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g Astel, AW (FEAY FF2PAY 94 742 FAer] A9 ) 2 Aa€ B2y (A 5
Fo AWA 2718 Fsks] AT 2)e FAsA

Ehdot
371 AR k22 RE e S8 B dAstal, d2d BERYS Fdsta, 5o AR dAEsT (=
4). CPD-AE T3 &8 AAE2 TA the] &5 ¢ Ao 25 Exstes FEZA Ayl FFollA
ogt F71E yEhdth. (PD-A (V2 & V3)o| =ZH v}t 5% dzuy vluste $7id fEZA e 4

& vt
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H2K/mdx/FEZ (Utro) A S1¥H AEF FXH

HoK/mdx/FEZ A 2|XE AEFE <30% AZFAEZA F 23] AU, 7] AELE 10% 0.2 =A35
of 33 CollA AZAAH L.

golgs A% IHEAEE AAsy] f&l, ©dTol "ojxr] AA wjzkx] EYAI/EDTASH Al A5t o]

DMEM 7] 2.3 (Gibco) 41966

20% FCS

1% #/2~E5)(Pen/Strep)

1% =5EH
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A HE (1276 905 = A (Roche)) H7F Al5k ¥l 10 p1/¥]A] 50 ml

9649 Zejo]Eo] dfsl FA|¥etA] A

HoK/mdx/FEZ A B]2E AXF AXE 2% A% wix] 190 plolA tlgr 5000 A2/Qe] dxz 969 Z g o]
E (ZZ(Falcon) 353296, WA & ST, olojA, AV ZHEEE 10% (0,4 EA)3F 33
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System) (E2520))0l we} MEE FAANAA &astdct.  olojx, EdolE Fuxmg (e (Victor) 142
0)E o] &3kl 10x &< A3t

5l o2 A A
2738935 93 3ES 223 w7tA 100% DMSO & 10 mM 2E 024 -20 ColA A 4s}3T).

ndx wh9-20] SHgHE 59
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AAslaly] 93 =4S detz, OCT (Bgo]lE A8 9-U-W=(Bright Cryo-M-Bed))el HA|A7]x, HA =
2 W7ZE olade AollA FAAAC. nAHEA &2 8 pM WYEdH(cryosection) S HEo]E A 2FX] A

R

(Bright Cryostat) 2FellA Awkslar, -80 CollA HAs+air).

AME Fulstal, AAE PBS F 5% Aol AlA 308 Bt ERAST. 1x FAS BEY At §
Aslar, H& A WelM 1.5A%F B¢t 7] A Aol A Qo] dstar, oo PBSOlAM 5% B9k 33 AlH
shalth. e B2 Akl A E 22 FAE A W F& AWM 1AZE Fek AstHlol stk HAF
Howm, A7) A& PBSIlA 5% w33 AFHsta, 7AWEdE  S|=ZvkE(hydromount)ot 37
gAsklel.  gol7k(Leica) B3 @S AHgste] Eetol=E AT

2 3}

(3

UK ATANN FAFHA ATE BAE o §3tel ARAY TS WAk, 1% o] BRSAT.

+ et Hwste] 2009 el

i

++ z1 Haske] 201% WA 300%
+H 1= vl wste 301% WA 400%

4+ oz vlwske] 401% o)A

#£ 1

249 71AE Tz AzE SqFE

. Axe | e 4
1 N-(2-(4-(F i g o}m) )5 Q)M = [d] A& -5-D)o] 2] TR o} H] = +
2 N-(2-(4-EF2dd)HUZ[d]SAE-5-D)F&-2-7t2 200 = +
3 2-((4-gr a9 %A)dE)-1-Hgd-1H-A = [d]o|f & e+t
4 2-((4-"ZA A=A -E)- IH-A=[d] o] v k& ++
5 AL (@-Ad-1H- A= [d]o]| 9| }E-6-QD)H EH= +
6 N-(2-# gz [d]SAIE-5-Y)Y Zdolu = +
7 3-Hd-N-C-Adilz[d]&$AE-5- D) T2 Folr| = +
8 N-(@2-#dHlZx[d]SAE-5- D)o Eotr = ++
9 N-2-AdAZ[d] A E-5- Q)T 25 SolH = +4
10 N-2-sd¥z[d]SAtE-5-D)FE| 2olH = S
1 N-@-#dilz[d]SAE-5-D)A— o = ++
12 N-Q-A9AZ[d] A E-5-Y)o] 2 E 2o} = ++
13 N-(2-s1@ 9= [d]$AE-5-Y)F &-2-Ft2 B 2olu= ++
14 2-wd¥lZ[d] A E-5-011 ++
15 2-(4-(EdEF )M d)dE [d]SAHE-5-017] +
16 2-(4-(d ol gotm =)s d )= [d] S AHE-5-01 1 s
17 2-(4-(d o Dot )5 d)ul = [d]8 AL E-5- o}l +
18 2-p-B2HE[d]&AE-5-o11 +
19 4-F22-N-(2-p-ELHWZ[d]SAE-5-D)d=olT| = +
20 4-wEA-N-(2-p-E 2 N=Z[d] SAIE-5-D)dl = olm| = +
21 2-(6-HEZNZ[d]SAIE-2-D)AE +
22 N-2-sd¥z[d]&AE-5-D)o] AYAG T = +
23 4-222-N-C-A4diZ[d]SAE-5- D)2 olr = +
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24 4-"E-N-(2-A 4z [d]$AE-b- D) 2 olu| = +
25 4-HEA-N-(2-H 2= [d] A E-5-Y) ) =olu = +
26 2-HE A -N-(2-s 4= [d]§ALE-5-D) 2 o}H| = +
27 4-(IH E ol o)-N-(2- gl = [d] &AL E-5-Y)Hl =t = +
28 3,4-TE22-N-(2-9d¥l=[d]$AE-5-d)H = o}r] = +
29 N-(2-Ad Az [d]SAE-5-9)-4-(E E222d D) =eln = +
30 3,56-T)F 2 2-N-(2- i = [d]$AE-5- Q) =el o] = +
M  4-EF2 2-N-(2-A9HZ [d]SAE-5-D)H ZolH = +
32 N-(2-#@¥ = [d]&AIE-5-)u @ -4-Ft 2B Xolm = +
33 2-F4-N-2-Ad iz [d] &A1 ZF-5-L)ol 4 Ectr| = +
T34 IN-G-AdME (AR A E-5- DA o = +
35 N-2-#dilz[d]$AE-5-9)-1-YZEotr = +
36 N-(2-AdAZ[d] LA E-5-9)-2-}ZEolu] = +
37 N-(2-#9iZz[d] A E-5-9)E| e A -2-Ft2 B olm| = ++
38 2-(5-ou] = & [d]SAL E-2- D) & 4+t
39 N-(2-( & D-3-D)HMZ[d] A} E-5-A)H =Zoln] = +
40 4-2E2E2-N-2-(JgD-3- D= [d]SAE-5-d) =t = +
a 4-W@-N-(2-(Aed-3- D)= [d]SAE-5-D) = olr| = +
42 4-dZA-N-(2-(J g D-3- D) = [d] A E-5-d)l =otr = +
43 2-w5A-N-(2-(J e d-3- D)l & [d] &AL E-5- D)l =o}pm = +
44 4-(dH g ot )-N-(2-(F 2 d-3-d)l = [d] FALE-5-Y) )l Zelu| = +
45 3,4-tJZ222-N-(2-(d & d-3-)M = [d] §AIE-5-L)dl =olu = +
46 N-(2-(92 Q-3-AZ[d] ZAEF-5-D)-4-(E EF e 2 @) =o}n| = +
47 35-0F22-N-(2~(A 2 9-3- A2 [d]$AIE-5-D) i =o}n] = +
48 4-E5 9 2-N-(2-(F 2 9-3-D)A=Z[d]-LA}E-5-D)H = o}H] = M
49 N-(2-(AD-3- D)= [d]FAE-5-)H] F d-4-FF2 E2olu = +
50 2-F9-N-2-(J & d-3- )= [d] SAE-5-Y) oA Eotu| = +
51 3-#9-N-2-(HFHD-3-D)N = [d] A E-5- Q) Z 2 Folu| = +
52 N-(2-(9 g d-3-)Ml = [d]&AE-5-L)Al Folu| = +
53 N-(2-(Jd-3-MZ[d] AL E-5-Y)Z 25 olu|= +
54 N-(2-(J2 Q-3- A= [d] SAIE-5-L)FE Zolu| = +
55 N-(2-(J 2 Q-3-)A = [d] ZAEF-5-D) A Folu| = +
56 N-(2-(9 & 9-3-D) A= [d] AL E-5-D)0] A H-E] Zo}u| = ++
57 N-2-(HFd-3- D& [d] A E-5-A)F&-2-7t2 E20lu|= +
58 N-(2-(J & D-3-DH=[d] SALE-5-A)F P-2-7t2 R XolH = +
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[0321]

59 N-(2-5 dfl 2 [d] &AL E-5-d) = olT] = d
60 N-(2-(4-( o Botu ) H D= [d] $AE-5-D)J ZHo}H| = -+
61 IN-(2-(4-(JoBo}r) =)o 2 [d] S AE-5-Y)o| 2Y @Eo}H| = W
62 IN-(2-(4-(Jol ot ) )2 [d] S AHE-5- Q) =o}u| = +
63 4-F22-N-(2-A-( ol ) DM Z [d] FALE -5- ) 2ol =+
84 IN-(2-(4-(Jo o) ) DM Z [d] £ AHE-5-D)-4-F Dl =o}H] = +
65 N-(2-(4-(g]ol Do}u] =) Q) = [d] SAE-5-Y)-4-F ZA sl Zo}mjE  +
66 N-(2-(4-(Jodojr m)f )= [d] SAHE-5-)-2-F EA M ZolHje  +
N-(2-(4-(Hdotm ) )i = [d]§AHE-5-)-4- .
67 (O goH ) =olu =
68 3,4-4E22-N-(2-(4-(5 1 Do}r =)o )l = [d] SAFE-5-D) i = o} =i+
N-(2-(4-( o g otu] =) d)d = [d] S A E-5-Y)-4- .
69 (EE|ER e 2 d)ulzolu=
70 3,6-tF22-N-(2-(4-(H o Dotu| =) Q)i = [d] G AL E-5-Y)dl Zolu| =i+
kAl N-(2-(4-(ogetr )l )t 2 [d]SAE-5-D)-4-FF 2 2l =o}lm|=
72 N-(2-(4-(t] o @ opr) =) s )l = [d ] SALE-5-)H] | d -4 -7t 2 B Xoln| o+
73 N-(2-(4-(odolr ) H )il & [d]SAFE-5-D)-2-HA do}H Eelr= i+
74 N-2-(4-(ogeolm ) )i 2 [d]SAE-5-D)-3-Hd T2 Felm]=
75 N-(2-(4-(t o @otr) ) A )M 2 [d]SALE-5- )T 29 2oln]= ++
76 N-(2-(4-( o 2 opr) o) )Ml = [d ] SALE-5-U) F-E| 2olu = +
77 N-(2-(4-(F o Lo}r) =)o Q)i = [d] AL E-5-L) A golr| = ++
78 N-(2-(4-(J o Bo}r] )oY M Z [d] §ALE -5-Y)o] 2 HE Zolm = +
79 N-(2-(4~(t] o] B o} i) Q) 2 [d] & A E-5-D)E) @ A -2- 2 B xopm =it
80 3-(6-Z 2T Z[d]SAE-2-D) x4
81 N-(2-(9 & 9-3-DAMZ [d] &AL E-5-A)Y F- olH] = +
82 5-o}H] ;=—2-(5-0o}u =¥ Z [d] SA}E-2-D)H & i
83 4-MFA-N-(2-(4-"SA A DA Z[d] §AE-5- D) Zo}u = +
84 5-(NE&Xd)-2-A M Z [d] AL ++
85 2,5-0 94 = [d]SALE T
86 2-Ad YT E[L,2-d]&AHE it
87 N-(2-(4-2 22 AN Z[d] A E-5-D)o] 2 adc}u = +
88 N-(2-(4-2 222 [d] A E-5- D) =olH = +
89 4-F22-N-(2-(4-F2 2= [d] $AE-5-D)H ZolH = +
90 N-(2-(4-Z22ADNZ[d]SAE-5-D)-4-A e =oln|= +
N N-(2-(4-ZZ2A M E[d] A EZ-5-0)-4-H FA M =c}O| = +
92 N-(2-(4-Z 22D Z[d] A E-5-D)-2-H| FA l Zo}r| = +
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[0322]

93 N-(2-(4-FZ2HADAZ[d] AL E-5-D)-4- (O Do} ) Zolm]E
94 N-(2-(4-E22H9)AZ [d]SAIE-5-Y)-4-(Eg EF L2 g ) =o}m =+
95 35-TZ22-N-(2-(4-Z2 22 N2 [d]ZAE-5-D) ) =olH| = +
96 N-(2-(4-2 22U Z[d]GAIE-5-9)-4-TF L 2H=olH| = +
97 N-(2-(4-F 2 2ADAZ[d] AL E-5-2D)-2-5 o} Eopm] = ++
98 N-(2-(4-2 22N [d]SAIE-5-D)-3-Hd T 2 go}r= +
99 N-(2-(4-Z22ADAZ[d] LA E-5-D)F-E Zolu = it
100 N-(2-(4- 2222 [d]SAE-5-D)AFolr = ++
101 N-(2-(4-2Z2Hd)AZ[d]SAE-5-D)o] 2 F-E 2eln| = +id
102 N-(2-(4-Z 22 )M = [d]SAE-5-D)F F-2-7}2 EXoju| = +
103 N-(2-4-2Z2HHAZ[d]1SAE-5-D)H 2 H-2-7l2 B 2eln = +
104 5-olu] :=-2-(5,6-T W@ -1H-" = [d] o] vt &E-2-U)d &= ++
105 2-(3-dE-4-UEZHY)-1H-q = [d] o] "t} & i+t
106 2-(6-YEZ-1H-Az[d]o| vt} E-2-Y)H = +
107 2-H 4l Z[d] &M E-5-7t2 544 it
108 2-(4-Z28eDAE[d]SAE-5-712 224 +
109 2-(4-Z 2L Z[d]SAE-6-712 544 +
110 2'-(4-Z 29U d)-2,6'-H Mz [d]SAE-6-712 5D +
111 5-Z222-2-AdHZ[d]SAE ++
112 6-Z22-2-A 9Nz [d]SAE +
113 N-(2-p-EEHMZ[d]SAE-5-) Z o}m] = +
114 N-(2-p-E2MZE[d]SAIE-5-Y)o] A Z-olH| = +
115 N-(2-p-EEHZ[d] AL E-5-)Z 2 5] 2ol = Tt
116 N-(2-p- B2 Z[d]SAIE-5-Q)F-E Zolu|E M
117 N-(2-p-EEHZ[d]SAHE-5-D) Aol = Tk
118 N-(2-p- 22 =Z[d]SAE-5-Y)o] A RE Eo}u= -+
119 N-(2-p-EBEHZ[d] A E-5-)F@-2-72 B 2olH = +
120 N-(2-p- 292 [d]SAE-5-Y)E L. A -2-st2 B xolu = ++
121 N-(2-(4-(E|EF L 2 @) D)NE[d]SAE-5-D) A o}m] = +
122 N-(2-¢4-(EFEZo2d @) Q)N E [d]SAE-5-Y)ol AU ZHmE i+
123 N-(2-(4-(Eg]EF 229 8)H )AZ[d]SAIE-5-LD)olH Eo}r| = ++
124 N-(2-¢4-(EEFo2d @) Q) E [d]2A}E-5-U)Z Ev] LojH| E +
125 N-(2-(4-(Eg|EF o 2d@)s )M Z [d]SAIE-5-Y)F-E Zoln]= +
126 N-(2-(4-(EgEF o 20 )i Q)i =E [d]2AE-5-Y)Aolu| =

127 N-(2-(4-(Eg|EF e 2 @) )N E [d]SAE-5-Y)o] AR Zolule
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[0323]

N-(2-(4-(E EF L2 D) U= [d]SAE-5-D)F F-2-FFEF 20l =+

128

129  {5-tert-FE-2-HdWZ[d] A E e
130 6-HEZ-2-HJdu =z [d]SALE ++
131 4-(6-F 2 2HMZ[d]SAIE-2-Y)-N,N-t o} d? +it
132 {4-(6-FZRWE[d]AE-2-9)-N,N-T]o|do}d @ i+
133 2-(5-otr| =-1H-¥ = [d]o] v} &-2-Y)H &= +
134 N-(2-(4-d A H)A=Z [d] SAE-5-F)o] 2 AHolr = o
135 IN-(Q2-(-"IENADNZ[d]LAIZ-5-Y)otH Eotr = i
136 N-(2-(A-dEA A Q)M Z [d] A E-5-D)Z 2 9] Loju] = Land
137 N-(2-(4-d SN H Q)= [d] SAFE-5-Y) FE Zoluj = +
138 N-(2-(A-A A A )AZ [d] SAIE-5-D) A golu| = +
139 N-(2-(A-A A AN Z [d] SAE-5-F) o] A F-E| Zo}r| = ++
140 N-2-(4-dEA A DA Z[d]SAIE-5-D)F&-2-7t2 B 20ln| = +
141 N-(2-(4-dSA A D)l = [d]SAHE-5- D) 0.4 -2-7FE B Aolu = +
142 4-(5-tert-F- @2 [d]SAE-2-4)-N,N-T]e] dold ++
143 {4-(1Z[d]SAE-2-9)-NN-Tjeldedd ) ++
144 NN-UE-4-G-(NB&E ) IZ[d]SAIE-2-L)old A +
145 NN-T2-4-6-A Nz [d]FAE-2-D)e}d @

146 N N-Togd-4- (Y= E[],2-d]§AIE-2-L)o} 2R ++
147 2-(Fgd-2-D)M=[d]SALE +
148 N-(2-(4-2=2299)-2H-A=[d][1,2,3]E&|o}E-5-Q)Z 29 2oju|=  ++++
149 2-(4- (A& d-1-D)A DA = [d] SAE-5-01F ++
150 2-(4-(F 9 D -1-D)A ) = [d] &AL E-5-0}T ++
151 2-(4-(4-A @5 QA -1-9)3] Q) = [d] LA} &E-5-01 7 +
152 2-(4-(F o Eotr] ie)d) B)M 2 [d] SAHE-5-F 2 B2 4 +
153 6-UEZ-2-9d§AE2[5,4-b]F W +
154 2-=Z 29y %[d]&AHE-5-0}7] +
155 2-F = [d] &AM E-6-0t9 ++t
156 N-1d-2-dd i = [d]SAE-5-0}7] +4+
157 2-p-BYSAEE[5,4-b]9F D M
158 2-p-EL A ER[4,5-b]9 29 +
159 2-(4-2 2 = )R [d] GAHE-5-0}7 +
160 3-u] BN -N-(2-p-B AW Z[d] S E-5- D)= 2 Holu|= S
161 5-9d-2-p-E 2N E[d]SAE it
162 2-(4-222949)-5-9 9 2 [d] A E +
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[0324]

163 2-NZ2qA-5-UEZRNZ[]SANE +
164 2-(4-22274d)-6-UEZ-1H-Ax[d]o]ut} & +
165 IN-(2-dAWN=[d]SAE-5-)-2-A Dot Eo}m= +
166 (N-(2-p-B-1H-1=[d]o)nt}Z-5-Q)5E 2oju]= +
167 N-29-2-9 99l 2 [d] A E-5-0}d A
168 N-o] 2R g -2-0 Ul 2 [d] A E-5-0}7 AR
169 2-99&A &2 [5,4-b]¥ 2 @ -6-0}7] +
170 N-(2-9 9 SALE 2 [5,4-b]H]E D -6-L) R E 2ofu]= +
171 5-UEZ-2-(3 g d-2-D)AZ[d] G4 E .
172 5-tert--d-2-p-E AW 2 [d]SALE M
173 2-p-EAPER[A]SAHE M
174 2-(3-(E EF e 2d Q) d)d = [d]&AH&E-5-0}F] +
175  IN-(2-p-E3-1H-"Z[d]o| | t}E-5-9)0| 22 E o} = +
176 N-R8-2-p-FI R[] §AIE-5-FrEF20lH] = +
177 N-Z28-2-p-E9W2[d]SAE-5-FEE Aolu]= i
178 IN-(2-(4-2 =229 9)-1H-9Z[d]o] 7t} E-5-Y) R E 2o}r] = +
179 5-(E&¥Xd)-2-p-FAWZ[d] A E e+t
180 2-(4-22299)-5-(NE X DA R [d] A E i+t
181 N-o|AZ 2 A-2-p-FLAZ[d] A E-5-Ft = B 20| = +++
182 N-59-2-(4-22 29 )0 2[d] &A1 &-5-011 it
183 2-(4-22 2 d)-N-o| 2 R @2 [d] SAHE-5-0F b
184 N-91d-2-(4-F2 299N Z[d] A} E-5-0}9 +
185 IN-¥¥-2-p-EIW=E[d]SAE-5-0}9 +++
186 IN-o|2¥9-2-p-EPNZ[d] A E-5-01F ++
187  IN-91d-2-p-SAx[d]$ALE-5-01T A
188  iN-(2-31d-1H-#Z[d]o|n|}E-5-)o] 2 HE 2ojm = s
189 (4-YEE-2-p-EAUZ[dISAE +
190 {6-UE=-2-p-EIWZ[d]SAE 4
191 2-(4-F 22 Y)-6-UEZNZ[d]SAE -
192 2-p-BFLAEZ[4,5-c]FFH D +
193 N-(2-F QA2 [d]SAIE-6- D) T2 R-1-& Eolu| = +
194  IN-(2-9d-1H-9%[d]o) 0|} E-5-9)% 5 2ol = ) i i
195 N-(2-(4-2 229 9)-1H-0 Z [d] o] v| T} F-5-L)o] A R § Eo}n] = ++
196  2-m-EIWZ[d]SALE-5-07 +
197 2-(3-(dH gotu i) d Q)i = [d] &AL E-5-0}F] -
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[0325]

198 5-H 2R -2-p-FIHZ[d]SALE e
199 5-(4-F1 ZA 9 9)-2-p-E D W [d] SAHE +
200 N-C-m-EFUz[d]$AE-5-)FHEolnE ) N
201 N-(2-(3=( ¥l Gotu] i) Q)M 2 [d] SAHE-5- L) R § 2ol = +
202 N-(2-m-E2W2[d]SAE-5-U)o| 2 RF Eotu= N
203 N-(2-(3-(E3 Z2Z2299)d Q)N 2 [d]§A}E-5-9)o| A FE Eolu| = +
204 N-(2-(3-(A " gotr ) s Q)P R [d] §AFE-5-U) o] A F-E 2olr| = M
205 2-0-B AW Z [d] &AL E-5-0}1 N
206 2-(2-2=2 29 9)d 2 [d] §AHE-5-0}9 ++
207 |N-(2-(4-2229DAZ[A]$AE-5-Q)Z 2 eoju|= M
208 | N-(2-p-EIW=[d]SAME-5-9)3 Tolu|= ++
209 2,2,2-EZEF 0 2-N-(2-p-E AW 2[d] A E-5-Y)0t 4 Eolu = +
210 N-(2-(4-22 23 Q)= [d] &AE-5-D) doju]| = ++
211 N-(2-(4-2 229 Q)W Z[d]SAHE-5-9)-2,2,2-E| EF 0 RO A Ecfm]=  H+
212 6-B 2R -2-p-FASAEE[5,4-b]FFd +
213 2-p-E¥Wx[d]HopE-5-opd +
214 2-91d-5-UESHWZ[d]SAE +
215 5,6-tH@-2-p-B AN Z[d]SAE S
216 {N-(2-p-EIWz[d]E}E-5-A)RE 2olu= -
217 N-(2-p-EdlZ[d]E o} F-5-)o] 2 FF Eo}n= N
218 12-p-EIWZ[d]SAE-5-F2 g 20n|E ot
219 iIN-(2-(4-22 23R Z[d]SAE-5-9)-N-f = 23] 2ojn]= ++
220  IN-(2-99¥E[d]SAE-5-Y)TER-2-FFojH= ++
221 IN-(2-9 992 [d]SAE-5- DA Eotr| = +
222  (2-(4-22299)-56-UNgAZ[d]SAE N
223 16-yE=2-2-(Fd-2-DMx[d]SAHE +
224 {2-(24-v2=22949)-56-t9 AR [d]SAE N
225 IN-(2-(3-(EPEF =)A= [d]$AHE-5-A) o= +
226 N-(2-0-EYUZ[d]SAIE-5-9)o] 2 H Eoln|= M
227  IN-(2-91AWZ[d]SAE-5-Y)RE 2olH= +
228 N-(2-91AW =2 [d]SAE-5-9)0| A HE 2o}r]= +
229  IN-(2-(2-222dD)AZ[d]SAE-5-)FE Soln|= M
230 IN-(2-(2-Zz2=d9)uz[d]$AHE-5-9)o AR EHaolu = A
231 IN-(2-(3-22 =293 A2 [d]SAE-5-U)o) 2R HEolu = et
232 12-(3-FF e 2AD)UE[d]&4AE-5-011] s
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[0326]

233 4,44-EEFQZ-N-(2-p-EQWZ[d]SAE-5-D) - Bolu= +
234 1 2-p-EUMx[d]ZA}E-4-0}T M
235 IN-(2-p-EYWE[d]SAE-4-W)FHEoin]= M
236 N-(2-p-EQ U Z [d]SAHE-4-D)o| AR HEo}ln)= M
237 2-p-E YW= [d]SAE-6-0}7 A
238 2-(24-UEZe2f=olnE)-4,5-t) @ d 24-T)EF e 2HRo]E
239 N-(2-(3-2 229 Q)M 2 [d] S 1 E-5- Q)R E 2ojm] = +
240 1-919-3-(2-9 29 2 [d]SA E-5-2) g0} ot
241 1-0|AX 2 M -3-(2-F = [d]SAME-5-9) 99 o} +
242 N-(2-(2-ZF 9 29 )N 2 [d]§A}E-5-Y)F-E 2o} = +
243 N-(2-(2-EF 29 )= [d]SAIE-6-F)o| A F-E| Eoln|= +oh
244  IN-(2-(3-EF 029 )= [d] A E-5-Y)FE Sojr]= M
245 IN-(2-(3-EF 229 9)ix[d]SAE-5-d)o| AR HEolm] = i
246 itert-3¥ 3-22-3-(2-HGHZ[d]SAE-5-Yolu| )T 22 uo]E i+
247 2-(2,4-tEF 0 25 9)-5,6-t A A= [d] SAE ++
248 N-(2-N22dAux[d]$AE-5-A)o]ARE ju=E Y
249 N-(2-N 22802 [d]$AE-5-Y) R g 2olo|= +
250 2-(5-2a3gd-2-A)-5-UEEAZ[d] G} E +
251 2-9 d Wl = [d]¥) o} Z-5-0}H i
252 N-(4-(2-(4-2 22 DA Z[d]GAE-5-L)7 )0} H Eolr] = N
253 N-(2-p-E9W 2 [d] A E-5-A)Z 2 @-1-FFo}u|= +
254 1333-EFELZ02-N-(2-p-EINZ[d]SAE-5-Y)Z 2 %ol ++
255 IN-(2-(4-222AD)AZ[d]SAE-6-9)o] AR Eolu= M
256 N-(2-(4-2 223 )M 2[d] S A E-6-9) 3 F 2o}m] = t
257 N-(2-(2,4-t] 2229 d)PE[d] FAE-6-Y)o| 2 FE| Eolr= +
258  IN-(2-(4-ZF229 Q)i [d]SAE-5-d)o| AR F2o}m] = et
259 N-(2-p-E2H 2 [d] A E-5-A)Z 2 @-2-&Fo}n|= +
260 N-(2-(4-2 22 DUZ[d]SAE-5-D) T2 R-1-Eolu= +
261 N-(2-(4-2 22 DA Z[d] A E-5-) T2 R-2-& FEolu|= +
262 2-(6-#@ I d-2-U)-6-YEZPZ[d]FAE ++
263 2-(4-22 29 9)-N-0| 2 =2 FW2[d] G E-5-FEF20lu]= e
264 2-(4-2 229 Q)M 2[d]SAE-5-FFEE 20ln|= M
265 N-(2-(4- S22 PR [A]SAE-6- DA ZEZ 2RI 2 F 20l = bt
266 N-(2-(4-22 2 DAZ[d]SAE-5- DA FERBAEE20lu=E e
267 N-(2-9 d ¥ Z[d]E) o}&-5-U)o| 2 E Sojn] = M
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[0327]

268 IN-(2-(3,4-0E=22d Q)W Z[d] A AE-5-)o| AR 2o} = M
269 2-(4-22294d)-5-(4-(NEd&X )N AR [d]SAE +
270 N-(2-(5-22 2398 d-2-A)A 2 [d]§A}E-5-Y)o| 2R E Zolm] = M
271 N-(2-(3,5-9 2220 9)M 2 [d] SN E-5-D)o| 22 E 2o} = ++
272 (S)-2-0}m] = -N-(2-(4-F 2 29 d) A 2 [d] A} &-5- )= 2 @o}n] = Laad
N-(2-(2,3- 2229 A= [d]SAE-5-D)o| AR E 2ol = +Ht+
274 2-(4-22 29 d)-N-o|AZ 2 A2 [d] &A1 E-5-FERE Qolu] = +
275 N-(2-(4-Z22A)AZ[d]SAIE-5-Y)-2- M2 =2 HE Qopr = ++
276 2-(4-22 29 d)d = [d]E o} &-5-0}7 AN
277 IN-(2-(4-E==d D2 [d]EotE-5-)o| AR Folu = et
278 2-(4-22 27 9)-N-0| 2 =2 A-N- DA Z[d]SALE-5-FF2 B 200 4+
279 2-(4-22 29 9)-N-d DA 2 [d] A E-5-F2 B 2 olm] = e
280 2-A @iz [d]§ALE-5-01" Aband
281 2-(4-22294d)-5-(c| AT 2 A& X A)AR[d]SALE A
282 2-(2-2 229 49)d2[d]E o} F-5-0}7] A
283 2-(3-g= 29 d)Ax[d]¥ o}&-5-0}7 S
284 2-(3,4-9 2229 d)A=[d]¥ o} F-5-0}7] it
285 3-2E2ZFx-N-(2-9 9= [d]$AIE-5- D)X 2 do}u| = +
286 2-(A=[d][1,3]19&&-5-9)-5-UEZHAZ[d]SAE +Ht
287 98 4-(2-(4-2 220 D)ME[d]SAE-5-D) iz o] E +
288 5-HE2E-2-(4-Z2 2 d)AZ[d]SAE et
289 4-(5-22=W=2[d]SAE-2-D)otdd it
290 4-(6-S22HR[d]SAIE-2-U)o}H ™ 4
291 2-(4-22294d)-5-(4-EEZ A )N [d]SAE ++
292 2-(4-22299)-5-(3-(| 2E £)H DM =2 [d] SAHE ++
293 2-(3-22299)-5-(Ned& X DN=X[d] LA E it
294 N-(2-(2-(4-2 229 Q)= [d]SAE-5-L)F )l 4 Eofu] = +
295 N-(2-(2-22 29 Q)i = [d]§ o} F-5-)o] AR ¥ Eo}n] = Sanad
206  N-(2-(3-Zz2HQ)Az[d]Ho}E-5-F)o| 2R Eolu= et
297 N-(2-(3,4-t 2 29 d)dx [d]go}&-5-9)o]| 2R So}u] = N
298 2-(2-2229d)-5-(JREXUX[d]SAE ++
299 2-(A2[d][1,3]9)&&-5- )M = [d] &AL &E-5-0}F] ++
300  IN-(2-(AZ[d][1,3]9%&-5- MR [d] S E-5-L)o| 2R E 2o}r= it
301 2-(3,4-tZ22dd)-5-(Ned&X A2 [d]SALE ++
302 IN-(2-H U EAR[d]GAE-5-U)o) 2 HE 2o} = +
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[0328]

303  IN-(2-(2,3-Y g2 )i Z[d]Ho}E-5-Y)o| 2R E Zolu= M
304 2-(2,3-Y2229d)-5-(JedEX DN Z[d]ISAE +
305 2-(4-22 29 9d)-5-(6-" A3 g d-3-D = [d] SALE ++
306 2-(4-22 29 9)-5-(6-AEA A d-3-DW X [d] SAHE +
307  12-(2,3-dE==9d)iz[d]E o} E-5-017 .
308 12-(1-#do AR [d]SAE-5-0}F M
309  IN-(2-(1-9 9o DN E[d]SAHE-5-Y)o| 2R E 2olu|= +
310 2-(4-22299)-56-MEdA A P2 SALE AN
311 N-(2-(2,6- 2227 Y)AZ[d] GAHE-5-Y)o]| 2 F-E Zojm] = +
312 2-(4-22299)A=[d]SA E-5-& T4 *
313 13-(2-(4-222HDHNZ[d]SAE-5-L)d 24 +
314 2-(4-22 29 4)-5-(6-F 227 d-3-DN=X[d] SAE +
315 2-(4-22294d)-5-(6-E 2029 d-3- WM Z[d]SAE .
316 2-(4-222949)-5-(6-RE2F = d-3-D)AR[d] SAHE +
317 N-(4-(5-22 22 [d] A E-2-)F )0} 4 Eotr] = N
318 IN-(4-(5-22 2 Z[d]SAE-2-9)7 d)o] 2R H EolH] = -+
319 N-(4-(5-22 22 [d]SAE-2-9)F Q) e A -2-Fr= B ~ofu|= +
320 IN-(2-(4-Z=22H9)H2[d]SAE-5-9)-N-F Do| 2R E 2ojn]= ++
321 5-tert-3E-2-(4-F22HD)AR[d]LAE M
322 2-(4-22 29 4d)-N-o] AR d-N-d gl = [d] SAE-5-0}%] +
323 IN-(2-(4-22=299)NZ[d]4AHE-5-Y)-3-5 Z A X 2 Fo}u] = A
324 12-(34-TFE=2¥9)-6-UERAZ[d]SAE ++
325 (2-(4-222d9)Z[d]§AHE-5-& &0t = it
326 ~EER-2-(4-F2299)-6-UERWZ[d]SAIE i+t
327 2-(4-22294)-5-(6-ZA g g d-2-D)AZ[d] SAE +
328 (3-(2-(4-Z22AQ)M=E[d]SAE-5-D)oldd S
329 4-(2-(4-S 22 DUZR[A]SAIE-5-D)ol D™ M
330 5-222-2-(Jd-4-DAZ[d]SAE +
331 -222-2-(Jgd-4- )Nz [d] A E +
332  IN-(4-(6-222MZ[d]SAIE-2-9)5 Q)04 Eotr] = +++
333 N-(4-(6-Z 22 Z[d] 44 E-2-9)3 9)o] A FE Eojn|= Wi
334  IN-(4-(6-F2IZHZ[d]SAIE-2-D)A DE e f-2-st2 Exclm] = N
335 2-(4-22 29 9)-N,N-tjo] 2 R @l = [d] A E-5-0}7] +
336 4-(5-BE BRZE[d]SAE-2-U)old & N
337 4-omx-N-(4-(5-REEAZ[d]SAE-2-9)d Q) = o} = +

_31_

SES06 10-1472248



[0329]

338  15-(2-(4-222d9)NZ[d]SAE-5-Y)F P D -2-0}7 SN
338 2-(4-S=2=¥d)-5-99d-1H-U= +
340 IN-(2-(2-222-4-FF Q2 D)UR[d]SAE-5-)0| A5 2ol = ot
341  IN-(2-(2-222-6-FF2 29 Q)2 [d]&AE-5-d)o| AR F 2ol = +
342 N-(2-(3-F2=2-2-FF 0 2 =E[d]SAIE-5-Y)o| 2R E Eolr= N
343 IN-(2-(4-222-2-FF 0 2 d)WX[d]§AIE-5-Y)o| 2R E Eolr = it
344 N-(2-(2-222-5-Z29 29 )M Z[d]SA}E-5-Y)o| AR H Eolu= +
345 IN-(2-(4-F=2=2dd)d=[d]SAE-6-9)-3,3,3-EFEF LT 2 golr= N
346 N-(2-(4-22=2ADAE[A]{AHE-5-DAZZAGRE B ~0ln= +
347 IN-(5-222-2-(4-F22HA D)V Z[d]§AE-6-Y)o| 2 FE Eoln]= ++
348 5-UE=Z-2-(4-(EYEFLHEAAD)UX[d]SAE .
349 IN-(2-(HEFI =2 -2H-HF-4-A) W Z[d]SALE-5-Y)o| 2 HE 2ol = +
350 12-(4-(EEFEvEA)HA)d=[d]SAE-5-017] ++
351 IN-(2-(3,4-tZzzHU=E[d]SAE-5-AN Sz Rs= B 2olu]=E it
352 IN-(2-3,4-tE=229d)i=E[d]§AE-5-9)-3,3,3-EEEFQEI2gPoju|= i+t
353 IN-(2-(4-FE22IDNZ[d]SAE-6-DAFEZ 2RI E20l0|E ++
354 IN-(2-(2,3-g 2223 9)i2[d]SA1E-6-9)0| A%E 2oju= N
355 IN-(2-(4-(EgEF22v5A)H Q)M Z[d]GALE-5-U)o] 2R E Eo}r= +
356 4-(5-(4-Z2IDPR[d]SAE-2-D)o}d™ +
357 2-REZgr-5-UEWx[d]SAE +
358 IN-(5-(2-(4-Z22HA )M Z[d]SAIE-5-U) g d-2-U)o} A Eolr]= +
359 IN-(4-(5-B2 Rl 2[d]SAE-2-9)5 d)olH Eotu)= bt
360 2-2EZrdlz[d]SAIE-5-017] +
361 i2-(3,4-22=294)-56-dBATSA W2 GALE +
362  (S)-N-(2-(4-2=2=23 D)= [d]SAE-5-)W & d-2-Ft2 Exolu|= ol
363  IN-(2-(2,3-t2Ead )M z[d]SAE-5-9)-3,3,3-Eg]Z2 0 2 X ajoln|s [+t
364 N-(2-AZ=99HZ[d] A E-5-)o| 2R E 2ol = +
365 IN-(4-(5-o}A Eotu] Edl = [d] A1 E-2-9) ¥ 9)o} A Eojr] = +
366 2-(FF-2-U)-5-UEZHZ[d]SALE +
367 IN-(4-(2-(4-2 229 49)-1H-AE-5-9)d )0l M Eolr = +
368 IN-(2-(2-22=2-3-(EfZ2o=2dg)d )2 [d]SAE-5-)0| AR E 2o} =+
369 2-(34-YF==9D)A=[d]SAE-6-17 M
370 N-(2-(34-t)E222 Q)M Z[d]SAE-6-Y)o| 2R 2olu= AN
371 2-(A=%[d][1,3]H924-5-9)-5-F22-6-UEZAZ [d]SAE et
372 N-(4-(5-(4-2==HDNE[d]SAE-2-)F )0} A Eoju| = +
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[0330]

373 N-(2-(4Z & -2-)A 2 [d] SALE-5-U )l M Eofr| = M
374  iIN-(2-(4-otAECHH EF YR ZE [d] A E-5-Y)0] A F-E| Solu| = +
375 IN-(2-919-1H-UE-6-Y)0| A F-E Solu|= ) ) +
376  123-UE22-N-(2-(2,3-t 222 DHNZ[d]SAE-5-D)A 2o = +
(S)-N-(2-(4-2=229 Q)2 [d]SAHE-5-9)-2- "
377 (vl go}u] )= 2 golu] =
378  IN-(1-H9-1H-AE-6-9)0| 2R E2oln= +
379 2-(4-22 2 A Q)-5-EZHZ[d]SMHE +
380 2-(4-2 22 A )M = [d]SAHE-5-01F M
381 N2-(4-22292)d2[d]SAE-2,5-H o} *
382 2-(4-d g dg 9)-5-UEZAZ[d]SAE +
383 IN-(2-(4-222=WFE)WZ[d] A E-5-Y)o| 2R E Zojr]= +
384 IN-(2-(=Z@d-2-)A = [d]SAHE-5-9)0) 2 R E 2olm = it
385 N-(2-(FZ &9 -2- )i 2 [d]SAHE-5-)E 2 A -2-F 2 & 2olu|= +
386 14" 2-(4-FEE DN [d]SAE-5-Ast2 v o= +
387  IN-(1-91A-1H-9E-6-)o| A RE| 2oju]= +
388 5-UEZ-2-(§2d-2-A)AZ[d]SALE +
389  IN-(1-¥9-2-99-1H-9E-6-Y)o| AR E 2o} = +
390 5-(dd&¥yd)-2-(}=gd-2-A)A = [d]SAHE NN
391 2-(3-222-2-Z%9 29 4d)-5-(NEd&EDAX[d]SAE ++
392 2 NZRAN-5-(EETDMR[A]SAE +
393 {2-(5-2=2=23d-2-U)-5-(NeEXDAX[d] A E o+
394 2-(AZ[d][1,3]9&&-5-)-5-(NDEE DN Z[d] A& et
395 5-222-2-(4-(EEED)FHDAZ[d]SAE +
396  IN-(2-¥ 9@z FE-5-d)o] AR EEolu= M
397 2-(AZ[d][1,3]9&&-5-U)-5-F 22U 2 [d]$AHE-6-017 M
398  IN-(2-(4Z[d][1,3]8&-5-9)-5-F22PZE[d] A1 E-6-U)0| A RE| Eo}r|E {+
399 i2-(4-2=2=949)-6-(dEE)H=[d]go}E N
400 2-(4-F229d)-5-(ME & T )UZ[d]SAE T+
401 2-( Al e -4-A)H = [d] AL E-5-0} +++
402 2-(AEd-2-WAN=E[d] A E-5-917 M
403 2-(AEA-3-A)HN = [d] A E-5-0}7] N
404  12-(6-MSAYZEA-2-A) A= [d]SAE-5-0}T ++
405 2-(6-B 2R YT Gd-2-)AZ [d]SAE-5-01F M
406  12-(4-F22HI)-6-CIEE XM [d]E}E A
407  1S-2-(4-Z22Ad)NE[d]SAZ-5-2 JBE B +
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[0331]

[0332]

408 2-949-5-(3',3",3'-E TR ex 2 dolux)H =R +
409 (2-(4-ZEEAY)YZE[1,2-dISAE o+t
CM0  N-(-(1Z2U-1-DUE [d]SAE-5-D)o| 2R F a2 = +
411 IN-(2-(0] 9 d-4-Q) M = [d]SAHE-5-Y)0| 25 2o} = +
412 N-2-(6-AEAYZ@A-2-A) A= [d] S AME-5-Y)0] 2 F-E| 2o} = +
413  IN-(2-(6-EHERUTEA-2-)NR[d]SAHE-5-Y)o| 2 R E| 2o = +
M4 2-4-F22H4)-5-0o|ARE 2N E-HEFH +
45 IN-C-FAEA-3-z[d] LA E-5-Q)o| AR F2oln = AR
418 IN-C-(FAEA-2-A) M= [d] LA} E-5-Q)o] 2R Zolu = et
M7 1-Q-@U-FEEADAE[d]SAHE-5-A)Z2B-1-& o
48 5-Clegxd)-2-G-vge ed-2- DUz [d] A E +it
419  IN-(2-(FF-2-Q)HZ[d] A E-5-Y)o| 2 FE 2o}H] = bt
420 1-(2-(4-2 2299 Z[d]SAE-5-Q)l Bt = aasd
421 2-(4-AF29A9 )z [d]§AHE-5-01¥ it
422 5-(ME&xd)-2-(FAEA-2-DME[d]SAE Fane
423 5-(19&XQ)-2-(AEA-3-DAZ[d]S A et
424 12-(6-BHERUITGA-2-9)-5-(BEEL)AZ[d]SAE +
425 [2-(4-NFEAHQ)-5-(NDE T DN [dISAHE +
426  (2-(dH9-4-)-5-(l P& TDAE[d]SALE +
427  5-(IEEEY)-2-(G=BA-1-DME[dISAE +
428 5-olt]x=-2-(5,6-T) F 22 Z[d] A E-2-D)H & 4+
429 5-(AETY)-2-(Fl o A-2- MR [dISAE ++
430 IN-(2-(4-AZ2HAADNZ[d]SAE-5-D)o| AFE2olu= +
431 5-(8&TY)-2-(6-EFL 2T GA-2-A)MZ[d]SAE +
432 (2-(AZ[b]E2HA-5-A)-5-(N D& T M= [d] SN E et
433 IN-(4-(5,6-T9 D= [d]$A}E-2-9)-3-3| =2 A 9 o}y Eolr] = i
434  12-(3,4-UF==dY)-5-(0] AT A& TR [dISAE +++
435 IN-(4-(5,6-TF = [d]&A}E-2-9)-3-3]| =S A H d)o}H| Eolu| = ++
436 5-(d&Xd)-2-@G-dEeA-2-DW=[d] A& ++
437  2-(G-(EETDAZ[AISAE-2-DU=GA-1-2 et
438  12-(2,2-TZF22WE[d][1,3]10%%-5-0)-5-(Nd & XM= [d]SA & i+
439  (2-(4'-2=22H4)-5-(NN-tod & Eolu F)- A=A E +
440 4-(5,6-UF 22 = [d]&A1E-2-9)ol 4™ bt
a1 (5 (e &EH)-2-(G-MEFI-2- DA = [d]LAE -+t
442 N-(4-(G4ZE[1,2-d]&AE-2-D)H d) o) A FE| Zo}u| = it
443  5-(E@EXd)-2-(4-EE 2 A-2- DM Z[d]SALE N
444  5-(@EXY)-2-(5,6,7,8-FIEFI EETGA-2-)AE [d] AL E -
445 2-(AZF&-5-A)-5-(NEEXTDMZ[d]SALE N
446 (2-(4'-F 229 Y)-5-(1'-3| =S A | D)- N2 LA E M
447 15—l -2-(6- (D& X DM E [d] A E-2-D)AE ++
448 12-(MZBA-2-9)-5-(E T2 ZHEANNE[AISAE ARand
49 o-(mgd-o-ME[d]SAE-5-F 2R AN et
450 io-(pmgd-g-ohmlz[d]SAE e
451 5-tert-2-8-2-(} T &dl-2-)MZ [d] LA +
452  i56-0TFeE-2-(hTgA-2-A)ME[dISAE N
453  {1-(2'-(3"4"-0F 22 )M E[d]SAHE-5'- D)o Eh= AN
454  IN-(4-(A=[d]§AE-2-2)F )0 AR E 2olm = e
455 1dl9 2-(4-ZEEAd)ME[d]SAE-5-A (D) LL o] E LA
456  12-(3,4'-YE22949)-5-(11-F =S D)-N=2AE AN
457  o-(4-2=2Ed9)-6-ALNZ[d]SAE e
458 5-mME-2-(} T @A-2- D) E [d]SALE by
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[0333]

