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ZANELHART,

[0019]  &EANROPMALIE H Cr-/5E 3  Co-6Jfi 2  Co- R FE (AR IR L Z4 AT SR 3R . -NO2. N
(R 2.-CN.—C (0) -N R 2.-S (0) N R%) 2.=S (0) 2N RY) 2.—0-R¢.-S—-R°.-0-C (0) -R*.~C (0) -
R%.—C (0) ~OR?.—S (0) -R*.=S (0) 2-R*.-N R%) —C (0) -R*.-N (R%) S (0) -R?.-N R%) —C (0) -N RY) »
AN RY =S (0) 2R, F AT B Cr-e ot 5  Co-e M I \ Co-aJ I L AR IR F AN J4 IR ILAT IR AR — A
B NI LR IR - EAR 2 -NO2. N (RY) 2.—CN.—C (0) -N RY) 2.-S (0) -N (RY) 2. —
S (0) 2-N R?) 2.-0-R*.-S-R*.-0-C (0) -R*.—C (0) ~R*.~C (0) ~0-R¢.~S (0) -R*. =S (0) 2~R*.~-N
RY) ~C (0) RN R =S (0) RN RY) ~C (0) -N RY) 2F1-N (R%) =S (0) 2-R?;

[0020] 4 RHATIE [ Z(CroobidE  Co el Tt Coeh I L Croe )it B IE (IR FRJE AN Z A, H:
RN Croaht 2 Coe)fi 5 Co-a bt I L Cre it A IE  BRIA L AN ZL IR EAT i B A — N ELZ ANRE
AR S EATFTE R BRI TR B — a2 PR 4430 3

[0021]  H&EANROMAZIE H & Croe ki 2  Co-e M Fk « Co- )R 3 L Cre e S8 2E IR IR L 3R 2, 1
HHAREANC-6J5E 3 L Co-e i 3 « Co-e W FE L Cr-6 ot 5L BRI 3 A1 44 IR IAT 1 BUAR A — AN B 2 A~
SEIEE DU R B B R L L Coe e A IR M AR IR B — A
B2 AT % [ R AT 2 RE A 1 —Cele it

[0022] PR AT E B A — I BAT IR IR A — A s 2 Ao iE [ LT 1 5
P ) A8 AR T R AT B — AN s 2 M7 ik B AR R B 1 C-at 5
AR EGRFEA T R — R BT IE B — AN EZ ANk E DL R B SE
ZeINFE - Croe i FE « Co-eMii 3  Co-6 )R FEFNC -6t S 3L , FoHP BEANCr-e i FE « Co-efii 3  Co-6 R 3 AN
Cr-ept A TATIRBURAE — A Mk F LA R P36 R AR ¢ 2 V&L R 3 L Croe i A 2
N TIZE

[0023] B —ANRCEHRFEANIFHERZN R F— R TIEBRE — AN AR E LR
3 [ ) 2R 2« Croei 3\ Co-e i it L Co-e W I FIC e b 5L , FeHH EEANCr-ebiFE L Co-e M Ft L Co-s
FRIEFNC -t FIEATILR I — Dk ATk E LU FER] A o R VR I R L Cre
Jot S R AR PR I

[0024]  AEARIMISTIE H Cro6)5e J  Co-6 /i Hk  Co-e e Ik IR IFIE L Z4 A 3L VAR 5 & . -NO2 N
(R%) 2.—CN.—C (0) -N (R®) 2.-S (0) N (R®) 2.~S (0) 2-N (R®) 5.—0-R#.~S—R#.-0—C (0) —R#.—C (0) —
RE.—C (0) —OR%.—S (0) —R#.—S (0) 2-R&.—N (R®) —C (0) —R&.~N (R®) =S (0) —R&.—N (R®) —C (0) N (R®) 2
FI-N (R®) =S (0) 2-R®, F AL R Cr-e 5t 2L  Co-6 ) 3  Co-e bR 38 VBRIAIE AN Z8 IR AT IR UL —
B2 AN [ LR R FER] AL B E N0 N (R®) 2.—CN.—C (0) N (R®) 2.—S (0) -N (R) 2.~
S (0) 2-N (R¥) 2.—0-R#,~S—-R&.-0-C (0) -R#.—C (0) ~R#.~C (0) ~0-R#.~S (0) —R%.-S (0) 2~R#.~-N
(R®) —C (0) ~R®.~N (R®) =S (0) —R*,~N (R®) —C (0) -N (R®) 2F1-N (R®) =S (0) 2-R?;

[0025]  AE/NREMIAZLIE H & Croe ke 2  Co-e M Fk « Co-6 )R 3 L Cre i S 2L IR AL 3R 2, 1
HHAREANC-6J5E 3  Co-e i 3 « Co-e W FE L Cr-6 ot 5L BRI 3 A1 44 IR JAT 1 BUAR A — AN B 2 AN
SEIEE DL R B B R R L Coe e A IR M AR IR B — A
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B2 MO A AR T 2 B3R A 1 Ci-Celit 3 s BRI ANRE S BT T AT IE I B — il TR AT 1
WA — AN 2 MO IE B BLR BB B Ze 3008 - AR 1 R AT IR B — AN s At
ByAv= K= aw ITESEE IR P (R e O

[0026]  AF RIS H Cr-eke ik  Co-eJi 3 L Co-e e 3k IRIAFE L 43R LA K &K . —NO2 N
(R™ 2.—=CN.=C (0) -N R"™) 2.=S (0) -N R") 2.=S (0) 2-N (R") 2.—0-R".~=S-R".-0-C (0) -R".~C (0) -
R".~C (0) ~OR".=S (0) -R".=S (0) 2-R".-N (R") =C (0) -R".-N (R™) =S (0) -R".-N (R") =C (0) -N (R") 2
FI-NR") =S (0) 2-R", HH T 2 Cr-6 )5t \ Co-elii F1E  Co-e R I VIR I FE AN ZL A AT S AR A — A
582 AT LR 2R AR 5 F N0z N (R™) 2.-CNW—C (0) N (R™) 2.-S (0) N R") 2+~
S (0) 2-N(R") 2.-0-R".=S-R".~-0-C (0) -R".~C (0) -R".~C (0) ~0-R".~S (0) -R".=S (0) 2~R".-N
(R") -C (0) -R"\-N R") =S (0) -R"\-N R") =C (0) -N R") 2F1-N R") =S (0) 2-R"; H.

[0027]  FEANR"IHALIE H & Ci-eft 5  Co-6Ji 5  Co- )R IE | Cr-6 )50 S IR IF JE AN L 340,
H RN Cr-eht 22 « Co-eMii 22 \ Co-e )R IE | Cr-e it 5822 « ik P I AN Ze A AT IR U — AN sl 2 ik
SIEE DU R AR R VR R Croe i A IR I L IR AT B — A
B2 AT A AR T 2 B3R A 1 Ci-Celit 3 s BRI ANR" S B AT T AT IE I B — il T AT 1k
WA — AN 2 MO IE B BLR RSB Ze 3008 - AR i R AR B — AN e At
ByAv= K= aw ITESE IR P (R e O

[0028]  —J5 B4 Ty shi (5o, i FLah i an ) HPCAF A\ 3 (1) 95 hE BGCNG 41
TR IE I 7V, AL ) Bk i A 5 (D) A A el 252 BT sz i L, Hoh prid X
(M teEikA -
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[0029]

Cl
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[0031] 55— Ty i €4 A T-3677 sh¥) (Bl n , W FLEhP01 4 N) s PCAF A 93 fiE BRGCNG A
TR 773, B4 17 ik sh it P 3 (D) A SO 227 BRI i 8, b i
M & -
0
N

0
[0032] NH

N/

I
[0033]  Sy—Jrm R4 &Y, A& (D WE YL 257 LR 252 i sh A2y o bl
SEIVEF AR BN -
[0034] 5Ty R4 (D AL G e 2552 Bl sz i &k, TRk
[0035] 5y — U5t AAES (D A S 255 bl 852 1) i, 2L A T 1B v s T Ak
PCAFA 3 I AE o
[0036] 55— Tyt 4z () At S W B 257 b T #5252 1) A2 1l 2 H T3R5 30 (Bl 4, v
FLENDHE QN T PCAF S-S PR AE A 250 Hh i) g
(00371 5j—Jy 10 B4 FH T PCAFHF FERIAL 540 o
[0038] 5Ty RAHAUN A (D LG LA EE
(00391 5j— Ty it dfa) LEBHH (B2, W LN 1 Wi N) A 80 6 5 A B 25 P 70 ) e I v
77, b) FESNH) (5140, T LB 1 A N) AR A3 B 0 4 it 2 1 ) A e A e B » B
c) FESN (B4, W FLANHI T U)o SaE RS i 7 V2 P Wi 7 45 SR I [ R 5 3%, B4 1 i
St FHAA RCE R (D A S B 25 5 B2 i &
(00401 5j—J7 I B35 nAURI ZR BT K 3 (D Ak el 227 Bl sz i ah, o Ta)
FESNH) (51, ey LB G N Hh B0 AL 2 A0 B B A R R e VR T B R 5 b) FE BN (11
4, TR FL B AN FP SE AR B Xk 2 B A R A R TR RE U S Be) AE S (i, TR LB
P QN A AR KR S 2K 1 i [ 35 LI 18]
(00411 5y —J5 A HEE (D) AL Sl 24 5% 1 ml 352 10 SR AR A 4% 25 1) g, ik 24
Yo RITa) LB (4, i L sh v an ) A 38 B 25 4 B 750 0 R I VR T I 2T, b) A
A (il Wl L Zh P an ) w38 SRS o 4 i A AR SR S RE B, Ble) £E B (1]
W LB T AN R AR TR ¥ 2 1 W 5 SR I T
[0042] 55— 5t B4 VR TSR (0, & 38) R AE A J5 ik, B R Bl A4 i Y (a) 2K
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(D A &P 24 2 _Er] 432 i 6 A (b) 4R A3 511 o

[0043] 5Ty mi gt (D) A &Y eH 255 B n a2 i) dh 5 40 s VR 41 & P 3 39ERi 1
BRI TT AL B EAE o

[0044] 5Tyt 4 (1) A S VB 255 BRIz i) sh 78 il % S A s s M2 & T
MRy ESE YL R Ebe e

[0045] 55— Ty it 4 ] A T4 2 3 (D) A S B ER K A B G 2 0T (19 & b TR A5 1
Jiie

BEIEAR

[0046]  fhEWATE X

[0047] "N 3CEE FEARMIIA B CAARLE AL Iu R IR IC R JAIZR , CASHiUA , Handbook  of
Chemistry and Physics, Z875 4 E »

[0048]  FRAREFA UL, 1 WIS LA W) CLHE 25 8 45 M 00T B S5 4] %o B S A4 AR L AR S 4
B F) e 28601 5, FEE BN ASKTRR AR O FIRFISH Y L ZFNEXUBE S A 44k J2 Z FHE )
G, DL RO W S ) S A% Tl S A R AR e Ay (BSAE 5) YR 50 o B IR S il B, 45 0
AR B S M BT A BAR R IR 5340, BR AR S5 U, 75 AR SCRE IR ) 25 4038 e A
B X AAE TAAAE — DA FAL R B R IE TG Y 2001 5, i &9, H
i — Bl AN S TR, Bt O3 OB, ZUBE NG, BB S VS EOS R, b T 0sk P0 R
B P SRR ST M B 4l AR L AL A W m] AR B oy A L AR D e R R PR R
1BIT

(00491 FEFIR RS & Rk F AR IE HL T  FE R LSS 7 58 T AT SR AT B AN 5 AH R0
SRR T, I HIEFTRRN 58 ™ o A ST I 65 % R 17 B 48 0 Bl e A 44 (1)
TR S I 2 B R LU G B — Fofont B A4 2H i, I HLRT I8 e X AR T B (ee %) iR o £E LB 5K
it 7 GEHR X B S A AR B VR A A AR 2D 2990 H B 96 1 45 7 T IR S A A (2990 % ee) 4K - TR
FLE ST FE R A A R TR S P e A /b 2995 B R 06, 98 HL i %6 BR 99 H B 96 1) 45 JE X
Il S5 A A AL 1 (2195 %6 .98 %6 599 %6 ee) o X It S5 A A N1 S0 Il v e 2o A 4 RN 573 2
FNEAEAR I3 E AME BETR S b 0 B, AR B Foh — Aoz AR 7 R A b 3L e S AR R kg 1A BE 5
VRIS 7 G, T IO (6 (HPLC) I LI A4 (it v2: (SFC) Tk 2h i ik
g i, SR eI AT Bk J75 53 B, B AN KRR G i & AT — P E 4R . 2 W
Jacques et al.,Enantiomers,Racemates and Resolutions (Wiley Interscience,New
York,1981) ;Wilen,et al.,Tetrahedron 33:2725(1977) ;Eliel ,E.L.Stereochemistry
of Carbon Compounds McGraw-Hill,NY,1962) ;Wilen,S.H.Tables of Resolving Agents
and Optical Resolutions p.268(E.L.Eliel,Ed.,Univ.of Notre Dame Press,Notre
Dame, IN 1972) .

[0050]  RiE “IRJR T AR AR AL vk B B s LA AN R 7, B a0 4 B L B B (B4
BB B AT AT SR A T 205 DL S AR AR ) 2R A T 20) T i — Ml 2

[0051] A SCAS FHE AR AE “pd 27 A g 37 R R H R (AR -F) L, & (&AL -CD) LR (R
A —Br) A (BAC-T) 151

[0052]  Rifi “E M HE=0.
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[0053]  ARSCAH I ARIE DA Sz s B A — AN N A E .

[0054] Bt B AT SRS 3 B — 0 43 A8 IR RIS “Bi IR 87 R 48 B A 3 R 20N S 1
PR AT 358 o AN AN B 55 T (1, 55 388) 38 &R o fE— /NSt 7 o rp B SR HR 3 2 1 28 L1
(C3—C12) o« FE B — 52t J7 = r , B A JE A $5Ca—Cs C3—C108 C5—Croo £F L& S 77 2 f , /F N H
IR A FE AL 6 C3—Cs Ca—CoBN.Cs—Co o £F T3 —SEME T B, AE N AR B FECr—Crzo 1E
ST A B RGN I L FEC5—Croo BRI PRI 1) SE B B AR IR 2L IR T
SN N BN A B o A B N A o A B N AR S - S N - o R a v e - T B2 N
O 102 IR 202 - PR -3 M2 A O G 2 PR 2 PR B 30 28 VIR ZR A |
WA — e R BN T B TR 2R I M A R FE [4,3] . [4,4] . [4,
51.05,51.[5,618[6,6]3 RS, il 3R [2.2. 1] Pike. ¥ [2.2. 2] F 5 ZE A1 3R
[3.2.2] Tkt HAZHRIAFEGZ[2. 2] ke MR [2.3] Ot B [2. 45k MR [2.5] e FIEE [4. 5]
ZEIt o ARAVE RN AL HE U0 A SR 8 ) 75 B30 2480 . RABE RN IS B FE I B FE IR (151 2 v A B
BB AL A B - - BE- BRI

[0055] K SCfif A ARE “idt” R Fe i M B A u S BRI E— DN Bb , i dE h—
£+ )\ARIET (C1—Cis) o FEH BT =, FidE Co—C6+Co—C5Co~C3+C1-Ci2.C1=Ci0+Ci—
C8+C1=C6+C1—C5+C1=C4BY.C1—C3. Colit 3 /& F5 B2 o be L 1) S5 45 FH & (Me . —CH3) 23 (Bt~
CHaCH3) <1-143& (n—Pr.n—PJ& . —~CH2CH2CH3) «2- P 3& (i—Pr.i—PA3& . —CH (CH3) 2) < 1- T 3 (n—
Bu.n—"] Z&.—CH2CH2CH2CH3) «2—FF J&E—1-P93& (i—Bu+i—"] Z&.—CH2CH (CHs) 2) < 2— 1 & (s—Bu.s—
T % . ~CH (CH3) CH2CH3) 2 F 3 ~2-TA 3& (t-Bu. t— T 2&.~C (CH3) 3) 1-JK 3 (n-JlFE -
CH2CH2CH2CH2CH3) « 2-/5 3% (=CH (CH3) CH2CH2CH3) 3-8 (—=CH (CH2CH3) 2) 2-F 3&-2-"T 3 (-C
(CHs) 2CH2CHs) 3—Hi 3&—2—-"T 2& (—CH (CHs) CH (CHs) 2) +3—H J£-1-"T 3& (~CH2CH2CH (CHs) 2) +2—H
F-1-T % (-CH2CH (CHs) CH2CH3) «1- & (-CH2CH2CH2CH2CH2CHs) +2—- 4 (—CH (CHs)
CH2CH2CH2CH3) 3~ 3% (—=CH (CH2CHs3) (CH2CH2CH3) ) < 2—FF -2~ 1% 3% (—C (CHs3) 2CH2CH2CH3) 3~
H£-2-1% 2% (—CH (CH3) CH (CH3) CH2CH3) 4~ H 32~ 3 (—CH (CH3) CH2CH (CHs) 2) +3—H 2&-3-/%;
H (=C (CH3) (CH2CH3) 2) 2~ J&-3-1%3& (=CH (CH2CH3) CH (CH3) 2) v 2,3- -l -2~ 3% (-C
(CHs) 2CH (CH3) 2) +3,3- - FiJE—2-"T %k (-CH (CHs) C (CHs) 5 P dk . 23k | T3 283 ek
Ak

[0056] 7K SO R ARAE “Wi 3k Fom B /0 — D BR—B 0B BLBE Bl S B I 1
i B A M A0S 27 Hm) , 5 BT A7 Hm) ) R A AR — AN SR I R N2 2 18k
J& T (Ca—Cis) o FEH B 5245, 45 3 N Ca—Ci2.C2—Ci0+ Coa—Cs Coa—CoEl Coa—Cs o L5 AL FE{H AR T
Z )3 (ethenyl) B Z 4w % (vinyl) (-CH=CHy) . A-1-¥&%E (-CH=CHCH3) . H—2— ¥ 3k (-
CH2CH=CHz) \2-H FE - 1Mk T -1 dk . T -2 0@ ik . T -3 M2t T -1, 3- i dk \ 2- i 0t
11,3 0ER B -1 E 2w O -3 A 4w O -1, 3- g

[0057] 7RSO R RAE “BhIL” B35 B A B /0 —Dor—Bk = 80 B el sk i — A
SEA R, BRIE N2 F 18 MR T (Co—Cis) o £E LT S H , R 3 52 Co—Cia C2—Ci0+ C2—Cs Co—CoBY,
Co—C3o SLHIAFHEHAPR T £ ek (-C=CH) . N-1-%kFE (-C=CCHa) . H-2—- e JE (P2 .-
CH2C=CH) T —1-JhEe T —2-BL e AT -3 He k.

