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MXEETHHRBRLFET &

BARARIR

AE R BAHACF AR E AR, BARFRFTXRERITHZ
BRI G T %, SR X MR N EHHEESY, ARKX =
A en B AR THRBEA TSN ELESHHTHEA,
HEHEAR

T % £ 37T (Agomelatine), F 2 A5 & N-[2-(7-F &3-1-
AR THTBAE, MIeX 1 FTT, 74 BEP0447285 ® 647 ik
#&15 2.

NHCOCH;

H4CO

[

M XEFITERZEE 1, 2 (MT1, MT2) %55, FAt
BA 5 HEM 2c (5SHT2C) ARBZIRA, TAESMNEREERY
SHT2C AR&4E, MM AFE LR 2, HARE R AkE 6 SHT
RIE, BifiZH 5 £EBBERIFIF LAY 5 BEEE TR LR
FEREBRIPH ARG F ISR . ZANG — B RAREE
MT &4k, #BiLst MT1 Fo MT2 2R HAVE R, 3Feh T 5o E 4 K5k,
By BRRFASLE. PEWARE. FVREAER. ShE AR,
HALRGER . O EFEGRIRFE T i ilm. DELE.
WARIE . RakE 0. JEpEE. KR, AR, A EEl. HR. BAR.
A ARIR . EHEMER. 5 EFRBEEENA XGEFF T, Bk
. WLk K. FIREERFBAREIREELR KEREHFVEA. £
B —EWAURE T A Tia I o selert, BA HIP I H A= 5 AT 4
MR, FHIBI AR TFi897 %%,

M X EILTT BRI ALY, EFIF) T —Rd AR XA A,
st LB ARTEA T2 EE2NEX. MXEETEH S HA
%, 4o&$| US7498465 »FégaA I, H 4 CuKa B & X-HEH R
FTH B B 20184 6.30°. 9.26°. 10.50°. 12.65°. 13.29°. 15.34°.
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15.81°. 17.15°. 18.03°. 18.60°. 19.01°. 20.09°. 20.44°. 20.97. 21.18°
KA A AEBNIE; UST498466 2 T 11 A & A2 XS &0 K74 B
1% 20184 9.26. 10.50. 15.34. 17.15 & A BME, £4] CN1907957
ATFEG AT, A CuKa B4 X-SHEHRITH B P £ 20 184
10.52°. 12.92°. 16.15°. 19.20°. 23.33°. 25.07° &4t BA 45 4ER %,
% 4] CN1907957 A~ F e d B IV, H A& CuKo &6 XS &8 RIT4H B
&P £ 20154 5.04°. 10.16°. 17.41°. 18.03°. 18.81°. 24.27° F & E
K AFAERE; £ F) CN1907958 A F#d A V, H & CuKa R4 X5t
K KATH B A 20184 9.84°. 17.95°. 18.88°. 20.99° . 23.07°.
24.28° F 4L BAT HAERIE; £ H] US20090069434 2T 4 RV, L A&
CuKa & #) X-S& 0 KT+ £ 20 15 5.73°. 10.22°. 20.10°.
23.69°. 29.48° ALK HFAERIE, AL BAAS T X EFIT oA 9AFR L
B, IRENHEE THXEAETHERFTHE, cEAFARHRA
FRA B4 X-HEHRITHB S E, RALHEFTERE, LF
FEEMME, ETHTSZFHHHA.

KRAARB

RARGE G ETREMRXEFLITHEAFHE, 502 LAHE
XEFITHEE A, A BAGA C, Xe{[BEE. S5 TFEH
BIA. HHES T @R, Tk A MR,

REPEF X EETHE A, H XL RATHBE BG4S
FE 2015454 12.0°. 17.6°. 18.4°, 18.7°. 19.7°. 19.9°. 20.6°. 21.9°.
22.7°. 23.1°. 27.2°. 25.5°8945 B 3t R A SAEATSTE

RERHFXEFTHE A B AR EWRE 1 T8 X8
RATH B .