[0334]

2ol 71AE st AL B, EE FARANA FAHAY o] 59 o3

X2

MzE o= Az g8

459 3}8h a4
460 2-(4-(4-2 2294 ) D)dd)-1H- A= [d] o] v }E +
461 2-((2,4-t| F2 29 =) d)-1H- A= [d] o] 7 T}& i
462 2,6-tJZ22-N-(5-dul=[d]E| o} F-2-Lst2nuZ )l =olu| = +
463 2-(6] 29-2-d)-1H-"=[d] o] v t}& +
464 N-(3-(1H-#l=[d]o]nt}&E-2-d)F )l =o}m = *
465 1-(2-2223d)-2-((2,4-Y 22 2 A d)-1H- A= [d] o] 9| T} & *
466 1-(2- @A Z[d]SAHE-6-Y)-3-5d $-F o} +
467 1-9d-3-2-d g2 [d]§A Z-6-Y) 92 o} +
468 2-822-N-(2-"gd = [d]SAE-6-L7t2u R d) ) 2ol = +
469 2-(4-22294)-5-(H g d-1-GH ) A= [d]SAE +
470 2-(4-¥EA F9)-1H- A= [d] o) v FE ++
471 2-(5 5 A Wl ")-1H-M = [d] o] v]t}& ++
472 1-dg-2-4-YE2 7 d)-1H-A = [d]°| v }& +

473 2=-((4-A1EA A A H &)~ 1H-M = [d] o] vt} & +

474 1~ -2-(o A o &)-1H-A 2 [d] o] v T} & M

475 4-(1H-d=x[d]o] v }E-2-LD)otd & +

476 2,2'-(1,4-#'Q M| A (1H- 1% [d] o) M T} E-6-0} ) +

477 2-(4-UYEZH A Z[d]SAE *

478 4-(=[d]SAHE-2-A)old | W

479 5-(Z[d]Eo}EF-2-d)-2-wdo}ld ™ ++

480 2-(3,4-0 22 2 )M E[d]§AE-5-}9 ++

481 2-(4-N 2 )= [d]SAE-5-0} 7] +

482 2-(3,5-0Hd o d)M = [d]SAE-5-01T *

483 2-(z[d]E o}E-2-A)s & +

484 5-ott] -2-(AZ[d] §ALE-2-Q)F & i

485 4-(5,6-tH @A Z[d]SAIE-2-D)o}d ™ ++

486 4-(Az[d]SAE-2-9)-NN-THdold A

487 2-(4-o}v) ;= Hd)-1H- % [d] o] ¥] T} & -6-0} 7] +

488 2-(4-22299)E [d] A E-5-0}7 ++

489 2-(3-22 29 Q)= [d]§AHE-5-01 ++

490 2-(4-o}v| =5 d)-1-dE -1H-#l & [d] o] ¥] T} F-5-0} T +

491 2-(4-(F g otw] =) s d) M = [d] AL E-5-0} 1] ++

492 5-UEZ-2-Ad iz [d]&ALE +

493 N-(4-(1H-¥l=[d]o] v|th&E-2-Y)H d)-2- (] 2 A -2-A)o}H Eo}r] = +

494 N-(4-(1H-#1Z[d]o] Pt} &-2-4)# 9)-3,4-T | FA| ] ZolH]| = +

495 2-(4-22295A)E)-1H-d =z [d]o] vt} & +

496 4-(5-obu) =Wl Z [d] &AM E-2-)5 & +

497 N-(4-(1H-"l=[d]o]v|thE-2-Q)F d) el =o}u| = +

498 4-(1H-¥=Z[d]o] 7] t}&E-2-U)-N,N-t] f| o} d & +

499 2-(AEA M E)-1H- A=z [d]°] 7| HZ +

500 N-(2-(1H-¥lz[d]e| v t}E-2-A)#d)-2,4-E 22 Re}lu = +

501 N-(4-(1H-#1 = [d]o] vt} &-2-)= 3)-2-F d o} Eolr] = +

502 3-(6-N B E[d]SAIE-2-Y)o}d | ++

503 N-(3-(1H-#l=[d] o] W }&-2-D)H d)o} A Ec}ul = +

504 N-(3-(1H-#MZ[d]o] P} &-2-4)¥ d)E| 2 A-2-7t =2 B 2ol = +

505 5-tg-2-(4-UEZHAAZ[d]SAE ++

506 4-(6- 2N Z[d]SAIE-2-D)old & +

507 i2-(2-ZT 2o =¥d)-1H-Z[d]o]u & +
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[0335]

508 i2-(¥&-2-9)-5-YE=Z-1H-¥Z[d]o|v}E +
509 INN-OHE-4-(5-yE2-1H-#Z[d]o] 0 t}E-2-U)o}d & =+
510  12-(F&F-2-9)-1H-fl=[d]o|F]t}E-5-0}9 3= 2gago|c +
511 N-(2-(1H-#¥lz[d]e]| 8 t&-2-W)A)-4-(J F D-1-DE X ) =o}m =+
512 2=(4-wZA S D)l = [d] S A E-5-0}7] +
513  N-(3-(dz[d]Eo}E-2-)d d)ol Eclr = +
514 2-(3-2=2=99)-1H-AZ[d]o]|T}& +
515  12-(3,4-UHSA A D)AZ[d]SALE-5-0}F N
516 12-(4-(YMR-1-d& X))z [d]EoE i
517 IN-(2-(24-T 2229 )2 [d] A E-5-F)o}H Eojr| = ++
518 4-(5,7-tF2E2WE[d]FAIE-2-d)o} d™ =
519  IN-(2-(3-F22-4-WEX A DHNZ[d]ALE-5-D)o}H Ec}u = +
520 12-(3,4-0WEAHQ)-5-YER-1H-¥Z [d]°] " }& +
521 2-(3,4-t A Hd)-1-d D -1H- A= [d] o] v} & *
5§22 2-(2-"EAHAU=[d]E}E +
523 2-(4-2=22-3-JE=sd)Mz[d]goE +
524 [2-(2-ZzE-5-UEzdd)=z[d]gdE +
525 2-(4-EF 0 2Hd)-5-UEEANZ[d]SAE +
526 2-(3-2E22-4-9EH N E[d] LA E-5-1F ++
527 2-(2-222-4-v @9 )2 [d]§AE-5-0}F ++
528 2-((4-HEANFA 5 D)-1-dd-1H-A = [d] o] v} & ++
529  iN-(4-(5,7-trl @2 [d]SAHE-2-)¥ D)o} 4 Eoju| = ++
530 2-((1H-9 2 [d]o] v} &-2- ) & E| 2)-5-7d~1,3,4-S Ao} & +
531 2-(p-EL AW E)-1H-A = [d]o] e} & +
532  4-(5-d@-1H-9z[d]o)u}E-2-D)o}d ™ +
533 5-YER-2-m-EIUZE[d]SAE ++
534 IN-(2-(F@-2-9)-1H-d=[d]o]nFE-5-D)o} A Eotu] = +
535 12-(4-"WIEAHQ)-1H-M=z[d]e|n|}E-5-0}g] ++
536 IN-(2-(F@-2-9)-1H-Z[d]o]v|}&E-5-D)-4-F B A& Eolr = +
537 2-(3,4-tuEA I Q)-5-UEZAZ[d]SAE +
538 N-(3-(6-"2-1H- A& [d] o] "]} E-2-A) A D) F &-2-Ft 2 H20lH] = +
539 -222-2-3-dE9-4-UEZADANZX[d]SAHE +
540  IN-(4-(1H-dz[d]o|mTE-2- D)D) IZ[d][1,3])&&-5-F 2 E20lHE 1+
541 2-(4-22299)-1-dE-1H- Az [d]o]n}& ++
542  IN-(5-(1Z[d]E0}F-2-9)-2-t| EA H D)o} M Eolm] = ++
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[0336]

543

2-(4-(EE ) - 1H-u = [d]o| G & il
544  2-(4-opmmd )Wl E[d]§ALE-6-0}F] ++
545 2-(4-(6-"M@z[d]HoIE-2-D) AR )iz +

(2)-1-(AZ[d]gotE-2-U)-4-(1-(N FRZ 2 Folw| i) Bl §)-3- A
546 "€ -1H-9)&-5(4H)-&
547  (B)-2-~H¥-1H-9x[d]o|v|t} & i
548  2-((2,5-gH @9 AW @)-1H-d = [d]o| v} & +
549 2-(4-d EA A )Mz [d] A E-5-017] +
5§50  14-ofu|k-2-(5-ofu eyl 2 [d]E o} FE-2-U)H & +
551  4-olmi-2-(5-o B Z[d] A E-2-D)F = +
552  12-(2-dd3| =AMz [d]HotE +
553 4-(5-RAR[d]SAE-2-)ol it
554  12-(5-d)@-1H-Wl=[d]o| Mt} &E-2-Y)old & o
555  IN-(6-olEA M= [d]Eo}F-2-d) Zolu]= +
556  IN-(4-(6-lHEo N E-5-F2 2-1H- "= [d] o] v]t}&-2-)H d)o}H Eclu = +
557  4-(4-(1H-91Z[d]o]f|E-2-)5 Aol d & i
558  12-(d]9d-4-9)-1H-A=[d]o|u|} & +
559  14-olux-2-(5,6-Tu @M Z [d] AL E-2-D)H & M
560 2-(4-2==74)-1H-9=[d] o] ¥ }E-5-0}7] o+t
561 2-(8 29-2-9)-1H-}Z £ [2,3-d]o]u|t} & it
562 IN-(4-(1H-91Z[d]o]v|dE-2-)A D) FF-2-FF2 F2o0ln| = i
563  12-(d]9E )M = [d]E o} F-6-0}7 ++
564 N-(4-(6-Al @ A2 [d] SAIE-2-)F d)o]| 2 HE Eo}u = +
§65 i5-olu|k-2-(5-o|AX2hWZ[d]4AE-2-U)E e+
566 3-(6- 22 [d]GAE-2-U)-2-"do}<dd +
§67 IN-(AZ[d]Eo}&F-2-Y)-2-F22-4-v g =o}r]= +
568  IN-(5-(1H-WlZ[d]o]u|T}&-2-)-2-1 @5 d)-2,2,2-EE] EF 9 2ol 4| Eo}lu| Si+++
569 12-(2-Z2o=dd)=[d]SAE-5-01T +++
570 2-Ra-5-(NEEXME[d]SAE +
571 5-(d&¥y)-2-T2APZ[d]SALE +
572 {2-d9-5-(dld&T Y )M z[d]SAE +
573 S5-(EeEd)NZ[d]SAHE N
574 5-(E&x )= [d]SAE-2-H& +
575 IN-(3-(2-(4-222H PR [d]AE-5-D) 7)ol A Eoju| = M
576 1-(2-tert-59-1H-E-5-9)-3-0] g $-# o} +
577 2-(Gzgd-1-)d = [d]SAE-5-011 +
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[0337]

578 2-(4-22 29 49)-5-(Z=2A& X DAZ[A]SAE +
579 2-(4- 222 DAZ[d]SAE-6-2 +++
5§80 IN-(4-(5-"|@-1H-9d=[d]o|MG&E-2-D) d)FF-2-Ft = B 20l = e
581 A4 (2-99-1H-9 % [d]o] vt} E-6-Q) Eh= +
582 2-(4-dEA A DAz [d]E o} E +H+t
583 2-(4-dEA A D)W Z[d] SAHE +4++
584 2-(4-dEAHNY)-6-UEZRE[d]SAE +++
585 N-(4-(1H-¥1Z [d]o] v} &-2-Y)F d)E| e A -2-Ft2 R Aolu= o+
586 i2-(4-"EAAY)-5-UEE-1H-AZ[d]o| 7T} E ++
587 IN-(4-(1H-#1z[d]o]o]0&-2-D)A ) HESS S2FF-2-FE2 R 20lmE 44+
588 1-"¥-2-p-EF-1H-AZ[d]o)"}E Aaad
589 N-(4-(AZ[d] A E-2- )7 Q) o} A Eotr] = +++
500 (4-(4,6-dWE@A=R[d]SAIE-2-)otd ™ e+
591 N-(4-(1H-f1Z [d]o] W]t} &-2- ) d)o} A Eotu = e+
592 5-(z[d]Eo}E-2-9)-2-F2 2} ™ ARand
593  14-(5-Tert-FEHZ[d]4AE-2-2)o}d ™ ++
594 3-(Az[d]Ee}E-2-D)AE hansd
595 2-24-dEzzdd)z[d]g}E ++
596 5-(AZ[d]E o} F-2-9)-2-AZA A= b
597 5-(A=[d]E o}&-2-U)-2-v Ao} ] +++
598 2-(3-g2 2 d)d=[d]SAHE-6-01 ++
509 i2-(3-dl@-4-UEzdd)dz[d]E}E it
600 {2-(3-dISAAY)-1H-d=[d]o|H}&E ++
601 4-(A=[d]Eo}FE-2-U)o}d R +H+
602 3-(dz[d]EotE-2-U)o}d R +++
603 2-(3,4-gd g )iz [d]SAHE-5-0t +4++
604 6-UE=Z-2-A9d-1H-d=x[d]o|nH & +H+
605 5-ME-2-(4-JE=Zd)-1H-d=[d]o| "t & +H+
606 2-(3-dIEA A Q)= [d]E o} & ++
607 2-(3-ME-4-HEZHADAZ[d]SAIE A
608 12-(AZ[d][1,3]92&-5-D)AZ[d]E o} it
609  j4-(5-Sec-¥@Hz[d]SA1E-2-Y)oldd +++
610 5-0tm] e-2-(5,6-I A= [d] SAHE-2-D)A & b
611 16-d9-2-(4-(EEF A DA DU (A4} E -+t
612 5-mg-2-(8§ e fA-2-D) A= [d]&ALE ++
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[0338]

613 |2-p-EY-1H-A=Z[d])vHE it
614 2-(A2[d][1,3]94&-5-9&A))-N- (= [d] € o} F-2-U)o} A Eopr] = +
615 1-9€-2-v1@-N-9 d-1H- = [d] o] v} &-5-F 2 B 2olH = hanas
616  |N-(=Z[d]Eo}E-2-9)-2-B2 = olm= A
617 2-(A=[d]E o} E-2-dE 2)-1-(F H & d-1-L)o = AL
618 N-(f1=[d][1,3]19&&-5-9)-3-Z2 2z [b]g d-2-F2 K Aolu]= 4
619 5-(AZ[d]GAE-2-9)-2-" Ao} d ] Laaas
620 5-(1H-ylZ[d]e]u|th&-2-)-2-wdo}d | Saiad
621 3-222-N-(2-EFe2d )iz [b]yd-2-F2 B xoln]= Aaaad
622 3-(5-22 22 [d]SAE-2-9)01 43 Aaasd
623 {N-(3-(5,6-TH B E[d] AL E-2- D) D)F @-2-Ft2 E20ln|= b+
624 IN-(4-(1H-@1Z[d]o]v|t}&-2-9)5d)-3-H A R golu]= anad
625  15-(5-dl@H=[d]§AHE-2-9)-2-Eo}dd HHH
626 N-(AZ[d]go}&-2- D)W= F&-2-FEE 200 = +HHt
627 2-222-5-(5,7-JH @2 [d] SAIE-2-d)o}d ™ b
3-0tu ke -N-(4-EF 22 #d)-6,7-Y 3 =2 -5H- N Z2HE [e]H o=

628  1[23-bl¥gd-2-st2 2 xcln= N
629 2-B2R-N-(6-ZF2 2z [d]go}&-2-d)d=olu= 4
630 3-(5-AEANMZ[d] &AL E-2-D)o}d ™ e+t
631 N-(4-(1H- 2 [d] o] WG &-2-)5 d)-2-d| @ L Fo}m| = T+
632 16-d9-2-(5-HE-1H- W= [d] | M} E-2-)E | = [2,3-b] T Z P-3-0}F]  trb++
633 2-(AxAd)dz[d]E}+E AR
634 1-9 g -2-d°-5-5 d-1H-d = [d] o] v} & +t
635 2-vg@-5-(6-H @A [d] AL E-2-L)o}d R i+
636 2-222-5-(5-H 8l [d]SAIE-2-Y)o} +++
637 1-(Az[d]E o}E-2-9)-3-p-FL ¢ o} ++t
638  IN-(4-(6-" @z [d]Eo}E-2-)A D)) 2R o}r] = N
639 2-(AEB-2-D)M=[d]E o} & it
640 2-(4-d EA Y AE 9)-1H-A % [d]o|v]} & T+t
641 2-222-N-(4-(SAEE[4,5-b]9] g @-2-Q)y Q)i =z olu| = ++t
642 IN-(3-(5-o]9H=[d]&AE-2-A)d d)o} A Eolr] = i
643  4-(6-v@UE[d]Ho}E-2-DAE ++
644 N-(3-(5-"@WE[d]§AE-2-A)A D)= 23] 2olu]= e
645 12-(3-ZF=2-4-dEA WAL 9)-1-9d-1H-AZ[d]o| v T E H
646 -222-3-(5,6-W @i Z[d] A E-2-U)o}d ] it
647  13-(d=[d]go}EF-2-9)-N-(J & d-4-Aw| D)o} dd E
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[0339]

[0340]

[0341]

[0342]

[0343]

s==4

648 | N-(IH-9%[d]o]m| T E-2-)-2-A ghZolu= p

649 12-(4-BRER-3-"9E@d)UZ[d]SAE-5-01T +++
650 {3-otu|i-4,6-t9@-N-m-EFE o =[2,3-b]F g H-2-72 H20lu= Sand
651 IN-(4-(Az[d]Eo}E-2-d)sd)o 2R F 2o} = +H
652 iN-(6-tldwlx[d]¥olE-2-)FF-2-F2F 200 = 4+
653  5-(1H-9z[d]o|mt}E-2-4)-2-F220}dd o
2-(4H-1,2,4-Ego}&-3-UE 2)-N-(4-(6-H gl = [d] E o} F-2-Y)
654 Mot EoiE= ) e
655 (4-(4-(1H-"A=[d]o|Htt&-2-d)Adst2u 2 d)dd ot EH o E Sasd
656 3,5,6-EHE-N-(3 g d-4-d )P R F &-2-F 2 F20lm]= T
657 2-0] B A -N-(4-(6-H @il = [d]E] o} F-2-)F )0} H Eolm] = it
658 N-(6-FF o2z [d]Eo}E-2-D)E e A-2-F 2 E20lm = i+t
659 1-(1H-9 = [d] o] v} &-2-Q)-3-d B -4-7 3 - 1H-F & &-5-0} 7] rees
660 3-o| EA-N-(4-(6-A & = [d]E o} F-2-)H Q) T 2 Fo}m| = -t
661 N-(4-(f=[d]E| o}E-2-A)A LN EE T2 HFEE 200 = +++
662 iIN-(4-(5-H| @ E[d]&AE-2-9)5 )0} A Eolu]= e+
663 IN-(2-BEE-4-v|g5d)-2-(1H-AE-3-4)-2-S2cl 4 Eotr] = i+
664  4-(6-FAHx[d]E|o}F-2-A)old @ ++
665 IN-Fu @iz FI-2-Fa B aolns ++
666 {4-F22-N-((1-912-1H-AZ[d]o]v|}E-2-D)H )0l d & -+
667 IN-(4-(d=[d]E|o}F-2-)F d)Z 23] Zoju|= ++
668 N-(2-m-E2W=Z[d]SAET-5-F)= 23 or= ++
669 N-(1-#@-1H-=[d]o]Ht}&E-2-)A=e]n]Ec}u= ++
670  {4-9¥-N-(1-"1€@-1H-4=[d]o] 9|} E-5-d)d =o}n] = ++
671 N-(Z[d]Eo}&E-2-Y)-5-BER-2-F 22 =olu|= 4
672  IN-(4-(6-HE@WZ[d] &A1 E-2-)7 H)E 2 A -2-F 2 F xolm] = +
3-0}u] = -N-(2-Z5 29 27 49)-6,7-0 8 =2-5H-A S22 & [e] H =
673 [ [23-b]¥Fd-2-st= & Aoju|= +
674 @-(AzF&-2-9)-1-9d-1H-9 & F-4-A)F @& ++
675 2-(4-A 5 A 9 Q)-5-A @A Z[d] SAE 4+
676 4-9Z A -N-((1-HE-1H-1 = [d]o] v &-2-d)d D)o} ++

677 N-(2-222-5-(5-H @ Z[d] $AE-2-D) ¥ 9)F F-2-Fl2 Zxoln]= ++
N-(4-#€-6,7-t 3 =2 -5H- A F2 A [d]F 2 d-2-D)h = [d]

678 | enE-2-09 -
679 N-(1H-fl=[d]o|r|t&-2-9)-3-F 22 Zolu]= ++
680 N-(4-(A2[d]go}&-2-)A D ES}S| S FP-2-Ft2 B 20l = ++
681 1-(2-(A 2 [d]SAFE-2-do}n] m)-4,6-C]H @ 9] E] 1] D -5- D) E} = ++
682 N-(4-d @3] g d-2-d)fd = [d] SAHE-2-0} 7 ++

683 N-(6-(NN-td @& 2 d)f = [d]E o}&E-2-2D)E 2 W -2-FE E2oln]= ++
684 5-H 2 R-N-(4-3|EFA-3-(5-A @ Z[d] SAE-2-A) A D) TR} E  ++
685 2-(1H-1,2,4-E ¥ 0}&-3-4 ¥ 2)-N-(4-( = [d]E] o} &F-2-) H d) o} | Eo}u] = 14+
686 5-(6-d EA M2 [d]SAE-2-d)-2-d dopd ] e+
687 N-(6-(N-dl 8 &)l =[d]E o}F-2-A)E oA -2-F 2 B 2olu|= ++
2-222-N-(4-(6-"2dz[d]g o}&-2-9): ¥)-5-(4H-1,2,4-
688 EgolE-4-d) = oju|=

680 IN-(2-ZF2E74d)-2-(1H-UE-3-9)-2-& A0l HEc}u]= ++
690 IN-(2,3-H8l==¥z[b][1,4]5SA-6-9)-2-(1H- A E-3-U)-2-S 2o}4 Eoju| E++

++

E 3 np9s fERA Sol4dl AR a8 T 2% Aue U

4tz v 7 e FERF 2SS Yehlis, PD-A (V2 B Vel =Ed v}

>

10-1472248

Z<&(Gilson) 170 DADO ol8] 3= E HES ztEe A& 321HPLC 2 AARF o] 23 R=oA F=aEs vy
H

ZH(Finnigan) AQA & ®AA ZolA HPLC-UV-MSE F33siqlct. A8+
(Phenomenex Gemini) C18 150 x 4.6 mmo]ith. Z<= 170 DADO 9&f 3w AES ze=
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[0344]

[0345]

[0346]
[0347]
[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

SSS0ol 10-1472248

A& HPLCE Fdsiltt. e 215 29 #H7IE ARt 23S a8l ARd AAE HPLC dH2
Hw=md 2 Ay C18 150x 10 mmo]al, ©]& 42 otHEYEY/Eo|t)

300 MHzol Al S8 BEA FX AoA H NR 2HELS 7259

Ak, Hx BEFoE FEEIE (7.25
ppm) 5= DMSO-D6 (2.50 ppm)& AR&3ke CDCl; &9 (ppme® 7]5) 024 NMR 2 EZS ddck. 93 o

P /12T ©) 5] okl ALgEHAH s

(o]F olgd), dt (olF AEd), td (&= ©

o\
e,
= o2
o,
A~
o
ofy
o2t

Zd4] FERvEIHY (40-65 pm AEFHA) £ A% AA Al2" (Hlo] 2 E}A] (Biotage, SZAF)ENE Y
SP1 (FED) AA Al=E)S ALgste] 49 azvteady)E #3315t vlo]azgoln =

ofo]¥] 8(Initiator 8, A H®W) (Hlo] QLX) A F=aq3}At.  ALgE 2Foj= DMSO (HWEEZHAto]=), HATU
(0-(7-olAI ZE2]o}&-12)-N,N,N' N'-HEZHE 25 drAZFoIIAH|E), HCl (F4H), MgS0, (Z4t
ul2ul4), NaOH (FAPYER), Na,C0y (BHHIER), NaH(0; (FEHHIEF), STAB (VJEF EfolEARR
3|=g=), THF (HEgs| ==z FEe) o)},

R.@:" ", PPA, 110°C-180°C, 3-16h
NH, Ro X=OH
X

(34 1B)

PPA, 160°C, 30m -7h
Ry 34 10)

pTsOH, 2437
%7, 3-16h
(34 1D)

ecout 39)
B'\CE:F@-?_@_%
et 39)
A Glets D
2-s Wl 2 [d] S ArE-5-0n]

110 Colld Zg|glkel 2, 4-topm s o] G2ked (7.88 g, 40 mmol) 2 WA (4.88 g, 40 mmol)S FA°l
A7 sk, oo, AAE EIES 180 TE 3AZF Bt 7Hdagitt.  o]o] I ,
A %de%% o] Zhef] o] #%‘6} = gooz AT, Z AHES e /Eai

(LCMS RT=5.17%, MH' 211.1)
'H NMR (DMSO): 8.15-8.12 (2H, m), 7.60-7.56 (3H, m), 7.42 (1H, d, J 8.7 Hz), 6.89
(1H, d, J 2.1 Hz), 6.68 (1H, dd, J 8.6 2.2 Hz), 5.12 (2H, 5)

7] BE SEEe BAT Aw Yol neh Axstn, w4, A28 £E AW AzviEadsz gAske
o,
2-(4-(ED EF 0 2o 8) 7 d) W % [d] $A}E-5-0b )

LCMS RT= 8985, MH'279.0; '"H NMR (DMSO): 8.26 (2H, d, J 8.2 Hz), 7.88 (2H,
d, J 8.3 Hz), 7.40 (1H, d, J 8.7 Hz), 6.84 (1H, d, J 2.1 Hz), 6.66 (1H, dd, J 8.8 2.2 Hz),
5.13 (2H, 5)
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[0354]

[0355]

[0356]

[0357]

[0358]

[0359]
[0360]

[0361]
[0362]

[0363]
[0364]

[0365]
[0366]

[0367]
[0368]

[0369]
[0370]

[0371]
[0372]

[0373]

2-(4-(d el otr =) # )Ml 2 [d ]| SAFE-5-o}

LCMS RT=8.98%, MH'282.2; 'H NMR (DMSO): 7.89 (2H, d, J 9.1 Hz), 7.30 (1H,
d, J 8.5 Hz), 6.80-6.76 (3H, m), 6.54 (1H, dd, J 8.8 2.2 Hz), 4.99 (2H, s), 3.42 (2H, q,J
7.1 Hz), 1.14 (3H, q, 7.1 Hz)

2-(F ) d-3-d) = [d] SAHE-5-0F7]

LCMS RT= 6.42%, MH"212.2; 'H NMR (DMSO0): 9.29 (1H, d, J 1.9 Hz), 8.77 (1H,
dd, J 4.8 1.4 Hz), 8.48-8.44 (1H, m), 7.62 (1H, dd, J 9.0 4.8 Hz), 7.46 (1H, d, J 8.8 Hz),
6.91 (1H, d, J2.0 Hz), 6.71 (1H, dd, J 8.7 2.1 Hz), 5.18 (2H, s)

2-(5-UEZHMZ[d]SAIE-2-Y) =

LCMS RT= 694%; 'H NMR (DMSO): 10.91 (1H, s), 8.74 (1H, d, J 2.3 Hz), 8.37
(1H, dd, J9.0 2.4 Hz), 8.11-8.04 (2H, m), 7.60-7.55 (1H, m), 7.18-7.08 (2H, m)

2-(5-o}v) s 2 [d] SAFE-2-9) ol 35

LCMS RT= 6,085, MH*227.2; 'H NMR (DMSO): 11.46 (1H, s), 8.02 (1H, dd, J 7.8
1.6 Hz), 7.58-7.53 (2H, m), 7.18-7.10 (2H, m), 6.96 (1H, d, J 2.1 Hz), 6.77 (1H, dd, J 8.7
22 Hz),5.29 (2H, s)

3-(o-Z 2 AW [d]FAIE-2-Y) i 24

LCMS RT= 4,582, MH"282.1; 'H NMR (DMSO): 13.44 (1H, s), 8.78 (1H, s), 8.47
(1H, d, J 8.0 Hz), 8.22 (1H, d, J 8.4 Hz), 7.84-7.74 (2H, m), 7.70 (1H, s), 7.35 (1H, d, J
9.0 Hz), 2.78-2.73 (2H, m), 1.71 (2H, q, J 7.6 Hz), 0.98 (3H, d, J 7.2 Hz)

5-0kv] 12— (5-ok v il 2] S AL E-2-91) ) 5

LCMS RT= 5243, MH'2422; 'H NMR (DMSO): 11.40 (1H, s), 7.63 (1H, d, J 8.6
Hz), 7.40 (1H, d, J 8.7 Hz), 6.83 (1H, d, J 2.1 Hz), 6.63 (1H, dd, J 8.6 2.3 Hz), 6.31 (1H,
d,J8.42.2 Hz), 6.22 (1H, 4, J 1.9 Hz), 6.05 (2H, s), 5.15 (2H, 5)

5-( 9% EY)-2-7 2 [d] S AFE

LCMS RT=594%, MH"288.1; *H NMR (DMSO): 8.32 (1H, d, J 1.3 Hz), 8.26 (2H,
dd, J 6.4 1.6 Hz), 8.10 (1H, d, J 8.5 Hz), 7.97 (1H, dd, J 8.5 1.7 Hz), 7.72-7.64 (3H, m),
3.43-3.38 (2H, m), 1.14 (3H, t, J 7.4 Hz)

2,5-0H Il = [d] A=

LCMS RT= 9415, MIH'271.9; '"H NMR (DMSO): 8.26-8.23 (2H, m), 8.08 (1H, d, J
1.3 Hz), 7.89 (1H, d, J 8.5 Hz), 7.77-7.72 (3H, m), 7.68-7.61 (3H, m), 7.51 (2H, t, J 7.7
Hz), 7.43-7.38 (1H, m)

-AdUZE[],2-d] &A=

LCMS RT= 87558, MH"246.2; "H NMR (DMSO): 8.48 (1H, d, J 8.1 Hz), 8.32-8.27
(2H, m), 8.14 (1H, d, J 8.1 Hz), 8.01 (2H, s), 7.78-7.72 (1H, m), 7.68-7.60 (4H, m)

2= [d] S ARE-5-7F = 5 A
LCMS RT= 4412, MH"240.1; "H NMR (DMSO): 13.00 (1H, br), 8.33 (1H, dd, J

1.6 0.5 Hz), 8.26-8.23 (2H, m), 8.06 (1H, dd, J 8.6 1.7 Hz), 7.91 (1H, dd, J 8.5 0.5 Hz),
7.72-7.62 (3H, m)

_42_

5

10-1472248



[0374]

[0375]

[0376]

[0377]
[0378]

[0379]
[0380]

[0381]
[0382]

[0383]
[0384]

[0385]
[0386]

[0387]
[0388]

[0389]
[0390]

[0391]
[0392]

[0393]
[0394]

[0395]

2-(U-Z 2 )Mz [d] SARE-5-7F 2 544

'H NMR (DMSO0): 13.10 (1H, br), 8.30 (1H, dd, J 1.5 0.4 Hz), 8.15 (2H, d, J 8.3 Hz),
8.04 (1H, dd, J 8.6 1.7 Hz), 7.88 (1H, d, J 8.5 Hz), 7.47 (?H, d, J 8.4 Hz), 2.68 (2H, t, J
8.0 Hz), 1.70-1.62 (2H, m), 0.93 (3H, t, J 7.5 Hz)

2-(U-Z 2 )z [d] SARE-6-7F 2 54

'H NMR (DMSO): 13.10 (1H, br), 8.27 (1H, dd, J 1.5 0.5 Hz), 8.16 (2H, d, J 8.3 Hz),
8.02 (1H, dd, J 8.3 1.5 Hz), 7.88 (1H, dd, J 8.3 0.5 Hz), 7.48 (2H, d, J 8.4 Hz), 2.68 (2H,
t, J8.0 Hz), 1.72-1.58 (2H, m), 0.93 (3H, t, J 7.5 Hz)

5-Z 222~ dE[d] SAHE

LCMS RT= 8,615, MH"230.1; '"H NMR (DMSO): 8.21 (2H, dd, J 7.6 1.4 Hz), 7.94
(1H, d, J 2.1 Hz), 7.86 (1H, d, J 8.7 Hz), 7.72-7.60 (3H, m), 7.49 (1H, dd, /8.7 2.1 Hz)

6-F 2 z-2-s Dl 2 [d] S A=

LCMS RT=9.005, MH"'230.1; '"H NMR (DMSO): 8.22-8.18 (2H, m), 8.02 (1H, d, J
1.9 Hz), 7.84 (1H, d, J 8.5 Hz), 7.70-7.60 (3H, m), 7.48 (1H, dd, J 8.5 2.0 Hz)

5-Tert-F-E-2-w Wl [d] SAME

LCMS RT=9.825, MH"252.0; '"H NMR (DMSO): 7.72-7.70 (4H, m), 7.59 (2H, dt, J
7.6 1.0 Hz), 7.46-7.40 (2H, m), 1.38 (9H, 5)

6-UEZ-2-HdWZ[d] A=

LCMS RT= 7.30%; 'H NMR (DMSO): 8.77-8.76 (1H, m), 8.34 (1H, d, J 8.8 Hz),
8.27 (2H, d, J 7.7 Hz), 8.05 (1H, d, J 8.8 Hz), 7.80-7.65 (3H, m)

4-(5-F 22N 2[d] SAFE-2-9)-N,N-t] o] Do} &

LCMS RT= 10,178, MH"301.1; '"H NMR (DMSO): 8.03 (2H, d, J 8.9 Hz), 7.82-7.76
(2H, m), 7.40 (1H, dd, J 8.6 2.0 Hz), 6.89 (2H, d, J 8.9 Hz)

4~(6-F R 2N 2[d] SAE-2-2)N N-t] ol opd )

LCMS RT= 10.28%, MH"301.0; '"H NMR (DMSO): 7.95 (2H, d, J 9.1 Hz), 7.87 (1H,
d,J 1.7 Hz), .67 (1H, 4, J 8.4 Hz), 7.38 (1H, dd, J 8.4 2.1 Hz), 6.83 (2H, d, J 9.1 Hz),
3.45 (4H, q,J 7.2 Hz), 1.15 (6H, t, J 7.1 Hz)

4-(5-Tert-F-EHZ[d] SAFE-2-Y)-N, N-t] o ol d A

LCMS RT= 13.81%, MH*323.2; "H NMR (DMSO): 7.94 (2H, d, J 9.3 Hz), 7.66 (1H,
d, J 1.5 Hz), 7.58 (1H, d, J 8.6 Hz), 7.36 (1H, dd, J 8.6 1.9 Hz), 6.82 (2H, d, J 9.2 Hz),
3.44 (4H, q, J 7.0 Hz), 1.35 (SH, 5), 1.15 (6H, t, J 7.1 Hz)

4-(NZ[d]S5AFE-2-9)-N, N-t] o o} d |

LCMS RT= 10.50%, MH'267.0; 'H NMR (DMSO): 7.97 (2H, d, J 9.1 Hz), 7.71-7.64
(2H, m), 7.36-7.30 (2H, m), 6.82 (2H, d, J 9.2 Hz), 3.44 (4H, q, J 7.0 Hz), 1.15 (6H, t, J
7.1 Hz)

N N-tel"-4-(5-(E =2 )R Z[d] SAHE-2-L)otd ™

LCMS RT= 7.45%, MH"358.9; '"H NMR (DMSO): 8.13 (1H, dd, J 1.3 0.4 Hz), 8.00
(2H, d, J 9.1 Hz), 7.95 (1H, dd, J 8.1 0.4 Hz), 7.83 (1H, dd, J 8.4 1.8 Hz), 6.85 (2H, d, J
9.2 Hz), 3.50-3.39 (6H, m), 1.23-1.04 (9H, m)
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[0396]

[0397]
[0398]

[0399]
[0400]

[0401]
[0402]

[0403]
[0404]

[0405]
[0406]

[0407]
[0408]

[0409]
[0410]

[0411]

[0412]

[0413]

[0414]

[0415]

NN~ ol -4~ (5-3 D i 2 [d] S AHE-2- ) obd &

LCMS RT= 15228, MH"343.1; "H NMR (DMSO): 7.99 (2H, d, J 8.9 Hz), 7.93 (1H,
8), 7.77-1.71 (3H, m), 7.60 (1H, d, J 8.3 Hz), 7.52-7.46 (2H, m), 7.40-7.35 (1H, m), 6.84
(2H, d, 79.0 Hz), 3.44 (41, q, J 7.0 Hz), 1.15 (6H, t, J 7.1 Hz)

N N-E el B d- (U [1,2-d] § A1 E-2-2)oh d @)

LCMS RT=11.21%, MH'317.1; "H NMR (DMSO): 8.41 (1H, d, J 8.3 Hz), 8.12-8.02
(3H, m), 7.94-7.86 (2H, m), 7.72-7.66 (1H, m), 7.60-7.55 (1H, m), 6.85 (2H, d, J 9.0 Hz),
3.44 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.1 Hz)

2-() ) 9-2-2) M 2 [d] S AL

LCMS RT= 5682, MH'197.0; '"H NMR (DMSO): 8.87 (1H, d, J 4.4 Hz), 8.41 (1H,
d, J 8.0 Hz), 8.14 (1H, dt, J 7.8 1.5 Hz), 7.93 (2H, t, J 7.4 Hz), 7.73-7.69 (1H, m), 7.60-
7.50 (2H, m)

2-(4-(3) 32 9-1-9) ) ) W £ [d] S AFE-5-0} )

LCMS RT= 6955, MH"206.1; "H NMR (DMSO): 7.92 (2H, d, J 9.0 Hz), 7.32 (1H,
d, J9.0 Hz), 7.05 (2H, d, J 9.0 Hz), 6.80 (1H, d, J 2.1 Hz), 6.58 (1H, dd, J 8.0 2.0 Hz),
5.01 (2H, s), 1.60 (6H, m)

2-(4-(4-mEd 9 7 3 -1-) s ) il = [d ] SAHE-5-o1 ]

LCMS RT= 5345, MH'309.1; 'H NMR (DMSO): 7.94 (2H, d, J 9.0 Hz), 7.33 (1H,
d, J9.0 Hz), 7.08 (2H, d, J 9.0 Hz), 6.80 (1H, d, J 2.1 Hz), 6.58 (1H, dd, J 8.0 2.0 Hz),
5.03 (2H, 5), 2.60-2.57 (4H, m), 2.45-2.42 (4H, m), 2.23 (3H, 5)

2-(4=(Hoelld ot ) Hd )M 2 [d ] SAHE-5-7F 2 544

'H NMR (DMSO): 13.00 (1H, br), 8.17 (1H, d, J 1.5 Hz), 7.99 (2H, d, J 9.0 Hz), 7.94
(1H, dd, J 8.5 1.7 Hz), 7.77 (1H, d, J 8.4 Hz), 6.84 (2H, d, J 9.1 Hz), 3.45 (4H, ¢, J 7.0
Hz), 1.15 (6H, t, J 7.0 Hz)

0-31 2 WMl 2 [d] $AFE-5-01 )

LCMS RT=6.81%, MH'177.2; '"H NMR (DMSO): 7.26 (1H, d, J 8.6 Hz), 6.76 (1H,
d, J 2.2 Hz), 6.57 (1H, dd, J 8.6 2.2 Hz), 4.98 (2H, s), 2.80 (2H, t, J 7.3 Hz), 1.81-1.70
(2H, m), 0.96 (3H, t, J 7.4 Hz)

2-p-EISAIER[5,4-b] 2]

LCMS RT=6.72%, MH'211.1; '"H NMR (DMSO): 8.38 (1H, dd, J 5.0 1.5 Hz), 8.26
(1H, dd, J 7.9 1.6 Hz), 8.14 (2H, d, J 8.2 Hz), 7.53-7.45 (3H, m), 2.44 (3H, s)

2-p-EA AL EZ[4,5-b] 9] d

LCMS RT= 6.122, MH'211.1; '"H NMR (DMSO): 8.54 (1H, dd, J 4.9 1.4 Hz), 8.23
(1H, dd, J 8.2 1.4 Hz), 8.16 (2H, d, J 8.2 Hz), 7.59-7.44 (3H, m), 2.44 (3H, 5)

2-(4-REZ e d) M x[d] SAFE-5-ov]

LCMS RT=5.52%, MH"295.8; "H NMR (DMSO): 7.97 (2H, d, J 9.0 Hz), 7.33 (1H,
d, J9.0 Hz), 7.09 (2H, d, J 9.0 Hz), 6.81 (1H, d, J 2.1 Hz), 6.59 (1H, dd, J 8.0 2.0 Hz),
5.04 (2H, s), 3.77-3.74 (4H, m), 3.29-3.24 (4H, m)
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[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]
[0424]

[0425]
[0426]

[0427]
[0428]

[0429]
[0430]

[0431]

[0432]

[0433]

[0434]

[0435]
[0436]

[0437]

5-3d-2-p-ELME[d] SAE

LCMS RT= 10.003, MH*286.1; '"H NMR (DMSO): 8.12 (2H, d, J 8.5 Hz), 8.06 (1H,
d, J 1.8 Hz), 7.86 (1H, d, J 8.6 Hz), 7.77-7.70 (3H, m), 7.53-7.37 (5H, m), 2.43 3H, s)

2-(4-2 223l d)-5-3l Iz [d] SAHE

LCMS RT= 10.54%, MH"306.0; "H NMR (DMSO): 8.24 (2H, d, J 8.6 Hz), 8.09 (1H,
d, J 1.8 Hz), 7.89 (1H, d, J 8.6 Hz), 7.77-7.70 (5H, m), 7.53-7.34 (3H, m)

2-NER o5 UERME[d] A

LCMS RT=7.90%, MH"247.3; '"H NMR (CDCL): 8.62 (1H, d, J 2.2 Hz), 8.33 (1H,
dd, J 8.9 2.3 Hz), 7.63 (1H, d, J 8.9 Hz), 3.11-3.01 (1H, m), 2.27-2.21 (2H, m), 1.98-1.92
(2H, m), 1.84-1.71 (3H, m), 1.57-1.37 (3H, m)

5-Tert-§-2-2-p-=2H=x[d]SAME

LCMS RT= 10,535, MH*266.1; '"H NMR (DMSO): 8.08 (2H, d, J 8.2 Hz), 7.78 (1H,
d, J 1.6 Hz), 7.68 (1H, d, J 8.6 Hz), 7.48 (1H, dd, J 8.7 2.0 Hz), 7.43 (2H, d, J 8.0 Hz),
2.42 (3H, 5), 1.37 (9H, 5)

2-p-EUNE[d]SAHE

LCMS RT=7.82%, MH'210.1; '"H NMR (DMSO): 8.11 (2H, d, J 8.2 Hz), 7.81-7.76
2H, m), 7.46-7.40 (4H, m), 2.42 (34, 5)

2-(3-(Eg&Fezde)sd )z [d]SAFE-5-0k11

LCMS RT=6.39%, MH"279.0; '"H NMR (DMSO0): 8.41 (1H, d, J 8.0 Hz), 8.37 (1H,
s), 7.98 (1H, d, J 8.0 Hz), 7.84 (1H, t, J 8.0 Hz), 7.46 (1H, d, J 8.9 Hz), 6.91 (1H, d, /1.9
Hz), 6.72 (1H, d, 7 8.6 2.0 Hz), 5.18 (2H, 5)

S-(dexd)-2-p-ELHZ[d]SALE

LCMS RT= 6462, MH'302.0; '"H NMR (DMSO): 8.28 (1H, d, J 1.6 Hz), 8.14 (2H,
d, J 8.2 Hz), 8.06 (1H, d, J 8.6 Hz), 7.94 (1H, dd, J 8.6 1.7 Hz), 7.47 (2H, d, J 8.1 Hz),
3.42-334 (2H, m), 2.44 (3H, 5), 1.12 (3H, 1,/ 7.3 Hz)

2-(4-2 223 d)-5-(l e L) 2 [d] AL

LCMS RT= 6.635, MH"*322.1; '"H NMR (CDCL): 8.39 (1H, d, J 1.7 Hz), 8.27 (2H,
d, J 8.7 Hz), 8.00 (1H, dd, J 8.5 1.8 Hz), 7.80 (1H, d, J 8.5 Hz), 7.60 (2H, d, J 8.6 Hz),
3.23 (2H, q, J 7.6 Hz), 1.36 (3H, t, J 7.4 Hz)

A ER-2-p-EH MR [d]SARE

LCMS RT=6.97%, MH'255.0; "H NMR (DMSO): 8.27 (1H, dd, J 8.1 0.8 Hz), 8.23
(1H, dd, J 8.2 0.8 Hz), 8.18 (2H, d, J 8.2 Hz), 7.65 (1H, t, J 8.2 Hz), 7.49 (2H, d, J 8.0
Hz), 2.45 (3H, 5)

6-HER-2-p-Ed MR [d]SARE

LCMS RT=7.83%, MH'255.0; "H NMR (DMSO): 8.74 (1H, 4, J 2.2 Hz), 8.33 (1H,
dd, J 8.7 2.2 Hz), 8.17 (2H, d, J 8.2 Hz), 8.02 (1H, d, J 8.8 Hz), 7.49 (2H, d, J 7.9 Hz),
2.45 (3H, s)

2-(4-2E2A)-6-HERZME[d]SATE

LCMS RT=7.76%; 'H NMR (DMSO): 8.77 (1H, d, /2.2 Hz), 8.35 (1H, dd, J 8.7 2.2
Hz), 8.27 (2H, d, J 8.2 Hz), 8.06 (1H, d, J 8.8 Hz), 7.76 (2H, d, J 7.9 Hz)

_45_

[

10-1472248



[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]
[0446]

[0447]

[0448]

[0449]
[0450]

[0451]

[0452]

[0453]
[0454]

[0455]
[0456]

[0457]
[0458]

[0459]

2-p-ELSALZZ[4,5-c] 7 d

LCMS RT= 6.24%, MH' 211.0; '"H NMR (DMSO): 9.11 (1H, d, J 0.9 Hz), 8.59 (1H,
d, J 5.6 Hz), 8.14 (2H, d, J 8.2 Hz), 7.90 (1H, dd, J 5.6 1.0 Hz), 7.47 (2H, d, J 8.0 Hz),
2.44 (3H, s)