[0058]  RiE “Weda JE” & 48 HH X -ORZR /N 1Y BB BN S Bk A , LR R Se 8 I 22k L e ik
78 W =B SO R R R B A= B SN B N B Y TIEZ NS =
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[0059] AT AR TE “pi ANk k7 R 45 BUARE — a2 A (lhn1 .2, 38544) i 2 £ 4]
(R A STl 8 LI ek

[0060] At B D “5 B e R | 5 Hebi S8 Bl 05 HE A A be A R O 3 1) — 5
SR BIARTE “O5 57 R FR I R IR R, HAFEM, Kb fgh 20—
RN T TR o AR TE 5 27 0] 5 RAE “O5 IR B Al 7R — N SEit o b, A e A6
200 S TR [B] (Co—Ca075 55) o fE 5 — Skt 7 R, 05 AR A5 B 6- 10 J5 - (1) 2k (4]
(Co—Cro75 2&) o 75 FE [ S L FEH AR I (28 L IBUE VHROR (B VIR DUSRSE 1,2, 3, 4- DU A 252,
IH-8%5.2, 3- Z & - TH-Bi 555, HuT g — AN 2 AN A ST i) BRSO B~ B A .
PR 75 R AR 7 — ST B, AR S — AN B AN RN A O BRI, o e
FEE AR PR I e gL L ZE T W R P g 3E (naphthimidyl) JEREJE (phenantriidinyl) B¢ Py
ATERSE Horp B OSSR b

[0061] B b fsf FH Bl AR D e R0 4 497 T 2% 7 e Joe ™ I 5 B o S0 2™ 1) — 38 4015 FH )
RAE G5 2 B R AR AN E I I el =3 R4, Horp 2/ — A2 5 IR
HEBRBD ARG T AL ADLEHTT R, 2407 FE A FE4-6 0 IR 05 IR I ], Hoh— A8k
ZAI G TR MSTAT G AR & B B o AE o) — St 7 2 h, AR 05 BB 55 -6 0 L O ik
Fe[A], Hodr— AN B2 AN BRSO AT AR A Bl AR A — S T S, 2R g Ok
HC1—CooZe 75 3, Horp 28 5 FE A B 120k I 1 HH R O — a2 A A B Ek
SR T o 2% 5 2 T S A1) 5 M 1y S | PR g | TDR s | L s | g e | S g A R L | S
M L | e G Mg R IR R | DU DA R i A — e | ARk R bk | e L L
M I AR S | IR I DU MRS (UM [1,5-b ] MAFEE JE (DRI I [1, 2-a ] MEIE JE (PEERA 2 | 2R I
e JEE | S IR I a6 | 2 M e S | R R I M R TR R IR SR R IR R I Mg (1, 3T
Mp—2—JE 1,3, 4-=M-5-FE 1, 3-MEme—2-FE (1,3, 41 53 1,2, 4-ME — 5L 1
3, 4-ME -5k TH-PYME-5-3E 1,2, 3- M55 (L IE -2 JEN-SA AL M FAnE Pk (4, 3-c]
ML RE JE o ARAE “J8 057 37 I g Hoh 42 05 ik 5 — AN a2 A 05 B VR PR SR B2 PR B A 5 1)
P, G v e [ B RO 20 D A b o S PR A e S0 5 M e i | e Mg WUk DR IRy L OR
PR g 2 IR PR g | M|t R R IR A s | R e | R | S A R 3L | A IR 32 | K
VR i | IV A R 0 IR 3 | A M-V PR G | TH A G Y i G | iy MR R |y D R L |y R L | D &
W I e AR 1Y & St AR AR S 2% D5 R T O B BE L IR =R

[0062] AT FH I AR TE “He PR AL 2 H8 WA SO P 8 S “BR AL, Horp — ANl 2 A (B4
1.2 380440) B T LA 45 1 (B W10 NBKS) 5 4  7E — L85l 7 R, J8 IR 2 2 R T Al
R IE W3R 12T SIS R A0S0 7 S, AR R AR 0 07 L3N &, 1 - 14
TCIR TG HEI 2R o JRIAFE AT AT U A A — A2 AN ALIE B AT 8 SO RS AR
[0063]  FE—ANSLrh, R FE A FES- 12 B0 R 7 HAFG B 3 AR R4, H
IR RN, H— 2 AR iE B A RECGR R 28 IR 1, HpOo T g — e 2
ANFEF R  FE— AL, R E R AN T B — L2l IR s B —
MELZANIE H A RBGAR 28 R I3 0 R TI0 I A 7 — S, IR RS B — A Ek
ZANE H BT ECE I 45 T ATC B 6 T ER IR  AE J— SEfi e, IR AEE 3 u I A T —
SEAp, IR I FEA TGRS  AE S — S, MR HES -6 U L AR — NS R, e
AL FEOE 3/ XUBHE o AT S0 BOA 2% I T AT AT ik st Ak (911 N0 SO S02) , I AT AR & 2% i 1
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A& 2 Ak (15180 [NR4]"C1 ™ [NR4] TOH) o S5 2430 I A FE IR 4R 2 b 3 W R FR A 06t
N S TP i NP 52 NI B 8 N /57 NI B 8 N 7 N 8 SN et 57 NI B 78 N
3= ARIA T u ek MR o i - TH-AR e | T SR | DY SR | ey R L Y
SUEWY L IR e i IR P S | IR PR JEE | M R S L AR P BRI L 1, 1 AR - B M R I | T IR
FE DU S IR J5 | 7S MR I 22k L /S S s g AL (eI e 3 (oxazinanyl) (WEMEJE (thiazinanyl) ,
IR A AR Ot 2 (thioxany 1) « Ry Wk e 225 | Ry WK W 225 U PR B It 28 S 2 B0 B o 2 it 4
BN e B N S 7 NPT oTE S B2 T T S Y S 2 P/ N T i SN 2 P
e B B B AP P o i | U S0 e i | e o | T o I | SRR e S (1, 1~
AR P A R A e IR R e A 4,5, 6, 7 DU S L2 P M e | DO SR I K e
3.4,5,6, T-VUEFFF [dI KM IE 1,6~ kM [4, 5-d] bt mk I [2, 3-b] AR mE Ik | R It | IR
S W MRS (WS MR TMEME L | MR L A AR R 4k R IE Ak MRS L
23 (dithiadiazinyl) BRIEIRIE . — SMENE 3L | DU SR IE FE | 1-NHG g bR 3 | 2—HG g b 36 L 3
I P R JEE . A, I e L M MR 35 L QH— b PR 35 L AH- TG IR G L R 1, 3- AR 2R ER Rk 3 Lt
PR R 2 | MLk A e | MR e R | U S B I e A W A | P e R L M -2, 4 i
W P ) 2 L WIR P A b A g R IR I L 3-2( % IR (3. 1. 0] etk .3, 6- & A
[3.1. 11 PkEdE  6-% 4 3 [3. 1. 1] Pike 2 3-F A 3 [3. 1. 1] P 2 . 3-F A =3
[4.1.0] Bekeds /4 —3R[2.2. 2] et 2- 2 3R [3.2. 1] F e dk 8- 2 34 [3.2. 1]
SRR - F A (2.2 2] kR 8- A IR (2.2 2] R TR IR (2. 2. 1] Bk
BIRIR[3.5] Fledt R IRIR[2.5] et B URIR [4. 5] S8tk | 1 - IR [4. 5] 25 -2 &
PR S e iy 6178 N MU WG 1 SNYANE U7~ SN I R [~ S VI 18 S B = K v
7N SR 2 o B A B BRI N — 2 AN BRI 5T 2 PR R (1) SIS 5] S e e 5 A 5 e ek —
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JLANG TL A AT IR B — A B2 LR,

[0162]  FERLELs Jr b, ROFIRY S e TTIE B A IR — i 6 0 44 3R 3 .

[0163]  {F RLeesijifi 5 S, ROAIR S5 e AT T I 3 0 JR 7 — 2 FE 5 0 B 6 76 24 34 3 , T ik 5
JLAN6 LA AT IR B — A B2 LR,

[0164]  {FRLELsiifi 5 2, RO SROAIEAIITIE K IR F— i AT R B — A sk A4
PRAL g H LR () 2 B ) 28 PR 2« Cr-e e 22 \ Co-oifis 22\ Co-e /R JE AN Cr-6 8 S8 , A BEANC1-6k5E
5\ Co-elfi 2\ Co-eHIEFIC - bt B AT IR EUCA — D a2 ATk B BLT B2 A - AR
ENE R 8 N OEY aeY 1)3 E

[0165]  {FRLeusiiifi )y 2, RO SROAIE AT IE K R F— i AT R B A — sk A4
ST DL A R A ) e PR 2« Cr-ebi B

[0166]  fERELLSLE T b, IR S EANTRTE RN A — I AR IE BARA — AN 82 Nl
SEE E BAR PR A 1 2 PR AR 3R AR B — AN B ANk B A A =T R )
) Cr-sfie it

[0167]  {ERLEesjifi )y Z2rp, — MRCGRURIE A AT B JE T — R BT I B — AN 5.
Z NI E DL B3 B J PRI : Croebi 32« Co-e )i 2 \ Co-e R IE AN C1-e e 8 2 , HH BEANCio6
ot dk | Co-Ms 2 | Co-e B L FNC -6t SE AT AL UACE — A2 AN A7k B BLT 2] < AR
ENE R e N OEY aeY 1)32 E

[0168]  FEIELLSIHE T Erh, kb &L H -
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ACr-ehedik Co-e Ml Bk  Co-e I VBRI HE AN Z IR FAT R U — D e Aok 5 BLR 2
M - S8R B 3R s R NC el S

[0172]  #ER LSty S, 30 (D) A E WA ST B T (K46 & P s HL i B Bl 2 -
(01731 s . il A it A

[0174] 242 E A2 A A

[0175]  Fy—Jr s mdal e, R a0 (D G WsdL 25 Enf sz i i A — sk
Tt ST, PR 4 & W IE B 255 BTS2 IR e R B AW o A 5 SE T R B
TR A5 I AL A R R ) B A I PCAF R VR 25 L) dek ) B A S o AE R RS St 7 S
e 21 & YIBC ) A T 20 /R N R

[0176] A SCAE RO ARAE “ /& B MA” SR 30, 1 Wi SLh W), 1 AN A — S SE T
Fh, BEEADNERAN

(01771 R “2y 27 bl 52 (1 B A 1 70 BB W7 2 $i8 ANBBEUR FH L il (R A6 5 0 1 24 2
S PR T AR Ve B o W] AR AL S 0 24 5 B R S H BAAR Ae  mE
I ALFHEANR T8 A ) S| A R R IR B L NI L LA HE A i N s A B e 22
A o T LB A H 2R « L AR L BB TR REEL ) I A TR ) vk B YR S K L R
Bl HL A 5T T BRI F RS B 1 VBRI S AN BRI U B LA B B A AR =R
%, R ORI el T AR R VIR IR O R R B AT R RN IA IR R R &
WA NIGIRBER &R 4 Ak,

[0178] (& XMk Sl K H S e DR B Ah GRS /2 A
e B M TR R B TE IR A A B A B A I e RN (1 A I i o AR S A
RIARTE “fizn B AN A48 BT BRI VLD R PN R M P R P B A PAY A3 A A N
TES B E SR o

(01791 AE— sty SR b KA & ATk & W sl 6 0 25 & I il e P 3 10 kit P S [
PRFRRY o T 0 ARt Y P ] 2 750 5 A58 J S v 1) AL 7 o 7 RRIOAGE 771 o 8 2R 8 S i 7 SR
e, 20 (D) A B E £ A AR 1 R R IE BB B B AR — R F: (1) S 2552 bl 4%
2 BT A BAAR , 1 A0 B PR AN R R — 45 5 A (1) 78 70 B 70 , 1 A e  FLBRE
B R A H R R BRI s (111) RS0 , T8 WO P S 2T 43K IR A L W R LI
Jre B < PR ] oz AR s (v) ORI, 1 a0 s (v) BRSBTS B % B BOK
VA IR LR IR Sk B IR B 5 (v i) VA TRIRELIT A7), i A e s (vi ) WRolfefie st ), 1
Tl s (viii) JEREF , 1 G s i sl SR A R H Tl 5 (20 RO 1 vy 0 - B2 1= 5
AN Ce) I 77 8 A A AR IR RS A I R B L IR £ I B R S AR AN o A BB St S R
Hh K ] A 1 700 28 T ) e P 3 v 7 L 70 o AE R G S it 7 S v [ Ak 1 R R L 47
R o AL IS S U7 S, AT A T AR R ) MR SR 2 P m] ) B — Pl = R
g LR (lactose) BUFLME (nilk sugar) B £ I S ) ORI SR 70 W 5 JB 3 w1 3 78
7o

[0180]  fEICLLSI U5 S b, 005 ITAL S VB 21 A AL & W0 P 70 BB A AL B S R 7RI A
FIURL T 128 0 5 A B , T Wi A A TR AR e B 5 38657, OF Had vl 2EH VP
2 AT AL B 8 76 i TE P 5% — T 70 v A 328 DA SE SR 1) 5 SRS TS PR A7) B 5 P 10
S AL A SR S SR , B th R A A LB (lactose) BRFLME (milk sugar) IR 7L
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Lo 5 R R & IR SR BRI 78 (14 B JIe JBe 8 P (Y 3R 7 741

[0181] &5 —SEfti s b, A&V & Uk EAN (D AL S e, JF ARk 8
—FhE R -

[0182]  7£ 5 — sty b, A E WA & & 11 it A 2T Ak & 0 e 6 v A 57 2 Al
7, I HAR eI 005 — Phel 2 Fi 24 5 B n] 3532 1 FU5T) S BRArL L T TR0 TR & R AN
Fith 751) o 5 55 6 St 7 S, VAR R AT 2 Ml 3 A — e 2 A R AR R 7R T K O e v
75 BV A FAL T A0 O RS IRIR SR SR ST R R IRF IR VI —BE. 1,
SRt s 1 7 S R A i T N 2K N S N I 7 o N G N7
PRI H i U SO L 5 2 I w7 LD R 9 1 R T PR T S FLIR B W) o A2 R S Ty SR
VAR R S AT e e A — Pl 2 AR 1 R TR 3 R R R A
758

(01831 Ty S #il 71), 9] 41 I T Py S 7K A i e 2 VG A8 v P AR A8 2 RS AR FH 5 3 ) 2
50 B 94 7R 8 75 A o A T T A AR 1) 713 T DA TG 7 D M B 7RI B2 R R R 7 B R o
PR 0 TR T 3 S VA TR B R BV 9 AR D 1, 3T R R R o P 0 T R 52 (R
IR TN IK A BRI, UL S . P NSRS AL BN W . T3 b » 0 T AN R Ak i Je & 4R
VAR R B S o DL s A8 A AT S AT A4 5 i 4 5 1 T ot AP T e iR
R, i R v i ) i R 5

[0184] ]y S 1l 751 wJ 451 dar e ok 4 i e 908 i 1o i I T 5 N SR T T AR A S K
PR 2R 71 CHLAEASE Y AT P 98 A B30 S G TR /K B B T T TV A0 o o) EAT KA

[0185] Dy Ik — P (D AL S E L 38 A5 B IR AL S BT BOUL A E 3T
WA o 326 T3 T A5 FH R 2 R K I PR 5 & P BT T8 T RHK T TR BB SE I - SR IR AL &
0 1 PR S S R L AR R, AR VR IR i A RS RN e 1 3 T ke et , i 15 it
PRI AL 0% 300 SiE 3R W ST 3 KA & P A R 8 T I G /e P b R S Bl A R A )
2% i 1) 5 5 WDl U SR P A2 B — 3R LS I TR RS 45 A P ol S 8 22 o O A o5 RIS £ 0 126 7
2o R T E W5 - S W 00 L AT B Ak P B0 LA SR S B ek it mT 42 i 4 & DR TR 3
I E R EYIRE AR R S0 S B8 3R (R ERBR) A3 (BRIGT) o 0 ey 5 ) 77 B 38 1 4k
SRS AR SRR E ) i S A UL Rl 4

[0186]  fEILLLSIt Ty S, K FH T L B A it FH P 4 45 P e 1 e ), JELmT o %
A 20 (D) AL S £ 5 A3 0 T8 AR TR 77 BB A 1 n ) ) i S 2R 2 I ke 771 451
GRS LA IS U 2 (] A (EL P AU A2 VR 5 DR LA L P e A 8 M v b A R i (D) fe 5
VI RLEIR 5

(01871 T JE & s B it FH 2K (1) AL 40D S 4515771 224 B335 0 70 MW7) R 71 e 71 e
7R 75 R 5 5 R RN TR BN 7 o 2K (D) A S e ERAE T A T 5 45 BT
SZEAR LA AT I 1R 7 T8 7RI B i FRVR 4 o s A/ 1 o 790 S ) G 475 IR PR o 790 g 7 S IR
7ol 32 B 71 o 35 B 750 R Al i i) o 3 (D AR S sl sh Vs il Bl B+ iR, 10 2 6%
B R SV o PR AT 8 8 5710 15 W) BI04 & 3 5 R JEK PR 3 B A R e i o A
i i B3 I KA 0 0 T T 3R W2 TR e i R

[0188] i i It B L e 3 FD 19 8 791 < T it v A P A R F R i fre i 77 B s AL 5
A/ B R T B P 7R B 23 BAGR) PR (D) A 5 P e 2 18 S 3 5 7R B N A 57 ) 5 ok
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ERIKEI

[0189]  FERLLLsjE 7 Zrh , AW GV SEA S B — it AE sy B, 44
2 PN HEYA S B — i . AR R S 7 S, AR B 255 Tz A
S EY -

[0190]  fTfr s B 2 1K) LR TR R AR T 7 B HUR T 2 PR 28, G M — i
R R AR B &5 24 I TE) S HEHE T 2R 25 900K F S Y6 977 12 D %0 40 B R0 T 7R YR T 1) B AR 9%
P 0™ AR B A AT R AR ST A P s Sh i S B sk T & 1 Bk &
Y.

[0191]  FE—A St b, &R E 7 E A1t I Ak B AL S 16T B R E AR R R 4
0.01-100mg/kg 8 F A , 5L # £90. 1-20mg/kg & 1R H G I A, A Fr s A& 20
LAY YEE 0. 38 15mg /kg/ K o 7E i — St 7 2, 1 IR SRS 50 2Y  an v 771 RT3 571
HLI5 R Z100mg A KA

[0192] 54 5 71 1 AR 77 AL 40 75 29 2mg  5mg « 25mg . 50mg « 100mg « 250mg B 500mg =X, (1) 1. &4
BRHER I BB A 2 295-30mg TE K FLKE , 295-40mg ST I 34 F 4T 4 25 . 495-30mg 38 2 M s
FEfE (PVP) K301£1-10mg i IR BR B » B i1l v 1) 75 2 B K by AR e TR A 75— e I dk—
L GPVPIETIR & o iU RS 4 AW T-1 , i ks, SRR BETR & , JFA8 F o F 1 4% T 1l o A
FUTE 2 o ST S 5 A S 49 A ] G0 1) 4% - B 20 2-500mg 2 T4 & Wl L £R VA i T A0 10 22 v
TSI, 9 An s IR R 2% P, I L (n SR 75 D) S BG4 7] , 481 0 36 1 an S AL BN o s VR T Bt
I FIAAE FHO . 25Kt RS , DL 2Bk 44 R A5 e

[0193]  AbAWAIZy % Ll B2 i S W FHig

[0194]  H—mAEFER (D &P Ei I T (RAREAR ) FI PCAF [ 1R 45 #3801
[0195]  S—sijiti 5 RALFR VR YT 4 (5, i AL sh i Wi ) HRPCAF A 3 [P SiE 1K 7 V%
B35 17 BT IR s it F = (D) A0 & e 24 5 b n] 8252 1 £k . PCAF A F [P s S B FH (H AR T
AR IR B S LT i

[0196]  H—TJ5 I EHE (D (L& £ T (RAMEAAR ) I GONB I YR 45 #4358 ) FH I
[0197]  S—sijiti 7 RAELFE IR YT 34 (51, i AL sh i Wi ) HR GONS A3 (R I iE 1 7 7%
BLFE A BT IR s it F =R (D A& ek H 252 T 825211 2

[0198]  S—siji )y ZAFESY) (5 an, il FLA Y0 Wi ) H 38 hn 60+ 40 f 52 770 R e e ¥R 9T
(R D 774, dE m Bk sh Wit =X (D b & 252 BTz nEh.