REPEF X EFTHE B, H XS0 RATH B B4R
FE 2048254 6.5°. 9.4°. 12.7°. 13.4°, 17.2°. 18.7°. 19.1°. 20.1°.
22.2°. 24.3°. 25.5°. 26.0°494% B&F FA HAESTAPE

REROTXEZTHE B EAER LB 2 AT76 X-HHE8
RATH B .

RERAF X EZTRE C, L X-HEDRITH B EGIFIES:
2048254 93°. 10.6°. 11.3°. 12.7°. 153°, 15.8. 17.1°. 18.6°.
19.0°, 20.0°. 20.4°. 22.1°, 23.5°, 23.8°. 24.1°, 252°, 25.9°#4{x
B R ARATAE,

REREFXEFTHE C B AR LB 3 776 X-AHHE8
RATH B .
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AEPRBGTREEZTERY A, HA BAHA C, £4FR
FAE)HRAT 70%, HiLKT 80%, HMik KT 90%.

REPHFTREIITHHE, E XL RTH AN XZE
RFEERINEIRET, 28 KEZE XRD-6000 B X-S&ATH4L4
CuKo, (o = 1.5406A) R Z T A 49 . “IRLIEE—KAZ 0~40°C; “IRFK
B —RE A 30%~80%49 83T IR L,

KRR REFITEHA A. B H= C 8 XS &K AITHE
I TFTHE Y., “GEEA XS RITHE B Z8HATEHAEKR
L EREA 4Pk XS &M KITH B8R0 R, AATBRBARAA
BT ARG AN KT, &§T23 R EZ (e XAE 4
B MRS e AT k. LB MRAS. MRRE) G Fm,
B —F s A BT AT 49 XS E K AT B 69 B85 T ERBE LA
—R W EF. B, AP XS L0 RITH B FIT4E 20 42 F
JEH0.2°09 SEENIR £ .

RSP AT BRI M7 R BRI MR LR F R X £
THEETH T REL T IR Z6GER,

AR PARBET MR ERT LA =LA 694 &5 &%,

REPRBET —HTXREETHE A QHE&FE, 25505
B REFITEMB T RESKAAIERN T, REE10CATH &,
H o A AR A TR X E ST B BT E M, R A KRR LK
FREFT 1.5, EFHFEEAROIEUT I

1) BT XEZTRTRESKOAIERN T, FEFTXEET
Bk, EPHIER L KGRI TFRET 1:5;

2). B X EFITEE, ZRNE 10°CVA T4 db;

3). Tikty, ¥ATE A BLLRRBSHITHH;

4). Tikey, KB 6 s REAT TR,

ELEFEY, TR ) FrEega yuEm st o X E42 77T BR 85
iR, GFEEEE. BRA. BEE. BE. RBA, BikE. RER
FREMeGRAY, EFAHe iR Rt KA —TE, LETE. &
BERSFAEE; AR OIERIAR 2-TH; Bs R O3 LR CE. L8 T Es;
R OIETHRT MH; AR ERBIRA TR, LIET RN T,
Bl £ @36 NN-—F R F Bt NN-—F X Lk, AL ez
TR, FPRHIGER G KRB X FRETF 1.2, EHhXTF
REF 111, BHEAEKFREFF 1: 0.5, 122 AR RF R AT 200:
1.
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HR KL VRN OIETE. LB, FRE. AFF. LEXRT
fegrbmR, Ay Tz, LB, FRE. AR, LHERENGRAE
M5 KRR K TFRET 111, KAEKXTFRET 1:05.

FIR2) AT ab T VAL B LR BHL THAT, R EMRL
20~10°C, #A4Lik-10~10C. %, 3) PRk eg-FIE, HFBREE &K
3 20~100°C, ik 40~80°C; TTAH ETFIE, LT URETE, BE
A % B —#& T 300~760mmHg, 4£i% 600~760mmHg.

