2} X -1~ ] -3, 4-T} o Slo] =2 -F U E i -4-U }-N-
vl g d-4-d | d-o}4 Eolmtol == g+ 5} T,

8 48mg, 43%, Mass(MHD) : 588

1HNMR(400MHz, CDC13) 8.51-6.96 (17H, m, Ph), 6.86 (1H, CONH), 5.29 (1H, dd, J = 5.6 Hz and 9.2 Hz,
COCHZ2CH), 4.46 (2H, m, PhCH2-) 3.46 (4H, br, N-CH2), 2.80-2.46 (4H, CH2-N and COCH), 2.36 (6H, s, N
CH3), 2.31 (4H, br, -NCH2)

O’&Lt‘
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[0725]

[0726]

[0727]

[0728]

[0729]

[0730]
[0731]

[0732]

[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

[0739]

ZIHSd 10-2014-0017748

AAe 75. (AAe 629 TL7 )

N-#l A -2-{3-1}o] o d-4-L-2-[ W & -(2-¥] 5 2] D-1-L-o| & ) -0} 1] 1= ] -3 4-T}o] Glo| =2 -F| L} H-4-Y }-olA| E
o}ujo] = (N-benzy!l —2—{3—b1pheny1—4—y1—2—[methy1—(2—piperidine—l—yl—ethyl)—amino]—3,4—dihydro—
quinazoline-4-yl }-acetamide) 2] %A

[2-(4-ot A E-F A gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] o) E2-FEFH-4-|-o}AE 4 W "ol ~E] (o] 2 H
FA 17) 2 4-ZF oz Aol thAl {3-nlolud-4-d-2- [ E-(2-T A 2] d-1-L - & )-o}n| = ]-3, 4-t}o] 3}
MEE%%Hﬂkkﬁkﬂﬂaimiﬂ%ﬂiﬁ(ﬂiﬂ:ﬂhﬂ%:éﬂﬂ5m(w%gozwmomi4wﬂ
O]—U](IOOmg)VQ /\]_Q_g}oq /\11\10:“ 33} /~1z17<-1 oz X3 l:ﬂ-\:ﬂ o7 5}7] g;}ﬂ/ﬂoi 4/\] HE= TAY N-wE-
{3-nfelad 4“2[ﬂ%(2Aﬂﬂﬂ1°‘ﬂ%)®ﬂ+]34WN&NEE%MP444“}®ﬂEﬂﬁﬂEE
FEIAT.

8 82.9mg, 66%, Mass (MHH)': 572

1HNMR(200MHz, CDC13) 7.70-7.10(m, 16H), 7.00-6.90(m, 2H), 6.10(br, 1H), 5.25(m,1H), 4.60-4.35(m, 2H),
3.80-3.70(m, 4H), 3.45-3.25(br, 4H), 2.70-2.40(m, 5H), 2.30-1.80(m, 6H)

@EP\ A@Q
S ! N;L-N/\/O
|

AA S 76, (Pl 629 T4 W)

2-{3-vloldd-4-d-2-[&-(2-F | | d-1-L-e &) -0} = | -3, 4-T} o] S}o| E2-F YEAA4-U }-N-(4-FF L=
-Hll 2 )-o} A Eolufo] = (2-{3-biphenyl-4-y1-2-[methyl-(2-piperidine-1-yl-ethyl)-amino]-3,4-dihydro-
quinazoline-4-yl}-N-(4-fluoro-benzyl)-acetamide) 9] %4

[2-(4-0bA &3] 5 24 1-1-)-3- o] ] d-4-0-3, 4-thol o] = 2- AL B4~ ]-obAE A v Dof 28] (of -]
FHA 17) 2 4-EF o2k Al {3-vho] | d-4- -2~ [ W G- (23] 9 2] - 1ol & )-o}v] = ]-3, 4-Tho] 3}
o= 2-FEU-4-A }-obAF AN = ool 28] (o) 28] F7H] 261 Ao 52) (100mg, 0.20mole) 3 4-HF-
o WAelu (0.2L)& AHste]l MG 6291 AAHoE FUF YWOR ] SSHor EAHE EAe
2-{3-who] 9 d-4--2- [ W] B- (2-3] 9 2] - 1- -0 &)-o}v] = |-3, 4-Tho o] = 2B A-4-}-N-(4-FF L2

W) -ol Al Eofrlo 8 5ol
S8 5omg, 44%, Mass (MHD)': 590

1HNMR(200MHz, CDC13) 7.70-7.00(m, 15H), 7.00-6.90(m, 2H), 6.10(br, 1H), 5.25(m,1H), 4.60-4.35(m, 2H),
3.80-3.70(m, 4H), 3.45-3.25(br, 4H), 2.70-2.40(m, 5H), 2.30-1.80(m, 6H)

AN 77. (AAe 629 FL7 )

N~ -2-[3-1iho] 5412 (4wl &3] o 2} 21-1-21 )3, 4-TFo] & o] = 27| 1} -4 -0 Al E oo = (N-
benzyl— -[3-biphenyl-4-yl1-2-(4-methyl-piperazine-1-yl)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] A

[2-(4-ot A E-F A gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] sl o| E2-FEF-4-A |-} E 4 v R ol ~E] (o] 2F
FHA 17) 2 4-FF=2wldolyl giAl [3-velHd-4-A-2-(4-H 23] H 2} 7 -1-Y )-3, 4-t}o| SFo| =2~ L} F
A-4-d]-olA g A= o] 28 (28 =74A] 230 AA]449) (103mg, 0.23mmole) ¥ Ao} (0.2mL)S
AbEsle] AAldl 629 AHEAHoR FUS WHoR 7] FEAoR RAEHE HAC N-wlF-2-[3-vlo]dd-
4-A-2-(4-M -9 H| &} 7 -1-9)-3, 4-t}o| slo| = 2-F|UYZE U -4-YU |-o}A| Eojnfo]| =5 =5&}3 T}

_66_



[0740]

[0741]

[0742]
[0743]

[0744]

[0745]

[0746]

[0747]

[0748]
[0749]

[0750]

[0751]

[0752]

[0753]

[0754]

ZIHSd 10-2014-0017748

%8 105.8mg, 87%, Mass(M+H)': 530

1HNMR(200MHz, CDC13) 7.70-7.20(m, 16H), 7.00-6.90(m, 2H), 6.05(br, 1H), 5.25(m, 1H), 4.55-4.35(m, 2H),
3.75(m, 1H), 3.45-3.25(br, 5H), 2.70-2.40(m, 2H), 2.30-1.80(m, 5H)

A
CE”

Ao 78. (AA]el 629 LT W)

-[3-vtolFd-4-d-2-(4-HE-F F & zl-1-Y)-3,4-T}o] efo] EE2-FAU}EH-4-Y |-N-(4-FF L 2-H ) -o}H E
O}U}O]Ei(Z—[3—b1pheny1—4—y1—2—(4—methy1—piperazine—l—yl)—3,4—dihydro—quinazol1ne—4—y1]—N—(4—f1u0ro—
benzyl)-acetamide)?] $HAl

[2-(4-ot A -3 2}71-1-Y ) -3-vfo| | d-4-U -3, 4-T}o] o) E2-FUZ - -4-A |-l E A w& o ~E] (o] 2F
FA 17) 2 4-ZF WAl 4l [3-vlolH d-4-A-2-(4-M -1 | 2} 71 -1-Y ) -3, 4-t}o] o =R -} E
A-4-]-olA g Ar = Heo] 2B (o ~E] F=7kA| 231 AA]49) (97mg, 0.213mmole) I 4-ZF o 2-wlgolvl
(0.2mL) & AFgsto] AAlof 629 HAHoR FUS WHoR 17| sferoR TAIEE HAQ 2-[3-vtolzd-
4-A-2-(4- -3 H &Z1-1-)-3,4-T}o]gfo| E2-FUEU-4-H |-N-(4-ZF 22 )-o}H Eclulo| =5 5
ESei=

S8 9dmg, 81 %, Mass(M+H)': 548

1HNMR(200MHz, CDC13) 7.70-7.20(m, 15H), 7.00-6.90(m, 2H), 6.10(br, 1H), 5.25(m, 1H), 4.45-4.35(d, 2H),
3.75(m, 1H), 3.45-3.25(br, 5H), 2.70-2.40(m, 4H), 2.30 (s, 3H)

o] /“l
P
H | |

L
sl

P

AA A 79 (AAe 629 FAI W)

-[3-nlolHd-4-U-2-(4-HE-T H &} -1-¢)-3  4-T}o] o] E2-FYEd-4-L [-N-(4-E EF =2 d-wld)
—O}AﬂEEOFU}O]Ei(Z—[S—b1pheny1—4—y1—2—(4—methyl—piperazine—l—yl)—3,4—dihydro—qu1nazol1ne—4—y1] -N-(4-
trifluoromethyl-benzyl)-acetamide)?] 4

[2-(4-o} A -3 of| 2} 2 -1~ ) -3-1}o] | d-4-2 -3, 4-T}o| Gfo]| 2 -7 L} E A -4-A | -0l E A o o] 2~ E] (o] 2~ E]
A ~EFe 2oyl gial [3-vtelsd-4-U-2-(4-v e~ 5 X1 -1-Y ) -3, 4-t}o| Slo| ER-F| L}F
2 o 28 (|28 F7HA] 231 AA]149) (101mg, 0.22mmole) I} 4-EZF o 2wE-
1o}l (0.2mL) S } 3te] AAe] 629} HAHow FAI wpPow Iy FErow FAHE FA 2-
A-2-(4-m -9 #H| 2} -1-¢)-3,4-T}ol 3o | ER2-F}Ed-4-D | -N-(4-Eg EF .2 d-#2)-

& ooy
0
e

= T
(o]

T
X,
u}
2
l mlL
il
;é
m

2% 104mg, 79%, Mass(MHD) ' : 598

THNMR(200MHz, CDC13) 7.70-7.20(m, 15H), 7.00-6.90(m, 2H), 6.45(br, 1H), 5.25(m, 1H), 4.50(d, 2H),
3.75(m, 1H), 3.45-3.25(br, 5H), 2.70-2.40(m, 4H), 2.30(s, 3H)

) il
’ ; NJ\N
Q.
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[0755]

[0756]

[0757]

[0758]

[0759]

[0760]
[0761]

[0762]

[0763]

[0764]

[0765]

[0766]
[0767]

[0768]

[0769]

ZIHSd 10-2014-0017748

AAle] 80. (HAle] 629 FL7 )

- [3-uho] o D42~ (4- v -5 5] 210-1-20)-3, 4-Tho] o] £ 2 A 15 A4 | -N-(4-m -1 2) -0} 4| E ol
]Ei(Z—[S—blphenyl— -y1-2-(4-methyl-piperazine-1-yl)-3,4-dihydro—quinazol ine-4-y1 ]-N-(4-methyl-
benzyl)-acetamide)®] ¥4

[2-(4-opA1E- JM]E} -
TA 17) % A-EF

1-9)-3-ntol#d-4-U-3 4-tfolslo| ER-FpE e -4-d | -oAE AL wE e ~E (] 2

2l dotl Al [[3-rho] sl d-4-d-2-(4- -9 7 2}x]-1-¢)-3, 4-Tho] fo| E=2-F =
H-4-<] OMIE“’“/\]E ol =8 (ol =¥ S3HA 230 AA49) (94mg, 0.207mmole) ¥} 4-vE-wlldofwl
(0.2mL)& A}-&35lo] /\l/\] o 62 9], AAH o7 TY3l HL\:H o7 5}7] :qfl,a‘]—/ﬂog ,_L}\] = Lzﬂ,] = [S—H}O] Hd-
4-A-2-(4-m -3 e} 21-1-2) -3, 4-T}ol dto] = - SR -4-A |-N-(4-v -l ) -op A Eoluto] =5 =535}3]
o}

8 104mg, 92.4%, Mass(M4H)': 544

1HNMR(200MHz, CDC13) 8.20(br, 1H), 7.70-7.00(m, 17H), 5.25(m, 1H), 4.70-4.50(m, 1H), 4.40-4.20(m, 1H),
3.45-3.25(br, 4H), 2.95(m, 1H), 2.40-1.80(m, 10H)

A 81, (HAld 629 TLg BH)

-[3-vtolFd-4-d-2-(4-H e -F F &2 -1-Y)-3,4-T}o] elo] E2-F L} -4- |-N-(4-H| FA| -1l A ) -o} A Eo}
U}O]Ei(Z—[S—b1phenyl—4—y1 -(4-methyl-piperazine-1-yl)-3,4-dihydro-quinazol ine-4-yl ]-N-(4-methoxy-
benzyl)-acetamide) ] A

[2-(4-obA -3 o] 2}l -1-% ) -3-v}ol | d-4-U -3 4-T}o| sto]| =2 -F U} Zd-4-Ad |-ol E  4F s ol 2~E] (o] 2~ F]
Z20A 17) 2 4-ZF e dolyl thal [[3-vfo] Hd-4-D-2-(4-m € -3 | 2} X -1-2 ) -3, 4-t}o] Sfo| = 2 -F L} =
Y-4-d]-op g AN wEo|~E] (o AE F7HA 231 A 49) (10Img, 0.22mmole) I 4-w|=A|-#lHo}lwl
(0.2mL) & AFgsto] AAlof 629 HAHoR FUS WHoR 17| sferoR TAIEE HAQ 2-[3-vtolzd-
4-d-2-(4- -9 | 2} 71-1-%) -3, 4-T}o] Flo| E2-F U EH4-L |-N-(4-H| EA-H1 A ) -o} | Eolmjo| =5 53}
Ak,

S8 99mg, 80%, Mass(MHD) : 560

1HNMR(200MHz, CDC13) 8.25(br, 1H), 7.80-7.00(m, 15H), 6.75(d, 2H), 5.25(m, 1H), 4.70-4.50(m, 1H),
4.35-4.20(m, 1H), 3.71(m 4H), 3.45-3.25(br, 2H), 2.95(m, 1H), 2.40-2.20(m, 2H), 2.14(s, 3H), 1.85(m,
21)

i g
N’)“ (i
k./“\

A 82 (Ao 629 FAI W)

2 (3ol 9 42 [ W (23] 1 2] ©1-1-2d-ol| &) o}v] -3, 4-Thol Sho] = 2 A R4 )N -(4-E 2] B
o 2 g-wA)-o}x| Eo}ulo] = (2-{3-biphenyl-4-y1-2-[methyl-(2-piperidine-1-yl-ethyl)-amino]-3, 4-
dihydro-quinazoline-4-yl}-N-(4-trifluoromethyl-benzyl)-acetamide) 2] A

[2-(4-o} Al B-3 |2 51-1-)-3- o] ¥ d-4-21-3, 4-Tho] 50| & - L} -4-2 J-obH £ AF o o] 2] (o] 28
FA 17 D 4-EFLRMAE Al (3-uko] s d-4-d-2- [ W B (2-3] 3 &) ©l-1- 2o &)-o} ] 12 ]-3, 4-ho]
stolER2-FAYUEd-4-d-otA g A = Heof| ~E (=8 FHA| 260 A Al 52) (105mg, 0.2lmmole) ¥ 4-E
PEFo 2w a- Ao (0.200)% gl AAlel 625 AAHoE BAT PO Y] HeHoE A
A 2-(3-uhol o -4- -2 [ U-(2-3] 9 2] - 1--o &l )-o}m] 12]-3, 4-Tho] s o] = 7L} E W42 }-N-
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[0770]

[0771]

[0772]
[0773]

[0774]

[0775]

[0776]

[0777]

[0778]

[0779]

[0780]

[0781]

[0782]

[0783]

[0784]

Z2IME35] 10-2014-0017748
(4-E2) EF oz d-0) ol A Eolrlol EE 55T,
Z8: 59.0mg, 44%, Mass(M+H): 540

1HNMR(200MHz, CDC13) 7.90-6.90(m, 17H), 5.30(m,1H), 4.60-4.35(m, 2H), 3.80-3.70(m, 2H), 3.45-3.25(br,
4H1), 2.70-2.40(m, 6H), 2.30-1.80(m, 7H)

FF “iT/\’{:j

AAo 83, (HA]d 629} FL3F W)

2-{3-vlol A d-4-d-2-[wE-(2-F F g d-1-L ol & )-o}u| = | -3, 4-t}o| g} o] = Z-F }ZE A -4-U }-N-(4-H[ EA] -
w2 )-o} M| Eo}nto] = (2-{3-biphenyl-4-y1-2-[methyl-(2-piperidinel-yl-ethyl)-amino]-3,4-dihydro-
quinazol ine-4-y1}-N-(4-methoxy-benzyl)-acetamide) ] 43

[2-(4-olME -5 | 2} -1-Y ) -3-n} o] ¥ d-4-U -3, 4-T} 0] o}olti—%ﬁ‘%%%%—%]—o}*ﬂE 2b ool ~F (o 2

A 17) 2 4-ZFoEwldolyl Al {3-wholud-4-U-2-[ 1%—(2—v4ﬁﬂElH—l—%l—OH%)—O}Uli]—SA—D}o}

o= 2-FUEH-4-U}-olH g AA = v ol =¥ (oﬂ*Ei 704 260 Aol 52) (98mg, 0.197mmole) =} 4-

H S A -l o} (0.2mL) & AFE3le] Al 629 AAH o FUI %‘ﬂzfa s}7] st o R BAEE EA9

2- {3 vl o d -4~ -2~ [WE-(2- o g - 1-L - &) -0} 1= ]-3, 4-T} 0] Gfo] = 2 -F| L} Z A -4~ }-N-(4-H| FA]-
A)-old Eolulo| =5 53519t

8 47mg, 40%, MassOM+HH)': 602

1HNMR(200MHz, CDC13) 7.90-6.90(m, 17H), 5.25(m,1H), 4.60-4.35(m, 2H), 3.80-3.70(m, 5H), 3.45-3.25(br,
4H), 2.70-2.40(m, 6H), 2.30-1.80(m, 7H)

q = ]
’ N‘IJN\N"\/O
|

A 84, (AAle] 629} L7 )

2-{3-vtold d-4-L-2-[ - (2-F F B H-1-L -l & ) -0} 1= ] -3, 4-T}o] sl o] = 2-F| E U ~4-U }-N-(4-w| & -4
3%)—OP*HEEO}U}O]Ei(2—{3—bipheny1—4—y1—2—[methy1—(2—piperidine—l—yl—ethyl)—amino]—3,4—dihydro—
quinazoline-4-y1}-N-(4-methyl-benzyl)-acetamide) ] &4

[2-(4-ot M E-F A gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] 3o E2-FF-4- |-} E 4 wE ol ~E] (o] 2F
A 17) 2 4-ZF o2 Eky Al {3-ulolHd-4-U-2-[ W E-(2-9] ] g P -1-Y-ol| & )-o} ] 1= ] -3, 4-T} o]
sto| ER2-FUEFA-4-d -l g AN = o] ~E] (o 2H 3‘7Hﬂ 26: AAle] 52) (107mg, 0.215mmole) #} 4-
He-wldoldl (0.2nL)& AMEske] e 629 AFAHoR TUe WHOoR 7] gt or HAEE EAY
2-{3-vtel i d-4-d-2-[ v -(2-9) ¥ 2| d-1-d-el & ) -0} 1= ] -3, 4-T} o] S} o] E 2 -F| L} Z /-4~ }-N-(4-H -1l
A)-otH Eolulo] =5 53151},

S8 100.4mg, 80%. Mass(M+H)': 586

1HNMR(200MHz, CDC13) 7.90-6.90(m, 17H), 5.30(m,1H), 4.60-4.35(m, 2H), 3.80-3.70(m, 2H), 3.45-3.25(br,
4H), 2.70-2.40(m, 6H), 2.30-1.80(m, 10H)
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[0785]

[0786]

[0787]

[0788]

[0789]

[0790]
[0791]

[0792]

[0793]

[0794]

[0795]

[0796]
[0797]

[0798]

[0799]

ZIHSd 10-2014-0017748

AN 85. (HAAd 629 A3 1)

N-wll & -2-{3-n}o] H d-4-d-2-[ (4-Tfo| | & o} ] .-l A ) -1 &l -0} 1] 1= | -3 4-T} 0] Bl o] = 2 -F| L} ZE - -4~ }-o}A]
Eo}nlo] = (N-benzyl-2-{3-biphenyl-4-y1-2-[ (4-dimethylamino-benzyl )-methyl-amino]-3,4-dihydro-
quinazoline-4-yl }-acetamide) 2] %A

[2-(4-oFA D -] 7] 1-9)-3-ntol# d-4-U-3 4-tfo]slo| ER-FpE e -4-d | -oAE AL wE ] ~E (] 2

2] -
E0A 17) 2 4-ZFoawldolwl thal N-wl@-2-{3-u}o] H d-4-Y-2-[ (4-T}o] W & o} ] -l ) - gl -o} 7|
1]-3,4-tfolslo| =2 -FAUZE A -4-Y }-olA| Eolu| = (o ~F F7FA] 25: AAle] 51) (103mg, 0.199mmole) <t
Wdol(0.2mL) S AFE3le]l AAle] 629} AAFHow FUI WHow 7] Ao r FAE EAL N-wlA-

2-{3-mteldl d-4-L-2-[(4-vhol v D o}v] 2wl ) -v D -0} ] 1= | -3 4-t}o] Sl o] =2 -F L& 7l -4-U }-o} A Eofrfo]

80 49.9mg, 42%. MassOM+H)': 594

1HNMR(200MHz, CDC13) 7.70-6.90(m, 20H), 6.60(d, 2H), 6.05(br, 1H), 5.25(m, 1H), 4.55-4.40(m, 2H),
4.05(br, 1H), 3.89(s, 2H), 3.40(br, 1H), 2.89(s, 6H) 2.20(s, 3H)

T o

Ao 86. (AAd] 629 FAF W)

2-{3-vlol A d-4-d-2-[(4-tfo] WP o} ] -yl A ) - -o}u| = | -3 4-T}o| glo| E 2-FUEA-4-U }-N-(4-EF =
-1 7 )-o} 4| Eo}n}o] = (2-{3-biphenyl-4-y1-2-[ (4-dimethylamino-benzyl )-methyl-amino]-3,4-dihydro-
quinazol ine-4-y1}-N-(4-f luoro-benzyl)-acetamide) ] &4

[2-(4-o}ME-3) 7 g} 1 -1-Y ) -3-1} o] 3 d-4-U-3  4-T}o] sfo| =2 -F L} Z A -4-A -0l E b w|E o] ~F (o] 2
A 17) R A-EF 2oyl gial N-il A -2-{3-vlo] Al d-4-d-2-[ (4-tho]w R opr] - A ) - -0} 1] 1 ] -
3,4-tjolsto| =2 -FEd-4-A }-ol A Eolu| = (o 22F FIkA] 250 A A]o] 51) (105mg, 0.20mmole) <}
LZ-wlFolnl(0.2mL)& AFEEl] HAlo] 629 AAH o FUAF WHoR Fy] oz TAIFEE FA
2-{3-vlol s d-4-d-2-[(4-Tfo M o} ] e —wll A ) - -0} 1| 1 | -3, 4-T}o Bl o] ER-FFH-4-U - N-(4-ZF =2
WA )-otA| Eojulo] =& 5319

80 42mg, 35%, Mass(M+H)': 597

1HNMR(200MHz, CDC13) 7.70-6.90(m, 19H), 6.60(d, 2H), 5.80(br, 1H), 5.25(m, 1H), 4.8-4.60(m, 1H), 4.50-
4.30(m, 1H), 4.05(br, 2H), 2.89(s, 6H), 2.70-2.30(m, 2H), 1.75(s, 3H)

@A&@D

N

A 87. (HAld 629 LT L)

2-{3-vtold d-4-L-2-[ (4-T}o] | opr| .-l A ) -w -0} 1= | -3 4-T} o Slo] E 2 -F UE 7 -4-U }-N-(4-H| FA] -
w2 )-o} A E o}njo] = (2-{3-biphenyl-4-y1-2-[ (4-dimethylamino-benzy!l)-methyl-amino]-3,4-dihydro-
quinazoline-4-yl }-N-(4-methoxy—-bezyl)-acetamide) 2] %4

[2-(4-0} Al €3] 5 2 1-1-91)-3-vho] ] d—4- -3 4-Tho sfo] = - L} £ ¢4
w0 17) ! I R TIE R
[N~ -2-(3-1}0] ) d-4- Q-2 [ (4-To] o Bl o}v] sl 2) vl o} -3, 4-T o] GFo] = 27 L} -4 )0} 4]

Eojn= (o 2H F7HA| 25: AAld 51) (100mg, 0.193mmole) <} 4-w|SA-wlZol1(0.2ml)& AME-ske] A4
o 629 AAORE BAY PYOR 7] HEHow TAHE HAY 2-(3-vho] s d-4-A-2-[ (4-tho] | o}y

J-obAE 2t wE ol 2~E] (o] 2~ E]

l‘U

mlu
o

o
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[0800]

[0801]

[0802]
[0803]

[0804]

[0805]

[0806]

[0807]

[0808]
[0809]

[0810]

[0811]

[0812]

[0813]

[0814]

ZIHSd 10-2014-0017748

el

)~ El-ob] 1213, 4-Tho] Sho] = -7 L -4} N- (4= 54 -2 )-ob A Eofrlo] = & 453kl
8 54.3mg. 45%, Mass (MHH)': 624

1HNMR(200MHz, CDC13) 7.85-6.80(m, 17H), 6.80-6.55(dd, 4H), 6.35(br, 1H), 5.25(m, 1H), 4.80-4.65(m,
1H), 4.45-4.30(m, 2H), 4.05(br, 2H), 3.73(s, 3H), 2.89(s, 6H), 2.70-2.30(m, 1H), 2.31(s 3H)

g 2
5@1

N

AAle] 88. (HAel 629 L3 W)

(310 o -4-21 -2 (4~ -] 92} 21-1-21)-3, 4-Thol Sfo] = -7 1} & 2 -4- A 1N ] -4 vl E o A o}
U}O]Ei(Z—[S—blphenyl— -y1-2-(4-methyl-piperazine-1-yl)-3,4-dihydro—quinazol ine-4-y1]-N-pyridine-4-
ylmethyl-acetamide)¢] 34

[2-(4-otAE-F A 2x1-1-Y
A 17) 2 &%?ii
Ed-4-d]-op g A = |
9 (0. 2mL) & ﬁZ$A} a}o

ol d-4-U-2-(4-H & -5 7]
FE3FA T

o)

)-3-wo]# d-4-9-3 4-t}olslo| E2-FUEA-4-A |-o}HE b o] 2E] (o] 2
oyl dial [[3-vte]d d-4-d-2-(4-W&-3) 7| &} -1-%)-3,4-T}o| sfo] = 2-F| 1}
%l*ﬁ(ﬂiﬂzﬂﬂz& A A1 el49) (102mg, 0.22mmole) ¥} ¥ z]d-4-A o}
Ao 629 AAH 0T FU WP R F17] et oR FAE= FAC 2-[3-v)
2}7-1-9)-3,4-t}o] slo] 2 -} E ¥ -4-Y |-N-¥] 2] d-4-L v -0} A Eo}rlo] = &

8 37.2mg, 32%, Mass(MHD)': 531

1HNMR(200MHz, CDC13) 7.90-7.80(d, 2H), 7.70-7.25(m, 15H), 5.85(br, 1H), 5.05(br, 1H),4.50-4.20(m, 2H),
3.40-3.30(m, 2H), 3.30-3.10(m, 4H), 2.82(s, 3H), 2.27(s, 2H), 2.10-1.90(m, 2H)

=y i O
N/J‘N"j

N\

AAe) 89, (HAd 629} TLT WH)
2-{3-vlol Al d-4-d-2-[ v E-(2-F A 2] d-1-L-ol| & ) -0} = ] -3, 4-T} o Slo| E2-F UF - -4-U }-N-7] g -4~
el —O}AﬂEEO}U}O]Ei(2—{3—bipheny1—4—y1—2—[methy1—(2—piperidine—l—yl—ethyl)—amino]—3,4—dihydro—
quinazoline-4-yl}-N-pyridine-4-ylmethyl-acetamide)?] %A

[2-(4-o}AE-3) 7 g} 1 -1-Y )-3-1} o] 3 d-4-U-3  4-T}o] sto| =2 -F 1} Z A -4-D -0l E  2AF w|E o] ~F (o] 2
FHA 17) 2 4-FF 2wyl diAl {3-vleldd-4-d-2-[ W E-(2-3] FH gl tl-1-U-ol| & )-o} | 1= ] -3, 4-T} 0] 3}
ol 2-FEU-4-d}-olA g AN = wEo] ¥ (o 2E FIHA| 260 AAld) 52) (97mg, 0.195mmole) ¥} d2|E
—4-Advdol(0.2nL)& 247 ARgSte] AAld 629 AHA R FUT WHOE 7] IS ow FAEE R
Ao 2-{3-vfold| d-4-d-2-[WE-(2-F H B d-1-L -0l &) -o} ] = ]-3, 4-T}o] Slo| =2~ F| E -4~ }-N-T] 2| -
4-dg-olr| Eolnfo] B E F53}¢IT}.

g0 42 4mg, 38%. Mass(M+H)': 573

1HNMR(200MHz, CDC13) 8.15-6.90(m, 17H), 5.25(m,1H), 4.60-4.35(m, 2H), 3.80-3.70(m, 2H), 3.45-3.25(br,
4H), 2.70-2.40(m, 6H), 2.30-1.80(m, 7H)

J
N//L\N/\/PO
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[0815]

[0816]

[0817]

[0818]

[0819]

[0820]
[0821]

[0822]

[0823]

[0824]

[0825]

[0826]
[0827]

[0828]

[0829]

ZIHSd 10-2014-0017748

AAle] 90. (AAle] 629 FL7 )

2-{3-vtold d-4-L-2-[ (4-To] | o}r| - - A ) -w| &l ~o} ] - | -3 4-T}o] Sl o] = 2 -F| W 7l -4-U }-N-T] 2] Tl -4~
A g -o} 4| Eo}n}o] = (2-{3-biphenyl-4-y1-2-[ (4-dimethylamino-benzyl )-methyl-amino]-3,4-dihydro-
quinazoline-4-yl}-N-pyridine-4-ylmethyl-acetamide)?] 4

[2-(4-olA -3 9| 2421 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sfo]| E2-F LA -4-A -0l E 4l s o] 2~E] (o] 2~
F0A 17) 2 4-ZFeEwidoldl thAl [N-wl A -2-{3-v}o] ¥ d-4-Y-2-[ (4-T}o] W & o}r] -l A ) - €l -0} )
%-1-3,4-t}olglo| mR-FUYEA-4-A }-olA Eoln| = (o] 2H F37HA] 25: A< 51) (99mg, 0.193mmole) < ]2
d-4-AFolwl(0.20L) & AHEEEe] AAe] 629} AAH o TAZ WHOR Fy] ser o FAHE FA
2-{3-vlo] ¥ d-4-U-2-[ (4-T}o| | & o}m] 1l W ) -1 & —o}m] 42 ] -3 4-T} o] Sl o] B 2 -F| L E -4~ }-N-3] 2] Tl -4~
dvd-olh Eclufol =5 F53}51T}.