[0199] S —sijti )y ZAFEShY) (5 an, il FLAY0E Wi ) H ZEIR B 1k e A o 40 it B3 14 77
RIBPUER 735, Qg A B ik sh i =0 (D A G255 Bz i £ .

[0200]  S—sijit 7 S AL HE LEK BN (B 1, T L B A2) 1 A N HR R e i 5 V25 1 i 87 35 2
(B0 7 %, LG XS 28 3 e R T 7 v 1 3 e FH = (D A A st 24 % B mT sz i £, Horb 24 it
H (D A A a2 5 b n] 5252 1) BRI, X6 e iE 7 v (4 ) I8 6 2 s [) , bE AN A7 7 it FH =X
(D A AP El 245 b a2 B 3R A IR0 I X e 7V (1) Wi S 4R 82 P [R] 4K

[0201]  —sjiti 7 RBFEEANER BT RER 7 BFE M Bk MA A () 20 (D e E
PIek H 2525 ] 252 i L A0 (b) G 8 70 o 75— NSt R, BT 40 B B P 5 E B
T T BETCASE 265 5 P e AR LA 3R AR 0 S5 R 8 1T 1) 550 A RS 40 40 1 5 40 10 1440 1
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FI PR AR A 15 5 5 S IR A5 52 R s S R U I 7 2B e 3l 77 e ¥
I 770 AR P8 T 550 LDH- A7) g 197 B A= 4 6 G il 70« 40 B J) A S 5 A% 5 4 1l 771 \HDAC )
11700 B A A 0 o) 70 R0 RE AU A A 7R AR — AN S T b, TR R B EE M R O R
[E— AN B, IR AL b N A RE B 2 P R ASIE  (E— STty S, ik 4 i 25k
FREAT o E— AN ST 27, BT i 41 B 25 P 75 N EGER G 5 BU I o 75— NSt 5 2 vF , frid
EGFRIGIFE P AN (3-Z R IEZEIE) -6, 73 (2-H 58 3k 2 8 3L) e —4- i s L 245 2% b v]
B (Blan, JEis & JE (erlotinib)) o fE—ANSEiti 7 27, BT 40 i 25 4 77 W RAF 01 6]
o E— AN 7T 22, BT IRRAEH #1177 J9BRAF B CRAF 4181 71] o 78 — AN 52t 77 22+ , iR RAF
I P HEJE (vemurafenib) o fE—ANSEH 7 S, BT 20 B B8 P4 77 A PT3K A ) 551 .
[0202]  FEIEEESTE T EH, Va7 AT E— AN AN IR AR R 2 Ja it o 7 H B st R,
YRIT I RE R G 00 it FH o 4510, v 7 T AR IR A A 2 B (9 2, S5 TR tR ) g s A/
B % T B T 5 BRI ) 1) BUBAN At F o RE R AR P I B AT 4k 23R T 5 49 I DA TRIBT 81 4E
IR

[0203]  PCAFA S HJpedE

[0204]  “PCAFA\ FIIE” F-AELE T PCAF S 5 hE I 2 4R . — FhEl 2 FieiE R B i An 4
[P IN™ EHFE B E

[0205]  PCAFA 3 B AE B 5T iE , LA RS E IR T W s ye L 20bE (A i - 2ohE bk e 4n i
P PTI98 S B8 T P 1 T S T AT B 1 L R R T MR 2R AT
Jet  REE SR B e < i  FLIE SRR L T B AU VOB R VB R B I 1B
1 L7 2 2 9 E 00 A 0 L9982 2 8 00 P 2 1 I 12 P v BB 12 1 1T &5 e\ S i L
i 908 PR R L T AR < R S K B AR L R i 245 e LR S B 1 AR Ak L R AR
T 5 R PN R R = TR b R AL R U MR S AR P PR LR L R
P /N 3 2208 TR T R 21 4 PRI S 6 VO IPR EXL R0 5 s A B 00 P 52 R A 48 e R
S J2 5 A0 L 98 e o PR 988 B R Sk S0 L A R e S A e R AN U
AT BRI P LPRRE 1 0975 < AR 7 PR AT e « bk B 257 DAY 7 PRI JR 9B EEL 757 PRI AT I EXL 200 o 12
P L7590 2L R8T 470 L i B— 4 9050 42 e £ P g 8 S e« RS 0 5 4 R B 2080 i e
T TB) RS2 98« 22 R R BB R B B I LS i R R VR R L R 4 4T P RS ANUT H 2R g
(NMC)  E/INH B AT 2 SR Jig JB9ed « 11 s e « i AR B9 B8 TR e - LSOtk g L 3L
SR LR U IR B 20 i s SRACIR 0 A 3 22 RE L JT A R S B
I 38 S VW) B 200 P 9RE A SO IVL PRI IR PRI B IR i s it A J R 2 I /) 4 e i 9
S R Gig RTPAIRE) NN B e < 7 96 « SReDR 8 i BSRT v e R e FL /R B
REAS I B BR AR 3 IAE  wn b 0 12 L8 S8 AL TR 5 i R B R BT £ e

[0206]  FEIEEST Ty S Hb, B i B 15 o i« A /N 20 PR s R e /N ) LR bk
L £ P 1 L5 U 2 8 2 1 T ) R LR wn 4 8 e L e i 24 1 LR es K
FSTARBA M FLMR IR « 1 0955 B 28 20 B JRE 285 W e AN 25 29008 o 0 e S it g S8 P, i I g
i SR T8 o E R S it g S, BT IS SR A R g o 75 R e STy R, BT IR e S LR
E RS ST 77 &, BT IR SR O L0 o 7 S S St 7 R, BT S e N 45 W e o S e s
Jiti 7 e, BR300

[0207]  PCAFS T ()93 i 30 455 98 P05 « 28 MR IR AN B B S e e i , LA (EANER T
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S AR SSRGS BT R BRI (R SR EE ) oR B A A B | Sk R A
AL DLUIREE T4 B i 1 A BH ZE VR i< 3 (COPD) e 27 R« B2 %% T8 - 5 i 1k
BNk 78 VE NERYE'S 98 98 TR AAR 58 L 8 R I R0 S IRIEPE 'S 28 2 R PEREAL L O 2E
LA VB R 28 B BB HE R RO B O 98 VSRR 98 Co B 458 L 515 1 2 B K 48 b 2% R 1
BETPE PR AL, 25 B 98 25 B 85 5 98 SRR 57T 28 DU 28 Rk 14 JH A 98 L IWCITIAE « &R
Gtk LT BEIRIE 22 R AE R BIK 28 A BEPEAR T FOIR IR 28 L TRYRE PRI 5t 92 14 &5 i 9% 6 28 i
2~ VA LA 98 RN A4 A PR 2 i o 76— L6 St 7 R, BT e v B S e P o 76—
S ST 77 ZR TR, I I R A g

[0208]  PCAF/\ T B3 fE I CLFEATDS 5 1814 15 A2 o3 , A0 4 (AR T4 PR o5 12k B v IfL 1
PR 8 VHIVAH S B 03 S B ZNEREE B 28 VIR 28\ Tg A 0 ey kb 14 4 Bk VB /N R4 | i
PEF INERVE'S 28 0N AR A0 | 22 B 9 VB /N 1) MR B 48 5 Stk B 1 B0 o B
R, AFEEAR T8 - FEE S 8 O EFRF ARG S8 & RER BRI AN 75 S Vil
SR PEGE L )35 3 1 MO 35 5 10 I 28 15 3 B0 RN 25 1) B 14 5 S 1) S MR B 0000 B0 e B
R HIVIER G s EBERE s B BB AARE I HG 533 5 v ML 2 AL E 5 BT JR v B s AR £ & A 5 T
NEWT AV s TTRURE PR 5 JR B Z KT s 0 PR s T A DX JE 005 288 5 - Joid s A i 5 RS PR AP 2 2 UK
e (Fhn, 5 H (Toxoplasma gondii)) o fE—L85L 77 S, BT 9 A RS AASE - 75—
SES it 77 ZE R, B e A R FREE o 7 — S8 St 7 SR, iR e AHT Vg Gy o 7F — Le St 7
F, TR e 9 27 A BB

[0209]  GCN54» (K] I

[0210]  “GON5AY T HIRIE” H#AIE 7E T GCND 2 i ik [P L 46  — Fh Bl 22 P R B i b &4
R I EAE RE E R

[0211]  GONSA™ TR E B HE T AE , LA FEAE AR T U o 20988 L 20 1 1995 « 2 PR bR E 41 g
P 1 L5 S B A B IS S PR T AR I I R 2 P T A e R R 4T
Jeb IH e RS e e L e L FLIRE SR T E AU VORI B R R R g
P L9 1 P 9 2 0 R 1 I e A e A L 12 1 I P e B I S e S I L
Jip e < PR 5 YR L B R L R AT DR BT B bR L R i 24 1 L R S P AR A L VR R
T N R L N R TRRE L A TR b R AT I B MR S AR P M LR L RO
P AL /N AR B 220 I DRI UK MRe 2 4 PRJRE VI 2R 15 e 2B B A M 2 AL e L 8 S TR
FS A IO 200 B JRE i JOR PR R B Sk 30U RS LA A0 PR RS TR T A e R A U
B AN P WLPAIIRE « 3 IAL995 « AE 7 PR R it e bR EEL 50 P B2 PRI IR VK E2L 57 PO R I E 4
F IL975 96K B 980 T 40T D 3 B 290 L 9050 A R £ 308 1 ey 8 RO ol o 20 85 400 AT B2 28T i .
I8 B B 98 22 R VR R B B I IR R R Y PR R A 8 AT B R W INUT H 2k
(NMC) ~ /N B i« /D> A 28 Jise JSURE 1 M e « i PR RE B0 B0 PR e LS R AR L
SR LR S0P IR 2 40 B 1 o A SR AR MR A 4 B B 220 L A A e S B
1T o e SRR ) 5 200 P R AR S VL PRIIRE  PRIIRE 7 T e NG Do 200 PR B2 e 7D &4 I 9
SRR Creg APIRD) /N B e < 15 9 iR DR 40 A e I IR v MR HEOIR e « T R B
REAG TG B BR AR IE wn t— (1 L et 52 AL TR 1 5 s AR K 2 30 G g

[0212]  FEBELESThf 7 2, FridJeheak B B i i /N0 BT g /I ) Ls PR ik
E &40 L R 2R S 1 T A e L e wn e — 0 1 L e A 245 1 L e S UK
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B2 PP LR I RO A MR 485 e R S o AE S S ST T R, B iR
JiE il o 7E FE LSt T S, BT IR S e e o 7E RE L ST ZeH , BT IR S E 9 FL IR
FERELG S 77 28, i i O 3 L9 o 7F LS STt 77 S TP, BTl S i R &6 i i o 76 Al s
i 77 R, B iR e ¥ 5 S

[0213]  GCNGJF HJpahE 10 45 28 P55 R MR AN B B S e 1t s , HeALFEHANPR T
S AR SSRGS BT R R (R SR EE ) om EL A A B | Sk o A
AL DLUIREE TR 1 B i 1A BH ZE VR i< 3 (COPD) e 27 R« B2 %8 T8 5 i 1
SINK A B ANERIENS 98 98 L HE AR 58 L S MR R T 0aE o3 ARIE PR 1 4\ 2 A PEAEAL Lo DL 2%
LA VB R 28 B BB HE R RO B O 98 VSRR 98 Co B 458 &5 1 1 2 B K 46 I 2% R 1
RE P AR AL L 2 5 8 A 7 98 5T 98 I RGRAE SC T 48 IR 98 BB A0 P AT 28 IBUITTLAE « &R
G BERIE 2 KA R BNIK 98 B PR S HOIR IR 28 TRUBE PRI Itz P 465 1 9% i 26 e
R FVBRA LA 98 N4 4N R 27 i o 7E — e STt 7 S b, BT IR hE A B 5 S e P o 7E—
ST 77 ZR TR, I I R A g

[0214]  GON5AF B SE L ALFEATDS 5 1814 1 A2 903 , 04 AH AR 45 PR o5 12 B i v I 1
PR 8 VHIVAH S B 03 B ZNERIEE B 28 VIR 28\ Tg A o ey kb 14 4 Bk B /N B4 | i
PR BRI B 8 /ISR A 22 3 0 VB NE R] R B A R PR A B e B
R, AFEEAR T8l - FEE S 28 O EFRF ARG FH & RER BRI AN 75 S 1 Vil
SR PEGT L )35 3 1 MO 35 5 10 I 28 15 3 B0 RN 25 1) 5 14 5 S 1) S MR B 4000 B0 e B
R HIVIER G s EBERE s B BB AARE MG 539 5 v ML T2 AL E 5 BT ZR v B s AR £ & A 5 T
NEWTARVE s TTAYRE PRI 5 JR B Z KT s 0 PR s T R DX JE 005 288 5 - Joid s A i 5 RS PR P 2 2 UK
e (fan, 5 H (Toxoplasma gondii)) o fE—SE5L) 5 A, TR hE A B U AASE « 76—
BE S 77 ZE R, B iR A R FREE o 7 — S8 St 7 SR, TR e e AHT Vg Gy o 7F — Le St 7
Z, TR e 27 A BB

[0215]  Ah 45 A R0 LB 245 7] 1) 3 ) it A

[0216] X () &4 e L 3 mT b s A el 5 B 294 & 45 . 28460 1T &5, 25026 157
825 2577 R 2550 B 5 (D A B AN TE I, S A A 2 AR A B 5200 .
WA LA — AR M A W) — L gh 25 B0 TF 48 25 AE— A3t B A &Pk 2% L]
F2 52 1) 35 AT 5 20 e 7 P R Rt FH DAY 97 38 5 e 9 s A i

[0217]  OR3E “IL[m] i FH” A& 48 7] i it FH B AT 77 20 B 20 TR i FH =X (D Ak S el HeEh &
TGN — a2 M I 2 D A3, LS AR B EE SRRSO VR T o W SR AN BN, WAL
TEAR 2230 (1) B 18] PN e FH & R A0, A5 0 2 5 AR TR 340 750 28t 9 AN = 22, 9, — P &
YT e 55— P S el 1 ki A

[0218] R RNZFHIETT RH—E 0, XL FAMY 25550 5 56 A & A& A &4 5 I
it FH o T e, IX EE 25 71 P R B — B — 30, SR —dH AR A KL EY)— IR
E o AT R 22 0B T7 S — 043 Tt P, D009 A 1A 700 AT [ IR L A P AR AR M 2 ) 57N A
) — B TR P 34T

[0219]  ZRSCAH FHEIARTE “BRAT” 4G FIAE S RIS 2 T8 iR 8 A% U B[R] I B A 7 it VG 97
A 22BN T A K BAWEYITT S 55— PGy 750 R I 54K DA 2 5 B A7 771 & 1 X Bl DA B
— i BTt o R, AR B BRI TR — AR, A X TE Y SRR IT
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A2 bRl S ) s e TR BN

[0220] W] SRR R A DL A B — R R (R AR BIAL S A R e IT R (FE L&
BRI ) S AR T R B IR EL A S ) () S AR TS B e T B 1 32 R A4 P AR 2T AR
o FEFE L STt 7 S M, W AN B I 2 S WD 1) s A 45 T LUt AR & B 0. 01-100mg / kg 4%
#H/RIFIE.

[0221] @, W 3[R it B A B0 B vE 7 1R 5 9 B0 R %) 37 P R AR ART 2455751 LSS 245 701 1)
SE Al fECancer Principles and Practice of Oncology by V.T.Devita and
S.Hellman (editors) ,6™ edition (February 15,2001) ,Lippincott Williams&Wilkins
PublishersH$& 2l]  AUIB I8 E AR N T BE 5 T Bl A 09 25 1) A0 903 1) BARRHAIE SR 9%
IR 225 7 20 A K A A I

[0222]  FE—ANsijiti s o, Frid i y7 r ik B LA A (D & ei 2= E sz
(1) 3 R0 2 2D —Fo 241 B 55 4 7] o AS SCAS P 0 AR T 4T B B 14 7707 A2 8 00 i BB 1 4 g Ty e A/
B 51 A PR AT U BRI R 0 5 0 R 1 B R (RS PR T P TR 2% (i, A2t T
1'% Y% Re'™ Re'® . Sm'? \Bi*'2 P*%  Pb* * FILuff) 1 [F) 7 2%) 5 Ak 22 A 77 771 5 2R KAl 771 5
Wi Je R B Gz oy e s ANEE 25, 0 WA B U R BB SRR K /N O 55 2 BN
PEREE, B H BO/BAR A

[0223]  J 5Pk 4 o B4 R AT 3k B HURCE ) BRI 25 A S A TR B AR 2R A R A
LT 0 750)  HUACTR A« F0 4 57 44 B8 T4 1) 771) 38R AR 2R AU 15 5 e S AR 3 55 JE =2
A2 T8 G PR VI L A A 1) 711) S B v T 7 S A2 8 T 551 LDH- AL 570 5 g 07 R A= 0 - 4 1
A s 0B S 5 A% 3057 s HDACHD )75 g 1 B A4 f ) 51 s A e AU 1) 571) o

[0224]  “fb 23Ry )7 AHE AT TR 97 RE AL & 4 o A 536 97 71 B S ) B 4 Je & & Je
(erlotinib) (TARCEVA®,Genentech/0SI Pharm.) Bl & # K (bortezomib) (

VELCADE®,Millennium Pharm.) XS (disulfiram) - EBEE TILERZE B TIEAE

(epigallocatechin gallate) vsalinosporamide A.FIE{EK (carfilzomib) «17-AAG (k%
KR 2 (geldanamycin) ) HRARFEH & (radicicol) «FLER M EAEA (LDH-A) 5 4E =] HE

(fulvestrant) (FASLODEX", AstraZeneca) &7 J2 % J& (sunitib) (SUTENT® Pfizer/
Sugen) K HiME (letrozole) (FEMARA® Novartis) . FEEER{F 5% JE (imatinib
mesylate) (GLEEVEC®, Novartis) .finasunate (VATALANIB®, Novartis) . By F4]
(oxaliplatin) (ELOXATIN®, Sanofi) \5-FU (G- R MnE) « FF BEDU Z0H 2 (1eucovorin)
% % Rapamycin) (Sirolimus, RAPAMUNE®, Wyeth) (4% JE& (lapatinib) (
TYKERB®, GSK572016,Glaxo Smith Kline) \Lonafamib (SCH 66336) 2% 4E &
(sorafenib) (NEXAVAR®, Bayer Labs) .# JE#& J& (gefitinib) (IRESSA®,