2-m-EH Wl [d]SAFE-5-0k

LCMS RT=6.18%, MH*225.0; '"H NMR (DMSO): 7.97-7.91 (2H, m), 7.50-7.39 (3H,
m), 6.87 (1H, d, 7 2.0 Hz), 6.67 (1H, dd, J 8.7 2.2 Hz), 5.11 (2H, s), 2.42 (3H, 5)

2-(3-(c] v Fobv] ) 3 ) Wl [d] S AL -5-0h )

LCMS RT=6.12%, MH'254.0; "H NMR (DMSO): 7.48-7.31 (4H, m), 6.96-6.92 (1H,
m), 6.87 (1H, d, J 2.2 Hz), 6.66 (1H, dd, J 8.6 2.2 Hz), 5.09 (2H, 5), 3.00 (6H, 5)

5B EE-2-p-EAUE[d]SAHE

LCMS RT=9.413, MH"289.8; "H NMR (DMSO): 8.10 (2H, d, J 8.2 Hz), 8.04 (1H,
d, J 1.9 Hz), 7.78 (1H, 4, J 8.6 Hz), 7.58 (1H, dd, J 8.7 2.0 Hz), 7.45 (2H, d, J 8.0 Hz),
2.43 (3H, 5)

2-o-EA Wl [d] SAFE-5-0pnl

LCMS RT= 6163, MH" 225.0; '"H NMR (DMSO): 8.05 (1H, d, J 7.7 Hz), 7.53-7.37
(4H, m), 6.90 (1H, d, J2.2 Hz), 6.68 (1H, dd, J 8.7 2.2 Hz), 5.10 (2H, s), 2.71 (3H, s)

2-(2-2 2 =) E[d]SAE-5-01R]

LCMS RT=431%, MH'245.0; '"H NMR (DMSO): 8.10 (1H, d, J 7.3 Hz), 7.75-7.52
(3H, m), 7.45 (1H, d, J 8.6 Hz), 6.92 (1H, d, J 1.6 Hz), 6.73 (1H, dd, J 8.8 2.1 Hz), 5.16
(2H, 5)

6-H 2 R-2-p-FHSALER[5,4-b] 9 H

LCMS RT= 8.40%, MH"288.8; "H NMR (DMSO): 8.59 (1H, d, J 2.1 Hz), 8.50 (1H,
d, J2.2 Hz), 8.13 (2H, d, J 8.2 Hz), 7.48 (2H, d, J 8.0 Hz)

5,6-0He-2-p-E M [d] FALE

LCMS RT=8.76%, MH"238.0; "H NMR (DMSO): 8.06 (2H, d, J 8.2 Hz), 7.56 (2H,
s), 7.41 (2H, d, 8.2 Hz), 2.41 (3H, 5), 2.35 (3H, s), 2.33 (3H, 5)

2-(4-Z=2dd)-5 6-t el z[d] $AE

LCMS RT=9.07%, MH"258.0; "H NMR (DMSO): 8.19 (2H, d, J 8.6 Hz), 7.69 (2H,
d, J 8.6 Hz), 7.60 (2H, s), 2.38 (3H, s), 2.36 (3H, 5)

2-(2,4-t)ZF 229 9)-5,6-tuE A F[d] A=

LCMS RT= 9,685, MH"291.9; "H NMR (DMSO): 8.16 (1H, d, J 8.5 Hz), 7.90 (1H,
d,J2.1 Hz), 7.69-7.61 (3H, m), 2.38 (3H, s), 2.36 (3H, 5)

2-(3-EF2A )M E[d] SAE-5-011

LCMS RT= 9455 MH'229.1; '"H NMR (DMSO): 7.98 (1H, d, J 8.0 Hz), 7.89-7.84
(1H, m), 7.68-7.60 (1H, m), 7.48-7.42 (2H, m), 6.89 (1H, d, J 2.1 Hz), 6.71 (1H, dd, J 8.7
2.2 Hz), 5.15 (2H, 5)
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[0460]

[0461]
[0462]

[0463]
[0464]

[0465]
[0466]

[0467]
[0468]

[0469]
[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]
[0478]

[0479]

2-(5-3- 8 7] ¢ 9-2-9)-6-L| ER Wl [d] SALE

LCMS RT= 7345, MH"'298.0; "H NMR (DMSQ): 8.81 (1H, d, J 2.1 Hz), 8.71 (1H,
d, J 1.5 Hz), 8.37-8.32 (2H, m), 8.08 (1H, d, J 8.8 Hz), 7.95 (1H, dd, J 8.1 2.1 Hz),2.75
(2H, t,J 7.6 Hz), 1.70-1.59 (2H, m), 1.41-1.29 (2H, m), 0.93 (3H, t,J 7.3 Hz)

(-2 d) 5T e d &) NE[d] S A E

LCMS RT= 6.98%; 'H NMR (DMSO): 8.29-8.24 (3H, m), 8.09 (1H, d, J 8.6 Hz),
7.94 (1H, dd, J 8.6 1.7 Hz), 7.74 (2H, d, J 8.6 Hz), 3.56-3.50 (1H, m), 1.19 (6H, d, J 6.8
Hz)

5-H 2R -2-(4-F 22 d) M 2[d] A

LCMS RT=9.09%, MH"307.9; '"H NMR (DMSO): 8.21 (2H, d, J 8.7 Hz), 8.08 (1H,
d,J 1.9 Hz), 7.80 (1H, d, J 8.7 Hz), 7.71 (2H, d, J 8.7 Hz), 7.62 (1H, dd, J 8.7 2.0 Hz)

-(5-F 22U 2[d]SAE-2-d)obd |

LCMS RT= 6482, MH"244.9; 'H NMR (DMSO): 7.86 (2H, d, J 8.5 Hz), 7.74 (1H,
d, J 2.1 Hz), 7.70 (1H, d, J 8.6 Hz), 7.34 (1H, dd, J 8.8 2.1 Hz), 6.70 (2H, d, J 8.7 Hz),
6.06 (2H, 5)

-(6-F 22U 2[d]SAE-2-d)okd |

LCMS RT= 6575, MH"245.0; '"H NMR (DMSO): 7.87-7.82 (3H, m), 7.66 (1H, d, J
8.5 Hz), 7.37 (1H, dd, J 8.7 2.0 Hz), 6.70 (2H, d, J 8.8 Hz), 6.04 (2, s)

2-(3-2 223 d)-5-(l e E D) 2 [d] SAHE

LCMS RT= 6785, 'H NMR (DMSO): 8.34 (1H, d, J 1.3 Hz), 8.23-8.20 (2H, m),
8.10 (1H, d, J 8.6 Hz), 7.99 (1H, dd, J 8.6 1.8 Hz), 7.80-7.76 (1H, m), 7.72-7.67 (14, m),
3.40 (2H, q, J 7.3 Hz), 1.13 (3H, t, J 7.3 Hz)

2-(2-22RAd)-5-(EexD)Hx[d]SAE

LCMS RT= 6373, "H NMR (DMSO): 8.39 (1H, d, J 1.6 Hz), 8.20 (1H, dd, J 7.6 1.7
Hz), 8.12 (1H, d, J 8.6 Hz), 8.01 (1H, dd, J 8.6 1.8 Hz), 7.78-7.60 (3H, m), 1.14 3H, t, J
73 Hz)

- 4-HErzdd)-5-(EgexD)ux[d]SAE

LCMS RT=7.25%; 'H NMR (DMSO): 8.39 (1H, d, J 2.0 Hz), 8.35 (1H, d, J 1.4 Hz),
8.19 (1H, dd, J 8.4 2.0 Hz), 8.10 (1H, d, J 8.6 Hz), 7.99 (1H, dd, J 8.6 1.8 Hz), 7.94 (1H,
d, J 8.4 Hz), 3.41 (2H, q,J 7.3 Hz), 1.13 (3H, 1, J 7.3 Hz)

2-(2,3-vZF 229 d)-5-(ddExd)Z[d] A

LCMS RT=6.80%; 'H NMR (DMSO): 8.42 (1H, d, J 1.8 0.6 Hz), 8.17-8.13 (2H, m),
8.05-7.96 (2H, m), 7.65 (1H, t, J 8.0 Hz), 3.41 (2H, q, J 7.3 Hz), 1.14 (3H, t, J 7.3 Hz)

2-(1-5' Do &) W2 [d] A1 E-5-0} ]

LCMS RT= 5.80%, MH"239.0; 'H NMR (DMSO): 7.35-7.23 (6H, m), 6.80 (1H, d, J
2.1 Hz), 6.57 (1H, dd, J 8.6 2.2 Hz), 5.02 (2H, 5), 4.42 (1H, q, J 7.1 Hz), 1.66 (3H, d, J
7.2 Hz)
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[0480]

[0481]
[0482]

[0483]

[0484]

[0485]
[0486]

[0487]
[0488]

[0489]
[0490]

[0491]

[0492]

[0493]

[0494]

[0495]
[0496]

[0497]
[0498]

[0499]

2-(4-FEREADAZ[d]2AIE-5-=FA4)

LCMS RT= 4443, MH"'309.9; *H NMR (DMSO): 8.28 (2H, d, J 8.7 Hz), 8.03 (1H,
5), 7.83-7.73 (4H, m)

5-2 2 2-2-( 2 W-4- ) M2 [d] $AHE

LCMS RT= 6515, MH'231.0; "H NMR (DMSO): 8.87 (2H, d, J 8.6 Hz), 8.11 (2H,
d,76.1 Hz), 8.04 (1H, d, J 1.8 Hz), 7.92 (1H, d, J 8.8 Hz), 7.57 (1H, dd, J 8.7 2.1 Hz)

6-F 2 2-2-(I g d-4-HHZ[d] A=

LCMS RT= 6495, MH'231.0; '"H NMR (DMSO): 8.87 (2H, d, J 6.1 Hz), 8.10-8.08
(3H, m), 7.93 (1H, d, J 8.6 Hz), 7.54 (1H, dd, J 8.6 2.0 Hz)

4-(5-H 2 EHZ[d]FAIE-2-d) ot d ¥

LCMS RT= 6,702, MH'289.2; 'TH NMR (DMSO): 7.88-7.83 (3H, m), 7.66 (1H, d, J
8.6 Hz), 7.46 (1H, dd, J 8.6 2.1 Hz), 6.69 (2H, d, J 8.8 Hz), 6.09 (2H, 5)

2-(4-EF229d)-5-(MEExd ) NE[d]SAE

LCMS RT= 6435, MH'308.2; '"H NMR (CDCL;): 8.43 (1H, dd, J 1.8 0.3 Hz), 8.28
(2H, d, J 8.7 Hz), 8.05 (1H, dd, J 8.6 1.9 Hz), 7.81 (1H, dd, J 8.5 0.4 Hz), 7.61 (2H, d, J
8.8 Hz), 3.18 (3H, 5)

2-(4-2 2230 d)-5- (LR AL E ) M2[d] SAE

LCMS RT=7.09%, MH"335.9; 'H NMR (CDCl;): 8.38 (1H, dd, J 1.7 0.4 Hz), 8.27
(2H, d, J 8.8 Hz), 8.00 (1H, dd, J 8.5 1.8 Hz), 7.80 (1H, dd, J 8.5 0.4 Hz), 7.60 (2H, d, J
8.8 Hz), 3.21-3.15 (2H, m), 1.89-1.76 (2H, m), 1.05 (3H, t, J 7.4 Hz)

2-(LHZEHI-1-9) Wl 2 4] S A 50 7]

LCMS RT=6.59%, MII" 261.1; '"H NMR (DMSO): 9.41 (1H, d, J 8.6 Hz), 8.38 (1H,
dd, J7.3 1.0 Hz), 8.19 (1H, d, J 8.2 Hz), 8.09 (1H, dd, J 7.8 0.9 Hz), 7.79-7.64 (3H, m),
7.49 (1H, d, J8.7 Hz), 6.99 (1H, d, J 2.1 Hz), 6.74 (1H, d, J 8.7 2.2 Hz), 5.17 (2H, 5)

2- (v 3 9 -4-21) Wl [d] S A} -5-0} )

LCMS RT= 6925, MH"287.1; 'H NMR (DMSO): 8.22 (2H, d, J 8.2 Hz), 7.90 (2H,
d, J 8.3 Hz), 7.81-7.76 (2H, m), 7.53 (2H, t, J 7.8 Hz), 7.47-7.41 (2H, m), 6.90 (1H, d, J
2.2 Hz), 6.69 (14, d, J 8.6 2.2 Hz), 5.14 (2H, 5)

2-(F = e-2-2) M2 [d] S AL E-5-0}w]

LCMS RT=5.78%, MH'262.1; "H NMR (DMSO): 8.60 (1H, d, J 8.7 Hz), 8.39 (1H,
d, J 8.6 Hz), 8.19 (1H, dd, J 8.3 0.5 Hz), 8.10 (1H, dd, J 8.4 0.8 Hz), 7.92-7.86 (1H, m),
7.76-7.70 (1H, m), 7.56 (1H, d, J 8.7 Hz), 6.97 (1H, d, J 2.1 Hz), 6.79 (1H, dd, J 8.7 2.2
Hz), 5.22 (2H, 5)

2-(F13 -3-2) W2 [d] S AHE-5-0h)

LCMS RT= 5762, MH*262.1; '"H NMR (DMSO): 9.58 (1H, d, J 2.1 Hz), 8.14 (1H,
d, J2.0 Hz), 8.24 (1H, dd, J 7.8 0.8 Hz), 8.13 (1H, d, J 8.3 Hz), 7.93-7.88 (1H, m), 7.74
(1H, td, J 8.0 0.9 Hz), 7.49 (1H, d, J 8.6 Hz), 6.95 (1H, d, J 2.1 Hz), 6.74 (1H, dd, J 8.7
2.2 Hz), 5.20 (2H, 5)
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[0500]
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2-(6-vl S A eal-2-d )l 2 [d] SARE-5-0F

LCMS RT= 6565, MH"291.1; "H NMR (DMSO): 8.67 (1H, d, J 1.3 Hz), 8.16 (1H,
dd, J 8.6 1.7 Hz), 8.07 (1H, d, J 9.1 Hz), 7.99 (1H, d, J 8.8 Hz), 7.45-7.42 (2H, m), 7.27
(1H, dd, J 8.7 2.5 Hz), 6.90 (1H, d, J 2.0 Hz), 6.68 (1H, dd, J 8.6 2.2 Hz), 5.12 (2H, s),
3.92 (3H, 5)

2-(6-B Z BT El-2-9) W [d] S AFE-5-0}w]

LCMS RT= 7.59%, MH" 339.3; '"H NMR (DMSO): 8.78 (1H, s), 8.34 (1H, d, J 1.7
Hz), 8.26 (1H, d, J 8.6 1.6 Hz), 8.14 (1H, d, J 8.9 Hz), 8.09 (11, d, J 8.7 Hz), 7.76 (1H,
dd, J 8.9 2.0 Hz), 7.46 (1H, d, J 8.7 Hz), 6.92 (1H, d, J 2.2 Hz), 6.72 (1H, dd, J 8.6 2.2
Hz), 5.16 (2H, 5)

2-(4-ZFZZADYUYZE[L, 2-d] A

LCMS RT=9.55%, MH"280.1; '"H NMR (DMSO): 8.47 (1H, dd, J 8.2 0.6 Hz), 8.29
(2H, d, J 8.7 Hz), 8.17-8.13 (1H, m), 8.02 (2H, s), 7.78-7.70 (3H, m), 7.67-7.61 (1H, m)

-(2-(4-2 R ez [d]SAE-5-Y) T e d-1-2

LCMS RT=7.92%, MH" 286.1; 'H NMR (DMSO): 8.44 (1H, dd, J 1.7 0.4 Hz), 8.24
(2H, d, J 8.7 Hz), 8.09 (1H, dd, J 8.6 1.7 Hz), 7.93 (1H, dd, J 8.6 0.4 Hz), 7.73 (2H, d, J
8.8 Hz), 3.17 (2H, q, J 7.2 Hz), 1.13 (3H, 1, J 7.1 Hz)

1-(2-(4-Z 22 D) [d] 2ALE-5-Y ) of| B} =

LCMS RT=727%, MH'271.7; "H NMR (DMSO): 8.4 (1H, dd, J 1.7 0.4 Hz), 8.24
(2H, d, J 8.8 Hz), 8.08 (1H, dd, J 8.6 1.7 Hz), 7.93 (1H, dd, J 8.5 0.5 Hz), 7.73 (2H, d, J
8.8 Hz), 2.69 (3H, 5)

2-(4-A 228 AT D) 2 [d] S AHE-5-0h)

LCMS RT= 8.152, MH'293.1; 'H NMR (DMSO): 8.05 (2H, d, J 8.4 Hz), 7.45-7.38
(3H, m), 6.86 (1H, d, J 2.0 Hz), 6.65 (1H, dd, J 8.8 2.2 Hz), 5.10 (2H, s), 2.64-2.56 (1H,
m), 1.83-1.70 (SH, m), 1.51-1.23 (5H, m)

S-(eldsxd)-2-(HAsd-2-d)NE[d]SAHE

LCMS RT=6.145, MH"339.1; "H NMR (DMSO): 8.69 (1H, dd, J 8.5 2.2 Hz), 8.52-
8.43 (2H, m), 8.28-8.21 (2H, m), 8.16 (1H, d, J 8.1 Hz), 8.09-8.04 (1H, m), 7.97-7.90
(1H, m), 7.82-7.76 (1H, m), 3.48-3.38 (2H, m), 1.15 (3H, td, / 7.3 1.3 Hz)

S-(eldExd)-2-(HA=d-3-d)NxE[d] SAHE

LCMS RT= 6052, MH"339.1; '"H NMR (DMSO): 9.65 (1H, d, J 2.1 Hz), 9.31 (1H,
d, J 2.1 Hz), 8.40 (1H, d, J 1.8 Hz), 8.31 (1H, d, J 8.1 Hz), 8.17 (2H, dd, J 8.3 2.2 Hz),
8.02 (1H, dd, J8.7 1.8 Hz), 8.00-7.93 (1H, m), 7.82-7.76 (1H, m), 3.43 (2H, q, J 7.3 Hz),
1.15 (3H, t, J 7.5 Hz)

2-(6-1 R -2-9)-5-( D T ) M E[d] SAHE

LCMS RT=7.86%, MH"418.0; '"H NMR (DMSO): 8.95 (1H, m), 8.39-8.33 (3H, m),
8.21 (1H, d,J9.0 Hz), 8.17 (1H, d, J 8.9 Hz), 8.13 (1H, dd, J 8.5 0.5 Hz), 7.99 (1H, dd, J
8.6 1.8 Hz), 7.81 (1H, dd, J 8.7 1.9 Hz), 3.41 (2H, q, /7.3 Hz), 1.15 (3H, t, J 7.5 Hz)
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[0518]

[0519]
[0520]

[0521]

[0522]

[0523]
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[0537]

omn
J
Jm
Qﬂ

2-(4-AZF2 AP A D) -5-(E 2 d) Mz [d] SAHE

LCMS RT=8.56%; 'HNMR (DMSO): 8.29 (1H, dd, J 1.8 0.4 Hz), 8.17 (2H, d, /8.3
Hz), 8.07 (1H, dd, J 8.6 0.5 Hz), 7.94 (1H, dd, J 8.5 1.8 Hz), 7.51 (2H, d, J 8.4 Hz), 3.39
(2H, q, J 7.3 Hz), 2.74-2.60 (1H, m), 1.84-1.71 (5H, m), 1.53-1.24 (SH, m), 1.13 (3H, t, J
7.5 Hz)

2-(HFd-4-)-5-(l g e d )z [d] SARE

LCMS RT=7.31%, MH"'364.1; '"H NMR (DMSO): 8.36-8.32 (3H, m), 8.11 (1H, dd,
J 8.6 0.5 Hz), 8.00-7.95 (3H, m), 7.84-7.79 (2H, m), 7.57-7.43 (3H, m), 3.41 (2H, q, J 7.3
Hz), 1.14 (3H, t, J 7.5 Hz)

5-(ol 9% d)-2- (VLA 1-2) M2 [d] S A

LCMS RT=7.03%, MH"338.1; '"H NMR (DMSO): 9.41 (1H, d, J 8.8 Hz), 8.52 (1H,
dd, J7.2 1.2 Hz), 8.44 (1H, d, J 1.7 Hz), 8.30 (1H, d, J 8.3 Hz), 8.17-8.12 (2H, m), 8.02
(1H, dd, J 8.6 1.8 Hz), 7.84-7.68 (3H, m), 3.43 (2H, q, J 7.3 Hz), 1.15 (3H, t,J 7.5 Hz)

S-(EExd)-2-(6-FF L2z gA-2-d) =[] SAHE

LCMS RT=7.29%, MH"356.1; "H NMR (DMSO): 8.97 (1H, m), 8.37-8.32 (3H, m),
8.17 (1H, d, J 8.9 Hz), 8.12 (1H, 4, J 8.6 Hz), 7.99 (1H, dd, J 8.6 1.6 Hz), 7.89 (1H, dd, J
10.0 2.0 Hz), 7.61 (1H, td, J 8.7 2.0 Hz), 3.41 (2H, q, J 7.3 Hz), 1.14 (3H, t, J 7.5 Hz)

2-(MZ[b]H A-5-)-5-(NEd =2 d) Ml = [d] SAHE

LCMS RT=6.77%, MH'344.1; '"H NMR (CDCL): 8.70 (1H, 4, J 1.2 Hz), 8.27 (1H,
dd, J 1.8 0.4 Hz), 8.18 (1H, dd, J 8.5 1.5 Hz), 7.99 (1H, d, J 8.6 Hz), 7.88 (1H, dd, J 8.5
1.8 Hz), 7.70 (1H, dd, J 8.5 0.4 Hz), 7.52 (1H, d, J 5.5 Hz), 7.43 (1H, dd, J 5.5 0.6 Hz),
3.12(2H, q,J 7.4 Hz), 1.25 (3H, t,J 7.4 Hz)

5-olu|x=-2-(5,6-C| F 22 X [d] A E-2-9) H| =

LCMS RT=7.832, MH'295.1; "H NMR (DMSO): 10.88 (1H, s), 8.19 (1H, s), 8.06
(1H, s), 7.69 (1H, d, J 8.7 Hz), 6.35 (1H, dd, J 8.7 2.1 Hz), 6.29 (2H, br), 6.24 (1H, d, J
2.1 Hz)

2-(3 4t 222V E)-5-(o|ax2hdexd)Wx[d] S &

LCMS RT=7.68%; 'H NMR (DMSO): 8.41 (1H, d, J2.0 Hz), 8.31 (1H, dd, /1.8 0.4
Hz), 8.21 (1H, dd, J 8.4 2.0 Hz), 8.11 (1H, dd, J 8.6 0.5 Hz), 7.98-7.93 (2H, m), 3.59-
3.50 (1H, m), 1.19 (6H, d, J 6.8 Hz)

N-(4-(5,6-Tl M@l 2 [d] $AE-2-)-3-3] =5 A sl ) opA| Eolm] =

LCMS RT= 6.70%, MH'263.1; '"H NMR (DMSO): 10.83 (1H, s), 8.02 (1H, dd, J 9.9
6.9 Hz), 7.85 (1H, dd, J 10.4 7.5 Hz), 7.62 (1H, d, J 8.6 Hz), 6.29 (1H, dd, J 8.7 2.1 Hz),
6.18 (1H, d, J 2.0 Hz), 6.15 (2H, br)

4-(5,6-0EF 222 ([d] SAE-2-Y) ot d ™

LCMS RT= 7.27%, MH'279.0; 'H NMR (DMSO): 8.10 (1H, s), 7.97 (1H, s), 7.85
(2H, d, J 8.7 Hz), 6.70 (2H, d, / 8.8 Hz), 6.14 (2H, s)

5-(g4xd)-2-(5,6,7,8-HEgs =2z etdl-2-2 )W % [d] &AL

LCMS RT=7.71%, MH"342.2; '"H NMR (CDCl): 8.03 (1H, dd, J 1.8 0.5 Hz), 7.93-
7.87 (2H, m), 7.85 (1H, dd, J 8.5 1.8 Hz), 7.65 (1H, dd, 7 8.5 0.5 Hz), 7.23-7.15 (1H, m),
3.11 (2H, q, J 7.4 Hz), 2.85-2.76 (4H, m), 1.81-1.76 (4H, m), 1.24 (3H, t, J 7.3 Hz)
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5-0bn] we-g-(5- (o A E W) M2 [d] SAHE-2-9) o =

LCMS RT=5.99%, MH'319.2; '"H NMR (DMSO): 10.88 (1H, s), 8.16 (1H, dd, J 1.8
0.5 Hz), 7.97 (1H, dd, J 8.5 0.5 Hz), 7.84 (1H, dd, J 8.4 1.9 Hz), 7.69 (1H, d, J 8.6 Hz),
6.31 (1H, dd, J8.7 2.1 Hz), 6.24 (2H, s), 6.20 (1H, d, J 2.1 Hz), 3.37 (2H, q, J 7.5 Hz),
1.12 (3H, t,J 7.3 Hz)

Hohjél] 1A (ﬂ’?ﬂ]'% IC)

N-(2-( 2 9-3-2) W 2 [d] A E-5-9) V] Rl ofv] =

LCMS RT= 4,645, MH'317.1; '"H NMR (DMSO): 10.67 (1H, s), 9.37 (14, d, J 1.5
Hz), 9.16 (1H, d, J 1.6 Hz), 8.84-8.78 (2H, m), 8.56 (1H, dt, J 8.0 1.7 Hz), 8.36-8.32 (2H,
m), 7.86 (1H, d, J 8.8 Hz), 7.80 (1H, dd, J 8.9 2.0 Hz), 7.70-7.58 (2H, m)

4= H AN (2 (4= HoA 3 D) Wl 2 [d ] A b -5 ) il Zof] =

' NMR (DMSO): 10.25 (1H, s), 8.23 (1H, s), 8.16 (2H, d, J 8.9 Hz), 8.00 (2H, d, J 8.9
Hz), 7.72 (2H, s), 7.17 (2H, d, J 9.0 Hz), 7.09 (2H, d, J 8.8 Hz), 3.88 (3H, s), 3.85 (3H, 5)

N-(2-H1 8 2 [d] A E-5-9)-2-5 D ob 4| Eofu] =

LCMS RT= 6225, MH" 343.1; '"H NMR (CDCls): 7.70 (1H, s), 7.42 (1H, s), 7.30-
7.15 (12H, m), 4.14 (2H, s), 3.63 (2H, s)

2,3-T) 2R 2N-(2-(2,3-T) 2R 2o )M 2 [d] SAE-5- ) =ohr] =

LCMS RT=8.095%, MH"450.9; '"H NMR (DMSO): 10.84 (1H, s), 8.32 (1H, d, J 1.7
Hz), 8.14 (1H, dd, J 8.9 1.5 Hz), 7.95 (1H, dd, J 8.1 1.6 Hz), 7.85 (1H, d, J 8.8 Hz), 7.81
(1H, dd, J 8.0 1.6 Hz), 7.73 (1H, dd, J 8.8 2.1 Hz), 7.65-7.50 (3H, m)

W 1A (B 1d)

2'-(4-2239d)-2,6' -0 2= [d] SAE-6-TI 2524

'H NMR (DMSO): 13.20 (1H, br), 8.58 (1H, dd, J 1.5 0.4 Hz), 8.33-8.30 (2H, m), 8.19
(2H, d, J 8.2 Hz), 8.06-.802 (2H, m), 7.93 (1H, d, J 8.3 Hz), 7.50 (2H, d, J 8.4 Hz), 2.69
(2H, 1, J 7.8 Hz), 1.73-1.61 (2H, m), 0.94 (3H, t, J 7.4 Hz)

W IA (ShgtE Te)

4-ob 1 1N (4-(5- B2 Wl 2 0] S AL E-2-91) 5 ) Wl Zopv] =

LCMS RT= 6.87%, MH' 408.0; '"H NMR (DMSO): 10.14 (1H, s), 8.16 (2H, d, J 8.9
Hz), 8.07-8.01 (3H, m), 7.79-7.74 (3H, m), 7.57 (1H, dd, J 8.6 2.0 Hz), 6.62 (2H, d, J 8.7
Hz), 5.86 (2H, s)

W 1B (BhsE 1D

2-AA-5-UEZHZ[d]SALE

g&ak (2.5 nl) F 2-obr)x=~4-UE&3HE (300 mg, 1.95 mmol)dl 2-sdolAel FEelol= (290 plL, 2.15
mol) S A2 ek, A7) wE &7 wlo]lmRgolB Ul 210 ColA 158 Fetk 7tdsigiyy. Wzt
AL F ) EES 1M 8 FASHER (50 nL)oll AAE] B, AdE AHES A% AAS L, B2 AFH
st AAE uAS P (" opAElo]E/EAL 1:7 v/v WA o€ olAE|o]E/EAL 1:5 v/v)E o]&35}]
SEste A ARvEIYIE GA Skl 165 ng (33%)° #A =S TS5

(LCMS RT=6.47%, MH'255.2)
'H NMR (DMSO): 8.60 (1H, d, J 2.4 Hz), 8.30 (1H, dd, J 9.0 2.4 Hz), 7.95 (1H, d, 9.0
Hz), 7.43-7.27 (5H, m), 4.44 (2H, 5)

7] = seEs e dnk el wet Azt ARSE A FERdelEs Al s sgEol Y
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[0579]
[0580]

[0581]

LCMS RT= 6.74%, MH'284.9; "H NMR (DMSO): 8.60 (1H, d, J 2.3 Hz), 8.31 (1H,
dd, J 8.9 2.3 Hz), 7.99 (1H, d, J 9.0 Hz), 7.82 (1H, dd, J 8.2 1.7 Hz), 7.66 (1H, d, J 1.6
Hz), 7.18 (1H, d, J 8.4 Hz), 6.20 (2H, s)

2-(4-FE2ZHY)-5,6-Wed AT S A H =S AL

LCMS RT=7.54%, MH"274.0; '"H NMR (DMSO): 8.11 (2H, d, J 8.8 Hz), 7.66 (2H,
d, J8.7 Hz), 7.49 (1H, s), 7.36 (1H, s), 6.13 (2H, 5)

5-Tert-F-e€-2-(4-Z2 29 )z [d] A=

LCMS RT= 10205, MH"286.0; 'H NMR (DMSO): 8.20 (2H, d, J 8.6 Hz), 7.80 (1H,
d, J 1.9 Hz), 7.72-7.68 (3H, m), 7.52 (1H, dd, J 8.7 2.0 Hz), 1.37 (%H, 5)

2-(3, 4122 RI)-6-HUERZHZ[]SAIE

LCMS RT=840%; 'HNMR (DMSO): 8.77 (1H, d, J 2.1 Hz), 8.40 (1H, d, J 2.0 Hz),
8.36 (1H, dd, J 8.8 2.2 Hz), 8.21 (1H, dd, J 8.5 2.1 Hz), 8.07 (1H, d, J 8.8 Hz), 7.96 (1H,
d, /8.4 Hz)

2-(4-2 R 2AD A E[d] SAE-S-sEok =

LCMS RT= 6.04%; 'H NMR (DMSO): 8.27-8.22 (3H, m), 8.02 (1H, d, J 8.6 Hz),
7.95-7.91 (1H, m), 7.74-7.71 (2H, m), 7.50 (2H, 5)

-E2E2-2-(4-F2Z2HY)-6-HEZHMZE[d]SALE

LCMS RT=8.10%; 'H NMR (DMSO): 8.73 (1H, s), 8.31 (1H, 5), 8.24 (2H, d, J 8.7
Hz), 7.76 (2H, d, J 8.7 Hz)

5-UER-2-(4-(E S50 2 =AY ) iz d] $AHE

LCMS RT= 7.665; 'H NMR (DMSO): 8.72 (1H, d, J 2.3 Hz), 8.38 (3H, m), 8.09
(1H, d, J 8.8 Hz), 7.66 (2H, d, J 8.2 Hz)

2-(3,4-9ZF 229 D)z [d]SAE1, 3]0 2%

LCMS RT=8.70%, MH'307.9; "H NMR (CDCly): 8.18 (1H, d, J 2.0 Hz), 7.91 (1H,
dd, J 8.4 2.0 Hz), 7.50 (1H, d, J 8.4 Hz), 7.09 (1H, s), 6.99 (1H, s), 5.99 (2H, 5)

2-(FA-2-2)-5-U ER R [d] $AHE

LCMS RT=624%; 'HNMR (DMSO): 8.66 (1H, d, J 2.3 Hz), 8.35 (1H, dd, J 9.0 2.4
Hz), 8.18 (1H, d, J 1.0 Hz), 8.05 (1H, d, J9.0 Hz), 7.62 (1H, d, J 3.5 Hz), 6.90-6.88 (1H,

m)
2-(A%[d][1,3]H%-5-9)-5-F22-6-UEZHZ[d] A=

LCMS RT=7.21%; 'H NMR (DMSO): 8.68 (1H, s), 8.23 (1H, s), 7.83 (1H, dd, J 8.2
1.6 Hz), 7.66 (1H, d, J 1.7 Hz), 7.20 (1H, d, /8.4 Hz), 6.22 (2H, 5)

S-(eldsxd)-2-(Hxaal-2-d)lx[d] SA=

LCMS RT= 6945, MH"338.1; '"H NMR (DMSO): 8.90 (1H, br), 8.34 (14, d, J 1.4
Hz), 8.30 (1H, dd, J 8.6 1.7 Hz), 8.24-8.05 (4H, m), 7.99 (1H, dd, J 8.5 1.8 Hz), 7.73-
7.64 (2H, m), 3.41 (2H, q, J 7.3 Hz), 1.15 (3H, t, J 7.3 Hz)
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[0582]

[0583]
[0584]

[0585]

[0586]

[0587]
[0588]

[0589]
[0590]

[0591]
[0592]

[0593]
[0594]

[0595]

[0596]

[0597]
[0598]

[0599]
[0600]

[0601]

2-(3-2R2-2-EF 2 23 d)-5-( =X D) M2 [d] $AE

LCMS RT= 6.48%, MH"'338.8; 'TH NMR (DMSO): 8.40 (1H, dd, J 1.7 0.5 Hz), 8.27-
8.21 (1H, m), 8.14 (1H, dd, J 8.6 0.4 Hz), 8.01 (1H, dd, J 8.6 1.8 Hz), 7.97-7.92 (1H, m),
7.51 (1H, d, J 8.0 1.0 Hz), 3.41 (2H, q,J 7.3 Hz), 1.13 (3H, 1, J 7.3 Hz)

g2 R A5 (H &) ME[d] AL

LCMS RT=6.575%, MH'293.9; 'H NMR (DMSO): 8.20 (1H, d, J 1.5 Hz), 7.97 (1H,
dd, J 8.5 Hz), 7.88 (1H, dd, J 8.6 1.8 Hz), 3.35 (2H, g, J 7.4 Hz), 3.13-3.04 (1H, m),
2.14-2.09 (2H, m), 1.82-1.58 (5H, m), 1.50-1.18 (3H, m), 1.10 (3H, t, J 7.4 Hz)

2-(5-2 223 ed-2-9)-5- (o de 2 )M 2 [d] S A

LCMS RT=5.92%, MH"323.1; 'H NMR (DMSO): 8.91 (1H, d, J 2.4 Hz), 8.42-8.39
(2H, m), 8.25 (1H, dd, J 8.5 2.4 Hz), 8.16 (1H, d, J 8.6 Hz), 8.03 (1H, dd, J 8.6 1.8 Hz),
3.41 (2H, q,J 7.2 Hz), 1.13 (3H, ,J 7.3 Hz)

2-(AZ[d][1,3]0) % &-5-2)-5- (ol U & L) 2 [d] SALE

LCMS RT=6.09%, MH"332.0; '"H NMR (DMSO): 8.26 (1H, dd, J 1.8 0.5 Hz), 8.03
(1H, dd, J 8.5 0.5 Hz), 7.92 (1H, dd, J 8.5 1.8 Hz), 7.83 (1H, dd, J8.2 1.7 Hz), 7.68 (1H,
d,J 1.6 Hz),7.19 (1H, d, J 8.2 Hz), 6.20 (2H, s), 3.39 (2H, q, /7.3 Hz), 1.12 3H, t, J 7.3
Hz)

5-FR2-2-(4-(MeEExd) A NZ[d]SAE

LCMS RT= 6433; 'H NMR (DMSO): 8.45 (2H, d, J 8.4 Hz), 8.18 (2H, d, J 8.5 Hz),
8.02 (1H, d, J 1.9 Hz), 7.92 (1H, d, J 8.7 Hz), 7.56 (1H, dd, J 8.7 2.1 Hz)

2-(2,2-"&F 2 x[d][1,3]H5E-5-U)-5-(ld =)l =[d]

LCMS RT= 6.70%; 'H NMR (DMSO): 8.32 (1H, dd, J 1.8 0.5 Hz), 8.24 (1H, d, J 1.6
Hz), 8.16 (1H, dd, J 8.5 1.7 Hz), 8.09 (1H, dd, J 8.6 0.5 Hz), 7.97 (1H, dd, J 8.5 1.8 Hz),
7.71 (1H, d, J 8.5 Hz), 3.40 (2H, q, J 7.3 Hz), 1.13 (3H, t, J 7.4 Hz)

2-(4-FREADAX[d]SAIE-6-2

LCMS RT= 6425, MH" 246.0; '"H NMR (DMSO): 9.94 (1H, s), 8.13 (2H, d, J 8.6
Hz), 7.66 (2H, d, J 8.6 Hz), 7.60 (1H, d, J 8.6 Hz), 7.10 (1H, d, J 2.2 Hz), 6.87 (1H, dd, J
8.7 2.3 Hz)

2-(-(NLEED) M2 [d] §AHE-2-) g al-1-&

LCMS RT=7.775%, MH"'353.9; '"H NMR (DMSO): 12.24 (1H, s), 8.44-8.39 (2H, m),
8.19-7.98 (4H, m), 7.77-7.63 (3H, m), 3.42 (2H, q, J 7.3 Hz), 1.15 (3H, t, J 7.3 Hz)

2-(M 2 -5-)-5-(E =X )N x[d] SAHE

LCMS RT= 6472, MH’328.2; '"H NMR (DMSO): 8.61 (1H, d, J 1.7 Hz), 8.31 (1H,
d,71.7 Hz), 8.22 (1H, dd, J 8.5 1.7 Hz), 8.19 (1H, d, J 2.2 Hz), 8.09 (1H, d, J 8.5 Hz),
7.95 (1H, dd, J 8.5 1.9 Hz), 7.88 (1H, d, J 8.7 Hz), 7.19-7.17 (1H, m), 3.40 (2H, ¢, J 7.4
Hz), 1.15 (3H, t, J 7.3 Hz)

2-(4-F 22 D) N N-U o AR [d] SAFE-5-% Eolv] =

LCMS RT=7.75%, MH"364.9; '"H NMR (DMSO): 8.26-8.21 (3H, m), 8.03 (11, d, J
8.6 Hz), 7.89 (1H, dd, J 8.6 1.8 Hz), 7.74 (2H, d, J 8.6 Hz), 3.22 (4H, q, J 7.2 Hz), 1.06
(6H, t,J7.2 Hz)
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[0602]

[0603]
[0604]

[0605]
[0606]

[0607]
[0608]

[0609]
[0610]

[0611]

[0612]

[0613]
[0614]

[0615]
[0616]

[0617]
[0618]
[0619]

[0620]

[0621]

[0622]

2-(xel-2-d)-5-(EgEF 2SS [d] SAE

LCMS RT=9.10%, MH"330.1; '"H NMR (DMSO): 8.88 (1H, br), 8.27 (1H, dd, J 8.5
1.7 Hz), 8.23-8.19 (1H, m), 8.16 (1H, d, J 8.7 Hz), 8.08-8.04 (1H, m), 7.97 (1H, d, J 8.9
Hz), 7.95-7.93 (1H, m), 7.73-7.64 (2H, m), 7.52-7.47 (1H, m)

2-(FZA-2-U) M2 [d] S AFE-5-7hE B A4

LCMS RT= 4,835, MH' 289.0; "H NMR (DMSO): 13.20 (1H, br), 8.89 (1H, br),
8.36 (1H, dd, J 1.6 0.5 Hz), 8.30 (1H, dd, J 8.6 1.8 Hz), 8.24-8.20 (1H, m), 8.17 (1H, d, J
8.8 Hz), 8.10-8.04 (2H, m), 7.94 (1H, dd, J 8.5 0.5 Hz), 7.73-7.63 (2H, m)

92— (L}J_Ela_] 92— 01) ] [ 2/\]__.*

LCMS RT=8.195, MH"'246.1; '"H NMR (DMSO): 8.86 (1H, br), 8.29 (1H, dd, J 8.6
1.8 Hz), 8.22-8.18 (1H, m), 8.15 (1H, d, J 8.7 Hz), 8.07-8.03 (1H, m), 7.88-7.83 (2H, m),
7.71-7.62 (2H, m), 7.51-7.42 (2H, m)

5-tert-F-8-2-(HZ g A-2-9) £ [d] S AL S

LCMS RT= 10.50%, MH"302.2; '"H NMR (CDCL): 8.70 (1H, 5), 8.25 (1H, dd, J 8.6
1.5 Hz), 7.94-7.89 (2H, m), 7.85-7.81 (1H, m), 7.77 (1H, &, J 1.6 Hz), 7.54-7.45 (3H, m),
7.37 (1H, dd, J 8.5 1.8 Hz), 1.35 (9H, s)

5,6-tjEFe-2-(xgdd-2-d)ix[d$AtE

LCMS RT= 8575, MH'282.1; '"H NMR (DMSO): 8.82 (1H, br), 8.24 (1H, dd, J 8.6
1.8 Hz), 8.21-8.12 (3H, m), 8.07-8.00 (2H, m), 7.72-7.63 (2H, m)

1-(2'-(3" 4"-H S =2 d) N E[d] S5AHE-5"-4) ol Bt

LCMS RT= 8.1958, MH"305.9; '"H NMR (DMSO): 8.45 (1H, dd, J 1.7 0.5 Hz), 8.38
(1H, d, J 2.0 Hz), 8.18 (1H, dd, J 8.5 2.1 Hz), 8.09 (1H, dd, J 8.6 1.8 Hz), 7.96-7.91 (2H,
m), 2.69 (3H, s)

2-(4-F 229 d)-6-MEd ANz [d] SAE

LCMS RT= 8413, MH"244.1; '"H NMR (DMSO): 8.18 (2H, d, J 8.7 Hz), 7.72-7.61
(44, m), 7.27-7.23 (1H, m), 2.48 (3H, 5)

5-m E-g- (e al-2-9) ) Ml [d] S

LCMS RT= 8.82%, MH'260.2; 'H NMR (DMSO): 8.83 (1H, d, J 1.1 Hz), 8.26 (1H,
dd, J 8.6 1.7 Hz), 8.21-8.16 (1H, m), 8.13 (1H, d, J 8.7 Hz), 8.06-8.02 (1H, m), 7.72-7.64
(4H, m), 7.30-7.26 (1H, m), 2.47 (3H, 5)

W IC (Shgte D

6-HEZ-2-3dSALER[5,4-b] ¥ 2] d

165 CTolA Ee]Qlrtell N-(5-HEZ-2-52-1,2-H3| =22 d-3-<
dES 30% B9 165 CE 7Mdstal, A7) &
ol ojsf etal, Held oe 2l Fsfstal, dFrUE S of

B2 FEI9.

'H NMR (DMSO): 9.31 (1H, 4, J 2.5 Hz), 9.12 (1H, d, J 2.5 Hz), 8.32-8.27 (2H, m),
7.79-7.67 (3H, m)

7] BE FES FAL AW Pyel meh Axsch,
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(300 mg, 1.16 mmol)ES H7}3}h
oﬂ “F‘N\Tjr

AdE AAES o

DAIA 9 mg (3%)] A 33+



[0623]

[0624]
[0625]

[0626]
[0627]

[0628]
[0629]
[0630]

[0631]

[0632]

SES06 10-1472248

5-UEZ-2-( 2] d-2-2) M2 [d] SALE

LCMS RT= 5.83%, MH"*241.9; "H NMR (DMSO): 8.87-8.84 (1H, m), 8.78 (1H, d, J
2.3 Hz), 8.44-8.40 (2H, m), 8.16-8.10 (2H, m), 7.74-7.69 (1H, m)

6-HEZ-2-(vgld-2-Dl = [d] A=

LCMS RT=5.84%, MH'242.0; '"H NMR (DMSO): 8.79-8.76 (2H, m), 8.34 (1H, dt, J
7.9 1.0 Hz), 8.29 (1H, dd, J 8.8 2.0 Hz), 8.07-8.02 (2H, m), 7.64 (1H, ddd, J 7.7 4.8 1.2
Hz)

2-(5-3" 92D -2-9)-5-U E Ml £ [d] A%

LCMS RT=7.322, MH"298.1; '"H NMR (DMSO): 8.68 (1H, dd, J 2.3 0.3 Hz), 8.64
(1H, dd, J 2.1 0.5 Hz), 8.33 (1H, dd, J 9.0 2.4 Hz), 8.26 (1H, dd, J 8.0 0.6 Hz), 8.05 (1H,
dd, J 9.0 0.3 Hz), 7.88 (1H, dd, J 8.1 2.1 Hz), 2.70-2.66 (2H, m), 1.62-1.52 (2H, m),
1.34-1.22 (2H, m), 0.86 (3H, t, J 7.4 Hz)

U 1D (3EHE D
2-(2,4-9=F 2 29d)-5,6-0udH = [d] A=

a4 (2 L) F 2-(2,4-Uy=F giﬂzﬂﬂ+)45ﬂﬂ%ﬂ% 2,4-T|ZF o 2l Xxoo]E (90 mg, 0.22
mmol) 2 4-w&dlAEEAL (82 mg, 0.43 mmol)e] AE NS 3tH oA 16A17F B¢t 7Hdststt. WA 7l

. 8 $9E A8 pAdOIES S0, SIS S5 9 ool aw AdGAY. §E
e T NgS0, HolA AEAAD, FAZE. AHE TAZ oY ohAElolE/AN 1115 vy Felsh

A9 a=otEady]2 gAse] 36 mg (64%)°] FA FHFELS FE5arATH (LONS RT= 7.81%, MH 260.0).