8 15.8mg, 14%. Mass(M+H)': 595

1HNMR(200MHz, CDC13) 8.50-6.80(m, 17H), 6.85-6.55(m, 4H), 6.30(br, 1H), 5.23(m, 1H), 4.80-4.65(m, 1H),
4.50-4.30(m, 2H), 4.10(br, 2H), 3.74(s, 3H), 2.75(s, 6H), 2.70-2.30(m, 1H), 2.31(s 3H)

A 91. (HA]d 629 TLg BH)

N-#ld-2-(3-vlo] H d-4-Ld-2-{ W& -[4-(4-w| D -F] 7| 2} X -1- Y ) -4-F - F-E | -o}r] = }-3  4-T} o] glo]| =2 -] L
ZH-4-Y)-o} M| Eo}r}o] = (N-benzyl-2-(3-biphenyl-4-y1-2-{methyl-[4-(4-methyl-piperazine-1-yl)-4-oxo—
butyl]-amino}-3,4-dihydro-quinazol ine-4-yl)-acetamide) 2] 4

[2-(4-o} Al B-3] | 271~ 1-9)-3- o] 5 d-4-21-3, 4-Tho] o] = 2-ALhER-4-A|-opH £ AL T o] 2] (o] 2]
) 17) 2 4-ZF Q2 YA (3ol o d—4-o-2- (W D[4~ (4= -] 9 2} A-1- 9 )4~ % -7 9 ] o}
v}, 4-thol so] £ 2- A A-4-2) ol AE AN = ol e (2B F7hA) 220 A4 48) (106ng,
0.19mole) S} WAokRI(0.20L) & AHEate] AAe] 6291 AAH o FAL PO 3] HeHow EAH:
A N-11 8 -2~ (3ol o =4~ -2 (W) B[4~ (4= ©- 3] ] 2} 21 1-9))~4- & 278 |-o}v] 12}-3, 4-Tho] Sho] = 2
~ALHER-4-9)-opH Eolvtol =8 S5

Z8: 32.4mg, 27%, Mass(MHH): 629

1HNMR(200MHz, CDC13) 7.78-6.82(m, 18H), 5.29(m, 1H), 4.40-4.10(m, 3H), 3.40-3.25(m, 2H), 2.90-2.50(m,
8H), 2.50-1.90(m, 10H)

A
NI/LT/\/\[DI/N\,J

2-(3-vlol i d-4-d-2-{ v & - [4-(4-m D -T] F &} H-1-Y ) -4~ A-F - |-o}n| .=} -3 4-T}o| Slo| = 2-F| Y} E A -4~
A)-N-(4-ZF 0 2-wlA)-o}A| Eo}rto] = (2-(3-biphenyl-4-y1-2-{methyl-[4-(4-methyl-piperazine-1-yl)-4-
oxo-butyl ]-amino}-3,4-dihydro-quinazoline-4-y1)-N-(4-f1 uoro—benzy )-acetamide) 2] ¥4

[2-(4-obAE -3 o 23l -1-% ) -3-v}ol #| d-4-U -3 4-T}o| sto| =2 -F L} -4-A |-ol E 4w ol 2~E (ol 2~ F
FHA 17) 2 4-EF e 2ol giAl (3-vlolHd-4-d-2-{WE-[4-(4-HE-F H| 2}F-1-d)-4-S - FE |-
o 1= }-3,4-t}o] 3o E2-FUEA-4-L) oA g AN = w"o| ~E] (o 2=F FHA| 22: AA] 48) (102mg,
0.184mmole) ¢} 4-EF EE%QEWNOMUQAH%%4NM]6%}Eéﬁoi%&ﬁlﬂmoiéwlﬂﬂ“
o2 ¥AHEE BAY 2-(3-vlolud-4-d-2-{W|D-[4-(4-HE-T] #| 2} -1-Y ) -4-F 4-F-E |-o}H| .= }-3, 4-T} 0]
ol ER2-FAUEA-4-U)-N-(4-ZF 2 Z2- W H)- oA Eolnfo| =& #5313},
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[0830]

[0831]

[0832]
[0833]

[0834]

[0835]

[0836]

[0837]

[0838]
[0839]

[0840]

[0841]

[0842]

[0843]

[0844]
[0845]

[0846]

ZIHSd 10-2014-0017748

8 9.6mg, 8.1% Mass(MHI) : 647

1HNMR(200MHz, CDC13) 7.78-6.82(m, 17H), 5.35(m, 1H), 4.40-4.00(m, 3H), 3.40-3.25(m, 2H), 2.90-2.50(m,
6H), 2.40-2.00(m, 10H)

CJE% N/\'/\H’NVJ

AN 93. (DA 629 A3 W)

-[3-vtolHd-4-U-2-(4-v| & -9 o] 2}x-1-%) -3 4-T}o| gto| = 2-F U S -4-d |- - E T -4-d-ol &2 (2-[3-
blphenyl— -y1-2-(4-methyl-piperazine-1-yl)-3,4-dihydro—-quinazol ine-4-yl ]-1-morphor ine-4-yl-ethanone)
4

d-opA -] 7| 2}31-1- ) -3-u}o | d-4-A-3 4-tpol Sfo| E2-FERl-4-d |-k E A "o 2F (o 2

[2—( =

THA 17 R 4-EFe ARl oAl [[3-ukol s d-4-A-2-(4-v -] 3| e} -1-¢0) -3, 4-Thol st E = - b
F-d-d]-obA g AA = e 2E (o ~F
XS ]

Z74A) 230 AN 49) (100mg, 0.22mmole) ¥ EZ=(0.2mL)S A}
ste] Ao 629 AAAoR FUZ WHOR 3§y e R FAIHE ®A 2-[3-vlo]Hd-4-Yd-2-(4-1]
2o ¥ g7-1-9)-3,4-t}oslo| = 2-AUZEU4-L |-1-EEZH4-d - &8 F5&3T}.

8 32.6mg, 29%, Mass(MHD)': 510

1HNMR(200MHz, CDC13) 7.68-7.24(m, 13H), 6.83(s, 2H), 5.30(m, 1H), 3.94(br, 2H), 3.82-3.50(m, 8H),
3.26-3.11(m, 6H), 2.80(s, 3H), 2.33(br, 2H),2.26(s, 3H)

! N i /‘/‘0
Q N
O
== N
i
k/’l‘\

AR 94, (HA 62 L W

&)

(310 4212 (- -1 ]2} 1-1-21)-3, 4 TFol Gfo] = 27 1T -4- 1N 2] -2 Al e o A o}
U}O]Ei(Z [3-biphenyl-4-y1-2-(4-methyl-piprazine-1-y1)-3,4-dihydro—quinazol ine-4-y1]-N-pyridine-2-
ylmethyl-acetamide)2] 4

ot
i)

[2-(4-obAE -3 #| 2} -1-% ) -3-n}o] 3 d-4- -3  4-T}o] o] E2-F SRl -4-A |-oMA| E 4F v& o] 28 (o 2 H
A 17) 2 4-EF o2 Aol dial [[3-vhel s d-4-Y-2-(4-wE-T F 2} -1-%)-3,4-T}e| sl =R -F &
A-4-A]-ohAE A = o ~E (o ~E 1A 230 A9 49) (10Img, 0.22mmole) ¥ @] w-2-Uwe-o}
W(0.21L) & ARgste] MAle] 629 AAHOR AW WHOR Y] HSHoE EAHE HAY 2-[3-uol s
I-4-9-2-(4- B3 A 2}71-1-91)-3  4-Tho o] = 2-F L} E 7 -4- 2 |-N-3] ] S-2-A | F-opA Eclrtol = & 55
seieh.

S8 18.2ng, 16%, MassQHID : 531

1HNMR(200MHz, CDC13) 9.30(br, 1H), 7.81-6.96(m, 17H), 5.27(m, 1H), 4.71-4.30(m, 2H), 3.81(br, 2H),
3.45-3.40(m, 4H), 3.32-3.12(m, 4H), 2.83(s, 3H)

i )
@&5\
ok

AAlef 95. (HA]e 6293} LT W)

23~k o] o) -4~ -2-[ ] - (2-3] ) ] §1-1- -] & )-o}v] 1= ]-3, 4-Tho o] & 2-F L} E 7 -4-2 }-1- B EP-4-2
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[0847]

[0848]

[0849]

[0850]
[0851]

[0852]

[0853]

[0854]

[0855]

[0856]
[0857]

[0858]

[0859]

ZIHSd 10-2014-0017748

—o| E+-&(2-{3-biphenyl-4-y1-2-[methyl-(2-piperidine-1-yl-ethyl)-amino]-3,4-dihydro-quinazol ine-4-y1 }-1-
morphol ine-4-yl-ethanone)2] &3

[2-(4-otAE-T # 2}71-1-Y)-3-H}o] #H| d-4-U -3, 4-T}o] slo| E2-FUEF D -4-H |- E  4F wEo| 2B (e &H
FAA 17) 2 A-EFo 2oyl Al 3-vfolHd-4-d-2-[HE-(2-TH F d-1-d-el &) -o}7| = ]-3, 4-T}o] 3}
ol ER-FUEA-4-d -l A= o 2~ (o 2E FHA| 260 AAle] 52) (102mg, 0.205mmole) ¥ HZ
H(0.20L) & AH&3te] AAlel 629 AFAAo R FUgt WyPoR F1r] st oR FA|EE EA S 2-{3-v}o]H
d-4-d-2-[mE-(2-T g d-1-g-o d)-o}n| = |-3,4-T}o] slo| ER2-FUEF T -4-F }-1-EET-A4-I-o &2 & F
=3kl

2% 38.6mg, 34%, Mass(M+H)': 552

1HNMR(200MHz, CDC13) 7.87-7.00(m, 13H), 6.83(m, 2H), 5.27(m, 1H), 3.80(m, 2H), 3.20(m, 4H), 2.80(m,
4H), 2.50-2.21(m, 8H), 1.70(m, 2H), 1.54(m, 2H), 1.43(s, 3H)

AN 96. (DA d) 629 A3 W)

-[3-vtel gl d-4-d-2-(4-w -] F &} 7 -1-Y ) -3, 4-T} o] eFo] E2-F| UF - -4-U |-N-Alo| E 2 Z Z I -0} 4| Eofu}
]Ei(Z—[S—blphenyl— -y1-2-(4-methyl-piperazine-1-yl)-3,4-dihydro—quinazol ine-4-y1]-N-cyclopropyl-

acetamide) 2| ¥4

[2-(4-ot M E-F A gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] sl o| E2-FEF-4-A|-o}AE 4 v & ol ~E] (o] 2F
A 17) 2 A-FEFe2uelyl gl [[3-vlol v d-4-d-2-(4-H -3 ¥ 2} -1-¢)-3, 4-T}o] Ffo| = 2-F L} E
A-4-A]-olg A= weo| 28 (o 2E F3A 23: AAle] 49) (99mg, 0.22mmole) I Apo]ZFEZ 2ol
(0.2mL)& 77} ARgshe] AAlde2et AAHoz U3 YHoR 37| geioz FAEHE ®AQ 2-[3-1}o]
e -4--2-(4-w -9 2 -1-90) -3, 4-tfel sfo] ER-FHE A -4- A |N-Afo] SR ER A -opH| Ecjutel =&
5313l

S8 90.6mg, 86%, Mass(MHH)': 480

1HNMR(200MHz, CDC13) 7.53-7.14(m, 11H), 6.98-6.93(m, 2H), 6.40(br, 1H), 5.20(m, 1H), 3.47(br, 4H),
2.71(m, 1H), 2.55-2.42(m, 2H), 2.30-2.22(m, 7H), 0.78(d, 2H), 0.47(dd, 2H)

AN 97. (DA< 629 A3 W)

2-(3-vto] ¥ d-4--2-{ v - [4-(4-v D-9| | 2} -1- %) -4-S - F-d | -0} 2} -3 4-Thol SO ER-F S 1 -4~
A)-N-(4-H EA] -l & )-o} 4] Eo}u}o] = (2-(3-biphenyl-4-y1-2-{methyl-[4-(4-methyl-piperazine-1-yl)-4-oxo—
butyl]-amino}-3,4-dihydro-quinazoline-4-y1)-N-(4-methoxy-benzyl)-acetamide) ] A

[2-(4-olA -3 o 2} 21 -1-4 ) -3-v}o] | d-4-U -3 4-T}o| Sfo]| E2-F LA -4-A -0l E 4 wEd o] 2~E] (o] 2~
FHA 17) 2 4-ZF o 2wyl Al (3-ulo] A d-4-U-2-{m - [4-(4-WD-T] H 2} A -1-Y ) -4-2 A-FE -0}
U4 }-3 4-thol o] 2 -FuE A -4-A ) -olA g A = wdo~E (o AE FZhAl 22 AA]d] 48) (106mg,
0.19mmole) ¢} 4-v|EA]-dHAo}d(0.2nL)S 47 AFESFe] A 629F AAHow FA3 Wyor 3)r] 33+
Aoz FAHE FAY 2-(3-vloud-4-A-2-{vd-[4-(4-m D-3] 3| K -1-Q ) -4-& A-F D |-o}n| 5= }-3 4-T}
olato] = 2-F|EH-4-U)-N-(4-H| FA|-Wl & )-o} | Eolnfo| =& 533t}
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[0860]

[0861]

[0862]
[0863]

[0864]

[0865]

[0866]

[0867]

[0868]
[0869]

[0870]

[0871]

[0872]

[0873]

[0874]

ZIHSd 10-2014-0017748

8 34.6mg, 28%, Mass(MH)': 659

1HNMR(200MHz, CDC13) 7.68-6.82(m, 17H), 5.35(m, 1H), 4.40-4.00(m, 3H), 3.80(s, 3H), 3.40-3.25(m, 2H),
2.90-2.50(m, 6H), 2.40-2.80(m, 10H)

4
JI Cﬁlkj

A Ao 98. (HA]d 629 TS W)

2-(3-vtol o d-4-d-2-{v - [4-(4-mD-T) A &} -1-Y ) -4-FAh-F - |-o}n| =} -3 4-T}o| Ffo]| =2 -F| L} L -4~
d)-N-3] 2] d-4-L v &l -o} M| Eo}ufo] = (2-(3-biphenyl-4-y1-2-{methyl-[4-(4-methyl-piperazine-1-yl)-4-oxo-
butyl]-amino}-3,4-dihydro—quinazol ine-4-yl)-N-pyridine-4-ylmethyl-acetamide) 2] ¥4

[2-(4-0bA &3] ] 2} 1-1- )-3-vho] | d-4-9-3, 4-Thol o] = 2 AL} ER-4-A]-obAE AT v Rol 228 (o] 2]
F20 17) 2 4-ERo 2ol oAl (3-ujo] sl d-4-ol-2- (W El-[4-(4- & -] 5 71 -1-2 )4 4l |0}
v }-3 4-tpo]gfo] ER-FUEA-4-U)-ol M E A = w"o| ~E] (o 2=F FIHA 220 AAld] 48) (99mg,
0.18mole) S N-312 -4~ W Dol (0.20L) % AHG3to] AAlo] 629 AAHo R FAF WHOR 37 s}
oz WAHE EAS 2-(3-5hol 3 d-4-Q-2- (M G-[4- (4~ -3 A2} 1-2) 4~ & - T & ] -0} 1] 12)-3, 4-Th o]
so] £ 2- AU E R -4-2)-N-3] 2] -4- L ol H Ec o] 28 S5 aheint,

8 17.2ng, 15%, Mass(MHD)': 630

1HNMR(200MHz, CDC13) 7.68-6.82(m, 17H), 5.35(m, 1H), 4.40-4.00(m, 3H), 3.40-3.25(m, 2H), 2.90-2.50(m,
6H), 2.40-1.75(m, 10H

e
NiN O
m

AR 99. (HAd 629 LT )

4~{[3-vlo]H d-4-A4-(2-EEH-4-U-2-F - & )-3 4-T}ol o] = 2-FEH-2-d |-v & -0} = }-1- (4~ &
-3 3 22 -1-Y ) -H-E-1-(4-{[3-bipheny -4~y 1-4-(2-morphol ine~4~y1-2-oxo-ethyl)-3,4~dihydro-
quinazoline-2-yl]-methyl-amino}-1-(4-methyl-piperazine-1-yl)-butan-1-one) 2] &3

[2-(4-otAE-T H 2X1-1-Y)-3-Hlo] #H d-4-Y -3, 4-T}o] slo| E2-FUEF D -4-H |- E  4F wEo] ~E] (e 2H
A 17) R 4-FF =2 dotd Al (3-nfold d-4-d-2-{m - [4-(4-mD-T] 7 2} 7 -1-Y)-4-& A-F-E -0}
" }-3,4-tfolslo] E2-FUYE-4-d)-otA g AA = HE 2  (2H FIHA 220 AA]d] 48) (100mg,
0.18mmole) ¢} EZERI(0.2nL)S AHEsto] AAle] 629 dAA o AT WHor 7] 3oty or FA|H=
FAY] 4-{[3-vtol A d-4-Y-4-(2-REH-4-Y-2-F -0 d)-3, 4-tfoslo| = 2-F &/ -2-d |-v -0} | ;e }-1-
(4-wE-T o 2gpx-1-9)-Fa-1-25 F533 .

2% 53.8mg, 49%, (MHD': 609

1HNMR(200MHz, CDC13) 7.64-6.82(m, 13H), 5.40(m, 1H), 3.60-3.35(m, 10H), 3.30-2.80(m, 8H), 2.96(s, 3H),
2.40-1.90(m, 9H)

@ij\ l/\/\"z“\)
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[0875]

[0876]

[0877]

[0878]

[0879]

[0880]
[0881]

[0882]

[0883]

[0884]

[0885]

[0886]
[0887]

[0888]

[0889]

ZIHSd 10-2014-0017748

AAe] 100. (HA]el 629 SUF WR)

2-(3-nho] 3 d-4-2-2- {ﬂ1%—[4—(4—ﬂ1‘é—§4ﬁﬂﬂ‘rﬁ—l—‘”)—4—2 -3 J-ofv] )3, d-Tho] Sfo] = 27 L} -4
A )-N-Alo] F & X 2 F-o}r| Eolu}o] = (2-(3-biphenyl-4-y1-2-{methyl-[4-(4-methyl-piperazine-1-yl)—-4-oxo-
butyl]—amino}—S,4—dihydro—quinazoline—4—y1)—N—cyclopropyl acetamide)?] ¥4

[2-(4-otA -3 7| 2} 21 -1-% ) -3-w}o] | d-4-% -3, 4-T}o] o] =2 -FpE R -4-U |-olA E 4F w" o] 2E] (o 2~ F]
EF0A 17) 2 4-Z2ezdAoly Al (3-vtoldHd-4-d-2-{H€-[4-(4-WD-T] F g} 2 -1-Y )-4-L A-F & ]-0}
1 }-3,4-tpol o] ER2-FEA-4-d ) oA g A = wEHo|~E (¥ FIA] 220 AAld 48) (97mg,
0.175mmole) ¢} Alo]ZFZZ ZHolH1(0.2mL)E AFE3ste] AA 4 629 A& o7 A3 HPH o R 517] 3}8h2 o
2 EAEE A9 2-(3-uto]dld-4-d-2-{WE-[4-(4-v| - H & H-1-Y ) -4-5 &-5-€ |-o}n| 1= }-3 4-T}o] 5}
ol E2-FAUEU-4-A)-N-Alo| F R L2 -0}y Eclulo| =5 55519},

8 52mg, 51%, MassOMHD) : 579

1HNMR(200MHz, CDC13) 8.32(br, 1H), 7.59-7.17(m, 11H), 6.99-6.89(m, 2H), 5.29(m, 1H), 2.84-2.59(m, 6H),
2.58-2.47(m, 4H), 2.36-2.17(m, 10H), 1.43(s, 3H) 0.67(d, 2H), 0.30(m, 2H)

ﬁJiT “\“iii:

sesdlis;

| &

AAle] 101. (HA]el 629 SLF WUR)

5—{[4-( A7l d - & )-3-(4-tfo] v H o}u| =-F d )-3,4-T}o] sl o] = 2-F| U Z - -2-d |- & -0} 0] = }-F E} =
9] 2t o] w gl o}rto] = (5-{[4-(benzylcabamoyl-methy!)-3-(4-dimethylamino—-pheny!)-3,4-dihydro-
quinazoline-2-yl]-methyl-amino}-pentanoic acid dimethylamide)?] ¥4

[2-(4-ob 4] &3] o 24x1-1-) -3 o] ) d—4- -3 4-tho] o] = 2|} B el -4-2 J-obH = AF v Eo] 6] (o] 2]
F0A 1) 2 4-EF ezl YA (3-(U-thol W elob] -3 d)-2-[ (4-Thol Wl P ik 8l - el )-n o}
]-3,4-tolslo| ER2-FUFH-4-d oA g AN = w"o| ~E] () AE FHA 150 AAld 41)  (107mg,
0.22mmole)3h WAOkRI(0.20L) & ALGle] Aol 629} Ao FAF WO S7] SO HANE
TAS) 5[4~ (A AT -] ) -3-(4-ho] Rl o] s3] )3, 4-T o] B o] = 2| 1} 2 -2~ o E-of ] e} -
Aeheo] 4k tholMdolulol 28 S5 a9t

%8 17.8mg, 15%, Mass(MHH)': 555

1HNMR(200MHz, CDC13) 7.60(m, 1H), 7.35-6.82(m, 10H), 6.58(d, 2H), 5.22(dd, 1H), 4.55-4.25(m, 2H),
3.45-3.05(m, 6H), 3.00-2.61(m, 11H), 2.45-2.20(m, 6H)

L
TR
fiwf\/xvﬂm/

Ao 102, (HA]el 629 ST WR)

5-({3-(4-tfe| W dotr] -v d ) -4~ [ (4-HE- M A 72 Y ) - | -3, 4-t}o] sto| = 2 - Y F 3l -2- }-v el -0} 7]
w)-HAEl=o] A tholw"olulo] = (5-({3-(4-dimethylamino—phenyl)-4-[ (4-methyl-benzylcarbamoyl)-methyl]-
3,4-dihydro-quinazol ine-2-yl}-methyl-amino)-pentanoic acid dimethylamide)2] ¥4

[2-(4-otAE-3] o 2} 3l -1-% ) -3-v}ol #| d-4-U -3 4-T}o| sto]| = 2-F L} -4-A |0}l E 4w ol 2~E] (o] 2~ F
A 17) 2 4-EFe2udolnl dial {3-(4-tho]wojn| -3 d ) -2-[ (4-Tho] v & 7pnf -5 g ) -w g -0} 7]
e]-3,4-tpolato] ER-FIUE-4-A }-obA B AA = mge2E (o 2F  FIHA Brﬁﬂﬂ 41)  (100mg,
0.21mmole) ¥} 4-w&ulZAo}dl(0.2nL)S AF&-3}<] éﬂﬂGﬁ}@@@OE.%mﬂ o= 37| gsoz ¥
A== BZAY] 5-({3-(4-telmdoln] ie-a d ) -4- [ (4-F - A 7et ) - & W]PﬂEérﬂ4%%—
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[0890]

[0891]

[0892]
[0893]

[0894]

[0895]

[0896]

[0897]

[0898]
[0899]

[0900]

[0901]

[0902]

[0903]

[0904]

Z2IME35] 10-2014-0017748
2-9) - & -obw] )-ER 0] A tho] W Lofupol Z& 453kl
S8 30.2mg, 25%, Mass(M+H): 569

1HNMR(200MHz, CDC13) 7.60(m, 1H), 7.35-6.82(m, 10H), 6.58(d, 2H), 5.22(dd, 1H), 4.55-4.25(m, 3H),
3.45-3.05(m, 6H), 3.00-2.61(m, 12H), 2.45-2.20(m, 6H), 1.42(s, 3H)

Ao 103. (A2l 629 FL TH)

5-({3-(4-tfo| o] -3 d ) -4~ [ (4-ZF L 2- M AR U)-HE ]-3,4-t}o]elo| =2 -FUZH-2-d }-v & -

obr] =) -FE} ¢ Ak thol v & o}nto] = (5-({3-(4-dimethylamino-phenyl)-4-[ (4-f luro-benzyl carbamoyl)-

methyl]-3,4-dihydro—quinazol ine-2-y1 }-methyl-amino)-pentanoic acid dimethylamide)®] 4

[2-(4-oFME-T] F g -1-)-3-vlo] H d-4-YU-3,4-t}o] gFo| E2-FEA-4-D |-l E  4F wE 2FH (4 ~H

FHA 17) 2 4-ZF 2ol Al {3-(4-tho]H g otn] -H d ) -2-[ (4-Tho] W E 7pul L - F- & ) - -0} ]
1-3,4-tpolsto| ER2-FUEA-4-d}-olE AN = w2 (2=H FHA] 150 A4

o 41) (101mg,
0.2Imole)s} 4-EFo2-MAckH(0.210)& AHEstel Ao 625t AAHow AW PYo 7] Ao
2 EASE EA 5-((3-(d-Tho] A Dobv] el d)-4-[(4-F 70 2l 471 Q) -w &]-3 4-Tho] sho] = 23]

U 2l-2-9) ) g-oful i)~ AEk o] 4k TholmEolulo £ 5 aielc),
28 28.2mg, 23%, Mass(M+H)': 573

1HNMR(200MHz, CDC13) 7.40-6.50(m, 13H), 5.22(dd, 1H), 4.55-4.30(m, 2H), 3.40-3.15(m, 2H), 3.00-2.61(m,
12H), 2.45-2.20(m, 6H), 1.70-1.50(m, 2H), 1.42(s, 3H)

CEL,

Ao 104, (HA]el 629 SULF WUR)

5-({3-(4-tfolm & otr] -7 ) ~4- [ (4-H| FA -l D 7pul Y ) -w[ e | -3, 4-T o] slo] E 2-FA E A -2-Y }-w| e -o}

v 4 ) - EF - 9] 2t o] 1§§°}U}°]‘:(5—({3—(4—d1methy1amino—phenyl)—4—[(4—methoxy—benzylcarbamoyl)—
methyl]-3,4-dihydro-quinazol ine-2-yl}-methyl-amino)-pentanoic acid dimethylamide)2] ¥4
[2-(4-olME -3 F g -1-U)-3-v}o] H d-4-U-3  4-t}o| SPo| =2 -F Y FH-4-A |-l E  2F wEo] ~F (] 2~H
FA 17) R 4-Z2F 2oyl Al {3-(4-tho|H e ol -3 d ) -2-[ (4-Tlo W E Fpnf R A - F & ) - & -0} 1]

]-3,4-tholsto| ER2-FUZd-4-d o H AN = wEHo 2 (ell=E FIHA] 160 AAl] 41)  (100mg,
0.21mmole) 2k 4~ 5A]-1l=o}R1(0. 2mL) & AW%W%@Mﬂ6w+Nﬂﬂ°i%%§}%%225+1ﬂﬂ“°i
FAEE EAY 5-({3-(4-tho]mEoln| -5 ) —4-[ (4-H| S A -l A 7hup . ) -w| & ] -3, 4-Tlo] slo] = 2 -F|p& |

291} -olu])-HEf o] 2k tholu ool =& *Eo}m
80 22 6mg, 18%, Mass(M+H)': 585

1HNMR(200MHz, CDC13) 7.40-6.50(m, 13H), 5.22(dd, 1H), 4.55-4.30(m, 2H), 3.78(s 3H), 3.40-3.15(m, 2H),
3.00-2.61(m, 12H), 2.45-2.20(m, 6H), 1.70-1.50(m, 2H), 1.42(s, 3H)

1 |
\O/©/\H N/©/ ) 0
L
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[0905]

[0906]

[0907]

[0908]

[0909]

[0910]
[0911]

[0912]

[0913]

[0914]

[0915]

[0916]
[0917]

[0918]

[0919]

ZIHSd 10-2014-0017748

AAe 105, (HA]el 629 SULF WR)

S—{[4-(MAE 7R d-me)-3-vlo] f d-4-¢U-3 4-T}o|sto| E2-FAUF A -2-d |-WE-o}u| = }-FEf 0] b tho]
w| g o}ufo] = (5-{ [4-(benzyl carbamoy]l
amino}-pentanoic acid dimethylamide)2] A

[2-(4-obA &= ] 2} 11-1-2)-3-vpo] ] d -4~ -3, 4-Tho] sfo] E 2~ L EA-4-L]-opA = A o] 28 (o] 2
THA 17) B A-SFeEuldolyl Al {3-upolsd-4-U-2-[ (4-thol W E 7nt R - e )-m e -0} ] 1= ] -3, 4-T}
ojsto] = R-FpFU-4-A }-obA g AA = wFol| ~F (o228 FFHA| 18: A Ale] 44) (102mg, 0.198mmole)} Hl
z]o],u](o omL)& A}M-&-3}o] /\l/\] o 629]' AAR o7 TY3) HL\:H o7 317 §}§M—‘,QE E/\] = Ezﬂg] 5-{[4-
(82 7hn} ol -] &) -3-vko] 5 Y -4-91-3, d-Tho] go] = 2~ }5 2 -2- |- &-o}v] e }-slEbe o] AL oo}

vlo] =8 FEahelnh,

-methyl)-3-biphenyl-4-y1-3,4-dihydro-quinazoline-2-yl]-methyl-

80 48.8mg. 42%. Mass(M+H)': 588

1HNMR(200MHz, CDC13) 8.00(br, 1H), 7.60-6.80(m, 18H), 5.39(dd, 1H), 4.70-4.25(m, 2H), 3.85(s, 2H),
3.30-3.15(m, 2H), 2.87(s, 3H), 2.77(m 5H), 2.55-2.20(m, 2H), 2.20(s, 3H), 1.70-1.50(m, 2H)

e
N/)\N/\/\)L s
| |

AAle] 106. (HA]el 629 SULF R

5-({3-1}o] = hi4°14[M:ﬂ%.mﬂ7hﬂum Wel]-3,4-t}o]slo| =2 -F YL -2-d }-w| d-o}r] &= ) - H E} 1= O]
2 tholw"o}uto] = (5-({3-biphenyl-4-yl-4-[ (4-methyl-benzylcarbamoyl)-methyl]-3,4-dihydro-quinazoline-
2-y1}-methyl-amino)-pentanoic acid dimethylamide)54 A

[2-(4-o} M E-T] #| 2} -1- )-3-v}o| | d-4-A-3 4-T}o| slo]| E2-AUZA-4-U |-} E A w|E o] 2E (o] 2 F
F0A 17) 2 4-ZF oMol thal {3-nfol ¥ d-4-A-2-[ (4-Thol WD Fpul = A -1 e ) -w F -o}m] 1= ]-3, 4-T}
olslolE2-F}EH-4-L -olA 8l AA = HEHo| A~ (o] A~ F7HA] 18: A A4 44) (101mg, 0.197mmole) ™} 4-
HE-MZolwl(0.2mL) & AHESle] AAldl 629} Aoz FUI WHOR 3y] FshoR FAEHE BA]
5-({3-ulo]# d-4-L-4-[ (4-ml -l A 7l ) -w & -3, 4-T}o] slo] = 2-F}ZE H-2- }-v g -o}u] 1) - g} 1= 9]
2b tpolvdoluto| 2 & FEEFI

8 45.4ng, 38%, Mass(MHH)': 602

1HNMR(200MHz, CDC13) 7.98(br, 1H), 7.70-6.75(m, 17H), 5.35(dd, 1H), 4.67-4.23(m, 2H), 3.80(s, 2H),
3.30-3.15(m, 2H), 2.87(s, 3H), 2.77(m 5H), 2.55-2.20(m, 5H), 2.20(s,3H), 1.70-1.50(m, 2H)

e C;Ei,v\x

AAle] 107, (HA]el 629 SLF WR)