AstraZeneca) JAG1478. KAk #iE N ZE B UK (thiotepa) MICYTOXAN® I ik f1 ; o e itk
PR IEEZR 18 N VH % (busulfan) LN EF ML (improsul fan) FURVAET L (piposulfan) ;s E A BE
2K (aziridine) IR B IR (benzodopa) « R IEER (carboquone) «3&% UK (meturedopa)
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FEEi UK (uredopa) ; Z3E N IZZE (L% enimines) I 3% 1225 (FF JEamelamines) , 055
NHE (altretamine) . =4 % % (triethylenemelamine) « = Z ¥ 5 Ik i%
(trietylenephosphoramide) \ = Z M ACHEEE % (triethylenethiophosphoramide) F1=
FRH %% (trimethylomelamine) ; & 74 B W 62 (acetogenins) (Ot & A fir A 2
(bullatacin) AR HAR-EHH (bullatacinone)) ; =M% (camptothecin) (BLFEFEIAE R
(topotecan) FIfF L& (irinotecan)) ; & & 1K (bryostatin) scallystatin;CC-1065
(R 35 R Z K 3#T (adozelesin) RHTHKHT (carzelesin) AL HTRKHT (bizelesin) & I
) ; Ba#3R3E (cryptophycins) (RFAIZ R UMEERS) 1 IR R B (45K 2
¥A (prednisone) f1k JE#2 & (prednisolone)) ; Z BRI A A 22 (cyproterone
acetate) ;ba—ib JE M, AEAE S HERL (finasteride) MIEEAEERL (dutasteride) s ARIZIF
(vorinostat)  F KHF (romidepsin) (ML A th (panobinostat) KR (valproic
acid) \mocetinostat.ZHiFEfh T (dolastatin) ;FiH /2K (aldesleukin) 7 (tale) «
R (duocarmycin) (BLIEA BSEBAYIKN-2189FICBI-TM1) ; B HIEE (eleutherobin) ;
K BT (pancratistatin) ; HAIEE (sarcodictyin) s 4RI EK (spongistatin) ; &
7+2K (nitrogen mustards) , iU T BREIT (chlorambucil) \ZEZJ¥ (chlornaphazine) .
chlorophosphamide M5 F]7T (estramustine) « FIABENE %L (ifosfamide)  XUE £ 3 H %
(mechlorethamine) « i B A & S+ (mechlorethamine oxide hydrochloride) £
(melphalan) (& ST (novembichin) A& FTH [ B (phenesterine) ik JE 5 Al VT
(prednimustine) - M % (trofosfamide) « JREEWE B IT (uracil mustard) ; EAHZEIRE
(nitrosureas) , ¥ W-RE AT (carmustine) EMRF % (chlorozotocin) &L Al VT
(fotemustine) V&5 H]7T (lomustine) s JE¥ H]YT (nimustine) M 2L AE]7] (ranimustine) ;
PUAEZ R, WA B2k (enediyne) FiAEZR (BIITINAEFE K (calicheamicin) , JGH AN
FIZEER y LIAMINFI 45K o 11 (Angew, Chem. Int1.Ed.Engl.1994 33:183-186) ;ik N %
% (dynemicin) , B¥HIEAN T RA; “ B (bisphosphonates) , i WIS B L £h
(clodronate) ; T A & (esperamicin) ; LA il Ji 8 25 (neocarzinostatin) A= (4]
HROEAE R EFAERAECOR) BTwhi % R K (aclacinomysins) LW &R
(actinomycin) .2 15 % % (authramycin) A Z A M (azaserine) (I RKRE R
(bleomycin) il 2k # 25C (cactinomycin) scarabicin VE4L 2 2 (carminomycin) W& 2%
(carzinophilin) 8% & (chromomycin) - EA % & (dactinomycin) K4 5 &
(daunorubicin) HiFE L 2 (detorubicin) 6-FE & -5-F A -L-1E= AR .
ADRIAMYCIN® (£ L £ (doxorubicin) ) uAS-% Z2 Lk 2 L FIE A -2 F2 L 2 |
2-ME g Mk 7R -Z R EMMAZ FZIWE) RFWAE (epirubicin) KR E
(esorubicin) MKiAEL 2 (idarubicin) RV 2 E & (marcellomycin) 2% &
(mitomycin) % U122 % R C. B (mycophenolic acid) iEHi % & (nogalamycin) M
E % (olivomycin) & E % (peplomycin) «iHIEE E (porfiromycin) MM & &
(puromycin) . =8kf % &K (quelamycin) \F L E (rodorubicin) \#E B W &R
(streptonigrin) #EfE A (streptozocin) R & (tubercidin) K 3EH
(ubenimex) i Ffh T (zinostatin) HEZEL A (zorubicin) s PUAREHPIZS , 1 4 FH & IEERS
(methotrexate) M54 JKMENE (5-FU) 5 M RISV, 18 a1 — H IR (denopterin) | HY 2 I
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A MBS (pteropterin) « = HI Y (trimetrexate) ; HEM ALY, 1% U0 ik i I
(fludarabine) 63 JEPES BRIKIERS (thiamiprine) A SR s BEE AU , 1 W12 Pa At
7 (ancitabine) JJUFLMEF (azacitidine) \6-BJRH « FH & (carmofur) - B B g 1
(cytarabine) XU R (dideoxyuridine) - KEFIRF (doxifluridine) K% fhiE
(enocitabine) VIR (Floxuridine) s HEBEZRIS, W W~ & 228 (calusterone) N IR A
HERR (dromostanolone propionate) IAIRMERE (epitiostanol) «FEHESE (mepitiostane)
2N (testolactone) s U8 LR, i A & K4%F (aminoglutethimide) KFEIH
(mitotane) \H1i& A3 (trilostane) s RN 78571, 1 WOV IR 5 T 46T % P4 B (aceglatone) ;
MW e G BE 17 (aldophosphamide glycoside) ; & 2& ZBE AR (aminolevulinic acid) ; &
JREEWE (eniluracil) ; RNV IE (amsacrine) ;bestrabucil; b 2E#E (bisantrene) ; {1
b (edatraxate) ;defofamine ; HiFE ] 2% (demecolcine) s HuFY ERE (diaziquone) ; fK & S AR
(elfomithine,eflornithine) ;MKFIE 4 (elliptinium acetate) ; REE &
(epothilone) ; {FEHEE (etoglucid) ; AERER ;s F2HE MR ; 75 1 2 % (lentinan) ; & JE 15 B
(lonidamine) ; EEREZAEDINZS (maytansinoids) , i WEE ZEK (maytansine) 12222 &
(ansamitocin) ; KFEAE (mitoguazone) ; KFGEEE (mitoxantrone) ; ZEIK i5 BE
(mopidamol) ; —JZHHNYBE (nitracrine) ;Wi Al ] (pentostatin) ; EEZA &I+ (phenamet) ;
Mt 2 (pirarubicin) s W &R B MR (losoxantrone) ; " FAFE (podophyllinic acid) ;2-2.
FEBE B TH R E B (procarbazine) ; PSK®Z¥EE 5% (JHS Natural Products,Fugene,
Oreg.) ; Wi (razoxane) ; il % & (rhizoxin) ; PifEM (sizofiran) ; B IR IZ
(spirogermanium) ; 4152 R B AR (tenuazonic acid) ; =W IZMAE (triaziquone) ;2,2°,
27~ =R = O TR 2 (trichothecenes) (UIZT-28 % \verracurin A FFHIE
% (roridin) AFMEIE B & (anguidine) ) ; B4 (urethan) ; KFH ¥ (vindesine) ;iAFE
1% (dacarbazine) ; H # % &]7] (mannomustine) ; VR H #&E% (mitobronitol) ; R T ¥
(mitolactol) ;s WRVHIR KT (pipobroman) ;gacytosine; AT (arabinoside) ("Ara—C”) ;
T E IR (thiotepa) ; BEAZEE (taxoids) , I UITAXOL (B I2 B (paclitaxel) ;
Bristol-Myers Squibb Oncology,Princeton,NJ) . ABRAXANE® (R 7 51) 55 ffs
(Cremophor) ) ERIZBEMN H & H LR K UK #17] (American Pharmaceutical

Partners,Schaumberg,I11.) fITAXOTERE® (£ Fiff %€ (docetaxel,doxetaxel) ;
Sanofi-Aventis) .2 T BEEJT (chloranmbucil) ; GEMZAR® (i PUfhiE (gemcitabine)) ;
6T LW A 5 S LIS  FH U IEE RS s SR , o B0 AN R 0 s KRB (vinblastine) s #KHE
JHTH (etoposide) (VP—16) ; 5 M BE M iz : KB R (mitoxantrone) ; K3 il
(vincristine) ;s NAVELBINE® (K#HHHE (vinorelbine)) ; f8 KJE (novantrone) ; # JEH
1 (teniposide) ; {KIAH YL (edatrexate) ; 18 # A & (daunomycin) ; & FEHERS s R BFARIE
(capecitabine) (XELODA®); fHER2 £ (ibandronate) ; CPT-11; #4153 M B HI I FIRFS
2000; —H R YR (difluoromethylornithine) (DMFO) ; A0 8%, & WA 58 ; UL M E
ATAT Y BT ) 24 %7 b AT 52 () 2R IR AT AR

[0225] Ak 2# iRy R B0 45 (1) 18 B D9 115 sl il oot s i /8 FHI PR 70, 1 it

44



CN 107074823 B ﬁ'ﬁ HH :F; 29/55 T

MHE YA 2% SIS R 22k 3 1 ME D 3R S A TR T A (SERM) , B9 45 91 dnfth 52 3 25 (tamoxifen) (fL¥%
NOLVADEX®; {582 fth 58 35) V18 &35 (raloxifene) JEEE 25 (droloxifene) |
iodoxyfene 4—F#2 Hfth 52 E 25 vk EZF (trioxifene) keoxifene LY117018. B8 3 =] fi
(onapristone) FIFARESTON® (MIMAEE LR K25 (toremifene citrate)) ;s (i) A~
B bl M TSR AR B0 Bl T A N Y D7 A A R 8 an4 (5) —RK e S OK Ky
(aminoglutethimide) . MEGASE® (B 2 HF M 22l (megestrol acetate)) .
AROMASIN® (& 7524 (exemestane) ;Pfizer) fEEH (formestane) 12 i M
(fadrozole) « RIVISOR® R& M (vorozole)) \FEMARA® CHimME (letrozole) ;

Novartis) M1 ARIMIDEX® Gl AEHH M (anastrozole) ;AstraZeneca) ; (iii) PrifEigEL,

NG ACKES (Flutamide) « JBEKEF (nilutamide) B FE& % (bicalutamide) &R Fi bk
(leuprolide) FI X 4 FiMk (goserelin) ; fi & FiAk (buserelin) B Hi Ak (tripterelin) .
Wi B FH #2291 (medroxyprogesterone acetate) W MEMERY (— 4 FEstilbestrol) i E 5
M (premarin) 9 FH 221l (fluoxymesterone) & N4 R W25 4EAN% (fenretinide) , PA K
¥V (troxacitabine) (—#1, 3-8 Z4 ¥ R #% T s e 504) 5 (iv) 8% (3 g 41
Hil50 s (v) R Pl A ) s (vi) R R IRR , BAR 4 2200 e A I TE 5 5% =
A% R i JE DR 2R TA B BB L, 1% A5 WnPKC—a \Ral £ fH-Ras ; (vii) AZ%EE# WIVEGE A 117
(4141 ANGIOZYME®) FIHER2 32 ik #1575 (viii) 4 7 v o i R 97 v % i, 9 A

ALLOVECTIN®. LEUVECTIN®# VAXID®; PROLEUKIN®, rIL-2; ¥4 53 #g

1L 7i#% i LURTOTECAN®; ABARELIX®rmRH; 1 (ix) AL )5 (19 25 % E ol
B L R A o

[0226] {2296 97 7L B FE P, anf & ¥t (alemtuzumab) (Campath)  DIAK 371
(bevacizumab) (AVASTIN® Genentech) : 7§ % # #.4fi (cetuximab) (ERBITUX",

Imclone) ; M JE 84t (pani tumumab) (VECTIBIX®,Amgen) % 47 (rituximab) (
RITUXAN®,Genentech/Biogen Idec) 55 % Bk BT (pertuzumab) (OMNITARG®,2C4,

Genentech) B Z ¥k ¥ #i (trastuzumab) (HERCEPTIN®,Genentech) FE 7l 5% &
(tositumomab) (Bexxar,Corixia) FIPLAR2G W4 &)+ 2 ¥R B3 A K 2 (gemtuzumab
ozogamicin) (MYLOTARG®,Wyeth) . 54K 4L G YH G 10 BB 1E AT RTS8
JIH F BN U5 AL 5 B B AL < FTVA BR BT (apolizumab) (Fi ZEER BT (aselizumab) .

atlizumab. BB HL (bapineuzumab) \bivatuzumab mertansine.cantuzumab
mertansine. FH A Bk B3 (cedelizumab) \FE Z Bk 8 ${ (certolizumab pegol) .
cidfusituzumab.cidtuzumab. ik 7Bk B4 (daclizumab) 4K F|ER 54T (ecul izumab) 4K
1ERER BT (efalizumab) KIAERHPT (epratuzumab)  JEFEREPT (erlizumab) V2 4EXk
i (felvizumab) 75 ZEk ¥ 41 (fontolizumab) & ZEk . Hi B ALK E (inotuzumab
ozogamicin. Z W AT (ipilimumab) F7 W EREPL (labetuzumab) AR Z Bk B
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(Iintuzumab) « 5 ZEKH 1 (matuzumab) VAR HT (mepolizumab) . B4 Bk F i
(motavizumab) \motovizumab. ARfEREHT (natalizumab) | JE ZELEHT (nimotuzumab) .
nolovizumab.numavizumab.ocrelizumab. B I Lk 41 (omalizumab) H F) Bk B 41
(palivizumab) WHF Bk #EHT (pascolizumab) \pecfusituzumab.pectuzumab. ¥ 7o Lk E i
(pexelizumab) sralivizumab. =2 BB P{ (ranibizumab) .reslivizumab. i F| Bk Hi
(reslizumab) .resyvizumab. Z4EEEHT (rovel izumab) & F| BT (ruplizumab) . JG % Bk
HHi (sibrotuzumab) « FHF)EREPL (siplizumab) « & T EREPL (sontuzumab) | tacatuzumab
tetraxetan.tadocizumab fli M ERFHT (talizumab) tefibazumab . fE¥k HHL
(tocilizumab) FEF|ERHPT (toralizumab) «tucotuzumab celmoleukin.tucusituzumab.
umavizumab. ZEREPL (urtoxazumab) ustekinumab. 4 PEER FHT (visilizumab) FHi—H 4l
M/ 2Z-12 (ABT-874/J695,Wyeth Research and Abbott Laboratories) , H NHEth RN
HAHAKNTH 2K I, LB AR B 40/ R -12p408 H it .

[0227] A2 97 S B4 “EGFRIMEIFF” , Hog R4 & sl UL H & 77 :U S EGFR EL A B 7E H
FEB7 b B R AT S A% FIE R B W, BUE FRON “EGFRIE PN o M2 24 71 1 S ol L Fh bt
PR EE S EGFRA /N 73 1o 45 G EGFRI HLAA R 5L ] W FEMAb 579 (ATCC CRL HB 8506) \MAb
455 (ATCC CRL HB8507) \MAb 225 (ATCC CRL 8508) \MAb 528 (ATCC CRL 8509) (Z I3[ %
F%54,943,533%5 ,Mendelsohn et al.) MIHAFK, 3 Uiz & 17225 (C22581 P4 2% & H.51 ;

ERBUTIX® FIE M1 A 225 (H225) (3 WW0 96/40210, Imclone Systems Inc.) ;564 A

KEGFRAL [A] FLAR IMC-11F8 (Imclone) ; 45 & 1T RAFEGFRIG Pifk (35 H L F) 555,212,290
5) e LR 55,891, 9965 th AT ik 45 S EGFRAY N JEAL FIHR & P4 : A145 & EGFREY AL
&, # WABX-EGF & Panitumumab (Z WLW098/50433,Abgenix/Amgen) ; EMD 55900
(Stragliotto et al.Eur.J.Cancer 32A:636-640(1996)) ;% XEGFR5SEGF FITGF—a P ¥ w4
4EGFRZS & 1) N JE AL EGFRPTAAEMD7200 (matuzumab) (EMD/Merck) ; AEGFRHi{4 , HuMax—EGFR
(GenMab) ; < NE1.1.E2.4.E2.5.E6.2.E6.4.E2.11.E6.3F1E7.6.33Fi& FUS 6,235,883
T NPUA ;MDX-447 (Medarex Inc) ; flmAb 8068% A JfifkmAb 806 (Johns et al.,
J.Biol.Chem.279 (29) :30375-30384 (2004) ) . Hi-EGFRPLIA AT 540 f 2 E RIS &, T P24
G S5 W) (S WA TN, EP659,439A2 Merck Patent GmbH) .EGFRIEHLFHIALIE/ING T, 1 T
% [H % H)455,616,582.5,457,105.5,475,001.5,654,307.5,679,683.6,084,095.6,265,
410.6,455,534.6,521,620.6,596,726.6,713,484.5,770,599.6,140,332.5,866,572.6,
399,602.6,344,459.6,602,863.6,391,874.6,344,455.5,760,041.6,002,008H15, 747,
4985, L X L FPCT/AFF : W098/14451.W098/50038.W099,/09016 F1W099/24037 . HAK K] /N 73

TEGFRFEGHL A H50ST-774 (CP-358774, L% % )8, TARCEVA® Genentech/0SI
Pharmaceuticals) ;PD 183805 (CI 1033, 2- MMt ,N-[4-[ 3-S—4- % EHL) @ It]-7-
[3— (4N bk J8) DA AE ] -6k mpk e ] -, — 3K g2k, Pfizer Inc.);ZD1839,FHEH B
(IRESSA®) 4- (3" -5 -4" — i 2K e H) —7— F 4 o — 6 — (3— 1l £ 7 40 366 ) s W
AstraZeneca) ;ZM 105180 ((6—& FE—4— (3—H FE TR FE -G L) —MEMEk , Zeneca) ; BIBX—1382
(N8— (3-%—4- T~ R JL) -N2— (1-FH L -WR g -4 K8) —ms g JF [5,4-d ] BEmE -2, 8- )%,
Boehringer Ingelheim) ;PKI-166 ((R) —4-[4-[ (1-ZKJE 2 FE) & FE] - 1H-MEME I [2, 3-d] %
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WE-6-2L ] K 5 (R) —6- (4—FRHEIRIL) —4-[ (1-REE L 5L) FHE]-TH-ME M5 (2, 3-d] ) ;
CL-387785 (N-[4-[ (3—JR A HE) 2 2L ] -6-ME kbR JE ] -2 T FR I % (butynamide)) ; EKB-569
(N-[4-[ (- 45 oK) HHE ] -3-F - T- LA -6 AL ] —4- (CF B0 —2- T Ik
i) (Wyeth) ;AG1478 (Pfizer) ;AG1571 (SU 5271;Pfizer) ; X\ EEEGFR/HER2 R 52 FR ik g 411
sl wnFrmaE e (TYKERB®, GSK5720168(N-[3-5—4-[ (34 73E) H A IE I #3E]-6(5
[[[2-FR I AL) &, B ) S 2k ] PR 2L ] -2 Wl 2 ] —4 - MR R o)

[0228] Ak 23697 7530 EL 355 B T B V% TR A EGFREE [) 259 ) T S e BB 1) 700 5 /N 1
HER2 % 2 B I g 4111 131 71 1 4 m] H Takeda3k 15 I TAK165; CP-724, 714, ErbB252 4 ik 2 FR 1 iy
() 1 MRak Bt #0771 (Pfizer and OSI) s XYHER#HII57)i# 4nEKB-569 (7] H Wyeth3k45) , HAR
Je 5 G EGFREANHIHER2 FIEGFRIE A 40 A ;s 10 & Jé (GSK572016; A[ 1§ H Glaxo-
SmithK1ine) , 1 ARHER2 FEGFRIS 2 B i filg 410 1 71 s PKTI-166 (A] 45 A Novartis) ; pan—HERH
#1577, @ WMcanertinib (CI-1033;Pharmacia) ;Raf—- 1407, Al 15 H ISIS
Pharmaceuticalsffx XGHITSIS-5132, KA iRaf—115 5 4% F 1) ; IEHEREE [m] TKAP 57 , 125 4n
HERR 5% Je (GLEEVEC®, 7158 4 Glaxo SmithK1ine) ; 22 %1% ri o 22 2 B e 400 41 7)1
gy e & Je (SUTENT®, nf 13 5 Pfizer) ; VEGE 52 7 i (IR 15 1 410 il 771 18 4n BL At 42 JE
(vatalanib) (PTK787/ZK222584, i 18 A Novartis/Schering AG) ; MAPKZH ff #h i1 i g 1400
#ll71C1-1040 (7] 1% F Pharmacia) ; EMEIRSS , 3 40PD 153035, 4~ (3-SR i L) Az maenpf s nfk g
A IE S W R I SIS L I E 2, 145 WICGP5 9326 . CGP 60261 FCGP 62706 5 ik Pk -
WER, 4- CRIEEIE) -TH-MEMe I [2, 3-d ] Mg 98 s 225 & (curcumin) (FEHEK (diferuloyl
methane) ,4,5-X0 (4—S AL EL) S02K — H R %) 5 & 45 T 2 ey 34840 1) 16 S I8 1ol R TG 2%
(tyrphostines) ;PD-0183805 (Warner—Lamber) ; Jx X 43 (Bl 4045 & g i HER ) A% BR 1) 308
) RIS (26 E LR 4E5,804,3969) ; tryphostins (BEE L FI45,804,396'5) ;7D6474
(Astra Zeneca) ;PTK-787 (Novartis/Schering AG) ; 7z -HERFIHl55 ACI-1033 (Pfizer) ;
Affinitac (ISIS 3521;Isis/Lilly); iR 5 & 6 (GLEEVEC®); PKT 166

(Novartis) ;GW2016 (Glaxo SmithKline) ;CI-1033 (Pfizer) ;EKB-569 (Wyeth) ;Semaxinib
(Pfizer) ;ZD6474 (AstraZeneca) ; PTK-787 (Novartis/Schering AG) ; INC-1C11 (Imclone) ,
A& R (sirolimus, RAPAMUNE®) ; 8k T4E— L LR A FF R IR L - 36 [ L5 28
5,804,396%5 ;W0 1999/09016 (American Cyanamid) ;WO 1998/43960 (American
Cyanamid) ;WO 1997/38983 (Warner Lambert) ;WO 1999/06378 (Warner Lambert) ;WO
1999/06396 (Warner Lambert) ;WO 1996/30347 (Pfizer,Inc) ;WO 1996/33978 (Zeneca) ;WO
1996/3397 (Zeneca) FIWO 1996/33980 (Zeneca) .