'H NMR (DMSO): 8.30-8.22 (1H, m), 7.63-7.52 (3H, m), 7.39-7.30 (1H, m), 2.37 (3H,
8),2.35 (3H, s)
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s==4

(o]
Oy o
RN R

N

STAB, DCE, °HHE4, it, 24h (34 5)
R=NH,% 33

A0,
G Ve

1\'}
NaH, Mel, DMF, 16h
(')
-0
R{NE
1 IS z\lea
CHj
Vib

RSOCl
929, DCM, 1t, 16h (34 4

R=NH, 2 3¢
=

R,CHO

e NaH, Mel, DMF, 16h
EF4.,A10°C, Th k¢ '
¢34 8) o

HBF,, NaNO,, &

R=NH,? 7%

B 2ot AEA ZF, DMSO
70°C, 1h
¥ 10

H oon
’ mMH” >—Re
X

[0633]

2A (38t 1b)

TH

bt

-5-o}wl

7}s

=
=
h=4

=)

o

=

[d]SA}
g olAEIO|E/OFHEA (250 nl/1 ml) & 5-UEZ-2-p-EHWZ[d]LAE (4.8 g, 18.90 mmol)ol EFAAY

1z

(480 mg)

Yy

=
o

2}

=0

H

[0634]

2-p-
i
=

[0635]
[0636]

F, Aeol=

o)
<O
=)
o)

Ho

2 dA=E 33

Al shet

-~
It

TAIA 2.5 g (60%)2]

=

MgSO, ellA HxA7]aL, 5

oy

'H NMR (DMSO): 8.02 (2H, d, J 8.2 Hz), 7.39 (3H, d, J 8.5 Hz), 6.86 (1H, d, J 2.0 Hz),

6.65 (1H, dd, J 8.7 2.2 Hz), 5.09 (2H, s), 2.40 (3H, 5)

[0637]

2B (33tE 1b)

Gig

=9

H

[0638]
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[0640]

[0641]
[0642]
[0643]

[0644]

[0645]
[0646]
[0647]

[0648]

[0649]
[0650]

[0651]

[0652]
[0653]
[0654]

[0655]

[0656]

[0657]

SSS0ol 10-1472248

2 M HCIell &alstar, AdE Ad=s #HA7Ista, &5 2 N NaOH= f7]8tete] &4 shetes 3

5
i)
nt
3
l'N
JEO

AFZE-6-o}1

LCMS RT=5.93%, MH'211.1; 'H NMR (DMSO): 8.10-8.07 (2H, m), 7.58-7.54 (3H,
m), 7.42 (1H, d, J 8.4 Hz), 6.83 (1H, d, J 1.9 H=z), 6.65 (1H, dd, J 8.5 2.0 Hz), 5.46 (2H,

2-(4-(E8) E 72 2| 54w d) W[ d] S A& -5-0hg]

olebE (20 mL) & 5-UEZ-2-(4-(EFESFL2ZWEADAD)ME[d]SAFE (850 mg, 2.62 mmol)ol] EEAHGR
F (827 mg, 13.1 mmol) % kA ZelE (85 mg)S 7MY, 7] EFEES A6 208 Fot
WHkelaL, ojoja]l AEtolE (GTEARE) HEE Bl oHstal, old oM H o ER ]Z—@Poﬂﬂr 7] &ds &
9 oojoj AR AFEAT. e {F715S T4 NgS0, AelA HAFRAI7|aL, FEAIA 434 mg (56%)2] EA

e S5

(LCMS RT=6.51%, MH'294.9)
'H NMR (DMSO): 8.25 (2H, d, J 8.9 Hz), 7.62-7.56 (2H, m), 7.44 (1H, d, J 8.7 Hz),
6.89 (1H, d, /2.0 Hz), 6.70 (1H, dd, J 8.7 2.3 Hz), 5.16 (2H, s)

W 2D (3stE Ib)

2-p-EUME[d]SAHE-4-0}u]

EFE (20 mL) & 4-UER-2-p-EZHZ[d]EA}ZE (330 mg, 1.30 mmol)ell <3541 (I1I) (1.23 g, 6.5 mmo
S A7V, 7] dEaS 70 TollA 16A1F Bt wwkeklr. WAAI $, 3] 89

1) NG A&/ =0 5
i, 23k $A NalC0, 22 5383t oA, $AF5S o olAHClE (500 mL)Z 23] FZ3Fch. et
7155 5 NgS0, oAl Ax=A713, SEAIA 188 mg (656%)2 #Al s3tES F53k3itt.

(LCMS RT=6.76%, MH"225.1)
"H NMR (DMSO): 8.04 (2H, d, J 8.2 Hz), 7.41 (2H, d, J 8.0 Hz), 7.07 (1H, t, J 8.0 Hz),
6.85 (1H, dd, J 8.0 0.8 Hz), 6.55 (1H, dd, J 8.0 0.8 Hz), 5.67 (2H, s), 2.41 (3H, 5)

7] SR BUE dw Yol et Az,

2-HdSALE2[5,4-b] ¥ ]

o

~6-o}ul

LCMS RT=5.41%, MH'212.1; '"H NMR (DMSO): 8.19-8.15 (2H, m), 7.73 (1H, d, J
2.4 Hz), 7.63-7.58 (3H, m), 7.32 (1H, d, J 2.4 Hz), 5.38 (2H, s5)

2

fe]

iy
e
[\l

E
2-p-EUME[d] A E-6-0}T]

70 ColA oetE:&E 2:1 v/v (60 mL) 5 6-HEEZ-2-p-SHWZ[d]SAE (2.1 g, 8.27 mmol)ell A

(2.14 g, 38.3 mmol) ¥ 3tk mH (819 mg, 15.3 mmol)S FH7lstdrt. FEAE k7 =4 164 7h

Attt WA F, §HE AgfolE (FEAR) HEE S3 st oEEE AFHsA.
olAHO|ER 23] FE3UTE. & F715S T4 MgS0, JellA A=A

ST, AdE aAE A" opAlH ol SRl 1:3 v/vE &shs Ad ARvtEadIE GAlste] 70 mg (4

é oft A
o it o nd

of\
=
>
)
o
n
ox
ofj
o
2
mﬂ N
K oop ~

(LCMS RT=6.12%, MH'223.1)
'H NMR (DMSO): 7.97 (2H, d, J 8.1 Hz), 7.40-7.36 (3H, m), 6.82 (1H, d, J 1.9 Hz),
6.64 (1H, dd, J 8.5 2.0 Hz), 5.41 (2H, s), 2.39 (34, 5)



[0658]

[0659]
[0660]

[0661]
[0662]

[0663]
[0664]
[0665]

[0666]

[0667]
[0668]
[0669]

[0670]

[0671]
[0672]

[0673]

[0674]
[0675]

[0676]

[0677]

[0678]

9-sJ o &l 2 [d] S AFE-5-0} 7]

LCMS RT= 5823, MH"*238.9; 'TH NMR (DMSO): 7.29-7.16 (6H, m), 6.76 (1H, d, J
1.9 Hz), 6.57 (1H, dd, J 8.6 2.2 Hz), 4.98 (2H, s), 3.19-3.06 (4H, m)

2-(MZ[d][1,3]0) &%-6-2) M2 [d] S AL E-5-0} ]

LCMS RT= 5.77%, MH"254.9; '"H NMR (DMSO): 7.69 (1H, dd, J 8.2 1.7 Hz), 7.58
(1H, d, J 1.7 Hz), 7.37 (114, d, J 8.6 Hz), 7.11 (1H, d, J 8.2 Hz), 6.84 (1H, d, J 2.0 Hz),
6.64 (1H, dd, J 8.8 2.2 Hz), 6.16 (2H, s), 5.07 (2H, s)

2-(A%[d][1,3]02%-5-9)-5-F 22U X [d] A E-6-010

LCMS RT= 6525, MH'289.1; '"H NMR (DMSO): 7.72 (1H, dd, J 8.2 1.8 Hz), 7.69
(1H, s), 7.61 (1H, d, J 1.6 Hz), 7.17 (11, 4, J 8.2 Hz), 7.13 (11, s), 6.21 (2H, s), 5.66
(H,s)

W 2F (33t Ib)

SES06 10-1472248

NEFEIE (2:1 v/v) UiAl THR: & (2:1 v/v)& AFE3IitE A& AlQstas WY 289 2.

2-(3,4-t 22 2o d) 2 [d] FAIE-6-o}7

LCMS RT=7.12%, MH"278.1; '"H NMR (DMSO): 8.22 (1H, d, J 1.8 Hz), 8.03 (1H,
dd, J 8.4 2.0 Hz), 7.83 (1H, d, J 8.4 Hz), 7.44 (1H, d, J 8.4 Hz), 6.82 (1H, d, J 2.0 Hz),
6.68 (1H, dd, J 8.6 2.0 Hz), 5.57 (2H, s)

U 3A (SR3tE 1D
3~ d-N-(2-F gl = [d] SAE-5-Y) T2 ol =

Ao tZE2dE (2 nl) F 2-dAdilZR[d]SAFE-5-0}F (50 mg, 0.24 mmol)e] &M 3-FHd IR

AR 2 A A (vlo] QERA] (SEAAF)EFEH O AI-7A 47 ol SPE-AX) S
TUAA 61.1 mg (75%)2 ZA FFES TS5

(LCMS RT=6.45%, MH'343.2)

'H NMR (DMSO): 10.11 (1H, s), 8.22-8.15 (3H, m), 7.71 (1H, d, J 8.8 Hz), 7.66-7.59
(3H, m), 7.51 (1H, dd, J 8.9 2.1 Hz), 7.33-7.17 (5H, m), 2.96 (2H, t, J 7.2 Hz), 2.67 (2H,
t,J7.1 Hz)

37 BE RS A Auk Pl det Azsc
N-(2-3 22 [ d] S AHE-5-91 ) oba Eofu] =

LCMS RT= 5.163, MH"'253.1; '"H NMR (DMSO): 10.14 (1H, s), 8.21-8.14 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.65-7.60 (3H, m), 7.51 (1H, dd, 9.0 2.1 Hz), 2.09 (3H, 5)

N-(2-3 I Wl 2 4] §AFE-5-9) T2 3] Lofo] =

LCMS RT= 5495, MH"267.1; '"H NMR (DMSO): 10.09 (1H, s), 8.21-8.16 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.66-7.61 (3H, m), 7.54 (1H, dd, J 9.0 2.1 Hz), 2.37 2H, q, J 7.6
Hz), 1.12 (3H, t, J 7.6 Hz)

N-(2-51 1 2 [d] AL E-5-) H-E] 2o} =

LCMS RT=5.78%, MH"281.1; '"H NMR (DMSO): 10.09 (1H, s), 8.21-8.16 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.64-7.60 (3H, m), 7.54 (1H, dd, J 9.0 2.1 Hz), 2.33 (2H, q, J 7.6
Hz), 1.69-1.61 (2H, m), 0.94 (3H, t, J 7.6 Hz)

_58_

=

S2gol= (44.1 mg, 0.26 mmol) R o]oJx HA| tlojaz=2do|dolrl (82 ul, 0.48 mmol)S 7ttt
O ERES A20A 16417 sF wwtelgitt. fEEREdAESE Hrteta, fU1sE

Ak, Fe F715E T MgS0, BelA Ax:AZIAL, AT, AR LAE s &3ir7]aL

s FAA7IAL, ololA

3 §]’ /H N82C03 o=



[0679]

[0680]
[0681]

[0682]
[0683]

[0684]
[0685]

[0686]
[0687]

[0688]
[0689]
[0690]

[0691]

[0692]
[0693]

[0694]
[0695]

[0696]
[0697]

[0698]
[0699]

[0700]

N-(2-3 [ d] S AHE-5-9)) H Ehobn] =

LCMS RT= 6213, MH"205.1; '"H NMR (DMSO): 10.09 (1H, s), 8.21-8.16 (3H, m),
7.71 (1H, 4, J 8.8 Hz), 7.65-7.60 (3H, m), 7.54 (1H, dd, J 9.0 2.1 Hz), 2.35 (2H, q, J 7.6
Hz), 1.66-1.58 (2H, m), 1.39-1.31 (2H, m), 0.92 (3H, t, J 7.6 Hz)

N-(2-ad Ml 2 [d] S AFE-5-9) o] B Eofr| =

LCMS RT= 5798, MH"281.1; '"H NMR (DMSO): 10.02 (1H, s), 8.22-8.18 (3H, m),
7.71 (1H, d, J 8.8 Hz), 7.66-7.60 (3H, m), 7.55 (1H, dd, J 9.0 2.1 Hz), 2.67-2.58 (1H, m),
1.14 (6H, s)

N-(2-3 Dl 2 [d] S AHE-5-2) F d-2-7h 2 3 2ofm] =

LCMS RT= 5.82%, MH"305.1; '"H NMR (DMSO): 10.42 (1H, s), 8.26-8.20 (3H, m),
7.97 (1H, dd, J 1.7 0.8 Hz), 7.77 (2H, d, J 1.3 Hz), 7.66-7.62 (3H, m), 7.38 (1H, d, J 3.4
Hz), 6.73 (1H, dd, J 3.4 1.7 Hz)

4-Z 2 2-N-(2-p-EENZ[d] SAE-5-Y) =l =

LCMS RT= 7.23%, MH"363.1; 'H NMR (DMSO): 10.55 (1H, s), 8.32-8.31 (1H, m),
8.17 (2H, d, J 8.1 Hz), 8.08 (2H, d, J 8.6 Hz), 7.84-7.77 (2H, m), 7.70 (2H, d, J 8.6 Hz),
7.50 (2H, d, J 8.1 Hz), 2.49 (3H, 5)

4= B A N-(2-p- B Wl 2 [d] S A} -5~ fl Zopu) =

LCMS RT= 6.41%, MH"'359.1; 'H NMR (DMSO): 10.35 (1H, s), 8.33 (1H, s), 8.17
(2H, d, J 8.1 Hz), 8.07 (2H, d, J 8.7 Hz), 7.81 (2H, 5), 7.51 (2H, d, J 8.3 Hz), 7.16 (2H, d,
J 8.8 Hz), 3.17 (3H, 5), 2.49 (3H, 5)

U 3B (SR3tE 1D

@712 HelaZzgolwl il Edfodelul e ALgaeATt: S
N-(2-3 I Wl 2 [d] §AFE-5-9) L sl ofo] =

LCMS RT= 548%, MH'316.1; '"H NMR (DMSO): 10.70 (1H, s), 9.21 (1H, d, J 2.1
Hz), 8.85 (1H, dd, J 4.8 1.6 Hz), 8.40 (1H, dt, J 8.0 2.0 Hz), 8.37 (1H, d, J 1.8 Hz), 8.30-
8.27 (2H, m), 7.89-7.80 (2H, m), 7.72-7.64 (4H, m)

N-(2-3 2 [d] S AHE-5-2) o] e sl ofw] =

LCMS RT= 5461, MH"316.1; '"H NMR (DMSO): 10.76 (1H, s), 8.88 (2H, d, J 5.9
Hz), 8.36 (1H, d, J 1.7 Hz), 8.31-8.27 (2H, m), 7.97 (2H, d, J 6.1 Hz), 7.90-7.80 (2H, m),
7.73-7.68 (3H, m)

4-Z 2 2-N-(2-F Il [d] EAE-5-d )l =olr =

LCMS RT=7.07%, MH"349.1; "H NMR (DMSO): 10.57 (1H, s), 8.35-8.34 (1H, m),
8.30-8.27 (2H, m), 8.09 (2H, d, J 8.6 Hz), 7.88-7.80 (2H, m), 7.72-7.67 (SH, m)

4-T] B-N-(2-5 D 2 [d] S AL E-5-9) 2ol =

LCMS RT= 6.80%, MH"329.2; 'H NMR (DMSO): 10.41 (1H, s), 8.37-8.35 (1H, m),
8.30-8.26 (2H, m), 7.98 (2H, d, J 8.1 Hz), 7.84 (2H, s), 7.72-7.67 (3H, m), 7.43 (2H, d, J
8.0 Hz), 2.47 (3H, s)

AP A N-(2-s il 2 [d] S AFE-5- D) il Z=ohv] =
LCMS RT= 6.37%, MH'345.1; "H NMR (DMSO): 10.33 (1H, s), 8.35 (1H, s), 8.30-

8.26 (2H, m), 8.06 (2H, d, J 8.7 Hz), 7.83 (2H, s), 7.71-7.67 (3H, m), 7.14 (2H, d, J 8.8
Hz), 3.92 (3H, 5)

_59_

A 2]

3haL

rr

s

W 3Aek gt

5

10-1472248



[0701]

[0702]
[0703]

[0704]

[0705]

[0706]
[0707]

[0708]
[0709]

[0710]
[0711]

[0712]

[0713]

[0714]

[0715]

[0716]
[0717]

[0718]
[0719]

[0720]
[0721]

[0722]

2- 0] E A -N-(2-3 A W 2 [d] S A S5 )l = o] =

LCMS RT=7.06%, MH"'345.1; "H NMR (DMSO): 10.37 (1H, s), 8.38-8.36 (1H, m),
8.30-8.26 (2H, m), 7.84-7.56 (7H, m), 7.27 (1H, d, J 8.4 Hz), 7.14 (1H, t, J 7.3 Hz), 3.99
(3H, 5)

4= (F) o o) )N (2 W 2 [d] A5 -5-9 )l o] =

LCMS RT= 6.635,  MH"'358.2; '"H NMR (DMSO): 10.10 (1H, s), 8.35-8.34 (1H, m),
8.30-8.26 (2H, m), 7.96 (2H, d, J 8.9 Hz), 7.82-7.80 (2H, m), 7.71-7.68 (3H, m), 6.84
(2H, d, J 8.9 Hz), 3.08 (6H, s)

3,4-t) F R Z-N-(2-d il 2[d] SAHE-5-d ) Ml = ofr| =

LCMS RT=7.95%, MH"382.8; "H NMR (DMSO): 10.63 (1H, s), 8.37-8.26 (4H, m),
8.04 (1H, dd, J 8.4 2.1 Hz), 7.92-7.78 (3H, m), 7.73-7.65 (3H, m)

N-(2- 2 [d] S A E-5-9)~4-(E el BT 0 2o &) Wl Zopv] =

LCMS RT=7.19%, MH"383.1; "H NMR (DMSO): 10.72 (1H, s), 8.37-8.24 (5H, m),
8.00 (2H, d, J 8.4 Hz), 7.89-7.82 (2H, m), 7.74-7.67 (3H, m)

3,5-11 22 2N-(2-7 Dl [d] S A E-5-2) Wl o] =

LCMS RT= 8.30%, MH'382.9; 'H NMR (DMSO): 10.67 (1H, s), 8.33-8.26 (3H, m),
8.09 (2H, d, J 2.1 Hz), 7.96 (1H, t, J 2.0 Hz), 7.89-7.78 (2H, m), 7.72-7.67 (3H, m)

220 229 I [d] SAFE -5l =op| =

LCMS RT=6.53%, MH'333.2; '"H NMR (DMSO): 10.50 (1H, s), 8.34-8.33 (1H, m),
8.39-8.26 (2H, m), 8.16-8.11 (2H, m), 7.86-7.79 (2H, m), 7.71-7.65 (3H, m), 7.45 (2H, t,
J 8.8 Hz)

N-(2-o I 2 [d] $AHE-5-90 )] o -7} 2 2 o] =

LCMS RT=7.74%, MH'391.1; "TH NMR (DMSO): 10.55 (1H, s), 8.39-8.38 (1H, m),
8.31-8.27 (2H, m), 8.17 (2H, d, J 8.5 Hz), 7.93 (2H, d, J 8.4 Hz), 7.86-7.83 (4H, m),
7.72-7.69 (3H, m), 7.62-7.50 (3H, m)

2-5'd-N-(2-5 A M2 [d] SAFE-5-20 Yo Al Eopv] =

LCMS RT= 6325, MH"329.2;'H NMR (DMSO): 10.42 (1H, s), 8.27-8.21 (3H, m),
7.78 (1H, d, J 8.9 Hz), 7.71-7.65 (3H, m), 7.61 (1H, dd, J 8.9 2.1 Hz), 7.45-7.30 (5H, m),
3.75 (2H, 5)

N-(2-o I 2 [d] $AHE-5-90) Al oo =

LCMS RT= 6.86%, MH"341.1; '"H NMR (DMSO): 10.48 (1H, s), 8.37 (1H, d, J 1.9
Hz), 8.29-8.26 (2H, m), 7.83 (1H, d, J 8.9 Hz), 7.73-7.67 (7H, m), 7.56-7.48 (3H, m),
6.93 (1H, d, J 15.6 Hz)

N-(2-7) D 2 [d] $AFE-5-9) -1 E Eofu] =

LCMS RT=7.07%, MH'365.0; '"H NMR (DMSO): 10.82 (1H, s), 8.44 (1H, s), 8.31-
8.28 (3H, m), 8.18-8.10 (2H, m), 7.88-7.83 (3H, m), 7.73-7.65 (6H, m)

N-(2-7) D 2 [d] $AHE-5-9) -2} X Eofu) =

LCMS RT= 7.37%, MH"365.1; '"H NMR (DMSO): 10.69 (1H, s), 8.69 (1H, s), 8.42
(1H, 5), 8.31-8.28 (2H, m), 8.20-8.08 (4H, m), 7.90-7.88 (2H, m), 7.75-7.68 (5H, m)
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[0723] N-(2-7 D 2 [d] AT E-5-2) E] @ A-2-7h 2 2opu] =

LCMS RT=6.31%, MH'321.1; 'H NMR (DMSO): 10.47 (1H, s), 8.30-8.26 (3H, m),
8.12(1H, dd, J 3.8 1.1 Hz), 7.94 (1H, dd, J 5.0 1.1 Hz), 7.85 (1H, d, J 8.8 Hz), 7.77 (1H,
[0724] dd, 7 8.9 2.0 Hz), 7.73-7.65 (3H, m), 7.33-7.30 (1H, m)

[0725] N-(2-(F g d-3-L) A Z[d] SAFE-5-D) Hl Zofu] =
LCMS RT=5.63%, MH' 315.8; H NMR (DMSO0): 10.53 (1H, s), 9.45-9.42 (1H, m),

8.88 (1H, dd, J 4.9 1.6 Hz), 8.62 (1H, dt, J 8.0 1.8 Hz), 8.42-8.40 (1H, m), 8.06 (2H, dd,
J 6.6 1.2 Hz), 7.88 (2H, s), 7.75-7.59 (4H, m)

[0726]
[0727] 4-Z 22 N-(2-(F Y -3-D) W2 [d] SAHE-5-) Wl = o =
LCMS RT= 6.12%, MH"349.9; '"H NMR (DMSO): 10.58 (1H, s), 9.43-9.42 (1H, m),
8.89-8.87 (1H, m), 8.64-8.59 (1H, m), 8.40-8.38 (1H, m), 8.09 (2H, d, J 8.5 Hz), 7.91-
[0729] 4~ &-N-(2-(F 2] d-3- )l = [d] &AE-5-d )l 2o =
LCMS RT=591%, MH"330.2; '"H NMR (DMSO): 10.43 (1H, s), 9.43 (1H, dd, J 2.1
0.9 Hz), 8.88 (1H, dd, J 4.8 1.6 Hz), 8.61 (1H, dt, J 8.0 1.9 Hz), 8.40 (1H, t, J 1.2 Hz),
7.98 (2H, d, J 8.2 Hz), 7.87 (2H, d, J 1.2 Hz), 7.75-7.70 (1H, m), 7.43 (2H, d, J 8.0 Hz),
[0730] 2.47 (3H, 5)
[0731] 4-v 5 A)-N-(2- (] 2 -3~ )l 2 [ d ] S AHE-5- 2 ) Wl = ofw =
LCMS RT=5.64%, MH"'345.9; "H NMR (DMSO): 10.37 (1H, s), 9.45 (1H, dd, J 1.6
0.8 Hz), 8.90 (1H, dd, J 4.9 1.7 Hz), 8.63 (1H, dt, J 8.0 1.9 Hz), 8.41 (1H, t, J 1.2 Hz),
8.08 (2H, d, J 8.5 Hz), 7.88 (2H, d, J 1.2 Hz), 7.77-7.72 (1H, m), 7.17 (2H, d, J 8.7 Hz),
[0732] 3.94 (3H, s)
[0733] 2w 5 A -N-(2- (3] 2 -3~ Wl 2 [ d ] S AHE-5- 2 ) Wl = ofw =
LCMS RT= 6.02%, MH"345.9; '"H NMR (DMSO): 10.33 (1H, s), 9.38-9.36 (1H, m),
8.82 (1H, dd, J 4.9 1.7 Hz), 8.55 (1H, dt, J 8.0 1.8 Hz), 8.36-8.34 (1H, m), 7.82-7.73 (2H,
m), 7.69-7.65 (2H, m), 7.57-7.50 (1H, m), 7.21 (1H, d, J 8.4 Hz), 7.09 (1H, t, J 7.6 Hz),
[0734] 3.93 (3H, s)
[0735] 4=(T] A ohw] ) N-(2(3) 2 W3- Wl 2 [ d ] $AHE -5~ )il o) m] =
LCMS RT=5.82%, MH"358.9; '"H NMR (DMSO): 10.13 (1H, s), 9.45 (1H, dd, J 2.3
0.9 Hz), 8.88 (1H, dd, J 4.8 1.6 Hz), 8.64-8.59 (1H, m), 8.40-8.39 (1H, m), 7.97 (2H, d, J
[0736] 9.1 Hz), 7.86-7.85 (2H, m), 7.75-7.70 (1H, m), 6.86 (2H, d, J 9.1 Hz), 3.08 (6H, s)
[0737] 3,4-H 2 2-N-(2-(F 2 F-3-2) Ml 2 [d] §AHE-5-2 ) Wl 2o =
LCMS RT= 6.78%, MH'383.5; "H NMR (DMSO): 10.66 (1H, s), 9.43 (1H, d, J 2.1
0.6 Hz), 8.88 (1H, dd, J 4.8 1.6 Hz), 8.61 (1H, dt, J 8.0 2.0 Hz), 8.37 (1H, d, J 2.0 Hz),
[0738] 8.32 (1H, d, J 2.1 Hz), 8.04 (1H, dd, J 8.4 2.1 Hz), 7.92-7.82 (3H, m), 7.75-7.71 (1H, m)
[0739] N-(2-(F 2 P -3-D) M2 [d] SAE-5-2)-4-(Ee] Z 2o 2w g )l =olw =
LCMS RT= 6323, MH' 383.6;'H NMR (DMSO): 10.68 (1H, s), 9.37 (1H, d, J 2.1
Hz), 8.82 (1H, dd, J 4.9 1.5 Hz), 8.56 (1H, dt, J 8.0 2.0 Hz), 8.34 (1H, d, J 1.7 Hz), 8.20
[0740] (2H, d, J 8.1 Hz), 7.95 (2H, d, J 8.4 Hz), 7.88-7.79 (2H, m), 7.69-7.65 (1H, m)
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[0741]

[0742]

[0743]

[0744]

[0745]

[0746]

[0747]

[0748]
[0749]

[0750]

[0751]

[0752]
[0753]

[0754]
[0755]

[0756]
[0757]

[0758]

3,5-t F R 2-N-(2-(F) g H-3-) il x= [d] SAFE-5- )l =ofv] =

LCMS RT=7.06%, MH"'383.7; '"H NMR (DMSO): 10.69 (1H, s), 9.43-9.41 (1H, m),
8.88 (1H, dd, J 4.9 1.7 Hz), 8.61 (1H, dt, J 8.0 2.0 Hz), 8.37 (1H, 4, J 1.9 Hz), 8.09 (2H,
d, J 1.9 Hz), 7.96-7.82 (3H, m), 7.75-7.71 (1H, m)

-9 2N-(2-(3 2 13- M2 [d] $AHE-5-20) Wl Zopu] =

LCMS RT= 5705, MH"334.0; '"H NMR (DMSO): 10.47 (1H, s), 9.38-9.36 (1H, m),
8.82 (1H, dd, /4.9 1.7 Hz), 8.56 (1H, dt, J 8.0 2.0 Hz), 8.33-8.32 (1H, m), 8.11-8.06 (2H,
m), 7.85-7.80 (2H, m), 7.69-7.65 (1H, m), 7.40 (2H, t, J 8.9 Hz)

N-(2- (91 ] 91-3-9) Wl 2 [A) S AHE-5- ) ] 9 D -4-7} 2 2 2mopo] =

LCMS RT=6.78%, MH"'391.6;

2-3 d-N-(2- (3 2] W3- W = [d] & AHE-5-21 ) opAl Eopv] =

LCMS RT= 5635, MH'329.7; 'H NMR (DMSO): 10.46 (1H, 5), 9.41-9.39 (1H, m),
8.87 (1H, dd, J 4.9 1.7 Hz), 8.59 (1H, dt, J 8.0 2.0 Hz), 8.26 (1H, d, J 2.0 Hz), 7.82 (1H,
d, J 8.8 Hz), 7.73-7.69 (1H, m), 7.64 (1H, dd, J 8.8 2.0 Hz), 7.44-7.30 (5H, m), 3.75 (2H,
8)

35 d-N-(2- (31 2] 11-3-9) ¥ 2 [ d] S AHE-5-91) 32 2 gho}v] =

LCMS RT=5.84%, MH"343.8; '"H NMR (DMSO): 10.14 (1H, 5), 9.35-9.34 (1H, m),
8.81 (1H, dd, J 4.9 1.7 Hz), 8.53 (1H, dt, J 8.0 2.0 Hz), 8.19 (1H, d, J 2.0 Hz), 7.76 (1H,
d,J 8.8 Hz), 7.69-7.63 (1H, m), 7.54 (1H, dd, J 8.8 2.0 Hz), 7.33-7.17 (SH, m), 2.95 (2H,
t,J7.6 Hz), 2.67 (2H, t, J 8.0 Hz)

N-(2-(31 2] 11-3-20) Wl 2:[d] S AL E-5-20) Al o] =

LCMS RT= 6.035, MH"'342.0; "H NMR (DMSO): 10.46 (1H, s), 9.37-9.35 (1H, m),
8.82 (1H, dd, J 4.9 1.7 Hz), 8.55 (1H, dt, J 8.0 2.0 Hz), 8.35 (1H, d, J 1.9 Hz), 7.82 (1H,
d, J 8.9 Hz), 7.69-7.63 (5H, m), 7.49-7.41 (3H, m), 6.87 (1H, d, J 15.8 Hz)

N-(2- (1 2] 9-3-9) ¥l 2 [d] A E-5-9)) 2 3] &-opv] =

LCMS RT=4.97%, MH"267.9; "H NMR (DMSO): 10.08 (1H, s), 9.34 (1H, dd, J 2.2
0.7 Hz), 8.81 (1H, dd, J 4.9 1.7 Hz), 8.53 (1H, dt, J 8.0 2.0 Hz), 8.21 (1H, d, J 2.0 Hz),
7.76 (1H, d, J 8.9 Hz), 7.68-7.63 (1H, m), 7.57 (1H, dd, J 9.0 2.1 Hz), 2.37 (2H, q, J 7.6
Hz), 1.12 (3H, t, J 7.6 Hz)

N-(2-() 2] 9-3-2) M 2 [d] A E-5-) H B o] =

LCMS RT= 5263, MH"281.9; '"H NMR (DMSO): 10.17 (1H, 5), 9.43 (1H, dd, J 2.2
0.7 Hz), 8.89 (1H, dd, J 4.9 1.7 Hz), 8.62 (1H, dt, J 8.0 2.0 Hz), 8.29 (1H, d, J 2.0 Hz),
7.84 (1H, d, J 8.9 Hz), 7.76-7.72 (1H, m), 7.65 (1H, dd, J 9.0 2.1 Hz), 2.42 (2H, q, J 7.6
Hz), 1.80-1.67 (2H, m), 1.03 (3H, t, J 7.6 Hz)

N-(2-(F] 2l d-3-) M Z[d] SAHE-5-) A ghon| =

LCMS RT=5.60%, MH'296.0; '"H NMR (DMSO): 10.09 (1H, s), 9.36-9.33 (1H, m),
8.81 (1H, dd, J 4.9 1.7 Hz), 8.53 (1H, dt, J 8.0 2.0 Hz), 8.20 (1H, d, J 2.0 Hz), 7.75 (1H,
d, J 8.9 Hz), 7.648-7.64 (1H, m), 7.57 (1H, dd, J 9.0 2.1 Hz), 2,35 (2H, q, J 7.6 Hz),
1.66-1.56 (2H, m), 1.42-1.29 (2H, m), 0.92 (3H, t, J 7.6 Hz)
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[0759]

[0760]
[0761]

[0762]
[0763]

[0764]
[0765]

[0766]
[0767]

[0768]
[0769]

[0770]
[0771]

[0772]
[0773]

[0774]

[0775]

[0776]

N-(2-(3] 2 -3~ Wl [d] $AFE-5-) ) o] & - E] 2o =

LCMS RT=5.22%, MH"282.0; 'H NMR (DMSO): 10.11 (1H, 5), 9.41 (1H, dd, J 2.2
0.7 Hz), 8.87 (1H, dd, J 4.9 1.7 Hz), 8.60 (1H, dt, J 8.0 2.0 Hz), 8.29 (1H, d, J 2.0 Hz),
7.83 (1H, d, J 8.9 Hz), 7.74-7.69 (1H, m), 7.65 (1H, dd, J 9.0 2.1 Hz), 2.70 (1H, t, 7 6.8
Hz), 1.20 (6H, d, J 6.8 Hz)

N-(2-(3] 2 -3~ Wl [d] S AL E-5-9) ) F 2h-2-7} 2 8 2sopu] =

LCMS RT= 5232, MH"'305.7; '"H NMR (DMSO): 10.41 (1H, s), 9.37 (1H, dd, J 2.2
0.8 Hz), 8.82 (1H, dd, J 4.9 1.7 Hz), 8.55 (1H, dt, J 8.0 2.0 Hz), 8.30 (1H, t, J 1.3 Hz),
7.97 (1H, dd, J 1.7 0.8 Hz), 7.82-7.81 (2H, m), 7.69-7.64 (1H, m), 7.37 (1H, dd, J 3.5 0.8
Hz), 6.74 (1H, dd, J 3.5 1.7 Hz)

N-(2-(1 2] ©-3-9) 1l 2 [d] §AE-5-9) Bl @ A -2-7} 2 3 2sopu] =

LCMS RT= 5552, MH*322.0; '"H NMR (DMSO): 10.44 (1H, s), 9.37 (1H, dd, J 2.2
0.8 Hz), 8.82 (1H, dd, J 4.9 1.7 Hz), 8.56 (1H, dt, J 8.0 2.0 Hz), 8.28 (1H, t, J 1.3 Hz),
8.06 (1H, dd, J 1.7 0.8 Hz), 7.89 (1H, dd, J 5.0 1.0 Hz), 7.83 (1H, d, J9.0 Hz), 7.77-7.73
(1H, m), 7.70-7.65 (1H, m), 7.26 (1H, dd, J 5.0 1.2 Hz)

N-(2-#l il 2 [d] SAFE-5-Y)Hl =olm =
LCMS RT= 6.82%, MH*314.9; "H NMR (DMSO): 10.43 (1H, s), 8.31-8.30 (1H, m),
8.25-8.20 (2H, m), 8.02-7.98 (2H, m), 7.79 (2H, d, J 1.2 Hz), 7.65-7.53 (6H, m)
N-(2-(4-( e dolr ) d )il = [d] FAIE-5-U) Y Z "ol =

LCMS RT= 6552, MH"386.8;"H NMR (DMSO): 10.57 (1H, s), 9.14 (1H, d, J 2.1
Hz), 8.78 (1H, dd, J 4.8 1.6 Hz), 8.33 (1H, dt, J 8.0 2.0 Hz), 8.14 (1H, d, J 1.8 Hz), 7.96
(2H, d, J 9.0 Hz), 7.70-7.52 (3H, m), 6.82 (2H, d, J 9.1 Hz), 3.50-3.41 (4H, m), 1.15 (6H,
t,J7.0 Hz)

N-(2-(4-(H el dotr] ) A )il 2 [d ] SAFE-5-Y) o] Ay ¥l opm| =

LCMS RT= 6,635, MH" 386.8; '"H NMR (DMSO): 10.69 (1H, s), 8.87 (2H, d, J 6.1
Hz), 8.20 (1H, d, J 1.5 Hz), 8.04 (2H, d, J 9.1 Hz), 7.96 (2H, d, J 6.0 Hz), 7.77-7.69 (2H,
m), 6.89 (2H, d, J 9.1 Hz), 3.50-3.46 (4H, m), 1.21 (6H, t, J 7.0 Hz)

N-(2-(4- (] ol W ohr] ) 3 ) W £ [d] 4501 i o] =

LCMS RT= 7.84%, MH"386.1; 'H NMR (DMSO): 10.43 (1H, s), 8.22-8.20 (1H, m),
8.06-8.01 (4H, m), 7.72 (2H, d, J 1.2 Hz), 7.68-7.58 (3H, m), 6.89 (2H, d, J 9.1 Hz), 3.51
(4H, q, J7.0 Hz), 1.21 (6H, t, J7.0 Hz)

4-F 2 2N-(2-(4-(Hoel otr ) A ) Ml £ [d] SAHE-5-L )l =ofr] =

LCMS RT=8.60%, MH"419.9; 'H NMR (DMSO): 10.44 (1H, s), 8.13 (1H, s), 8.00-
7.95 (4H, m), 7.66-7.62 (4H, m), 6.82 (2H, d, J 9.1 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15 (6H,
t,J 7.0 Hz)

N-(2-(4=( ) ol B obu] ) o W) Wl 2 [ d] S AHE-5- ) ~4-w &l =o}m] =

LCMS RT= 828%, MH'400.2; "H NMR (DMSO): 10.28 (1H, s), 8.14 (1H, s), 7.97
(2H, d, J 8.9 Hz), 8.03 (2H, d, J 8.1 Hz), 7.65 (2H, d, J 1.2 Hz), 7.36 (2H, d, J 8.1 Hz),
6.82 (2H, d, J9.1 Hz), 3.44 (4H, q, J 7.0 Hz), 2.40 (3H, s), 1.15 (6H, t, J 7.0 Hz)
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[0777] N-(2-(4-(T) ol Fohw] ) ) ) Wl 2 [ ] S AHE -5~ ) 41| 5 A] Wl = o] =

LCMS RT=7.865, MH"416.2;'"H NMR (DMSO): 10.20 (1H, s), 8.13-8.12 (1H, m),
8.00-7.95 (4H, m), 7.64 (2H, d, J 1.3 Hz), 7.07 (2H, d, J 8.9 Hz), 6.82 (2H, d, J 9.1 Hz),
[0778] 3.85 (3H, s), 3.44 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.0 Hz)

[0779] N-(2-(4-(d el opr| =) # ) Wl 2 [d ] SAFE-5-Y ) -2-H| S A dl Z=obm] =

LCMS RT= 8.69%, MH" 416.0;'"H NMR (DMSO): 10.24 (1H, s), 8.15 (14, d, J 1.5
Hz), 7.96 (2H, d, J 8.9 Hz), 7.68-7.49 (4H, m), 7.19 (1H, d, J 8.4 Hz), 7.08 (1H, 1, J 7.5
Hz), 6.83 (2H, d, J9.1 Hz), 3.92 (3H, s), 3.44 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.0 Hz)

[0780]
[0781] N-(2-(4-(t) ol ot i) FH ) M 2 [d] S A E-5-D ) -4- (T v & o}m] i ) Wl = ol m] =
LCMS RT= 8.08%, MH"429.0; '"H NMR (DMSO): 9.98 (1H, s), 8.13 (1H, 5), 7.96
(2H, d, J 8.9 Hz), 7.90 (2H, d, J 8.9 Hz), 7.64-7.61 (2H, m), 6.84-6.76 (4H, m), 3.44 (4H,
[0782] q,J 7.0 Hz), 3.01 (6H, 5), 1.15 (6H, t, J 7.0 Hz)
[0783] 3,4-T) 2 2 2-N-(2-(4- (c] ol Fopr) 1) 3 ) M2 [d] A} E-5-9) )l = opv] =
LCMS RT=9.66%, MH"453.9; '"H NMR (DMSO): 10.52 (1H, s), 8.25 (1H, d, J 2.0
Hz), 8.12 (1H, d, J 1.8 Hz), 7.98-7.94 (3H, m), 7.85 (1H, d, J 8.4 Hz), 7.70-7.60 (2H, m),
[0784] 6.82 (2H, d, J9.2 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15 (6H, t, J 7.0 Hz)
[0785] N-(2-(4-(delldopr] ) A )Ml 2 [d] FAFE-5-Y ) -4- (BT EF e 2 g )l =olr =
LCMS RT=8.87%, MH"454.4;"H NMR (DMSO): 10.60 (1H, ), 8.20-8.15 (3H, m),
7.99-7.93 (4H, m), 7.70-7.63 (2H, m), 6.83 (2H, d, J 9.2 Hz), 3.45 (4H, q, J 7.0 Hz), 1.15
[0786] (64, t,J7.0 Hz)
[0787] 3,5-0F 2 2-N-(2-(4- (el dojr ) A D)Wl = [d] SAFE-5-Y ) Wl =olH] =
LCMS RT= 10255, MH' 453.8; '"H NMR (DMSO): 10.63 (1H, s), 8.21-8.19 (1H,
m), 8.09 (2H, d, J 1.9 Hz), 8.05 (2H, d, J 9.1 Hz), 7.97 (1H, t, J 1.9 Hz), 7.78-7.69 (2H,
[0788] m), 6.91 (2H, d, J 9.1 Hz), 3.50 (4H, q, J 7.0 Hz), 1.23 (6H, t, J 7.0 Hz)
[0789] N-(2-(4-(deldopr| =) F ) Wl 2= [d] $AE-5-Y ) -4-SF 2l Zojn| =
LCMS RT=7.95%, MH"404.1;'H NMR (DMSO): 10.38 (1H, s), 8.13-8.12 (1H, m),
8.09-8.04 (2H, m), 7.96 (2H, d, J 9.1 Hz), 7.68-7.61 (2H, m), 7.39 (2H, t, J 8.9 Hz), 6.82
[0790] (2H, d, J9.2 Hz), 3.45 (4H, q,J 7.0 Hz), 115 (6H, t, J 7.0 Hz)
[0791] N-(2-(4-(d el opr| ) D) Ml 2 [d] SAFS-5-Y) v F d-4-7F 2 5 2oln =
LCMS RT=9.67%, MH"461.9;'H NMR (DMSO): 10.42 (1H, s), 8.18-8.17 (1H, m),
8.09 (2H, d, J 8.5 Hz), 7.98 (2H, d, J 9.0 Hz), 7.87 (2H, d, J 8.6 Hz), 7.78 (2H, d, J 7.1
Hz), 7.71-7.65 (2H, m), 7.45-7.41 (3H, m), 6.82 (2H, d, J 9.2 Hz), 3.45 (4H, q, J 7.0 Hz),
[0792] 1.15 (6H, t, J 7.0 Hz)
[0793] N-(2-(4-(t el opr| ) d ) Wl 2 [d] SAFE-5-Y ) -2- s oA Eopm] =
LCMS RT=7.70%, MH"400.1; '"H NMR (DMSO): 10.29 (1H, s), 8.00 (1H, d, J 1.8
Hz), 7.94 (2H, d, J 9.1 Hz), 7.59 (1H, d, J 8.7 Hz), 7.45-7.23 (6H, m), 6.81 (2H, d, J 9.2
[0794] Hz), 3.67 (2H, 5), 3.43 (4H, q, J 7.0 Hz), 1.14 (6H, t, J 7.0 Hz)
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[0795]

[0796]

[0797]

[0798]
[0799]

[0800]
[0801]

[0802]
[0803]

[0804]
[0805]

[0806]
[0807]

[0808]
[0809]

[0810]
[0811]

[0812]

N-(2-(4- (T ol R o} 1) o ) Wl 2 [d] S AHE-5-91) -3 32 2 hof) =

LCMS RT= 8.10%, MH"413.9; '"H NMR (DMSO): 10.03 (1H, s), 7.99 (1H, d, J 1.9
Hz), 7.94 (2H, 4, J 9.1 Hz), 7.58 (1H, d, J 8.7 Hz), 7.40 (1H, dd, J 8.7 2.0 Hz), 7.36-7.17
(5H, m), 6.82 (2H, d, J 9.2 Hz), 3.44 (4H, q, J 7.0 Hz), 2.94 (2H, d, J 8.1 Hz), 2.65 (1H,
d, J 8.3 Hz), 1.15 (6H, t, J 7.0 Hz)

N-(2-(4=( ) ol & obu] ) o ) Wl 2 [ d] S AHE-5-2) S 3] opu] =

LCMS RT= 6795, MH'338.2;"H NMR (DMSO): 10.11 (1H, s), 8.07 (1H, d, J 1.9
Hz), 7.99 (2H, d, J 9.0 Hz), 7.65 (1H, d, J 8.7 Hz), 7.48 (1H, dd, J 8.8 2.0 Hz), 6.87 (2H,
d, J9.1 Hz), 3.49 (4H, q, J 7.0 Hz), 2.41 (2H, q, J 7.5 H7), 1.24-1.14 (9H, m)

N-(2-(4-(delldopr| ) A ) Ml 2 [d ] SAFES-5-Y) F-E| 2ofw| =

LCMS RT= 7245, MH" 352.2; '"H NMR (DMSO): 9.97 (1H, s), 8.00 (14, d, J 1.9
Hz), 7.95 (2H, d, J 9.0 Hz), 7.58 (1H, d, J 8.7 Hz), 7.43 (1H, dd, J 8.8 2.0 Hz), 6.81 (2H,
d,79.1 Hz), 3.4 (4H, q, J 7.0 Hz), 2.31 (2H, , J 7.4 Hz), 1.68-1.58 (2H, m), 1.15 (6H, t,
J7.0Hz),0.94 (3H, t, /7.4 Hz)

N-(2-(4-(H el dotr] i) 3 ) Ml 2 [d ] SAFS-5-2) sl gholbn| =

LCMS RT=7.84%, MH'366.0; 'H NMR (DMSO): 9.98 (1H, s), 8.00 (1H, d, J 1.9
Hz), 7.95 (2H, d, J 9.0 Hz), 7.58 (1H, d, J 8.7 Hz), 7.42 (1H, dd, J 8.8 2.0 Hz), 6.81 (2H,
d,J9.1 Hz), 3.44 (4H, q, J 7.0 Hz), 2.33 (2H, t, J 7.5 Hz), 1.65-1.55 (2H, m), 1.41-1.28
(2H, m), 1.15 (6H, t, J 7.0 Hz), 0.91 (3H, t, J 7.4 Hz)