AKEPHFT X EZTRE A BT AL FTHE: ZFEOERN
REFTERELEIRZRE T Aoy dE 2 LR 58 IR+
B, RGBT ek RIEMEF Bb, £ 10CVA T Hdy,
FH YRR EBRESAIET 2 LR, FTRRIEMER R EIE
Ko B—MRGEGEHFEY, FTRRAEBREN SEIERLEERESR
AUEFGGRAR LT 20:1. B4R s, A% e T HER:

1) B REETETRAELERERE T ASEBRGIERER
AAER T, 1F2 X ERLITER;

2). BEPTAF X EFITERF IMANRIEMREF, RFPTAEFXE
FLIT B A N BRI MR ‘:P 3= 4 /m/[fl:. IOCV/\'F#)THE),

3). Ty, BB aRB L RER B SHATHB;

4). Tiktq, Ko B 6 iRt TR,

ELAFEY, FR1) ARSI RXEAFTERERET A
SRR AE R ERASAIAES QFEINEL. BsR. BE. BRE. HXE.
RMARME. RERE. Bk, REFEH, wRHFA. 2-TH. TKRT
Bs. CEAYES., WAk, —8 IR, B, VB, FRE. L.
L. 2k, 8 F¥)k%. W& Fi%. FER. B, NN-—FAF
Brie. NN-—W A LB, —F BRFRCNGRESY.

TR 2) ARG RIAMEIRE A de L X PTE R FE T R EFITHERET
HP AL PRMBHRZNEA, GIEK. T, CBE_FEk. 7
Ak, FERRTABERTNGRSY., M, WwERAEEREERS
757]%»6\ | TER, M RIEMIER R A K, BTk RIEMIER 5 Prid 4E R

AHHGER R E AT 20:1 £ 05:1 2 H, ik
w1;31<m0%k%ﬁmTuﬁﬁﬁﬁﬁiaﬁﬁﬁTﬁn,ﬁ
oh iR EARE-20~10°C, F4Ki%-10~10C.

WIR 3T 69T B, LT BB E —#&H 20~100°C, ik 40~80°C;
TUAFEETFR, ETAREFTR, RENAZE —&K2Z
300~760mmHg, fti% 600~760mmHg.
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AL R EZIRRSAH. ALEHBRE,

RERTRAET —F T XEFITaA B R & 5k, ZFE0E
BT XEBTERTREEN T, BREEBREENNREGZE, E
10°CvA EATdL k. Z 7 ik BAR @3EA T 3k

1), BRI XEFTETRERANNY, BEEE—&H 20~60TC,

FEF XA IBITRR,
2) FPTR T X EFITE RS RO WR L EFRA, #ATH &,
M i E—RA 10~50°C, 4£ik 15~35°C;

3). ik, AT ARELERERBSHTH B,

4). Tikby, KT B 6 S AREAT TR,

EEAFET, $H1) PR REEARESFRE, 05
KFR, ZFXR. TR 3K, AR, FAX. BRREXREMNY
Body, FHMBEK. FRREMNGRESY . FH2) FAARGRIEMN
YRR RFRERERB L, QIFETIE. RO, KRR, 2-F A RI%.
3-WHR KM, EEE. FREFRLRSY, LPhAETE. RO,
TEARE G TFTET, TR BN IR R IR 5 L EA gk s F
20:1, MREAEDTF 20:1 £ 05:1 ZH, FAREAE 151 £ 3:1 X[, AT
H A LT AR E RIS THRAT. FB4A) ARG T R,
HF 8RB —&H 20~100°C, ik 30~70°C; T vAwETFrE, &7
AR E TR, R A EE—&AZ 300~760mmHg , 4L ik
600~760mmHg.

REPERBET AT REETHE CHHEF X, ZHEE
FEFFT X EFLITHAL, BhARREREAN P& LEad bk, Z5%
B4R 6,304 T H 5.