[0229] Ak ¥R 97 77 AL 45 H ZE KA (dexamethasone) < T & KK ALHH (colchicine) .
FEHE M (metoprine) HAfIE & (cyclosporine) .M E & (amphotericin) « H M
(metronidazole) FiJ-& ¥4 (alemtuzumab) [ F4EAFR (alitretinoin) . i W&
(allopurinol) &MV (amifostine) « =44k —Hf (arsenic trioxide) . K 2t fi% B
(asparaginase) 7§ KA (BCG live) « MARERHE P (bevacuzimab) « Wb BT
(bexarotene) 77 JEVE (cladribine) EIZE B (clofarabine) iELE VAT a (darbepoetin
alfa) JH B AN (denileukin) <A BAEA (dexrazoxane) JP[EMKIATT (epoetin alfa) .
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JLiEEJe (elotinib) JAEME ] = (filgrastim) LR Z Ik (histrelin acetate) B
FLEYL (ibritumomab) T FKa-2a. TP FRa-2b R IEEJE (lenalidomide) - 7 bk 1k
(levamisole) 3£ F4H (mesna) AP M (methoxsalen) %5 ¢ (nandrolone) \ 45 i i
(nelarabine) ¥ 3E ZER 31 (nofetumomab) - B i 1 4 & (oprelvekin) MHF] B
(palifermin) WA KBEER 2k (pamidronate) 55 INEF (pegademase) 55 ] & N
(pegaspargase) I dE#% 7= (pegfilgrastim) 33535 B 2E —4H (pemetrexed disodium) .3
HiE & (plicamycin) AN 4N (porfimer sodium) «EEZNFIAK (quinacrine) 47 Af V. il
(rasburicase) \¥P 3 A] 5 (sargramostim) « & ZLM % (temozolomide) \VM-26.6-TG 5K
7% (toremifene) 4EATR (tretinoin) \ATRAVJKZZL & (valrubicin) MK B2 6
(zoledronate) ALK I H 2% Enl 52 1) £ .

[0230]  fb22iR7 IS RS AL T AL L EREAL AT A B v (I A 3% A 1 s DL AR i
(tixocortol pivalate) -Hi %4 {8 (triamcinolone acetonide) .triamcinolone
alcohol \EL KA (mometasone) « % PH 43 (amcinonide) Ai i 7348 (budesonide) i A3 48
(desonide) \H ¥ (fluocinonide) «# PG 4548 (fluocinolone acetonide) &4t KAA
(betamethasone) fF At K WA B IR 5 L H FE KA L H ZE K AABEBR BN . 3 7] & (fluocortolone) .
AT A -17-T BR s S AL T B Aa— 17— R s - — N IR BT & K2 (aclometasone
dipropionate) « ER A KA « —NERAF M KHA LIk JE RIS (prednicarbate) <G AFABFA-
17-TRREE F G -17-NREE . IR vl e () 7R BR 98 1T 2 A & IR IR e &
(fluprednidene acetate) ; %k FEMEPT R AL (ImSATD) 5 402K N & R - & Wt e —H & IR
(FEG) S HD-F M (feG) (IMULAN BioTherapeutics,LLC) ;10X 25470 1 Ui i nat v
(azathioprine) JAfEE & (ciclosporin) GAfEE K (cyclosporine) A) D-HF & & & Eh .
¥4 (hydroxychloroquine) , K& AK4F (leflunomide) Kt & (minocycline) Ml & fitkh
Mg (sulfasalazine) R PR FE R o (TNFa) FH W 7703 WK B PE ¥ (etanercept)
(Enbrel) 3R F)E #PT (infliximab) (Remicade) FiJiAARHPT (adal imumab) (Humira) Z§
Z-IRHPT (certolizumab pegol) (Cimzia) < KAA HFT (golimumab) (Simponi) « H 4/
1 (IL-1) FELWr 57 v anfal A8 1 i 25 (anakinra) (Kineret) < T4H o 3 )3 BE W7 751 1% an ey B2 74
¥ (abatacept) (Orencia) - H4HEArZ6 (IL-6) FH W7 553 WL 2L 31 (tocilizumab)
(ACTEMERA®); (1 4iiff /-2 13 (IL-13) FELWT 773 4 DUER #LhT (lebrikizumab) s THEE

a (TEN) BH W 711 40 27 R Bk BB (Rontal izumab) ; B7#E & 2K FHIKT 7713 WirhuMAb Beta7; TgEi&
FEFH I 71 an3i-M1 519 (prime) 5 2 W0 R IR = RAKLTa3 MBS & 578 — RAKLTal/B2FH
W 7)1 W BTAR L 8 Fa (LTa) s U PERAL Z (B nac® ! TP 110 Y99 (Re '™ \Re'®® Sm'?%
Bi®'? P¥ Pb* * FILulf) U PE R AL 2 5 %% R 78 1 255701 Withioplatin PS-341. % T R £k
(phenylbutyrate) \ET-18-0CHsE ik Je 34 e 7% Mg #1771 (L-739749.1-744832) ; Z Wy, i 4
Wil 2 2% (quercetin) FHZ P HE (resveratrol) « H JEAZEE (piceatannol) R ETILR R
BB TILME (epigallocatechine gallate) ¥ & (theaflavin) (38 KEEE (flavanol) |5
WHZ (procyanidin) HEARME (betulinic acid) A FLATAWY; B W06 7 i n &g
(chloroquine) ; 6-9-DUE Ky (J& K (dronabinol) , MARINOL®) ; B—4 THER
(lapachone) ; FiMAEE (lapachol) ; BK/KAILEK (colchicine) s MEARRR ; £ 19t = W0 (£ 195
camptothecin) - EE 55 (scopolectin) F19-Z3&E E M B ; %o F1 ¥ & (podophyllotoxin) ; &
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g (tegafur) (UFTORAL®); n1yb ZT (bexarotene) (TARGRETIN®); — g £ i%
& R & (6 0, BONEFOS® 1 OSTAC®) 1k % MR 2k (etidronate)
(DIDROCAL®) . NE-58095 . M >k i 2 / W >k i 12 £k (ZOMETA®). Fif £ JBf 8 £
(FOSAMAX®). iy >k i ® #h (AREDIA®). # & B % (SKELID®) =k F| J€ B #2

(ACTONEL®); 14 J A K Pl T2 4 (EGF-R) ; % 1% % 1l THER ATOPE® %% 14 ; U 37 48
3 (perifosine) COX—24M#1 55 (i ZEkE 4 (celecoxib) BAKFE#E & (etoricoxib)) i&
P A 40 1) 55 (1 anPS341) ;CCI-779; FrkikJe (tipifarnib) (R11577) ; ik e
(orafenib) VABT510;Bcl-2H1| 7], i B E M B (oblimersen sodium)
(GENASENSE®); it i mk i (pixantrone) ;% J& & 4 5% B 400 41 75 , 3% W A8 E JE
(lonafarnib) (SCH 6636, SARASAR™) ; FIATAR 13k 24 70 1t) 242 b ] $e 52 (1 26 CBR BT AR «
DL K bl W ak 5E 2 24 55 414, 3% NCHOP , B R R Rk i . 2 2 bk B2 W KB F Ik B Fa
W AT R4S s MIFOLFOX , BB YD R4 (ELOXATIN™) 555-FURIIE M BRZH A (9697 5 R 1Y
45,

[0231]  Ab2236 97 7 AL HE B B R AN HT 28 /R I AE &S BT 48 25 L NSATD B FE i 24
SR 1 A e 2 MR 4 R o NSAT DAY B 4 S 48] A0 455 B] =] DT AR 5 T8 IR AT A2 0 W A 9 5
(ibuprofen) «JE#E 125 (fenoprofen) Ei¥# 25 (ketoprofen) G L& 25 (Flurbiprofen) | B
P (oxaprozin) MZEEA: (naproxen) s LBRATAY)E WG| W36 ¢ (indomethacin) EFAK
g (sulindac) KFEFERR (etodolac) - WA ZFIR (diclofenac) ; i B BR AT AE W) anntk B8 R
(piroxicam) - FE¥&E B (meloxicam) & i & (tenoxicam) - JEMEE FE (droxicam) &G E
& (lornoxicam) FIKZ £ EE (isoxicam) ; 23 APRRAT A Wi H 25 SR (mefenamic acid) .
& 25 R (meclofenamic acid) EZFIRER (flufenamic acid) FG25FAER (tolfenamic
acid) s BL S COX-24M il & tn 2E R E Aii (celecoxib) IKFEH & (etoricoxib) B AFHE
(lumiracoxib) A¥H%E (parecoxib) FIEFE (rofecoxib) B IEFE E (rofecoxib) Ffk
W2 E (valdecoxib) «NSATD W] & I F-AEARGEME , ¥ UNFERARAE IR 28 B R 28 RPESRTY
T3~ 5 BT B A 28 A R IR ORI % IR SR A AE L S R XTSRS I B R SR A e Sk
Ji S PR BT AORE AN 245 5| S I 58 B 2 v R R A B R R A S 0

[0232]  FERELESLHETT P, AR IT IR E AR T 2 2 T A VB ZE KA L KB Bh
TR I A R g TRV R TR VAT AR R A e 2k (B, RS B L 2 A 38) (KR
e (0, KB REFASE (4N, frT 82 2R) R R H T ER (B0, AKFEIE ) BiEH \mTOR
TR (B, TR IR 2R 2 IR B R D 2 H mMR T 10 R OKALE . = H Hh v B4
R RAF R BRI SR AR (Fln, 2K T ERETT) 5 IR EENE | &
P (campthothecin) JBUET HY AF M AL FE R R B 50 5 JE 55 AR B S0t T B, AR AL &
W5 4= i )i dn DUARGER SR ER I JE S B2 A it

[0233]  FERELLSI T R, ARG 252 Bl sz A &) 51 5 CL R AT
— FhE 2 P PG B B AL A6 9T AL A i - BT R G e (abarelix) (BT B A 2R (BT R
PO BT AEATR | T L 7 FE i YT ] S ptt e | = A e R A TR i L A
ERAE S VURER P, SR E, D BT R E R S OK A% RS20, ~E
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(SR o N Sz Ny SN D BN 7 = 7 7 77 A SN 0 Y= e < B2 N 7417 37N
PR AR R AT a BT R B e B AR AR A ST IE BT E R () |
ERTRF B 2 N IR e AR R R 2R bE A VAR T Je iR B e ME 5w T VB RR MK VA 1 K
FEAE KPR IERS B 2 VR T BOR PR R E A R AR R B L TEARE 2R R
i LR AT QPR Z B bR R RN & P S BT A B A L e PR R I L FR At £
Ble T Ra2a. T FRa-2b L E FE R ABEEE ke e | DU S0 R &R 52 T4 B
R ZE ERKIE & B E]VT L LR 2 R L SRV (BRI RS L 6-MP L 3B R A B Z RS A VD
ML 22 B ZRCORFEIE ORFEE IR VIR 53 hE U FE 2R P B I 1 R VBRI A
B VRIS EE AR SR B A K IR 25 L 55 N L 55 T AT B AEAS B 5 LB SE il ZE AN Al A
TIRVEE b R R 2 ISy A N R TR ZE N e AR R AT S R 2 R YD R ]
RHAEE EEIE R DRIRET e & e A MR S B Sl B JE VAT VM-26 2 N T
B SIS (6-TG ME IR FEVA B R FEHG K S RS Bt M S ER B HT EARR L ATRA | JR %
WE BT B K BFEW KB HT K GERE ek R 5 B Sk [ IR

[0234] k226 97 71 ik A FE P R R G ER W V69T , W W 3 1R 2 B 5% (donepezil
hydrochloride) FAMLH KB (rivastigmine) ;s M4 ARIGIIVATT , 1 IIL-DOPA/ K EE 2 B2
(carbidopa) ~ Bt A (entacapone)  FHt JE# (ropinrole) <47 7 & (pramipexole) IR
f& = (bromocriptine) 35 = A4 (pergolide) «trihexephendyl Fl4 Nk fi% (amantadine) ;
T 697 2 R AR (MS) (2577, i BT & (U1, Avonex®™ F1 Rebif®) « 2 B % Hi 2R
(glatiramer acetate) FIKFLEEE (mitoxantrone) ; BEMG I VR YT , @& Wb T f&IE
(albuterol) Fldi & FHRE4H (montelukast sodium) s TG I7AE #43 RLRE A 24577 , 1 AN -5
% (zyprexa) , F|55HH (risperdal) « i 5 (seroquel) FIFENRIERE (haloperidol) s PL45,
T U0 B2 J5T S [T 5 TNFBEL T 771 L TL— TRA T P R 8> L Al 0t fg AP AT SECRBE AL W2 5 2 304 15 771 4 47
EHH ], E MR R MW A (tacrolimus) R IHE R WG &% H iE
(mycophenolate mofetil) T-HLE \ B T S [ B PRI A% B 0ot N 4 AT AD ZU st b e o
ZEE TR, 1 U0 £ T IR R 5 It 410 71 551 WMAO 55 L T 2= U1t R 7] 29 e 1 BEL BT 771) )
B (riluzole) FIPUIAG AR s FHT-I6Y7 O ML 50 (1) 24751, 1 Gn B—FELBKTT 771) L ACE 4 1) 1)
PR AHBR R (nitrate) 85 i FH WA YT 28 5 ¥6 97 IS ) 25 701) , 1 G0 B Joa 2R [ e L %
el (cholestyramine) FHRE ABHUIHEE s FHT-VEI7 ILBURAE B 25 77, 1 40 2 Joa 2R ]
Mt it L 750 R0 AR K PR 1 5 R0 V697 S B SR A R IE () 2477, i i y BREEE .