N-(2-(4=(C] o v 1) 3 ) W 2 [d] S AL -5-1) o] A H-E] o] =

LCMS RT=7.25%, MH'352.2; 'H NMR (DMSO): 9.99 (1H, s), 8.08 (1H, d, J 1.9
Hz), 8.01 (2H, d, J 9.0 Hz), 7.65 (1H, d, J 8.7 Hz), 7.51 (1H, dd, J 8.8 2.0 Hz), 6.88 (2H,
d, J9.1 Hz), 3.50 (4H, q, J 7.0 Hz), 2.70-2.64 (1H, m), 1.24-1.17 (12H, m)

N-(2-(4-(F) o & obu] 1) 5 ) Wl 2 [d] §AFE-5-2) E] @ fl-2-7} 2 8 2~opu] =

LCMS RT=7.77%, MH'392.1; "TH NMR (DMSO): 10.41 (1H, s), 8.14 (1H, d, J 1.8
Hz), 8.12 (1H, dd, J 3.8 1.0 Hz), 8.04 (2H, d, J 9.1 Hz), 7.95 (1H, dd, J 4.9 1,0 Hz), 7.73
(1H, d, J 8.6 Hz), 7.66 (1H, dd, J 8.7 1.9 Hz), 7.34-7.30 (1H, m), 6.90 (2H, d, J 9.2 Hz),
3.51 (4H, q, J 7.0 Hz), 1.22 (6H, t,J 7.0 Hz)

N-(2-(4-F 22 D) M E[d] SAFE-5-9) o] ] Rl ofv] =

LCMS RT= 6365, MH"'350.0; "H NMR (DMSO): 10.71 (1H, s), 8.82 (2H, d, J 9.0
Hz), 8.32-8.30 (1H, m), 8.22 (2H, d, J 8.6 Hz), 7.90 (2H, d, J 6.0 Hz), 7.85-7.79 (2H, m),
7.71 (2H, 4, J 8.6 Hz)

N-(2-(4-=2 222 [d] SAE-5-L) =l =

LCMS RT=7.67%, MH"349.0; '"H NMR (DMSO): 10.46 (1H, s), 8.32 (1H, s), 8.22
(2H, d, J 8.5 Hz), 8.01-7.98 (2H, m), 7.79 (2H, d, J 1.1 Hz), 7.71 (2H, d, J 8.6 Hz), 7.65-
7.50 (3H, m)

422 2AN-(2-(4-2 22 A DM E[d] SAE-5-) il =o}n) =

LCMS RT= 8515, MH"383.2; '"H NMR (DMSO): 10.52 (1H, s), 8.30 (1H, s), 8.22
(2H, d, J 8.8 Hz), 8.03 (2H, d, J 8.8 Hz), 7.82-7.77 (2H, m), 7.71 (2H, d, J 8.4 Hz), 7.64
(2H, d, 7 8.4 Hz)
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[0813]

[0814]
[0815]

[0816]
[0817]

[0818]
[0819]

[0820]
[0821]

[0822]

[0823]

[0824]

[0825]

[0826]
[0827]

[0828]
[0829]

[0830]
[0831]

[0832]

N-(2-(4-2 225 D) M2 [d] SA E-5- 2 )-4-v] Wl Zopu] =

LCMS RT=821%, MH" 362.8; '"H NMR (DMSO): 10.36 (1H, s), 8.31 (1H, s), 8.22
(2H, d, 7 8.7 Hz), 7.92 (2H, d, 7 8.2 Hz), 7.78 (2H, d, J 1.3 Hz), 7.71 (2H, d, J 8.7 Hz),
7.37 (2H, d, J 8.0 Hz), 2.41 (3H, 5)

N-(2-(4-F R 22 [d]SARE-5- )~ 4-H F Al =ofr) =

LCMS RT=7.62%, MH'378.7; "H NMR (DMSO): 10.28 (1H, s), 8.30 (1H, s), 8.22
(2H, d, J 8.9 Hz), 7.99 (2H, d, J 8.9 Hz), 7.77 (2H, ), 7.70 (2H, d, J 8.3 Hz), 7.08 (2H, 4,
J 8.9 Hz), 3.86 (3H, s)

N-(2-(4-2 2 2 D) N2 [d] S AFE-5-20)-2- 7] 5 Al 2opv] =

LCMS RT= 8.55%, MH"'379.0;'H NMR (DMSO): 10.29 (1H, s), 8.29 (1H, d, J 1.5
Hz), 8.18 (2H, d, J 8.6 Hz), 7.77-7.62 (SH, m), 7.52-7.46 (1H, m), 7.17 (1H, d, J 8.3 Hz),
7.05 (1H, t, J 7.5 Hz), 3.89 (3H, 5)

N-(2-(4-F 2 25D M2 [d] AL E-5-2)~4- (T v D o] 1) Wl 2ol ] =

LCMS RT= 7965, MH"'392.3;'H NMR (DMSO): 10.12 (1H, s), 8.36 (1H, s), 8.27
(2H, d, J 8.6 Hz), 7.96 (2H, d, J 8.8 Hz), 7.83-7.81 (2H, m), 7.76 (2H, d, J 8.5 Hz), 6.84
(2H, d, J 9.0 Hz), 3.07 (6H, s)

N-(2-(4-Z22Ad) MR [d]SAE-5-Y)-4-(Eg ZF ezl =oln] =

LCMS RT= 8,652, MH'416.7;'"H NMR (DMSO): 10.67 (1H, s), 8.32 (1H, s), 8.24-
8.18 (4H, m), 7.95 (2H, d, J 8.6 Hz), 7.84-7.77 (2H, m), 7.71 (2H, d, J 8.6 Hz)

3,5-UER2EN-(2-(4-S 2 2o )M z[d] SAE-5-L) il =l =

LCMS RT= 10.095, MH'417.1;'"H NMR (DMSO): 10.68 (1H, s), 8.34 (1H, d, J 1.8
Hz), 8.28 (2H, d, J 8.6 Hz), 8.08 (2H, d, J 1.9 Hz), 7.96 (1H, t, J 1.9 Hz), 7.89-7.78 (2H,
m), 7.76 (2H, d, /8.7 Hz)

N-(2-(4-2 E 2 )N E[d) SAFE-5-2)-4-FF- 0 2 Zopr] =

LCMS RT=7.78%, MH"367.3; 'H NMR (DMSO): 10.58 (1H, s), 8.35 (14, s), 8.28
(2H, d, J 8.9 Hz), 8.16-8.11 (2H, m), 7.90-7.82 (2H, m), 7.77 (2H, d, J 8.4 Hz), 7.52-7.42
(2H, m)

N-(2-(4-2 R 23 M2 [d] $AFE-5-2)-2-3] oL A Eobr] =

LCMS RT=7.48%, MH"362.8;'H NMR (DMSO): 10.38 (1H, s), 8.22-8.17 (3H, m),
7.75-7.65 (3H, m), 7.55 (1H, dd, J 9.0 2.1 Hz), 7.38-7.24 (5H, m), 3.69 (2H, s)

N-(2-(4-2 2 2 D) W2 [d] S A E-5-2 ) -39 W 3 2 gho}u] =

LCMS RT=7.92%, MH"'377.3;'H NMR (DMSO): 10.12 (1H, 5), 8.19 (2H, d, 7 8.8
Hz), 8.16 (1H, d, J 1.8 Hz), 7.74-7.68 (3H, m), 7.51 (1H, dd, J 8.8 2.0 Hz), 7.33-7.17
(5H, m), 2.95 (2H, t, J 7.3 Hz), 2.67 (2H, t, J 7.3 Hz),

N-(2-(4-F2ZA D) N E[d] $AE-5-9) ¥ 2ol =

LCMS RT=7.04%, MH"315.1;"H NMR (DMSO): 10.07 (1H, s), 8.21-8.18 (3H, m),
7.73-7.67 (3H, m), 7.54 (1H, dd, J 8.8 1.9 Hz), 2.32 (2H, t, J 7.4 Hz), 1.72-1.58 (2H, m),
0.94 (3H, t,.J 7.4 Hz)
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[0833]

[0834]
[0835]

[0836]
[0837]

[0838]
[0839]

[0840]
[0841]

[0842]
[0843]

[0844]

[0845]

[0846]
[0847]

[0848]
[0849]

[0850]
[0851]

[0852]

N-(2-(4-F R 25 D) 2 [d] SAHE-5-2) A ekopr] =

LCMS RT=7.663%, MH'329.1; '"H NMR (DMSO): 10.07 (1H, s), 8.22-8.16 (3H, m),
7.73-7.68 (3H, m), 7.56-7.51 (1H, m), 2.34 (2H, t, J 7.5 Hz), 1.66-1.56 (2H, m), 1.42-
1.30 (2H, m), 0.92 (3H, t, J 7.2 Hz)

N-(2-(4-Z 22 )M [d] SARE-5-2) o] A F-F Zolm] =

LCMS RT=7.04%, MH'315.1; '"H NMR (DMSO): 10.03 (1H, s), 8.22-8.18 (3H, m),
7.74-7.67 (3H, m), 7.56 (1H, dd, J 8.9 2.1 Hz), 2.67-2.59 (1H, m), 1.14 (6H, d, J 6.8 Hz)

N-(2-(4-2 R 23 M2 [d] GAFE-5-2) F 2h-2-7} 2 8 2opu] =

LCMS RT= 7.01%, MH"'338.9; '"H NMR (DMSO): 10.40 (1H, s), 8.27 (1H, d, J 1.1
Hz), 8.22 (2H, d, J 8.5 Hz), 7.97 (1H, s), 7.78 (2H, s), 7.70 (2H, d, J 8.5 Hz), 7.36 (1H, d,
J 3.4 Hz), 6.74-6.73 (1H, m)

N-(2-(4-2 223D 2 [d] §AHE-5-2) Bl @ A-2-7} 2 3 2sopu] =

LCMS RT=7.54%, MH"355.0; "H NMR (DMSO): 10.42 (1H, s), 8.25-8.21 (3H, m),
8.06 (1H, dd, J 3.9 1.2 Hz), 7.89 (1H, dd, J 5.0 1.0 Hz), 7.80 (1H, d, J 8.8 Hz), 7.74-7.69
(3H, m), 7.26 (1H, dd, J 5.0 3.8 Hz)

N-(2-p-E Wz [d] SAE-5-) Y sEor =

LCMS RT= 6.123, MH*330.1; '"H NMR (DMSO): 10.62 (1H, s), 9.15 (1H, dd, J 2.1
0.7 Hz), 8.79 (1H, dd, J 4.8 1.7 Hz), 8.34 (1H, dt, J 7.9 1.8 Hz), 8.27 (1H, d, J 1.6 Hz),
8.11 (2H, d, J8.2 Hz), 7.82-7.72 (2H, m), 7.63-7.58 (1H, m), 7.44 (2H, d, J 8.0 Hz), 2.43
(3H, )

N-(2-p-E L2 [d] $AFE-5-2) o] 1] TRl obm] =

LCMS RT= 6,173, MH"330.1; '"H NMR (DMSO): 10.68 (1H, s), 8.82 (2H, d, J 6.0
Hz), 8.27 (1H, d, J 1.5 Hz), 8.22 (2H, d, J 8.2 Hz), 7.90 (2H, d, J 6.0 Hz), 7.81-7.72 (2H,
m), 7.45 (2H, d, J8.0 Hz), 2.43 (3H, 5)

N-(2-p-B L2 [d] §AME-5-9) E 2 9] ofu] =

LCMS RT= 6342, MH'281.0;'H NMR (DMSO): 10.03 (1H, s), 8.14 (1H, d, J 1.8
Hz), 8.08 (2H, d, J 8.2 Hz), 7.69 (1H, d, J 8.8 Hz), 7.51 (1H, dd, J 8.8 2.0 Hz), 7.4 (2H,
d, J8.0 Hz), 2.42 (3H, s), 2.36 (2H, q, J 7.5 Hz), 1.12 (3H, t, J 7.6 Hz)

N-(2-p-B P £ [d] $AHE-5-9) FE] 2ol =

LCMS RT= 6735, MH'295.1;"H NMR (DMSO): 10.04 (1H, s), 8.13 (1H, d, J 1.8
Hz), 8.08 (2H, d, J 8.2 Hz), 7.69 (1H, d, J 8.8 Hz), 7.51 (1H, dd, J 8.8 2.0 Hz), 7.43 (2H,
d, 78.0 Hz), 2.42 (3H, 5), 2.32 (2H, t, J 7.4 Hz), 1.71-1.58 (2H, m), 0.94 (3H, t, J 7.4 Hz)

N-(2-p-E L Z[d] $A}E-5-9)) H gropu] =

LCMS RT= 7205, MH'309.1;"H NMR (DMSO): 10.04 (1H, s), 8.13 (1H, d, J 1.8
Hz), 8.08 (2H, d, J 8.2 Hz), 7.68 (1H, d, J 8.8 Hz), 7.51 (1H, dd, J 8.8 2.0 Hz), 7.43 (2H,
d, J 8.0 Hz), 2.42 (3H, 5), 2.34 (2H, t, J 7.4 Hz), 1.67-1.56 (2H, m), 1.41-1.29 (2H, m),
0.92 (3H, t,J 7.4 Hz)

N-(2-p-E W= [d] FAE-5-) ol E| 2opm| =

LCMS RT= 6.74%, MH"295.1;'"H NMR (DMSO): 10.00 (1H, s), 8.15 (1H, d, J 1.8
Hz), 8.09 (2H, d, J 8.2 Hz), 7.69 (1H, d, J 8.8 Hz), 7.53 (1H, dd, J 8.8 2.0 Hz), 7.43 (2H,
d, J 8.0 Hz), 2.66-2.60 (1H, m), 2.42 (3H, s), 1.13 (6H, d, J 6.8 Hz)
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[0853]

[0854]

[0855]

[0856]

[0857]

[0858]
[0859]

[0860]
[0861]

[0862]
[0863]

[0864]
[0865]

[0866]
[0867]

[0868]
[0869]

[0870]

N-(2-p-BLME[d] $AFE-5-2) Fi-2-7h 2 5 2ofu] =

LCMS RT=6.71%, MH'319.0; '"H NMR (DMSO): 10.37 (1H, s), 8.23 (1, s), 8.10
(2H, d, J 8.2 Hz), 7.98-7.96 (1H, m), 7.75 (2H, d, J 1.0 Hz), 7.44 (2H, d, J 8.0 Hz), 7.36
(1H, d,J 3.6 Hz), 6.74-6.72 (1H, m), 2.43 (3H, 5)

N-(2-p-E LW 2 [d] $A}E-5-20) E] @ A-2-Fh 2 5 ol =

LCMS RT=7.15%, MH"335.0; 'H NMR (DMSO): 10.40 (1H, s), 821 (1H, d, J 1.7
Hz), 8.11 (2H, d, J 8.2 Hz), 8.05 (1H, dd, J 3.8 1.0 Hz), 7.89 (1H, d, J 4.9 1.0 Hz), 7.76
(1H, d, J 8.8 Hz), 7.69 (1H, dd, J 8.9 2.0 Hz), 7.44 (2H, d, J 8.0 Hz), 7.26 (1H, dd, J 5.0
3.8 Hz), 2.43 (3H, 5)

N-(2-(4-(EgEFemdd)dd) iz [d] SAHE-5-Y) Y dopr| =

LCMS RT= 6495, MH"383.9; '"H NMR (DMSO): 10.70 (1H, s), 9.20-9.18 (1H, m),
8.82 (1H, dd, J4.6 1.5 Hz), 8.46 (2H, d, J 8.1 Hz), 8.40-8.36 (2H, m), 8.04 (2H, d, J 8.0
Hz), 7.92-7.82 (2H, m), 7.66-7.61 (1H, m)

N-(2-(4- (2 EF0 2 &) A ) M2 [d] S AHE-5-2) ol L) sl opu] =

LCMS RT= 6.52%; 'H NMR (DMSO): 10.80 (1H, s), 8.90 (2H, d, J 6.0 Hz), 8.51
(2H, d, 7 8.2 Hz), 8.44 (1H, d, J 1.6 Hz), 8.09 (2H, d, J 8.2 Hz), 8.01-7.93 (3H, m), 7.89
(1H, dd, J 8.9 1.9 Hz)

N-(2-(4-(EgEF e 2ve) i d) M Z[d] SAE-5-Y)olA| Eolrn| =

LCMS RT= 6305, MH"320.7;'H NMR (DMSO): 10.17 (1H, 5), 8.40 (2H, d, J 8.7
Hz), 8.22-8.19 (1H, m), 7.99 (2H, d, J 8.5 Hz), 7.77 (1H, d, J 8.7 Hz), 7.58-7.53 (1H, m),
2.09 (3H, 5)

N-(2-(4- (2 B Q2 ”) ) W [d] S AHE-5-91) 23] Lofn] =

LCMS RT= 6732, MH'335.0;'"H NMR (DMSQ): 10.09 (1H, s), 8.40 (2H, d, J 7.8
Hz), 8.23 (1H, d,J 1.9 Hz), 7.99 (2H, d, J 8.2 Hz), 7.77 (1H, d, J 8.7 Hz), 7.57 (1H, dd, J
8.8 2.0 Hz), 2.37 (2H, q, J 7.5 Hz), 1.12 (3H, t,J 7.5 Hz)

N-(2-(4-(EgEFemdd)dd) iz [d] SAHE-5-Y) B 2otr| =

LCMS RT=7.18%, MH"348.9;'"H NMR (DMSO): 10.10 (1H, s), 8.40 (2H, d, J 7.8
Hz), 8.23 (IH,d, /1.9 Hz), 7.99 (2H, d, J 8.2 Hz), 7.77 (1H, d, J 8.7 Hz), 7.58 (1H, dd, J
8.8 2.0 Hz), 2.33 (2H, t, J 7.3 Hz), 1.69-1.59 (2H, m), 0.94 (3H, t, J 7.6 Hz)

N-(2-(4-(EgEFewdd)dd) iz [d] SAHE-5-¢) H ghor] =

LCMS RT=7.74%, MH"363.1;'H NMR (DMSO): 10.10 (1H, s), 8.40 (2H, d, J 7.8
Hz), 8.22 (1H, d, J 1.9 Hz), 7.99 (2H, d, J 8.2 Hz), 7.77 (1H, d, J8.7 Hz), 7.57 (1H, dd, J
8.8 2.0 Hz), 2.36 (2H, 1, J 7.3 Hz), 1.66-1.58 (2H, m), 1.42-1.29 (2H, m), 0.92 (3H, t, J
7.6 Hz)

N-(2-(4- (B8 B0 2 &) ) Ml 2 [d] S AHE-5-91) o] & E] Zopu] =

LCMS RT=7.15%, MH"349.1;'"H NMR (DMSO): 10.09 (1H, s), 8.43 (2H, d, J 7.8
Hz), 8.27 (1H, d, J 1.9 Hz), 8.02 (2H, d, J 8.2 Hz), 7.80 (1H, d, J 8.7 Hz), 7.63 (1H, dd, J
8.8 2.0 Hz), 2.72-2.63 (1H, m), 1.18 (6H, d, J 6.8 Hz)
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[0871]

[0872]
[0873]

[0874]
[0875]

[0876]
[0877]

[0878]
[0879]

[0880]
[0881]

[0882]
[0883]

[0884]
[0885]

[0886]
[0887]

[0888]
[0889]

[0890]

N-(2-(4-(E 2| ZF 2 2 2) o ) M2 [d] $AFE-5-9) Fe-2-7h 2 5 2ofu] =

LCMS RT=7.15%, MH"373.0;'"H NMR (DMSO): 10.28 (1H, s), 8.27 (2H, d, J 8.0
Hz), 8.18-8.16 (1H, m), 7.86 (2H, d, J 8.2 Hz), 7.84-7.82 (1H, m), 7.69-7.67 (2H, m),
7.23 (1H, dd, J 3.5 0.8 Hz), 6.59 (1H, dd, /3.5 1.7 Hz)

N-(2-(4-m| A B D) il 2 [d] SAHE-5-9) o] Ay LRl opr] =

LCMS RT=5.76%, MH" 346.0; 'H NMR (DMSO): 10.66 (1H, s), 8.81 (2H, d, J 6.1
Hz), 8.24 (1H, d, J 1.7 Hz), 8.16 (2H, d, J 9.0 Hz), 7.90 (2H, d, J 6.1 Hz), 7.77 (1H, d, J
8.8 Hz), 7.72 (1H, dd, J 8.8 1.9 Hz), 7.18 (2H, d, J 8.9 Hz), 3.88 (3H, 5)

N-(2-(4=T Z A 5 ) W 2 [d] S AFE-5-21) op ] E o] =

LCMS RT= 5595, MH" 283.0; 'TH NMR (DMSO): 10.09 (1H, s), 8.13 (2H, d, J 8.9
Hz), 8.08 (1H, d, J 1.8 Hz), 7.67 (1H, d, J 8.9 Hz), 7.47 (1H, dd, J 8.8 2.0 Hz), 7.16 (2H,
d,J9.0 Hz), 3.87 (34, s), .08 (3H, s)

N-(2-(4-T] EA A ) 2 (0] S AFE-5-90) T2 3] Eopu] =

LCMS RT=5.89%, MH"297.1;'"H NMR (DMSO): 10.02 (1H, s), 8.15-8.10 (3H, m),
7.67 (1H, d, J 8.7 Hz), 7.49 (1H, dd, J 8.8 1.8 Hz), 7.16 (2H, d, J 8.8 Hz), 3.88 (3H, s),
236 (2H, q, J7.7Hz ), 1.11 (3H, t,J 7.5 Hz )

N-(2-(4=T E A 5 ) W 2 [d] S AFE-5-21) 3-E] Eofr] =

LCMS RT= 6.195%, MH'311.1;'"H NMR (DMSO): 10.02 (1H, s), 8.13 (2H, d, J 9.0
Hz), 8.10 (1H, d, J 1.9 Hz), 7.66 (1H, d, J 8.9 Hz), 7.49 (1H, dd, J 8.8 1.8 Hz), 7.16 (2H,
d, J 9.0 Hz), 3.87 (3H, s), 2.32 (2H, t, J 7.3 Hz ), 1.70-1.58 (2H, m), 0.94 (3H, t, J 7.5
Hz)

N-(2-(4-m| EA o ) M 2 [d | SAHE-5-) F ghofn] =

LCMS RT= 6.59%, MH"325.1;"H NMR (DMSO0): 10.02 (1H, s), 8.13 (2H, d, 7 9.0
Hz), 8.10 (1H, d, J 1.9 Hz), 7.66 (1H, d, J 8.9 Hz), 7.49 (1H, dd, J 8.8 1.8 Hz), 7.16 (2H,
d, 79.0 Hz), 3.87 (3H, s), 2.34 (2H, t, J 7.3 Hz ), 1.66-1.56 (2H, m), 1.41-1.29 (2H, m),
092 3H, t,J7.5 Hz)

N-(2-(4-m| A A D) il 2 [d] SAFE-5-9) o] & E] Eotm] =

LCMS RT= 6193, MH*311.1;'H NMR (DMSO): 9.98 (1H, s), 8.15-8.11 (3H, m),
7.66 (1H, d, J 8.9 Hz), 7.51 (1H, dd, J 8.8 1.8 Hz), 7.16 (2H, d, J 9.0 Hz), 3.88 (3H, 8),
1.13 (6H, d, J6.9 Hz)

N-(2- (4= 5 A1 31 ) WL [d] S AFE-5-91) F @-2-7h 2 2 opm =

LCMS RT=6,16%, MH"335.1;'H NMR (DMSO): 10.36 (1H, ), 8.20-8.13 (3H, m),
7.96 (1H, dd, J 1.8 0.8 Hz), 7.72 (2H, d, J 1.2 Hz), 7.36 (1H, dd, J 3.5 0.8 Hz), 7.17 (2H,
d,79.0 Hz), 6.73 (1H, dd, J 3.5 1.7 Hz), 3.88 (3H, 5)

N-(2- (4= B A S D) WL [d] S AFE-5- ) B @, M-2-7h 2 B 20w =

LCMS RT=6.54%, MH"'351.0;"H NMR (DMSO): 10.38 (1H, s), 8.19-8.14 (3H, m),
8.05 (1H, dd, J 3.7 1.0 Hz), 7.88 (1H, dd, J 4.1 1.0 Hz), 7.74 (1H, d, J 8.8 Hz), 7.67 (1H,
dd, J 8.8 2.0 Hz), 7.27-7.23 (1H, m), 7.17 (2H, d, J 8.9 Hz), 3.88 (3H, 5)

N-(2m-B PN E[d] S AHE-5-9) FE] 2ol =

LCMS RT=6.67%, MH'295.0;
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[0891]

[0892]
[0893]

[0894]
[0895]

[0896]
[0897]

[0898]
[0899]

[0900]
[0901]

[0902]
[0903]

[0904]
[0905]

[0906]
[0907]

[0908]
[0909]

[0910]
[0911]

N-(2-(3-(E T G ohu] 1) 3 ) Wl 2 [ 0] S AFE-5-2) o8] Zofm] =

LCMS RT= 6.625, MH"324.1; 'H NMR (DMSO): 10.06 (1H, 5), 8.13 (1H, d, J 1.8
Hz), 7.70 (1H, d, J 8.8 Hz), 7.53 (1H, dd, J 8.8 2.0 Hz), 7.49-7.37 (3H, m), 7.00-6.96
(1H, m), 3.00 (6H, 5), 2.32 (2H, t, J 7.6 Hz), 1.71-1.55 (2H, m), 0.94 (3H, t, J 7.4 Hz)

N-(2-m-E A2 [d] $AFE-5-2) o] 2 E] Zoju] =

LCMS RT= 6.645, MH'295.0; '"H NMR (DMSO): 10.02 (1H, s), 8.17 (1H, d, J 1.9
Hz), 8.03-7.98 (2H, m), 7.71 (1H, d, J 8.8 Hz), 7.56-7.44 (3H, m), 2.60-2.58 (1H, m),
2.44 (3H, 5), 1.14 (6H, d, J 6.8 Hz)

N-(2-(3-(E2) B0 =) ) W2 [d] S A E-5-91 ) o] A E] Zoju] =

LCMS RT=6.88%5, MH"349.0; '"H NMR (DMSO): 10.06 (1H, s), 8.51-8.43 (2H, m),
8.23 (1H, s), 8.03 (1H, d, .J 7.4 Hz), 7.91-7.85 (1H, m), 7.77 (1H, d, J 8.5 Hz), 7.62-7.57
(1H, m), 2.63 (1H, t,J 6.8 Hz), 1.14 (6H, d, J 6.8 Hz)

N-(2-(3-(T Wl ov] 1) 3 ) W 2 [d] S AL -5-1) o] A H-E] o] =

LCMS RT= 6,595, MH"324.1; '"H NMR (DMSO): 10.01 (1H, s), 8.15 (1H, d, J 1.8
Hz), 7.70 (1H, d, J 8.8 Hz), 7.55 (1H, dd, J 8.8 2.0 Hz), 7.49-7.37 (3H, m), 7.00-6.96
(1H, m), 3.01 (6H, s), 2.65-2.58 (1H, m), 1.13 (6H, d, J 7.0 Hz)

N-(2-(3-(EgEF ez g)dd) =z [d]SAHE-5-Y) FE| 2otn| =

LCMS RT= 6,852, MH"349.0;'H NMR (DMSO): 10.08 (1H, s), 8.48 (1H, d, J 7.8
Hz), 8.43 (1H, s), 8.21 (1H, d, J 1.9 Hz), 8.02 (1H, d, J 8.0 Hz), 7.88 (1H, d, J 7.7 Hz),
7.76 (1H, d, J 8.8 Hz), 7.58 (1H, dd, J 8.8 2.0 Hz), 2.33 (2H, t, J 7.4 Hz), 1.71-1.59 (2H,
m), 0.95 (3H, t, J 7.4 Hz)

N-(2-o- =W [d]SAFE-5-) o] 2 F-F Zopm] =

LCMS RT= 6.622, MH'295.1; '"H NMR (DMSO): 10.00 (1H, s), 8.19 (1H, d, J 1.9
Hz), 8.12 (1H, dd, J 7.4 1.5 Hz), 7.71 (1H, d, J 8.8 Hz), 7.57-7.40 (4H, m), 2.75 (3H, s),
2.65-2.59 (1H, m), 1.14 (6H, d, J 6.7 Hz)

N-(2-(2-2 223 d) M E[d]SAHE-5-9) F-E| 2ot =

LCMS RT= 6425, MH"315.0; '"H NMR (DMSO): 10.08 (1H, s), 8.22 (1H, d, J 1.8
Hz), 8.15 (1H, dd, J 7.6 1.8 Hz), 7.76-7.55 (SH, m), 2.34 (2H, t, J 7.4 Hz), 1.71-1.59 (2H,
m), 0.95 (3H, t, J 7.4 Hz)

N-(2-(2-2R 2 E[d]S5ARE-5-) o] - E 2opu] =

LCMS RT= 641%, MH'315.0;'H NMR (DMSO): 10.03 (1H, s), 8.23 (1H, d, J 1.8
Hz), 8.15 (1H, dd, J 7.6 1.7 Hz), 7.71-7.55 (5H, m), 2.68-2.58 (1H, m), 1.14 (6H, d,J 6.7
Hz)

N-(2-(3-FR 2 )M E[d]S5ARE-5-) o] - E 2 opu] =

LCMS RT=6.89%, MH"315.0; '"H NMR (DMSO): 10.05 (1H, s), 8.21-8.15 (3H, m),
7.75-7.63 (3H, m), 7.57 (1H, d, J 8.8 2.0 Hz), 2.62-2.58 (1H, m), 1.14 (6H, d, J 6.8 Hz)

N-(2-(3-F2ZAD)NE[d] S AE-5-9) e 2ol =

LCMS RT=6.89%, MH"315.1;'"H NMR (DMSO): 10.07 (1H, s), 8.19-8.11 (3H, m),
7.75-7.63 (3H, m), 7.56 (1H, d, J 8.8 2.0 Hz), 2.33 (2H, t, J 7.4 Hz), 1.71-1.59 (2H, m),
0.94 (3H, t,J 7.4 Hz)

W 3C (3t 1D
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[0912]

[0913]

[0914]
[0915]

[0916]
[0917]

[0918]
[0919]

[0920]
[0921]

[0922]

[0923]

[0924]
[0925]

[0926]
[0927]

[0928]
[0929]

[0930]
[0931]

[0932]

g 2 r)eA gERedeg F dols
2.

N-(2-3 d SAFE R [5,4-b] 9] 2] D-6-%) F-E| 2olv] =

(e

2gobyl A W RS AHgIRThE

LCMS RT= 5955, MH'282.0; 'H NMR (DMSO): 10.31 (1H, s), 8.54 (1H, d, J 2.3
Hz), 8.48 (1H, d, J 2.3 Hz), 8.24-8.21 (2H, m), 7.72-7.62 (3H, m), 2.37 (2H, t, J 7.3 Hz ),
1.72-1.60 (2H, m), 0.95 (3H, t, J 7.5 Hz )

N-(2-(4-2 R 23 Y)W 2 [d] $AIE-5-2) Z2 3] Lofr] =

LCMS RT= 6.542, MH"'301.0;'H NMR (DMSO): 10.07 (1H, s), 8.21-8.18 (3H, m),
7.73-7.67 (3H, m), 7.53 (1H, dd, J 8.8 2.0 Hz), 2.36 (2H, q, J 7.6 Hz), 1.12 3H, t,J 7.5
Hz)

N-(2-p- B2 [d] §AHE-5-9) 7] wroto) =

LCMS RT= 6.94%, MH"309.1; '"H NMR (DMSO0): 9.36 (1H, s), 8.13 (1H, d, J 1.8
Hz), 8.09 (2H, d, J 8.2 Hz), 7.69 (1H, d, J 8.8 Hz), 7.61 (1H, dd, J 8.8 2.0 Hz), 7.43 (2H,
d, J 8.0 Hz), 2.42 (3H, s), 1.26 (9H, 5)

N-(2-(4-F R 23D M2 [d] SAE-5-2) 3 thopr] =

LCMS RT= 7.28%, MH"329.1; 'H NMR (DMSO): 9.39 (1H, s), 8.20 (2H, d, J 8.6
Hz), 8.17 (1H, d, J 1.7 Hz), 7.74-7.62 (4H, m), 1.26 (9H, 5)
N-(2-Wl AW 2 [d] SAHE-5-Y) F-E| 2opn] =

LCMS RT= 598%, MH"295.1; 'H NMR (DMSO): 9.97 (1H, s), 8.03 (1H,d, J 1.8
Hz), 7.56 (1H, d, J 8.7 Hz), 7.44 (1H, dd, J 8.9 2.1 Hz), 7.38-7.35 (4H, m), 7.33-7.25
(1H, m), 4.31 (2H, s), 2.28 (2H,t,J 7.3 Hz), 1.69-1.53 (2H, m), 0.92 (3H, t, J 7.5 Hz )

N-(2-Ad Wl 2 [d] S AFE-5-9) o] B Eofr| =

LCMS RT= 5963, MH*295.1; '"H NMR (DMSO): 9.93 (1H, s), 8.04 (1H, d, J 2.1
Hz), 7.56 (1H, d, J 8.9 Hz), 7.47 (1H, dd, J 9.0 2.0 Hz), 7.38-7.35 (4H, m), 7.33-7.28
(1H, m), 431 (2H, s), 2.60-2.58 (1H, m), 1.11 (6H, d, J 6.8 Hz )

N-(2-p- B AWM [d] SAHE—4-2) HE] Zopn] =

LCMS RT= 7.54%, MH"'295.1;'"H NMR (DMSO): 10.03 (1H, s), 8.13 (2H, d, J 8.2
Hz), 8.03 (1H, d, J 8.2 Hz), 7.48-7.44 (3H, m), 7.34 (1H, t, J 8.2 Hz), 2.43 (3H, s), 1.72-
1.60 (2H, m), 1.09 (3H, t, J 6.9 Hz)

N-(2-p-B LU Z[d] §AME-4-9) o] & 3-E] 2o}u] =

LCMS RT= 7.51% , MH" 295.1; '"H NMR (DMSO): 9.78 (1H, s), 7.93 (2H, d, J 8.4
Hz), 7.83 (1H, d, J 8.2 Hz), 7.28-7.23 (3H, m), 7.14 (1H, t, J 8.4 Hz), 2.22 (3H, s), 0.94
(6H, d, J 6.8 Hz)

N-(2-AF 2 AWM [d]SAFE-5-9) o B 2ofn| =

LCMS RT=6.48 & , MH' 287.1; '"H NMR (CDCL): 7.82 (1H, d, J 1.7 Hz), 7.66-7.56
(1H, m), 7.46 (1H, d, J 8.8 Hz), 7.30-7.25 (1H, m), 3.07-2.97 (1H, m), 2.65-2.53 (1H, m),
2.26-2.16 (2H, m), 1.97-1.72 (SH, m), 1.56-1.37 (3H, m), 1.33 (6H, 1, J 6.8 Hz)

N-(2-N FZ SN2 (] SALE-5-01) FE] Zopy] =

LCMS RT= 6.51 3 , MH" 287.2; "H NMR (CDCL): 7.69 (1H, s), 7.45 (1H, d, J 8.8
Hz), 7.33 (1H, d, J 8.8 Hz), 7.16 (1H, s), 2.93-2.83 (1H, m), 2.29 (2H, t, J 7.6 Hz ), 2.11-
2.06 (2H, m), 1.83-1.57 (6H, m), 1.43-1.18 (4H, m), 0.95 (3H, t, J 7.5 Hz)
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[0933] N-(2-(2,4-H 222D M2 [d] SAHE-5-9) o] | 2ofr| =

LCMS RT=7.17 & , MH" 348.9; '"H NMR (DMSO): 10.11 (1H, s), 8.23 (1H, d, J 1.7
Hz), 8.19 (1H, d, J 8.8 Hz), 7.92 (1H, d, J 2.1 Hz), 7.75 (1H, d, J 9.0 Hz), 7.68 (1H, dd, J
8.52.1 Hz), 7.60 (1H, dd, J 8.7 2.0 Hz), 2.64 (1H, t, J 6.8 Hz), 1.14 (6H, d, J 6.8 Hz)

[0934]
[0935] N-(2-(4-ZF 2 )M Z[d] FAIE-5-Y) o] A F-E| Eoln| =
LCMS RT=6.39 & , MH* 299.0; 'H NMR (DMSQO): 10.00 (1H, s), 8.27-8.23 (2H, m),
8.18-8.17 (1H, m), 7.70 (1H, d, J 8.6 Hz), 7.55 (1H, dd, J 8.7 2.0 Hz), 7.46 (2H, t, J 8.7
[0936] Hz), 2.64-2.59 (1H, m), 1.14 (6H, d, J 6.8 Hz)
[0937] N-(2-(3,4-0 F 22 Hd)HF[d] A} EZ-5-Y ) o] AF-E] Eoln| =
LCMS RT=755% , MH*349.5; 'H NMR (DMSO): 10.03 (1H, s), 8.35 (1H, d, J 1.9
Hz), 8.21 (1H, d, J 1.9 Hz), 8.15 (1H, d, J 8.4 2.0 Hz), 7.89 (1H, d, J 8.4 Hz), 7.74 (1H,
[0938] d,J 8.9 Hz), 7.58 (1H, dd, J 8.9 2.0 Hz), 2.67-2.60 (1H, m), 1.14 (6H, d, J 6.8 Hz)
[0939] N-(2-(5-Z 2298 d-2-) M Z[d] FALE-5-Y ) o] A F-E] 2ol =
LCMS RT=5.95 ¥ , MH" 316.0; '"H NMR (DMSO): 10.05 (1H, s), 8.86 (1H, d, J 2.1
Hz), 8.35 (1H, d, J 8.5 Hz), 8.25 (1H, d, J 1.7 Hz), 8.19 (1H, dd, J 8.5 2.4 Hz), 7.77 (1H,
[0940] d, J 8.8 Hz), 7.60 (1H, dd, /8.8 2.0 Hz), 2.65-2.61 (1H, m), 1.14 (6H, d, J 6.7 Hz)
[0941] N-(2-(3,5-tZF 2 2L )NZ[d] SAIE-H-L) o] A F-E| 2ol =
LCMSRT=783 & , MH*Y 348.7; 'H NMR (DMSO0): 10.05 (1H, s), 8.23 (1H, d, J 1.9
Hz), 8.15 (2H, d, J 2.0 Hz), 7.92 (1H, t, J 2.0 Hz), 7.75 (1H, d, J 8.8 Hz), 7.60 (1H, dd, J
[09 42] 8.9 2.0 Hz), 2.68-2.60 (1H, m), 1.14 (6H, d, J 6.8 Hz)
[0943] N-(2-(2,3-t 2229 d) Mz [d] SAIE-5-Y ) o] 2 F-E] 2ofu| =
LCMS RT= 6.80 & , MH' 348.9; '"H NMR (DMSO): 10.04 (1H, s), 8.24 (1H, d, J 1.8
Hz), 8.11 (1H, dd, J 7.9 1.6 Hz), 7.93 (1H, dd, J 8.1 1.6 Hz), 7.76 (1H, d, J 8.8 Hz), 7.63-
[09 4 4] 7.59 (2H,m), 2.70-2.58 (1H, m), 1.14 (6H, d, J 6.8 Hz)
[0945] N-2-sl gz [d] SAFE-5-) o] B 2o =
LCMS RT=622 % , MH*Y 309.1; I NMR (DMSO0): 9.92 (1H, s), 8.03 (1H, d, J 1.8
Hz), 7.57 (1H, d, J 8.8 Hz), 7.46 (1H, dd, J 8.7 2.0 Hz), 7.29-7.27 (4H, m), 7.23-7.16
[0946] (1H, m), 3.21-3.10 (4H, m), 1.12 (6H, d, J 6.7 Hz)
[0947] N-(2-(1-F o el = [d] SAE-5-Y) ol R F-E| 2olr| =
LCMS RT= 623 & , MH' 309.1; 'H NMR (DMSO0): 9.93 (1H, s), 8.06 (1H, d, J 1.9
Hz), 7.54 (1H, d, J 8.8 Hz), 747 (1H, dd, J 8.8 2.1 Hz), 7.36-7.32 (4H, m), 7.30-7.24
(1H, m), 4.51 (1H, q, J 7.1 Hz), 2.65-2.57 (1H, m), 1.71 (3H, d, J 7.2 Hz), 1.12 (6H, d, J
[0948] 6.8 Hz)
[0949] N-(2-(2,5-9ZF 2 2L )NZ[d] SAIE-H-L) o] A F-E| 2ol =
LCMS RT=7.10 ¥ , MH" 349.0; "H NMR (DMSO): 10.11 (1H, s), 8.31 (1H, d, J 1.8
Hz), 8.25 (1H, dd, J 2.4 0.5 Hz), 7.83 (2H, d, J 8.7 Hz), 7.80 (1H, dd, J 8.7 2.5 Hz), 7.67
[0950] (1H, dd, J 8.9 2.0 Hz), 2.74-2.64 (1H, m), 1.20 (6H, d, J 6.8 Hz)
[0951] N-(2-(2-FE2E2A4-ZF 2o Z[d]SAIE-5-Y) o] AFE] Z2oju =
LCMS RT=6.59 & , MH" 333.0; 'H NMR (DMSO): 10.05 (1H, s), 8.30-8.20 (2H, m),
7.77-1.73 (2H, m), 7.59 (1H, dd, J 8.8 2.0 Hz), 7.51-7.45 (1H, m), 2.68-2.57 (1H, m),
[0952] 1.14 (6H, d, J 6.8 Hz)
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[0953] N-(2-(2-F 2 2-6-ZF 2 2H ) E[d]2AIE-5-Y) o] AR E| Eojr| =

LCMS RT= 629 & , MH" 333.1; "H NMR (DMSO): 10.08 (1H, s), 8.26 (1H, d, J 1.9
Hz), 7.80-7.71 (2H, m), 7.64-7.60 (2H, m), 7.57-7.50 (1H, m), 2.68-2.58 (1H, m), 1.14

[0954] (6H, d, J 6.9 Hz)
[0955] N-(2-(3-E22-2-ZF 2 d)HR[d]| SAIE-5-Y) o] A F-EH EoH =
LCMS RT=6.65 % , MH* 333.1; '"H NMR (DMSO): 10.06 (1H, s), 8.31-8.16 (2H, m),
7.88 (1H, dt, J 8.4 1.7 Hz), 7.77 (1H, d, J 8.8 Hz), 7.60 (1H, dd, J 8.9 2.0 Hz), 7.47 (1H,
[0956] dt, J8.0 1.0 Hz), 2.66-2.60 (1H, m), 1.14 (6H, d, J 6.7 Hz)
[0957] N-(2-(4-F2E-2-EF L 2A )N [d]SAFE-5-Y) o] R FE| 2olu =
LCMS RT=6.69 & , MH"' 333.1; '"H NMR (DMSO): 10.05 (1H, s), 8.28-8.21 (2H, m),
[0958] 7.79-7.73 (2H, m), 7.60-7.53 (2H, m), 2.67-2.58 (1H, m), 1.14 (6H, d, J 6.7 Hz)
[0959] N-(2-(2-2R2E-5-EF L 2A )N [d]SAFE-5-Y) o] R FE] 2oln =
LCMS RT= 6.54 & , MH" 333.1; '"H NMR (DMSO): 10.07 (1H, s), 8.25 (1H, d, J 1.9
Hz), 7.99 (1H, dd, J 9.2 3.2 Hz), 7.80-7.75 (2H, m), 7.63-7.52 (2H, m), 2.68-2.59 (1H,
[0960] m), 1.14 (6H, d, J 6.7 Hz)
[0961] N-(2-(4-Z 229 R[] SAE-5-D) A E2H BT EH ol =
LCMS RT=7.52 & , MH" 341.0; '"H NMR (DMSQ): 10.08 (1H, s), 8.20-8.16 (3H, m),
[0962] 7.73-7.66 (3H, m), 7.55 (1H, dd, J 8.8 2.0 Hz), 2.85-2.75 (1H, m), 1.93-1.57 (8H, m)
[0963] N-(5-FRE2-2-(4-F 22N ZX[d]SAIE-6-Y) o] A FE| 2ol =
LCMS RT=8.10 & ; "H NMR (DMSO): 9.59 (1H, s), 8.20 (2H, d, J 8.8 Hz), 8.12 (1H,
[0964] §), 8.02 (1H, 5), 7.71 (2H, d, J 8.6 Hz), 2.84-2,73 (1H, m), 1.16 (6H, d, J 6.8 Hz)
[0965] N-(2-(H E&}3] = 2-2H-5] eh-4-) M 2 [d] SAFE-5-Y ) o] A F-E] EolH| =
LCMS RT= 5.38 & , MH" 289.0; '"H NMR (DMSO): 9.95 (1H, s), 8.04 (1H, d, J 1.9
Hz), 7.59 (1H, d, J 8.8 Hz), 7.48 (1H, dd, J 8.8 2.0 Hz), 3.95-3.88 (2H, m), 3.47-3.43
[0966] (3H, m), 2.64-2.55 (1H, m), 2.06-1.99 (2H, m), 1.89-1.75 (2H, m), 1.12 (6H, d, J 6.8 Hz)
[0967] N-(2-(3,4-T1F 22 DM E[d] SAE-5- AN F R L2725 1olu =
LCMS RT= 6.99 ¥ , MH"' 348.8; '"H NMR (DMSO): 10.45 (1H, s), 8.30 (1H, dd, J 2.0
Hz), 8.15 (1H, d, J 1.9 Hz), 8.10 (1H, dd, J 8.4 2.0 Hz), 7.86 (1H, d, J 8.4 Hz), 7.71 (1H,
[0968] d, J8.9 Hz), 7.53 (1H, dd, J 8.9 2.0 Hz), 1.81-1.74 (1H, m), 0.82-0.76 (4H, m)
[0969] N-(2-(4-Z2 2 D[] SFAIE-6- A ER2 22 AT 2 R ol =
LCMS RT=6.93 ¥ , MH" 312.9; '"H NMR (DMSO): 10.53 (1H, s), 8.27 (1H, dd, J 1.7
Hz), 8.18 (2H, d, J 8.7 Hz), 7.74 (1H, d, J 8.7 Hz), 7.68 (2H, d, J 8.7 Hz), 7.44 (1H, dd, J
[0970] 8.7 1.9 Hz), 1.86-1.78 (1H, m), 0.85-0.80 (4H, m)
[0971] N-(2-(2,3-tZ 229 d)HZ[d] SAIE-6-Y) o] 2 F-E] 2o =
LCMS RT= 7.05 & ; '"H NMR (DMSO): 10.21 (1H, s), 8.34 (1H, d, J 1.8 Hz), 8.11
(1H, dd, J 7.9 1.6 Hz), 7.92 (1H, dd, J 8.1 1.5 Hz), 7.81 (1H, d, J 8.7 Hz), 7.60 (1H, t, J
[0972] 8.0 Hz), 7.48 (1H, dd, J 8.7 1.9 Hz), 2.67-2.61 (1H, m), 1.14 (6H, d, J 6.8 Hz)
[0973] N-(2-(4- (B8] ZF L2 EAD) A )M Z[d] SAIE-5-Y) o] A F-E| Z2olr] =
LCMS RT= 7.04 & ; 'H NMR (DMSO): 10.05 (1H, s), 8.32 (2H, d, J 9.0 Hz), 8.20
(1H, d, J 1.9 Hz), 7.74 (1H, d, J 8.9 Hz), 7.63-7.55 (3H, m), 2.68-2.57 (1H, m), 1.14 (6H,
[0974] d, J6.8 Hz)
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[0975]