5-({3-vto]dd-4-L-4-[ (4-FF L Z- {7l ) -H e | -3, 4-t}o] o] =2 -F}Z U -2- }-w| & -o}n] = ) -3
El-9] A tho] el ofnto] = (5-({3-biphenyl-4-y1-4-[ (4-f luoro-benzylcarbamoyl)-methyl]-3,4-dihydro-
quinazoline-2-yl }-methyl-amino)-pentanoic acid dimethylamide)2] &4

2-(4-olM -9 A 2} X -1-)-3-vlo] F d-4-U -3, 4-t}o| slo| ER-FUEH-4-d |-olE A wE e 2~E (o] =F
FA 17) E 4-ZF 2Pyl g4l {3-uolHd-4-d-2-[(4-tfo] W e 7t R Y -F-& ) - g -o}u| = | -3, 4-T}
olglo] = 2-FUYFHH-4-U }-olEAA = wHo| 2E (o 2E F7HA 18: AAld 44) (100mg, 0.195mmole) T} 4-
ZHFQE-MHITI(0.20L) & A&t HAld 629F AHAHoR FAS WHoR 7] s oR FA|FE EA
o 5-({3-Hpol s d-4--4-[(4-EF e 2l d IR d)-v € ]-3, 4-Tho] do] E2-F) &Rl -2-d J-r e -opv] ) -

—
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[0920]

[0921]

[0922]
[0923]

[0924]

[0925]

[0926]

[0927]

[0928]

[0929]

[0930]

[0931]

[0932]

[0933]

[0934]

Z2IME35] 10-2014-0017748
Arhee] 4 coluEelulol 8 £5a9n,
Zf: 54.8ng, 46%, Mass(M+H): 606

1HNMR(200MHz, CDC13) 8.20(br, 1H), 7.75-6.85(m, 17H), 5.25(dd, 1H), 4.70-4.20(m, 2H), 3.80(s, 2H),
3.30-3.10(m, 2H), 2.87(s, 3H), 2.77(m 5H), 2.55-2.20(m, 2H), 2.20(s,3H), 1.70-1.50(m, 2H)

4
|

=

A 108, (Aol 629 A7 W)

5-({3-vfe]# d-4-L-4-[ (4-H| FA]-wl @ 7}ul A ) - d | -3, 4-T} o sho]| =2 -F| E U -2-Y }-v F -o}w] 1o ) - E}
wolalA=  tlo|yElolulo]l=  (5-({3-Biphenyl-4-yl-4-[ (4-methoxy-benzylcarbamoyl)-methyl]-3,4-dihydro-
quinazolin-2-y1}-methyl-amino)-pentanoic acid dimethylamide )¢} &4

(2o RS- Sl A4 3, 4-efol ol S 24U obAE 4 el el

A 17) 4-ZFeEwdetdl il {3-vtoldd-4-d-2-[ (4-Tte| e 7t Y- & )-w e -o}m| 1= ] -3, 4-T}
o|3fo] = 4+a4 A-olA g AA = wEoAE (o] 2 FIHA| 18: Ao 44) (97mg, 0.189mmole)} 4-
HZA-AHIH(0.200))& 77 AFE3ste] Al 629 HAA o R FUI WHOR 57| A oR FAHE
EA €] ({3-mfol ol d-4-L-4-[(4-H| FA - A 7L L D )-m & |-3,4-T}o] Sl o E 2 -F| L} & -2- }-m e -o}m]|

5-
) AERo] oA = cholEelulol & 533t
Yields: 60.2mg, 52%, Mass(M+H)+I 618

1HNMR(200MHz, CDC13) 7.95(br, 1H), 7.50-6.80(m, 17H), 5.15(dd, 1H), 4.60-4.25(m, 2H), 3.75(m, 5H),
3.30-3.15(m, 2H), 2.87(s, 3H), 2.77(m 5H), 2.55-2.20(m, 2H), 2.20(s,3H), 1.70-1.50(m, 2H)

L0
NJ\T/\/\)‘\T/

Al 109. (AAll629t7 FAgE W)

5-({3-vle]H d-4-A-4-[ (1-F d-ol & 7ul R d)-w & | -3, 4-T}o| slo]| =2 -F| GE U -2-d }-v E -0} r| 1 ) -H E} - 9]

Ak tlol W gl o}rto] = (5-({3-biphyenyl-4-y1-4-[ (1-phenyl-ethylcarbarmoyl)-methyl]-3,4-dihydro-

quinazoline-2-yl}-methyl-amino)-pentanoic acid dimethylamide)?] ¥4

[2-(4-okAI -] o 22l -1-2)-3-u}o] W -4~ -3, 4-the] o] ER-F U E R -4-d -0 E b vlE o 2E] (of 2 F

A 17) B 4-EFEAA Al {3-vfolHd-4-d-2-[(4-Thol W FtutE Y -F &) -w[ -0} 1= ] -3, 4-T}

015+ |E2-FUEd-4-d}-okAg A = e e (o]2E F3HA 18: AAld] 44) (105mg, 0.2045mmole)}
Wil Foll(0.2mL) S AFEste] AAlel 629} AFAHoZ FAS WHoR y] FEA o A= EA9

5-({3-vto] ol d-4-d-4-[(1-g - D 7put =Y )-H & ] -3, 4-T} o] 5}o ]EE—HLP%%—Z—%J}—UH —ohu] ) - Ep = 2]

b tpolvdoluto| 25 581

%8 76.8mg, 63%, Mass(MHH)': 602

1HNMR(200MHz, CDC13) 8.00(d, 1H), 7.60-7.10(m, 16H), 7.10-6.80(m 2H), 5.30(m, 1H), 4.95(br, 1H), 3.30-
3.10(m, 2H), 2.95-2.60(m, 8H), 2.50-2.10(m, 4H), 1.90-1.60(m, 2H)1.50-1.20(m, 6H)

L2
oS,

=
=
40
N #|\I
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[0935]

[0936]

[0937]

[0938]

[0939]

[0940]
[0941]

[0942]

[0943]

[0944]

[0945]

[0946]
[0947]

[0948]

[0949]

ZIHSd 10-2014-0017748

Al 110. (HA]o] 629 FL3 TH)

N-wll A -2-[2-[4-(2-T}o] v H o}u] .- & ) - | &} 7 - 1-Y | -3-(4-¥] Z 2| D -1-L-Fd ) -3, 4-T}o] sl o] = 2-F L ZE -
-4- ]-o}A| Eolu}o] = (N-benzyl-2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-(4-pyrrolidine-1-yl-
phenyl)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] ¥4

[2-(4-olA -3 o 221 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sfo]| E2-F LA -4-A |0}l E 4 s ol 2~E] (o] 2~F
A 17) H 4-EF 2oy gial [2-[4-C-tholw[ ol o d ) -3 | 2} X1 -1-Y | -3-(4-F 2| d-1-Y -7
d)-3,4-tfo|sto| E2-FUEA4-A]-ot g A= e ~E (o] 2E FTIhA 300 AAlel 56) (107mg,
0.212mmole) @ MAolw(0.2mL)S Z+z Algate] AAle] 629 AAAo7 U3t o a17] 3JeAor ®
Al &= A N-wlF-2-[2-[4-(2-Tho W e olr] e—ol & ) -] H 2} 31 -1- U -3~ (4-T] Z 2| D -1-Y -5 4 )-3,4-T}o] 5}
olER2-FUEHU-4-d]-olA| Eojulo| =5 S5}

S8 60.4mg, 49%, Mass(MHD)': 580

1HNMR(200MHz, CDC13) 7.60-7.10(m, 11H), 7.10-6.80(m 3H), 5.35(m, 1H), 4.62(m, 2H), 3.70-3.10(m, 6H),
3.02-2.70(m, 12H), 2.40-2.10(m, 6H), 1.60(br, 4H)

il N//-I\N/E
iy

N
|

AAY 111, (DAl 629 FLg )

2-[2-[4-(2-TolH E o}v] i—o & ) -3 H 2} 31 -1- | -3-(4-F] E &) D -1-¢ -3 d)-3,4-T}o] elo| E2-F p & -4-d |-
N-(4-H&-w 2 ) -0} Eolnlo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-(4-pyrrolidine-1-yl-
phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-methyl-benzyl)-acetamide) <] &4

[2-(4-otAE-T # 2}71-1-Y)-3-Hlo] #H| d-4-Y -3, 4-T}o] slo| E2-FUE T -4-H |- E  4F wEo] ~E] (e 2H
FAA 17) R A-EF 2ol gial [2-[4-(2-tho]wEoln| - &) -F H 22l -1-Y | -3-(4-F &2 d-1-d -7
d)-3,4-tojsto| ER2-FAuEd-4-d |- g dA = wEo A~y (d2E  F3A] 300 AAld 56)  (98mg,
0.194mmole)} 4-wE-wl=(0.2mL) & A3t Ao 629 A@Hoz FUI Wyoz slry] 3lstaoz FA|
He #A9 2-[2-[4-(2-Trel ol - ') -3 H 2} 3 -1-d | -3-(4-F] & D -1-d-Hd)-3,4-T} o] slo]| =2 -H
UEd-4-A-N-(4-H -l d ) -0} Ecluto| =5 F5313 T

28 29 4mg, 26%, Mass(MHH) ' 594

1HNMR(200MHz, CDC13) 7.60-7.10(m, 11H), 7.10-6.80(m 2H), 5.35(m, 1H), 4.62(s, 2H), 4.35(m, 1H), 3.70-
3.10(m, 5H), 3.02-2.70(m, 12H), 2.40-2.10(m, 9H), 1.60(br, 4H)

o o
N”L\NL:j
L

AAo 112, (DAl 629 L BH)

2-[2-[4-(2-To| W& o}n] -~ & ) - 3] | 2} 7 - 1-Y | -3-(4-3] 2| ©1-1-U-H ) -3, 4-T}o| o] =2 -F Y E 7 -4-d |-
N-(4-HEA]-wll & )-o}A Eolu] = (2-[2-[4-(2-Dimethylamino—ethyl)-piperazin-1-y1]-3-(4-pyrrolidin-1-yl-
phenyl)-3,4-dihydro-quinazol in-4-y1]-N-(4-methoxy-benzyl)-acetamide) 2] ¥4

[2-(4-olME -3 F g -1-U)-3-v}o] H d-4-U-3 , 4-t}o| SPo| 2 -F U FH-4-A |-l E  2F wEo] ~F (] 2~H
FA 17) 2 A-ZF 2Pyl gial [2-[4-(2-tho)wEolu| -o &) -3 ] &} 21 -1-Y | -3-(4-] &2 d-1-Y -7
d)-3,4-tgolspo| m2-FAYEZdA4-d |-olME A= wEbo|AE (d2FH FHA 300 AA]o 56) (101mg,
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[0950]

[0951]

[0952]
[0953]

[0954]

[0955]

[0956]

[0957]

[0958]
[0959]

[0960]

[0961]

[0962]

[0963]

ZIHSd 10-2014-0017748

0.20mmole) ¥} 4-w]EA-Ml Ao} (0.2mL)S AFE3te] Al 629 HAHoz FAUI wY
BEAEE BA9 2-[2-[4-(2-tfo] W e o}n] ool &) -3 | 2} 71 -1~ | -3-(4-3] E-2| - 1- U -
-FAUEA-4-L-N-(4-H EA] -9l A )-ol A Eolnfol =& 53T,

2 317 st o s
)=3,4-t}olslo| ==

mLIO

Z8: 15.2mg, 12%, Mass(VHH) ' : 610

1HNMR(200MHz, (CDC13) 7.60-7.10(m, 11H), 7.10-6.80(m 2H), 5.35(m, 1H), 4.62(s, 2H), 4.35(m, 1H),
3.88(s, 3H), 3.70-3.10(m, 5H), 3.02-2.70(m, 12H), 2.40-2.10(m, 6H), 1.60(br, 4H)

N i D
\UQA@?J\@

AAe 113, (A2l 629 FL )

N-#12-2-[2-(4-9] 2| -4-L-T] F| Z}71-1-Y ) -3-(4- 9] & -1-L -7 d)-3,4-T}o] Sl o | = 2-F| }ZF - -4-L | -o}A]

EEOFU}O]Ei(N—benzyl—Z—[Z—(4—pyr1d1ne—4—y1—piperazine—l—yl)—3—(4—pyrrolidine—l—yl—phenyl)—3,4—dihydro—

quinazoline-4-y1]-acetamide)?] &4

[2-(4-otAE-T # 2}71-1-Y )-3-Hlo| #H d-4-Y -3, 4-T}o] slo| E2-FUEF T -4-H |- E  4F wEo] ~E] (e 2H
FAA 17) B A-EFo 2wl giAl [2-(4-TF Y d-4-d-F H &-1-9)-3-(4-F E d-1-d -7 d)-3, 4-t}o]
slo|m2-FEA-4-A]-ol g A= WE o] 2E (o ~F Z7HA] 32: 2o 58) (100mg, 0.196mmole)x} =
obf(0.21L) & 77 Abgate] AAe] 620 AAAoE FAY W a7 Hen FAFE HA) Nl
-2 [2-(4-5 2] -4~ 3 2} 21 1-2])-3-(4- 5] £ 2] ©l-1-1-5] 4 )3, 4-Tho] Sfo| = 27| 1} -4-2 | -op 4| E o}

sfol=g 4539,
Z8: 43.4mg, 38%, Mass(M+H)': 586

1HNMR(200MHz, CDC13) 8.18(m, 2H), 7.50-7.02(m, 9H), 6.90(d, 4H), 6.40(d, 4H), 5.05(m, 1H), 4.50-
4.20(m, 2H), 3.77-3.40(m, 2H), 3.20(m, 8H), 2.00(m, 4H)

QAC?JCV

A 114, (Aol 629 ST W)

N-(4-EF 2 2-W14)-2-[2-(4-F T d-4-d -] F 2} 7 -1-Y )-3-(4- I EF H-1-L -7 d ) -3, 4-T}o] sfo| = 2 -F L} &
#-4-< ]-o}A| Eo}rto] = (N-(4-f luoro-benzyl)-2-[2-(4-pyridine-4-yl-piperazine-1-yl)-3-(4-pyrrolidine-1-
yl-phenyl)-3,4-dihydro—quinazoline-4-yl]-acetamide) 9] A

/N

[2-(4-olME-T] | 2} -1-Y)-3-vlo] H d-4-U-3  4-To| slo| = 2-FUFH-4-L -0l E 2+ wE o 2E (o] ~H
EF0A 17) 2 4-Z2ozuAoly Al [2-(4-T]FP-4-U-F] H 2} H-1-Y)-3-(4-7] S| d-1--7d)-3, 4-T} o]
sto|=2-AUZEd-4-U|-olA e AA = wdo] ~E] (o] ~F F7FA] 32: AAld 58) (103mg, 0.20mmole)d 4-Z
Fo Z-uMlFolwl(0.2mL) & AHESle] AA o] 629 HAHoR FAZ WP R 3§y st o FAIEHE ®A
N-(4-ZFQ 2-W14)-2-[2-(4-9) ) H-4-D -5 7| 2} 7 -1-Y )-3-(4- 9] S §1-1-A -7 d )-3,4-T}o] sfo| = 2 - L} &=
H-4-d]-olH Eolulo| =& F53}3}.

80 51.2mg, 42%. Mass(M+H)': 604

1HNMR(200MHz, CDC13) 8.15(d, 1H), 7.95(d, 1H), 7.76(m, 1H), 7.50(m, 2H), 7.40-7.00(m, 8H),
6.80(m,2H),6.50(d, 1H), 6.45(d, 1H), 5.10(m, 1H), 4.75(m, 1H), 4.20(m, 1H), 3.70-3.00(m, 14H), 1.60-
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[0964]
[0965]

[0966]

[0967]

[0968]

[0969]

[0970]
[0971]

[0972]

[0973]

[0974]

[0975]

[0976]

ZIHSd 10-2014-0017748

1..20(m, 4H),

o]
i ﬁ)LW /Ei:"\
AT IS
bN\@
AAd 115, (AAd 33 5L 3H)

N-(4-m| & -ll4 ) -2- [ 2-(4-3] 2| -4~ -7 | 2} 1 - 1-Y ) -3-(4-F E2| d-1-¢ -7 )-3,4-TJ o] g}o| = 2-F| L} & -
4- -0} A Eo}rto] & (N-(4-methyl-benzyl)-2-[ 2-(4-pyridine-4-yl-piperazine-1-y1)-3-(4-pyrrolidine-1-y1-
phenyl)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] A

~(4-0bA &3] 9 2471~ 1-90)-3- o] ] J-4-0-3, d-Thol o] = 2- B4~ ]-obE A Do 28] (of -]
7¢ A7) R 4-EFo Rk YA [2-(4-3]) 2l H-4- 23] 3 21 1-9))-3-(4-3] B 2] - 1-9l-54 )-8, 4-vo]
o= g tEA-4-2J-obA g A= W Qo) 2] (o] 28 F7bA 320 AAe] 58) (97ng, 0.190mole)} 4-v]
SOk (0.210) & AHge] AAlo] 629 MAHOE FAF PWOE /] SSHor EANE EA N-
-1 )-2- [ 2-(4-3] 2] ©l-4-21- 5] 9 2 1-1-91)-3-(4-3] § ) ©1-1-9-5 )3, 4-Tho] o] = -1} E 24

]-olH| Eolrlol =& =519,

mQEmEQL‘O{Nm

2% 35.2mg, 31%, Mass(MHH): 600

1HNMR(200MHz, CDC13) 8.20(d, 1H), 7.80(d, 1H), 7.40-6.90(m, 12H), 6.60-6.30(m, 3H), 6.50(d, 1H),
6.45(d, 1H), 5.10(m, 1H), 4.60-4.20(m, 2H), 3.70-3.10(m, 8H), 3.00-2.80(m, 2H), 2.33(s, 3H), 2.10-
1.60(m, 8H),

@A&L@r

/N

A 116. (HA]o] 629 FL3 TH)

N-(4-H| EA]-ull 4 )-2-[2-(4-¥] | D4~ L -3 F 2} 3 -1- Y )-3-(4-T] E d-1-L -7 )-3,4-To] s}o| = 2-F L} = U -
4- ]-o} A Eolmfo] = (N-(4-methoxy-benzyl)-2-[2-(4-pyridine-4-yl-piperazine-1-y1)-3-(4-pyrrolidine-1-
yl-phenyl)-3,4-dihydro—quinazoline-4-yl]-acetamide) 9] A

[2-(4-otHE-3) o 2}l -1~ )-3-n}o] | d-4-Y -3, 4-T}o] o] = 2-F U} E A -4-A ]-olA| E 4b w& o] 2 E (o] 2 H]
A 17) 2 4-ZF el dolnl giAl [2-(4-9] 2 d-4-U-T] H 2kl -1-Y)-3-(4-7] S d-1-Y -3 d) -3, 4-T} o]
stolm2-FAUEU-4-d]-olAEH A= W2y (o 2H F31A] 32: 2A]¢] 58) (100mg, 0.196mmole)} 4-H]
EA-lEolRl(0.2mL) & AFE3le] AAle] 629} HAAoR FAG WHOR ] Ao TAHE HA
N-(4-ol] 5 A -l ) -2- [ 2-(4-3 2] -4~ Y- 9] A 2 -1- %) -3-(4-9] 2 2] D -1-9-39 ) -3, 4-T}o] Sfo| = =-F &1 -
4-Y]-opA Ectute| =5 5313t

& 63.6mg, 53%, Mass(M+H)': 616

1HNMR(200MHz, CDC13) 8.20(d, 1H), 7.90-7.20(m, 7H), 7.10-6.80(m, 7H), 6.50-6.35(m, 2H), 5.10(m, 1H),
4.65-4.20(m, 2H), 3.90-3.60(m, 5H), 3.50-3.20(m, 6H), 3.30-3.10(2H), 2.50-2.20(m, 8H)

bi D
. i ﬂu7\ “
LK Ng

R/N
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[0977]

[0978]

[0979]

[0980]

[0981]

[0982]
[0983]

[0984]

[0985]

[0986]

[0987]

[0988]

[0989]

[0990]

[0991]

ZIHSd 10-2014-0017748

A 117. (HA]o] 629 FL3 TH)

N-wlZ-2-[2-[4-(2-t}o] W& o}r] -l & ) -] of| 2} 31 -1~ | -3-(4-Tho| W D o} m] .e-3 d ) -3, 4-T} 0] S} o] E2-F| 1L}
H-4-Y |-o}A| Eo}rto] = (N-benzy 1 -2-[2-[4-(2-dimethylamino-ethyl )-piperazine-1-y1]-3-(4-dimethylamino-
phenyl)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] ¥4

[2-(4-olA -3 o 2} 21 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sfo]| E2-F U} LA -4-A |0}l E 4 s ol 2~E] (o] 2~F]
A 17) 2 4-=F7 giﬂéﬂm oA —4%&@ﬂlaﬂﬂ4.ﬂ%)41ﬂﬁﬂﬁﬂﬁ%&@ﬂﬂ%4ﬂi—

#d)-3,4-tholsto| ER-F 7 -4- | 4&2@45 ol ~F (e 2H %Pﬂ 16: AAldl 42) (101mg,
0.2Immole) 3} Wl Ao}wl(0.2mL)S Ab-&3le] Ao 629 AAHow FAZ WO g 37| 3o r FA|EE
EUMJMﬂ@ﬂ{%M%%Wﬂ1%ﬂﬂrwgkﬂﬂﬂ{ﬂﬁﬂﬁ%&ﬂﬂ1%@@yﬂé%&&@ﬂﬂﬂ5i—
AtED-4-d]-ol Ecluo| =5 F5313i ).

%8 33.8mg, 29%, Mass(MHD)': 554

1HNMR(200MHz, CDC13) 7.75-7.21(m, 7H), 6.91(m, 4H), 6.57(d, 2H), 5.25(m, 1H), 4.28(m, 2H), 3.44(br
4H), 2.90(m, 8H), 2.75(m, 1H), 2.50(m, 1H), 2.32(s,6H), 2.20(s, 6H)

|
ot

N

\
AAd 118. (Al 629 FLg HH)

-[4-(2-TFol D ofu| -0l ) -3 | 2} X1 -1-A | -3-(4-T}o] W Do} e-H d ) -3, 4-t} o Sfo] E = -FLp & -4-Y ]
N-(4-ZF 2 2-ull A )-o}x Eolu}o] = (2-[2-[4-(2-dimethylamino—ethyl )-piperazine-1-y1]-3-(4-
dimethylamino-phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-f luoro-benzyl )-acetamide) ] ¥4
[2-(4-obAE-5] 3l 8} 11 -1- %) -3-v}o] H D -4- -3 4-Tho] o] = 2-FAE -4~ -0 E 2k W E o] ~E] (o] 2
FUA 17) R A-EFE Lao}‘ﬂ Al [2-[4-(2-the]mEolr] e—o &) -3 7| 2} 71 -1- ¢ | -3-(4-Tho] m| & o} 1] -
#Hd)-3,4-t}o] OFO]Ei—ﬂLJr%%]—ﬁl—%]]—OVﬂQ A= e~ (AE FA 160 AAlel 42)  (98mg,
0.20mmole )2} 4——‘3—29_i—‘%ﬂ§°}“1(0 2mL)& ARgshe] Ao 629 HAX O FAG PO R 3hr] g5k o
2 FAEE FA9 2-[2-[4-(2-vteo]mEolr] -o ') -3 7| 2} 21 -1- | -3- (4-tho| W H o} ] '-35 d ) -3, 4-T} 0] 5} 0]
Ei—ﬂurﬁ%l—‘l—%]]—N—(él—e-r?_i HlZ)-ofA Eolrto]| EE 5381

28 28.2mg, 25%, Mass(M+H)': 572

1HNMR(200MHz, CDC13) 7.80-7.25(m, 6H), 6.80(m, 4H), 6.55(d, 2H), 5.25(m, 1H), 4.30(m, 2H), 3.44(br
4H), 2.90(m, 8H), 2.75(m, 1H), 2.50(m, 1H), 2.37(s, 6H), 2.20(s, 6H)

AAe 119, (HAlo 629 FL )

-[4-(2-tolmdo}r] - &) -3 | 2} 31 -1-L | -3-(4-t}e] WD o}n] = -7)| D ) -3, 4-T}o] Slo| =2 -F| pEH —4-Y |
-N-(4-w| & -l 2 )-o} A Eolu}o] = (2-[2-[4-(2-dimethylamino—ethyl )-piperazine-1-yl ]-3-(4-dimethylamino—
phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-methyl-benzyl)-acetamide) <] &4
[2-(4-o} A E-3] | 2} 2 -1-2 )-3-v} o] | I-4-2 -3, 4-T}o] lo| =2 -F U} Z A -4- |-o} A E 2} wE o] ~E] (o] 2
FA 17) 2 4—é—Er~9_i wldowl gl [2-[4-(2-Tho] W Eoln] -0 & )-T] ¥ ]E]r{]—l—%]]—3—(4—‘?0]”1]%0}“]5—
Hd)-3,4-tfolslo| E2-FUYZEd-4-d]-otA g A = HEg A (d2H FIHA 160 AAld 42) (101mg,
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[0998]

[0999]

[1000]
[1001]

[1002]

[1003]

[1004]

[1005]
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0.2lmmole) @} 4-w&-wlFolw1(0.20L) 8 27 ALg3le] AAld 629 AAHoR =
2 g s 549 2-[2-[4-(2-trol v " opr] te-ol| & ) -3 o] 2} X1 - 1- < | -3~ (4-T o] v
Ei—ﬂ%%%ﬁl—%‘]—N—M HE-mld) oM Eotrtol =8 5330t

Z&: 43.8mg, 38%, Mass(M+H)': 568

1HNMR(200MHz, CDC13) 7.70-7.15(m, 6H), 6.85(m, 4H), 6.57(d, 2H), 5.27(m, 1H), 4.28(m, 2H), 3.44(br
4H), 2.90(m, 8H), 2.75(m, 1H), 2.50(m, 1H), 2.37(s, 6H), 2.25(s, 3H), 2.20(s, 6H)

S

N

|
A 120, (Aol 629 AT W)

-[2-[4-(2-Tol & o}m] =~ &) -] H &} H -1- | -3-(4-T}o| & o} -5 d ) -3, 4-T} o] S}o| =2 -F| L} H -4~ |
N-(4-v| HA] -1l A ) -o} A Eofrlo] = (2-[2-]
phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-methoxy-benzyl)-acetamide) <] &4

[2-(4-obA -3 o] 2} 31 -1-% ) -3-v}o] | d-4-U -3  4-T}o| sto| = 2-F p & -4- |- } 1E AF wle o] ~E] (e 2H
A 17TH A-FF e 2uldetyl giAl [2-[4-(2-tho]w " o] e-of ' ) -3 #] 2} 71 -1- Y | -3- (4-to] W o] -7
d)-3,4-tfo|sle| E2-FUF-4-d]-olAEHIAAN = wdo|~E  (2E FHA 160 AAld 42)  (104mg,
0.22mmole) 7} 4~ 5 A]-ul 10}‘3 (0.2mL)& ZH7; Apgste] Ao 629 AAH o2 FUI WHOoR 317 3352
o= EAEE ®AC 2-[2-[4-(2- ﬂrO] & obn] -0 &) -1 ] 2} -1- | -3-(4-tho] w D o} -7 ) -3, 4-T} o] 3}
°1Ei—#h+§?d—4—°e‘]—N—(4—Uﬂ%/\1 A)-obr| Eofuto| 5 F5EIQIT

4-(2-dimethylamino-ethyl)-piperazine-1-yl]-3-(4-dimethylamino-

28 46.2mg, 36%, Mass(M+H) ' : 584

1HNMR(200MHz, CDC13) 7.60-7.20(m, 6H), 6.90(m, 4H), 6.55(d, 2H), 5.30(m, 1H), 4.25(m, 2H), 3.72(s,
3H), 3.44(br 4H), 2.90(m, 8H), 2.75(m, 1H), 2.50(m, 1H), 2.35 (s, 6H), 2.24(s, 6H)

5[ (3-1hol 3 d-4-Q1-4-{ [ (4-Tho] s &l o} 1o 2) -5 € -7k .1 |- )3, 4-Th o] Sho] = -7 L 2-2-91) -]
El-o}n] = ]-H e} 2] Ak tlol g ofnfo] = (5-[ (3-biphenyl-4-y1-4-{[ (4-dimethylamino-benzyl)-methyl-
carbamoy! ]-methyl}-3,4-dihydro—quinazoline-2-yl)-methyl-amino]-petanoic acid dimethylamide)2] A

[2-(4-0bA &3] 5 24 1-1-)-3- o] ] I-4-20-3, 4-Thol Sho] = 2-F L} BRI -4-A ] -obE 4 HﬂE‘OH*Ei(OﬂiEi
FHA 1) 2 4-EFo @Mk tAl {3-vhe] | d-4-2-2-[ (4-Tho] v P bk -3 e -] W-opv] 1] 4}
olgtol = - AL E-4-}-obA A = v o] 2E] (o) 28] FHAl 181 Aol 44) (100mg, 0.195mole)h
(4-chol v o] el 2)-r bl (0.20L) & AHE3kol Aol 629 AdHoR FAF WHoR ] oo
2 EARE EAQ 5-[(3-uho] A d-4-U-4—{[ (4-tho] W obv] sl ) -+ D-Fhub i A |- & }-3, 4-rhol Sho] = 2
- -2-9) - F-obu] e - Eho) A vholrHolulol =8 5 ahginh,

2% 65.6mg, 52%, Mass(MHH)': 645

1HNMR(200MHz, CDC13) 7.90(br, 1H), 7.50-6.85(m, 17H), 5.20(dd, 1H), 4.60-4.25(m, 2H), 3.77(m, 2H),
3.30-3.15(m, 2H), 2.87(s, 3H), 2.77(m 5H), 2.60-2.20(m, 8H), 2.20(m,6H), 1.70-1.50(m, 2H)
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[1011]

[1012]
[1013]
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\?J@/%JPN
T
| |

A 122, (HA]o] 629 FL3 TH)

-[(5-tolm D obu] - ") -r & -obv] 5= ]-3-(4-¥] 2] ©-2- -5 ) -3, 4-t}o o] == -F| LpE 7l -4- U | -N-7)
g d-2-dWg-olA| Eolnto] = (2-[2-[ (5-dimethylamino-pentyl)-methyl-amino]-3-(4-pyridine-2-yl-phenyl)-
3,4-dihydro-quinazol ine-4-y1]-N-pyridine-2-ylmethyl-acetamide) %] ¥4

[2-(4-obAI -] epx]-1-)-3-vho] ol D -4~ -3 4-Tfo] gfo| ER-F|UE -4~ |-opAE 2t s o =8 (ol 2~ F
A 17) R A-EFeRaEell gl [[2-[(5-thelmlEobv] - )~ " ~obw] e ]-3-(4-¥] 2] -2-< - d)-
3,4-ttolsto| =2 -F) L -4-4 ] owlﬂ%‘b\]z R ~8 (e8] FEA 100 Aol 36) (104mg, 0.21mmol
e) 7 N-v]2d-2-dwd opvl(0.2mL) & 4%6}0% AAld 629F AAAHoR TAF WHOR ] Ao &
A= EmAS 2-[2-[(5-trelvidobr| - &) —w D -o}r e | -3-(4-7) 2] | -2- -3l & ) -3, 4-T} o] Sfo| = 2 -F) &
4= |-N-v] 2 -2~ v -opA| Eofufo] = —2— TR

Yields: 2Img, 17%, MassOM+H)': 576

1HNMR(200MHz, CDC13) 8.65-8.64(m, 1H), 8.50-8.48(m, 1H), 7.86(d, 2H, J=8.8), 7.75-7.71(m, 1H), 7.66-
7.62(m, 2H), 7.51(t, 1H, J=4.4), 7.27-7.17(m, 6H), 6.99(d, 1H, J=6.8), 6.92-6.90(m, 1H), 5.53(br, 6H),
5.33-5.29(dd, 1H, J=4.8 and 10), 4.66-4.53(m, 2H), 2.81-2.75(dd, 1H, J=10 and 14.4), 2.56-2.51(dd, 1H,
J=4.8 and 14.4), 2.35(s, 3H), 2.28(s, 6H), 1.52(br, 4H)

&NW,

Ao 123, (HA]el 629 SLF WR)

~[(5-telmdobu) -l ) ~w & -opw] 4 | -3~ (4-7] 2 -2~ -9 ) -3, 4-Tpo] o] =R -F 1 7l -4~ | -N-
(4 Uﬂ%ﬁ Wl 2 )-o} A Eoluo] = (2-[2-[ (5-dimethylamino-pentyl)-methyl-amino]-3-(4-pyridine-2-yl-phenyl)-
3,4-dihydro-quinazol ine-4-y1]-N-(4-methyl-benzyl)-acetamide) 2] 4

[2-(4-otA -3 7| 2} 21 -1-% ) -3-n}o] o d-4-% -3, 4-T}o] o] =2 -FE R -4-A |-ol E 4F w" o] 22E] (o 2~ F]
A 17) B A-EFeEwderl tiAl [[2-[(5-theol v e ofpm| - 'l )-m g -0} 1 ] -3- (4-3] ] -2- L -3 d ) -
3,4-tholatol =R -FUpE£-4-d |- O}Aﬂ‘ﬂ%‘“\]E o] 28 (o8 F7HA 100 AAld 36) (99mg, 0.198mmol
)7 4Rl Fobul(0.20L) & AHEEte] AAd] 629F Ao FUF PO Y] Ao w FAHE X
Aol 2-[2-[(5-tho] v ofn] - e )-m & o} m] 1 ] -3~ (4-¥] g -2~ -3 d ) -3, 4-T} o] Sfo| E 2 -F| £ -4-U |-
N-(4-mgd-ul ) -0}y Eolulo] =5 F535}31T}.