1) ¥ XEET(LETRIE )R E TS, BALE
FB—/& A 100~150°C, ik 110~120°C;

20, BEACE T X EFEIT AN B RIS AR P AT, M hiE
FB—& A 10~50°C;

3) ik, FATH A ARE LR B AT B

4). kb, KRS B S REAT TR,

ELEFER, FB 2) PRARGROAMREFGIEK. BE T
Bt. A, FTEARTAR., 2B _9Ek. RIEEBELE TR,
RO KA. EERFRL RS, LPhikk, LB, 7 R08k.
FAMBRT AR, EOK. RTin. RGO ab T E RBH &M
TH#AT. TR 4) FAAEGTE, ETBREE KA 20~100C, kit
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30~70°C; VAT ETFH, T ARETIE, RENEZE—KZ
300~760mmHg, 4£i% 600~760mmHg.

AT HERRERAHZHREETRAEGIEHE, #TEHEE
KIS 1’\3{?%’%1“}7“%&
RIE A amA A w7 B amA C
BHBE25482°C, | #AE 10 REL| #AE 10 RE| KE10RE
2E RH90%+5% | AR RIS, b Bk | RARRIE, & | LA BR R,
THAE 10 X BHARE ARFARE mAREFRE
ERE 60£22C| KE 10 REA| KE 10 RE| KEI10RE
THAE 10 X EMFTABRIE |\ A EMRAA | A EWRIA
An, a%i”'f%%z:?{ ﬁﬁgﬁn, a%i”'f?% :JEJ"—ﬁg'ﬁU, a%i']
BFARE REFRE
E A B OE| RE 10 REA| XE 10 RE| KEI0RE
4500+500LX T4 | AR LA R | A X R A H | H A% R LA
F10 K e, mARFARE | B3, BAK | B3, HA
BFARE REFRE

LRI R, REANTXREFITHRE A. BA C EAFREY
W IR RAERE, E TR G AR R T 45 6 %)%
$ﬁ%%ﬂ%<*k&ﬁAﬁﬁk%ﬁﬁmiAJ%XC%%%

M.

AT FEINIZA G, KEPWEWEEY, OARAIEFTENFX
E2FITaA AL B2 C Ao A484:, 7T A4S AR 4 697 X
AT S, — KIS ﬁﬁxizéﬁﬁ%%ahﬂaai A. B3 C5—#
R % F 25 B RS RAE AR ) AR AT 64 F)

RERHHXL—E éﬁf;&@#?%ﬁ%%aﬁﬂaai A.B & C A T4

HE ST P ARAY R BRI R ARG IR R AL

o BT 6 AR

WG LG FIEIR R QIR K. BIREIL AR, EEAR
E ERHERER. St ERB. HEALAERK. O E2FHGE
IR 5. deAb - 2E . ZERME. WARE. RscEE. eE. &
m\%%\%ﬁﬁﬂ\ﬁ%\%ﬁ%\MA%%\%ﬁﬁ%%\ﬁi
RN ZAH E GBI Bk, nlekk. TREERR
AR FEL, B —F @ET A Tiam s, g Hirdrsl
Fo o AT R, JSFRET AR T T RE;, L AEEIREEL A
B, PEWARE. FTPHERER. RARE,

6
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HikH, FIREIITHE A BRC A THZETPHRMNEZEL
RIBGHF

AL PR EH X EZLTHE AB K CHMWAESM A,
AAREE: AL BRI FER. FTAH. RE. 827, LFA.
RER . RIRBIR, RS TTARA RAR Fo o7 B3 MF) 558 T
PR, B SNFERR A R TR R G H A,

LR S BA R 9E AR ERBEEILG B AT EHE SHE
BB A Q. REFHATAM, EHX 0.1mg £ 1g AT,
—RR % KB,

ARE N6 B 4064 4 B AR O BRI B =T a8 % A ey At e
BAN. ABR. REA . BEMNF, SEEHTHHANHTER,

P& 4 A — AR BLd LA, LB, RS, FUK
ey, HER. Mt gE. AEEE. LEE. FEE. ZhF,
CAVT AL IEAE R T oURAME R, PRk —8quaE. JUbB. &3
BRAFEF . BRI, HEE.