[0976]
[0977]

[0978]
[0979]

[0980]
[0981]

[0982]
[0983]

[0984]
[0985]

[0986]
[0987]

[0988]
[0989]

[0990]
[0991]

[0992]

N-(2-A S 2L [d]SAFE-5-9) o] ] 2ofn| =

LCMS RT= 523 & , MH* 273.0; '"H NMR (DMSO): 9.93 (1H, s), 8.01 (1H, d, J 1.8
Hz), 7.57 (1H, d, J 8.7 Hz), 7.46 (1H, dd, J 8.8 1.8 Hz), 3.42-3.39 (1H, m), 2.61-2.57
(1H, m), 2.15-2.04 (2H, m), 1.95-1.87 (2H, m), 1.78-1.62 (4H, m), 1.12 (6H, d, J 6.8 Hz)

N-(4-(5-0b A Eobr) =il 2 [d] AL E-2-91) 3 ) ob A Eopr] =

LCMS RT= 5.08 & , MH"309.9; '"H NMR (DMSO): 10.31 (1H, 5), 10.11 (1H, s), 8.13-
8.08 (3H, m), 7.82 (2H, d, J 8.7 Hz), 7.68 (1H, d, J 8.7 Hz), 7.48 (1H, dd, J 8.8 2.0 Hz),
2.11 3H, s), 2.08 (3H, 5)

N-(2-(2-F22-3-(EdZFe2ve) )M Z[d] SAE-5-Y ) o] A E] Zolu

LCMS RT= 6.78%, MH"383.0;'"H NMR (DMSO): 10.07 (1H, 5), 8.40 (1H, dd, J 8.1
1.3 Hz), 8.27 (1H, d, J 1.8 Hz), 8.14 (1H, dd, J 7.9 1.3 Hz), 7.82-7.77 (2H, m), 7.62 (1H,
dd, 7 8.8 2.1 Hz), 2.66-2.61 (1H, m), 1.14 (6H, d, J 6.8 Hz)

N-(2-(3,4-H 2R 2D M2 [d] SAHE-6-9) o] | 2ofr| =

LCMS RT=7.825, MH" 349.1; "H NMR (DMSO): 10.20 (1H, s), 8.33 (1H, d, J 2.0
Hz), 8.31 (1H, d, J 1.7 Hz), 8.14 (1H, dd, J 8.4 2.0 Hz), 7.88 (1H, d, J 8.5 Hz), 7.75 (1H,
d, J8.8 Hz), 7.48 (1H, dd, J 8.7 1.9 Hz), 2.68-2.60 (1H, m), 1.14 (6H, d, J 6.8 Hz)

N-(2-(LHE El-2-90) M2 [d] S A} E-5-9) ) ob A Eofu] =

LCMS RT= 6455, MH" 303.1;'H NMR (DMSO): 10.15 (1H, s), 8.84 (1H, s), 8.27
(1H, dd, J 8.6 1.7 Hz), 8.20-8.13 (3H, m), 8.06-8.03 (1H, m), 7.76 (1H, d, J 8.6 Hz),
7.71-7.63 (2H, m), 7.54 (1H, dd, J 8.8 2.1 Hz), 2.17 (3H, 5)

N~(2-(4-0} A E ov] 3] ) 2 [d] 415591 ) o] 2 3] o] =

LCMS RT=5.525, MH"338.0;'"H NMR (DMSO): 10.46 (1H, 5), 10.31 (1H, 5), 8.15-
8.11 (3H, m), 7.82 (2H, d, J 8.7 Hz), 7.67 (1H, d, J 8.7 Hz), 7.52 (1H, dd, J 8.8 1.9 Hz),
2.67-2.58 (1H, m), 2.11 (3H, 5), 1.13 (6H, d, J 6.9 Hz)

N-(2- (L Z & -2-91) M2 [d] S AFE-5-9) ] 7] Eofu] =

LCMS RT=7.108, MH*331.1;'"H NMR (DMSO): 10.04 (1H, s), 8.84 (1H, s), 8.28
8.12 (4H, m), 8.07-8.03 (1H, m), 7.76 (1H, d, J 8.9 Hz), 7.77-7.62 (2H, m), 7.58 (1H, dd,
J8.82.1 Hz), 2.64 (1H, t, J 7.4 Hz), 1.15 (6H, d, J 6.9 Hz)

N-(2-(LFE e al-2-9)) M2 [d] $AFE-5-20 ) Bl & l-2-7h 2 2 2ol =

LCMS RT=7.47%, MH'370.8; 'H NMR (DMSO): 10.44 (1H, s), 8.86 (1H, s), 8.30-
8.14 (4H, m), 8.08-8.04 (2H, m), 7.89 (1H, dd, J 5.0 1.0 Hz), 7.83 (1H, d, J 8.8 Hz), 7.76-
7.64 (3H, m), 7.28-7.25 (1H, m)

N-(2-(LFE e al-1-9)) M2 [d] AL E-5-91 ) o] 47 E] 2o} =

LCMS RT=7.25%, MH"331.2; '"H NMR (DMSO): 10.07 (1H,5), 9.42 (1H, dd, J 8.2
0.7 Hz), 8.45 (1H, dd, J 7.4 1.2 Hz), 8.29 (1H, d, J 1.9 Hz), 8.26-8.21 (1H, m), 8.13-8.09
(1H, m), 7.81-7.66 (4H, m), 7.61 (1H, dd, J 8.8 2.1 Hz), 2.70-2.61 (1H, m), 1.16 (6H, d, J
6.8 Hz)
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[0993]

[0994]
[0995]

[0996]
[0997]

[0998]
[0999]

[1000]
[1001]

[1002]
[1003]

[1004]
[1005]

[1006]
[1007]

[1008]
[1009]

[1010]

N-(2-(1] 5 d-4-21) Wl 2 [d] S A1 E-5-) ) o] & -E] 2o =

LCMS RT=7.565, MH'357.3; '"H NMR (DMSO): 10.03 (1H, s), 8.28 (2H, d, J 8.5
Hz), 8.20 (1H, d, J 2.0 Hz), 7.94 (2H, d, J 8.6 Hz), 7.82-7.78 (2H, m), 7.74 (1H, d, J 8.8
Hz), 7.58-7.41 (4H, m), 2.68-2.59 (1H, m), 1.15 (6H, d, J 6.8 Hz)

N-(2-(6-mIF A 2D 3l-2- )il 2 [d] SAFE-5-) o] A E| 2ot =

LCMS RT=7.0258, MH"361.2; '"H NMR (DMSO): 10.03 (1H, s), 8.75 (1H, d, J 0.8
Hz), 8.21 (2H, dd, J 8.9 1.6 Hz), 8.10 (1H, d, J 9.0 Hz), 8.02 (1H, d, J 8.7 Hz), 7.73 (1H,
d, J 8.7 Hz), 7.56 (1H, dd, J 8.8 2.0 Hz), 7.46 (1H, d, J 2.3 Hz), 7.29 (1H, dd, J 8.8 2.5
Hz), 3.93 (3H, 5), 2.68-2.58 (1H, m), 1.15 (6H, d, J 6.8 Hz)

N-(2-(6- 12 5 b ek l-2-90) W 2 [ d] S AHE-5-90 ) o] e Eofr] =

LCMS RT= 8,135, MH"411.1; "H NMR (DMSO): 10.06 (1H, s), 8.86 (1H, s), 8.36
(1H, d, J 1.7 Hz), 8.31 (1H, d, J 8.7 1.7 Hz), 8.23 (1H, d, J 1.9 Hz), 8.18 (1H, d, J 8.9
Hz), 8.13 (1H, d, J 8.7 Hz), 7.80-7.74 (2H, m), 7.58 (1H, dd, J 8.9 2.2 Hz), 2.68-2.59
(1H, m), 1.15 (6H, d, J 6.8 Hz)

N-(2-(FA=d-3-D Ml E[d] SAE-5-Y) o] -] 2ol =

LCMS RT= 6245, MH'332.2; '"H NMR (DMSO): 10.08 (1H, s), 9.62 (1H, d, J 2.1
Hz), 9.22 (1H, d, J 1.9 Hz), 8.29-8.24 (2H, m), 8.15 (1H, d, J 8.6 Hz), 7.95-7.90 (1H, m),
7.80-7.73 (2H, m), 7.61 (1H, dd, J 8.8 2.2 Hz), 2.69-2.60 (1H, m), 1.15 (6H, d, J 6.9 Hz)

N-(2-(FA=d-2-D M [d] SAE-5-Y) o] B 2ot =

LCMS RT= 6.28%, MH"332.2; '"H NMR (DMSO): 10.09 (1H, s), 8.64 (1H, d, J 8.4
Hz), 8.45 (1H, d, J 8.5 Hz), 8.32 (1H, d, J 1.8 Hz), 8.22 (1H, d, J8.7 Hz), 8.13 (1H, dd, J
8.5 0.9 Hz), 7.94-7.84 (2H, m), 7.78-7.73 (1H, m), 7.63 (1H, dd, J 8.8 2.0 Hz), 2.69-2.60
(1H, m), 1.15 (6H, d, J 6.8 Hz)

N-(2-(4-AlZ 2Dl [d] SAFE-5-9) o -] 2ofr| =

LCMS RT= 8.87%, MH'363.3; 'H NMR (DMSO): 10,00 (1H, s), 8.15 (1H, d, J 1.9
Hz), 8.11 (2H, d, J 8.4 Hz), 7.69 (1H, d, J 8.7 Hz), 7.53 (1H, dd, J 8.8 2.1 Hz), 7.47 (2H,
d,J 8.3 Hz), 2.67-2.58 (2H, m), 1.84-1.71 (5H, m), 1.52-1.23 (SH, m), 1.13 (6H, d, J 6.8
Hz)

N-(2-(A1%[d][1,3] 6] &&-5-9)-5-F 22 E[d] SAIE-6-) o] & E] Zo}m

'H NMR (DMSO): 9.56 (1H, s), 8.05 (1H, s), 7.94 (1H, s), 7.77 (1H, dd, J 8.1 1.7 Hz),
7.64 (1H, d, J 1.6 Hz), 7.16 (1H, d, J 8.2 Hz), 6.19 (2H, s), 2.83-2.72 (1H, m), 1.15 (6H,
d, 7 6.8 Hz)

N-(2-(F&-2-) iz [d] SAHE-5-Y) o] &t E 2ot =

LCMS RT=5.75%, MH'271.1; '"H NMR (DMSO): 9.95 (1H, s), 8.08 (1H, d, J 1.8
Hz), 8.01 (1H, dd, J 1.7 0.7 Hz), 7.62 (1H, d, J 8.9 Hz), 7.47 (1H, dd, J 8.9 2.0 Hz), 7.39
(1H, dd, J 3.5 0.7 Hz), 6.75 (1H, dd, J 3.5 1.8 Hz), 2.60-2.50 (1H, m), 1.07 (6H, d, J 6.8
Hz)

N-(4-(HFZE[1,2-d]5AE-2-) o d) o] B 2opn] =

LCMS RT= 7495, MH'331.1; 'H NMR (DMSO): 10.22 (1H, s), 8.45 (1H,d, J 8.1
Hz), 8.22 (2H, d, J 8.7 Hz), 8.13 (1H, d, J 8.5 Hz), 7.98 (2H, s), 7.89 (2H, d, J 8.9 Hz),
7.77-7.70 (1H, m), 7.65-7.59 (1H, m), 2.69-2.60 (1H, m), 1.14 (6H, d, J 6.7 Hz)
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[1011]

[1012]
[1013]

[1014]

[1015]

[1016]
[1017]

[1018]
[1019]

[1020]

[1021]

[1022]
[1023]

[1024]
[1025]

[1026]
[1027]
[1028]

[1029]

[1030]

N-(4- (12 [d] S AFE-2-21) ) o] 2 7 E] 2]

I

ey

LCMS RT= 6.48%, MH'281.1; '"H NMR (DMSO): 10.23 (1H, s), 8.14 (2H, d, J 8.9
Hz), 7.86 (2H, d, J 8.8 Hz), 7.79-7.75 (2H, m), 7.42-7.38 (2H, m), 2.70-2.60 (1H, m),

1.13 (6H, d, J 6.8 Hz)

W 3D (st 1D

Uz 2vel T yolAZ2 ooyl thal gEz=2vet 5 vjgd

s} 2t

N-(2-(2-E7 9 2 3 ) M2 [d] $AFE-5-9) 3 E) 2ofu] =

LCMS RT=6.102, MH'299.0;'"H NMR (DMSQ): 10.07 (1H, s), 8.25-8.19 (2H, m),
7.75 (1H, d, J 8.8 Hz), 7.72-7.66 (1H, m), 7.58-7.42 (3H, m), 2.33 (2H, t, J 7.5 Hz), 1.71-

1.59 (2H, m), 0.94 (3H, t, /7.4 Hz)

N-(2-(2-FF e zad)lx[d]SAFE-5-Y) o] - E 2ot =

LCMS RT=6.095, MH*299.0; '"H NMR (DMSO): 10,09 (1H, s), 8.31-8.25 (2H, m),
7.81 (1H, d, J 8.8 Hz), 7.78-7.72 (1H, m), 7.64 (1H, d, J 8.7 1.8 Hz), 7.58-7.48 (2H, m),

2.74-2.65 (1H, m), 1.20 (6H, d, J 6.8 Hz)

N-(2-(3-EF 9 23 ) M2 [d] $AFE-5-9) 3 E) 2ofu] =

LCMS RT= 6392, MH'299.0; '"H NMR (DMSO): 10.12 (1H, s), 8.24 (1H, d, J 1.9
Hz), 8.12-8.08 (1H, m), 8.02-7.97 (1H, m), 7.79 (1H, d, J 8.8 Hz), 7.75-7.70 (1H, m),
7.63-7.53 (2H, m), 2.38 (2H, t, J 7.4 Hz), 1.77-1.64 (2H, m), 1.00 3H, t, J 7.4 Hz)

N-(2-(3- 579 25 D) W2 [d] SAHE-5-90) o] 2 E] Zopv] =

LCMS RT= 6.37%, MH*299.0; "H NMR (DMSO): 10.08 (1H, s), 8.26 (1H, d, J 1.9
Hz), 8.12-8.08 (1H, m), 8.02-7.97 (1H, m), 7.79 (1H, d, J 9.0 Hz), 7.75-7.69 (1H, m),

7.63 (1H, dd, J 8.8 1.9 Hz), 7.59-7.52 (1H, m), 2.73-2.66 (1H, m), 1.19 (6H, d, J 6.9 Hz)

N-(2-CAIZ[d][1,3] 0] S %-5-2) M1 2 [d] S AHE-5-9) o] 2:3-E] 2o} ]

LCMS RT= 6,145, MH"324.9; "H NMR (DMSO): 10.04 (1H, s), 8.18 (1H, d, J 1.8
Hz), 7.82 (1H, dd, J 8.2 1.8 Hz), 7.73-7.69 (2H, m), 7.58 (1H, dd, J 8.7 2.0 Hz), 7.20
(1H, 4, J8.2 Hz), 6.24 (2H, s), 2.72-2.65 (1H, m), 1.19 (6H, d, J 6.9 Hz)

e 2-(4-ZF22H )M E[d]| SAIE-5-L 72 rY o] E

LCMS RT= 7.142, MH' 317.1; '"H NMR (DMSO0): 9.80 (1H, s), 8.18 (2H, d, J 8.6
Hz), 7.96 (1H, d, J 1.7 Hz), 7.71-7.67 (3H, m), 7.45 (1H, dd, J 8.8 2.0 Hz), 4.16 (2H, q, J

7.2 Hz), 1.27 (34, t, J 7.1 Hz)

W SE (3hgH

ot

—
—

)

=1
=

DMAPO] Bt & whg-Eoll H7bsklths A& Alelstars 3y

N-(2-(4-Z 229 )R [d] SAE-6-Y) o] A F-E Eolr| =

3Ccet

&

LCMS RT=7.07%, MH'314.9;"H NMR (DMSO): 10.15 (1H, s), 8.29 (1H, d, J 1.7
Hz), 8.18 (2H, d, J 8.8 Hz), 7.73 (1H, d, J 8.7 Hz), 7.68 (2H, d, J 8.7 HZ), 7.49 (1H, dd, J

8.7 1.9 Hz), 2.64 (1H, t, J 6.8 Hz), 1.14 (6H, d, J 6.8 Hz)
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[1038]

[1039]

[1040]
[1041]

[1042]

[1043]

[1044]
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[1048]

[1049]

=50l 10-1472248

omn

N-(2-(4-Z R 2D [d] SAE-6-Y) F-E Zolr| =

LCMS RT=7.07%, MH'314.9;'"H NMR (DMSO): 10.20 (1H, s), 8.29 (1H, d, J 1.7
Hz), 8.18 (2H, d, J 8.8 Hz), 7.73 (1H, d, J 8.7 Hz), 7.68 (2H, d, J 8.7 Hz), 7.43 (1H, dd, J
8.7 1.9 Hz), 2.34 (2H, t, J 7.3 Hz), 1.71-1.59 (2H, m), 0.94 (3H, t, J 7.4 Hz)

N-(2-(4-S 2 ZAD)AZ[d] SAIE-S- DA F R EZZ AT EE 2olu| =

LCMS RT= 6.60%, MH"313.1;'H NMR (DMSO): 10.39 (1H, s), 8.20-8.15 (3H, m),
7.74-7.68 (3H, m), 7.54 (1H, d, J 8.9 2.1 Hz), 1.84-1.76 (1H, m), 0.81-0.78 (4H, m)

N-(2-(4-S 22 )iz [d] SAHE-S- A F R BTtE R 2ot =

LCMS RT= 7.07%, MH" 327.0; *H NMR (DMSO0): 9.91 (1H, s), 8.21-8.17 (3H, m),
7.73-7.67 (3H, m), 7.55 (1H, d, J 8.9 2.1 Hz), 2.33-1.81 (7H, m)

W 3F (SR3tE 1D

44,4V B0 RN-(2-p- B A ME[d] S A E-5-91) HEropn] =

Ax gudEEoln|= (5 nl) F 4,4,4-EZSF 258 (128 mg, 0.90 mmol)ol]l HATU (397 mg, 1.05 mmol)
9 tolAxz g goelyl (496 nl, 2.85 mmol)S H7FSIATE.  o]ojA, V] EF}ES A2 10% Sk
Hksldth.  olojA | 2-p-EHWE[d]SAFE-5-oF4 (200 mg, 0.95 mmol)S H7}sta, AAH EFES A2 4

b &< wRkETE.  dE ol EHCIEE HUtsta, f71%S XS FA NaLO: o2 13] Al skar, o]ojA
ArE E=uE AFHE STt #qe 4715 75 MgS0, dellAl A7 A, SEAIFT. AdE TAE 9

g opAlH Ol E/EAT 40:60 v/vE Selshs AY AmviEIHIE GAste] 26.7 ng (8%)9] FA }EEE

(LCMS RT= 6.77%, MH"348.9)

'H NMR (DMSO): 10.28 (1H, s), 8.12 (1H, d, J 1.9 Hz), 8.08 (2H, d, J 8.2 Hz), 7.72
(1H, d, J 8.8 Hz), 7.50 (1H, dd, J 8.8 2.1 Hz), 7.43 (2H, d, J 8.1 Hz), 2.67-2.56 (4H, m),
2.42 (3H, 5)

§7) BE SRS BT AUk el mel Alzskelh,
37 B A|-N-(2-p- B AN [d] $AHE-5-21) T2 ghopr =

LCMS RT= 6.03%, MH'311.0;"H NMR (DMSO): 10.13 (1H, s), 8.14 (1H, d, J 2.2
Hz), 8.08 (2H, d, J 8.4 Hz), 7.70 (1H, d, J 8.9 Hz), 7.52 (1H, dd, J 8.9 2.0 Hz), 7.43 (2H,
d,J8.3 Hz), 3.65 (2H, t, J 6.2 Hz), 3.26 (3H, 9), 2.61-2.56 (2H, m), 2.42 (3H, 5)

Tert-F¥-3-54-3-(2-F Il [d] SAE-5-Holu| ) T2 LIl vl o] E

LCMS RT= 6223, MH' 382.0; '"H NMR (CDCl): 8.19-8.14 (2H, m), 7.89 (2H, s),
7.50-7.42 (5H, m), 5.15-5.05 (1H, br), 3.49-3.43 (2H, m), 2.59 (2H, t, J 7.6 Hz), 138
(9H, 5)

3.3,3- B E %0 2N-(2-p- B Y WE[d] S AHE-5-9) L2 fofn] =

LCMS RT= 14015, MH'335.0; "H NMR (DMSO): 10.48 (1H, s), 8.11-8.08 (3H,
m), 7.75 (1H, d, J 9.0 Hz), 7.49 (1H, dd, J 8.7 2.1 Hz), 7.44 (2H, d, J 8.0 Hz), 3.55 (2H,
q,/10.9 Hz)

N-(2-(4-F 22 M E[d]SAHE-5-9)-3-v A 2 oln| =

LCMS RT=6.32%, MH'331.1; '"H NMR (DMSO): 10.17 (1H, s), 8.22-8.17 (3H, m),
7.74-7.68 (3H, m), 7.54 (1H, dd, J 8.9 2.1 Hz), 3.65 (2H, t, J 6.1 Hz), 3.26 (3H, s), 2.59
(2H, t, J 6.1 Hz)
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N-(2-(4-Z 223 D)2 [d] $AHE-5-9)-3,3,3-Ee| EF o 2 2 qholn] =

LCMS RT= 6.72%, MH"354.7;'"H NMR (DMSO): 10.52 (1H, s), 8.21 (2H, d, J 8.7
Hz), 8.14 (1H, d, J 2.0 Hz), 7.78 (1H, d, J 8.7 Hz), 7.70 (2H, d, J 8.7 Hz), 7.52 (1H, dd, J
8.8 2.1 Hz), 3.56 (2H, q, J 11.1 Hz)

N-(2-(3,4-U 22 25 D) M A [A] SALE-5-9)-3,3,3-E2| 7 Q. 2 T2 gholn| =

LCMS RT= 7.41%, MH"388.8; '"H NMR (DMSO): 10.54 (1H, s), 8.36 (1H, d, J 2.0
Hz), 8.17-8.14 (24, m), 7.90 (1H, d, J 8.4 Hz), 7.80 (1H, d, J 8.8 Hz), 7.54 (1H, dd, 7 8.9
2.1 Hz), 3.56 (2H, q, J 11.1 Hz)

N-(2-(2,3-01 22 2o )M 2 [d] §A1E-5-9)-3,3,3-E 2o R T 2 Frohr] =

LCMS RT= 6765, MH" 388.9; "H NMR (DMSO): 10.55 (111, s), 8.20 (111, d, J 1.9
Hz), 8.12 (1H, dd, J 7.9 1.6 Hz), 7.94 (1H, dd, J 8.1 1.6 Hz), 7.83 (1H, d, J 8.8 Hz), 7.64-
7.55 (2H, m), 3.58 (2H, q, J 11.1 Hz)

btk AZYeta, olon Medld 08 B

(<0

37 eSS HAE Boc-obu|mAbS AlEsle] W FE =
oF T] &4k & 4 M HCIS AME3FY] Boc7| S € 1H.3319C)
d-

-2-Ft2 5 ol =

- =

(S)-N-(2-(4-ZF 2 2H D )NZ[d]2AIE-5-4) T =4

LCMS RT=4.54%, MH"342.0; 'H NMR (DMSO): 10.15 (1H, s), 8.23 (1H, d, J 1.7
Hz), 8.19 (2H, d, J 8.7 Hz), 7.74-7.63 (4H, m), 3.75-3.69 (1H, m), 2.91 (2H, t, J 6.5 Hz),
2.12-2.00 (1H, m), 1.90-1.60 (3H, m)

(9)-N-(2-(4-2 2 29 D) W 2 [d] SAFE-5-2)-2- (A W ohv] 1) S 2 o v =

LCMS RT= 4.46%, MH"330.1; 'H NMR (DMSO): 8.20-8.10 (3H, m), 7.67 (2H, d, J
8.8 Hz), 7.58-7.47 (2H, m), 3.00 (1H, q, J 6.8 Hz), 2.24 (3H, s), 1.16 (3H, d, J 6.8 Hz)

3l7] eSS H-I Fmoc-olr]=AHS Abgste] v SF2 53, AZHE A, oloja ¥ d e d/DIF
20:80 v/vE AF&3}o] Fmoc7|E ©H I8},
(9)-2-o1 =-N-(2-(4-FZZADHNZ[d] SAE-5-Y) T2 Foln| =

LCMS RT= 4.46%, MH'316.1; "H NMR (CDCL): 9.56 (1H, s), 8.11 (2H, d, J 8.7
Hz), 7.98 (1H, d, J 1.9 Hz), 7.55 (1H, dd, J 8.8 2.1 Hz), 7.46-7.41 (3H, m), 3.60 (1H, q, J
7.0 Hz), 1.41 (3H, d, J 7.0 Hz)

W 3G (35

= 1D
A Bretel= Bl 4ahs

& Abgatelthe e Alslshas Wy acsh 2k,

1261d] 9 A1 E-5-0) o Al =] =

m{n

T
2,2,2-E8]ZF 0 2-N-(2-p- =¥

LCMS RT= 6.93%2, MH"'321.0; 'H NMR (DMSO): 11.46 (1H, br), 8.22 (2H, d, J 8.6
Hz), 8.15 (1H, d, J 1.9 Hz), 7.85 (1H, d, J 8.8 Hz), 7.73-7.68 (3H, m)

N-(2-(4-F 22 )M E[d]| 5AE-5-9)-2,2,2-Eg S F QL ZopA| Eotr| =

LCMS RT=7.122, MH"340.8; "H NMR (DMSO): 11.43 (1H, br), 8.12-8.09 (3H, m),
7.82 (1H, d, J 8.8 Hz), 7.67 (1H, dd, J 8.9 2.1 Hz), 7.45 (2H, d, J 8.0 Hz)

W 3H (3RshE 1D

3-R 2 F o] eN-(2- | I M2 [d] $AHE-5-) TR wopr| =

E7F4d (2.5 mL) T 2-AdNME[d]SAFE-5-°}7] (75 mg, 0.36 mmol) ! HE 3-FE2ZZ -T2y -oo]E (63
uL, 0.39 mmol)el &<l (0.22 nl, 0.43 mmol) & EwWELTrjFe] 2 M £48 HArteign. A9 &

[ =4 h
2 vholmEeleln Wl 160 TolA 5% B9 28] Adstdnt. WA F, FEMIEF §A2 Wstn,
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[1073]

[1074]
[1075]

[1076]

[1077]

[1078]

[1079]

[1080]
[1081]

[1082]
[1083]

[1084]
[1085]

[1086]
[1087]

[1088]
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HEe g odHelER FEaqth, olold, §715S 4R AHSL, T F/15S TF NgS02 AEA
Atk WA %, ol ohAHlo B/ 50:50 v/vE &t AUt A= ERAA Bens S% A7
shar, lebgE Gelste] BAs: ARES 9ol 17.5 ng (149%)9] EAl HFES S5

(LCMS RT= 5.54%, MH'352.0)

'H NMR (DMSO): 10.25 (1H, s), 8.22-8.15 (3H, m), 7.73 (1H, d, J 8.8 Hz), 7.65-7.59
(3H, m), 7.52 (1H, dd, J 8.8 2.0 Hz), 3.60-3.57 (4H, m), 2.68-2.64 (2H, m), 2.44-2.41
(4H, m)

N-(2-H 9l 2 [d] 2 A}E-5-) Z 2 3-1-SZolu| =
AeoA t2Rade (2 al) F 2-sdMz[d]SAHE-5-okY (100 mg, 0.48 mmol)e] §<o] 2wl (83 ulL,
0.95 mmol) 2 olojA] ZEy-1-&3d Zedlo]= (61 uL, 0.52 mol)Z H7}slth. ololA, AAE g

204 1647 ZoF wuksldt. UZRauere Abea, §712S shaba] 2a goow AAstar)
%La} 8728 T NS0, AolA AZRAZI, ZWAATH AAE B84 nAS %3 54 Nal(0,0.52 A= st
o] 37.2 mg (25%)°] %A FES F5UT.

(LCMS RT= 6255, MH'317.0)

"H NMR (DMSO): 9.89 (1H, br), 8.21-8.18 (2H, m), 7.77 (1H, d, J 8.8 Hz), 7.66-7.59
(4H, m), 7.28 (1H, dd, J 8.8 2.1 Hz), 3.10-3.04 (2H, m), 1.77-1.64 (2H, m), 0.94 (3H, t, J
7.5 Hz)

37 e SA A el weh Axata, ol opAHo B} 30:70 v/ve felets Ay AmniE
EEEEIE BTy

N-(2-d il [d] SARS-5-) T2 3-2-EFolr| =

LCMS RT=6.162, MH"'317.0; '"H NMR (DMSO): 9.89 (1H, br), 8.21-8.18 (2H, m),
7.76 (1H, d, J 8.8 Hz), 7.69-7.59 (4H, m), 7.30 (1H, dd, J 8.8 2.2 Hz), 1.26 (6H, d, J 6.9
Hz)

N-(2-sd Wl 2 [d]SAE-5-L )il = Eofr =

LCMS RT= 6435, MH"350.8;'"H NMR (DMSO): 10.40 (1H, br), 8.15 (2H, dd, J 7.2
1.6 Hz), 7.77-7.74 (2H, m), 7.68-7.51 (7H, m), 7.46 (1H, d, J 2.1 Hz), 7.12 (1H, dd, 7 8.8
2.1 Hz)

N-(2-p-EdWE[d]SAHE-5-Y) T2 g-1-% Folv| =

LCMS RT= 6,532, MH'331.0; '"H NMR (DMSO): 9.85 (1H, br), 8.80 (2H, d, J 7.8
Hz), 7.74 (1H, d, J 9.0 Hz), 7.60 (1H, d, J 2.0 Hz), 7.44 (2H, d, J 8.1 Hz), 7.26 (1H, dd, J
8.7 2.2 Hz), 3.09-3.04 (2H, m), 2.42 (3H, s), 1.74-1.64 (2H, m), 0.94 (3H, t, J 7.6 Hz)

N-(2-p-EE W [d] SAHE-5-Y) T2 3-2-5 Folv| =

LCMS RT= 6,585, MH' 330.9; '"H NMR (DMSO): 9.85 (1H, br), 8.08 (2H, d, J 8.2
Hz), 7.72 (14, d, J 8.6 Hz), 7.62 (1H, d, J 1.8 Hz), 7.43 (2H, d, J 8.2 Hz), 7.28 (1H, dd, J
8.8 2.2 Hz), 2.60-2.57 (1H, m), 2.42 (3H, s), 1.26 (6H, d, J 6.8 Hz)

N-(2-(4-Z 22 D) NE[d] S AFE-5-2) TR R-1-% Fopv] =

LCMS RT= 6.81%, MH' 350.9; "H NMR (DMSO): 9.73 (1H, br), 8.20 (2H, d, J 8.7
Hz), 7.77 (1H, d, J 8.6 Hiz), 7.71 (2H, d, J 8.7 Hz), 7.63 (1H, d, J 1.9 Hz), 7.29 (1H, dd, J
8.8 2.2 Hz), 3.10-3.05 (2H, m), 1.77-1.65 (2H, m), 0.94 (3H, t, J 7.6 Hz)
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N-(2-(4-2 22 D)Wl 2 [d] SAFE-5-) TR -2-F Eohi| =

LCMS RT= 6.68%, MH"351.0; '"H NMR (DMSO): 9.88 (1H, br), 8.19 (2H, d, J 8.7
Hz), 7.76 (1H, d, J 8.8 Hz), 7.70 (2H, d, J 8.7 Hz), 7.65 (1H, d, J 2.0 Hz), 7.32 (1H, dd, J
8.8 2.2 Hz), 3.24 (1H, t, J 6.7 Hz), 1.26 (6H, d, J 6.7 Hz)

U 5 (3HE 1Y)

N-(31 2] 94~ vl &) -2-p-B L W 2 [d] SAHE-5-0}wl

AeoM 1,2-tF 220 & (20 nL) T 2-p-ELWZ[d]ZAIE-5-oF (500 mg, 2.32 mmol)oll o}AEALE
pl, 2.32 mmol) ¥ olAYIHLH S| = (222.5 nl, 2.29 mol)E H7lsta, 7] EFES A9
oF kel oo, UYEF Eﬂ%*ﬂ%ﬂiiﬁ@ﬂc (707 mg, 3.35 mmol)E H7}sti, =3

A 24417 B wwrElgith, olojA, AV EFES tFEEdugor 3AEa, f71ES £3F 54 NalC0.o
2 AASAT. 3 F715S B MgS0, Aol AFRAIZIaL, AT, AT IAES oY olAH ol E
a4k 20:800.2 &¥3te AY ARnEIHIR AASIe] 328 mg (47%)2] EA SF=S FSSFATE (LCMS
RT= 6.27%, MH 316.1).

'H NMR (DMSO): 8.50 (2H, d, J 6.0 Hz), 8.00 (2H, d, J 8.1 Hz), 7.48-7.37 (5H, m),
6.76-6.72 (2H, m), 6.51 (1H, t, J 6.2 Hz), 4.38 (2H, d, J 6.1 Hz), 2.39 (3H, 5)

N-ulld-2-3 Dl 2 [d] S AFE-5-o ]
LCMS RT=7.90%, MH"301.0;'"H NMR (DMSO): 9.14-8.10 (2H, m), 7.61-7.56 (3H,
m), 7.48-7.21 (6H, m), 6.79-6.75 (2H, m), 6.39 (1H, t, J 6.0 Hz), 4.32 (2H, d, J 6.1 Hz)
N-F-"-2-A D il = [d] SARE-5-0bR]

LCMS RT=825%, MH"267.0;'H NMR (DMSO): 8.16-8.12 (2H, m), 7.61-7.58 (3H,
m), 7.47 (1H, d, J 8.7 Hz), 6.81 (1H, d, J 2.1 Hz), 6.72 (1H, dd, J 8.8 2.3 Hz), 6.64 (1H, t,
J 5.5 Hz), 3.08-3.00 (2H, m), 1.64-1.51 (2H, m), 1.49-1.35 (2H, m), 0.94 (3H, t, J 7.2 Hz)

N-o] 2 FE-2-s| I Wl Z[d] &AL Z-5-0}1

LCMS RT=8.26%, MH'267.0;'"H NMR (DMSO): 8.15-8.12 (2H, m), 7.62-7.51 (3H,
m), 7.46 (1H, d, J 8.8 Hz), 6.81 (1H, d, J 2.1 Hz), 6.74 (1H, dd, J 8.8 2.3 Hz), 5.73 (1H, ¢,
J 5.6 Hz), 2.87 (2H, t, J 6.1 Hz), 1.95-1.82 (1H, m), 0.97 (6H, d, J 6.6 Hz)

N-FE-2-(4-F R 2d )2 [d]SAHE-5-ok

LCMS RT=9.582, MH"301.1; "H NMR (DMSO): 8.14 (2H, d, J 8.7 Hz), 7.66 (2H,
d, J 8.7 Hz), 7.47 (1H, d, J 8.7 Hz), 6.81 (1H, d, J 2.1 Hz), 6.73 (1H, dd, J 8.8 2.2 Hz),
6.67 (1H, t, J 5.7 Hz), 3.07-3.00 (2H, m), 1.62-1.53 (2H, m), 1.48-1.36 (2H, m), 0.94
(3H,t,J7.2 Hz)

2-(4-FR2I)-N-o| el 2 [d]SAE-5-0k

LCMS RT=8.85% MH" 301.0; "H NMR (DMSO): 8.14 (2H, d, J 8.7 Hz), 7.66 (2H,
d, J 8.7 Hz), 7.47 (1H, 4, J 8.8 Hz), 6.80 (1H, d, J 2.0 Hz), 6.75 (1H, dd, J 8.8 2.2 Hz),
5.75 (1H, t, J 5.7 Hz), 2.87 (2H, d, J 6.2 Hz), 1.93-1.82 (1H, m), 0.97 (6H, d, J 6.7 Hz)

N-H12-2-(4-2 2 231 d) i 2 [d] S AHE-5-0}

LCMS RT=8.39%, MH"335.0; '"H NMR (DMSO): 8.11 (2H, d, J 8.8 Hz), 7.65 (2H,
d, J 8.7 Hz), 7.47 (1H, d, J 9.4 Hz), 7.42-7.21 (5H, m), 6.81-6.78 (2H, m), 6.42 (1H, t, J
5.8 Hz), 4.32 (2H, d, J 6.8 Hz)
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N-F-"-2-p-E 2wl [d] §AFE-5-0}

LCMS RT=8.443, MH" 281.0; "H NMR (DMSO): 8.02 (2H, d, J 8.2 Hz), 7.46-7.38
(3H, m), 6.79 (1H, d, J 2.0 Hz), 6.69 (1H, dd, J 8.8 2.4 Hz), 5.62 (1H, t, J 5.7 Hz), 3.06-
3.00 (2H, m), 2.40 (3H, s), 1.62-1.53 (2H, m), 1.48-1.36 (2H, m), 0.94 (3H, t, J 7.2 Hz)

N-o] 25 8-2-p-E LW 2 [d] S AHE-5-0} 7]

LCMS RT= 8482, MH'281.0; '"H NMR (DMSO): 8.03 (2H, d, J 8.1 Hz), 7.45-7.38
(3H, m), 6.79 (1H, d, J 2.1 Hz), 6.71 (1H, dd, J 8.8 2.3 Hz), 5.70 (1H, t, J 5.7 Hz), 2.86
(21, t, J 6.3 Hz), 2.40 (3H, 5), 1.95-1.81 (1H, m), 0.97 (6H, d, J 6.7 Hz)

N-#ll

A-g-p- B2 [d] S AL E-5-0h0]

LCMS RT= 7.953%, MH"315.1; '"H NMR (DMSO): 8.00 (2H, d, J 8.1 Hz), 7.46-7.21
(8H, m), 6.77-6.73 (2H, m), 6.37 (1H, t, J 6.4 Hz), 4.32 (2H, d, J 6.0 Hz), 2.40 (3H, s)

2-(4-F 2 29 'd)-N,N-T] o] R W Wl 2 [d] S AHE-5-0} )

LCMS RT=17.03%, MH"357.1;'"H NMR (DMSO): 8.26 (2H, d, J 8.5 Hz), 7.80 (2H,
d, J 8.6 Hz), 7.67 (1H, d, J 9.0 Hz), 7.09 (1H, d, J 2.3 Hz), 6.96 (1H, dd, J 9.1 2.4 Hz),
3.32 (4H, d, J 7.2 Hz), 2.20-2.10 (2H, m), 1.02 (12H, d, J 6.6 Hz)

H} 6 (g‘ :61—% V)
1-9d-3-(2-Hd iz [d] $AE-5-Y ) -l o}

Ao tEF2EvE (2 nL) F 2-ddulZ[d]SAFE-5-0F7 (75 mg, 0.36 mmol)ol] ¥ o]AAjold|o]E (43
uL, 0.39 mmol)E F7}eFAT). L71 SBG Ao A 16417 Bk ks, AAE HAES o3 AAS
i, gEFEEdeos AHste] 99.9 mg (85%)Y EA 3I}gES =539

(LCMS RT= 6455, MH"330.1)

' NMR (DMSO): 8.85 (1H, 5), 8.71 (1H, 5), 8.22-8.19 (2H, m), 8.00 (1H, d, J 2.0 Hz),
7.71 (1H, d, J 8.9 Hz), 7.65-7.60 (3H, m), 7.50-7.47 (2H, m), 7.40 (1H, dd, J 8.8 2.1 Hz),
7.30 (2H, t, J 8.4 Hz), 7.02-6.95 (1H, m)

7] SRS FUH A Yol uket Alxskelrh,
1-0] 23 2 8-3- (2-5 I W £ [d] S AHE-5-21) $-el o

LCMS RT= 5945, MH"296.0; 'H NMR (DMSO): 8.47 (1H, s), 8.20-8.16 (2H, m),
7.93 (1H, d, J 1.9 Hz), 7.64-7.59 (4H, m), 7.30 (1H, dd, J 8.8 2.1 Hz), 6.03 (1H, d, J 7.5
Hz), 3.85-3.74 (1H, m), 1.12 (6H, d, J 6.5 Hz)

aohﬂ]j 7 (ﬁl.ELU V1)

N-(2-(4-Z 22 )W [d] § A E-5-2) N & = 2 9] Lo} ] =

A3 0 CAA FAIFHEF (15 mg, 0.37 mmol)ol HWEEFol= (10 mL) 5 N-(2-(4-S2Z23 )
d]SAFE-5-Y) 22920} = (100 mg, 0.33 mmol)2] &H& H7Isgitt. 0 ColA 108 ¥, vE 89
L (56 ul, 0.37 mmol)& #7letar, A7) &9& 16A17F 5ok AL ojgtz 7ttt olojM, 7] &
S old ofMHER 3|A5tar, ol 3AIZF B B2 AFEn. 3 F1ES F9 MgS0, Aol A

A71aL, SEAHY. AR 2AE oY opAElo|E/AM 50:50 v/vE £E|dle AY AZRvEIHYE AA
slo] 36.4 mg (35%)¢] EA 33t

L n:1J =
PN ot X

!

m{n
ruo
x
A @
QL'
x2
o

(LCMS RT=7.00%, MH'315.0)
'H NMR (CDCl): 8.13 (2H, d, J 8.6 Hz), 7.55-7.52 (2H, m), 7.46 (2H, d, J 8.6 Hz),
7.13 (1H, dd, J 8.3 2.0 Hz), 3.26 (3H, s), 2.04 (2H, q, J 7.6 Hz), 1.00 (3H, t, J 7.6 Hz)

W 7 (ShehE VIb)
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[1128]

[1129]

[1130]

[1131]
[1132]
[1133]

[1134]

[1135]
[1136]
[1137]

[1138]

[1139]
[1140]

[1141]

[1142]

[1143]

[1144]
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J
Jm
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10-1472248

N-(2-(4-Z 22 )M E[d] SAE-5-)-N-v D o] 2T E| 2ol =

LCMS RT=7.44%, MH"329.1; "H NMR (DMSO): 8.22 (2H, d, J 8.7 Hz), 7.91-7.87
(2H, m), 7.72 (2H, d, J 8.6 Hz), 7.43 (1H, d, J 8.3 Hz), 3.20 (3H, s), 2.46-2.42 (1H, m),
0.93 (6H, d, J 6.6 Hz)

2-(4-2 229 d)-N-o| &R E-N-w &l Z[d] FAIE-5-0}T

LCMS RT=10.59%, MH"315.1; '"H NMR (DMSO): 8.15 (2H, d, J 8.6 Hiz), 7.67 (2H,
d, 7 8.6 Hz), 7.56 (1H, d, J 9.0 Hz), 6.96 (1H, d, J 2.5 Hz), 6.84 (1H, dd, J 9.1 2.5 Hz),
3.17 (2H, d, J 7.3 Hz), 2.97 (3H, 5), 2.13-1.97 (1H, m), 0.90 (6H, d, J 6.7 Hz)

W 8 (het= VI

N-(2-(4-2 =23 ) WA [d] S AFE-5-2)-2- v Y = 2 3hE] @ o] =

110 ColA EF (2 mL) F N-(2-U-Z22HD)NZ[d]SAIE-SH-D) ol AF-E|Z2oln|= (50 mg, 0.16 mmol)ol
gZhell<= Aok (35 mg, 0.09 mmol)S #H7FsSlth.  AAHE 8§95 110 TolA 7AZ &<t 7Fgsislet. ¥4zl
5, &I5 B2 Mg, dY ofMHER FEIT. #e FUISE dFE AHE ts, T NS0, &
oM AzA7II, FEAZG. AR DAS oE ol B/ 20:80 v/vE §edte AW A=vtEY
92 GAste] 13.8 mg (26%)°] A FFES 538U

(LCMS RT=7.36%, MH"'331.2)

'H NMR (DMSO): 11.59 (1H, s), 8.37 (1H, d, J 2.0 Hz), 8.22 (2H, d, J 8.8 Hz), 7.83
(1H, d, J 8.7 Hz), 7.73-7.65 (3H, m), 3.18-3.09 (1H, m), 1.25 (6H, d, J 6.7 Hz)

W 9 (ShehE VIID

2-(4-F 22 D) ML) SAE-5-Tob et HEFEF RS o

0 CellAl & (3 ml) ¥ HEHZFLEZEA (5 5 50%, 2nl) 5 2-(4-F22Hd)ME[d] $AFE-5-°12 (500
mg, 2.04 mmol)e] &M & (2 mL) = olHAYEF (140 mg, 2.04 mmol)e] &S 5o Ax A7),
AAE EFES 0 CollA 151 &<k, 9 ojojA A2oA 1AZF St wRkalgivt.  ololx, AE o #atar,
a7 HESEFLREA &9 2 mges AlHsto] 370 mg (53%)° A ES F55kaL, ol 54

El
g glol whz Abgstelch,

W10 (3Rt 1X)

S-2-(4-Z 22 )R] FAIE-5-Y ol gE] ool E

ALo| A DMSO (2.8 mL) & ZF ElLolAHOE (130 mg, 1.13 mmol)e] Wy &oHo] DMSO (1.4 mL) = 2-
(4-Z22ADNR[d]2AIE-5-tolxF HEGZZF o284 o (370 mg, 1.08 mmol)S #H7}sladct. 15%
A7 EFES 70 CollA 1A+ Bk 71ds}

jr:
Ak, WAN B, BFES B2 G4, oold 4 A7 B
A" oldHelER FEAAT. T F715S AFE AHST, TF NgS0, A AEATIT, FRAZ
AR TAE ol (1D SLAElO E/E 5:95 v/v WA e ol AElo| B/ 15:85 v/v)E o] gato]

t oAy azdEadY gAsa, g dee/aer Asel 1.3 ng (3%)°] EAl BT
Ak,

e

o

M
o ol
- -

&
A~
S

(LCMS RT= 7.89%2, MH'304.2)
'H NMR (CDCl;): 8.24 (2H, d, J 8.7 Hz), 7.88 (1H, dd, J 1.7 0.4 Hz), 7.67 (1H, dd, J
8.7 0.4 Hz), 7.57 (2H, d, J 8.8 Hz), 7.46 (1H, dd, J 8.4 1.7 Hz), 2.51 (3H, 5)

1. A &g, 70°C, 1h

o X 2. MeCN, Pb(OAc), & & Phi(OAG), @:
A ; 4
R. B
(INHZ iR 100°C, 5%

(38 1A £=11B)

xz\o

WU 11A (3HEHE X)
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[1145]

[1146]

[1147]
[1148]
[1149]

[1150]

[1151]

[1152]

[1153]

[1154]

[1155]
[1156]

[1157]

[1158]
[1159]

[1160]

SES06 10-1472248

S-(eldEXxd)-2-(5-vgE e #ll-2-) Mz [d] SALE:

17 mL) % 2-opv|:=—4-(oleLxd) s (452.7 mg, 2.25 mmol)e] ¥k &No| 5-mg-2-E] Q 7= &
= (242 ul, 2.25 mmol)E HIIEth. A7l EFES 70 CTolA 708 Bt srEEelt. WA
ZFol FAHEol FAHAT. o3 H Agds FIAT F, AHE BEYES oHEYER (9.8 nl)oll &

, ' HEZoMEO]E (887 mg, 2 mmol)E H7FSITh. AAGE E3}ES 100 CollA 53 FF 7Fdskal
o WA & s ERES osta, oS AFstel ARG, AHE EFES oE ofAEHoE/
AAF 20:80 v/vE gEletE A9 AR EIYIYE ZASt, oloA Ak HPLCE AAlste] 2.2 mg (0.3%)9]

:
A AHBE FE

vl

(LCMS RT= 6.41%, MH'308.1)

"H NMR (DMSO): 8.22 (1H, dd, J 1.8 0.5 Hz), 8.02 (1H, dd, J 8.6 0.5 Hz), 7.92-7.88
(2H, m), 7.08 (1H, dd, J 3.7 1.0 Hz), 3.37 (2H, q, J 7.3 Hz), 2.60 (3H, 4, J 0.6 Hz), 1.12
(3H,1,J7.4 Hz)

H} 11B (‘ 61—% X)
W HEZloH o E di4l 8.2 FolaMlAl tolAH o] EE AMESIITHE AS Alstaie WH 1149 2.
s-(gdexd)-2-( 2 3-2-) Wl = [d] &AL E

LCMS RT= 6.082, MH'294.1; '"H NMR (DMSO): 8.26 (1H, d, J 1.7 Hz), 8.08-8.04
(3H, m), 7.93 (1H, dd, J 8.5 1.8 Hz), 7.36 (1H, dd, J4.9 3.8 Hz), 3.38 (2H, q, J 7.3 Hz),
1.13 (3H, t, J 7.4 Hz)

S-(dd=xd)-2-(3-vgd g e #l-2-d) M [d] SAME

LCMS RT= 6.45%, MH"308.1; '"H NMR (DMSO): 8.02 (1H, d, J 1.8 0.5 Hz), 7.81
(1H, dd, J 8.5 0.5 Hz), 7.69-7.66 (2H, m), 6.98 (1H, dd, J 5.0 0.4 Hz), 3.15 (2H, q, J 7.3
Hz), 2.47 (3H, s), 0.88 (3H, t, J 7.4 Hz)

5-(olg & d)-2-(5- e Feh-2-d )l = [d] SARE

LCMS RT= 5,535, MH'292.1; '"H NMR (DMSO): 8.00 (1H, d, J 1.8 0.6 Hz), 7.81
(1H, d, J 6.6 Hz), 7.69 (1H, dd, J 8.6 1.9 Hz), 7.26 (1H, d, J 3.7 Hz), 6.31-6.27 (1H, m),
3.18-3.14 (2H, m), 2.24 (3H, ), 0.90 (3H, , J 7.4 Hz)

5-( 8% ¥ D) -2-(4-v D E) & 9-2-9) il 2 [d] S AL

LCMS RT= 6402, MH' 616.9; "H NMR (DMSO): 8.24 (1H, d, J 1.8 0.5 Hz), 8.03
(1H, dd, J 8.6 0.5 Hz), 7.94-7.89 (2H, m), 7.65 (1H, t, J 1.2 Hz), 3.42-3.36 (2H, m), 2.32
(3H, d, 7 0.6 Hz), 1.12 (3H, t, J 7.5 Hz)

Ry
7 e Hlld
HATU, 971, DMF
Hoﬁ%Ro #, 16h (374 12) />—R9
XN
Xl
I (R=CcOOHY #$)
s ;.;*‘*ﬁof,‘g m NaH, Mel, DMF, tt, 16h
o (4 7)
T 1
HN

R
|
z{:[ >Ro E] :I>_R9

RER | QERY

X
HE[d] S AFE-5-7h 2 3 2eofo] =
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[1161]

[1162]
[1163]

[1164]

[1165]
[1166]

[1167]
[1168]

[1169]
[1170]

[1171]

[1172]

[1173]
[1174]

[1175]

[1176]

[1177]

[1178]
[1179]

=
[=)

Az gugz o= (10 mL) % 2-p-EZWZ[d]SAIE-5-7F 2544 (100 mg, 0.39 mm
0.44 mmol) % tjolAx2Hoeo}7l (206 pL, 1.18 mmol)S H7FEF3ATE.  o]ojA, A7

<
B ol wukslglth,  o]ojA], HEk-1-o}7 (43 pl, 0.44 mmol)S HA71eta, AAE EFJES AL
[e)
o

Bk uNksleltt.  oE olMEle|EE HIbsta, 7SS 3AIE B9 BEE A FHGI.
MgSO, Aol HAxzA71a, AL, A" 2AES oE olAlHo|E/AA 40:60 v/vE
nET# g2 FASIY] 26 mg (11%)9 %A &S 58190,

(LCMS RT=6.81%, MH*309.1)

'H NMR (CDCL): 8.22-8.15 (3H, m), 7.89 (1H, dd, J 8.1 1.1 Hz), 7.67 (1H, d, J 8.3

Hz), 7.40 (2H, d, J 7.5 Hz), 6.17 (1H, br), 3.59-3.52 (2H, m), 2.51 (3H, s), 1.72-1.64 (2H,

m), 1.54-1.46 (2H, m), 1.03 (3H, t,.J 7.3 Hz)

sl7] BE IFEES IS duk Wyl whal Alxzssi).