Yields: 35mg, 30%, Mass(M+H)': 589

THNMR(400MHz, CDC13) 8.67-6.89 (m, 16H, aromatic), 6.65 (br, 1H, Bn-NHCO), 5.35 (dd, J = 5.6 and 9.6
Hz, 1H, -CH2-CH-N-), 4.42 (d, 2H, J = 5.6, PhCH2-NH-), 2.74 (br, 3H, -NCH3), 2.70-2.64 (dd, 1H, J=
10.0 and 14.8, -CO-CH2-), 2.50-2.45 (dd, 1H, J= 5.2 and 14.4, -CO-CH2-), 2.32 (s, 3H, Ph-CH3), 2.17
(s, 6H, -N-(CH3)2), 1.8 (br, 4H) 1.57-1.27 (m, 6H, -CH2-CH2-CH2-CH2-N-(CH3)2)
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N-#ll 2 -2-(3-n}o] o d-4-A-2-{[3-(3,3-t}o| W D -$-2] = )-Z 2 |-v| & -0} 1] 1= }-3 4-T}o] Glo] = 2 -F| 1} =7l -
4-9)-o} ¥ Eo}nto] = (N-benzyl-2-(3-biphenyl-4-y1-2-{[3-(3,3-dimethyl-uredo)-propyl ]-methyl-amino}-3, 4-
dihydro-quinazoline-4-yl)-acetamide) ¢ &4

[2-(4-o}HE-3) o 2} -1-Y ) -3-n}o] | d-4-Y -3, 4-T}o] o] 2 -F U} E R -4-A -0l E 4t Uﬂ% ol 2~ (o] 22 E]
A 17) B 4-EFe Aoyl gial (3-vkolwd-4-U-2-{[3-(3,3-tho| W& g8 =) - 2 g |- P -ofw] 1 }-
3, 4-tholgtol 2-FUEU-4-U)-oE AA = o 2¥ (2E FIHA] 190 A Ao 45) (103mg, 0.20mmol
e) WAool (0.2mL) S AREste] A 629 HAAoR FASF WHor Fr] oz TAEE 1A
N-#l 2 -2-(3-v}o] o d-4-U-2-{[3-(3,3-Tho| M d-9-# &= ) - = 2 |-v| g -0} 1] 1= }-3  4-T}o] lo] = R -F| L }F 7 -
4-d)-olA| Ectutol =5 F5313iT).

8 45m g, 38%, Mass(MHI) ' : 589

1HNMR(400MHz, CDC13) 7.53-6.82 (m, 18H, aromatic), 5.70 (br, 1H), 5.31-5.27 (dd, J = 4.4 and 10.4 Hz,
1H, -CH2-CH-N-), 4.55-4.38 (m, 2H, PhCH2-NH-), 3.48 (br, 1H), 3.01-2.88 (m, 2H), 2.85 (s, 6H), 2.67-
2.54 (m, 2H), 2.46-2.41 (m, 2H), 1.76-1.68 (br, 6H)

0
3
op Ny
Ky

A 125, (Aol 629 A7 W)

2-{2-[4-(2-tFo| i otn]| .e-of & ) -3 7 2} 3 - 1- Y | -3-Y 22 3l -2- ¢ -3, 4-T} o] elo| = 2 -F U -4~ }-N-(4-H &
-Hl 2 )-o}A| Eolufo] = (2-{2-[4-(2-dimethylamino—ethyl )-piperazine-1-yl ]-3-naphthalene-2-y1-3,4-dihydro-
quinazoline-4-yl}-N-(4-methyl-benzyl)-acetamide) 2] 34

[2-(4-olME-T] | 2}xI-1-Y)-3-vlo] H d-4-¢-3  4-T}o|slo| ER2-HAUZ-4-U |- LA E A wEol 2~ (o] 2~ H
FA 17) 2 4-EFe2Wldelnl oAl {2-[4-(2-ThelHdoln| -of ) -3 | e} 71 -1- L -3~ = el -2- -
3,4-tfolslo| - -4-A oA g A = wEo ~F (o 28 F7HA] 8: AAld 34) (100mg, 0.2lmmole)
7} 4-vg- 1?&0}“ (0.20L)& 747+ ALg3te] Ao 629 AAHoz FAd YHPoz 37| gshroz FA|H
= XA 2-{2-[4-(2-tfolv e olr] o &) -3 H| 2} 71 -1- Y | -3-Hp Z @i -2-A -3, 4-to| Sl o] E 2 -F U E -4~
FN=-(4-mf -l El)—OHﬂEOFHM =& 5.

e

Yields: 48ng, 40%, MassQI+H) : 575

1HNMR(400MHz, CDC13) 7.76-6.88 (m, 15H, aromatic), 6.42 (t, 1H), 5.35 (dd, J = 5.6 and 9.6 Hz, 1H,
-CH2-CH-N-), 4.51-4.37 (m, 2H, PhCH2-NH-), 3.69 (br, 4H), 2.63-2.57, 2.46-2.42 (m, 2H, -CO-CH2-), 2.30
(br, 4H), 2.28 (s, 3H), 2.18 (s, 6H, -N-(CH3)2), 2.10 (br, 4H)

@*&

N\/«\N/
|

A 126, (Al 629 FAT W)

2-{2-[4-(2-Tolv Dol - &) - | &} - 1-F | -3~ Z &l -2-U -3, 4-T}-0] 3} 0| = 2 -F L}Z -4~ }-N-(4-1]
EA-ul A ) -olA Eofulo] = (2-{2-[4-(2-dimethylamino—ethyl )-piperazine-1-yl ]-3-naphthalene-2-y1-3,4-
dihydro—quinazoline-4-y1 }-N-(4-methoxy-benzyl)-acetamide) ] ¥4

[2—(4—0}/‘1]5‘—3431]3}6—1—01)—S—BPO]ﬂ]‘é—ﬁl—%‘—&ﬁl—qo]ﬂo]‘:i—ﬂuri‘j/‘ 4~ ]-obAE Ab o] 2 (o] 2 F]

F 17) R 4-FFQEMAOIY A [(2-[4-(2-Tho] W & o}v] reo] ©)-3] 9 2} 1-1-2 | -3-L} L& l-2--3, 4
thol sfo] = 27 & R-4- ok 4| 1 Sl (G 2E F01 81 Al 34) (102ng, 0.2lmmole)} 4-
HEA-AOIR(0.20L) & 27k Agste]l WAl 629 AAH o BAY WHoR Y] sepHor HAHE
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[1035]

[1036]
[1037]

[1038]

[1039]

[1040]

[1041]

[1042]
[1043]

[1044]

[1045]

[1046]

[1047]
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A 2-{2-[4-(2-Tho] W] o}y o &)~ ] 2} 21-1- ) |-3-L} L E-2-41-3, 4-Tho] B o] = 27 L} A—4-21 }-N-
(4-51 5 A -1 @) -ok | Eotrtol = & S53h9lnt,

Yields: 37mg, 30%, MassQM+H)': 591

THNMR(400MHz, CDC13) 7.75-6.72 (m, 15H, aromatic), 5.33 (dd, J = 5.2 and 9.6 Hz, 1H, -CH2-CH-N-)
4.51-4.31 (m, 2H, PhCH2-NH-), 3.69 (s, 3H), 3.29 (br, 4H), 2.78-2.71, 2.56-2.52 (m, 2H, -CO-CH2-),
2.34 (br, 4H0), 2.6 (s, 6H, -N-(CH3)2), 2.10 (br, 4H)

@””

L\/N\/\N

A 127, (2Ael 629 FAT W)

2-(3-vtoldd-4-4-2-{[3-(3,3-tho| W e -S-d x)-Z2 I |- e -o}1] = }-3 4-T}o| slo| =2 -F| EH-4-Y)-N-
(4-m -l & )-olA| Eofrto] = (2-(3-biphenyl-4-y1-2-{[3-(3,3-dimethyl-uredo)-propyl ]-methyl-amino}-3,4-
dihydro—quinazoline-4-yl)-N-(4-methyl-benzyl)-acetamide) 2] A

[2-(4=0h A &3 | 2hl-1-9 )-3-vik o] | d-4-91-3 4-Tho] B o] = R-F| L} EA-4-2J-obHE 2L B Eol 2] (o] 2]
FAA 17) R A-EFLEMAoku AL (3-uko] i D-4-A-2-{[3-(3,3-Thol v P ¥ %)~ L 2 A |- v Do} -
3.4-thol ol = R} EU-4-D) kA G AA = Fol e (2E FA 19: AAel 45)  (100mg,
0.195mmole) 7 4-ol&-#4 ol (0.20L) S AHgale] Aol 629 AAHoz FAF PPor ] otyow
EASE EAG 2-(3-vko] s d-4-2-2-([3-(3,3-Thol W] W2 =)~ 2 - P-okv] 12 }-3, 4-}o] sho] = 23]
& R-4-9)N-(4- 212 -opH Eolulol =2 S53hgie,

S8 29mg, 25%, Mass(MHD) : 603

THNMR(400MHz, CDC13) 7.69-7.11 (m, 17H, aromatic), 6.41 (br, 1H), 5.33-5.30 (dd, J = 5.2 and 10.0 Hz,
1H, -CH2-CH-N-), 4.49-4.35 (m, 2H, PhCH2-NH-), 3.45 (s, 3H), 3.07-2.95 (m, 2H), 2.77 (s, 6H), 2.59-
2.39 (m, 2H), 2.53 (s, 3H), 2.44 (br, 2H), 1.75-1.64 (br, 2H)

A 128, (Al 629 FAT W)

2-(3-vloldd-4-94-2-{[3-(3,3-JolH -9 = )-Z 2 F |- & -0} = }-3 4-T}o| s}o] E2-F| E -4~ )-N-
(4-H| ZEA]-d1 4 ) -0} A Eo}rto] = (2-(3-biphenyl-4-y1-2-{[3-(3,3-dimethyl-uredo)-propyl ]-methyl-amino}-3,4-
dihydro—quinazoline-4-y1)-N-(4-methoxy-benzyl)-acetamide) 2] ¥4

[2-(4-otH -3 7| 2} -1-< ) -3-n}o] 3| I -4-2 -3, 4-T}o] o] =2 -F pE R -4-A |-ol A E 4F e o] 2~ E] (of 2~ F]
A 17) 2 4-EFeEddeyl dial (3-vholul d-4-U-2-{[3-(3,3- o] W& -$-2 =)~ zia]—uﬂ%‘—o}ﬂli}—
3. 4-tholstol ER2-FuE-4-d)-olA g AN = "o ~E  (ol~EH  F3HA 190 AAd 45)  (107mg,
0.208mmole) # 4-w|EA|-ulHo}lwl(0.2mL)S 717 AFg3le] A 629} AAH o EUs WHoR F17] 33}
Aoz FAEHE FAY 2-(3-ulolHd-4-U-2-{[3-(3,3-t}o| M &-¢-¢| & )-Z 2 I |-m| & -o}n| 1= }-3 4-T}o] &}o]
= 2-AUEA-4-U)-N-(4-H| ZA -9 Z)-opA| Eofulo] =5 =535} t}.

ot

Yields: 42mg, 33%, MassQM+H) : 619

1HNMR(400MHz, CDC13) 7.53-6.77 (m, 17H, aromatic), 5.30-5.26 (dd, J = 4.8 and 10.8 Hz, 1H, -CH2-CH-N-
), 4.47-4.32 (m, 2H, PhCH2-NH-), 3.74 (s, 3H), 3.45 (s, 3H), 3.02-2.85 (m, 2H), 2.85 (s, 6H), 2.59-
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[1048]
[1049]

[1050]

[1051]

[1052]

[1053]

[1054]
[1055]

[1056]

[1057]

[1058]

[1059]

[1060]
[1061]
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2.39+E34 (m, 2H), 2.44 (br, 2H), 1.72 (br, 2H)
0]

g

Ness

L]

A 129, (Al 629 FAT W)

N/

5-({3-vto]ol d-4-d-4-[((R)-1-H d-d &7 2 )-w & |-3,4-T} o] efo] E 2 -F| & -2-4 }-d -0} 1 ) -
E} 9] AA| = tlolw e o}u}o] = (5-({3-biphenyl-4-yl1-4-[ ((R)-1-phenyl-ethylcarbamoyl)-methyl]-3,4-
dihydro—quinazoline-2-yl}-methyl-amino)-pentanoic aicd dimethylamide)?] 4

[2-(4-olME-T] | 2}xI-1-Y)-3-vlo] H d-4-¢-3 4-T}o|slo| ER2-FAUZd-4-U |- LA E A w2~ (o] 2~ H
T 17) 2 4-FF2WlEolyl gl {3-uo]ld-4-d-2-[ (4-tfol v e 7pul R d-F-& ) -Hd-o}r] = ]-3 4-T}
ojglo] = R2-FpEU-4-A }-olAEl AN = weo ~E (o] AE FIHA] 18: AAd] 44) (10Img, 0.197mmole)}
(R)-&7 dldildolvl(0.2mL)& 242t AMEsle] Ao 629 AAA O FUg WP o R 37| gshror A
He ZAY 5-({3-vtolHd-4-d-4-[((R)-1-#d-@7tut e d)-w e ]-3,4-tho| slo| = 2-FpEd-2-d -H -
obv| 1)~ el =2 b tolHdolnlo| =5 #5313

28 44.0mg, 37%, Mass(VHH): 602

1HNMR(400MHz, CDC13) 7.80-7.10 (m, 16H), 7.10-6.80(m, 2H), 5.40-5.20(m, 1H), 4.30(br, 1H), 3.40-
3.20(m, 2H), 2.95-2.60(m, 9H), 2.50-2.30(m, 3H), 2.26(s, 3H), 2.10(s, 1H), 1.50(m, 4H)

”Jiv’“\’”““jL|

AAe 130, (Aol 629 A7 W)

N-d1d-2-{3-v}o] A d-4-L-2-[4-(3-To| W D o}m] o~ Z 2 ) -y A 2} X -1-Y | -3, 4-T} o] s}o| =2 -F Y EHT-4-Y }
—o}A| Eo}lu}o] = (N-benzyl-2-{3-biphenyl-4-y1-2-[4-(3-dimethylamino—-propyl)-piperazine-1-y1]-3,4-
dihydro-quinazoline-4-yl}-acetamide) 9] ¥4

[2-(4-olME-T] | 2}xI-1-Y)-3-vlo] H d-4-¢-3 4-T}o|slo| ER2-HAUZd-4-U |- LA E A wEol 2~ (o] 2~ H
FAA 17) 2 4-EFeEwderdl gial {3-vlolHd-4-d-2-[4-(3-ttol W o] - 2 g )-T] | 2p X1 -1- 4 ]
3, 4-Tholgtol ER2-FpEH-4-d}-otAle A= od oAy (J~H  FHA 270 AA]53)  (109mg,
0.207mmole) ¥ ¥l o}H1(0.2mL) S AFE3le] AAld 629 HdAHo 2 FUS WHo R 317] et or FA|H=
FA9] N-HE-2-{3-v}o] # d-4-d-2-[4-(3-T}o| | Eo}n| .o -Z 2 ) -3 7| 2} 31 -1-Y | -3, 4-T} o] sfo] =2 -F b & -

4o Bt ol =8 S5 aeld.
28 82.6mg, 67%, Mass(MHH): 601

1HNMR(200MHz, CDC13) 7.80-7.10(m, 16H), 7.10-6.80(m, 2H), 5.40-5.20(m, 1H), 4.50-4.31(m, 2H), 3.40-
3.20(m, 2H), 2.95-2.60(m, 8H), 2.50-2.30(m, 12H), 1.50(m, 2H)

A
Ok

A 131, (Al 629 A7 W)

2-(3-1ho] ] d-4- -2~ [4~(3-Tho] v o o] 1 32 2 ) -3 o e} 1 -1-91 -3, 4-Tho] Bho] = 2] LB A -4- 2 }-N-(4-
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[1063]

[1064]

[1065]

[1066]
[1067]

[1068]

[1069]

[1070]

[1071]

[1072]
[1073]

[1074]

[1075]

ZIHS3d 10-2014-0017748

F o 2-Wd)-olA| Eolnfo] = (2-{3-biphenyl-4-y1-2-[4-(3-dimethyl-propyl)-piperazine-1-y1]-3,4-dihydro-
qulnazol1ne—4—y1}—N—(4—f1u0ro—benzy1)—acetamlde)v4 A

[2-(4-0bA &3] 5 24 1-1-)-3-who] ] I-4-1-3, 4-tho o] = 2L} -4-A]-obA = 4 v Dof 28] (of -]
FH 17 W 4-EFeEMAck Al {3-vho] i d-4-d-2-[4-(3-Tho] | Ho}r] - 2 8)-3] ] e 51-1-4]
3,4-tholatol ER-AUBU-4-A}-obAE  AN= " e (zE FAl 27 4653 (100mg,
0.19mole) 3} 4-EF 2 WAokR(0.21L) S ZH2F ALgshel el 629 HAHOR SUAR WO ) 3
Hog FASE EAY 2-{3-nhol s d-4-d-2-[4-(3-Tho] v Fojv] v 2 8)-5] 9 b 71-1-2 |3, 4-Tho] Sho] = &
S A4 N (4-F 0 2o 4)-obH| Eofrlo] 58 539

Z&: 37mg, 31%, Mass(MHD) : 619

1HNMR(200MHz, CDC13) 7.80-6.60(m, 17H), 5.30-5.10(m, 1H), 4.80-4.20(m, 2H), 3.80-3.60(m, 2H), 3.50-
2.80(m, 8H), 2.60-1.90(m, 12H)

e
N)\N |
N

Ao 132, (Aol 629 SLF WR)

2-{3-vto]H d-4-U-2-[4-(3-Tho| W& o} m| -2 2 1) -3 | 2} 7 -1-d | -3, 4-T}o| sho| =2 -F| E U -4- L }-N-(4-
v el-d & )-o} A Eolufo] = (2-{3-biphenyl-4-y1-2-[4-(3-dimethylamino-propyl)-piperazine-1-y11-3,4-
dihydro-quinazoline-4-y1}-N-(4-methyl-benzyl)-acetamide) 2| ¥4

[2-(4-olA -3 o 2421 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sfo]| E2-F L} LA -4-A |0l E 4l s ol 2~E] (o] 2~F
S 1) 2 4-ZFezdldelyl Al {3-vlo]Hl d-4-U-2-[4-(3-To| W opm| - 2 ) -3 | 2 1 - 1- ] -
3,4-tholslol ER2-FUE-4-L}-olAg A= HwE o 2E (e 2F  FIHA 27 AA53)  (104mg,
0.198mmole) @} 4-wulldo}wl(0.2nL)& 747t AlE3le] AAde2el AAA o2 FUS WRo=R 3y gleha o
2 FANHEE FA9 2-{3-1toluld-4-U-2-[4-(3-t}o] H e o}m] - 2 4 )-v] ¥ 2} 7 -1-Q | -3, 4-t}o] Gfo] =2 -F)
UE3-4- )} -N-(4-H&-dF)-o}A| Eojulol = 5 535}9] ).

8 71.2ng, 58%, Mass(MH)': 615

1HNMR(200MHz, CDC13) 7.80-6.60(m, 17H), 5.30-5.10(m, 1H), 4.50-4.30(m, 2H), 3.80-3.60(m, 2H), 3.50-
3.2(br, 8H), 2.40-1.80(m, 12H)

10
Q%}
S oD

Ao 133, (HA]el 629 SULF WR)

2-{3-vto]H d-4-U-2-[4-(3-Tho| W& o} m| -2 2 1) -3 | 2} 71 -1-d | -3, 4-T}o| sho| =2 -F| E U -4- L }-N-(4-
H| E X -l A ) -0} A Eofnto] = (2-{3-biphenyl-4-y1-2-[4-(3-dimethylamino—propyl)-piperazine-1-y1]-3,4-
dihydro-quinazoline-4-y1}-N-(4-methoxy-benzyl)-acetamide)®] 4

[2-(4-olA -3 o 2421 -1-4 ) -3-v}o] | d-4-U -3 4-T}o| Sfo]| E2-F L} LA -4-A -0l E 4 s ol 2~E] (o] 2~F
F0A 17 R 4-ZFeEwldoldl thal {3-ulo] | d-4-A-2-[4-(3-t}o| W Fo}u| - E 2 1) -3 7| 2} R -1-Y ] -
3,4-tholslol ER2-FUE-4-L-ofAE A= " o ~E  (el2E  FIHA] 270 AA53)  (97mg,
0.185mmole) # 4-w| S AWl = o}RI(0.2nL)& 242 AFE3te] Ao 629 AAX o7 FUg PP §17] 3}8h2
o= EAEE XEAS 2-{3-ufoldd-4-d-2-[4-(3-TlolmHoln| -2 23 ) -5 7 2} X1 -1-Y ] -3, 4- T} o] gfo] == -
FAGEA-4-L }-N-(4-H EA-ull Z) -0} M| Eofuto] = 5 3535} t}.
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[1076]

[1077]

[1078]
[1079]

[1080]

[1081]

[1082]

[1083]

[1084]
[1085]

[1086]

[1087]

[1088]

[1089]

[1090]
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8 74.9mg, 64%, Mass(MHD)': 631

1HNMR(200MHz, CDC13) 7.80-6.60(m, 17H), 5.30-5.10(m, 1H), 4.50-4.30(m, 2H), 3.80-3.20(m, 10H), 2.3-
1.80(m, 12H)

i 4
\OQA&

e

AAd 134, (HAd 629 A HH)

2-{3-vlol A d-4-d-2-[4-(3-tho] W o} .- 2 A )-T] | 2} X1 -1- Y | -3, 4-Tho sl o] = 2-F & -4-U }-N, N-T}
o] | El-o} A Eo}u}o] = (2-{3-biphenyl-4-y1-2-[4-(3-dimethylamino-propyl)-piperazine-1-y1]-3,4-dihydro-
quinazoline-4-yl}-N,N-dimethyl-acetamide) 2] A

[2-(4-olME-T] | 2}xI-1-Y)-3-vlo] H d-4-¢-3  4-T}o|slo| ER2-HAUZd-4-U |- E A ol 2~ (o] 2~ H
FAA 17) 2 4-EFFeEwdebdl gial {3-vlolHd-4-d-2-[4-(3-ttol W o] - 2 g )-T] | 2p X1 -1- 4 ]
3, 4-tholgtol ER2-F £ -4-d}-otAlg A= wE o ~H (el 2H  FHA 270 AA53)  (98mg,
0.186mmole) ¥} 2M =9 tlolweoll THF &9 (ImL)ES AF&3te] Al 629 AAHom FU3 HyHor &
7] stEhAlo® FAIEE EAS 2-{3-vto|dHd-4-U-2-[4-(3-Tho|H| Dol - 2 3 ) -] #| 2} 31 -1-Y ] -3, 4-T}0]
sto] E2-FUEd-4-d }-N N-tho| W d-o} M| Eojnlo| =& =53},

Yields: 25mg, 25%, MassQM+H) : 539

1HNMR(200MHz, CDC13) 9.30(br, 1H), 7.60-7.10(m, 8H), 7.0-6.80(m, 2H), 5.40-5.20(m, 1H), 3.60-3.35(br,
2H), 3.30-2.70(m, 12H), 2.60-2.40(m, 2H), 2.40-1.70(m, 12H)

2o

L\/N\,f\w/N\

AAle] 135, (AAd 33 LS HH)

2-{3-vlo]d d-4-L-2-[4-(3-Tho] W o}m| -2 2 31 )-3] | 2} 31 -1-Y ] -3, 4-T} o Sf o] =2 -F E H -4- L }-N-A}0]
2 X g P-olAM Eolulo] = (2-{3-biphenyl-4-y1-2-[4-(3-dimethylamino-propyl)-piperazine-1-y1]-3,4-
dihydro—quinazoline-4-yl}-N-cyclopropyl-acetamide) 2] ¥4

[2-(4-olME-T] | 2pxI-1-Y)-3-vlo] H d-4-¢-3 4-T}o|slo| ER2-HAUZd-4-U |- LA E A wEol 2~ (o] 2~ H
T 17) 2 4-EF e 2ddetdl tial {3-ufolld-4-d-2-[4-(3-te| WP o] - 2 g ) -3 7 g} - 1- Y |-
3, 4-golslo|lm2-FAYEHd-4-d-olAlg  AA = wE  ox¥ (dxE FIkA] 270 AA953) (101mg,
0.19mmole) ¥ Ao EZZZHIRI(0.2nL) S AFE-3to] HAld| 629} HAA R FUdgk HHORE 37| s}ehAo=
FAHEE EAS 2-{3-vtolHd-4-Y-2-[4-(3-Tho]H E o} -2 2 ) -3 H| 2} X1 -1- U | -3, 4-T}o] Sfo]| == -} &
-4~ }-N-Afo] SR L 2 g -olA| Eotulo]| =& 53¢},

2% 35mg, 33%, Mass(MHH) ' : 551

1HNMR(200MHz, CDC13) 7.60-7.10(m, 11H), 7.0-6.90(m, 2H), 5.40-5.10(m, 1H), 3.60-3.30(m, 2H), 3.30-
3.10(m, 5H), 2.80-2.60(m, 2H), 2.50-2.10(m, 11H), 1.98(s, 2H), 1.50-0.80(m, 5H)

o™
98¢
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[1092]

[1093]

[1094]

[1095]

[1096]
[1097]

[1098]

[1099]

[1100]

[1101]

[1102]
[1103]

[1104]

[1105]
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AAle] 136, (HA]el 6291 LT W)

N-wl1 2 -2-{3-n}o] H d-4-L-2-[4-(1-W| & -] H| 2| D -4~ ) -7 H 2} X -1-Y | -3, 4-T o] spo| = 2-F Y} F -4~ }-o}
A Eo}lufo] = (N-benzyl-2-{3-biphenyl-4-y1-2-[4-(1-methyl-piperidine-4-yl)-piperazine-1-y1l]-3,4-dihydro-
quinazoline-4-yl }-acetamide) 2] %A

[2-(4-ot A -] H g}x1-1-Y ) -3-vfo| | d-4-Y -3 4-T}o] sl o| E 2-FJZH4-A]-olHE 4t w&o| ~E (] 2H
FOA 1) 9 4-ZFeRwdelw) gl {3-vhol s d-4-U-2-[4-(1-WE-7) | &) D -4-d)-7) | 2} -1-2 ] -3, 4T}
° 6015:%—%44531 -4-A}-o}AE]l AN = wg o ~F (o 2B F=7HA 24: AA450) (100mg, 0.186mmole)}
WZolwl (0.2mL) & AFE5te] AAld 629F AAHoR FA3 WHo R Fly] Aoz TAFEE AL N-
A-2-{3-nlo] | d-4-L-2-[4-(1-vWE-F 5 2| d -4~ )-F F| g} -1-L ]-3, 4-T} 0] G}o| E2-F| L} FEH-4-U }-ol A E
olmfol =5 5313t}

Yields: 24mg, 21%, Mass(M+H)': 613

1HNMR(200MHz, CDC13) 7.80-7.10(m, 10H), 7.0-6.70(m, 8H), 5.30-5.20(m, 1H), 4.5-4.35(m, 2H), 3.50-
3.20(m, 10H), 2.50-2.30(m, 5H), 1.90-1.6(m, 6H)

%

=
N N

N

Ao 137, (Aol 629 SULF WR)

2=(3-hol ol d-4- < -2-[4-(1-v - v A 2] -4~ <) -] A 2p-1- 2 | -3, 4-Tho] Sfo] = 2= b5 4= )-N-(4-&F
S 2-wWA)-A| Eo}nlo] = (2-{3-biphenyl-4-y1-2-[4-(1-methyl-piperidine-4-yl)-piperazine-1-y1]-3,4-
dihydro—quinazoline-4-y1}-N-(4-fluoro-benzyl)-acetamide) 2] ¥4

—
NJ

~(4-obA R3] ek - 1-2) ool 9 d-4- -3 4-tho] o] ER-F g A-4-ed|-o A 2 ] ~E (o 2
A 17) % 4-E2e 2 i Eolnl YAl {3-vho] s d-4-2-2-[4-(1-| &= 5 &) ©l-4- )~ s 2 -1-20 -3, 4T}
olE2-FEN-4-A -0l e A= de o~ (d2F FHA 241 2A¢150) (108mg, 0.20mmole)}
FoZUANO0.20) & A8t Aol 629 HAAoR AR Wyoz o] Ao AR E
2-{3-npolH d-4-d-2-[4-(1-H & -] H 2| D4~ )-T] H &} -1-Y ]-3,4 |8Fo] = 2 - U E el 4-2) }N-(4-
S z-wA)-AEolulo| =B FE5 T},

9 ofy

How
~t}o

e 2 A
—Ht 1o mlm ol ri A

8 3lmg, 25%, MassOMHD) ' : 631

1HNMR(200MHz, CDC13) 7.80-7.20(m, 9H), 7.1-6.70(m, 8H), 5.30-5.20(m, 1H), 4.52-4.31(m, 2H), 3.50-
3.20(m, 10H), 2.50-2.30(m, 6H), 1.90-1.6(m, 6H)

0 5;.’