[0235] Ak, Ak 2697 AL HE A SO IR AR AT A 2206 9T TG 24 2 b mT 43252 19 £ L BR BAT
AW, LSBT P R EE 2 M H A

[0236]  h TRIT RN EH B S M, 1T 5 B2 S FEVAE e (tofacitinib) .
6% JL IS | T LIS AN ZSURB L g L 22 VD HiWE (mesalazine) VBRVDHi W (olsalazine) 54
W /F2 e T A S R ER 2 (WL AT AR AP P A (R K AL 57 o i [ B (11 e
W NAH R EBIEST) (B2 IR ZR 2RI S50 (0 T HGBE AR salmeteral) BEMEM (%
Bk 2 Z50) o HBREE (cromoglycate) A2 %K (nedocromil) (Hi#E 25 (ketotifen) F A
FE# (ipratropium) FEFE A (oxitropium) I 2K JFK506 . B A% 25\ 15 B 22 W ils ok
FOKHE NSATD (I anAmv& 25) B o 2 i B (5l andk Je v Je) IR — e EE 47 55) s adensosine
WA LA TR ) #MA 75 S B B R 2R RE 7R 38 2 28 40 PR DR -1 A TNF el TL-1 (451
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1, NIK | IKK  p38 B MAP I 4 i1l 7)) T-H0AS ‘5 4% F B0 2577 IL- L e gl ), T-4H AR5 5
AL A7) (91 G B A o 771D 42 8 B 1 AT ) 77 L A EURBE L I L 6 SR R NS | LA R K R
A A R P MR B R T 52 A (8 i e i M p5 5 B p 75 TNF 32 AR FI T AE #)p 75 TNFR1 gG
(AR VG ) FIp55TNFRigG CRARPE (Lenercept)) «siL—1RI.siL-1RIT.siL—-6R) i 4 40
Al (i IL-41L-1 0.IL-11.IL-13FATGF) &R AT R B B e Ui 0 28 AR
SN = KN (D vy -2 71 5275 7 /1 £ o5/ Q1= 71 N 1 i B oS e O e 2 = A ]
ZUHIEIE YR JE 8 (FF Fprednisolone) «FE¥& & B LR H Uk JE B - &t 3¢ R ER AN ] =] /L
MR HE 22 Al ZERS R TR %Ay (propoxyphene napsylate) /X B & W) (apap) MR
(folate) \Z5 ] £ H (nabumetone) < X SFHL Mt B8 FE VAKFE LR DU J3 BR A - By b Hrde |
R 2 (oxycodone HC1) \E A FRE M (hydrocodone bitartrate) /X £ Mtz J
W SIS TR BN/ K ZE FT HIEE (misoprostol) 3R KJE (Fentanyl) (i AR i = 2R i 5 2
(tramadol HC1) \XWKAHE (salsalate) &P ARER B & 1% (cyanocobalamin) /fa/Mt £ ¥
(pyridoxine) X} Z. Mt & FE Wy (acetaminophen) fi & BEER 4N (alendronate sodium) 3k JE
FATE AT HA AR AR R ERIG HE L 3E R P 2 R Al (Lidocaine hydrochloride) MW 3¢
i e 76 4 B 1% (glucosamine sulf) /#UE 2 (chondroitin) «ERERF KB AR (amitriptyline
HC1) Rl fEmEnE (sulfadiazine) EhIRFEFH B/ 0 L k2 By  #h IR BLi& At i€ (olopatadine
HCL) KB AT EE 2538 A 40 B S i (omeprazole) IAEEIERE . A2 E 831 . IL-1 TRAP,
MRA.CTLA4-1G.IL-18BP.$y1-IL-12.$-IL1S.BIRB-796.SCI0-469.VX-702 . AMG-548 .VX~
740, B AHF Rof lumilast) - 1C-485.CDC-801.S1P1I N7 (& WIFTY720) PKCSE 47
(& A0 5% (Ruboxistaurin) BEAEB-071) BiMesopram. £ =24 557t 77 2o, 20 (D &)
BUH 2457 BT s2 1) £ T 5 R 2 e Bl R sOK R 3 (R it FH o 8 R B R 2R RV O 1 4
i, 20 (D G ElH 25 %% 452 ) 2R nT 5 E IR P10 g 2= A BT-TNFHi 4 2L A it - =X
(D A E 255 Eal sz 1) $hik v] 5 0L 2557035 At - A #2548 (budenoside) s 8
AR s B o SR s ML TR 3R (cyclosporin) HIVEEMLIE s W 2 2K IR #h ; 6 - LN
WA 5 T PR EE A o B A 5 TG 580 & B ) 771) 5 SRV e s BRYDRrgR 5 BN s B A 71 s o T i Je
(thromboxane) il 1] s TL-1 2 ARFEHA s PT-TL- 1R FE PR PL-TL-6 B sa B HiA s A2 K A
+ 5 S B A 1 TR 5 bk g R IR PR A S D 5 BTN L N AR B IR T B AR K R (9 A TNE
LT.IL-1.1L-2.1L-6.1L-7.1L-8.1L-12.1L-15.1L-16,1L-23 .EMAP-11.GM-CSF .FGF #1PDGF)
PR B e AT FE 07 s A M R 1 4+ (1 anCD2.CD3.CD4.CD8.CD25.CD28.CD30.CD40
CD45.CD69ELCDIOER E AT THIECAA) + HI Z IS A 16 3 s FK506 ; TR M8 3R« 0 5 2 5 M i < oK
FKARF s NSATD (I AnAf & 55) 5 Bz Joa ] i (45 ik Je b ) < eI — s Il 4100 o1 70 5 IR s
A s B AR TE B s $MASIERI ] B E AR R EET ) ; @i R A TS 5 & R4 H],
UNTNF 5EGIL-1 (I 4ANTK  IKKERMAPEG 40611 71)) s TL- 1% Ak B 1) 571 s TNF A A0 B 4 1) 57 5 T-
A HAT A% T 301 70 18 G A0 1 711 5 <6 Je8 R IR 1) ) 5 A0 ECRER L IEE  Tni A MR+ 6 A ik
WEL A 5 I A8 SR 9K 2R e A g AT )51 5 M v Pk A B PR 1 52 A (48] e 5 14 p5 5 B p TS INF 32 A L s i L—
IRT.siL-1RIT\siL-6R) AT R HEAM A 7 (B 4an1L-4.IL-1 0.IL-11.IL-138LTGF) .
[0237] 5 797w B R, 3 (D A S 2455 ErT Rz 16 3 mT 5 LR 24 70 L w7t F -
TNFAEHU5 (1 4n47i-TNFHT44) \D2E7 (] ik AR B 47) LCA2 (3£ K H)E B 471) \CDP 571.TNFR-Ig
F @A . (pT5TNFRigG (R I PE ) ) \p55TNFR1gG (LENERCEPT™) #0141 751 B PDE441 41| 71 o
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[0238] 7 B9T RAEMR, X (D A S Y255 ErT Rz 1 3 mT 5 DL 24 700 L =) it F -
B A W (91 Gn A7 Hb 23 FE B ZE KAL) s MIBENLIE  5-Z K IR ;s BV Fr s s TP &
YRR R FIE AN L1 (B TL -1 B AL B 1) s T L-1ra) F & A B 2575 TE0 L AS 5 1%
SR () P 2 R VA A 1) 7)) 5 6 FRAENENS s TL-115 SRV hu e s TR JEAR s B mgEng s Zi ik
WA s T SRS BT s B IR JE R BR FAER BN s Hhi% 25 %8 (diphenoxylate) /BRERRT+E /MW (atrop
sulfate) ; BiERI& IR T % (Loperamide hydrochloride) ; H1ZMEIE ; B SEHr e s IR s BA AT Vb
B (ciprofloxacin) /% & ME-/K; HEIE AR A A H /X W= 31 th R U &
(tetracycline hydrochloride) ; RHA s FHAHME s BiMISK (thimerosal) /HER ; % R JE %/
FENE ; ERERIA VD B s B ER B 5 Bl s 2R FRVK &5 € (meperidine hydrochloride) ; EhERIKIA ML
£ (midazolam hydrochloride) ; thER 2% W/ XF £ ok 2 JE 1y ; Zh 2 55 A2 (promethazine
hydrochloride) s BEEREN ; fiff fic FFH MEmE / F S8R0 5 JE R A0 s B -REAE s R IR N A s &4k
AT RS s 2 M EAE RG] (multivitamin) s EEAIEC AN BB AT 47 A (codeine phosphate) /5%
LR FEM  hIRE R4 (colesevelam HCL) ;s AN I MR A AWMV &
(levofloxacin) s FIEJE ;s IR ER R PTEL FHL = - v -

[0239]  “h 7iRdT 2 kMR, X (D) b & el H 2527 E T 52 1 3 n] 5 DL 245 77 3L [ e
FH : B2 R T B 5 Tk JEAA e s F R JE 5 Tt PRS2 8 s AN T i s P PR T 25 5 PR 0 s 42 SRtk
i, B ILJEE (tizanidine) ; T & -1a (AVONEX®; Biogen) ; TH & -1b (
BETASERON®:; Chiron/Berlex) ; 4 Z&—n3) (Interferon Sciences/Fujimoto) , 4L
% - (Alfa Wassermann/J&J) - T#L & 1A-1IF (Serono/Inhale Therapeutics) 5 Z LT
ME2b(Enzon/Schering-Plough) 3£ E W1 (Cop-1; COPAXONE® ; Teva
Pharmaceutical Industries,Inc.) ;% s S KIE S S Bk E A 5 5o LBV s T =B A
YR T e A K R R A2 AR (B AN TNE LT\ IL-1.1L-2.1L-6 . IL-7.1L-8.IL-12.IL-23,
IL-15.IL-16.EMAP-11.GM-CSF.FGFEXPDGF) {7k sk & I 45 Hi 57

[0240]  h 7YRYTAIDS, X (1) b & al H 2 2% bl 4252 1 3 n] 54506 BL T B Hi A L A i
FH = 411 2% T8I 43 T-3% 41CD2..CD3.CD4 . CD8.CD19.CD20.CD25.CD28.CD30.CD40.CD45.CD69
CD80.CD86,CDIOEL E AT Fi Ak - 3 (1) Ak & ek L 2457 B mT 32 i) R e v] 5 LT 25751 3L A
Jiti FH < R MRS PR 70 B 2 W FK506 . 75 A 8% 2% 9 B 22 5 T IS L SR UK 4 S1P LI BN 771 WNSATD
(B AnAR & 25) B BRS I  (f5 an ik Je v ) T R — I I 0 ) 551 J 7 8 sh 741) e A T 1k
PR AMA S )L BB R ER R R R 2 4 i IR 71 AN TNFER TL-1 (5140, NTK L TKK \ p38&§
VAP 1157 TS 5L F A 2457 IL-1EE AL B A a1 77)  TACEHI 1l 7] T-AH A 5% T 40
1l 770 (51 G A 1) 7510) 46 B £ 1 T 1) 77  AOD ZECRE bk I TR MR PEE A | 6 SR JENEE NS | I K TR
T AL ) ATV A RS2 A (5 G P M pb 5 B p THTNF 32 448 . s iL-1RT\siL-1RIT
BsiL-6R) BT A& PELHMI N 7 (B anIL-4.1L-1 0.IL-138%TGF) .

(02411 (D) AW H 257 Bl sz i 2hia my b5 DL R 25 57 L[] it F - o anfal & B4t s
KRS B BR BT K FE R L SR LA P 5 (xaliproden hydrochloride) «Z Mt HE
(fampridine) \ Z BRA& T 2R L AL ER B P . sinnabidol . %3 K F (immunokine) NNSO03 . ABR-
215062 AnergiX .MS. LR T 32 1A F5 Hi77 \BBR-2778 calagualine .CPT-1189. LEM (Jg i f&
AL FE KA ) L THC. CBD (KR R0 7)) MBP-8298 .mesopram (PDE4FIHI7]) JMNA-715.
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Pi-IL-652 Pk .neurovax Mt IEJEMH (pirfenidone) allotrap 1258 (RDP-1258) sTNF-
R1 B 1HZS (talampanel) A5 &% (teriflunomide) TGF-B2. & FIBLfik (tiplimotide) «
VLA-4+53H157) (45 4nTR-14035.VLA4U] trahalersAntegran—-ELAN/Biogen) - T & v P17
B IL- 4B Bh7 .

[0242] MRy EMEE R, X (D WG 255 Bl 2 1) 3hnT 5 DL R 25 71 3L [F]
T : AV S5 U IR KR R BT A BE 25 A L SEIE T R Il 35 2 WS IR FE R B A W %
A 25 & 0B L e L R M S IR MR S K E A R VIR e s cPL-TNFHI4R L D2ET
(HUMIRA®). cA2 (% F] & #4H7) .CDP 571 .TNFR-Ig# &k . (p75TNFRigG
(ENBREL®)#kp55TNFRigG(LENERCEPT®).

[0243] 7697 EERs , X (D A S 25 % BT Ee2 i 3h T S5 LR 255 3L R - 0 T
s vhSe e R (salmeterol) /9B KA (fluticasone) « o & FIRFN . IR BB RAL AL
BB RJERA B ZRRWFERF D TR V) T I (levalbuterol HCL) JHRFERVD T Il /
Wit ke BB th 2 B —NRMEEA K R NIE RS W& 5 %
(azithromycin) « ZMEME A4S % (pirbuterol acetate) Ji& JEFA I /K Z5Mil FP Ik JE e 3%
R e hi & & (clarithromycin) JHL & Al4F (zafirlukast) & SIR4E =R D
(formoterol fumarate) «yit/BJpREIZE 1 o] SLPHAK = /K54 (amoxicillin trihydrate) «
W Jedita (Flunisolide) EHRN . EIRAE R AL € (fexofenadine hydrochloride) ¥
Je 4t/ HEATHE (menthol) R SEPEAR/ T R 4EFR 21 (clavulanate) S8R & @ AIARE H
MK (guaifenesin) HIZEKAABERREN EhFR SEPE V) & (moxifloxacin HC1) (ERIR % M &
(doxycycline hyclate) « BL AR H ik /d—F " (methorphan) «p—FREE Hil/ cod/-& K
ME (chlorphenir) - MEBWE (gatifloxacin) ERER G & F|E: (cetirizine
hydrochloride) M ER % K #s (mometasone furoate) . EHZEIR VD EFF D | KL IBEE
(benzonatate) k12 (cephalexin) pe/Z A B /2K G 25 B2 74 B R0 / Dy JoR 5 Bl
(pseudoephed) « 25K _F i % (phenylephrine) /cod/ 5 NI AT e[/ 7 A Sk A8 TR I
(cefprozil) ‘L ZEKAA AT EIAE H ik / O R BB . SRR (chlorpheniramine) /& A]
fiil % 2 B K4 (nedocromil sodium) ERERFFATMAKR EF FRER (epinephrine) \FHIR T
Pr-TL- 135U AR B AR ER 8] 72 5 TN ' LI 25 (metaproterenol sulfate) o

[0244]  Jh 1697 COPD, X (D) A Al H 24557 b nT 45252 (1) $hmT 5 DU 24 77 2L (R it FH - i R
TGRSR R R IR D R B R RS DT Il B R RVD LR D IR A
B ARAn RS oK H IR JE R BRI AN « o B REEA A H S E SR AR SRR i
GRE AR B R AR R (B AR 2 N R A ORI BRI A VD TG
JEAERA LTI FAEN (ceftriaxone sodium) FAIZEFEAR —IK-E W I0E VD2 (FLE A)RE BT 52
PR/ 5o P 4E TR 5 L 980 JE A b/ ey B SR IR/ A AT R AR R (R N B ER Rk B
Te BRI oK sp- R BB/ cod/ AR B . L MR ML AT ¢ & p— R B B/ S TR Al E
(loratadine) AR ER4F AT AL AR JBEFEVR 4L (tiotropium bromide) « (R,R) —fm 54y &\ TgAAT .
P F4F (cilomilast) B0 & FHF

[0245] Dy 7 iGy7 A pedg, 2 (D) A el 25 ErT sz Ehnl 5PN 2455035 A A « R
VH=J% (calcipotriene) . NERE 5 /hZ (clobetasol propionate) . 2221 | PR =i i ih
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% (halobetasol propionate) 3L V] (tazarotene) WIS . F LKA « AR 5K
FAtE5E T (betamethasone diprop augmented) .4 FH 451 B 4EA (acitretin) AEVH I
(tar shampoo) MR f& i K F2 MR S oK A2 LA FEME (ketoconazole) ¥ 5 R A
(pramoxine) /Fi#T11% J¢ (fluocinolone) JXFREAL AT I FA «IUE 46 #A (flurandrenolide) «
JIR A ALK AR PR G AR /emo 1 1 N PR AES <A (BT 77 55 2= VS AL AT B AR L DRI C 7 i
M Hb 2S48 Mt SE B F] (pimecrolimus) A . 4B % $i# (diflorasone
diacetate) KISV BR FLIR  HAAD AR he /D% & T B2 8 (bismuth subgal) /znox/
resor LR IR JE o IR JE A B R (sunscreen) <& & &7 #4 (halcinonide) /KAZER  Hi BT
M (anthralin) JFRRER S TR S EXY) IR AR/ /KA TR IR EE T/ /KA R /Tt « 25 8 K A
(desoximetasone) Hi PGP (diazepam) vemollient AL /emollient A #07H/ B R I/ na
lact ™ i /A4 38 A T/ A 5 R S A e #h B iR 35 (psoralen) KR e/ =R &
(tribromsalan) AR/ BIER 22K & A R K H HPL AR 2 valefacept KLk
FAPTAth v 5L E] LI S8 5L F] L PUVA L UVB A1 UL e \ABT-874 8 us tekinamab.

[0246]  h TIRYT 4 Rt o 1T 4, 30 (D Gk H 252 Bl 852 1) $hmT 5 DL R 245 771 L[]
it FH < H 2R nA AR PR B A2 L JE SR B A TR A EURE AL BE 253 A R IROK R LR
HHR JE W5k 56 3 VBRIR 2 SV TR JEAR VBT ARIR - — N R A5 A oK AR B mi A L S SRR BT
FH M NA (T IR T 2 2 A DU IR~ FE S L LG 220 4 R RS B A BV 55 L S
VIR JE 25 T S FE3EVT 4N (tolmetin sodium) « RV =% A & RIS RN/
KZEHTHEE TR 0t R A 260 W 1 < Tnt S SRR A VRS A PR & ] B /5% 2 Tt 2 2 1y A7 %
5 F)ZER RN (risedronate sodium) i iEMENE AR S MRS AR E (alefacept D2E7
BT IEA BLPT) BAMERIBR BT

[0247] 5y TR AR X (D A &M eI 25 5% BT 8252 1 2] 5 DL 245570 3 7] it H -
NSATD (7 i XG55 IR 25385 A A ¥ 55 Ik 2 e Bl Mg W 52 3 5 COX 241l 751) (f31] dan ZE >k 8 A7 o
BHEZE B B ) s PUE T (B an 2 &) s R EE () Wik Je e ik JEFa e A th 23 1 Bl
i ZEOKAR) 5 40 B EE 7 (151 Gn i P M A AR G Jh P 5 22 2% Py i P 20 M8 ) 5 PDEAR) 410 i) 55
SEMEA £ A 5] () i Celleept®) 2441 = , 20 (D) (b A WE L 25 % LT ez i b T 5
AT 245 70) 3 w1 Tt FH < A0 &V AL BE L 5—Z B K IR BV R L Imuran® (—FhH 42 2 4i g
Rl (AN TL-1) 1 R 77 AR BV B 25770 8P IR 41 (caspase) IR (B anTL-1%%
A B IL-1ra)

[0248] X (1) A WE 25257 Bl ez i shid m] 5 DU R 2570 L[5 it - TARAE 5 4% S0
1) 771 (151 a6 PR A A1 ) 571D RS ) TR Y A 1) 29 1 (B9 nCTLA-4- TG Hi-BT XG4
HPL-PD-1 K EHUE) -

[0249] (D) A WE 2525 BTz 1 3hie vl 5 DU 25 57 2L ()it A = TL-1 194k fi-2i
F Rl F-Hidd (il anfonotol i zumab (Fi-IFNgHLiE) ) Bidi—S2 A& 52 APk (B andi-1L-652 &3t
AR BT % B4 M % 1 70 7~ B A4S

[0250] X (D) b A WEk 252 bl sz i #hida my 5 LU 245550 3L (A it - LIP 394 (] D13
m] (abetimus)) « A] Y8 #E B K 3% B— 40 L 1 24 77 (5] 4o 1) 22 & B3t (Bi-CD204i k) 8L
lymphostat-B (Hi-BlyS$Hifk) ) VINFIEHUR (B Un47i-TNFHIAK) \D2E7 (B iX A H451) LCA2 (&
KA EHPHT) .CDP 571 INFR-IgM g4k . (p7T5TNFR1igG (fik AIF 7 %) Bip55TNFRigG
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(LENERCEPT™) .

[0251] (D) AW E 2557 b a5z 10 dhia vl b5 — Fhal 2 F A T TPy 536G 7 ATDS [ 24
TR [R] Tt FH < TV 2 i 400 1) 7] LDV B 10 P o 791 2 8 09 70 b HL B 30 2 SRR B 240
T Bt S P A 1) ) ) S ) B FE AR AN PR TR B2 R 5 (abacavir) (FiT 48485 (adefovir) < AL
H (didanosine) Hhd Ferg —JLHE (dipivoxil delavirdine) HkiETFC (efavirenz) &L H
fih ¥ (emtricitabine) Fi Kk K 5%E (lamivudine) - & FHHiF (nevirapine) « FJJC = K
(rilpivirine) @R € (stavudine) <& 4T (tenofovir) JFLPAMHEE (zalcitabine) Al
7% K€ (zidovudine) o 8 H B4 i 51 (1) SEA L FEAE AR T 2235 A5 (amprenavir) (Fi$L
=+ (atazanavir) i&H A FH (darunavir) Ei# A FH (indinavir) AEY I FH
(fosamprenavir) & VLHEF (lopinavir) E&IEHETF (nelfinavir) AIFEIF (ritonavir) .
W (saquinavir) MEHLW 5 (tipranavir) o F B s B8 25V ) L4 LR (E AN R
T, BB T (elvitegravir) B RF K (enfuvirtide) « LFigi#E (maraviroc) FE g 5
(raltegravir) .