N-Z2F-2-p-EHMZ[d] SAIE-5-TI2H 2oln| =

LCMS RT= 6425, MIH"'295.1; "H NMR (CDCL): 8.08 (2H, d, J 8.2 Hz), 8.04 (1H,

d, J 1.4 Hz), 7.77 (1H, dd, J 8.5 1.7 Hz), 7.54 (1H, d, J 8.6 Hz), 7.28 (2H, d, J 7.9 Hz),
6.07 (1H, br), 3.44-3.37 (2H, m), 2.39 (3H, s), 1.65-1.55 (2H, m), 0.95 (3H, t, J 7.5 Hz)

N-o] 23 2 2 -0-p- B I 2 ] $ A E-5-7h2 B o] =

LCMS RT= 6385, MH"295.1; 'H NMR (CDCl): 8.20 (2H, d, J 8.2 Hz), 8.15 (1H,
d, J 1.4 Hz), 7.87 (1H, dd, J 8.5 1.8 Hz), 7.65 (1H, 4, J 8.5 Hz), 7.40 (2H, d, J 8.0 Hz),
6.00 (1H, br), 4.43-4.31 (1H, m), 2.51 (3H, 5), 1.35 (6H, d, J 6.6 Hz)

2-p-BL ML [d] SAE-5-7h 2 B 20| =

LCMS RT=5.613, MH'253.0; 'H NMR (DMSO): 8.30 (1H, d, J 1.2 Hz), 8.12 (2H,
d, J 8.2 Hz), 7.98 (1H, dd, J 8.5 1.7 Hz), 7.81 (1H, d, J 8.5 Hz), 7.45 (2H, d, J 8.0 Hz),
2.44 (3H, 5)

2-(4-FR2vd)N-o| L2 AWz [d] SAFE-5-7t2 R 2o =
LCMS RT=6.68%, MH"315.5; 'H NMR (DMSO): 8.36-8.31 (2H, m), 8.23 (2H, d, J

8.7 Hz), 7.98 (1H, dd, J 8.5 1.7 Hz), 7.87 (1H, d, J 8.5 Hz), 7.72 (2H, d, J 8.7 Hz), 4.19-
4.08 (1H, m), 1.21 (6H, d, J 6.6 Hz)

2-(4-Z R 2 D) NE[A] SAE-5-71 2 B 2ofv] =

LCMS RT= 5813, MH"273.2; 'H NMR (DMSO): 8.11 (1H, s), 8.01 (2H, d, J 8.3
Hz), 7.89 (1H, br), 7.78 (1H, d, J 8.6 Hz), 7.64 (1H, d, J 8.6 Hz), 7.49 (2H, d, J 8.3 Hz),
7.25 (1H, br)

W 8 (Shgh= o]4-VI)

2-(4-Z 22 ) N- il 2[d]SAE-5-7 2 H 2ohn] =

LCMS RT= 6.095, MH' 286.9; 'H NMR (DMSO): 8.57 (1H, br), 8.28 (1H, d, J 1.2
Hz), 8.23 (2H, d, J 8.7 HZ), 7.96 (1H, dd, J 8.6 1.7 Hz), 7.87 (1H, d, J 8.6 Hz), 7.72 (2H,
d, J 8.6 Hz), 2.83 (3H, d, J 4.5 Hz)

2-(4-F R 2 H)-N-o] AZ 2 I-N-m Ll 2 [d] SAE-5-FF 2 2= olm] =

LCMS RT= 6.90%, MH"329.0; 'H NMR (DMSO): 8.23 (2H, d, J 8.6 Hz), 7.88-7.81
(2H, m), 7.72 (2H, d, J 8.7 Hz), 7.44 (1H, d, J 8.2 Hz), 2.88-2.78 (3H, m), 1.18-1,12 (6H,

m)

U 7 (33 o] A-VID
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[1180]

[1181]

[1182]
[1183]
[1184]

[1185]

[1186]
[1187]

[1188]

[1189]
[1190]

[1191]

[1192]

[1193]

[1194]

[1195]

omn
J
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2-(4-2 2 27 )N-0] 23 2 W 2 [d] $AFE-5-7F 2 R E] Q o] =

LCMS RT= 7373, MH*331.0; "H NMR (DMSO): 10.18 (1H, d, /7.3 Hz), 8.23 (2H,
d,J8.8 Hz), 8.11 (1H, dd, J 1.7 0.5 Hz), 7.88 (1H, dd, J 8.6 1.8 Hz), 7.83 (1H, dd, J 8.8

a0 B(OH),

Z O, 1_@

Br{j[ />_Rg Rg
XN

p,
wtola s, 684k, B KpCO;, 5 N
Pd(PPhj),, 150°C, 15 % (4 13) Ry P
1 (R=Brd 3%) Ry =NH, X i 130
Ry= NHC(O)MB)

254, NEty, Pd(PPh;),,
125°C, 18h (4413B)

o‘/ A0,
99 AYE2Ad o= CER j‘“ﬁ
Xilb

W 13 (SF3HE XTD)

5-(4-m| 5 A3l d)-2-p-EH Wl = [d] SAHE

t22k (1.5 ml) % 5-BEEX-2-p-5ZWZ[d]SAE (146.1 mg, 0.50 mmol)2] &<do] & (0.5 mL), 4-WEA|
HIdBEZA (114 mg, 0.75 mmol), EMFZH (138 mg, 1.00 mmol) @ HEZI|A(EgHALz2~a)Zg500) (3
mg)S A7betalch. AdE AHAE molaz Yol i 150 CollA 158 St 7hdsioint. WA 5, A7
S ES B2 gA4sta, od olAHolER FEIAh. 7S F715S - NgS0y el Al AE:AI7 AL, FHbAl
. AAE ZAES dY ol E/AA 1:99 v/vE &¥stE AW ARZvEIHIAZ AAS 60 mg
(38%)9] A Bd=s F5IAT

oy

i)

(LCMS RT=9.18%, MH'316.1)
"H NMR (DMSO): 8.12 (2H, d, J 8.2 Hz), 7.99 (1H, d, J 1.5 Hz), 7.82 (1H, d, J 8.5 Hz),
7.71-7.64 (3H, m), 7.45 (2H, d, J 8.0 Hz), 7.06 (2H, d, J 8.8 Hz), 3.82 (3H, s), 2.43 (3H,
5)

o] mE e Y Ak el w Azaolrt.

N-(4-(2-(4-2 R 23 D) M2 [d] §AHE-5-2) 3 ) o} A Eopu] =

LCMS RT=7.513, MH"'362.8; '"H NMR (DMSO): 10.04 (1H, s), 8.23 (2H, d, J 8.5
Hz), 8.05 (1H, d, J 1.6 Hz), 7.86 (1H, d, J 8.5 Hz), 7.73-7.69 (7H, m), 2.09 (3H, s)

2-(4-2 2230 D) -5-(4-(NDEED) A D) M2 [d] AL

LCMS RT=831%, MH"397.8; '"H NMR (DMSO): 8.27-8.23 (3H, m), 8.09-7.94 (5H,
m), 7.85 (1H, dd, J 8.6 1.8 Hz), 7.73 (2H, d, J 8.7 Hz), 3.39-3.34 (2H, m), 1.16 3H, t, J
7.5 Hz)

g 4-(2-(4-FEE2HL)NE[d]SAE-5-Y)H x| o E

LCMS RT= 934, MH"363.9; '"H NMR (DMSO): 8.25 (2H, d, J 8.7 Hz), 8.20 (1H,
d, J 1.3 Hz), 8.08 (2H, d, J 8.6 Hz), 7.95-7.91 (3H, m), 7.83 (1H, dd, J 8.6 1.8 Hz), 7.73
(2H, d, J 8.7 Hz), 3.90 (3H, 5)

N-(3-(2-(4-Z 22 DMZE[d]SAIE-5-L)H D) oA Eolr| =

LCMS RT= 7.405, MH" 363.0; "H NMR (DMSO): 10.05 (1H, s), 8.25 (2H, d, J 8.7
Hz), 8.00 (1H, d, J 1.4 Hz), 7.98-7.95 (1H, m), 7.90 (1H, d, J 8.5 Hz), 7.72 (2H, d, J 8.8
Hz), 7.67 (1H, dd, J 8.5 1.8 Hz), 7.60-7.57 (1H, m), 7.42-7.40 (2H, m), 2.09 (3H, s)
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[1196]

[1197]
[1198]

[1199]

[1200]

[1201]

[1202]

[1203]
[1204]

[1205]

[1206]

[1207]
[1208]

[1209]

[1210]

[1211]
[1212]

[1213]
[1214]

[1215]

(2R Y)5-(--R2 e el d)xd] LS

LCMS RT=17.49%, MH"391.0; '"H NMR (DMSO): 8.23 (2H, d, J 8.9 Hz), 8.00 (1H,
d,J 1.4 Hz), 7.83 (1H, d, J 8.6 Hz), 7.74-7.67 (31, m), 7.64 (2H, d, J 8.9 Hz), 7.06 (2H,
d, J 8.9 Hz), 3.79-3.75 (4H, m), 3.19-3.15 (4H, m)

2-(4-2 229 d)-5-- (e o))l = [d] S

LCMS RT=10.82%, MH"365.7; "H NMR (DMSO): 8.25 (2H, d, J 8.7 Hz), 8.11 (1H,
d, J 1.4 Hz), 7.89 (1H, d, J 8.6 Hz), 7.77-7.70 (3H, m), 7.62 (1H, t, J 1.7 Hz), 7.55 (1H,
dt, J 7.6 1.2 Hz), 7.44 (1H, t, J 7.6 Hz), 7.35-7.32 (1H, m), 3.09 (2H, q, J 7.3 Hz), 1.29
(3H, t,J7.4 Hz)

N-(2-(2-(4-Z ERA DM E[d]EAE-5-) F D) oA Eopr] =

LCMS RT= 6843, MH" 363.0; "H NMR (DMSO): 9.29 (1H, s), 8.24 (2H, d, J 8.6
Hz), 7.86 (1H, d, J 8.4 Hz), 7.78-7.76 (1H, m), 7.72 (2H, d, J 8.5 Hz), 7.53-7.29 (5H, m),
1.87 (3H, 5)

2-(4-F 2 29 d)-5-(4-r 5 A ) 2] W -3-2 2 4] SALE

LCMS RT=7.46%, MH"337.0; '"H NMR (DMSO): 8.49 (1H, d, J 5.8 Hz), 8.45 (1H,
5), 8.24 (2H, d, J 8.9 Hz), 7.95 (1H, d, J 1.7 0.5 Hz), 7.87 (1H, dd, .J 8.5 0.6 Hz), 7.72
(2H, d, J 8.8 Hz), 7.58 (1H, dd, /8.5 1.7 Hz), 7.21 (1H, d, J 5.8 Hz), 3.89 (3H, 5)

2-(4-2 2 25 d)-5-(6-1 5 A1 7] 2] €l-3-2) ) Ml 2 [d] A1

LCMS RT=8.83%, MH'337.0; '"H NMR (DMSO): 8.57 (1H, dd, J 2.6 0.6 Hz), 8.24
(2H, d, J 8.8 Hz), 8.13-8.10 (2H, m), 7.89 (1H, dd, / 8.6 0.5 Hz), 7.75-7.70 (3H, m), 6.95
(1H, dd, J 8.6 0.6 Hz), 3.92 (3H, s)

3-(2-(4-ZE 2D E[d] SAE-5-) w24t

LCMS RT=4.62%, MH"350.1; 'H NMR (DMSO): 8.27-8.23 (3H, m), 8.12 (1H, d, J
1.4 Hz), 8.03-7.95 (2H, m), 7.91 (1H, d, J 8.7 Hz), 7.78 (1H, dd, /8.5 1.8 Hz), 7.72 (2H,
d, J8.8 Hz), 7.64 (1H, t, J 7.7 Hz)

2-(4-2 2 23 Y)-5-(6-F 2 2 7 2] D-3-9 ) Wl 2 [d] AL

LCMS RT= 8,592, MH" 340.9; "H NMR (DMSO): 8.33 (1H, d, J 2.2 Hz), 8.28-8.23
(4H, m), 7.95 (1H, d, J 8.6 Hz), 7.83 (1H, dd, J 8.5 1.8 Hz), 7.73 (2H, d, J 8.7 Hz), 7.65
(1H, d, /8.4 Hz)

2-(4-2 223 D)-5-(6-F 0.2 7 el A-3-9D) i 2[d] $AHE

LCMS RT= 8.05%, MH"325.0; '"H NMR (DMSO): 8.65 (1H, d, J 2.7 Hz), 8.39 (1H,
td, J 8.2 2.7 Hz), 8.25 (2H, d, J 8.7 Hz), 8.20 (1H, dd, J 1.8 0.5 Hz), 7.94 (1H, dd, J 8.6
0.6 Hz), 7.80 (1H, dd, J 8.6 1.9 Hz), 7.73 (2H, d, 7 8.7 Hz), 7.33 (1H, dd, J 8.6 3.0 Hz)

2-(4-222Ad)-5-(6-RaEe g d-3- )Ml [d] SAHE

LCMS RT=8.46%, MH"391.8; "H NMR (DMSO): 8.55 (1H, d, J 2.4 Hz), 8.23 (2H,
d, J 8.7 Hz), 8.06 (1H, d, J 1.4 Hz), 7.98 (1H, dd, J 8.9 2.6 Hz), 7.86 (1H, d, J 8.8 Hz),
7.73-7.69 (3H, m), 6.96 (1H, d, J 8.9 Hz), 3.75-3.71 (4H, m), 3.53-3.49 (4H, m)

2-(4-2 2 25 d)-5-(6- 5 4] 7] 2] l-2-9) ) Ml 2 [d] AL

LCMS RT=9.842, MH"337.1; "H NMR (DMSO): 8.54 (1H, d, J 1.6 Hz), 8.26-8.23
(3H, m), 7.91 (1H, 4, J 8.7 Hz), 7.82 (1H, t, J 7.9 Hz), 7.74-7.68 (3H, m), 6.81 (1H, d, J
8.1 Hz), 4.00 (3H, 5)
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3-(2-(4-ZF2ZA )M [d] SAE-5-9) ol ™

LCMS RT=7.78%, MH'321.1; "H NMR (DMSO): 8.24 (2H, d, J 8.7 Hz), 7.73 (1H,
dd, J 1.8 0.4 Hz), 7.85 (1H, d, J 8.5 Hz), 7.72 (2H, d, J 8.8 Hz), 7.63 (1H, dd, J 8.6 1.8
Hz), 7.13 (1H, t, J 7.8 Hz), 6.90 (1H, t, J 1.9 Hz), 6.87-6.82 (1H, m), 6.62-6.57 (1H, m),
5.19 (2H, 5)

4-(2-(4-Z 22D [d] SAE-5-9) o’

LCMS RT=7.77%, MH'321.1; '"H NMR (DMSO): 8.22 (2H, d, J 8.7 Hz), 7.91 (1H,
d, J 1.5 Hz), 7.78 (1H, d, J 8.6 Hz), 7.71 (2H, d, J 8.6 Hz), 7.61 (1H, dd, J 8.6 1.8 Hz),
7.43 (2H, d, J 8.6 Hz), 6.67 (2H, d, J 8.6 Hz), 5.26 (2H, s)

5-(2-(4-Z 225D N2 [d] S AFE-5-2) 3 & F-2-0}w]

LCMS RT= 7.12%, MH"'322.1; 'H NMR (DMSO): 8.32 (1H, d, J 2.2 Hz), 8.23 (2H,
d, J 8.7 Hz), 7.98 (1H, d, J 1.4 Hz), 7.84-7.77 (2H, m), 7.72 (2H, d, J 8.7 Hz), 7.64 (1H,
dd, 7 8.5 1.8 Hz), 6.56 (1, d, J 8.6 Hz), 6.09 (2H, s)

4-(5-(4-F 22 DN Z[d]SAE-2-Y)o}d A
LCMS RT=7.73%, MH"320.9; '"H NMR (DMSO): 7.94 (1H, d, J 1.5 Hz), 7.89 (2H,
d, J 8.6 Hz), 7.78-7.74 (3H, m), 7.60 (1H, dd, J 8.6 1.8 Hz), 7.53 (2H, d, J 8.6 Hz), 6.71

(2H, d, J 8.7 Hz), 6.04 (2H, s)

W 132 (3H3HE X11a)

N-(5-(2-(4-F 223 ) 2 [d] $AHE-5-9) 7] 2] ©-2-9) ol 4| Eo}u] =

A2dA Ax IEd (3 nl) T 5-2-4-F22HDHNE[d]SAE-5-Y) I d-2-o17 (96.5 mg, 0.30 mmo
Dell otAld E=gto]= (26 uL, 0.36 mmol)E @7%}3, 80 TelA 40A17F &<t wyksigit.  WZpAIZl 3,
A7l EFES Bl Fo AHMES S5, A AASGT. A" TAE oY olMEle]E/EE 20:80
v/vE &8dte A9 ARvETHIE GAlste] 45 mg (41%)9] A sEES 5T

'H NMR (DMSO): 10.61 (1H, s), 8.73-8.71 (1H, m), 8.24 (2H, d, J 8.6 Hz), 8.18-8.16

(3H, m), 7.91 (14, d, J 8.5 Hz), 7.79 (1H, dd, J 8.6 1.8 Hz), 7.73 (2H, d, J 8.6 Hz), 2.13
(34, s)

i)

Y 13b (3}3HE XI11b)
H e o & ¥ A3 y|o] E

2 FAE AxF ([Xu, Y. et al., Synthesis, 1984, 778-780.]1 =)ol we}, tod o"HE (15 mL) = H|
2 mL, 66.75 mmol) % Ego|Eoldl (4.23 mL, 30.35 mmol)e] £ 0 TeolA dod oe= (30
F2E¥27 (3.15 mL, 30.35 mmol) el &N H7skdet. A7 9E5d T A" SHYE
2t TAA WAAZ &, AdE 2AE ostar, Hold deH=22 MFsqrt. o]
A, AFAES FEAA FA 0AdS 551, olF oI AR glo] v dAA ALgatt.
YE2I YO E
24 EZd (10 nL) F 5-E2R-2-p-EHWE[d]SAE (519.7 mg, 1.68 mmol) @ wWE o EZAgolE
(276.9 mg, 2.02 mmol)o] EIEZI|A~(EFHAIEAH)Z5E(0) (101.6 mg) 2 EoEoldl (7.5 mL, 5.4
mol)& H7Fsit. AdHE de 23F 18A17F B FFesith. WZAZl &, odlE oA H Ol EE It
staL, 7128 B2 A, &3 f715S T MgS0, AolA dxA7 A, FEAAY. A" 1A S
TH) (Ao 7 Fukslo] oEl ofAE|o]E, T o]oji HIES/E olAE|O]E 5:95 v/v)E o|&3le] &de
Ae ARnEdRaE FAsar, ojojx g4 HPLCE AAStY] 10.4 mg (2%)8 JFA ARES 555190

mﬂo
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[1233]

[1234]
[1235]
[1236]

[1237]

[1238]
[1239]

[1240]

[1241]

[1242]

[1243]

[1244]

[1245]

[1246]

[1247]
[1248]

[1249]

(LCMS RT=6.32%, MH'336.1)

'H NMR (DMSO): 8.24 (2H, d, J 8.7 Hz), 8.18-8.13 (1H, m), 8.00 (1H, ddd, J 8.5 2.4
0.6 Hz), 7.81 (1H, ddd, J 10.9 8.2 1.4 Hz), 7.73 (2H, d, J 8.7 Hz), 3.54 (3H, d, J 10.9 Hz),
2.09-1.94 (2H, m), 1.04-0.91 (3H, m)

o)
NH, P
Z 0, =|= /?\CI HN” "Ry
XN \ 7 2], 16h, 1t R_\| N»_Q
(g 14)
| X

N-(4-(5-Z 22 ZE[d] A} E-2-9)H D) o} A Eolr] =

SES06 10-1472248

Azl Hyd (3 nl) F 4-(6-F2RHE[d]SAE-2-)otd ™ (122.3 mg, 0.50 mmol)e] &M opxd =
A A

ZEko]l= (39 plL, 0.55 mol)E 7SR, AAE ETES 224 1647
7] §ds B Bi, AHE HAHES Ao 3 FHsY. 2AE HF2
| A ojojx ER AFHF}] 120 mg (84%)2 A IFES TS5
(LCMS RT=6.38%, MH' 287.0)

'H NMR (DMSO): 10.33 (1H, s), 8.14 (2H, d, J 8.7 Hz), 7.88-7.80 (4H, m), 7.45 (1H,
dd, J8.72.1 Hz), 2.11 (3H, )

ab7] B SghE s wde Awk el whet Azl
N-(4-(5-Z2RHZ[d]SAFE-2-L) 3 ) o] & F-F| 2ofr| =

LCMS RT=7.03%, MH'315.1; '"H NMR (DMSO): 10.22 (1H, s), 8.14 (2H, d, J 8.7
Hz), 7.88-7.79 (4H, m), 7.45 (1H, dd, J 8.7 2.1 Hz), 2.70-2.61 (1H, m), 1.13 (6H, d, /6.8
Hz)

N-(4-(5-ZF 22 dl 2 [d] A E-2-2) HY) E] © 3l-2-7} 2 B ~ofn| =

LCMS RT= 7443 MH" 355.0; '"H NMR (DMSO): 10.57 (1H, s), 821 (2H, d, J 8.9
Hz), 8.09 (1H, dd, J 3.8 1.1 Hz), 8.02 (2H, d, J 8.9 Hz), 7.93-7.90 (2H, m), 7.82 (1H, d,J
8.6 Hz), 7.46 (1H, dd, J 8.6 2.1 Hz), 7.27 (1H, dd, J 4.9 3.8 Hz)

N-(4-(6-F 22 Z[d] &A1 Z-2-2) H D)o} Eoju] =

LCMS RT= 6.37%, MH'287.0; 'H NMR (DMSO): 10.32 (1H, s), 8.13 (2H, d, J 8.8
Hz), 7.96 (1H, d, J 1.8 Hz), 7.84-7.77 (3H, m), 7.45 (1H, dd, J 8.4 1.9 Hz), 2.11 (3H, 5)

N-(4-(6-Z 22 Z[d] A E-2-2) H Y ) o] 2K E 2ol =

LCMS RT=7.18%, MH"315.1; 'H NMR (DMSO): 10.22 (1H, s), 8.12 (2H, d, J 8.8
Hz), 7.96 (1H, d, J 1.8 Hz), 7.86 (2H, d, J 8.9 Hz), 7.79 (1H, d, J 8.5 Hz), 7.45 (1H, dd, J
8.5 2.0 Hz), 2.70-2.61 (1H, m), 1.13 (6H, d, J 6.9 Hz)

N-(4-(6-F22MZ[d] FAIE-2-Y) H D) E| L H-2-F} 25 ~oln| =

LCMS RT= 7615, MH"354.9; 'H NMR (DMSO): 10.57 (1H, s), 8.19 (2H, d, J 8.9
Hz), 8.09 (1H, dd, J3.7 1.0 Hz), 8.01 (2H, d, J 8.9 Hz), 7.98 (1H, d, J 1.8 Hz), 7.92 (1H,
dd, J 5.0 1.0 Hz), 7.81 (1H, d, J 8.5 Hz), 7.46 (1H, dd, J 8.5 2.0 Hz), 7.26 (1H, dd, J 5.0
3.8 Hz)

_88_



[1250]

[1251]

[1252]

[1253]

[1254]

[1255]
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[1258]
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N-(4-(5-B 2R z[d]S5AE-2-d) d ) okA Eotr| =

'H NMR (DMSO): 10.35 (1H, s), 8.14 (2H, d, J 8.8 Hz), 8.01 (1H, d, J 1.8 Hz), 7.83
(2H, d, J 8.7 Hz), 7.76 (1H, d, J 8.6 Hz), 7.57 (1H, dd, J 8.6 2.0 Hz), 2.11 (3H, 5)

N-(4=(5-(4-2 R 23 D) M2 [d] §AHE-2-2) 3 ) o} 4] Eopu] =

LCMS RT=7.53%, MH"363.0; 'H NMR (DMSO): 10.34 (1H, s), 8.17 (2H, d, J 8.7
Hz), 8.06-8.04 (1H, m), 7.87-7.82 (3H, m), 7.78 (2H, d, J 8.5 Hz), 7.72-7.67 (1H, m),
7.55 (2H, d, J 8.6 Hz), 2.12 (3H, 5)

N-(4-(5,6-t 2 £ [d] SAFE-2-)-3-3| =5 A d ) opA| Eofr] =

LCMS RT= 7.22%, MH" 297.2; 'H NMR (DMSO): 11.24 (1H, br), 10.24 (1H, s),
7.91 (1H, d, J 8.6 Hz), 7.59 (2H, 4, J 6.4 Hz), 7.51 (1H, d, J 1.9 Hz), 7.22 (1H, dd, J 8.7
2.0 Hz), 2.37 (3H, 5), 2.34 (3H, 5), 2.09 (3H, 5)

Z NaBH,, THF A0,
) | /> Ry , 16h [ oRe
3 HO ~"N
0 XN (43 15)
I (R=COCH;9 A%) Xiv

U 15 (shgHE XTIV

1-(2-(4-F 2299z [d]SAE-5-Y) ol eH

0 CAA HEHI=2FH F 1-(2-4-Z 22X [d]SAE-5-Y) o E= (150 mg, 0.55 mmol)e] & oo
*Ai‘r‘ﬂ'AL}E% (52 mg, 1.38 mmol)& FH7Fstoith. AAdHE £FES A4 16417 &<t WPoP At o]
AA, HHEES 0 TolA 1 M G4 &Aooz AMAstar, od oA HolER 33 F&33Utt. T3 F715& 7

TS0, AOIA A=A I, FEARE. AR DAZ P (G opAEOl /A 113 v/v ulA oE ob4]
HolE/8a 12 v/ E olgdtel st A AmrtEadz gAse] 817 ng (54%)° EA HFEE
S5

(LCMS RT= 6475, MH"274.0)
'H NMR (DMSO): 8.20 (2H, d, J 8.7 Hz), 7.76-7.68 (4H, m), 7.44 (1H, dd, J 8.6 1.6
Hz), 5.31 (1H, d, J 4.3 Hz), 4.92-4.83 (1H, m), 1.38 (3H, d, J 6.4 Hz)

2-(3" 4" -t F22Hd)-5-(1'-3| == oe)-H=SALZS

LCMS RT=7.18%, MH"308.1; '"H NMR (DMSO): 8.36 (1H, d, /2.0 Hz), 8.16 (1H,
dd, J 8.5 2.0 Hz), 7.90 (1H, d, J 8.4 Hz), 7.78-7.77 (1H, m), 7.74 (1H, d, J 8.4 Hz), 7.47
(1H, dd, J 8.6 1.7 Hz), 5.32 (1H, d, J 4.3 Hz), 4.93-4.84 (1H, m), 1.39 (3H, d, J 6.4 Hz)
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s A
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2z 27 %
] ﬁ zZ -g
o FN 8
.
Z
e
o
3
S-HEEZRIZE[d]SAFE-2(3)-E] &
de] ¥x9 dx ([Batista-Parra, A. et al. Heterocycles, 2003, 60, 1367] #=x)dl wh, A% vgd (10
) & 2-olnyv—4-UERFE (1.54 g, 10 mmol) 2 2 0-old Zh=RTE Qo] E (1.68 g, 10.5 mmol)€]
ABrlS 120 CellA 6A1%F %0 ZoolojA] A2elA 16A13F FF wksiitk. &S =ol Xal, d4 &
dg AEA. AR AAES o3 Olsﬁ T, F& G F8N % oo B AHsta, ¥
QB 7Axste] 3.3 ¢ (84%)4 Hﬂ shehes FEslY

'H NMR (DMSO): 8.18 (1H, dd, J 8.9 2.4 Hz), 7.94 (1H, dd, J 2.4 0.4 Hz), 7.73 (1H,
dd, J 8.9 0.4 Hz)

2-BEZYw-5-UERME[A]SAME

0.75 mmol)& whe]AZge]H ] 150 CollA 152 &<+ 7Fdatsich. WAA0 §, 47
e olMEH|ER FEEUY. V]SS AR AFHSAL, 4 MgS0, olM AxzAl7Ia, degt el F#
kol opAEle|E/Et 25:75 v/vE &Eshs AW ARvlEIY R GAske] 115 mg (92%)9] A

2o F5a90.

HEZH3=2FH (3 nL) T 5-UEZWE[A]SAFE-2(3H)-E] (98.1 mg, 0.5 mmol) % Z=ZZ (66 ul,
] (e}

oo ¥

Jo >
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[1272]

[1273]

[1274]
[1275]

[1276]

[1277]
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'H NMR (DMSO): 8.10 (1H, d, J 2.3 Hz), 8.00 (1H, dd, J 8.8 2.4 Hz), 7.66 (1H, d, J 8.8
Hz), 3.76-3.72 (4H, m), 3.67-3.64 (4H, m)

W 17a (3H8HE XVD)

2-REEe el [d]SAFE-5-01m]

oﬂEJ%/g 1:1 v/v (10 mL) ¥ 2-R2Z2=-5-UEZMZE[d]SAE (130 mg, 0.52 mmol)2] €4S YEF ¢
E|QYE (182 mg, 1.04 mmol)& A-2oA Xestar, oJoji 16A1ZF &<t &7k, B4R &, £34ES
EZ FHsla, oY opAHo|ER FE3IFY. f715S F4 MgS0, AolA AxA7)a, SHAIA 35 mg (30

%)9] Ezﬂ Q“;ﬂl—%e —,—_'o}-oﬂl';]—

'H NMR (DMSO): 7.03 (1H, d, J 8.5 Hz), 6.50 (1H, d, J 2.1 Hz), 6.25 (1H, dd, J 8.4 2.2
Hz), 4.80 (2H, s), 3.71-3.68 (4H, m), 3.53-3.50 (4H, m)

WH 17b (S13HE XVI)

N-2-(4-Z 222 W 2 [d] A Z-2, 5-T] o)

90 ColA o&L/E 1:1 v/v (10 nL) F N-U-FZ2WA)-5-UEZHZE[d]$AIE-2-010 (150 mg, 0.50
mmol) ¢ dEMe] AZ}GEE (53 mg, 1.0 mmol) = oJojq A E (140 mg, 2.5 mmol)S H7Fsich.  AA
H EFES 90 TolA 4A1F &< wukslgitt.  IAAIZD &, g otAElo|EE H7bsta, &8 AzolE
TEAE) HEE Fil FHAAAT. oloA, FUISE HdFE AHEL, T NgS0, delA Ax:A7|aL, S
AR, AdE 2AE oE ofAHOE/AA 50:50 v/vE &8t AY ARuEIHIZ FA St 60 mg
(44%)°) A 3geES F583ln.

{1

(LCMS RT=5.60%, MH'274.0)
'H NMR (DMSO): 8.20 (1H, t, J 6.2 Hz), 7.42-7.36 (4H, m), 6.97 (1H, d, J 8.4 Hz),
6.45 (1H, d, J 2.1 Hz), 6.20 (1H, dd, J 8.4 2.2 Hz), 4.72 (2H, s), 4.46 (2H, d, J 6.2 Hz)

W 18 (SFjHE XVID)

2-(4-ZFRENAE Q)-5-UEZHNZ[d]SAIE

FEEZIE (10 mL) F 5-UERHZ[d]SAFE-23H)-E (196.2 mg, 1.0 mmol)e] Yerlo] Egjogo}
(278 uL, 2 mmol) & ojojA] 1-(BErde)-4-Z22wA (226 mg, 1.1 mmol)E A7tstgct. A7) &S
60 TCollAl 2A17F &t wHksITr,  WZAIZl & A7) dbeES o E olAHo|ER gAsta, HF2 At

o g AFE AFEAT. T {U15E T NgS0, dollA Ax:A7I, FHAFT. AdE 1

Aol E/EA 1:10 v/vE f83ts Ad gzutEady 2 AAste] 250 mg (78%)2 ¥4 T2 =319
o},

(LCMS RT=7.64% )
'H NMR (DMSO): 8.52 (1H, d, J 2.3 Hz), 8.27 (1H, dd, J 8.9 2.3 Hz), 7.92 (1H, d, /9.0
Hz), 7.58 (2H, d, J 8.5 Hz), 7.42 (2H, d, J 8.5 Hz), 4.67 (2H, 5)

W 19 (SRS XVIID

2-(4-FZZMAE 0 )N E[d] SAE-5-0}w]

90 CollA oletL/E (5 nl/5 mL) F 2-(4-ZE22ZHAE 9 )-5-UEZHZ[d]SAFE (220 mg, 0.70 mmol) 2]
Elollo] A3}t RH (75 mg, 1.4 mmol) Z o]ojA] & E (192 mg, 3.44 mmol)S H7}skict. AAE &£
S 90 CTolA 4A7F BF wRksiith. WAAZL & od ofAHo|EE HUlstal, §d& AgolE (T54%)
HEE F3 SHAHT. oloA, f7FE A2 AFHsIaL, F MgS0, el AxA71aL, SEAIA 190 mg

(94%) 0 A spt=s F5

e ek

4
Olt
ol
38
T

(LCMS RT= 6.54%, MH"290.9)
'H NMR (DMSO): 7.52 (2H, d, J 8.7 Hz), 7.40 (2H, d, J 8.5 Hz), 7.26 (1H, d, J 8.7 Hz),
6.74 (1H, d, J 1.9 Hz), 6.54 (1H, dd, J 8.7 2.2 Hz), 5.06 (2H, s), 4.55 (2H, s)
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[1287]
[1288]

[1289]

[1290]
[1291]

[1292]

[1293]
[1294]
[1295]

[1296]

[1297]
[1298]

[1299]

[1300]

[1301]
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N-(2-(4-F 22 W DE Q)M £ [d] $AZ-5-2 ) oA Eofu] =

AL Az Jdd 3 nl) T 2-U-F22HHE Q)M E[d]SAFE-5-°1 (87 mg, 0.30 mmol)e] &fof o}A
g FZglol= (21 ul, 0.30 mmol)E H7Iekith. AAE §H4S A2 16413 Tk mHSISITE.  o]ofA],
B3 HAbeta, AARS oo g FHEAL, HS I 89 d olojx E7 AFsET. tod dEH=
2 Ag3le] 40 mg (40%)9 BA I}FES S5

(LCMS RT= 6.40+, MH*333.1)

'H NMR (DMSO): 10.08 (1H, s), 8.01 (1H, d, J 1.8 Hz), 7.58-7.52 (3H, m), 7.43-7.35
(3H, m), 4.60 (2H, s), 2.06 (3H, 5)

317) 3etES Ys At o) wal A %3k
N-(2-(4- 222 HMAE )N Z[d]|FAIE-5-Y) o] AFE EolrH| =

LCMS RT= 7.005, MH' 361.1; "H NMR (DMSO): 9.96 (1H, s), 8.04 (1H, d, J 1.8
Hz), 7.58-7.52 (3H, m), 7.43-7.39 (3H, m), 4.60 (2H, s), 2.65-2.60 (1H, m), 1.12 (6H, d,
J 6.8 Hz)

W 21 (3hgh= XX)

2-F 22 -5-UEZHZE[d]$AE

2 A98el (21 nl) F 5-UEZMZ[A]SAIEZ-2(3H)-E 2 (2.52 g, 12.86 mmol)e] fHd] 243} (2.68g,

12.86 mmol)S 3 Woll Hrletdvl. Ar] EFES 2547 B¢ 100 T2 7Hgsider. WA ) ke
SAA3eS FFsle] AASL, PHE EES 543 glo] aAthE ALE3H T
W 22 (313HE XXD)

51 E 2-2-(E] 2. 4-2-9) M 2 [d] S A1E

g2k (12.2 L) T 2-Z22-5-UEZWZ[d]SAE (404 mg, 2.04 mmol), 2-(ETH
ul, 2.04 mmol) ¥ HEZHIN~(EFIAIEAA)ZZF0) (40.8 mg)e] ETIES AL}
ot 7tgetaitt.  old ofMEHIOIEE HUtetx, #VTS EE A, F54 NMgS0, AelA HEAI7I, FHA|
Atk AAE ZAE g ofAEH | E/ANAF 10:90 v/vE fEete AH ARvEIIE HAStIL, olofA I
%4 HPLCE A8t 3 mg (2%)9] ®Al =S 539t

(LCMS RT= 6955 )

'H NMR (DMSO): 8.54 (1H, d, J 2.2 Hz), 8.27 (1H, dd, J 9.0 2.3 Hz), 8.04 (1H, dd, J
5.4 1.2 Hz), 7.93 (1H, d, J 9.0 Hz), 7.69 (11, dd, J 3.7 1.2 Hz), 7.29 (1H, dd, J 5.4 3.7

Hz)
PPA, 130°C, 16h ("8 23 Y
A, 30°C, 16h (8 23) R——/|,>-R,,
RT |
X Ry Y N
NH, o=
OH Xxn
XXlla R=NO,
XUIb R=NH, ) (39 24)
R,COCI, 921,
160 (g25)

H
3 N
HN-@N}—RQ
o=
b {
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[1302]
[1303]

[1304]

[1305]
[1306]

[1307]

[1308]
[1309]

[1310]
[1311]

[1312]
[1313]
[1314]

[1315]

[1316]
[1317]
[1318]

[1319]

SSS0ol 10-1472248

W 23 (SF3HE XXID)

5-o}n) =-2-(5,6-t) W E-1H-H % [d] o] v T} Z=-2-9 ) | &=

130 CollAd Zgelatel 4, 5-vidddlal-1,2-tjo}7l (500 mg, 3.67 mmol) L 4-o}r]:=-2-3| == AW ZAF (562
mg, 3.67 mmol)& H7Fstar, olojA] AAHE EIES 164 < 130 TR 7tgsigltt. o] e

B %3, AdE HAES dE olME el Ed &85k, Na,C0, 02 MASAUT. F45S
MElER 23] F&3I¥E. &3 F715S F4 MgS0, Aol AxAZ|a, SEAHY. A" nAE dE
LA H| O] E/EAAL 50:50 v/vE 425l A F2ulEadd 2 AASY 260 mg (28%)2] A FTELS 553
).

(LCMS RT=6.14%, MH"254.1)

'H NMR (DMSO): 13.07 (1H, s), 12.40 (1H, s), 7.61 (1H, d, J 8.3 Hz), 7.35 (1H, s),

7.24 (1H, s), 6.19 (1H, dd, J 8.5 2.2 Hz), 6.12 (1H, d, J 2.1 Hz), 5.59 (2H, s), 2.32 (3H,

s), 2.30 (3H, s)

3l7] BE IFEES TS duk wyld whgl Alxzssic).