O\

Ao 138. (A2l 629 FL )

2-{3-vtold d-4-L-2-[4-(1-W e -T # 2| D -4-L)-F F 2} X1 -1-L ] -3, 4-t} o] elo| = 2 -F A -4-L }-N-(4-H &
-Hll 2 )-o} A Eo}ufo] = (2-{3-biphenyl-4-y1-2-[4-(1-methyl-piperidine-4-yl)-piperazine-1-y1]-3,4-dihydro-
quinazoline-4-yl}-N-(4-methyl-benzyl)-acetamide) 2] %4

[2-(4-oFME-T] g -1-)-3-vlo] H d-4-YU-3,4-t}o] gFo| E2-F}EA-4-D |-t E  4F wEo 2H (o ~H
FUA 17) 2 4-ZF 02wl dolql Al {3-vlo]H d-4-U-2-[4-(1-wE-F | 2| -4~ )-F | &} H-1-4 ] -3, 4-1}
ojstol ER-F LR -4-}-obA T A= viE o 2E (o 2E FIHAl 240 AAJ4150) (99mg, 0.184mmole) ¥} 4-
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[1106]

[1107]

[1108]
[1109]

[1110]

[1111]

[1112]

[1113]

[1114]
[1115]

[1116]

[1117]

[1118]

[1119]
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AR A0 2000 AFgShel A 625 4
(3-viho] == 212 [4-(1-] & -3 o 2] -4-2) ) -

MA)-obA Eotvte] = & 5319,

2 U WO ] SeyoR EAHE EA 2-
% o] = 23 LhEA-4-91 }-N-(4-o &

|

n
A
&
T
k)
o

ol
ol

Z&: 38mg, 3%, Mass(MHD) : 627

1HNMR(200MHz, CDC13) 7.80-7.20(m, 9H), 7.1-6.70(m, 8H), 5.30-5.20(m, 1H), 4.52-4.31(m, 2H), 3.80(m,
4H), 3.50-3.20(m, 6H), 2.50-2.30(m, 5H), 1.90-1.6(m, 6H)

\Y’\ J\
\L/\N

AAle] 139. (HA]o] 629 FL3 TH)
2-{3-vtol ol d-4-A-2-[4-(1-vD-T] 7 2 D -4-)- 7] | 2} -1-Y | -3, 4-Tho] o] == -FI 5 /1 -4- L }-N-(4-m| 5
Al-#ll A )-o} A Eofmlo] = (2-{3-biphenyl-4-y1-2-[4-(1-methyl-piperidine-4-yl)-piperazine-1-y1]-3,4-
dihydro—quinazol ine-4-y1 }-N-(4-methoxy-benzyl)-acetamide) 2] ¥4
[2-(4-otAE -3 o] 2pxl-1-% ) -3-v}ol #| d-4-U -3 4-T}o| sto| =2 -F L} -4-A |-ol E 4w ol 2~ E (o] 2~
A 17) 2 4-EF e 2 doeldl tial {3-vholH d-4-U-2-[4-(1-WE-I] d g d-4-) -] H & -1-L |-3,4-t}
ol E2-FUEd-4-A}-otH g dA = wE o ~E (o 2~E FIHA 240 AAd50) (101mg, 0.186mmole) =t
4~ EAWEOI(0.20L) & 212} ARl AAld 629 AAHom TS WhHoR Y] Flshrog FA|EHE

FAe 2-{3- P 13l d-4-d-2-[4-(1-v E-9 o 2] D -4-%) -9 # 23] -1- | -3, 4-Tho] Sfo| E =2 -F rhF 7l -4- }-N-

(4= %A - 2) ol A Eolrlol 28 453}9r),
28 39mg, 33%, Mass(MHI) ' : 643

1HNMR(200MHz, CDC13) 7.80-7.20(m, 9H), 7.1-6.70(m, 8H), 5.30-5.20(m, 1H), 4.52-4.31(m, 2H), 3.90(s,
3H), 3.50-3.20(m, 12H), 2.50-2.30(m, 5H), 1.90-1.6(m, 6H)

A 140, (Aol 629 AT W)

N-#ld-2-{3-v}o] H d-4-U-2-[4-(4-H E-T] H g} -1-)-F H g D -1-Y ] -3, 4-T}o| she| =2 -F| ZH-4-Y }-o}
M| Eo}ulo] = (N-benzyl-2-{3-biphenyl-4-y1-2-[4-(4-methyl-piperazine-1-yl)-piperidine-1-y1]-3,4-dihydro-
quinazoline-4-y1}-acetamide)?] &4

[2-(4-otAE-T H 271 -1-Y)-3-Hlo] | d-4-Y -3, 4-T}o] slo| E2-FUEF T -4-H |- E 4 wEo| ~E] (e 2H
A 17) B 4-ZF e 2ZwlFolR Al {3-nvlol# d-4-d-2-[4-(4-mE-F H 2} -1-) -9 | F H-1- ] -3, 4-1}
olglo|m2-FAUEHU-4-L}-olA 8 X = wE o ~F (o 2E A 210 AAA47) (104mg, 0.193mmole)}

Wl Folql(0.2mL) & AFEsle] AAlof 629 AHH oz TAsk WHOR 3] Fshal o FAEHE TA N-#lH
-2-{3-vte] o d-4-d-2-[4-(4-m E- | 2} -1-) -9 #H| | H-1- ] -3, 4-T} o] Sl o| E 2 -F| L} £ -4-Y }-o}A| Eo}

sfol=g 4539,
Yields: 28mg, 24%. Mass(M+H)': 612

1HNMR(200MHz, CDC13) 7.70-7.00(m, 14H), 5.20-5.10(m, 1H), 4.80(m, 2H), 4.50(m, 2H), 4.10(m, 2H), 3.60-
3.00(m, 16H), 2.90-2.70(m, 2H),
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[1121]

[1122]

[1123]

[1124]

[1125]

[1126]
[1127]

[1128]

[1129]

[1130]

[1131]

[1132]
[1133]

[1134]
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L K
N
i@

A 141, (2A el 629 A7 W)

2-{3-vtold d-4-L-2-[4- (4~ -F) H| 2} 3 -1-L)-F F g H-1-¥ | -3, 4-t}ol Ffo| =2 -F Y E A -4-L }-N-(4-ZF
o 2-WlA)-o} M| Eo}r}o] = (2-{3-biphenyl-4-y1-2-[4-(4-methyl-piperazine-1-yl)-piperidine-1-yl]-3,4-
dihydro—quinazoline-4-yl}-N-(4-fluoro-benzyl)-acetamide) 2] ¥4

[2-(4-otb A -] 2171 -1-Y ) -3-vfo| | d-4-U -3, 4-T}o]slo| E2-FUZ - -4-A |-l E A w|& o ~E] (o] 2F
FA 17) 2 4-EF 2ol Al {3-nlolH d-4-U-2-[4-(4-v - FH F 7 -1-) - H 2]l -1-Y ]-3,4-t}
o]to] E & - %%ﬁ%—zl—%‘}—ovﬂé M= wg o ~F (ddAE F7HA 21: AA|d47) (100mg, 0.186mmole)=H
4-ZF 0 2wl dolnl(0.2nL) S AME3te] AAld] 629F AdAHow FU WHoR Y] Fstaor FAHE E
Al 2-{3- H Hd-4-Ld-2-[4-(4-W -] 9 271 -1-L)-F] H g d-1-L ] -3, 4-t}e| Sfo] = 2-F U A -4-U }-N-(4-
ZF 0 2-HA)-otH Ectnfo] =5 453}Q]T}.

Yields: 31mg, 26%, Mass(M+H)': 631

1HNMR(200MHz, CDC13) 7.90-7.00(m, 17H), 5.20-5.10(m, 1H), 4.70-4.60(m,4H), 4.30-4.00(m, 2H), 4.10(m,
2H), 3.20-2.50(m, 14H), 2.20(m, 2H),

P
el i
E = /\N =Y
N'J\ro\
i@
R

A 142, (2Ael 629 FAT W)

2-{3-vlold d-4-L-2-[4-(4-W e -T H &} 7 -1-)-F FA g H-1-4 ] -3, 4-t}o] elo| =2 -F A -4-L }-N-(4-H &
-Hll 2 )-o} 4| Eo}ufo] = (2-{3-biphenyl-4-y1-2-[4-(4-methyl-piperazine-1-yl)-piperidine-1-y1]-3,4-dihydro-
quinazoline-4-yl}-N-(4-methyl-benzyl)-acetamide) 2] 34

[2-(4-obA 8-7 3 2} 11 -1-90)-3-vto] ] d-4-9 -3 4-Thol glo] = 2T} EA-4-A] 0P E 4} > o] 2B (o] 2F
A 17) B 4-ZF e ZwFolR Al {3-vlol | d-4-d-2-[4-(4-mE-F H 2} -1-) -9 | f -1- ] -3, 4-1}
1elo]| e 2-AUEA-4-A }-olAE A= wE o] A~ (o] ~¥] E71A 21: A A 47) (97mg, 0.180mmole)d} 4-
l2 Aokl (0.2nl) S Z42F AREslo] AAle 629 APA 0w FAF WHor 7] spehror FAH= HA
o] 2-{3-nfo]sd-4-A-2-[4-(4-v| -3 F 2} -1-D) -] o] 2] D -1-L | -3, 4-t} ol Sfo] == -F| L Z 1l -4- U }-N-(4-7]
H-wld)-ol A Eolulo| =8 589

(]

)

h=y

(<3

Yields: 29mg, 26%, MassQM+H) : 627

1HNMR(200MHz, CDC13) 7.90-7.00(m, 17H), 5.20-5.10(m, 1H), 4.50-4.30(m, 2H), 4.30-4.00(m, 2H), 4.10(m,
2H), 3.00-2.50(m, 16H), 2.20(m, 2H),

A 143, (Aol 629 FAT W)

2-{3-nfold d-4-d-2-[4-(4-v D-¥] o 2} -1-<d) -9 A 2] D -1-<d | -3 4-t} o] sfo] E R -F| T -4-d }-N-(4-7 =



[1135]

[1136]

[1137]

[1138]
[1139]

[1140]

[1141]

[1142]

[1143]

[1144]
[1145]

[1146]

[1147]

ZIHSd 10-2014-0017748

Al-#l & ) -o} A Eo}ulo] = (2-{3-biphenyl-4-y1-2-[4-(4-methyl-piperazine-1-yl)-piperidine-1-yl]-3,4-
dihydro—quinazol ine-4-y1 }-N-(4-methoxy-benzyl)-acetamide) ] ¥4

OWE‘—ﬁJiﬂE‘rX -1-¢)-3-nfeo] ¥ d-4-9-3 4-tfo]sle| mm-F S -4-A | OWE Ab - mE ol 2 E (o] 22 H

17) 9 4-Z2e 2 dobnl il {3-nto] s d-4--2-[4-(4-w P-5] | 2} 2-1-2 -] of 2] -1~ ] -3, 4-r}

T 2-FUZU-4-A}-olA 8 M= w8l o A (o ~E 7+ 21: AAd47) (109mg, 0. 20mm01€)-1’}‘ 4~

WAk (0.20L) S AHgEke] AAle] 629F AAHoR FAL Yo 7| ﬂﬂ@ or EAHE EA

2-{3-10] ] A ~4- 12~ [ 4= (4-vl| &3] ] 2} 10-1-91)-31 ] 2] ©1-1-91 -3, 4-Tho] Bho] = 2~ L} R -4-2 }-N-(4-7i) =
-

A-7)-oP A Eotrlol & S5 elele.
Yields: 41mg, 32%, MassQM+H) : 643

1HNMR(200MHz, CDC13) 7.70-7.00(m, 17H), 5.21-5.10(m, 1H), 4.82(m,2H), 4.45(m, 2H), 4.13(m, 2H),
3.75(s, 3H), 3.60-3.00(m, 16H), 2.90-2.70(m, 2H)

g
O 1
N O\N

.

A 144, (ZA e 629 FAT W)

N-#ld-2-{2-[4-(2-TFo] v o}m] i-of| & ) -] 7| 2} X1 -1- Y | -3-F] 5 - -6-Y -3, 4-T}o| sho| =2 -F| ZE U -4-Y }-o}
M Eolnto] = (N-benzyl-2-{2-[4-(2-dimethylamino-ethyl)-piperazine-1-yl]-3-quinol ine-6-y1-3,4-dihydro-
quinazoline-4-y1}-acetamide) ] &4

[2-(4-otA & -3 3| 231 -1-9 ) -3-u}ol 3| -4~ -3 4-T}o| Gfo| =2 -FlUpZ e -4-A |0l E 4w ol 2~ (o] 2~
A 1) B A-EFeEddetnl tial {2-[4-(3-tolH "ot - 2 ) -] 9| el -1- | -3-F| =R -6- -
3,4-tholslo| E2-FZ A -4-Ad }-olA g A = wEo| A~ (o] ~F Z7HH 5: AAd 31) (100mg, 0.20mmole)
I HlEebRI(0.2mL) & ARGl AAlo] 629 AdAH o FAI WHOR Y] st ow FAIHE FAS N-
122 (2-[4-(2- o] w &) -0l ] )-5] 92} 21-1-% -5 25 21 -6-21-3, 4-Th o] Sho] = 271} 5 2 -4-2 )0} A

Eclrol=g 4539,
Z&: 19mg, 17%, Mass(MHD) : 562

1HNMR(200MHz, CDC13) 8.80(m, 1H), 8.35(m, 1H), 8.00(m, 2H), 8.00-7.80(m, 2H), 7.60-7.10(m, 6H), 7.00-
6.90(m, 3H), 5.45(m, 1H), 4.95(m, 1H), 4.90-4.70(m, 9H), 3.45-3.20(m, 8H), 2.95-2.65(m, 4H)

N/)\N

N\/\‘N/
|

A 145, (Aol 629 A7 W)

N-#1d-2-[3-(4-EF 2 2-9d)-2-(4-F g d-4-L-F 7| 2} X1 -1-4 ) -3, 4-T} o] s}o| =2 -F| ZE A -4-L | -o} N Eo}
vlo] = (N-benzyl-2-[3-(4-f luoro—phenyl)-2-(4-pyridine-4-yl-piperazine-1-y1)-3,4-dihydro-quinazol ine-4-
yl]-acetamide) 9] 34

[2—(4—°Hﬂ%—ﬁbﬂﬂﬂ—1 )-3-vlol s d—4--3 4-t}olglo| ER-FILER-4-d oA B 4F w R o 2 E (o
T 17) B 4-EFeEudeb gl | =7 2-9d)-2-(4-9] g d-4-L-9] #| 2} -1-9)-3, 4-t} o] Blo]
Er-FuEd-4-4] —o}xﬂ@}@%z Wl 28 (ol = FkAl 10 Aol 27) (106mg, 0.23mmole)} Wldopwl
(0.2nL)& ZH2h ARgsto] AAld 629F AAHom AT WPOo R §17] et or FAE= HAL N-wld-2-
[3-(4-FF L 2-3d)-2-(4-¥ 2| -4-<d -9 A 2} -1-9)) -3 4-tfol sfo| ER-FE d-4-d | -opA| Eojuto]| 5 4=
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[1148]

[1149]

[1150]
[1151]

[1152]

[1153]

[1154]

[1155]

[1156]
[1157]

[1158]

[1159]

[1160]

[1161]

2IME3S] 10-2014-0017748
S,
S8t 29mg, 18%, Mass(MHH) : 535

THNMR(400MHz, CDC13) 8.11(d, 2H), 7.30-6.90(m, 13H), 6.83(d, 2H), 5.13(m, 1H), 4.52-4.31(m, 2H), 3.70-
3.50(m, 4H), 3.47-3.20(m, 6H)

Ao 146. (HA]o] 629 FL3 TH)

2-[3-(4-FF 2 2-9d)-2-(4-¥ 2 d-4-L -3 # 2} 3 -1-4 )-3,4-To] s}o| = 2-F }Z U -4-A |-N-(4-v| FA] -1 4)
—o}A| Eolu}o] = (2-[3-(4-f luoro—phenyl )-2-(4-pyridine-4-yl-piperazine-1-yl)-3,4-dihydro—quinazol ine-4-
y11-N-(4-methoxy-benzyl)-acetamide) 2] A

[2-(4-ot A E-F A g}x1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] sl o| E2-FEFA-4- |-} E 4 wE ol ~E] (o] 2F
F0A 17) 9 4-Z2Fo 2w Aol gl [3-(4-ZFQ 2-HY)-2-(4-T Bl d-4-d-u) o] 2} 1 -1-Y ) -3, 4-T} o] 3} o
E2-AUEU-4-d]-olAE AN E HPo]~E (o 2~E A 10 AAld 27) (101mg, 0.22mmole) ¥} | HATWIE
ob1(0.2mL) & AHE3te] AAld 629 AFH oz FAI WPoz §] Fstaog FAEHE TAY 2-[3-(4-F
Fo2-9d)-2-(4-7 gl d-4-d-F # 2} 7 -1-Y ) -3, 4-T}o| slo] = Z-F L} L A -4-A |-N-(4-H| 5 A -l & ) -o} A Eo}

mlo| =2 539

8 35mg, 30%, MassOMHD) : 565

1HNMR(400MHz, CDC13) 8.11(d, 2H), 7.35-7.15(m, 5H), 7.10-6.90(m, 8H), 6.81(d, 2H) 5.15(m, 1H), 4.52-
4.31(m, 2H), 3.75(s,3H), 3.70-3.50(br, 4H), 3.47-3.20(m, 6H)

Ao 147, (HA]o] 629 FL3 )

N-wl & -2-[2-[4-(2-T}o] v H o}u] - & ) - | &} 7 - 1-Y | -3-(6-FF L 2~ 2 &l -2-U )-3, 4-T} o] 5} o] = 2~
U= -4-d ]-o} M| Eolulo] = (N-benzyl-2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-(6-f luoro-
naphthalene-2-y1)-3,4-dihydro—-quinazoline-4-yl]-acetamide) ] A4

[2-(4-ot A -] H g}x1-1-Y)-3-rfo| | d-4-Y -3  4-T}o] sl o] E 2-FJZEH4-A]-olHE 4t w&o| ~E (] 2H
A 17) 2 4-ZFo=mwlEolyl Al [2-[4-(3-dolH "ol - 2 1) -3 # R -1-L |-3-(6-ZF O 21} T
ga-2-9)-3,4-tfo|sto| ER-FAUEZH-4-d |-o A g AA = wRo| ~E] (o] ~E] F7HA] 6: Al 32) (104mg,
0.206mmole) 2} WlZolWI(0.2mL)S AFE3le] A o] 629F HAH oz FUI WHOZ 317] FProz FA|FH=
FAY N-wld-2-[2-[4-(2-tfo] v o} - ') - o] 2} -1- Y ] -3-(6-ZF L 2~ 2 &l -2-Y )-3, 4-t}o| 5lo]| =
Z-FUEd-4-d]-olA Eolulo| =5 53519t

S8 39.4mg, 33%, Mass(MH)': 579

1HNMR(400MHz, CDC13) 8.30-8.20(m, 3H), 7.80-7.60(m, 2H), 7.40-7.20(m, 8H), 7.00(m, 2H), 5.30(m, 1H),
4.85(m, 1H), 4.30(m, 1H), 3.7-3.6(br, 3H), 3.40(m, 4H), 3.3(br, 2H), 3.1(m, 4H), 2.90-2.50(m, 7H)
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[1162]
[1163]

[1164]

[1165]

[1166]

[1167]

[1168]
[1169]

[1170]

[1171]

[1172]

[1173]

[1174]

ZIHSd 10-2014-0017748

Iy ‘
564
e

AR 148. (AAlel629F ST W)

2-[4-(2-tto]H € o}r] - &) -3 | & W -1-L |-3-(6-ZF . 2- X gdl-2-Y)-3 4-T}o| o] =2 -FA = -
4-A]-N-(4-ZF 2. 2-H4)-o}A| Eolnfo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperaine-1-y1]-3-(6-f luoro-
naphthalene-2-y1)-3,4-dihydro—-quinazol ine-4-y1]-N-(4-f luoro-benzyl)-acetamide) 9] 4

[2-(4-0bA &3] 5 24 1-1-)-3-who] ] d-4-91-3, 4-thol o] = 2- AL} -4-A]-obAE 4 v Do 28] (of -]
FH 17 B 4-EFe@MA (0.20L) A [2-[4-(3-chol v Bobv] v 2 7)) A b 1-1-9 |-3-(6-F L.
2oL ER-2-91)-3 4-thol sto] £ 2o} 2 R-4- oA A = wdo) 28 (ol zE F7EA 61 AAld] 32)
(100mg, 0.20mmole) ¥} 4-ZE L 2WIEoFT(0.2mL)S AFE3lo] AA o 629} Ao Fdst WHo=R 37| 3
Som EAHE EA 2-[2-[4-(2-tholFov] oo 8)-3] o el 1-9 | -3-(6- 70 21T R l-2-4))-
3,4-Tho) o] =2 -4-2 | -N-(4-EF 2 21 4) o} A ol o] 25 ?%aowr

2% 21.0mg, 18%, Mass(M+H): 597

1HNMR(400MHz, CDC13) 8.30-8.20(br, 2H), 7.80-7.00(m, 10H), 6.70-6.50(m, 2H), 5.30(m, 1H), 4.55(m, 1H),
4.30(m, 1H), 3.7-3.6(br, 3H), 3.40(m, 4H), 3.3(br, 2H), 3.1(m, 4H), 2.90-2.50(m, 7H)

@3@
1,

AAle] 149, (HA]o] 629} FL3 TH)

2-[4-(2-to | Eo}u| -l & ) -] | 2} 21 -1-Y | -3-(6-ZF L. 2T &all-2-Y )-3,4-T}o| o] = 2-F L} =T -
4-A]-N-(4-m & -2 )-o} M| Eo}ufo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-(6-f luoro-
naphthalene-2-y1)-3,4-dihydro-quinazoline-4-yl]-N-(4-methyl-benzyl)-acetamide) ] 34

[2-(4-oFA -3 7| 2} 21 -1-% ) -3-w}o] o d-4-% -3 4-T}o] o] =2 -FE R -4-A |-ol E 4F w" o] 22E] (o 2~ F]
A 17) B 4-EFeEwd tiAl [2-[4-(3-tholWg ot -2 2 ) -a] H 2p il -1-Y | -3-(6-EF L =L
2all-2-9)-3, 4—3}010}01ﬁi—%%é%—zx—%]—owawm o 28 (=B FHA 6: AAl 32) (98mg,
0.194mmole) % 4-w& Ml Ao}lw1(0.2mL) S ZH2F ARE-38te] AAle] 629} Ao FAS WHOR 7] 5}8HA o
2 BAEE BZA9 2-[2-[4-(2-theo|v ol - ') -H Hf 2hi-1-U ]-3-(6-ZF L2~} 2 dell-2-Y)-3, 4~} 0]
ol 2-FUEd-4-A|-N-(4-vd-H 2 ) -0} Eclule] =5 =535},

%8 36.0mg, 31%, Mass(MHH)': 593

1HNMR(400MHz, CDC13) 8.26-8.19(m, 2H), 7.67-7.61(m, 2H), 7.39-7.32(m, 4H), 7.14-6.95(m, 4H), 6.64-
6.62(m, 2H), 5.30(m, 1H), 4.55(m, 2H), 4.20(m, 4H), 3.37-3.31(br, 3H), 3.40(m, 4H), 3.1(m, 4H), 2.40-
2.30(m, 8H)

NA‘T:)
T

N
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[1175]

[1176]

[1177]

[1178]

[1179]

[1180]
[1181]

[1182]

[1183]

[1184]

[1185]

[1186]
[1187]

[1188]

[1189]

ZIHSd 10-2014-0017748

Ao 150, (HA]el 629 SUF WUR)

-[4-(2-t}ol W Eolr] -0 &) -3 F 2} H1-1-U | -3-(6-Z F ¢ 2 -} T &all-2-2 )-3 4-tho]slo| =& -F 1} E -
4—°‘] N-(3-ZF 2 2-wll A )-o}x Eo}ulo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1l]-3-(6-f luoro-
naphthalene-2-y1)-3,4-dihydro-quinazoline-4-yl]-N-(3-fluoro-benzyl)-acetamide) ] A

[2-(4-0} A€~ Aiﬂa}x -1-90)-3-vko] | d-4-91-3 4-r}olso] E2-F 1} E W -4-A -0k E 2b w2 (ol ]

THA 17 R 4-FFemwdertl il [2-[4-B-vholdE o - 2 ) -3 A 2 -1-2 ] -3-(6-F F 2L L
gdl-2-9)-3,4-t}o] 0}0152—1‘445%—4—% -l E AN = wEd2E (28 FHA 6: é:_‘f\]oq] 32) (106mg,
0.2lmmole) ¥} 3-ZF o =Wl ol (0.2nL)S 22t AFE3slo] Ao 629 AAHow FUI WHow &7 3}

Aoz mAHEE EAC 2-[2-[4-2-velm - oln ol ') -u] o 2 -1-A | -3-(6-= F 22~ L}E%HL 2-%)-
3,4-tolstol E2-FupE e -4-A-N-(3-EF L 2l d)-opx| Eojrto| =& 53151t}

80 21.0mg, 17%. Mass(M+H)': 597

1HNMR(400MHz, CDC13) 8.37-8.22(m, 2H), 7.71-6.94(m, 10H), 6.70-6.40(m, 2H), 5.30m, 1H), 4.60(m, 2H),
4.20(m, 4H), 3.37-3.31(br, 3H), 3.40(m, 4H), 3.1(m, 4H), 2.40-2.30(m, 5H)

Ao 151, (HAle62917 FAs W)

N-#12-2-[3-(6-ZEF L Z-UZ&#-2-U)-2-(4-7 2] d-4-d -7 #| &} 7 -1-Y ) -3, 4-T} o] slo| =2 -FAUZ - 4-d |-
o} Eo}nlo] = (N-benzyl-2-[3-(6-f luoro—naphthalene-2-yl)-2-(4-pyridine-4-yl-piperazine-1-yl1)-3,4-
dihydro-quinazoline-4-yl]-acetamide)¢] ¥4

[2-(4-olA -3 o 2421 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sfo]| E2-F L} LA -4-A |0}l E A4 s ol 2~E] (o] 2~F
F0A 17) 2 4-ZF o zuldEoly Al [3-(6-EF L B-Zel-2-2)-2-(4-3] 2l U -4-d -3 #| 2} 1 -1-2 ) -3, 4-
tholslel E2-FAEd-4-d]-olA g AA = wEdo 2E (J2E FHA 70 A4 33) (100mg, 0.196mmole)=}
ol (0.2mL) & ZH2ZE ARESke] Al 629 AAHo R FAI o ] Ao FAEE HA9
N-#12-2-[3-(6-ZEF L Z-UZ&#-2-U)-2-(4-7 2| d-4-d -7 ¥ &} 7 -1-Y ) -3, 4-T}o] slo| =2 -FA U ZH4-d |-

LA Eolulol =& 5353t
T8 25.6mg, 22%, Mass(M+H) : 585

1HNMR (400MHz, CDC13) 8.20(d, 2H), 7.60-6.90(m, 15H), 6.58(d, 2H), 5.14(m, 1H), 4.25(m, 2H), 3.57(br,
4H), 3.23(br, 4H), 2.81(m, 1H), 2.58(m, 1H)

@”&t
NﬁLN’\j

N‘\

=N

A 162, (Al 629 A7 W)

N-(4-ZF 2 2-M17)-2-[3-(6-FF L2~ &dll-2-)-2-(4-7 2| d-4-L-F] H &} 7 -1-Y ) -3, 4-T} o] 5lo] = 2 -]
UZEH-4-Y ]-o}A| Eolufo] = (N-(4-f luoro-benzyl )-2-[3-(6-f luoro-naphthalene-2-y1)-2-(4-pyridine-4-4-
piperazine-1-y1)-3,4-dihydro—-quinazoline-4-yl]-acetamide) 9] %4

[2-(4-olME-T] | 2pxI-1-Y)-3-vlo] H d-4-¢-3 4-T}o|slo| ER2-HAUZd-4-U |- E A wEol 2~ (o] 2~ H
704 17) 2 4-ZF o 2ulgolyl thal [3-(6-ZF e 2-UZgdl-2-9)-2-(4-7 & d-4-d -3 7| 2} -1-9 )-3, 4-
tho]gtol E2-AUZ-4-L]-olA g A = HEo| 2E (28 F70A 70 AAld 33) (99mg, 0.194mmole)™} 4-
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[1190]

[1191]

[1192]
[1193]

[1194]

[1195]

[1196]

[1197]

[1198]
[1199]

[1200]

[1201]

[1202]

[1203]

ZIHSd 10-2014-0017748

EF0EMAoN(0.20L) & AG3tel AN el 6291 HARom FAW PO Y] HEHOR TAHE EA
o N-(4-ZF 0 2R -2-[3-(6-FF 0 2-UhE B -2-0))-2- (4-3] 2] ¥4~ Q-3 9] 2} 1-1-91)-3, 4-tho] o] = -
A}EU-4-2]-olA Eofrio] = 53T

Z: 14.4mg, 12%, Mass(VHH): 602

1HNMR(400MHz, CDC13) 8.21(d, 2H), 7.95-7.20(m, 14H), 6.75(d, 2H), 5.14(m, 1H), 4.30(m, 2H), 3.57(br,
4H), 3.23(br, 4H), 2.81(m, 1H), 2.45(m, 1H)

R

A 163, (Al 619 A7 W)

[3 (6-FF=2-vxgddl-2-4)-2-(4-9 g d-4-L-I 7| 2} X1 -1-¥4 ) -3, 4-t}o] g}o] = 2 -F U} Z A -4~ [-N-(4-¥]
WA )-of A Eo}nlo] = (2-[3-(6-f luoro—naphthalene-2-y1)-2-(4-pyridine-4-yl-piperazine-1-yl)-3,4-
dihydro—quinazoline-4-y1]-N-(4-methyl-benzyl)-acetamide) ¢ ¥4

[2-(4-okAE-v) A 2}X1-1-)-3-m}o| A d-4-U-3 4-tfo]sto] = 2-FpE 4= |-oHAE b w = o] 2 (o] ~F
FAHA 17) 2 4-FF o2l detdl il [3-(6-FEFL2-Y2gd-2-9)-2-(4-F g d-4-Ld-F 7| 2} -1-Y )-3, 4~
tholslol E2-FAUZEA-4-d|-olA B M= wEe| 2~E (o 28 A 70 AAld 33) (107mg, 0.2lmmole)d} 4-
MEMAR0.2m0) & AHgel Aol 625k AAHow FAR Yo o] HHom EANE EA 2
3-(6-EF e m-Uzedl-2-9)-2-(4-9 g -4-d -9 F e} x]-1-Y ) -3, 4-to] sto| = =-F|hE 7 -4-A | -N-(4-H &