[0252] O 1697 TTAURE IR G 107 28 4 i 5 2 e AR 2R S R BAE 5% 5, =X (D) 4k
G )5 BTS2 B $h AT b DU 24570 Sk R it F - g 5 2R BB 1 DA o A AR N I R
FFSLIN R (1) i B 25 s RBRRR & 3R 40 W 24557, 15 40 £ O % (acetohexamide) &P B fi%
(chlorpropamide) ¥ % AR (glyburide) #& 5 E MR (glimepiride) & 1) At 152
(glipizide) #&HI5F%F (glicazide) & FIML K (glycopyramide) k% FHE MR (gliquidone) «
Fit% 4% (rapaglinide)  H3#% %145 (nataglinide) < ZHifilJk (tolazamide) B 2878 T AR
(tolbutamide) s 1 ik =y UBE 2 FE KBRS 2577, 15 a0 S ZE P AR (exanatide) «AFllfs B ik
(liraglutide) Bifth 7] & 2= (taspoglutide) s FMH| — IRFERKBE TV 245 77, w8 W 4EA& 57T
(vildagliptin) \PE#EFIVT (sitagliptin) ¥ FIVT (saxagliptin) « FI# 57T
(linagliptin) \allogliptini{septagliptin;Z5&id B ARG IE Y EE 2k v 112
A, W& Bl (rosiglitazone) BUMLAE F1IHH (pioglitazone) s I/ & EARPLLI 2555,
A0 — H U (me t formin) s BB /) gy Hh 81 7 BB IR WS FR) 245 701, 8 4N R 0 (acarbose) <
K& FIEE (niglitol) BfRH& FIBHE (voglibose)

[0253]  F TR T S B R e, =X (D A A 252 Bl ez ] 5 0L 44
AL E A - 2 B % (dopamine) F PR (5] ik ZE K (furosemide) ) A 3L At JE
(bumetanide) \WEWMEE (thiazide) «H &5 BE & HE IR ES Ik IR AN WD T B A 7B AL I
(paricalcitol) EH ALl (doxercalciferol) . PFEHAKZE (cinacalcet) B{bardoxalone
methyl,

[0254] W] Sk ARt R4 & DL~ A2 B — R ) X (D) A & el L 3h A0 S A 2577 (FE L &
bRl 59 R AR T AR IR EL 2 A ) () E B T BT IR 9T B AE S AR A T =X
FEFE LG STt 7 22, B0 i) A BH R 2H 6 P A8 49 mT it FH A ) B0 01-100mg / kg fA H / R 1 5]

=]

H o

(02551 SAAMIIAST AR (1) P &4l bl 16 o DR, B SR & eh 53 51 3 7 71 B
AL/IN AU PRI 7 7B B b A P R, B0 A PR B AU 70 6 T X 2825 1 £
FHE b AR ST 7 S, FEME AL AT, TT i FHO. 011, 000ug/ ke 2 / K () 53 A1 1
agillopiE=
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[0256] AR ST (it 5 A ik 118 A A2 v ok 48 2 2 751 PRy Wi 87 4 882 I ] S 1 07 4%, 04 1) ol
AT (@) A 2ER (D A& ei 2% ErT sz 1 20 (b) A 20 A 254 71
[0257]  FEAT— 7 VA I S Ee S it 7 S H o BT 200 Pt 5 P R0 Dl A ) 9 Vs o 7 B S S T R
FIr iR L 7] 97 V2 R GFRAE L7  RAF A 3] 551 R0 / 5P T 3K 1) 55 Hp ) — el 22 ol

[0258]  FEAF— 7k B FEEE St 77 SR, Bk B n) 7 15 N EGFRIG HLA o FEAT— J7 VA1) FE 24
ST =, FTREGFRIEHUAIAN- (3- B IR IE) -6, 7- A (2—H A8 0k £ S 2) —4 - M mpf
/e H 255 BTS2 i £ AR R S 7 B, TR EGFRAEHLFIAN- (3- L B FE R £E) -6,
T-X (2-F AL 2 A ) —A- WMk % o 78 FL e St 7 22, BT IREGFRIE HL I AN- (4- (3-9 %
A IE) 3G L) —6- (5— ((2— (FIEMAMESL) £ L) Y J) WRIRg—2- L) s ek —4— i , —
4—FEBORBEIR Eh B L 22 BT sz iy 2k (o, B & ) .

[0259]  FEAT— ik S Ee s 75 22 A, S A T7 i N RAF I 7] o 75 HE L8 St 77 SR, B
RAF 1] 77 BRAFH 1] 71] o 7 S 6 SIETit 7 24, B iR RAFH 1) 771 9 CRAF 411 751) o 76 i 46 STt 77
Zh, BT IR BRAFHI IR B 2 HE JE o fE FL e S 77 2, Bk RAF 1) 771 3— (25 B -2
H) -N- (4-H 33— (3-H 245183, 4- A enph—6 - JE (L) AR 3E) 7K FH ik e i I 24
RS2 A L (W, AZ628 (CASH#878739-06-1) ) »

[0260]  FEAT— 7 VR FE LS 7 S, B 8 m) 7 V5 NPT 3K il 551 o

[0261]  FEAT— ik S e St 5 & H , P il 201 B 25 12 7R DAk 22T 71 o FEAT — J7 T 1) i
SEHit 7 R, BT AL T O RISt o AE RS S R, T IR RS N AL 7 R s
77 S, ik B AZ e 2 Pl ¢ .

[0262]  EAT— 7 VA S e St 77 S HH , P 400 P 253 P 7R D B 571 o 78 R e St 7 R, Bk
B R AR FE LS T 2, BT iR 8077 N R o FEAT — 7 VAR FEEL st 7 22, BTk 4
L A R A B AS B P55 o FE SRS St 7 2R, Bk SR A2 e N RS E  AE R S T R
iR A2 5t 9 22 VEA B o AE FE L STt T S, PP IR B3R 9 R 0 o A FE e STt 7 S, BT id 41
FIRIGE o

[0263]  fEAT— 5V FELL St 77 S8, B 240 A 25 M 5 A K AR AR AR Wl o £ JE S St T
ZH, TR KL KRB  FEAE— 7 VAR FE L STt 77 S8 , BT iR 7 i % 1
FAUA) o A1 FELL S TT SR, BTl i AU R = PUAE

[0264]  FEAT— 7 VR FELL S 77 S, Bk 40 B 254 75 9 T8O 972

[0265]  FEAF— 7k B FEEe st 77 R, Bk =X (D) A &4l 3L 25 % E T8z i 5 5 40 i
BRI (a0, FE 7V A 2B TR AN/ BB T ) [ (concomi tant1y) jith FH o 75 2 46 S it
T &, iR (D) A S 24 2% a] $252 19 R AE 4R B B v 570 (45 4, B [ o7 32 b 2 vk
/BT 2 BT A/ 805 H[F I (concurrently) fii H

[0266] sty (Exemplification)

[0267]  wh[R{ARAR SEEG#EAE

o (o] O

H JL i Bry H[ilJL H NaH, CHgl \l;]’IILN/

[0268] E\ ”ﬁ/Lo N0
e Br Br

A A
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[0269] %1
[0270]  6-7R-1,2,4-=W:-3,5 (2H, 4H) -

[0271] Hlil @

Br
[0272]  EPRBEIRFE, ¥4Br2 (20.3mL,406 . 8mmol) AR INE L BEFEM 1, 2,4- =13, 5 (2H,
4H) — i (20g, 176 . 8mmo1) F-7K (250mL) i - V5 I J » KHIEE & MU TE 25 C B bk 120, BLI
TLCAR R [V EL 28 58 4 £ oI S B 49 8 1, R g R 1% 9 SR RLAL 254
(15.0g,44% 7 3) , KOy fE 4. LCMS M/Z (+) 191,193,
[0273]  DYR2:
[0274]  6-iR-2,4- " H-1,2,4-=2-3,5 (2H, 4H) -

\Ni ~
|

[0275] Nﬁlo

Br
[0276]  H5A4L4 (60% ,2.6g,65. Immol) 64 N Z2 i ELVA KDHO 6382, 4—— F -
1,2,4-=H-3,5 (2H,4H) -~ (5.0g,26 . 0mmol) FDMF (100mL) h (I H I , i &
WILEOCHEHE Lh , 4R 5 T IO £ (9. 2g, 65 Immo 1) FKE FT 1SR & 4 FF 56 I S it 2h 5@
e AR I AN K VAW (L00mL) Y8 K S L 4 PR 2, B2 2.6 (3 100mL) L 45 9 9 A L
KRNSO PRI B IRAR A SIBRIBAL ) (3.5, 61% 773)  SUALL 8 fi 2HL)
ARG D ACRI AT~ — 2 PRLCMS M/Z (M) 219,221,
[0277]  FhEMARBA) SZE6 AR

0 0
HNJLNH NaH, C,Hs| /\N)LN’\
*Tko DMF 'l'jko
r r

F E4& B

[0278]

[0279] %1.
[0280] 6_?%_2 , 4-—" Z)%_l l} 2 ) 4_3[1%_3 ) o} (ZH ’ 4H) _:@Iﬁ‘]

N
[0281] N

Br
[0282] & 1k4H (60% ,2.6g,65. lmmol) M2 1B I & fikE H % 40 (0°C) 16-1R-2,4-—
HJE-1,2,4-=1-3,5 (2H,4H) - —fd (5.0g,26.0mmo1) T-DMF (100mL) 1 ¥ T . TR N
KRAYITEOCHEELh, SR 5T Nt 2 % (10.2g,65. 1mmol) F-44 Fr 158 & W) 16 I 555 % B ik
FE2h B S N AN EAL B K IR (100mL) PR N, 2R J5 FH PR Sl (3x 100mL) A8 . &
H A PLAE I LNz S04 TR H 080K T4, 15 BAR AL 54 (3.8g,59% 2 %) , H 2T ([
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K AZKAYY AR L — DA RN T~ — P LCMS M/Z (M+H) 248,250,
[0283] i [E]ACCI 52 36 B A

“"' EINOz, NHiOAe \w _ MeaNH "0
-~
@/ \©\f 120 °C @ \©\)\ THF, it @\ fil

NH»
Pd(OH)z, H» (1 atm)
o QL

f; \\

R4k C

[0284]

[0285] DB%1.
[0286]  1- (2-HHFE A -1-Ji—1-3&) —4— CRILMEREIL) 7K

[0287] . Oz
Z

[0288]  Hf4- CRILREREIL) FH S (1.00g,4.06mmol) Al 2. %% (3.05g,40. 6mmol) FIZ R
4 (0.08g,1.01mmol) VR G PI7E120 Cin#A2h K Fr iR AW H), B2 k4 ekt L S
Bt 230% LR LW/ O 4t , 15 25 B A ) (360mg , 30 % 72 %) LCMS M/Z (M+Na) 326, A
WHEE/ LR BB %

[0289] %2

[0290] (15,25 N N—:Eﬁﬁt—z—ﬁ%%—l—@— CR R RL) KHE) H-1-JiZ

"o \0
o o

f; \\

[0292]  jA1- -RYSE I -1-J—1-3L) —4— GEILREE L) 2K (0.36g,1.19mmol) HH R inam — K
& T THEH B3R (0. 72mL, 1.43mmol) o SN TERG » 1 S SV A ) 3 23 I 4 I 5 I L ]
KRB E Y, Ho A EE (360mg, 87 % =) |, Bl —FhoARFa 52 4k &4, 328
TR —BIRLOMS M/Z (M+H) 349 K54k &4 50 B8 9 BA R FIAHRE SEARAL 22 1 SN E e VR &4 -
FRHE SCHRC A, B T I AT RE B TS TR AT A &

[0293] BE%3

[0294]  (1S,2S) -N1,N1-HIHE-1- (4- ORFLmEE L) 2R 5L IN-1,2- )%

v, _NHy
[0295] @\ /g[

[0296] iy (1S , 28) NG N- -2 - RSk 1 - (4 CRERA L 2E) K 3E) N-1-1% (0. 36¢,
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1.03mmol) T+ FHEE (10mL) HH VAR H s I A AR (0. 14g,1.03mmol) KRR EWIFELR
AUEE AR 18h R Ak LI I R B Wk 4 2 SRR WIE R TN —
BRLCMS M/Z (M+H) 319 KAk &) 73 18 9 BAT AR R SEARAL 7 1) AN eV &) - T iy
A BRHATIHE
[0297]  rh[AI{ADI] LA A
[0298] (1S,2S) -N1 ,N1-—H3E-1-RKE W -1,2- %

4, NH2

[0299] @/[N/
I

[0300] VA5 al AR CARBAA 75 3l 4 Am il o TR 44  LCMS M/Z (M+H) 179 . AL &0 BN BA
RENFART SEARAG 22 (FE 2D BRUR B SE R/ Z AR 52) B AME TR &9 - AR FE STk iC 2, 3 T %
AR R AT R

[0301]  FRIAMAER) LR

I. NBS, DCM, rt I. MeNO,, Et3N, rt
<8} - Q0 S o
Il. ag. NaOH, rt II. BocyO, rt

[0302]

NH,
Fe, NH,CI N,Boc
MeOH, 80 °C
P R4k E

[0303] BE%1
[0304]  3,4- & FrEmk

[0305] m

[0306]  Jfjif20min, Al FERT1,2,3,4- DU 7k (5. 0g, 37 . 54mmo1) T-DCM (200mL) H
(RIS 4240 S INNBS (7. 4g, 41 . 3mmo 1) « R INJE » W VR A WIAE A B3 BE i 4 L h o ¥R IINaOH 7K
W (wt 30% ,50mL) Ff P4k 224 Tho 43 B A HLZ B KB, ZeNaaS0a T8 I I E # 41
R BVHE S AR B G (3.8g,7T7% 72 3) , HORARE R . LCMS M/Z (M+H) 132,
[0307] BE2
[0308]  1- (RHHEHJE) -3, 4- A Fmk-2 (1H) -SRI AT fis

02

[0309] N'BDG

[0310]  [f]3,4— & 5k (2.0g,15. 2mmol) FMeNO2 (25mL) H VA TP S INEtsN (1. 7¢,
16.8mmol) o ¥V A WE I BE IR FEHi #5028 )5 , ¥ JIBoc20 (6. 6g, 30 . 4mmol) F- 44 Fr 15 IR &
PIEI BT A 4 10h KR S W) H 28 20155 (50mL) Fke I 7K (3x 30mL) Jeis - 73 = 11
A HLZEZENazS0s T IR IR 46 o It i i (il C il : TR 48 =9: 1) 2i4b i =4, 13 3
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FHHIF AR B S (3.5g,80% 7= %) , Hoy A o[l 4k . LCMS M/Z (M+H) 293,
[0311]  ER3
[0312]  1- (B EH L) -3, 4- — S Fvemk—2 (1H) - IR T fig

Ha
[0313] @v“m

[0314]  [h)1- (RYZEH L) -3, 4- A FrEmi-2 (1H) —SRESRUT g (1.0g,3.24mmo1) T-MeOH
(25mL) FIH20 (15mL) 7 (R ¥ FP R indk (0.960g,17. lmmo1) FINH4C1 (0.91g,17. lmmol) o4t
IR B AESOC In#i2h, B LOMSHE 7R S o7 B2 48 58 1 o K5 S NV A 074 H i » 28t g g 2%
[l 47 o K E I 2L FR 2. T (80mL) FiBe I FZK (2x 50mL) Peisk » 432 ) M2 ZeNagS04 T8 I
TR W 4 , 15 FHE B bR R AL S ) (600mg , 67 % 72 %) %4 5 R 4l LR 24k B3 T
—PIR.LOMS M/Z (M+H) 263 A B0 B R AME TR A4 -

[0315] s sl

[0316] 2,4-—HIFE-6- (- (F3 (2,2,2- =5 L) &) &) ") -1,2,4-=WH-3,5
(2H, 4H) - —Ji

0
<A
R !
Na
o) HNTNAN F \IAO
xNJLN/ DIPEA, iPrOH HN
[0317] N > \L
N rd

{\'AO 150 °C N

Br kFF
F
F

[0318]  ZEfAU 444 N, K6-1R-2,4- ~H F-1,2,4-=W-3,5 (20, 4H) - —F{ (Ff[a]{&A,
200mg,0.91mmol) N'-HIJ-N'-(2,2,2-=4 2 3E) 2-1,2- "% (426mg, 2. 73mmo1) AIDIPEA
(587mg,4.54mmol) T~ AEE (3mL) H TR &£ 150 CAEN2USR T In#A2h, thi LOMSHE /R
I L 28 5E B o PRl IR 48 Ve B W) I sk I AR A (L 1E7-37% /0.1 % NH4OH/ 7K) alifb kx4,
BEIFR B &Y (T.0mg,3%) , HoN A (Al 44 . 'H NMR (400MHz ,CDC13) 85.62 (s, 1H) ,3.51 (s,
3H) ,3.38(s,3H) ,3.31-3.27 (m,2H) ,3.09-3.05 (m,2H) ,2.84-2.81 (m,2H) ,2.48 (s, 3H) -
LCMS M/Z (M+H) 296,

[0319] Syt fs)2-3

[0320] DL 5 syt fel 1 AHACh ) 77 il 46 BL R Ak & W o A5 FH T 5 1 i ) 4% T R rh I B A S it
o

M/Z
(M+H)

[0321] | k364 | 4elodh AR NMR

60



CN 107074823 B -I'R HH :F; 45/55 B

[0]
Ao
*TEO 'H NMR (400 MHz, ¥ & -d4) 5
" 7.04 - 7.00 (m, 1H), 6.94 - 6.90 (m,
N 1H), 6.57 - 6.52 (m, 2H), 3.64 - 3.58
, (m, 2H), 3.50 - 345 (s, 3H), 333 - | _

2’4_:_ [-f.l E-ﬁ-(((l— l%] 3.26 (S, 3H), 3.24 (S., 3H), 2.95-2.85
B -1234-v9 &, 75 ok (m, 1H), 2.65 - 2.61 (m, 1H), 2.44 -
2- %K) F £ ) A 2.00 (m, 1H), 1.85 - 1.74 (m, 2H).