2-(3-vE-4-HEZHE)-1l-w=x[d] o] v c}=

LCMS RT=5.87%, MH'254.1; "H NMR (DMSO): 13.20 (1H, br), 9.31 (1H, s), 8.21-

8.19 (2H, m), 7.67-7.64 (2H, m), 7.28-7.25 (2H, m), 2.65 (3H, s)

2-(6-HEZ-1H-Wlzx[d] o g&-2-d) d=

LCMS RT= 6.48%, MH' 256.0; '"H NMR (DMSO): 13.50 (1H, br), 12.40 (1H, br),
8.56 (1H, s), 8.20-8.14 (2H, m), 7.84 (1H, d, J 8.8 Hz), 7.48-7.43 (1H, m), 7.12-7.04 (2H,
m)

2-(4-F223d)-6-UEZ-1l-H=x[d] o] 7|t}

LCMS RT=6.24%, MH"273.9; '"H NMR (DMSO): 13.80 (1H, br), 8.54 (1H, d, J 2.1
Hz), 8.29 (2H, d, J 8.6 Hz), 8.21 (1H, dd, J 8.9 2.2 Hz), 7.84 (1H, d, J 8.9 Hz), 7.75 (2H,
d, /8.5 Hz)

W 24 (3H3HE XXT1b)

2-(5-obr| :e-1H-Hl 2 [d] o M vhE-2-9) H =

ol ofMHo]|E/&E /oA EALL 1:1:0.01 v/v/v (10 mL) & 2-(5-HEZ-1H-#lx[d]o]vtb&-2-¢)HE (90 mg,

0.35 mmol)ell ®&27 #HehgE (15 mg)e H7bskltt. 47 v 8718 d4= A7 58 9 oo F42 3
A7k s_E A skaL, o]ox] sk 24 b wwkelgitk. Y] wke 8718 HAFHoR AR A T

[e)
WA F, AZOlE (554R) A= ZolA otstar, olE opAlHo|ER A H s} & x3 74
NaHCO; 0.2 AlHs3itt. 93t #F715& 7 NgS0y oA AxA7]a, SEARAE. e AAS o4 oA

Hol B/t 2:1 v/ivE &2k AY AzvtEadv2 GAste] 60 mg (76%)°] A &S TS5

(LCMS RT= 5.39%, MH'226.1)
'H NMR (DMSO): 13.28 (1H, br), 12.63 (1H, br), 7.72 (1H, d, J 8.4 Hz), 7.33-7.28 (2H,
m), 6.99-6.94 (2H, m), 6.71-6.58 (2H, m), 5.12 (2H, s)

W 25 (Sh3tE XXIID)

N-(2-p-F F-1-Hl 2 [d] o] W HhE-5-<) F-E| 2ofr]| =

2ollA IEd (10 mL) ZF 2-p-EF-1H-WlZ[d]o]u|t}E-5-o}7] (150 mg, 0.67 mmol)] & FEH F2
o= (77 ulL, 0.74 mmol)E #7183t AAE EFES A2 164 5ok wrkeitt.  ojd ol g
& Hrtetar, §715S 23 74 TR 23], 9 oo FEMIVEF 9 R AHsGn. @
o T MgSO, AellA pE:A7Ia, AT AAE 2AE oY oM EH el E/E} 50:50 v/vE &

e Ay AaRvEaNY 2 AGAlste] 56 mg (28%)9] EA AFES 55U
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[1320]
[1321]

[1322]

[1323]

[1324]

[1325]
[1326]

[1327]

[1328]

[1329]

[1330]

[1331]

(LCMS RT=6.96%, MH"294.0)

'H NMR (DMSO): 12.68 (1H, br), 9.87 (1H, s), 8.08-8.00 (3H, m), 7.52-7.20 (4H, m),
2.38 (3H, s), 2.31 (2H, t,J 7.3 Hz), 1.70-1.58 (2H, m), 0.94 (3H, t, J 7.4 Hz)

7] e SgEe §Ud duk el we Az
N=-(2-p-FF-1-HlZ[d] o] ¥ HE-5-<) o] - E| =ofr| =

LCMS RT=543%, MH'294.1; "H NMR (DMSO): 12.67 (1H, br), 9.91 (1H, s), 8.08-
8.01 (3H, m), 7.50-7.28 (4H, m), 4.03 (1H, q, J 7.2 Hz), 2.38 (3H, s), 1.13 (6H, d, J 6.8
Hz)

N-(2-(4-2 223 d)-1-W % [d] o] M| T}E-5-9) B Zop] =

LCMS RT= 5542, MH"314.0; '"H NMR (DMSO): 12.85 (1H, br), 9.90 (1H, s), 8.14
(3H, d, J 8.6 Hz), 7.62 (2H, d, J 8.7 Hz), 7.53 (1H, br), 7.25 (1H, br), 2.32 (2H, t, J 7.1
Hz), 1.71-1.58 (2H, m), 0.94 (3H, t, J 7.5 Hz)

N-(2-Fd-1-M = [d] o] m|t}E-5-Y) o] R F-E] 2olm| =

LCMS RT=532%, MH"280.0; '"H NMR (DMSO): 12.80 (1H, br), 9.85 (1H, s), 8.16-
8.09 (3H, m), 7.58-7.47 (4H, m), 7.28 (1H, d, J 8.1 Hz), 2.68-2.60 (1H, m), 1.13 (6H, d, J
6.9 Hz)

N-(2-Fd-1H-¥lZ[d] o] v TF&-5-Y) F-E| 2ojn =

LCMS RT=532%, MH'280.0; "H NMR (DMSO): 12.77 (1H, br), 9.90 (1H, s), 8.15-
8.12 (3H, m), 7.58-7.45 (411, m), 7.26 (1H, br), 2.31 (2H, t, J 7.1 Hz), 1.71-1.58 (2H, m),
0.94 (3H, , J 7.5 Hz)

N-(2-(4-F 223 d)- 1=l 2 [d] o] P HhE-5-2) o] n - E| 2 opm| =
LCMS RT=5.71%, MH'314.0; '"H NMR (DMSO): 12.89 (1H, br), 9.86 (1H, s), 8.18-

8.10 (3H, m), 7.62 (2H, d, J 8.8 Hz), 7.52 (1H, d, J 8.8 Hz), 7.29 (1H, d, J 8.3 Hz), 2.66-
2.60 (1H, m), 1.13 (6H, d, J 6.9 Hz)
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[1332]
[1333]
[1334]

[1335]

[1336]
[1337]
[1338]

[1339]

[1340]

[1341]

SES06 10-1472248

2 2
o W 2 z
% @i,
a2 4
N G
gm T 2
s Z 0 g O, ®
»—z o) +
I o
& ry X0 Q
R Yo
2 P i
2
=2
ﬁj;.«"
2|8 .
88 ° E
B >
S =
F 2
o
NE k& o 9
z & 'z z
S
" % I
g < z§
N & F 2 Zwg & 7
= ~ w f 55
P *HO
o Z
i
5
s
o | B
5| o
28
IS
]
o)
»2
Tz

W 26 (SFEHE XXIV)

2-oln| =—4-U E 2 Wl A E] &

-ZF0g-5-UERodA (1 g, 6.41 mmol), FIIEF 935 (1.7 g, 7.05 mmol), FEMXNIESF (600
mg, 7.05 mmol) ¥ & (15 mL)S F3lal, mlo]m=ZgelH o] 125 TollA] 53 &<t 7Hgsgltt. dAA7 &
HEz2des drtsta, §715S 2 M 92t 89 2 ojoja g2 MFslut. 3 f715S 55 NgSo,

ol AEA7IAL, SEAA 1.1 g (33%)9 FA sphe=s F53H3H.

H NMR (DMSO): 7.61-7.55 (2H, m), 7.47 (1H, d, J 8.2 Hz), 7.31 (3H, s)

U 27 (3hEHE XXV)

2-(2-Z 22 ¥d)-5-UEZHX[d]E o=

2-otu| -—4-UEZWHAE]S (315 mg, 1.85 mmol), 2-F=ZZWZEAF (290 mg, 1.85 mmol) Z o]& A2k (5 ml)S
grstar, mlolmaEZgolH ) 130 CollA 10 &<t 7FEsiditt. WAzl &, 7] £35S Eofl 22, 5 M
AU EFo 2 A7|slsle] AXNES 531, °olE oA AASA, PERAIA 530 mg (98%)<] ®A 3}3t

'H NMR (DMSO): 8.93 (1H, d, 7 2.2 Hz), 8.53 (1H, d, J 8.9 Hz), 8.37 (1H, dd, 8.9 2.2
Hz), 8.29 (1H, dd, J 7.4 1.9 Hz), 7.78-7.75 (1H, m), 7.70-7.60 (2H, m)

W 28 (S1EHE XXVDD)
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[1342]

[1343]

[1344]
[1345]
[1346]

[1347]

[1348]
[1349]

[1350]

[1351]

[1352]
[1353]

[1354]

[1355]

[1356]

[1357]
[1358]

[1359]

SSS0ol 10-1472248

N-(2-F2R-5-UER¥Y)-4-m gl Zoln| =

Ao Jgd (5 ml) 5 2-FEE-5-UERZod™ (2 g, 11.59 mmol)ol 4-wlEddsM=zd (1.6 nL, 12.17
mmol) B ololA FH A (5 mL)S HIIsIgTh.  olofA, V] EFES A2 1642 Fet wRESIGITE. o]
oA, dE olAEHC|EE Y] &4 Hrlste HAMES F53H, olF A AAs I, AE ofAHCIE ¥
olojA]l ko R 23] MAHGTE.  olofA, AAPE LAE FAH FTRAMUEE, 1 N 74 FASMEE, F
Artoz A ste] A BEE (1.4 g, 42%)& F53HT}.

'H NMR (DMSO): 10.26 (1H, s), 8.58 (1H, d, J 2.8 Hz), 8.11 (1H, dd, J 8.9 2.8 Hz),
7.93 (2H, d, J 8.2 Hz), 7.87 (1H, d, J 8.9 Hz), 7.38 (2H, d, J 8.0 Hz), 2.41 (3H, 5)

W 29 (3FEHE XXV)
5-UEZ-2-p-SHWZ[d]Eol=
U EF 993+E (875 mg, 3.78 mmol) % 3 (120 mg, 3.78 mmol)S =& w7t 7Fdsdnt. d4AE &S
Aste] TAE FEEHT. FEIT uAS 85 ColA dEe (20 nL) F N-(2-F22-5-UE=Z¥Y)-4-1 g
Zolu|= (1 g, 3.44 mmol)oll =& M7l 7] &9 85 TollA A1z & wykslgitt, W¥ZhAxl
, 2 M A HCLE Absta, §98 oY olAECER 33 FEIIHT. @I 4715 5 NS0, el A
e A A2eiEOg9 R

A| 7

o ri

ZA71aL, SEAAY. AAE 2AE oY ofMEHoE/HAL 10:90 v/ivE &3
Alste] 400 mg (43%)2 A 3}TES S50

ol Al

'H NMR (DMSO): 8.81 (1H, d, J 2.2 Hz), 8.45 (1H, d, J 8.8 Hz), 8.29 (1H, dd, /8.8 2.3
Hz), 8.06 (2H, d, J 8.2 Hz), 7.44 (2H, d, J 8.0 Hz), 2.42 (3H, s)

W 30 (8hEHE XXVID)

2-p-E Y M2 [d]E| o E-5-0}rl

o WA, WA T, ] NG MLOIE (5EAE) AL B o3kl

(LCMS RT=6.51%, MH'241.0)

'H NMR (DMSO): 7.91 (2H, d, J 8.1 Hz), 7.68 (1H, d, J 8.6 Hz), 7.35 (2H, d, J 8.0 Hz),
7.15 (1H, d,J 2.0 Hz), 6.77 (1H, dd, J 8.6 2.0 Hz), 5.32 (2H, s), 2.39 (3H, 5)

7] BE 3ES Td3 duk o] whel Al %8kt
2-9 Wl = [d] E] o} F-5-0} 11

LCMS RT=6.11%, MH"227.1; '"H NMR (DMSO): 8.04-8.01 (2H, m), 7.71 (1H, d, J
8.5 Hz), 7.56-7.53 (3H, m), 7.18 (1H, d, J 2.1 Hz), 6.79 (1H, dd, J 8.6 2.3 Hz), 5.33 (2H,

s)
2-(4-2 223 d) M =x[d]EopE-5-0trl

LCMS RT=6.72%, MH"260.7; 'H NMR (DMSO): 8.04 (2H, d, J 8.7 Hz), 7.72 (IH,
d, J 8.6 Hz), 7.61 (2H, 4, J 8.7 Hz), 7.17 (1H, d, J 2.0 Hz), 6.80 (1H, dd, J 8.6 2.2 Hz),
5.35 (2H, 5)

2-(2-F w299l % [d]Elo}ZF-5-0} 1

LCMS RT= 6492, MH"260.8; "H NMR (DMSO): 8.19-8.16 (1H, m), 7.76 (1H, d, J
8.6 Hz), 7.69-7.66 (1H, m), 7.56-7.52 (2H, m), 7.22 (1H, d, J 2.0 Hz), 6.85 (1H, dd, /8.6
2.1 Hz), 5.37 (2H, 5)
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[1360]

[1361]

[1362]

[1363]
[1364]

[1365]
[1366]
[1367]

[1368]

[1369]
[1370]
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[1372]
[1373]

[1374]

[1375]

[1376]

[1377]

[1378]
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2-(3-2 =2 d) Ml x[d]Elo}E-5-o}

LCMS RT=6.79%, MH"260.8; 'H NMR (DMSO): 8.05-8.04 (1H, m), 7.96 (1H, dt, J
7.0 1.7 Hz), 7.74 (1H, d, J 8.6 Hz), 7.64-7.55 (2H, m), 7.19 (1H, d, J 1.7 Hz), 6.82 (1H,
dd, J 8.6 2.2 Hz), 5.37 (2H, s)

2-(3,4-HF 22 d) Mz [d] e o} E-5-o}l

LCMS RT=7.49%, MH"294.9; '"H NMR (DMSO): 8.24 (1H, d, J 2.1 Hz), 8.00 (1H,
dd, J 8.4 2.1 Hz), 7.82 (1H, d, J 8.4 Hz), 7.76 (1H, d, J 8.6 Hz), 7.20 (1H, d, J 1.9 Hz),
6.84 (1H, dd, J 8.6 2.2 Hz), 5.41 (2H, s)

2-(2,3-"g 229 d)ilx[d]EotE-5-otdl

LCMS RT=7.002, MH'294.9; '"H NMR (DMSO): 8.08 (1H, dd, J 7.9 1.6 Hz), 7.84
(1H, dd, J 8.0 1.6 Hz), 7.78 (1H, d, J 8.6 Hz), 7.55 (1H, t, J 8.0 Hz), 7.22 (1H, d, J 2.0
Hz), 6.87 (1H, dd, J 8.6 2.2 Hz), 5.38 (2H, )

W 31 (S-S XXVIIDD

N-(2-p-E M2 [d] Bl obE-5-9) FE] 2opn] =

P
2
o
o
N
o
o
(2

Z = 110 mg, 0.46 mmol)9] £do] FEH SFz2eo|l=
(53 uL, 0.50 mmol)E H7IsIAtt. AAE SFES HA2oA 29 w9t wNsIATE. oE olAH | EE 37}
stal, §715S X3 4 St oloA A FEAUER 92 HIFHo=E AFE MFHSY. s f7

e 7 NgS0, delld FxzA7)aL, old ofAlH o] E/HA A 50:50 v/vE &E|dk=

of\
=
>
fay
i)
ox
oX
i,
k]
__>|“_’,/
Gl v

(LCMS RT=7.108, MH'311.0)

'H NMR (DMSO): 10.12 (1H, s), 8.43 (1H, d, J 1.8 Hz), 8.02-7.96 (3H, m), 7.58 (1H,
dd, J 8.6 2.0 Hz), 7.38 (2H, d, J 8.0 Hz), 2.40 (3H, s), 2.35 (2H, t, J 7.5 Hz), 1.72-1.60
(2H, m), 0.95 (3H, t, J 7.4 Hz)

§7] BE SRS BT AUk el mel Alzshelnh,

LCMS RT= 7.063%, MH"311.0; 'H NMR (DMSO): 10.08 (1H, s), 8.44 (1H, d, J 1.3
Hz), 8.03-7.96 (3H, m), 7.60 (1H, dd, J 8.7 1.6 Hz), 7.38 (2H, d, J 8.0 Hz), 2.69-2.60
(1H, m), 2.40 (3H, s), 1.15 (6H, d, J 6.8 Hz)

N-(2-dAldull z=[d] ¥ o} E-5- ) o] A -E] 2om| =

LCMS RT= 6.56%, MH'297.0; '"H NMR (DMSO): 10.07 (1H, s), 8.47 (1H, d, J 1.8
Hz), 8.11-8.07 (2H, m), 8.04 (1H, d, J 8.6 Hz), 7.64-7.56 (4H, m), 2.70-2.61 (1H, m),
1.15 (6H, d, J 6.8 Hz)

N-(2-(4-2 22D M= [d] B obE-5-¢) o] 2 F-E] Zofr] =

LCMS RT=7.42%, MH"331.0; "H NMR (DMSO): 10.08 (1H, s), 8.47 (1H, d,J 1.9
Hz), 8.10 (2H, d, J 8.6 Hz), 8.05 (1H, d, J 8.7 Hz), 7.67-7.61 (3H, m), 2.70-2.60 (1H, m),
1.15 (6H, d, J 6.8 Hz)

N-(2-(2-2R 2o d) iz [d]EobE-5-) o] - 2o =

LCMS RT= 6.993%, MH'330.9; '"H NMR (DMSO): 10.12 (1H, s), 8.55 (1H, d, J 1.9
Hz), 8.25-8.22 (1H, m), 8.10 (1H, d, J 8.8 Hz), 7.74-7.55 (4H, m), 2.72-2.63 (1H, m),
1.17 (6H, d, J 6.8 Hz)
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[1379]

[1380]
[1381]

[1382]

[1383]

[1384]

[1385]
[1386]
[1387]

[1388]

[1389]
[1390]
[1391]

[1392]

[1393]
[1394]
[1395]
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N-(2-(3-F R 2o d) iz [d]E oFE-5-) o] - o] =

LCMS RT= 7.34%, MH"330.9; ' NMR (DMSO): 10.11 (1H, s), 8.50 (1H, d, J 1.7
Hz), 8.13-8.03 (3H, m), 7.69-7.60 (3H, m), 2.71-2.62 (1H, m), 1.17 (6H, d, J 6.8 Hz)

N-(2-(3,4-t1F 223 )Ml [d] ¥ o}E-5-9) o] K- E] 2ol =

LCMS RT=821%, MH'364.7; '"H NMR (DMSO): 10.11 (1H, s), 8.52-8.50 (1IL, m),
8.30 (1H, d, J 2.1 Hz), 8.10-8.04 (2H, m), 7.85 (1H, d, J 8.4 Hz), 7.69-7.64 (1H, m),
2.71-2.64 (1H, m), 1.17 (6H, d, J 6.8 Hz)

N-(2-(2,3-v 222 d) Mz [d]Elol&-5-d) o] & F-E| 2oln| =

LCMS RT=7.625, MH"'364.9; '"H NMR (DMSO): 10.12 (1H, s), 8.55 (1H, d, J 1.7
Hz), 8.14-8.10 (2H, m), 7.88 (1H, dd, J 8.0 1.4 Hz), 7.67 (1H, dd, J 8.8 2.0 Hz), 7.58
(1H, t, J 8.0 Hz), 2.70-2.61 (1H, m), 1.15 (6H, d, J 6.8 Hz)

,SO \’—lﬂli Aok g5~ O s
, 1841 7H
cl
XXX

XXIX

KeFelCN), olTte S cpaa.ncw,  MeOzS S>_©_m
A \©:sf>—©— s N

B34
XXX) Xxxi

W 32 (3= XXIX)

4-FZ2-N-(4-(MEE| Q) d ) =oln =

nL) = 4-(WEElQ)old# (1 mL, 8.19 mmol)ol &Y (2 mL, 24.6 mmol)S 73T},
WA 15 T2 YZ4eta, 4-ZF22g93%d (1.14 nL, 9.00 mmol)S 5% Z2A #H7}sldtt.
S ARoA 90 B wtelitt. HFHES oA AASt, "E2EWE, 1 M FASIVESR F#
AAL Fgdoz At 2.12 g (93%)9 FAl BTES 53T

gz =2wE (2
A A 1
3

'H NMR (DMSO): 10.31 (1H, s), 7.98 (2H, d, J 8.7 Hz), 7.73 (2H, d, J 8.8 Hz), 7.61
(2H, d, J 8.8 Hz), 7.28 (2H, d, J 8.8 Hz), 2.47 (3H, 5)

W 33 (SF3HE XXX)

4-FZ2-N-(4-(WEE Q) ¥ )M ZE] Q ol =

EZ4 (25 nL) F 4-FE2Z-N-(4-(MEg o)A d)si=oln= (1 g 60 mmol) 2 = A F (875 mg, 2.16
mmol)] #ENE 16A17F F<t 110 TR 71Eedrt. WAz 3‘? %Eoﬂ% Fgstell AAs L, AP 1A
= Ful (A2 WA oE olAlEo]E/EAA 30:70 v/v)E o]&3le] &8ss A ARvEIHIE A S

503 mg (48%)2] %Al 3ES 53

LCMS RT= 6,983, MH"'294.1; '"H NMR (DMSO): 11.80 (1H, s), 7.85 (2H, d, J 8.6
Hz), 7.78 (2H, d, J 8.7 Hz), 7.54 (2H, d, J 8.6 Hz), 7.33 (2H, d, J 8.7 Hz)

W 34 (313HE XXXD)

2-(4-F22dd)-6-(HEE| )Wl Z[d]Elo} =

90 TolA & (5 ul) F 6Xob=HAHIIDZE (670 mg, 2.04 mmol)e] &oHo] o&he (2 mL) @ 3 M A48
EE 49 (1.4 0L, 4.08 nmol) ¥ 4-F2Z-N-(4-(WEE ) d)wlZzE 2o = (150 mg, 0.51 mmol)<] &
Mo 580 AA Hrleddvt. AAE EFES 90 CTolA 308 Fet 7M. ¥AA7 &, AW HAE
S o AAGEL, EZ AFStY 3 aAE FEEQIT. FA 2AE ) (A A odlE oA H o E/ )
b 5:95 v/v)E ol&ste §EdeE Ay AZRnEIHIR Ao 100 mg (67%)Y BA IFES
FE3HAT
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[1397]
[1398]
[1399]

[1400]

[1401]

[1402]
[1403]
[1404]

[1405]

[1406]
[1407]

[1408]

[1409]

SES06 10-1472248

(LCMS RT=9.37%, MH'292.2)
'H NMR (DMSO): 8.11-8.06 (3H, m), 7.98 (1H, d, J 8.6 Hz), 7.65 (2H, d, J 8.7 Hz),
7.45 (1H, dd, J 8.6 1.9 Hz), 2.58 (3H, 5)

W 35 (SHEHE XXXID)

2-(4-F22Hd)-6-(MEsxd)Mz[d]Eot=x

gEz2ve (20 mL) T 2-(4-F229d)-6-(vEEl )l [d]ElolZE (240 mg, 0.82 mmol)2] &l
2 XNHZA (B F 77%, 710 mg, 4.11 mmol)S 550 Zx Hrlsgdoh. A" =23ES
Qb wREEGITE. 1 M FASHER F8AS A2HA HUtsta, oloA Y] EFES 5%
7155 1 M FASIGEE F8do2 MAsta, 754 NgSo, FoA AxA7|a, STUAHAY.  AdE
729] oE olAH | ERRE AAASE ] 125 mg (47%)9] ¥A IJTES FE39U).

(LCMS RT=6.81%, MH"'324.0)

"H NMR (CDCL,): 8.61 (1H, dd, J 1.8 0.4 Hz), 8.26 (1H, dd, J 8.6 0.5 Hz), 8.14-8.09
(3H, m), 7.57 (2H, d, J 8.6 Hz), 3.19 (3H, 5)

-
&
Br B(OH), —d
A O o _PaERhy), q%&/f Y—\ |
. MW, 160°C, 15% O A O
b ¢
N

oy 38

XXxm

W 36 (SHEE XXXIID)

2-(4-2=2=29d)-5-dd-11-¢1 &

Y22/ E 4:1 v/v (5 L) 5 5-BRE-2-(4-F 22 L)-11-¢1E (200 mg, 0.65 mmol)2] HEde] HdR
(87 mg, 0.72 mmol) B & Lo HE|~(EgdAdxaa)Zebw(0)S H7teslt. Ade |y
vlo]Z2go]H W] 160 TollA 158 B¢t 7Fgdsint. WA F, A7) fESES B Ho IAES &5
i, ol o3 AAzI, EE MFHsY. A" 2AE Ful (A UK old ofAlEH o] E/S AL 30:70 v/v)
& olgste &ushe Y ARvEIHIE AASIAL, o]ojx] iLzo] od olMH o] ERNEH AAA}E ] 21
mg (11%)°] A sHES F5315t.

J 12
% o

(LCMS RT=8.545%, MIT*304.1)

'H NMR (DMSO): 11.68 (1H, s), 7.91 (2H, d, J 8.6 Hz), 7.81 (1H, d, J 1.1 Hz), 7.70-
7.66 (2H, m), 7.55 (2H, d, J 8.6 Hz), 7.50-7.41 (4H, m), 7.33-7.28 (1H, m), 7.01 (1H, d, J
1.2 Hz)

7] SR BUE A Pyol e Az,
N-(4-(2-(4-F 22 )-1H-1E-5-2) F ) oM Eofr| =

LCMS RT= 6.69%, MH'361.0; '"TH NMR (DMSO): 11.64 (1H, s), 9.98 (1H, s), 7.91
(2H, d, J 8.6 Hz), 7.77 (1H, d, J 1.0 Hz), 7.68-7.60 (4H, m), 7.54 (2H, d, J 8.6 Hz), 7.46
(1H, d, 7 8.3 Hz), 7.41 (1H, dd, J 8.5 1.6 Hz), 6.99 (1H, d, J 1.5 Hz), 2.07 (3H, 5)
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[1410]

[1411]
[1412]

[1413]

[1414]

[1415]
[1416]

[1417]

[1418]
[1419]
[1420]

[1421]

[1422]
[1423]

SSS0ol 10-1472248

KO'Bu, RX, 18- 28¢ -6 N\
Ny  THF,A,30%
44 37 N
ON N Ry \

R =
2, NH,CI,
XOUV Ry =NO2 \ gdia/e

XXXV Rq = NH; 70°C, 2h

W4 38
R,COCI
#2149, rt, 16h
44 39

j‘\ m
o N N
\
R R
VI

Ao F= HEHS=2ZFH (2 nL) £+ 6-HERZ-1H-91% (100 mg, 0.62 mmol) % 18- &6 (180 mg,
0.68 mmol)2] & %% ert-F-EA= (76 mg, 0.68 mmol) @ oo wWE @ Q=32 (42 pL, 0.68 mmo
DS AMA3] #Hrskik. 7] £98 Ao 308 S wdtelditl.  HEGI|=2F S Fsel| A A
Atk ddE oMAEHIEE HUbslaL, V1S = R ololA AR AFHsGn. #e fU15S o MgSo, A

oMM A=A, FEAIA 91 mg (84%)¢] FA &S F58H30.

Nl

'H NMR (CDCL): 8.16 (1H, d, J 1.8 Hz), 7.85 (1H, dd, J 8.7 1.9 Hz), 7.49 (1H, d, J 8.7
Hz),7.19 (1H, d, J 3.1 Hz), 6.43 (1H, dd, J 3.1 0.9 Hz), 3.74 (3H, 5)

W 38 (SF3HE XXXV)

1= 8- 1H-2) B -6-0}y)

1-ME-6-HE=Z-1H-21% (90 mg, 0.51 mmol), H{3}IEEH (55 mg, 1.02 mmol) ¥ & EF (143 mg, 2.55
mmol)S AE-E/E (2 mL/1 mL)ol HEAZ|ZL, 70 CTollA 2413 FoF 7143iiet. WZAAd &, 47 98
AglolE (TE4H) =8 53 oxstar, olE etz AFEIT.  oE olMHES oo 7)stal
7155 B2 23 AFEsGY. F 7715S 55 MgS0, A A7, FRAIA 30 mg (37%)2] EA
eSS 55

'H NMR (DMSO): 7.17 (1H, d, J 8.4 Hz), 6.93 (1H, d, J 3.1 Hz), 6.51-6.49 (1H, m),

6.41 (1H, dd, J 8.3 1.9 Hz), 6.16 (1H, d, J 3.1 Hz), 4.76 (2H, s), 3.60 (3H, s)

W 39 (33t XXXVD

N-(1-"E-1H-1E-6-) o] ] 2ot =

Aeold ZEd (2 ml) F 1-vE-1-215-6-0}% (45 mg, 0.31 mmol)9] §Aol| o]2RE|Y FZejol= (35
ul, 0.34 mmol)E H7belgth., AAE EIES A4 16A17F 59 wukslgith. o€ olAHoEE H7}
a1, F71ES A B IR AFSHA g3k frlss ¥ MgSO, Aol A AzA7) AL, Z=uhA|F 24.3
mg (36%)°] FA s}etES TS5

(LCMS RT=5.73%, MH'217.2)

'H NMR (DMSO): 9.78 (1H, 5), 7.96 (1H, m), 7.44 (1H, d, J 8.4 Hz), 7.24 (1H, d, J 3.1

Hz), 7.08 (1H, dd, J8.4 1.7 Hz), 6.35 (1H, dd, J 3.0 0.7 Hz), 3.73 (3H, s), 2.68-2.61 (1,
m), 1.13 (6H, d, J 6.9 Hz)

7] SRS SUg Aduk wulel web Azsch
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o

[1424]  N-(1-9Q-1H-915-6-) o] 2] 2oju] =

LCMS RT= 6365, MH'293.2; "H NMR (DMSO): 9.73 (1H, s), 7.90 (1H, m), 7.45
(1H, d, J 8.5 Hz), 7.41 (1H, d, J 3.1 Hz), 7.34-7.24 (3H, m), 7.14-7.10 (3H, m), 6.42 (1H,
d,J3.2 Hz), 5.35 (2H, s), 1.08 (6H, d, J 6.8 Hz)

[1425]
e
o Afue o 1 z
53 23t
o =
: L
s oz N
* P hu
P
I B
> »g L
i
Y, ) :
Al
3= § 3
o P 4 Tz
: el i
0 K
QO a >Q
°
Zaln & D g Iz [e]
T 83 =
&,
|,
e s ule
9 =
o < s B
P
e ;
O mey
EX zZ 7 ;"U?
c =~
5= 5 ‘ g
] ws Iz Q
n s =\_>=o:!
5 £378
RaF
8§
AN
?
W
KD
Ho
&
[1426]
[1427] WH 40 (SH3HE XXXVID)
[1428] N-(2-3| =5 A-5-HE R d) F-E| 2oln| =
[1429] A3 0 ColA YE2E2E (250 L) F 2-olnx=—4-UEZHE (10 g, 64.9 mmol)e] €] I)zd (10.5
mL, 129.9 mmol) ¥ oJojx RE]H Z=2gol= (7.05 nL, 63.2 mmol)E 5o A H7FFAtE. 0 Tl 30
5, A7 S8 29 T HA2oR TR, VIS 4 b £ ¢ AR AFET.
AFo2HEY B84 BAS oy AAG, B2 At 4.95 ¢ (34%)2] A IFFES F55A.
'H NMR (DMSO): 11.64 (1H, br), 9.37 (1H, s), 8.95 (1H, d, /2.8 Hz), 7.89 (1H, dd, J
8.9 2.8 Hz), 7.02 (1H, 4, J 8.9 Hz), 2.43 (2H, t, J 7.4 Hz), 1.67-1.55 (2H, m), 0.92 (3H,
[1431] U 41 (3FgHE XXXVIID
[1432] 2-RE 2o E4-HEZHY ETFLEWEETYoE
[1433] A3t 0 CAA A oMHMEYEZ (40 nb) 5 FASPUEF (220 mg, 5.58 mmol)e] & 71X ofNEUEL
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[1434]
[1435]
[1436]

[1437]

[1438]
[1439]
[1440]

[1441]

[1442]
[1443]
[1444]

[1445]

[1446]
[1447]

[1448]

SSS0ol 10-1472248

(90 mL) & N-(2-3|=FA-5-HEZHI)FE2olu= (1 g, 4.46 mmol)2] &N H7FSIth.  olojA, A7]
|ANE 0 TollA 308 H¢F wakelgdtt, EgZFoawelsEZA B4 (825 pL, 4.90 mmol)E 108 Z2H
N

0 TAM HASGE. 0 TAA 347 F, 47 9L Ao 343 B WS, B 3
% " ohlHOIER FEHAL. oM, £715& FE A F89, £H FRAIIEF R 9FE A
ek, WH HFL T NS0, AN AEAAD, T f ue T (4 WA oY

opAlHI O] E/3IAE 25:75 v/v)E ol&3to] &elshs Ay AmviEadvE AHAste] 860 mg (54%)°] FAl 3+

AztstaL,

il

'H NMR (CDCk): 9.37 (1H, d, J 2.8 Hz), 8.09 (1H, dd, /9.1 2.8 Hz), 7.53 (2H, d, J
9.1 Hz), 2.50 (2H, t, J 7.6 Hz), 1.91-1.78 (2H, m), 1.09 (3H, t, J 7.5 Hz)

W 42 (SH3HE XXXIX)
N-(5-U B 2-2-(s Dol E] ) o ) R E] Zofn) =

Axrsl A% o}NEYEDY (30 L) 5 2-FEZolnE-4-UEZHY EZF o 2u eI olE (860 mg, 2.42
mmol)e] &N HEZDREUGRF 22=31% (1.34 g, 3.62 mmol), HEIHINA(EFuAIEAA)ZH(0) (280
mg, 0.24 mmol) @ L0 =3}4¢] (140 mg, 0.72 mmol)E H7FIA k. olojA, Egogolvl (6 mL) E o]o]A

S SR (530 ul, 483 moD% AAGsIT AR gote el 20 Sab s ool
Astuirs Whstel A7) WS AYRAL, FHFS A9 oHelER FEAAT. H71FS G52 A
Seith S BT T NS0, A AZAZE, FHAAT. AHR 2AE Tl (A A AE o

Al E)E olgste] Belshs Ay AmvtEIduR GAste] 580 mg (78%)°] %A =& TS

g NMR (DMSO): 9.81 (1H, s), 8.74 (1H, d, J 2.3 Hz), 8.01 (1H, dd, J 8.6 2.4 Hz),
7.83 (1H, d, J 8.6 Hz), 7.70-7.67 (2H, m), 7.52-7.49 (3H, m), 1.73-1.61 (2H, m), 0.96
(3H, 1, J7.5 Hz)

W 43 (313 XLa)

2-2-dd-11- &

-UE
A 238} 1—uﬂE1—2—ﬁ]—%amlc (20 mL) ¥ N-(5-UE=Z-2-(dd el d)dd)FE 2oln|= (580 mg, 1.88 mmol)<]
LMo ZF tert-FHA= (243 mg, 2.16 mmol)E FH7telsith.  AAE £9S 70 TolA 6AIF B

ol
ZhEstaL, olojA A2elA 16417 T =& HUbsta, FASS oY oMHClER o 3 FEs3iH
T F7ISE B2 10ARE B, AR AR E)b AlFstaL, F NgS0, AdelM HEAl7IaL, SEART

rl

AAE =245 A8 oHlE/A 15:85 v/vE &Eshs Y ARvtEIYdE HAste] 175 mg (39%) <]
KR

'H NMR (DMSO): 12.35 (1H, s), 8.30 (1H, d, J 2.1 Hz), 7.97-7.90 (3H, m), 7.73 (1H,
d, J8.9 Hz), 7.57-7.52 (2H, m), 7.47-7.42 (1H, m), 7.17 (1H, dd, /2.0 0.8 Hz)

W 44 (3H3E XLb)

1-v g -6-U E 2-2-3 J-1H-¢1 %
ALo|A F¢ HEHSERFEE (2 L) F 6-UEZ-2-#Hd-1H-2% (106 mg, 0.44 mmol) Z 18-FA#}-2-6
(130 mg, 0.49 mmol)2] Mo ZHF tert-FZAI= (55 mg, 0.49 mmol) % oJojA HWE Q9 =3}&E (31 plL,
0.49 mmol)<S H7FsIATE. 7] A4S A2 A 308 & wiksgl. HEZS| =2 F &S JFstol| AA3s)
Atk dd oAHO|EE HUlsta, fUSS E 2 oo 4R AT, #§3 4715S 9 NgS0, 4
ol AxAZIAL, SEAIA 110 mg (98%) ] FA das F5830H.

IH NMR (DMSO): 8.60 (1H, d, J 2.1 Hz), 8.03 (1H, dd, J 8.8 2.1 Hz), 7.82 (1H, d, J
8.7 Hz), 7.74-7.71 (2H, m), 7.67-7.57 (3H, m), 6.87 (1H, d, 7 0.8 Hz), 3.95 (3H, 5)

W 45 (3FgHE XLD)

2-¥d-1H-]1E-6-0}wl
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[1449]

[1450]
[1451]
[1452]

[1453]

[1454]
[1455]

[1456]

[1457]

[1458]
[1459]
[1460]

[1461]

SSS0ol 10-1472248

6-UEZ-2-#d-1H-1% (175 mg, 0.73 mmol), AFI=H (80 mg, 1.47 mmol) B A &= (205 mg, 3.68
mmol)< oll¥h-&/& (4 nL/2 nL)ol FEAIZIAL, 70 CTellA 2A13F st 7FEatlth. WA §, &5 Aeto]
E (5541 dH=E T qdHsta, olE AduEEE AFHINY. f71FE IAFNA FLAA LAE F5I)
I, FH (e olAlHo]E/EAAL 10:90 v/v WA dld olAlHIO|E/AA 50:50 v/v)E o|&dte] Rulee AY

AzvtE gz ARt 54 mg (35%)9 FA FIAES FE3C).

'H NMR (DMSO0): 10.88 (1H, s), 7.76-7.72 (2H, m), 7.39 (2H, t, J 7.9 Hz), 7.23-7.16
(2H, m), 6.67 (1H, dd, J 2.0 0.7 Hz), 6.59-6.57 (1H, m), 6.39 (1H, dd, J 8.4 2.0 Hz),
4.82 (2H, 5)

W 46 (SEHE XLID)

N-(2-9 d-1H-Q1E-6-) o] B 2ot =

2o gy (2 mL) F 2-¥Hd-1H-21=-6-oF (54 mg, 0.26 mmol)e] &Moo o]AFE™H FZglo]= (30
ul, 0.29 mol)E #H7Istth. A" EFES A=A 2¢d & wHksglh. &5 HU7tekis o, HAd
o] FAAHAT. BVl TAE 129 g ofMEH|ERRY AAAsste] 15 mg (21%)9 ®A FES F5
33Tt

(LCMS RT= 6273, MH"279.0)

'H NMR (DMSO): 11.40 (1H, s), 9.74 (1H, 5), 8.02 (1H, s), 7.82 (2H, d, J 7.5 Hz),

7.47-1.40 (3H, m), 7.28 (1H, t, J 7.3 Hz), 7.07 (1H, dd, J 8.5 1.6 Hz), 6.83 (1H, d, J 1.1

Hz), 2.67-2.60 (1H, m), 1.13 (6H, d, J 6.7 Hz)

371 shet=s AR ANt Wl whet AlEsgiT
N-(1-m g -2-d-1H-}1E-6-%) o] 2 F-E] Zopr| =

LCMS RT=6.66%, MH'293.2; '"H NMR (DMSO): 9.83 (1H, 5), 8.02 (1H, 5), 7.61-
7.39 (6H, m), 7.13 (1H, dd, J 8.5 1.7 Hz), 6.50 (1H, d, J 0.5 Hz), 3.69 (3H, s), 2.69-
2.60 (1H, m), 1.13 (6H, d, J 6.8 Hz)

o
P O,N
= g%, Pd/C, Cul, PPhy
Z, 80°C, 3h 0N

By 47
XLIlla R=NO, , Fe, NH,Cl, EtOH/E 2:1 viv, 80°C, 4h
XLllIb R=NH; ) ¥ 48

R{COCI, g4, R;COzH, DIPEA, DCM, HATU
it, 16h t, 48h

WH 49 3 50
Y
OAN
H
XLIvV

W 47 (8= XL111a)

51 E -2 Wl 2 o

E (6nl) F 2-29%-4-UEEHE (500 mg, 1.89 mmol), TE=gE (573 mg, 5.66 mmol), B2 Z&}HF (60

mg, 0.06 mmol), EZHLEEAT (59.4 mg, 0.226 mmol) @ Q=372 (22 mg, 0.113 mmol)e &N 1A7+
At Aol A mkeRgitt 1E1éﬂ*x1 (482 mg, 4.72 mmol)& AAs] H7psta, AWHE EFES 80 C

7F EQt gkt WA F, 19 obAE| | EE H7telal, T¥ES AYolE (T5431%) HEsE 7%

2ot AdE B2 AT, FE FU15S 7 MgS0y AdelA HdxA7Ia, AT AA 2

13|

2|

oAlHI O] E/3IAT 1:40 v/vE &¥shs Ad ARvtEIHv 2 HASHe] 134 mg (30%)9] #A| sdES -
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[1462]
[1463]
[1464]

[1465]

[1466]
[1467]
[1468]

[1469]

[1470]
[1471]

[1472]

[1473]
[1474]
[1475]

[1476]

[1477]

[1478]

SSS0ol 10-1472248

'H NMR (DMSO): 8.62 (1H, d, J 2.4 Hz), 8.23 (1H, dd, J 9.1 2.5 Hz), 8.00-7.96 (2H,
m), 7.89 (1H, d, J9.0 Hz), 7.66 (1H, d, J 0.4 Hz), 7.60-7.46 (3H, m)

W 48 (33t XLITIb)

2-5 2 2-5-0} ]

80 TolA oeL/%E 2:1 v/v (12 nl) F 5-YEZ-2-#HdWFFZ (250 mg, 1.04 mmol)el] A3}etmyH (112
3 ES 80 TollA 4x7+ FoF 71

mg, 2.09 mmol) ¥ A &% (292 mg, 5.23 mmol)S H7IsIqlct. A=

ST, WAAIZ F, §9S AHo)E (FHAR) HEE B AFsta, o deEZ AFHSY. fU1S
S AFolA z‘”/\]ﬁ TAE FE3FI, olojA dE oA ol Ed &dsta, B2 AAHS Y. e fU15S
T MgS0, Al A AZA 7|3, FHa 174 211 mg (96%)9 #xA SF}ES F5318.

'H NMR (DMSO): 7.87-7.83 (2H, m), 7.50-7.44 (2H, m), 7.40-7.34 (1H, m), 7.28

(1H, d, J 8.7 Hz), 7.20 (1H, d, J 0.7 Hz), 6.74 (1H, d, J 2.2 Hz), 6.60 (1H, dd, J 8.7 2.3

Hz), 4.88 (2H, 5)

W 49 (3HsHE XLIV)

N-(2-3s il = &-5-%) o] & E| Zopr| =

A Fagd (5 ml) F 2-FdwlzFa-5-0o}7 (210 mg, 1.00 mmol)e] &Md] o]AREH FZelol= (120
pul, 1.10 mmoDE H7I8Idth. AAE EFES A4 16A13F Bk atslsich. ol olAHo|ES 7}
stal, §715S e 23 589 2 olojA g ¥x3 gdow ARy, #I fU5S 7
MgSO, “gollA AZAI7IaL, SEAAL. AAE EZS 7] (g ofMEHol B/t 1:3 v/v WA old oAl

OJE/FA 1:2 v/v)E o83t &8sty A AZntEIYIARZ AHASA 134 mg (48%)9 %A IFES F5
sSltt.

(LCMS RT=6.81%, MH*280.1)

'H NMR (DMSO): 9.87 (1H, s), 8.05 (1H, s), 7.91 (2H, 4, J 7.4 Hz), 7.58-7.48 (3H,

m), 7.45-7.38 (3H, m), 2.66-2.54 (1H, m), 1.13 (6H, d, J 6.8 Hz)

3l7] ES A Ayt Wol wE A2

2-(4' -2 229 d)-5-0o| AR E 2ol -l F

LCMS RT=741%, | MH*314.2; H NMR (DMSO): 9.88 (1H, s), 8.06 (1H, d,J 1.9

Hz), 7.92 (2H, d, J 8.7 Hz), 7.59-7.53 (3H, m), 7.49 (1H, d, J 0.8 Hz), 7.43 (1H, dd, J
9.0 2.2 Hz), 2.66-2.56 (1H, m), 1.13 (6H, d, J 6.8 Hz)

W 50 (SH3HE XLIV)

2-9d-5-(3",3" 3" -E¥EF LR X R oy e ) Wil 2 o

Z gZF2=2dE (10 mL) = 3,3,3- EE]*EOE‘ 234F (136 mg, 1.06 mmol)ol HATU (468 mg, 1.23 mmol)
2 oz adeeoldl (580 pL, 3.35 mmol)& H7FEIth. oA, EFES ALoA 107 Ft vkl
o oA, 2-dldwlzFe-5-0byl (234 mg, 1.12 mmol)S H7letal, A EFES HLdlA 4843 B
ettt oE olAHO|EE HIFstA, #UlEeS 3 A4 EE 13 AFHEgT. #d FU15S NgS0, &
, AT AEE TAE T (e olAlEHOlE/EAY 1:3 v/v WA olE ofAlH o] E/ S 4
SEots A AR EIHAE HASL, o]ojx od olAlHo|EdA AHElate] 99.3 mg
zo

(LCMS RT= 6.62% )

'H NMR (DMSO): 10.37 (1H, s), 8.01 (1H, d, J 2.0 Hz), 7.92 (2H, dd, J 7.5 1.5 Hz),
7.61 (1H, d, J 8.8 Hz), 7.55-7.41 (4H, m), 7.38 (1H, dd, J 8.9 2.2 Hz), 3.53 (2H, q, J
11.2 Hz)

F 20 EAE Egt=e AVlel ZIAE wkeh fARRE BN, Es FAANA FAEHAY o

mln

of oa 7H=zd W
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1h o 18 3 486
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FolF gy FATRA 5

9000 * CPDA
4 CPDB

1000 T T T
75 70 65 6.0 -55 5.0
2 [empd]

] cPDA

CPD A - 5-0}1]%=-2-(5,6-H i @A 2 [d] &AL E-2-Y)d &

CPDB - 2-(4-(d o dolu ) d)-6-dd-2H-=[d][1,2,3] E&] o} Z-5-0}7]

EH3

g RO FolHd FAZ A9 TA 24 A o

Mdx- CPD-A
10mg/kg
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Er4

gzl va 718 559 gE=W 1EL ey,

CPD-A (V2 2 V3)d] &8 v

CPD A dia

V(i) V2 v3
(CPD A)

TA
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fi i e

CPDA:TA
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- 106 -

SSS0ol 10-1472248



	문서
	서지사항
	요 약
	대 표 도
	특허청구의 범위
	명 세 서
	기 술 분 야
	배 경 기 술
	발명의 내용
	해결하려는 과제
	과제의 해결 수단

	도면의 간단한 설명
	발명을 실시하기 위한 구체적인 내용

	도면
	도면1
	도면2
	도면3
	도면4




문서
서지사항 1
요 약 1
대 표 도 2
특허청구의 범위 3
명 세 서 6
 기 술 분 야 6
 배 경 기 술 6
 발명의 내용 7
  해결하려는 과제 7
  과제의 해결 수단 7
 도면의 간단한 설명 40
 발명을 실시하기 위한 구체적인 내용 40
도면 105
 도면1 105
 도면2 105
 도면3 105
 도면4 106