—14)-obA Ectulo] £ f5aelt,

—

2% 13.0mg, 10%, Mass(M+H): 599

1HNMR(400MHz, CDC13) 8.21(d, 2H), 7.65-6.90(m, 15H), 6.58(d, 2H), 5.14(m, 1H), 4.30(m, 2H), 3.57(br,
4H), 3.23(br, 4H), 2.81(m, 1H), 2.58(m, 1H), 2.45(s, 3H)

NJL“ “ i
= \l N S
= N/ N/\

L

A 154, (Aol 629 AT W)

N-wld-2-[2-[4-(2-Tfo] W o}m] o &) -F] | 2} X1 -1- Y | -3-(4 ' -EF 2 2-vlo] 7 d-4-Y ) -3,4-T} o] 50| = 2 -]
UZEe-4-d]-o}A| Eo}nto] = (N-benzyl-2-[2-[4-(2-dimethylamino—ethyl )—piperazine-1-y1]-3-(4'-f luoro-
biphenyl-4-y1)-3,4-dihydro—-quinazoline-4-yl]-acetamide) ] %4

[2-(4-obA -3 o 2} 21 -1-% ) -3-v}ol | d-4- -3 4-T}o| sto]| =2 -F U} Z e -4-Ad |-ol E  4F s ol 2~E] (o] 2~ F]
A 17) F 4-ZF 2l dolnl tfal [2-[4-(2-tho] " oln o ' )-F] H 2} -1-Y | -3- (4 - & F 2. 2 -v}o] 7
d-4-9)-3,4-t}olslo| E2-FUZ -4~ |-l E AN = weHof| =~E] (o] =E] F7HA| 20 Aol 28) (95mg,
0.179mmole) & WM Ao} (0.2mL)S AF&&Fe] AAlo] 629 AAH o7 FAd whiow al7] 3384 ‘P_E M]QL
FAS] N-wA—-2-[2-[4-(2-tfo] | Eofu] -0 &) -3 H| 2} 1 -1- | -3-(4 ' -EF 2 2-vlo] 7 d-4-
C2-FAUEU-4-d]-otH Ectrfo] =5 53191 T

28 82.0mg, 76%, Mass(MHH)': 605

1HNMR(400MHz, CDC13) 7.49(m, 2H), 7.41(d, 2H), 7.28(m, 5H), 7.20(m, 3H), 7.12(m, 3H), 6.98(m, 2H),
6.73(br, 1H), 5.27(m, 1H), 4.50(m, 2H), 3.30(br, 4H), 2.58(m, 1H), 2.50(br, 1H), 2.44(m, 1H), 2.35(s,
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[1204]
[1205]

[1206]

[1207]

[1208]

[1209]

[1210]
[1211]

[1212]

[1213]

[1214]

[1215]

[1216]
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4H), 2.22(s, 6H), 2.16(br, 3H)

AAe] 155, (HA]el 629 SUF WR)

-[4-(2-tol v Eo}r| o &) -] H| 2} 71 -1-d | -3-(4 ' -EF 2 2-vlo| H d-4-YU)-3,4-T}o| slo| =2 -F| &7~
4—°‘] N-(4-ZF 2 Z2-wll A )-o}x Eo}ulo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-yl]-3-(4'-fluoro-
biphenyl-4-y1)-3,4-dihydro-quinazol ine-4-y1]-N-(4-f luoro-benzyl )-acetamide) 2] 43

[2-(4-oFA -3 #| 2} R -1-2 ) -3-1}o] 3| d-4-U -3 4-T}o|eto]| =2 -} Z A -4-A |-ol E AL w o] 2] (o] 2~ F]
SAHA 17) 2 4-ZFF ezl donl thal [2-[4-(2-Tho]w " obn o '] ) -] H 2p il -1-Y | -3- (4 ' - & F 2. 2 -u}o] 7
d-4-9)-3 4-tholsto| mm-F - -4-Y ] —O}Aﬂ‘ﬂ%“f\]t Hdo] 28 (=8 F3A 20 AAld 28) (101mg,
0.19mmole) 7} 4-FF L 2WlF ol (0.2nL) & AFE3te] Ao 629 AFH oz FA3 Wgor d7] Feroz
FAEE A9 2-[2-[4-(2-Tro] v & opn) te-of & ) -] H 2} 1 -1-D | -3- (4 ' -ZF Q. 2-ulo] 6 d-4-Y )-3,4-t} 0] 3}
o= Z-FEU-4-A|-N-(4-ZF 2 Z-HA)-olA| Eclnjo| =2 5313t}

%8 60.5mg, 51%, Mass(MHH)': 623

1HANMR(400MHz, CDC13) 7.49(m, 2H), 7.41(d, 2H), 7.30-7.20(m, 5H), 7.11(m, 3H), 7.10(br, 1H), 6.96(m,
4H), 5.24(m, 1H), 4.43(m, 2H), 3.30(br, 4H), 2.76(br, 4H), 2.58(m, 1H), 2.40(m, 1H), 2.36(s, 4H),
2.22(s, 6H)

A 156, (Aol 629 A7 W)

-[4-(2-tolvEolu] - &) - H 1 -1-Y |-3-(4' -EF- 2 Z-vlo|Hd-4-Y)-3 ,4-T}o| s}o| =2 -F| & -
4-A 1-N-(4-H El-wl 2 )-o} A Eo}mlo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-(4'-f luoro—
biphenyl-4-y1)-3,4-dihydro—quinazoline-4-y1]-N-(4-methyl-benzyl)-acetamide) ] &4

[2-(4-oh 4] &3] o 2}21-1- )-3- o] o -4~ -3, 4-Tho] o] = Z-F L} ER-4-2|-obA = Ab H]Ro] 2E] (o] 2]
FA 17) 2 4-EFeRMEc A [2-[4-(2-thol v Hopv] re-o 8)-3] A b 1-1-9 | -3-(4'-EF- 9. 2] 7]
d-4-90)-3,4-thol Sho| E2-F U} ET-4-A|-obAE A = oL 28] (o] 2E] F7A

2. 2Ald 28) (100mg,
0.188mmole) ¥} 4-wE Ao} (0.2mL) S AFE-3le] A A 629} Ao g Fdsl WHo g 3Fly] stekror F
S 2-ulo]¥|d-4-9)-3,4-t}o] 5lo]

AE= w2 2-[2-[4-(2-vpolm Eobr] el ') - o] 2h - 1- 2 | -3-(4 ' - &7
=2 UEE-4-2 |-N-(4-H € -8l &) -0} Eolrjo]| =2 E51qlt).

S8 84.1mg, 72%, Mass(MHD) : 618

1HNMR(400MHz, CDC13) 7.50(m, 2H), 7.41(d, 2H), 7.25-7.10(m, 10H), 6.99-6.93(m, 2H), 5.27(m, 1H),
4.46(m, 2H), 3.31(br, 4H), 2.56(m, 1H), 2.30(m, 5H), 2.23(s, 6H), 2.16(br, 4H)
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[1217]

[1218]

[1219]

[1220]

[1221]

[1222]
[1223]

[1224]

[1225]

[1226]

[1227]

[1228]
[1229]

[1230]

[1231]
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Ao 157. (HA]o] 629 FL3 TH)

N-l-2-[3-(4'-&F 2 2-vlo] A d-4-)-2-(4-9] 2] -4~ 9] # &} 1 -1-9) -3, 4-Tho] Bfo] E=-F &1 -4- ]
—o}A Eo}lulo] = (N-benzyl-2-[3-(4'-f luoro-biphenyl-4-yl)-2-(4-pyridine-4-yl-piperazine-1-yl)-3,4-
dihydro-quinazoline-4-yl]-acetamide) ¢ ¥4

[2-(4-0} Al -] # 2} 11-1-9) )-3-nho] | d-4-2 -3, 4-Tho] So] =2~ U EA-4-A -0l A E A |l 2] (ol 22F]
A 17) B 4-EFeRdenl Al [3-(4'-EF e 2-vtolH d-4-d)-2-(4- 9] F P -4-d - T H| 2 - 1- ) -
3,4-thol o] E A Y EA-4-A |-op A A A = wdo] ~E (o] 2E FZHA 41 A6l 30) (102mg, 0.19mmole)
jﬂr ‘%’ﬂ;é]o]"?l(o 2mL)9~ /\].B_g}oq /\l/\] ] 629]' N7J7<—1 o7 5018]- uc}tﬂ o7 5}7] ﬂa}x]oi ,_L}\] ]‘— Xﬂ,] N-
A2 [3-(4'-EF 2 Z-who] o d-4-2)-2-(4-3] 2] 942 -] 9| 71 -1-9)-3, 4-Tho] sfo] = 2-F E R4 |-

opHEofulo| =8 45331
8 56.2mg, 48%, Mass(MHD)': 611

1HNMR(400MHz, CDC13) 8.13(d, 2H), 7.33-7.15(m, 11H), 7.10-6.93(m, 8H), 6.80(d, 2H) 5.13(m, 1H),
4.30(m, 2H), 3.70-3.50(br, 4H), 3.47-3.20(m, 4H), 2.71(m, 1H), 2.35(m, 1H)

=

AA e 158. (HAld 629 A HH)

N-(4-EF 2 2-13)-2-[3-(4'-EF L =-vlo] 9 d-4-)-2-(4-F 2| d-4-G -7 7| 2} 7 -1-Y ) -3, 4-T}o] Sl o = =2 -
AUE-4- ]-o}A] Eobupo] = (N-(4-f luoro-benzyl)-2-[3-(4' ~f luoro-biphenyl-4-y1)-2-(4-pyridine-4-y1-
piperazine-1-y1)-3,4-dihydro—-quinazoline-4-yl]-acetamide) 9] %4

[2-(4-otAE-T 271 -1-Y)-3-Hlo] #H d-4-Y -3, 4-T}o] slo| E2-FUEF - -4-H |- E 4F wEo] ~E] (e 2H
A 17) 2 4-EFEWAHT Al [3-(4'-FEF Bt Hd-4-¢)-2-(4-F gl I -4-d -7 7| 2R -1- ) -
3.4-troldho] = 2-F £ -4-A |-obA g A = ol 2E] (o] FhAl 4: AAe] 30) (105mg, 0.196mmol
)T 4-ZF2 o ZulAo(0.2mL) S AF&3le] AAo 629 AAHoT £33t WHo T 3}y] 3t or FAE
v FAY N-U-EFE-E)-2-[3-(4' -FF 2 2-vleo] g d-4-9 ) -2-(4-Y] 2] D -4-L -] H 2} -1-Y ) -3, 4-T} o]
Bhol = 2 hEA-4-2 |-opH Eojrtol =& 53}olnt,

2% 61.0mg, 50%, Mass(M+H): 629

1HNMR(400MHz, CDC13) 8.13(d, 2H), 7.75-7.30(m, 10H), 7.20-7.01(m, 8H), 6..83(d, 2H) 5.17(m, 1H),
4.23(m, 2H), 3.70-3.50(br, 4H), 3.47-3.20(m, 4H), 2.71(m, 1H), 2.35(m, 1H)

(GPN
G
Ao 159. (HA]el 629 SUF WR)

N-(4-E22-142)-2-[3-(4' -ZEF 2 2-vfo] v d-4-Y)-2-(4-T g D -4-L-F 7| 2} X1 -1-Y ) -3, 4-t} o] elo] == -
U= -4-Yd ]-o}A| Eolmfo] =(N-(4-chloro-benzyl)-2-[3-(4'-f luoro-biphenyl-4-y1)-2-(4-pyridine-4-y1-
piperazine-1-yl)-3,4-dihydro—quinazoline-4-yl]-acetamide) 9] A

[2-(4-obA & -3 ¥ 2}x1-1-2)-3-v}o] o -4~ -3, 4-t}o| slo] = 2-F| £ W -4-A -0l E A v eol 28 (o 2
FHA 17 B A-EFe Rl il [3-(4'-FF Q 2-vbe]dd-4-)-2-(4-F g -4~ -3 A 2h Rl -1-) -
3.4-tpolato| Er-FAE A -4-d |-t IA = -l 2E (28 FIHA 4: AAle] 30) (101mg, 0.188mmol
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[1232]

[1233]

[1234]
[1235]

[1236]

[1237]

[1238]

[1239]

[1240]
[1241]

[1242]

[1243]

[1244]

[1245]
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©)3} 4-ZREWAI(0.21L) & AHEStel LA 6291 AAHOE FAF PHOR ] Ao EAE
FAC] N-(4-F22-ilH)-2-[3-(4'-ZF L =-vtol # d-4-)-2-(4-¥] g D -4- L -9 7| &} 3] -1- ) -3, 4-t}o] =
2-FUEA-4-]-o Eojrlol = & S5t

Z8: 52.1mg, 43%, Mass(MHH)': 645

1HNMR(400MHz, CDC13) 8.11(d, 2H), 7.65-7.30(m, 10H), 7.18-6.98(m, 8H), 6..83(d, 2H) 5.17(m, 1H),
4.25(m, 2H), 3.70-3.50(br, 4H), 3.47-3.20(m, 4H), 2.71(m, 1H), 2.35(m, 1H)

F

Q”Hf\

&

=

S

A 160. (Aol 629 AT W)

2-[3-(4'-EF 2 2-vlo]d d-4- ) -2-(4-T] 2| d-4-L - F| 2} 1 - 1-Y ) -3, 4-T} o] g} o| = 2-F L} E U -4-Y |-N-(4~
e -l 2 )-o}A Eolulo] = (2-[3-(4'-f luoro-biphenyl-4-yl)-2-(4-pyridine-4-yl-piperazine-1-yl1)-3,4-
dihydro—quinazoline-4-y1]-N-(4-methyl-benzyl)-acetamide)?] A

[2-(4-0bA 8- 5 24 1-1-)-3- o] ] d-4-0-3, 4-thol o] = 2- B4~ ]-obAE A v Do 28] (of -]
FA 17) % 4-EFoEWAckH YA [3-(4-EF6 2-who] | d-4-2)-2-(4-3] 2] ¥-4- -3 o e} 1-2)) -
3, 4-tolstol ER2-FAYEd-4-d]-otA g A = W 2~E (o 2=E FIHA 40 A4 30) (100mg, 0.186mmol
e)3} 4-vlE Ao (0.210) & gl WAl 6291 MAHoE FAR PO 3] HIHow EAHE ®
A 2-[3-(4'-FF-9 2-who] ] d-4-2))-2-(4-3] 2] ¥-4- -3 o 2} 1-1-91)-3, 4-Tho] o] = 27 L} A-4-2 | -N-
(4-T8-18)-obA Eofvie] = & 5319,

Z8: 56.2mg, 48%, Mass(MHH)': 625

1HNMR(400MHz, CDC13) 8.11(d, 2H), 7.35-7.15(m, 10H), 7.10-6.90(m, 8H), 6.81(d, 2H) 5.15(m, 1H),
4.25(m, 2H), 3.70-3.50(br, 4H), 3.47-3.20(m, 4H), 2.60(m, 1H), 2.37(m, 1H) , 2.30(s, 3H)

ﬁ&lﬂ
\@

AAe] 161. (DAl 33} A7 )

N-wld-2-[2-[4-(3-Tfo W o}m| -2 2 38 ) -3 | 2} 31 -1- L | -3-(4 ' -ZF L Z-vlo] 7 d-4-¢ )-3  4-T}o] 3l o] ==~
FAYEH-4-A]-oFH Eo}rlo] =(N-benzyl-2-[2-[4-(3-dimethylamino-propyl)-piperazine-1-yl]-3-(4'-f luoro-
biphenyl-4-y1)-3,4-dihydro—-quinazoline-4-yl]-acetamide) ] %4

[2-(4-o} Al B-3 | 2171~ 1-9)-3- o] 9 d-4-21-3, 4-Thol o] = 2-ALHER-4-|-opH = 4L B o] 2] (o] 2]
FAA 17) 8 4-FF WAk A [2-[4-(-thol M Bobr] x-S 2 8)-3] b 21-1-9 ] -3-(4' - H 7 2. 2 v o]
1%—4—%‘)—3,4—3}01oFO]Ei—ﬂUr%Fd—zl—%‘]—ovﬂE‘°“A1C Mgl 28 (o 28 F70A 30 AAd] 29) (10Ing,
0.186mmole) st WMokl (0.20L) & AHgake] Aol 629 AAH o TAR o ) e on BAHE
EAS] N-A-2-[2-[4-(3-Tho] o Do}v] 132 2 8)-3] 9 2} 21-1-9 | -3-(4' - B2 2 vho] 9 D -4-41)-3, 4-Tho] 3}
o= 23} e-4-2-ohi| Eofrlol = & F5aglnh,

H,

Yields: 46.8mg, 41%, Mass(M+H) : 619

1HNMR(400MHz, CDCI3) 7.70-7.25(m, 9H), 7.20-7.06(m, 6H), 6.90(m, 2H), 5.14(m, 1H), 4.23(m, 2H),
3.49(br, 4H), 2.78(m, 1H), 2.51(m, 1H), 2.39(m, 6H), 2.20(s, 6H),1.75(m, 2H)
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[1246]
[1247]

[1248]

[1249]

[1250]

[1251]

[1252]
[1253]

[1254]

[1255]

[1256]
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@E;fil?" |

o

Ao 162. (2ol 629 SUF WR)

-[4-(3-tolvEo}r| -2 2 3) -3 H| 2} 3 -1-Y | -3-(4' -EF 2 Z-1lo] 7 d-4-U)-3,4-T}o] sfo| =2 -F L} & 7
—4-L]-N-(4-ZF 2 2-HF)-o} A Eolnfo] = (2-[2-[4-(3-dimethylamino-propyl )-piperazine-1-y1]-3-(4'-
fluoro-biphenyl-4-y1)-3,4-dihydro—quinazol ine-4-y1]-N-(4-f luoro-benzyl)-acetamide) 2] ¥4

[2-(4-otA -3 7| 2} 21 -1-% ) -3-w}o] o d-4-% -3 4-T}o] o] =2 -FpE R -4-U |-ol E 4F w" o] 22E] (o 2~ F]
SAHA 17) 2 4-EF e 2l dolnl thal [2-[4-(3-Trolu|Eolm] 1e-2 2 ) -3 #f| e} 3 -1-A | -3-(4' - & F L. & -1}o]
14—4—%)—3,4—E}°10}01Ei—%%é%%—%]—ow‘ﬂ%ﬂ& W 28 (2 F7HA 30 AAd 29) (103mg,
0.189mmole) #} 4-ZF =W AII(0.2nl) = AHE3lo] Ao 629} AAAO0RZ FUS YRR 37| g}ehr o
2 BEAEE BA 2-[2-[4-(3-thelHEolr] -2 2 ) -T] H 2} -1-d ]-3- (4 -F F . Z-vlo] H d-4-%)-3,4-t}
olgto| E2-AUEHU-4-U|-N-(4-ZF 2 Z-HZ2)-o}x Eclulo| =5 535t}

E_

80 41.0mg, 34%. Mass(M+H)': 637

1HNMR(400MHz, (CDC13) 8.00-7.22(m, 8H), 7.20-7.06(m, 6H), 6.91(m, 2H), 5.15(m, 1H), 4.23(m, 2H),
3.49(br, 4H), 2.78(m, 1H), 2.51(m, 1H), 2.38(m, 6H), 2.20 (s, 6H),1.77(m, 2H)

X

O/mr

AAle] 163, (HA]el] 629 SULF R

N-(4-Z 2 2-94)-2-[2-[4-(3-ttol W o] -2 2 ) -7 | 2} 71 -1- | -3-(4' -FF 2 2 -vlo| 7 d-4-< )-3,4-T}
o) gto] = &2~ ‘/lré"%]—ll—‘?:l]—ol-/‘ﬂEO]-U}O] = (N-(4-chloro-benzyl)-2-[2-[4-(3-dimethylamino—propyl)-
piperazine-1-yl]-3-(4'-fluoro-biphenyl-4-y1)-3,4-dihydro-quinazol ine-4-yl]-acetamide) 2] &4

[2—(4—0%&1%—%@1 -91)-3-ulol#| d-4-9-3 4-t}o|slo] R -FpEH-4-A |-ol A E AF w” o] 2E] (o 2~ F]
SAHA 17) 2 4-EFezddolnl thal [2-[4-(3-Trolu|Eolm] 1o -32 2 ) -3 o] e} 3 -1- | -3-(4' - & F 2. & -1}o]
511%4—4—%)—3,4—D}°1o}°1~ —ﬂ%ﬁﬂ—zl—%]—owl‘ﬂwlz o 28 (=B FHA 30 AAl 29) (98mg,
0.180mmole) @} 4-SZ 2 AolRI(0.2mL) S ARS8l AAlo] 629 HAHoz FAg WP 3dl7] gehro
FAEE BAY N-(4-F22-1A)-2-[2-[4-3-Tfe| W g otn| -2 2 1) -v) 7 2} -1-Y ] -3-(4 ' -ZF 2 Z-n}o] |
d-4-9)-3 4-tfo]sto| ER-F LA 4-d -0l Eclulo] =5 F53}51T}.

%8 33.5mg, 29%, Mass(M+H)': 653

1HNMR(400MHz, CDC13) 7.99-7.25(m, 8H), 7.20-7.06(m, 6H), 6.87(m, 2H), 5.13(m, 1H), 4.23(m, 2H),
3.49(br, 4H), 2.78(m, 1H), 2.51(m, 1H), 2.38(m, 6H), 2.21(s, 6H),1.78(m, 2H)
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[1258]
[1259]

[1260]

[1261]

[1262]

[1263]

[1264]
[1265]

[1266]

[1267]

[1268]

[1269]

[1270]
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o & E
l/-\J/\N L | =
o al =
S

Ao 164, (HA]el 629 SUF UR)

-[4-(3-tfol v o}r]| -2 2 1] )-T] ¥ ]E‘rx -1-¥]-3-(4'-FEF 2 2-vto|H d-4-Y)-3,4-T}o|slo| =2~ EH
—4-A]-N-(4-m&-wl & )-o} x| Eo}nlo] = (2-[2-[4-(3-dimethylamino—propyl )-piperazine-1-y1l]-3-(4'-fluoro-
biphenyl-4-yl )—3,4—d1hydro—quinazol1ne—4—y ]-N-(4-methyl-benzyl)-acetamide) 2] A

[2-(4-olME - 5 g3 -1-U)-3-v}o] H d-4-U-3  4-t}o| SPo| =2 -F Y ZU-4-A |-l E  2F wEHo] ~F (] ~H
A1) H A-EFFe el tiAl [2-[4-(3-vholH Hobu) -2 2 ) -v] o 2p-1- 9 ] -3-(4' -5 F 2. 2w
7 d-4-9)-3, 4—@010}01Ei—%»}%ﬂ—zx—%]—ovﬂaoﬂﬂt Hdo| 28 (o] 2~E F7HA 30 A 29) (102mg,
0.188mmole) ¥} 4-wewl @ o}l (0.2mL)& AR&3le] AAle] 62¢F Ao FAds whHoR 7] Fefaor F
e A 2-[2-[4-(-rolvdobr| - 23 - 9] A 2p1-1-2 | -3-(4' -5 F- 2. 2-vfo] 7 d-4-2) -3, 4-T}e] &}
Ol E2-FAUEU-4-L|-N-(4-v&-dld)-o}A| Eolufo]| =& 535150},

E_

S8 54.%mg, 46%, Mass(MHH)': 633

1HNMR(400MHz, CDC13) 7.75-7.30(m, 8H), 7.25-7.10(m, 6H), 6.95(m, 2H), 5.15(m, 1H), 4.23(m, 2H),
3.50(br, 4H), 2.85(m, 1H), 2.50(m, 1H), 2.39(m, 6H), 2.32(s, 3H), 2.21(s, 6H),1.80(m, 2H)

\

Ny

A 165. (Aol 629 AT W)

N-wld-2-[2-(4-F Hd-4-d-F H &2-1-9)-3-(5,6,7,8-E| Eg}slo] =2 -1p 2 gl -2-¢ )-3,4-T} o] gfo] 2 -]
L%%%?i—4—?£ —o}A| Eo}uto] = (N-benzyl-2-[2-(4-pyridine-4-yl-piperazine-1-yl)-3-(5,6,7,8-tetrahydro—
naphthalene-2-y1)-3,4-dihydro—quinazoline-4-yl]-acetamide) ] %4

[2-(4-obA E-3 ol 2 -1- ) -3 o] 8 d-4- =3, 4-Tho] o] - EA-4-Q] o= 4F s B (o] 2 E]
FA) 17) R 4-ZReadelnl tal [2-(4-5) ) ¥l-4-2-5] 9 2 1-1-90)-3-(5,6,7 8- Eetso| = 21} e
d-2-91)-3 4-tpolsto| E2-F SRl -4-A oA E A= wE o 2F (o] ~E FIHA| 341 AAle] 60) (100mg,
0.20mmole) MAOFI(0.20L) & Aol Arle] 625 AAHoz AL WHoR Y] FEom EAHE
A o] N-11 8 -2-[2-(4-7] 2] -4~ -5 ) 2} 0-1-2)-3-(5,6,7, 8-F] E ko] = R-1h T ehal-2-91)-3, 4-Tho] 5o =
2-AER-4-2|-obA Eofrlol = & F5 a5,

2% 35.4mg, 31%, Mass(+H) ' : 571

1HNMR(400MHz, CDC13) 8.22(m, 2H), 7.91-7.16(m, 8H,), 6.99-6.84(m, 4H), 6.48(m, 2H), 5.22(m, 1H),
4.60(m, 1H), 4.38(m, 1H), 3.35(br, 4H), 2.97(br, 4H), 2.69(br, 4H), 2.60(m, 1H), 2.45(m, 1H), 1.76(m,
4H)

(o]
O, 00
s /J\.

e
K/NM/Q‘Q\

~=N
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[1271]

[1272]

[1273]

[1274]

[1275]

[1276]
[1277]

[1278]

[1279]

[1280]

[1281]

[1282]
[1283]

[1284]

[1285]
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AAe] 166. (HA]el 6291 LT W)

N-(4-ZF 2 2-14)-2-[2-(4-9] g I -4-L-9] # 2} -1-9)-3-(5,6,7,8-H| Eg}slo| =2~ 2 &3ll-2-U) -3, 4-T}
olgto| = Z-FL}E - -4-Y |-o} A Eolufo] = (N-(4-f luoro-benzyl )-2-[2-(4-pyridine-4-yl-piperazine-1-y1)-3-
(5,6,7,8-tetrahydro—naphthalene-2-yl1)-3,4-dihydro-quinazoline-4-yl]-acetamdie) ] 34

[2-(4-otA -9 7| 2} 21 -1-% ) -3-n}o] o d-4-% -3, 4-T}o] o] =2 -F}pE R -4-U |-ol | E 4F w" o] 22E] (o 2~ F]
A 17) 9 4-ZFeEw el Uil [2-(4-¥ g d-4-d-9 Hf| 2 -1-U)-3-(5,6,7,8-H EZ sl o| =21} 2 e
d-2-90)-3 4-thosto| ER-FAUE-4-A |-opAE A= vEl o 2F (o] 2=E FIHA] 34 AAle] 60) (97mg,
0.196mmole) ¥} 4-Z5 0 2l Aolvl(0.20L) S AHE3te]l AAe] 629} AAH o7 T wHor 7] sshao
2 ®AEE 1A N-(4-EF e 2-wld)-2-[2-(4-9] g d-4-L -9 A 2h-1-9)-3-(5,6,7, 8-F| Eg}slo] == -1}
gal-2-91)-3, 4-tfo] o] ER-FpE - -4-d |-opA| Eofulo] =& 538190}

& 60.8ng, 53%, Mass(M+H)': 589

1HNMR(400MHz, CDC13) 8.33(s, 1H), 8.26(m, 2H), 7.76(m, 2H), 7.29-6.78(m, 10H,), 6.42(m, 2H), 5.15(m,
1H), 4.52(m, 1H), 4.30(m, 1H), 3.29(br, 4H), 2.97(br, 4H), 2.65(br, 4H), 2.35(m, 1H), 1.72(m, 5H)

feso¥ee

Ao 167. (Aol 629 SULF WR)

N-(4-m & -l d)-2-[2-(4-3] 2| d-4-L -3 o] 2} 2 -1-)-3-(5,6,7,8-E| E&}slo] 2~} L ehall-2-Y ) -3, 4-T}o| &}
o= g-FAZFe-4-A]-o}A Eo}nlo] =(N-(4-methyl-benzyl)-2-[2-(4-pyridine-4-yl-piperazine-1-yl)-3-
(5,6,7,8-tetrahydro—naphthalene-2-yl1)-3,4-dihydro-quinazol ine-4-yl]-acetamide) ] 34

[2-(4-ot M E-F A gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] sl o| E2-FF-4-]-o}AE 4 wE ol ~E] (o] 2F
FA 17) 2 4-FFozwlFelvl Al [2-(4-F 2 d-4-d -3 ¥ g1 -1-9)-3-(5,6,7,8-H| EE}3lo| =21}z et
A-2-Y)-3,4-tpolsto| ER2-FAUZA-4-A |-o}H B A= wE o ~F (o 2~F F3HA| 34: Al 60) (101mg,
0.20mmole) 7 4-wl M Ao}lnl(0.2mL) S AHE3led AAle] 629} HAAoZ FU WHoR 317] oz ®

A= A 9
N-(4-H & - ) -2-[2-(4-3] 2] e -4-L -3 A 2} 7 -1-2 )-3-(5,6,7, 8- E&}slo| = 2 -1} et el -2-2 ) -3 4-T} o] 5}
o|l=2-FUZEH-4-d]-olH Eojufo] =5 F=5&T}

S8 30.2mg, 26%, Mass(MHH)': 585

1HNMR(400MHz, CDC13) 8.23(m, 2H), 7.79-7.65(m, 1H,), 7.40-6.83(m, 10H), 6.45(m, 2H), 5.22(m, 1H),
4.58(m, 1H), 4.34(m, 1H), 3.35(br, 4H), 2.96(br, 4H), 2.70(br, 4H), 2.59(m, 1H), 2.47(m, 1H), 2.35(m,
3H), 1.76(m, 4H)

o
L sk 2k
NN
L\/N\E:j;

A 168. (Al 629 A7 W)

N-wld-2-[2-[4-(2-TFo] W o}m] ie-of &) -F] 7| 2} X1 -1-Y | -3-(5,6, 7, 8-EH E&}3o] =2 -2 & all-2-9 ) -3, 4-T} 0]
o] = 2-FAUEH-4-d ]-olA| Eofulo] = (N-benzyl-2-[2-[4-(2-dimethylamino-ethyl)-piperazine-1-y1]-3-
(5,6,7,8-tetrahydro-naphthalene-2-yl1)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] A

[2-(4-obA -3 A 2}X1-1-)-3-m}o] A d-4-U-3, 4-tfo]sto| E2-FUE " -4-d |-oHAE b w= o] 2 (o] ~H
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[1286]

[1287]

[1288]
[1289]

[1290]

[1291]

[1292]

[1293]

[1294]
[1295]

[1296]

[1297]

ZIHSd 10-2014-0017748

SHA 17) 2 4-ZF o =zwldolyl Al [2-(4-3] g d-4-L-T ¥ e} x-1-9)-3-(5,6,7,8-E| ET}3lo| =2 -} EF
2-2-21)-3, 4-tholafo] E2- A EA-4-2 -obAE A vE ol 2E (ol2E F7HA 330 AAG 59) (104ng,
]