)_ELQ )_1’2’4_ = ué (5’ffélﬁizf{aé\‘%)
[0322] -3, 5(2H,AH)-=
o 'H NMR (400 MHz, DMSO-d6) &
'\NJJ\N/
e 6.19 - 6.32 (m, 1H), 3.36 (s, 3H),
ﬁo 3.33 (br. s., 1H), 3.26 (ddd, J = 3.07,
é”l 6.84, 13.30 Hz, 1H), 3.16 - 3.19 (m,

3H), 2.94 - 3.06 (m, 2H), 2.45 (d, J = | 254
24-= [?"5'6'((“‘ T | 5.04 Hz, 1H), 225 - 230 (m, 3H),
A be-2- )T 2) |5 11220 (m, 1H), 178 - 1.89 (m,

R A 124 = R | 1hy 149 - 1.67 (m, 3H). (il
-3,5(2H,4H)-—&# A

[0323]  sEjfs4-17

[0324] DL 5ol LARABLAK O3 3, A A OE T I8E (FE180°C) AU 57 I IEE (FE£150°C) il 4 LR
A 3 S 17, A5 FH R TR)AARDAE Dy S5 S0 o AR FH T A D G ) 2 1 R b g BT FL e s
it o

M/Z

[0325] KB | oL NMR
(M+H)
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o]
P 'H NMR (500 MHz
”T&o DMSO0-d6) 5 7.31 (dd, J = 5.63,
i 8.65 Hz, 2H), 7.10 - 7.18 (m,
4 (i :l I 2H), 6.17 (1, J = 5.22 Hz, 1H),
F 322
62 = P Ao S )-2-(4- | 372 (1= 7.00 Hz, 1H), 3.52-
B 2 ) Bk )24 = | 357 (m, 1H), 3.36 (s, 3H)3.31
¥ b 24 = k|- 333 (m 1H), 315 (s 3H),
3 S(QHAH).-= 87 2.08 (s, 6H). (S13H % i A4h)
fL 'H NMR (500 MHz,
\N N/
b Tko DMSO-d6) § 7.05 (dd, J = 7.42,
’ 8.24 Hz, 2H), 6.75 (t, J = 5.77
] (NH Hz, 1H), 6.60 (d, J = 7.69 Hz,
[0326] @ 2H), 6.50 (t, J = 7.28 Hz, 1H), | 276
5.66 (t, J = 5.77 Hz, 1H), 3.37
2,4-=F A-6-(2-CFR AR | (5, 3H), 3.26 - 3.30 (m, 2H),
B)TE)RI)1.24-Z% (318 - 322 (m, 2H), 3.17 (s,
-3,5(2H,4H)- =5 3H)
*Nin/ 'H NMR (500 MHz,
3 Tgo DMSO-d6) & 7.18 (d, J = 8.51
H Hz, 2H), 6.89 (d, J = 8.51 Hz,
] O/@/[.i,f 2H), 5.93 - 6.18 (m, 1H), 3.73
> (s, 3H), 3.63 - 3.67 (m, 1H),|334
6-((2-(= F AR A)2-(4-|3.49 - 3.55 (m, 1H), 3.35 (s,
T RARA) T A)R|3H),3.30-3.34 (m, 1H), 3.16 (s,
#K)-2,4-=F 3-1,24-Z% | 3H), 2.07 (s, 6H). (#}3l3R
-3,5(2H,4H)-—&A 7))
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\ﬁi\“’ 'H NMR (500 MHz,
f° DMSO0-d6) § 9.87 (br. s., 1H),
C 3.63 (t, J = 6.87 Hz, 2H), 3.41
7 V" TFa B
(s, 3H), 332 (t, J = 5.49 Hz, | 242
(2= F & RAE) Ty 317 (s, 3H), 2.88 (s, 3H),
ENFR)RAN24=F |5 036, 6m)
A -1,2,4- ="%-3,52H,4H)-
ZER(Z AT )
'H NMR (400 MHz,
Y DMSO-d6) & 7.14 - 6.98 (m,
ET’LO 4H), 6.44 (t, J = 5.5 Hz, 1H),
! 3.77 (d, J = 16.1 Hz, 1H), 3.62
- d, J = 159 Hz, 1H), 335 (s,
8 3H), 330 - 323 (m, 1H), 318 |
[0327] (s, 3H), 3.12 (dt, J = 13.0, 6.2
24- = F XK -6-[2- F A& |Hg, 1H), 3.07 - 2.99 (m, 1H),
34- = &-1H- 729 3- | 5 77 (4, J = 49 Hz, 1H), 2.69
E)FERAFL24-2% (4, J = 73 Hz, 1H), 236 G,
-3,5- A 3H).
(Oh il e iRa4h)
(o]
\Ei;g) 'H NMR (400 MHz
! DMSO-d6) & 7.28 (d, J = 3.6
[N/ Hz, 4H), 7.26 - 7.16 (m, 1H),
9 ©) 637 (1./=57 Hz, 1D).3.50 (s, |,
2H), 330 (s, 3H), 321 (d, J =
HQCFA(TR)RIT | 60 1y, 2H), 3.19 (s, 3H), 2.54
)R E)24- = F K| 4 7= 64 Hz 2H), 218 (.
-1,2,4- =°-3,5Q2H,4H)- — 3H).
A
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i 'H NMR (400 MHz,
~ A
v Tgo DMSO-d6) & 7.42 - 7.30 (m,
H 3H), 7.25 (dt, J = 6.3, 1.8 Hz,
CI\U[N/ 1H), 6.25 (dd, J = 6.4, 4.5 Hz,
10 ! IH), 3.72 (t, J = 6.9 Hz, 1H), | 338
6-((2-3-RHFE)2(=F | 361 - 3.48 (m, 1H), 3.44 - 3.37
AR TR)RI)24-= | (m, 1H), 335 (s, 3H), 3.16 (s,
oA -124- = R|3m), 211 (s, 6H). (hEER
-3,5(2H,4H)-—Ad i)
'H NMR (400 MHz,
NN DMSO-d6) & 7.35 - 7.13 (m,
r° 5H), 6.15 (d, J = 5.1 Hz, 1H),
@JN, 3.28 (s, 3H), 3.15 (s, 3H), 3.01
1 ' (m, 3H), 2.89 (dd, J = 13.0, 3.5 | 318
ozl 6-(2-(=F A RAE)S3-% Hz, 1H), 2.42 (dd, J = 13.5, 8.0
A AAR)RL)-24-ZF K Hz, 1H), 2.29 (s, 6H). (#MH
-1,2,4- =%-3,5QH,4H)-— i RA)
B
'H NMR (400 MHz,
o DMSO0-d6) § 4.09 - 3.98 (m,
‘\.NJLN/
WK, 1H), 3.91 -.3.77 (m, lH) 3.40
! (s, 3H), 3.16 (s, 3H), 2.66 - 2.52
i [;LT, (m, 2H), 2.32 (d, J = 10.6 Hz_ res
1H), 2.20 (s, 6H), 1.87 (d, J =
6-(3-(= T A RE)RR-1- 10.9 Hz, 1H), 1.78 - 1.67 (m,
A)24-=FA-124-2% 1H), 1.49 (d, J = 12.5 Hz, 1H),
2R A -5 1.41 - 1.25 (m, 1H).
(Oh i ae iR 4h)
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o]
\NJ'LN/ :
,:,,\'\AO H NMR (400 MHz
N DMSO-d6) & 7.46 - 7.23 (m,
@/(N] 5H), 4.01 - 3.77 (m, 3H), 3.39
13 N 302
(s, 3H), 3.16 (s, 3H), 3.00 (s,
2,4-=F 2-6-(3-F K% | 2H), 2.82 - 2.62 (m, 2H). (3t
- K 124 = R | pamsdn)
-3,5(2H,4H)- =
'H NMR (400 MHz,
‘*.;.JOLN’ DMSO-d6) § 7.70 (dd, J = 7.9,
”Tfo 1.1 Hz, 2H), 7.51 (d, J = 8.0 Hz,
P 2H), 6.30 (d, J = 1.6 Hz, 1H),
14 Sh 3.80 (t, J = 6.8 Hz, 1H), 3.59
[0329] e | (ddd, = 13.5.7.0, 4.6 Hz, 1H), |
6-(2-( = T A &R ’ o L7
)22 BT )AL | 45 - 336 (m, 1H), 335
k) Bt 24— 7 1 | ’3;1.6 (s, 3H), 2.13 (s, 6H).
1242 %3 52HAH). = | CTHEREH)
A
o]
\,},JLN/ 'H NMR (400 MHz
”T’% DMSO-d6) & 7.57 - 7.16 (m,
" 5H), 5.56 (dd, J = 5.9, 4.1 Hz,
15 ©/F'i" 1H), 3.29 (s, 3H), 3.24 (dd, J =
6-(2-(=F A R A)2-% 13.2, 6.0 Hz, 1H), 3.13 (s, 3H), 318
) BI04 = s | 214 (5, 6H), 136 5, 3H). (4F
[12,4- 2% -3 5QH,4H)- = | T RAEH)
A
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(o]
~ J'LN’ 'H NMR (400 MHz,
|
Nal)% DMSO-d6) & 7.36 - 7.14 (m,
H

5H), 6.07 (s, 1H), 3.55 (d, J =
N
16 |:> 2.8 Hz, 2H), 3.40 - 3.34 (m,

24- = F A -6-(2- X & 1H), 3.33 (s, 3H), 3.14 (s, 3H), 330
(A1) 2 ) £ | 248 (5, 2H), 238 (dd, J = 7.1,
A 124 = o |25Hz2H), 1.65(d,J=57Hz,
3.5(2H.4H)-=5 4H). (4h3Hsiadh)
[0330] o 'H  NMR (400 MHz,
‘*r;:)LN/ DMSO-d6) & 7.28 - 7.42 (m,
N*‘(go 3H), 7.20 - 7.26 (m, 2H), 6.31
i (d, J=3.96 Hz, 1H), 3.95 - 4.06
" @’ET/ (m, 1H), 3.56 (4, /= 10.14 Hz, |

6-(((1S,2S)-1-( = ¥ %4 £ 1H), 3.41 (s, 3H), 3.21 (s, 3H),

KOl K A @ 2 k) & | 202 (s 6H), 096 (d J = 6.18
$)-24-= F #-124-20% | 1730 ‘
-3,5(2H,4H)- A (MK AR R FeAaRT AR
Mot Ao —akat s BAK)

[0331] S8

[0332] DL &gl AR J7 3, 4 R 2k 4B (FE180°C) AU 5 I IEE (££150°C) 1l
& A LG A F AR TR CAE D B B o

M/Z
(M+H)

EHA | LA NMR

O
<~ |'H NMR (400 MHz, DMSO-d6)
"'i)% 7.95 - 8.00 (m, 4H), 7.64 - 7.71 (m,
H

8 o 3H), 7.49 (m, J = 8.3 Hz, 2H), 6.25
A :

- 458
’i‘ (d, J = 4.8 Hz, 1H), 4.04 - 4.08 (m,
3% 1H), 3.67 (d, J = 9.4 Hz, 1H), 3.40 (s,
6-(((18,28)-1-(= F A& 3H), 3.20 (s, 3H), 2.01 (s, 6H), 0.90

[0333]

R H)-1-(4-(KR LA BE | (d, J= 6.2 Hz, 3H).
EO)ER )R -2- )R | (NN RA; KRiodazt k4L
A)24-ZF K-124-| F; Ff—AExuFAK)
=%-3,5(2H,4H)-—F7

[0334]
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[0335]  sjitafsl19

0
\'I:IJLN/ & %
Ni‘i/go ~ JLN/ \'I;IJLN/

NHz Br
DIPEA, DMA, 180 °C

NH, QNH QNH
NH, N"

| Hcl

[0336]

%34 19
[0337] DEE1.
[0338]  6-#U T A HE-2,4- —HIHE-1,2,4-=8-3,5 (2H, 4H) - i
Q
‘\I,;IJLN/

N
[0339] Y o

NH

QNHZ
[0340] fhuk /M IEA6-JR-2,4- "W 3L-1,2,4-=W-3,5(2H, 4H) - — i (300mg,
1.36mmol) DMA (2mL) JJix-1,2-3F 2, — % (0.33mL,2. 7Tmmol) FIDIPEA (0.47mL,2.7mmol) .
¥ ARG PIAE100°C I #kOh o 18 i Jie % 25 & (WA 85 °C) Bk 22 DMA FF 3d i FIDCM : Me OH :
NH4OHF¥195:5: 0. 5IR A W AE Aok it 75 (1) ik Jise € vk 2l AL FEL 420 52, 19 B b AL A4 (146 9mg,
43%) , Ho B EE K LCMS M/Z (M+H) 254,
[0341]  I%2.
[0342]  6- ((2- (- HIEEIL) &) &IL) -2,4- ~HH-1,2,4-=8-3,5 (21, 4H) - —Ff
AN g

O
\"N'ILN/
1

Na
[0343] \IAO

NH

N/

| Hal
[0344]  FE25mLIA K , 66— ((Q-FEA ) &) -2,4-—HFH-1,2,4-=H-3,5
(2H, 4H) = i (0.146g,0.58mmo1) ¥& T-EtOH (TmL) 1 o S I FF & (37 % T-7K A7, 1. 5mL) FIH i
(88% ,1.5mL) K [ VR G YIAE90 C NI I o K s REVR G 408 E R I S, A 1R 0
NaHCO37K ¥ ¥ H I FHDCM (3X) 250X . & FE A HLJZ F Eh/K B, ZeNaaS0a T4, 1L 8 , Wk 4 IF
I8 A5 FH VR A DOMAY 55 255 96 90 : 10 - 1DCM : MeOH : NHaOHAE g 345 It 751 ) 1k R e i 44k o o 7= )
For k4, SR S FHAM HC1/ B dE (5mL) AbFR , B iZ VS TR B 25 R 48 1 3E , 15 2 A AL &9
(141mg,77%) , H AR G 4. 'H NMR (400MHz , DMSO-d6) 89.90 (s, 1H) ,6.05(d,J=
9.4Hz,1H) ,4.40(d,J=9.0Hz,1H) ,3.39 (s, 3H) ,3.32-3.27 (m, 1) ,3.21 (s, 3H) ,2.76 (dd,J
=4.7,16.3Hz,6H) ,2.03 (br.s.,1H) ,1.97-1.89 (m,1H) ,1.80(t,J=10.9Hz,2H) ,1.46-
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1.21 (m,4H) .LCMS M/Z (M+H) 282, (JMH IR &) s B — O FIAEXT B = A 44)

[0345]  Sjitif120

[0346] DLyt fsl 19ARA 77 X, A e 20-1, 2-3A C e AR B -1, 234 2 e — iz ol
#UUF LAY

M/Z.
k&b | AL AR NMR
(M+H)
0
NP 'H NMR (400MHz ,DMSO-d6) &
Ny Ao 6.17 (d, J = 3.7 Hz, 1H), 335 (s,
(0347] U”H 3H), 3.28 - 3.21 (m, 1H), 3.18 (s,
“~ 3H), 2.48 - 2.36 (m, 2H), 2.19 - 2.10
20 282
6-((1R,2R)-2-(= F & (m, 6H), 1.85 - 1.70 (m, 2H), 1.62 (d,
£ 4 )5 2 k) A |J=83Hz 1H), 1.28 - 100 (m, 4H).
A)24-=F K -124- GF ¥ e ReH); F— ko dE st F
=k-3,5QH4H)-—& | H#)
f0348]  SKifely21
o]
I o o)
\E N/ ~ J'LN/ ~ J'LN/

NH, 30 N N
5 Nﬁ/go HCHO, NaBH,CN N‘\l‘)*o
-Boc d - -
[0349] N NH NH

DIPEA, nBuOH, 110 °C MeCN, rt
NH N~

L) 21
[0350] BER1
[0351]  2,4-—HIH-6-(((1,2,3,4- VA FMEM-1-3%) F3) ZH5E) -1,2,4-=8-3,5 2H,
4H) = i (YMHE IR YD)
0O
\NJ'L -~
1

N

[0352]

NH

NH

[0353] ] 1- (R ) -3,4- A ¥Emk-2 (1H) —RE T B (F MAKE, 200mg,
0.76mmol) T nBuOH (4mL) F1 IR TR N6 -T2 -2, 4- —FI 3E-1,2,4-=18-3,5 (2H, 4H) - — i
(184mg,0.84mmol) FIN-Z, F-N-F N H P -2-f% (197mg, 1.52mmol) KEIR S MIAEL10°CLEMK
PSR IFA b, B LOMS 7R S B T 28 56 il 98 ok 25385 571, 38 3o ek e 24 33% (DCM: MeOH
=10:1) 4iALHH 724, 15 3 b5 UL &4 (180mg , 59 % =) , HoiR # (iR ¥ . LCMS M/ Z (M+
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H) 302,
[0354] %2
[0355]  2,4- —HIEE-6- (((2-FJE-1,2,3,4- U Fmemi-1-J%) FF3E) & HE) -1,2,4- =
3,5 (2H,4H) - [ (4MHE R AW
JL -

N
l

[0356]

NH

N/

[0357]  m]2,4- = HIdE-6-(((1,2,3,4-PUS mpmemh—1-28) L) 2 08) -1,2,4-=%-3,5
(2H, 4H) - — M (200mg, 0.663mmo1) T-MeCN (10mL) 91 [K) ¥ HH 75 30 %6 HA % 7K 95 v (2mL) 1
NaBH3CN (125mg, 1.99mmol) o ¥ 7R AW 7E A5 30 B Fid FE2h , BEES LOMS 2 7R e I 58 i o 38 1o 8
HR2N HCLI R K I MR G ) 8 78 IR o K TR RNV T 1R £ 18 (30mL) A 3 FH AR A
NaHCO37K ¥ (20mL) B o ol K W 4 73 =5 (A AL Z FF 8l s A 3l (2 1540-70%/0.1%
NHiOH/7K) ZEA KL=, 19 B AR AL A9 (20mg, 10% 77 3%) , HON A (& 44, 'H NMR (400MHz,
DMS0-d6) 67.25-7.22 (m,1H) ,7.14-7.09 (m,3H) ,6.12-6.09 (m, 1H) ,3.75-3.72 (m, 1H) ,
3.38-3.33 (m,5H) ,3.16(s,3H) ,3.15-3.10 (m,1H) ,2.81-2.76 (m, 11) ,2.68-2.59 (m, 2H) ,
2.42 (s, 3H) .LCMS M/Z (M+H) 316.

[0358]  sLjitifsl22

[0359]  6- ((2- (- HIFLEIL) 2- KK ) BHE) -2,4- 2 3-1,2,4-=M-3,5 (20, 4H) -
IR (O R A %)

0
/\NJLN/\
1
0
e hi§
V A
NH, Br NN
T4 b5
[0360] _ RuPHOS 4k J,tBuOi N~ -
'i‘ DMF, 100 °C NH
N/
|
LA 22

[0361]  FERR 444 N, K6-1R-2,4- ~H F-1,2,4-=W-3,5 (20, 4H) - —F{ (FF 8] {4B,
300mg,1.36mmol) N, N- " HH-1-KF 7 -1,2- % (336mg, 2.05mmo1) . t—BuOK (306mg,
2.73mmo1) FRuphos &8 3XTE4L 7] (30mg, 0. 04mmo1) F-DMF (8mL) A HIVE &4 7F 100 °C £EN2
hn#2h, LI LOMSHR 7R SR 2 48 58 i o R IRV S MK (BmL) H, SR 5 FH R £ s (3x
10mL) B 15 I 19 A HLASHU) 22 Nao S04 T I I e v 4 o 3 i e Al 3 (L Ji530-65%/
0.1%NH1OH/7K) Sifb 5% 290, 15 2h5 AL &9 (8mg, 2% 7= %) , HON A (Al fk . 'H NMR
(400MHz , F fi£-d4) 67.39-7.29 (m,5H) ,3.97-3.59 (m,7H) ,2.29 (s,6H) ,1.31-1.27 (m, 3H) ,
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1.21-1.17 (m,3H) .LCMS M/Z (M+H) 332.

[0362]  ‘E#Hd

[0363]  fifi HHPCAF Alphalisa%h& & v X i 7 ) TCsoill &

[0364] ¥ 2ZEHis/FlagRALARiCHIPCAF719-g327R 45 35k N 55 (in—house) d [ , Rk F4lifk,
ZE 5@ # FHAlphalisafi A (Perkin-Elmer) s MAE#) 2 ALK /Ny T ECAK (2 %0 5PCAF
RENBEE) SRS (engagement) SKIFAL A STA I 4L & W PCAFIR &5 i 8 45 &
A o BART S, 23844177, FEDMSO (5240 2 % DMSO) B DMSOH (R 4k, & Yok B R H A7
N, #£50mM HEPES (pH 7.5) <75mM NaCl.1mM TCEP,0.01% (w/v)BSAKI0.008% (w/v) Bri j—
3541, ProxiPlate PCAFURSE IR (Fx22225nM) SAEMIRALI /N AR (B2 6nM) 44 . 7E
FiREE G 15085 , IS AL phal.i sa$% 85 5% Fl 25 2 AR ERRLFIA 1 phal i sa i 2H & B AR BR AL,
{1 B IR B 2y 12 . Bug/mL o P90 738 f5 » 7EEnvi s ionfX &% b S HUBR 48 FH Y S 43k
A &A1 ICs00

[0365] g bk ie8 R4 AR o S it 91 1 - 22 PCAF TCs0fE

. PCAF IC

5% 2645 (M) %
1 >20

2 >20

3 2.5

4 0.28

5 65

[0366]

6 0.15

7 37

8 0.38

9 T

10 0.43

11 1.4
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CN 107074823 B Wi PH
12 >20
13 >20
14 0.25
15 0.48
16 8.1

[0367] 17 0.12
18 0.070
19 1.1
20 0.23
21 1.2
22 12

[0368]  HIRCLHIR 1V 2 5t 7 58, (H o w] i A8 1 w8 i it 451 A4 (I A FIA ST ik g Ak
ST FL B S 7 58 o IR, AR R B (14 3 ) et B PR SCR 2 5K it A e e S5 i 497 £ 5 3
P B FL AR S 7 S ORBR €
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