0.2lmmole) ¥} WA RI(0.2mL)& AF&3Fe] Al 629 AAAow FUdg o g 37| Fsror FAE=
FAL N-wlE-2-[2-[4-(2-Tho] W D obr| -0l ) -] | 2431 -1-9 ]-3-(5,6,7, 8-H Ed}ao m 2 -vp sz ekl -2-91 ) -

3,4-tholeho] E2-HAUEA-4-]-oh A Eotrlo| =8 F5alole.
2% 68.4mg, 58%, Mass(M+H)': 565

1HNMR(400MHz, CDC13) 7.35-7.20(m, 5H,), 6.92-6.68(m, 7H), 5.19-5.05(m, 1H), 4.47-4.40(m, 2H), 3.50(br,
6H), 2.68(br, 4H), 2.39(br, 4H), 2.28-2.20(m, 10H), 1.76(m, 4H)

O/” I

k/N\/\ i

AAlef 169. (HA]e] 629 LF W

O+

W)

~[4-(2-thol vl Fob ] vemol &) - o 2 1-1-21]-3-(5,6, 7, 8- Hl E2hel o] £ 21} 923, 4-thol sfo| .
-AUEH-4-L]-N-(4-ZF 2 2-H14)-o}A| Eolufo] = (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-
(5,6,7,8-tetrahydro—naphthalene-2-yl1)-3,4-dihydro—quinazol ine-4-y1]-N-(4-f luoro-benzyl )-acetamide) |
SFA]

H O

[2-(4-otA -3 A 2}X]-1-)-3-m}o] A d-4-U-3, 4-tfo]sto| E2-FE 4= |-oHAE b w= o] 2 (o] ~H
T4A 17) 2 d-EFezdderl gl [2-(4-9) 2l d-4-A- 9] 2] -1-2)-3-(5,6,7, 8-E| EF}sto| =2 e
d-2-90)-3, 4-tolsto| ER2-FUER-4-A |-opA g A= wE o aE (ol AE F3HA 330 AAldl 59) (100mg,
0.20mmole) ¥ 4-EFQ 2l olRI(0.2nL)& AHEsto]l AAlo 629} HEHor AT WHPow §17] 3o w
FAE = A0 2-[2-[4-(2-tel " ofr] - &) -9 A 2431 -1-L 1-3-(5,6,7,8-H Eg}sto] =2 -t hdll-2-d ) -
3 d-tholsto| E2-AUEAA-LN-(4-ZF 22l d)-opA| Eofrlol =5 =533 T}

Z8: 74.2mg, 64%, Mass(MHH): 583

1HNMR(400MHz, CDC13) 7.79(m, 1H), 7.21-6.68(m, 10H,), 5.19-5.05(m, 1H), 4.46-4.33(m, 2H), 3.50(br,
6H), 2.82(m, 2H), 2.68(br, 6H), 2.54(m, 1H), 2.39(br, 4H), 2.28-2.20(m, 5H), 1.76(m, 4H)

Ao 170. (HA]el 629 SULF R

-[4-(2-TFol W Do} o & ) -3 | 2} X1 -1-Y ]-3-(5,6, 7, 8-E| Eg}efo] = 2 -1} ST ekl -2-2 )-3 4-T}o]slo] =&
A=A -4-A |-N-(4-m -l & ) -o}A| Eo}rto] = (2-[2-[4-(2-dimethylamino-ethyl)-piperazine-1-y1]-3-
(5,6,7,8-tetrahydro—naphthalene-2-yl1)-3,4-dihydro—quianzol ine-4-y1]-N-(4-methyl-benzyl )-acetamide) ]
A

[2-(4-ot A E-F A gx1-1-Y ) -3-rfo| | d-4-Y -3, 4-T}o] sl o| E2-FEFA-4-A|-o}AE 4 v & ol ~E] (o] 2F
A 17) 9 4-ZFo2widolul tiAl [2-(4-3 8 d-4-d-9) #H| g} -1-2)-3-(5,6,7,8-H Eg}slo| =21}z &
A-2-Y)-3,4-tfolsto| ER2-FAUZA-4-U |-o}H B A= wE o ~F (o 2~F F3HA| 33: Al 59) (101mg,
0.20mmole) ¥} 4-wlulAoldl(0.2nL)S AFE3te] Arjd 629} AFAHoz FU3 WHoz 317 oz ®
AE= AL 2-[2-[4-(2-tol v opw] o & ) -3 H el -1-2 ] -3-(5,6,7, 8-E| Eg}sfo] = 2 - e ll-2-9d )~
3,4-tholstol =2 -} E A -4-U |-N-(4-m -l & )-o} x| Eojulo| =& =533}, |
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[1298]

[1299]

[1300]

[1301]

[1302]

[1303]

[1304]

[1305]

[1306]
[1307]

[1308]

[1309]

[1310]

[1311]
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%8 50.3mg, 43%, Mass(MH)': 579

1HNMR(400MHz, CDC13) 7.45-7.20(m, 7H,), 7.10-6.68(m, 4H), 5.19(m, 1H), 4.47-4.40(m, 2H), 3.50(br, 6H),
2.80(m, 1H), 2.68(br, 4H), 2.39(br, 4H), 2.28-2.20(m, 15H), 1.76(m, 4H)

(0]
-

A 171, (Aol 629} SLF WR)

N-#ld-2-[2-[4-(3-T}o] W&o} m] -2 2 ) -3] | 2} 71 -1- | -3-(4-F] E 8| H-1-Y -7 d )-3,4-T}o] sfeo| = 2 -F| o}
ZH-4-d]-o}A Eoln| = (N-benzyl-2-[2-[4-(3-dimethylamino—propyl)-piperazine-1-yl]-3-(4-pyrrolidine-1-
yl-phenyl)-3,4-dihydro—quinazoline-4-yl]-acetamide) 9] A

[2-(4-ot A E-F A gx1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] slo| E2-FF-4-Y]-o}AE 4 v ol ~E] (o] 2F
FA 17) 2 4-ZF oz Aoyl thal [2-[4-(3-tho]wEoln| - 2 3) -3 ¥ g -1-d ]-3-(4-F E2 d-1-d-
#Hd)-3,4-tpolslo| = 2-FpEA-4-A]-olA g A = wWEo|AE  (olxE FZAl 310 AAd 57) (98mg,
0.189mmole) ¥} WMl Ao}Wl(0.2mL)S AF&3}e] AAld 629 AAZ o7 FU3 WHo R 31r] e or FAHE
FAY N-wld-2-[2-[4-(3-theo| ol - 2 ) -T] 7 231 -1-U ]-3-(4-F Z 2| Hd-1-U-H 4 )-3,4-T}o] slo| =2
~AUEA-4-d]-olHEctn EE 55

S8 ABmg, 40%, Mass(M+H) ' 594

1HNMR(400MHz, CDC13) 7.82(m, 1H), 7.45-7..00(m, 1OH,), 6.39(m, 2H) 5.13(m, 1H), 4.52-4.31(m, 2H),
3.50-3.20(m, 6H), 2.63(m, 4H), 2.45-2.20(m, 10H), 2.00(m, 4H), 1.60(m, 2H)

o,

Ao 172, (Aol 629 SLF IR

-[4-(3-tol W olm] -z 2 7)) -] | 2} W -1- Y |-3-(4-T] S PD-1-L-7d)-3,4-T}o] sfo| 2 -F = -4~
] N-(4-ZF 2 -l A )-o}A Eoln| = (2-[2-[4-(3-dimethylamino-propyl )-piperazine-1-y1]-3-(4-
pyrrolidine-1-yl-phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-f luoro-benzyl)-acetamide) 2] &4

[2-(4-opA -] o 2} -1-2)-3-vol # d-4-A-3 4-tfol slo| ER-F|E R 4- |-obHE b v o] 28 (o] ~H
A 17) B A-FFe Rl gl [2-[4-GB-thel Ml Eobv] - 2 ) -y s 2l - 1-d | -3-(4-¥] E 2 - 1= -
3'd)-3, 4-t}o] 0}01ﬁi—%%iﬂ—zl—“]—owlﬂO‘Wﬁ o]~ (A28 F3HAl 31 AAlel 57) (102mg,
0.197mmole) 3} 4-FFQ 2ok (0.20L) & AHE-3ke] AAe] 629 APdH o2 FY 6& o syl shebA e
2 #AEE 249 2-[2-[4-G-rolviEobr| - 2 ) -v] o 2hxl-1- | -3-(4-¥] B e 9 -1- -3l d) -3, 4-T}e] &}
o|E2-AE-4-A|N-(4-ZF L2 ) o Eolr| EE 53815

%8 S4mg, 45%, Mass(MHD) : 612

1HNMR(400MHz, CDC13) 7.40-6.98(m, 10H,), 6.39(m, 2H) 5.12(m, 1H), 4.52-4.31(m, 2H), 3.47-3.20(m, 7H),
2.59(m, 1H), 2.45-2.39(m, 4H), 2.26-2.18(m, 12H), 1.99(m, 4H), 1.60(m, 2H)
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[1312]
[1313]

[1314]

[1315]

[1316]

[1317]

[1318]
[1319]

[1320]

[1321]

[1322]

[1323]

[1324]

[1325]
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X i
oy i@
k

k/N\,/\/N\

Ao 173, (Aol 629 SLF WR)

N-(4-F 2 2-Hd)-2-[2-[4-(3-vhel M opr - 2 ) -3 | 2} -1- Y ] -3-(4-9] B 2| - 1-U -9 ) -3, 4-t}o 3}
o= g-FAFHe-4-A]-o}A Eo}u] = (N-(4-chloro-benzyl )-2-[2-[4-(3-dimethylamino—propyl )-piperazine-1-
y1]-3-(4-pyrrolidine-1-yl-phenyl)-3,4-dihydro-quinazol ine-4-yl]-acetamide) 2] &4

[2-(4-ot A E-F A 2x1-1-Y ) -3-rfo] | d-4-Y -3, 4-T}o] sl o| E2-FFA-4-L |-} E 4 v R ol ~E] (o] 2F
A 17) 2 4-FEF 2oyl gial [2-[4-(3-trolw[ ol - 2 ) -3 o] 2} -1-d | -3-(4-F g H-1-Y -
H'd)-3,4-tfo]stol = 2-F L U-4-YU ] —owa A= dElo2E (e FA 31 AAldl 57) (99mg,
0.191mmole) ¥} 4-F 22l Ao}7l(0.2nL) & AFE3] A4 629F HdHoz FAdS WHo= 317] jetao=
FAHE FAY] N-(4-2R2-13)-2-[2-[4-(3-Trel v opr| -T2 )-9] | 2p 3 -1- | -3-(4-9] E 2] d-1-< -9
d)-3,4-tho|sto| E2-FUE A -4-Y |-oA| Eolr| =5 =535},

& 67mg, 56%, Mass(M+H) : 629

1HNMR(400MHz, CDC13) 7.74-7.02(m, 10H,), 6.39(m, 2H) 5.11(m, 1H), 4.52-4.31(m, 2H), 3.47-3.20(m, 7H),
2.59(m, 1H), 2.45-2.2.39(m, 4H), 2.26-2.18(m, 12H), 1.99(m, 4H), 1.60(m, 2H)

AA Y 174, (DAl 629 FLg HH)

N-(3-S 2 2-Wl4d)-2-[2-[4-(3-TFo|mEo}n| -2 2 ) -3 H 231 -1-Y | -3-(4-F & D -1-L - d )-3,4-T}o| 5}
olEB-FAUEH-4-Y] —O}AﬂEEO}U]Ei(N—(S—chloro—benzyl)—2—[2—[4—(3—dimethy1amino—propyl)—piperazine—l—
y1]-3-(4-pyrrolidine-1-yl-phenyl)-3,4-dihydro-quinazol ine-4-yl]-acetmaide) 2] 43

[2-(4-otAE-T 271 -1-Y)-3-Hlo] #H d-4-U -3, 4-T}o] slo| E2-FUE I -4-H |- E  4F wEo] ~E] (e 2H
A 17) R 4-EFe=dldodl 4l [2-[4-(3-Trolw o -2 2 3) -3 o] 2} -1-d | -3-(4-F E g I -1-d -
#d)-3,4-tholeto| ER2-FAEZA-4-A |-t E AN = wFe| 2 (= FHA 31 Al 57) (100mg,
0.193mmole) ¥} 3-F22-#lZo}wl (0. 2mL)3 AFg3lo] AAld 629 AAH o FAI WHo R 3] Fukr]o=w
EAIEE BAY] N-(B-F22-3)-2-[2-[4-(3-ttel M olr| -2 2 3 ) - # 2} -1-H | -3-(4-T] Z2| d-1-Y -7
é%&*qﬂﬁﬂEiﬁmﬁﬁkkﬁ—@ﬂEﬁmngr*ﬁﬁq

S8 46mg, 38%, Mass(MHD) ' : 629

1HNMR(400MHz, CDC13) 7.74-6.98(m, 10H,), 6.39(m, 2H) 5.11(m, 1H), 4.52-4.31(m, 2H), 3.55-3.20(m, 7H),
2.62(m, 1H), 2.43-2.39(m, 4H), 2.26-2.18(m, 12H), 1.99(m, 4H), 1.60(m, 2H)

Ao 175, (HA]el 629} SLF WR)
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[1326]

[1327]

[1328]

[1329]

[1330]
[1331]

[1332]

[1333]

[1334]

[1335]

[1336]
[1337]

[1338]

[1339]
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2-[2-[4-(3-thelvld opm] -2 2 ) - 1] | 2} %1 -1- 9 | -3-(4-F] F e H-1-U -5 D) -3, 4-T}o] gho| = 2 - 1} E -4~
‘?:_1] -N-(4-H -7 )-o} A Eo} ] = (2-[2-[4-(3-dimethylamino—propyl )-piperazine-1-yl]-3-(4-pyrrolidine-1-
yl-phenyl)-3,4-dihydro—-quinazoline-4-y1]-N-(4-methyl-benzyl)-acetamide) 2] A

[2-(4-obAE -3 o 231 -1-% ) -3-v}ol #| d-4-U -3 4-T}o| dto| =2 -F L} -4-A |-ol E 4w ol 2~E] (o] 2~
SAHA 17) B 4-EFemdldolwl il [2-[4-(3-ttol v g on| - 2 3 -3 # e} X -1-d |-3-(4-F] E I -1-9-
¥d)-3,4-t}elsto] E2-F LA 4-d -l E AN = el ~E  (dl2H FihAl 31 AAldl 57) (104mg,
0.20mmole) 7 4-wE-HlHo}w1(0.2mL) & AM&3le] e 629 AAAOR TS YHO R 3] FfehroR F
A= 7249 2-[2-[4-(3-tfolm e ot -2 2 3) -1 | 2} 31 -1-Y | -3-(4-T FF H-1-¢-9d)-3,4-T}o] gfo] =2
~AUYEL-4-L-N-(4-HL-AH) -l EctH| =& S5},

& 63mg, 51%. Mass(M+H) : 608

1HNMR(400MHz, CDC13) 7.74-6.98(m, 10H,), 6.39(m, 2H) 5.11(m, 1H), 4.52-4.31(m, 2H), 3.55-3.20(m, 7H),
2.62(m, 1H), 2.43-2.39(m, 4H), 2.26-2.18(m, 15H), 1.99(m, 4H), 1.60(m, 2H)

Cl N D
\@Eili@
" G\/\/

AAS 176, (2Alel 629 A7 W)

S—{[4-(Wld 7t - E)-3-(4-T Egd-1-¢-Hd)-3,4-T}o|sto]| =2 -FE U -2-L | -H d-o} v . - E} = ]
AF thojdelojr = (5-{[4-(benzylcarbamoyl-methyl)-3-(4-pyrrolidine-1-yl-phenyl)-3,4-dihydro-
quinazoline-2-y1]-methyl-amino}-pentanoic acid dimethylamide)?] &4

[2-(
s
[2-[(4-TFol v & 7pnp ]
AﬂE]oﬂ;\‘Ic uﬂE]oﬂ/\H (
o 629 Ao T
d-1-¢-91d)-3,4-t}o] slo] =

4-ol A E -3 7| 2} 7 -1-2 )-3-u}o] | d-4-2] -3 4-T}o] o] R - EU-4- |-o} | E  ab v el o] 2~ E] (of 2~ F]
A 17) L 4-ZFQ 2l Aol Al
&)
B =
o

)= opv] 3= ]-3-(4-¥ E 2| d-1-L-9d)-3, 4-tfolsto| = 2-FpE - -4-d | -0}
E
=

El-

ZEA] 29t 2 Ale] 55) (101mg, 0.20mmole)? Wl o}Hl(0.2nL)S AFE-38lo] A
2 317] st o® BAIEE EA9 5-{[4-(N A7t - E)-3-(4-7] &
—AuEd-2-d]-vE-obn i )-gEb ) At tolmdoln| B 563l

_B
B
ol
il

Yields: 52mg, 45%, Mass(M+H)': 581

1HNMR(400MHz, CDC13) 7.44-6.86m, 11H,), 6.43(m, 2H) 5.15(m, 1H), 4.58(m, 1H), 4.35(m, 1H), 3.40-
3.20(m, 6H), 3.00-2.70(m, 11H), 2.38(m, 2H), 2.30(br, 2H), 1.98(m, 6H), 1.81(m, 1H), 1.57-1.27(m, 4H)

(>
SS NS
PSS

AAd 177. (AA9 629 &

(e,
ro

H}FH )

5~{[4-[(4-EF L Z2- WA 7Y )-wE ]-3-(4-9 ETd-1-Y-Hd)-3,4-T}o| slo| E2-FpZ A -2-L |-H & -o}
0] e} - e O] A tho] v & o} = (5-{[4-[ (4-f luoro-benzylcarbamoyl)-methyl]-3-(4-pyrrolidine-1-y1-

phenyl)-3,4-dihydro-quinazol ine-2-y1]-methyl-amino}-pentanoic acid dimethylamide)2] ¥4

[2-(4-oFME-T | 2} 3] -1-Y)-3-vlo] H d-4-U-3  4-T}o| Slo| EZ-FAUZ A -4-L |- E  AF wE ol 2~ (o] 2~ F
= ZHA| 17) 9 4-ZF wwldolnl o4l
[2-[(4-to] W E 7t d-F-d )-w|d -0} = |-3-(4-F] F d-1-4 -7 d)-3,4-t}ol o] =2 -F}Z A -4-Y | -0}
AgAA = wEdo 28 (| =E FZhA] 290 Al 55) (100mg, 0.197mmole)d} 4-FF 2 Z-wlFo}lvl(0.2ml) S
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[1340]

[1341]

[1342]
[1343]

[1344]

[1345]

[1346]

[1347]

[1348]
[1349]

[1350]

[1351]

[1352]

ZIHSd 10-2014-0017748

v

g3 @w 6291 MAHOR BAR PO Y] HENoE AHE EAY 5-{[4-[(-EFo-
Ok )13 (4 2] 1 -5 -t ] = o 1-2- |- l-obl e Ehce] 4 ol

S8 4A6mg, 40%, Mass(MHD) : 589

1HNMR(400MHz, CDC13) 7.44-6.86m, 10H,), 6.40(m, 2H) 5.13(m, 1H), 4.53(m, 1H), 4.32(m, 1H), 3.40-
3.23(m, 6H), 2.90(s, 2H), 2.80(s, 2H), 2.72-2.60(m, 4H), 2.40-2.36(m, 3H), 2.00(m, 6H), 1.57-1.27(m,
4H)

Ao 178. (HA]el 629 SULF WR)

S5{[4-[(4-Z2Z2- WA EL)-WE ]-3-(4-9 &2 D-1-Y-Hd)-3,4-T}o| slo| E2-F LpF-2-Y | -w[ e -o} ¥
w -l Ab tholweoln] = (5-{[4-[ (4-chloro-benzylcarbamoyl)-methyl]-3-(4-pyrrolidine-1-yl-phenyl)-
3,4-dihydro-quinazol ine-2-yl]-methyl-amino}-pentanoic acid dimethylamide)2] ¥4

[2-(4-olA -3 9| 2} 21 -1-4 ) -3-v}o] | d-4-U -3  4-T}o| Sfo]| E2-F U} LA -4-A |0}l E 4 s ol 2~E] (o] 2~F
1A 17) 2 4-FFozwdery oj 4l
-[(4-trelm g7 R d-F-2)-m e -o}n] 1 |-3-(4-F] E T -1-L -9 d)-3,4-t}o] sho| ER2-FpE 7 -4- | -0}
AE AN = wEo| 2F (o 2E FHA] 291 AAld] 55) (102mg, 0.20muol e)ﬂr -z 2-WAdolvl(0.20L) S AME
ato] AAle] 629 AAX R FUF WHOoR 3] shEhroR FAEE HAC 5-{[4-[(4-FEZ-HTIvR
A)-m g ]-3-(4-9] S 9-1-L-9d)-3 4-T}olslo| = 2-FUYE & -2-d |-r d-o}u] = }-F e} =] A+ tho] g o}

8 37mg, 30%, MassOMHD) ' : 616

THNMR(400MHz, CDCI3) 7.40-6.86m, 10H,), 6.41(m, 2H) 5.14(m, 1H), 4.53(m, 1H), 4.30(m, 1H), 3.40-
3.20(m, 6H), 2.90(s, 2H), 2.80(s, 2H), 2.74-2.70(m, 4H), 2.40-2.36(m, 3H), 1.98(m, 6H), 1.57-1.27(m,
4H)

Y

AAA 179, (2Ael 629 A7 W)

S—{E-[4-[ 4-vE-AA7n} =) -m 2 |-3-(4-F F 2| d-1-L-7d)-3,4-t}o| slo| E2-F| & -2-Y |-o} 1| =}
-HEl=2] Al tholyEoln|=  (5-{methyl-[4-[(4-methyl-benzylcarbamoyl)-methyl]-3-(4-pyrrolidine-1-yl-
phenyl)-3,4-dihydro-quinazol ine-2-yl]-amino}-pentanoic acid dimethylamide)®] 343

[2-(4-otA e -3 3| 231 -1-9 ) -3-u}ol 3| d-4-U -3 4-T}o| Gfo]| =2 -FlUZ e -4-A |0t E 4w ol 2~ (ol 2~

SIHA 17) L 4-ZF o zHldoln ol

[2-[(4-tolw & 7pup e --e) ) - &l o} .= | -3-(4-9] ZE] - 1-d -7 d)-3, 4-T}o| gfo| = 2 -F L} £ -4-Y | -o}

Ag A= weo] 2B (28 F7HA 291 AA]d 55) (105mg, 0.208mmole)d} 4-w|El-#ldo}w(0.2nL)S AME

tol AAle] 629 HAA o FUG WHo R &) spehA o FAIEE A 5-{vE-[4-[(4-wEd-d7}n}

A)-mE]-3-(4-9 Ed-1-L-3ld)-3 4-the] o] mm-AE-2-d |-opv| = j-A =0 AF tolwHoeln] =
F53kTh.

i

[¢]

miru td

& 63mg, 51%, Mass(M+H) @ 595

-
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[1353]

[1354]
[1355]

[1356]

[1357]

[1358]

[1359]

[1360]
[1361]

[1362]

[1363]

[1364]

[1365]

ZIHSd 10-2014-0017748

1HNMR(400MHz, CDC13) 7.40-6.86m, 10H,), 6.43(m, 2H) 5.14(m, 1H), 4.53(m, 1H), 4.30(m, 1H), 3.36-
3.20(m, 6H), 2.90(s, 2H), 2.80(s, 2H), 2.74-2.70(m, 4H), 2.40-2.36(m, 6H), 1.98(m, 6H), 1.57-1.27(m,
4H)

AAd 180. (Al 629 A HH)

N-#ld-2-[2-[4~-(2-T}o] W& o}n] -0 & ) -] H 2} X -1-D |-3-(4-EZ U -4-L-¥d)-3 4-t}o|s}o]| = 2-F L} =7 -
4-d]-olA Eoln] = (N-benzyl-2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-y1]-3-(4-morphol ine-4-y1-
phenyl)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] A

[2-(4-obA -y o 2} -1-9)-3-n}o] o d-4-< -3 4-tfo]slo| ER-FpE d-4-d | oA E AL wE o] 2E (o 2

= ZHA| 17) 2 4-Z2 0 2l Aol oAl

2-[4-(2-Tho] ] &l o}v] oo &) -] 9 2} 21-1-9) | -3~ (4- 50 B 914~ 51 )-3, 4-Tho] Sho] = 22 L} 2 -4-2) | o}
Ao S v 28 (o 28 F1EA| 143 Ao 40) (100ng, 0.192mole) % wu (0.21L)& AHg3to] 4
Aol 629 HAHORE FAF PHOR 7] HAFHOR FASE HAY N-wlG-2-[2-[4-(2-rho] | Fopr] o]
-39 2h21-1-9 |-3-(4- 2 ER-4-2 -5 )3 4-thol sho] = -} -4 oweowce 539

Z&: 69mg, 60%, Mass(MHD) : 596

1HNMR(400MHz, CDCI3) 7.82-7.22(m, 7H), 7.02-6.78(m, 6H), 6.80(m, 2H), 5.12(m, 1H), 4.54(m, 6H),
3.87(m, 4H), 3.36(m, 5H), 3.20-3.15(m, 5H), 3.10(m, 2H), 2.60-2.40(m, 2H), 2.29(s,, 3H), 2.00(s, 3H)

@O

AAle] 181. (HA]el 629 SULF WUR)

-[4-2-ttolviE opr) 1ol &) - 3] 7 2} -1- 9 | -3-(4- R & ¥l -4-U - d)-3  4-t}o| slo| == - pE §l-4-U | -N-
(4—“ o Z-wA)-olEolul=  (2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-yl]-3-(4-morpholine-4-yl-
phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-f luoro-benzyl )-acetamide) 2] ¥4
[2-(4-otAE -3 o] 23l -1-% ) -3-v}ol #| d-4-U -3 4-T}o| sto| =2 -F L} -4-A |-ol E 4w ol 2~E (ol 2~
F A 17) o -z 2o zwdoln Al
[2-[4-(2-Thol vl o] -l &) -5 A 2} -1- 2 ] -3~ (4- B &= -4-U-¥d)-3, 4—@01 stol = 2-FupEd-4-d -}
AE AN = wEo| 28 (o 2~E FIHA 14: AAld 40) (95mg, 0.182mmole) 7} 4-FF . 2Z-dH o1 (0.2mL) S A
gate] AAld 33 dAHom FUdG WHoR 7] et om FAEE EAY] 2-[2-[4-(2-Tho|H " o m] -
ol d)- 3| e -1- | -3-(4-EE R -4-U -9 )-3 4-Tho] to| ER2- A HFd-4-A |-N-(4-ZSF L 2o E
ol EE 5.

8 76mg, 68%, MassQMHH) : 614

1HNMR(400MHz, CDC13) 7.95(m, 2H), 7.30(m, 2H), 7.20-7.00(m, 8H), 5.17(m, 1H), 4.64(m, 6H), 3.89(m,
4H), 3.37(m, 9H), 3.20-3.06(m, 5H), 2.60(s,, 3H), 2.00(s, 3H)
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[1366]
[1367]

[1368]

[1369]

[1370]

[1371]

[1372]
[1373]

[1374]

[1375]

[1376]

[1377]

[1378]

ZIHSd 10-2014-0017748

Ao 182. (HAlel 629 SULF WR)

N-(4-F = 2-d)-2-[2-[4-(2-vho] o] te-ol| ') - 7] ] 2} - 1- L | -3-(4- R F R -4-L-7 d)-3, 4-T}o] o] ==
-AYEH-4-Y -0}l Eolu]=  (N-(4-chloro-benzyl)-2-[2-[4-(2-dimethylamino—ethyl)-piperazine-1-yl]-3-
(4-morpholine-4-yl-phenyl)-3,4-dihydro-quinazoline-4-yl]-acetamide) 2] A

[2-(4-olM - #| 2} 3] -1-Y)-3-vlo] H d-4-U-3 4-T}o| slo| EZ-FAUZA-4-L |-l E A wE ol 2~ (o] 2~ F
F0A 17) L 4-EZFe2wA Pﬂ Al [2-[4-(2-tfo|HFofr] —of & ) -] o] 2} - 1-Y ] -3-(4-E Z H-4-L -7
d)-3,4-t}o|slo| =2 - ;JM -4 —OMI‘%%“A]E wgo 28 (o]~ =7A 14: AAd 40) (10lmg,
0.194mmole) ¥} 4-SF 22~ 0}(OMUQAH%%4NM]6%4§§@°Em%‘%%ﬁiiéﬁlﬂﬂﬁgi
BAEE FA9 N-(4-F22-W4)-2-[2-[4-(2-Tto| W& o}m] -0l &) -T] F| 2} 71 -1-Y | -3-(4- R EH-4-Y -7 d )~
3,4-t}olgto| E2-F 1} L—4—%]—°MIEO}UIE§— FEIAT.

8 75mg, 61%, MassOMHD) : 631

1HNMR(400MHz, CDC13) 7.80-6.80(m, 12H), 5.15(m, 1H), 4.42(m, 6H), 3.75(m, 4H), 3.32(m, 9H), 3.21-
3.08(m, 5H), 2.70(s,, 3H), 2.33(s, 3H)

(5
Bop oo
NJ’kN"\

LN~ -

AAe] 183, (HA]el 629 LT W)

-[2-[4-(2-t}olH d o}m] -0 & ) -] o &} W -1-Y ] -3-(4- R Z A -4-U-F|d )-3,4-t}o] slo| = 2-F L} = -4-Y ]-N-
(4-vE-dlAd)-o}A Eolr] = (2-[2-[4-(2-dimethylamino-ethyl)-piperazine-1-y1]-3-(4-morpholine-4-yl-
phenyl)-3,4-dihydro-quinazol ine-4-y1]-N-(4-methyl-benzyl)-acetamide) 2] ¥4

[2-(4-olME -3 F g -1-U)-3-vlo] H d-4-U-3 , 4-t}o| SPo| =2 -F Y ZU-4-A |-l E  2F wEHo] ~F (o] ~H
F7A) 17) el 4-Z 2o 2wl Ao}y oAl
[2-[4-(2-tfolmEo}u] -of & ) -3 | 2} R -1-Y | -3-(4- R ZH-4-D-5|d )-3, 4-t}o] dfo| = 2 -F L} A -4-L -0}
MY AN = dEo 28 (A 2F FIHx 1 4: AAld 40) (103mg, 0.198mmole)3} 4-w|E&-#HlAo}wl(0.2mL)S A&
o)
-4-2

stel WAl 6291 MAHOR FUW WWOE ) AN o BANE HAY 2-[2-[4-(2-rhol v Pobv] 1o
)51 51211915~ (4-1 3 ¢1-4-21- )5, 4-C o] 0] = 2 A1 041 | V- (4] 0o =] 5
FEHAT.

8 84mg, 70%, MassOMHD : 610

1HNMR(400MHz, CDC13) 7.70-6.80(m, 12H), 5.10(m, 1H), 4.40(m, 6H), 3.85(m, 4H), 3.32(m, 9H), 3.21-
3.08(m, 5H), 2.60(s,, 3H), 2.30(s, 3H), 2.00(s, 3H)

o} @o
AT J‘i@

O
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[1379]
[1380]

[1381]

[1382]

[1383]

[1384]
[1385]
[1386]

[1387]

[1388]

[1389]

[1390]
[1391]

[1392]

[1393]

[1394]

[1395]

ZIHSd 10-2014-0017748

A A 184
S-dlot T4 13
(B)-3-{2-[3-(4-Alo] 22 A A -Ad)--d = ]-dd }-olmaHE M= wEd2E ((E)-3-{2-[3-(4-Cyclohexyl-
phenyl)-ureido]-phenyl }-acrylic acid methyl ester) ¢ &4

4-EF QR Wz Sz A= (2.04g, 10mole) S AHESte] A7
o] Az WH(AA 3 JJr 5016& %E ol g3alo] al7] slehlel (E)-3-{2-[3-(4-Alo]Z 24
#d - O}JQE‘ A =

m)
é
i
_{
=)

& 2.65g, 70%, Mass (MHD) ' 379, 1HNMR (400MHz, DMSO): 8.89(s, 1H), 8.49(s, 1H), 7.90(d, 1H),
7.75(m, 2H), 7.37(m, 3H), 7.14(m, 3H), 6.59(d, 1H), 3.74(s, 3H), 1.78(m 5H), 1.36(m, 6H)

A Ao 185

tholoju| = FZHA| 13

(B)-3-[2-(4-Ato]E g d-ddo|n e doln|)-dd |-ol3de A= Had  oxF  ((E)-3-[2-(4-
Cyclohexyl-pheny! iminomethyleneamino)-pheny! |- acryllc acid methyl ester)?] A

(B)-3-{2-[3-(4-ZF .2-Ad)-Fe=]-sd}-otadg A= weo|~E il (E)-3-{2-[3-(4-Ato] S 284~
Ad)-g-d=]-vd}-olade A= wEo2~F (1.90g, Smmole)E AM§-3ted 7] thelelm|= F3hA|19] A=
W (AAd 15)3 5Ye vheS o] g3ste] A AA 9 31r] gshrlo g FAH= (E)-3-[2-(4-Alo] S =4~
Hdolr v ddoln)-Fd]-o}md e dA= wE o AHE F53I9T

& 1.41g, 78%, Mass(M+D 't 361 1HNMR (400MHz, DMSO): 8.03(d, 1H), 7.89(d, 1H), 7.45(m, 3H), 7.24(m,
6H), 6.72(d, 1H), 3.73(s, 3H), 1.77(m 5H), 1.36(m, 6H)

Al 186
ol =¥ F7A 35

{3-(4-Afo] 22 A - d)-2-[4-(2-T}o| W & o}u| e~ & ) - 3] | 2} 7 -1~ | -3, 4-T} o] SFo| = 2 - Y F -4 }-o}
Ag dA= HEg o 2E  ({3-(4-Cyclohexyl-phenyl)-2-[4-(2-dimethylamino—ethyl)-piperazin-1-y1]-3,4-
dihydro—quinazolin-4-yl}-acetic acid methyl ester)?] ¥4

(B)-3-[2-(4-EF 22~ dolv| =vdAo}r|)-Fd ]-o}adg A= wdo~y 9 1-3gd-4-d-T |23
Al (E)-3-[2-(4-Alo] 22 & - d o] ]4_‘31]%@0]'“]4—) Ad]-olzdy dAx= g oAE (505mg,
1.39mmole) 2 2-Tho|wdolm] ol -1 of| 2} (439mg, 2.78mmole) S AHE-3lo] 7] ol 28 F3HAll A (2
Aldl 27)3 59e 93-S o] &3te] 7] stEAo® mAEE {2-[(6-tho]E ol -8l A)-w g -o}n] & ]-3-1}
zetdl-2-A-3 4-t}oslo| = 2-FUZEU-4-U }-olA 8 dA= wE o AEHE S5}

8 682mg, 85%, Mass(M+H)': 578
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[1396]

[1397]
[1398]
[1399]

[1400]

[1401]

[1402]

[1403]

[1404]
[1405]

[1406]

[1407]

[1408]

[1409]

ZIHSd 10-2014-0017748

1H NMR (400 MHz, CDC13) & 7.23-6.88 (m, 8H), 5.20 (m, 1H ), 3.32 (br, 4H), 2.58-2.33 (m, 2H), 2.35(s,
aH), 2.23 (s, 6H), 2.17 (br, 4H), 1.85-1.80(m, 4H), 1.74-1.71(d, 1H), 1.37-1.34(m, 4H), 1.28-1.20(m,

2H)
SO
3,0
[:: N;iN/\j
LN

A Ao 187

\‘/\-N/
I

=8 F3HA 36

{2-[(6-tFo]HEo}r] -2 ) -m F -o}n] o | -3- 1} Z el -2-¢ -3 4-T}o]glo]| =R -F L3 -4~ }-o}A g AA =
e o ~¥ ({2-[(6-Dimethylamino-hexyl)-methyl-amino]-3-naphthalen-2-y1-3,4-dihydro-quinazolin-4-yl }-

acetic acid methyl ester)2] 34

(B)-3-[2-(4-FF 0 2-3 o] v] s oy i) d |-o} a2 e A= wleolag 2 1-3]¢ ¥-4-2-5] S 2]
Y41 (B)-3-[2-(hE e l-2-0lo] ] el € o} o) -5 d ]-o} 22 e A= w28 (502mg, 1.53mole)s) 1-
[6-(Fol v Elo}r mol 2 |-vol¥l (484ng, 3.06mole) AL8ate] A7) ol F7HAIL FAWRAAE 27)
3 BAR g o gl a] shepaom HAEE (2-[(6-tho] ] Hopn] o) Pofu] |31} ekl
2-91-3,4-tho| sho] = 21} EU-4-A }-obA 8 A= HE o) 28] B FEGAC

e

2% 550mg (75 %), Mass(M4H)': 487

1H NMR (400 MHz, CDCI13) & 7.78-7.17 (m, 10H, aromatic), 6.98 (m, 1H, aromatic), 5.36 (m, 1H), 3.80
(s, 3H, -0CH3), 2.73 (br, 3H, -NCH3), 3.62 (br, 1H), 3.04 (br, 1H), 2.75-2.63 (dd, 1H, -CO-CH2-),
2.55-2.48 (dd, -CO-CH2-), 2.23 (br, 2H), 2.17 (s, 6H, -N-(CH3)2), 1.48 (br, 2H), 1.39 (br, 2H), 1.23
(br, 4H)

0
N 1)
eH |
NT NS N
|

2-(3-vtold d-4-U-2-{[3-(3,3-Tho| W& -9-¥ =)-Z 2 I |- & -o}n] - }-3 4-T}o|slo| =2 -F| EH-4-YU)-N-
4-ZFz2-WE)-olMEolu|=  (2-(3-Biphenyl-4-y1-2-{[3-(3,3-dimethyl-ureido)-propyl]-methyl-amino}-
3,4-dihydro-quinazolin—4-y1)-N-(4-f luoro-benzyl)-acetamide) 2] A

[2-(4-otAE -3 o 2bxl-1-% ) -3-vtol #| d-4-U -3 4-T}o| sto| =2 -F L} -4-A |-o}l E 4w ol 2~E (o] 2~ F]
S 17) Al (3-wpoldld-4-U-2-{[3-(3,3-tto| v e -5-2 .o ) - = I |- &l -0} ] 1= }-3 4-t}o] sto] =& -F|
ZA-4-d)-ofN g Ar = wRo| ~E] (o 2=F FIHA 19: AA445) (107mg, 0.208mmole) ¥} 4-EF e 2wlzo}yl
(0.2mL)& AR&3te] AAlo] 629 AddAom FAdg Wiom a17] et om FAHE EA S 2-(3-vtolHd-
4-4-2-{[3-(3,3-tho| W d-9-¢ = )-Z 2 |-r g -o}n] 1 }-3 4-T}o]alo] = Z-FUpF£-4-U ) -N-(4-FF 2 =2

A)-opAECIE & £S5,
Yields: 107mg, 86%, Mass(M+H)': 607

1H NMR (400 MHz, CDC13) & 7.52-6.85 (m, 17H, aromatic), 5.50 (br, 1H, Bn-NHCO), 5.28 (dd, J = 4.4 and
10.4 Hz, 1H, —-CH2-CH-N-), 4.43 (m, 2H, PhCH2-NH-), 3.48 (s, 3H, -NCH3), 3.40 (br, 1H, -NHCH3), 3.00-
2.90 (m, 2H), 2.83 (s, 6H, -N-(CH3)2) 2.60-2.53 (dd, 1H, J= 10.8 and 14.8, -CO-CH2-), 2.48 (br, 2H)
2.44-2.39 (dd, 1H, J= 4.8 and 14.8, -CO-CH2-), 1.77 (br, 2H)
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A 189. (Al 629 A7 W)

N1 42 (2 (6-Thol s 0w e 2 - -0 ] ] -3} k2013, 4-Tho] o] = 27 L} &0l -4-2 -0} A
Eojlu|= (N-Benzyl-2-{2-[ (6-dimethylamino-hexyl )-methyl-amino]-3-naphthalen-2-y1-3,4-dihydro-

quinazolin-4-yl}-acetamide)®] A4

[2-(4-0bA &3] 5 24 1-1-)-3- o] ] d-4-0-3, 4-tho o] = 2L} B4~ ]-obAE 4 v Do 28] (of -]
FAA 17) @ 4-FF WAk Al {({2-[(6-thol v P obv] xe-8) 2| F-o}r] 12 ] -3- 1T e ql-2- 913, 4-ho]
StolER2-FAUEd-4-d -0ty AAI= wg o ~F (o 2E FIHA 360 AAld 187) (103mg, 0.21lmmole)} Hl
Aokwl (0.20L) & 747 Abgate] Ao 629 AAH o2 AW PHo Y] setow EAHE EA -
#12-2-(2-[(6-To] ¥ o)) 1814 ) -l o} ] ] -3-Lh L 2ll-2-9 -3, 4-Tho] Sho] E 2o AL SR 4-2 -0l A =

oprl= B S5l
Yields: 105mg, 89%, Mass(M+H) : 562

1H NMR (400 MHz, CDC13) & 7.77-7.70 (m, 3H, aromatic), 7.45-7.17 (m, 11H, aromatic), 6.96 (m, 1H,
aromatic), 6.90-6.86 (m, 1H, aromatic), 6.21 (br, 1H, Bn-NHCO), 5.36 (dd, J = 4.0 and 8.8 Hz, 1H,
—-CH2-CH-N-), 4.54-4.43 (m, 2H), 2.74 (br, 3H, -NCH3), 3.62 (br, 1H), 3.05 (br, 1H), 2.74-2.64 (dd, 1H,
J= 8.8 and 14.0, -CO-CH2-), 2.54-2.48 (dd, 1H, J= 6.4 and 14.4, -CO-CH2-), 2.22 (br, 2H), 2.18 (s, 6H,
-N-(CH3)2), 1.48 (br, 2H), 1.39 (br, 2H), 1.23 (br, 4H)

(o]
‘\ NJ\ //l
H
F N TW\/N\

AA A 190 (FA]el 629 Lg BH)

2-{2-[(6-(6-tfo] W opr] ;- A ) - & ~o}n] .- | -3-L} L ekl -2- -3, 4-T} o] Slo] = 2-FUZ U -4-U }-N-(4-H| &
Al-Hl A ) -0l A Eolu] = (2-{2-[(6-Dimethylamino-hexyl)-methyl-amino]-3-naphthalen-2-y1-3,4-dihydro-
quinazolin-4-y1}-N-(4-methoxy-benzyl)-acetamide) ] &4

[2-(4-olME-T | 2}x1-1-Y)-3-vlo] H d-4-U-3  4-T}o|slo| ER2-HAZH-4-U |- E A wlEel 2 (o 2~ H
FAA 17) R 4-EFe2wdelwl il {{2-[(6-TrolH " opw] -3 A ) -w g -0} 1] 1 | =31} 2 el -2-Y -3, 4-T} o]
ol g2-FtEe4-A}-olA 8l A= wE o) AF (o2~ FzHA 360 AAld 187) (101mg, 0.2lmmole) 4-
wWEA I E I (0.20L)& 77 ARgshe] AAld 629F AdAHo R FUS WHoR F17] o r TAEHE
xAel  2-{2-[(6-(6-tfo] | or] =-al 2] ) - D -0} = | -3- U L gl -2-U -3, 4-T}0] 5} o] = 2 -F| L} L 714~ }-N-

(4-P1 %A - 2)-op A Eotrl = & F5aiei.
Yields: 103mg, 83%, Mass(M+H) : 592

1H NMR (400 MHz, CDC13) & 7.77-7.71 (m, 3H, aromatic), 7.45-7.35 (m, 4H, aromatic), 7.22-7.14 (m, 4H,
aromatic), 6.97-6.79 (m, 4H, aromatic), 6.02 (br, 1H, Bn-NHCO), 5.35 (dd, J = 6.4 and 8.8 Hz, 1H,
-CH2-CH-N-), 4.42-4.38 (m, 2H), 3.78 (s, 3H, -NCH3), 3.60 (br, 1H), 3.10 (br, 1H), 2.75 (br, 2H),
2.74-2.67 (dd, 1H, J= 9.2 and 14.4, -CO-CH2-), 2.53-2.48 (dd, 1H, J= 6.4 and 14.4, -CO-CH2-), 2.23 (s,
8H), 1.49 (br, 2H), 1.43 (br, 2H), 1.25 (br, 4H)
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0]
| SN = /\-‘\
H
\O. " ‘ &8 N e |
= N/\N/\\‘MN\
|

AAA 191, (Aol 629 A7 W)

N-#l1d-2-{3-(4-Ato] S 2 A A -7 d)-2-[4-(2-T}o| W o}n]| .e—of| & ) -F] 7| 2} X - 1-Y | -3, 4-T} o] BF o] = = -F &/ -
4-d}-olA Eolu]=  (N-Benzyl-2-{3-(4-cyclohexyl-phenyl)-2-[4-(2-dimethylamino-ethyl)-piperazin-1-yl]-
3,4-dihydro-quinazolin-4-yl}-acetamide) <] &4

[2-(4-o} Al -3 ] 251-1-9)-3-vio] o D -4-21-3  4-rhol o] = R-FAL}ER-4-A]-opA = AL R o] 2] (o] 2:E]
FW 1) R 4-FFORMAIN U (3-(4-Ahol F2 8 -3l )2~ [4-(2-Tho] ¥ Fo}u] veo] &) -3 o 2} 1 -
1-91]-3 4-thol spo] = 2 -7 &7 -4-21)-obi g A= oF o) 2E] (o 2E] FXHA] 350 WAl 186) (10Ing,
0.18mole) 3 Aokl (0.210)& 27 Abgstel AAld] 6291 AAHom BAT Yyow 7] HeHow %
AEE EA] N-f-2-(3-(4-Apo] 2 28 -5 )-2- [4-(2-Tho] v F opv] 1e-o &)-3] s e} 1-1- -3, 4-Tho] Bl o]
£ 2-9U}EU-4-)-obA Eotrl = & S5

Yields: 80.1mg, 75%, Mass(MHH)': 593

1H NMR (400 MHz, CDC13) & 7.21-6.88 (13H, m, aromatic), 5.8 (1H, CONH), 5.19 (1H, dd, J = 4.8 Hz and
10.8 Hz, COCH2CH ), 4.47-4.39 (2H, m, PhCH2-) 3.31 (4H, br, N-CH2), 2.58-2.33 (2H, m), 2.34(4H, s),
2.21 (6H, s, N CH3), 2.17 (4H, br, -NCH2), 1.82-1.80(4H, m), 1.74-1.71(1H, d), 1.36-1.34(4H, m), 1.28-
1.21(2H, m)

14
A
Q
=
o

(e}
()}
=
S
BN
w
—
=
o

=

=

@D

=
@D

@

o

~
o8]
~
o)

2
S
=

DO
S
S
(=)
[\"]
~
ol
D
(e}
©
T
(@]
=
(e}

S

2
1o
)
™
o

1) inhibition =%

HEK293 AM¥E+= Ed3 7§ o]Z wlA] (Dulbecco's modified Eagle's medium: DMEM)ol] 10% 4<] Ejo} &

(fetalbovine serum: FBS), 1% #HU2A& (penicillin)/A~E=Ento]Al (streptomycin) (v/v)S Eo] whEo]

kg Ao 2% 36.5 T2 95% &7/ 5% (0,9 &3+ 22 2AFH|olE (incubator)ol ] wFslaAch. wij

e 3-4Yo) AMEF HIAZ AR wlto]F=al A EE dFAvitt B (sub-culture) AT, o] uw] HjkE-ob

2 G418 (0.5 mg/ml) &NRo = HYs 16 T-8 ZHAdS FAAZ AE (HEK 293) 7 #2hAl a4t
=

OFO ™ ol

ok

-3 ZEAd 24 SN AHEE AEES i B o Z2-L-94] (0.5 mg/m)o® F® A3 AH
Sl vieksta ZgAde] gL g F 2-79 Alolol 7533

GAAE FEoA T-3 ZHEAde] WFE EPC-9 S%7] (amplifier, HEKA, German)E AM&-3tol 7|42 84
AAE sz S o w A, o] w], AXE ¢JF-&N[NaCl 140 mM, CaCl2 2 mM, N-(2-3fe]=FAd
) #HBz-N -(2° -olgkEEA) (HEPES) 10 mM (pH 7.4)13F A1 Wj¥-&< [KCl 130 mM, HEPES 10 mM, EGTA
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[1435]

[1436]

[1437]

(Agd ZYZ "EgobAE 211 mM, MgATP 5 mM (pH 7.4)& AF&EATE. & Aol A= -9 2
HAY B4 TreIes oN WE AX YRede 9o 34 NQ Age] vAf 43S

AAEZ 71= (whole—cell recording) E=7F A 3 & A T2 AE -100 mVE A3 & w] 10x0d -30
mV (50 ms AHAIZHE AES AHS W T-8 ZHAd %M o7 o3 AR 7S =A
AE=A7I7E 37 Al E -8l - 22 1uME AHgs & Aygde v
HAE(inhibitionk) & =4, Axsgn 71 272 317] Z1d JeERY T

5
_OL
2
28

nu

2) 1C50 =4

HEK293 Alx+= =wl3 7@ o]2 HlA] (Dulbecco's modified Eagle's medium: DMEM)el 10% 29| Ejo} A
(fetalbovine serum: FBS), 1% YA (penicillin)/AEZEnFo]Al (streptomycin) (v/v)S go] whEo] 2
wjokg-ol oA 2% 36.5 T2 95% 371/ 5% 0,9 H& Z71e] 1ol (incubator)olA] wjdalAck. wjok
| AL 3-4dol] A2 WAE HA vHolFA AEE dFAuttt EF(sub-culture) SFATE. o] wf HjgE

Ne (418 (0.5 mg/ml) &Aooz A3t 16 T-8 ZHADS LA AE (HEK 293) whs A&hAl 3HQlT).
-3 ZaAd &4 AP A" AxsES ol 253 o E9-1-841 (0.5 mg/m) o2 I AHg AW
H 2-79 A}olo] 7]=5

Sl wsta Zafde] @42 MY ¥ SHATH.

GAAE FEoA -8 ZaAde dFE EPC-9 S%7] (amplifier, HEKA, German)E AM&-8le] 217142 shH2)
AAE 2 S o r FAskqlth. o] wf, AE oF-&9[NaCl 140 mM, CaCl2 2 mM, N-(2-3fe]=F Al
) oo gbd-N —(2' -olgkEE4h) (HEPES) 10 mM (pH 7.4)]1% AE U489 [KC1 130 mM, HEPES 10 mM, EGTA

= HEZoAE 411 mM, MgATP 5 mM (pH 7.4)& AF&3IQict. B dgelA] Adste= -9 2
w#AY 24 TREFZE fdA e Ax lﬂlii%%“é g 34 MQ A3 ﬂl*ﬂ%ﬂ AFS GAA T A
AAE 7|2 (whole-cell recording) BT/} SA & = Mxdt AYE -100 mVE A3t © 10%w}5} -30
mV (50 ms AEHEAIZHE AEFT AIFHS W T-8 ZHEAg Aoz 23k YakdFo 5'_7].2_ =R, 99,
AEFAZITE 471 AEUF-E S d7keh & 2y S9es 0.625, 1.25, 2.5, 5, 10 R 20uMe] &%
747y A7beE 5, 19 ZEAd @4dew % AR ArE ST eEA ZaAde] 50%E dAlsh=

5138 F=(1050)8 &elate] 1 A3E ay] % 20 Jehigeh.

(<3

(<3

o
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[1438]

[1439]

31

Inhibition

AL AL Ol % inhibition
68 46,8 £ 1.4
69 30,8 £ Q.9
70 3238 + 2.8
71 §7.8 + 28
7z 81,0 + 25
73 hB £ 22
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[1440]

[1441]

74 439 £ 1.7
N\/\.N/
|
i Qg
= NJ\
75 lJ & . O 66.7 + 2.3
il
\
i |
=
N N
123 ﬁ " 38.1 £ 2.9
NA\NWN/
| \
i g
P owe
124 i o I1.2: £ 7.9
o)
N
P PwWed
= N
125 96.0 + 0.2
N/)\N
K/N\/\T/
0
N
BeS:
126 e /JN\ B0 £ 32
NN
k/N\/’\N/
|
i ol
N
127 j\l\ JJ\ b6 £ 1.8
N7 NN N
| H ]
i 9
L L
4.9 + 2.
128 \O JN\ j)\ 749 + 2.9
N/ N/“\/\N N/
| Ho
L
i, 5
129 - 64,1 £ 1.5
N
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[1442]

[1443]
[1444]

[1445]

[1446]

[1447]

SIHS3 10-2014-0017748

3 2: 1IC50
A A] o I1C50
i g
/@/\u
71 = j‘\ .6 =k .13
NT N
L\/N\/A\_N/
|
I
N
H
72 \O,©ﬁ N O 0.32 + 0.03
N/ N
K/N\/A\N/
|
o =
QT“CHIL J
73 il j 031 = .07
NN \N/\
|\_/N\_/\T/
0 = |
O )
75 - O 055 = 0.13
NAT/\\/N

/KEI

o

o 20 hAlE Sl tidk Al &t 24l

OFM| EFo| thek A &3= Skehan, P. et al., J. Natl Cancer Inst. 1990, 82, 1107-1112 oA F/4=
sulforhodaimine B (SRB) ol A|o]¥S Al-g&3}%Tt.

2 53 AAE 35HE9 4%94 GHE 5, #HLE [human lung carcinoma (A-549)], HHAL
[prostatecancer (DU 145)], th&<t [colon cancer (HT-29)], AF&<t [human ovarian cancer (SK-OV-3)]eol t
3 A4 9= SRB A9 (sulforhodamine B assay)o.® =4 3}it}.

BE AEFE SAHAXE 1099 (V/V) 718 284d3std ALHo} @3 (heat inactivated fetal bovine serum:
FBS)S& ¥-f3F= RPMI 1640 (Gibco BRL)®] HlF&el A 5% (0,9 Fg Z7lolA 37 TolA wikstiet. o Al
ZEE 96-9 ZHolEd HA4 AUT. td s v AAde] s3ES 27t dd 3ulaeR HEsta
5% C0, 2719 &% 37 CTAA FAXE7 T8 4G & 5 JLF 72412 wigsigih. vl $, 100 pLe]
28y S wlo|aREYolE9 7 dof| HA3| 7telgltl. o] AR EHOIEE

TEERZ 53] AHEATE. 100 pLel 0.4 % SRB (sulforhodamine B) &M-& 7} Zeo]|EQ] o 7}s}

N

5

AL 732
A1 3023 frAEklH. SRB Bl AASIL F7] FellA dxsy] Aol 199 At w FHClES 5w AlA st
Ak, AE SRBE 10 mM k=9 v$kF Ee]~-997] (Tris-base) &9 (Sigma) 100 ulLol] 5o]i, Eol=

2 HA 108G ZHolE 4olAd EolFdY. mlolmEZ#eo]lE ] (Microplate reader; Versamax,
Molecular Devices)E AF&3le] 520 nme] I7gollA F38 DX (optical density)E FHA3E AHIA +%
(growth inhibition concentration)E GI50( uM)o.2 e} WAL},
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[1448] 2 Ao 3EEY -3 ZeAld Adadet dHE ZgdA 278 % 3o HERSIT.
[1449] ¥ 3. sRHEe & a7 (GI50: pM)
&AL A549 HT29 | DU145 | Sk-OvV-3
(o]
\D ==
|
43 id 2360 | 19.34 | 23.23 18.23
N N/\
i
HO O
61 /’L 47.76 | 43.29 82.05 38.44
N Ny
e
9]
= N =
e AR s
83 F N 18.89 14.92 19.70 1417
F /)\
N N’ﬁ
N\ro
:
OB Sve
H
64 N 18.41 17.62 41.09 18.17
NI/LN/\
|
NYO
0
/©/\N =
H |
~ 2
65 0 N 36.92 | 20.67 56.79 21.18
N/ N
L\/N\fo
o e
P i
66 R f‘\\fj‘\\ 19.17 | 2021 | 27.46 19.49
~F N{ N/‘-\l
N\T;O
o) 2
ol A
|
49 il N 3851 | 24.61 43.82 36.22
5 N/)\NAW
l\/N\

[1450]
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67 77.33 | 23.30 | 89.84 40.02
68 86.18 | 45.28 - 84.99
69 - 85.59 - -

70 2.94 1.40 6.42 2.33
71 4.91 2.67 10.35 3.00
72 4.39 1.53 8.67 3.09
73 6.86 4.47 21.73 5.08
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74 19.43 10.81 42.28 11.73
K/N\/“'T/

j @
75 \J/ ,C 37.53 29.27 39.30 34.38

q\ N/\\/N\/

\
L)
76 < = 22.31 1745 20.35 20.02
P OGS
|
I ¢
58NS

77 N 18.92 11.20 19.93 18.86
78 19.24 11.25 19.32 18.65
79 21.99 15.04 15.42 18.76
80 N O 37.40 1113 19.46 29.93

- 122 -



[1453]
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0
QE%\

81 36.33 | 11.71 30.82 23.98
i g
N
82 F%N 1854 | 10.82 | 15.77 14.02
F 9
F N&J\T/\\/N
PSS
83 \O%N 19.58 | 12.08 | 19.38 17.87
N/,krf,\,ﬂ
i J
84 /©/\H “ﬁ 18.47 | 13.85 | 11.87 15.63
N'?]\N/\’N\/
|
i J
O Q0
86 F J‘\ = 83.70 - a7.47
NT N
RS
N
|
i @
@gﬁ g
87 "o N - 88.66 - -
\N,/’LN
|,\©,
N
\
i 9
= N
|
83 'Oﬂ('?w 88.48 = = 71.83
il #
N\
o]
89 59.71 | 42.40 | 4222 23.33

= N =
(3 \
= N = O
N’/'I\N/“\/N
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90 ¥ 62.84 | 41.48 | 41.46 41.27
==
ol
T
~ ’/O
@] N
2
93 CfP\N = 48.29 | 48.13 48.59
N’*N”\.
94 g&,‘/‘ 8342 | 52.79 | 5373 56.11
A O
0,
95 N 65.35 | 48.04 | 47.13 43.36
POUS
I
0 N
HJJ\| /l -y
96 @& S - 4858 | 49.05 44.60
S N(J\N/\W
N\
Q
IS Oue
97 g NN W 33.76 | 11.56 | 1155 22.60
A N
N~ N
|/\/\(ﬂ;
L~
T 7 A O
98 N, 7 . o 71.18 | 39.86 | 39.20 38.66
/)\ N\)
N N
|/\/W0T,
a
/N
9] N
99 L N " 59.30 | 43.97 | 46.02 39.75
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100 61.50 | 23.40 | 23.80 33.29

101 - 40,54 - -

= N‘\.
102 l : [ETL/\NJ:“;\F’AJ\ 71.85 | 23.14 | 49.37 52.09
z 7 - ; 23, 3. 2.

oy
3
(Lo
o

@A” ™
103 . U N ~ | 2115 | 52,98 | 59.30

b @’ a
104 N N 0 69.06 | 29.20 43 .69 55.26

:
N
105 ©/\H i O 17.90 9.87 13.05 16.90

| = N
106 7 ; 17.66 | 6.43 18.75 11,25
A

[1455]
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o] Ji:
J
S N~ = S
107 F\fﬁu\iv@/ . 14.16 | 5.35 | 9.90 | 10.54
Y N/ T/\/\/J'L‘T/
i
NJH
108 \OQ/\“ N S 18.04 | 5.42 | 19.08 | 12.80
58 12,20 | 10.89 | 23.85 | 12.87
i (>
o N
"
56 A N 20.73 | 10.04 | - 20.26
L~
L
|
o} /l
O/J\N =
109 . 92.06 | 12.27 | 23.65 | 19.86
Z /\A/ﬁ\/
N N N
| |
(o] I'\
P ) ol
H
=z e
110 Lx‘,( P 81.67 | 19.42 | 40.08 | 27.00
|‘\/N‘\
L,
|
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o]
N L
) H /@”
Z
A 77.39 | 74.96 80.63
111 e .
N.
.
|
0]
&>
o T
X
113 Ll 5.86 | 2.95 5.14
o) =
=
«
(o]
I D
T
/ -
? 1 9.42 | 3.29 5.0
114 ”A”k/
N
=
Ln
0
N = ‘ D
H )
5 ﬁ i\ 5.14 | 2.38 4,40
115 > @
N
L
o) —\
N S B
(¥
~o “ N - 3 42
6 I 10.00 | 5.16 8.
116 N
=N
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65.73
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20.56
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0
= N'J'K
\.O | P 3 N
126 - 9.89 b.7b 24,28 9.88
N™ °N
L\/N\/\"l'!/
Y
JOBOwe
127 N 0 11.82 | 6.65 13.68 10.66
N/)\N/\\//\NJL -
| H o
0 /|
O/\H =
128 “a i X 19.24 | 9.00 22.06 17.45
N/)\T/\/\HJLT/
129 19.90 | 7.83 = 17.40
53 5,99 2,92 = 9.13
O
S58W¢
H
130 N 4.97 2.07 = 4,96
WY
K/N\,/\JN\
[1459]
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Z.90

132

9.85 5.

10.43

67

11,79

50

J

10.26

oo
(]

10.99
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:
N
/
134 N O 43 17 | 2¢.20 = 4]1.98
“’/k“/\ |
k/N\/\/N\
AL (]
i)
135 l 41.82 | 24.6¢ - 36.14
-
N N
I\/j"\/\/’l"\
27 = 40.95 =
59 19.99 10.24 = 17.60

[1461]
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0 10.97 | 5.8 11.08
g
o8 s¥e
136 CI 9.50 | 7.86 9.95
0 N//I\N / 8]
137 27.56 | 11.97 18.99
138 10.81 | 10.41 17.24
130 11.79 | 10.86 18.15
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37 16.46 | 8.12 17.97
38 34,77 | 18.91 24.40
S
o8 0ve
H
140 (ii/” 21.65 | 10.07 19.36
N N’\l
O
Q/é\t ) -
H
F N _
141 9.76 | 5.12 9.11
g
‘e
L
Jopole
H
142 @Q‘\ 9.49 | 2.87 4.72
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147 2811 19,82 = 31.40
iy
|
@511 oy
148 3l.61 2 %2 = 35.67
IT,
“
149 37.06 | 33.29 - 38.70

,\ @
150 &j\/:)\ Ny 21.78 | 1

[s;2]

07 = 23.16

[¥a)
|
)
(=]
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