P ik 4 B8 R A — AR BLIEE D2 LR . SRR LR
BE. B ORI B, MR g E . RIRRERAS S E. AT LY
gekoh. TN EBRBREBRINF, TNTALBER LTRSS
1R, EPRE AR TR, . RBEREUHREIRE. BT
ottt B

Bk e db A7 — R LIS TR 4EBR . Mg £, ARAS%E. =
MR RRATRS R E. RUHER. K SHRENLERER, €
M AL AT ARAAE A, H P RATRER . MaF%EE. &
SRS S

Pk 6078 ) — AR ARG BR . RRARBRAE. ARASERAT. ARARER.
4. RIEBE. BER. BARC B, R TNTAER
AT ARSI, L PRARISER. IR, BREIRRAS.

de R E 245, T A RL I B A R B, do
AR, FHEF . BAF . FEEAF,

T AR I ] & 1 R B AR BT R S AT —FFF LT ok R %
AR HMEEH, Jo: BEFBEER . HRABEHR . $IEEE
RE. BAFTAYGOREE, THRRADESDOIE, $IREFERRA
FSMERA A, OREFOIThEL. AABAIEEL. BE, B
REF KT %% . Budragit L. FAE. 2 @ RER P& T RAadg B A .
FAER . A ALY BB T LB SRR RAT R A
R, OHFTRAF A TRARECRTR (REEZ693E) AFTANE
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HXZE, BEAHRANRERBERGAF . 5. LA, @R
HBERBREFNERX. FRGRAROETHA, BBR. 9 b8,
ORSHARRE . CHRR K . AR F,

RE R 6 4 4L T vAB T B 7] F F BRSNS, 4o h TR
m&%LﬁEH%%%E%ﬁﬁ%

22 TISGERR, AKX RN X ERITEA A, B A C 47 £4)

%%Wﬁ*ﬂﬁﬁﬁﬁﬁ P E M

2 EATE, KA BAERAES FTX%%—L/THHE A. B CBHERXHF
NA T, AFMREETHGRARLS., CNEAR QEGHEF %,
RAF 6948 A F) & B SRS, B Tk R A b,
# B 5. 8A

A1 AMXEFETRE A6 X-SHE&AT4HE.

A2 RAMXEFTamAE B & XHERTHE.

A3 AMXEFTamAE C o X-HERTHE.
AR FE T N

T @ ¥ A E A ST AR L AV —FBURR, T AL ARAR IR b
RAR FATGEBAL R, (2 RUMEAT I X FRB| AL B EHE,
LA 1

T X EFTanl A 6% &

£ 100ml R AT, ¥ Sg M XEETERTFAET 15ml LE ¥,
BRRIGHIHENZ 0~5C, HFETAZ 60ml K+, AL FIz
BN R-5~5C, BT EEE-5~5CTFTHEN B 1.5h; TiE; JRu
JE 50~60CTF FJE, HFXEIITaAE A, HF3] 69 a5 X-H &0
KArst, EATHBELE 1, & 20 ke TR (AT EREATHF
F 10% ).
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20 & (°) FEMME d(A) Enlh BE (%)
7.395 26
11.29° 5.034 28
17.60° 4.806 22
18.45° 4.750 10
18.68° 4.511 87
19.66° 4.462 100
19.89° 4308 17
20.60° 4.064 20
21.85° 3.923 13
22.65° 3.851 15
23.07° 3.495 23
25.47°
Lt 2

M X EFIT oA A H5&

£ 100ml B EAAF , ¥ Sg TR EBLTERTET 15ml —H Fix
T, BREANARE 0~5C, BHTINE 8ml TERY, AmALds
T 3B N R-10~-5°C, FmT B AE-10~-5CFREN B 1h; TIE;
B 35~45°CTF T8, FREM X-HEDRITH., 2R EFREKE
Wl 1 AT 6 X ARATA B, ERAFT R AT RE A,

L) 3

M X EFITam A A 94 &

FE 250ml BEHEF , ¥ 10g TR EZIITERTET 30ml AT,
BRREBHNIEE-5~0C, HHF T & HEF AN 150m] &4 E 0~5CK,
NS FIEF AR 0~5C, REFE 0~5CTH MY 2h; Lik;
B 50~55C T /EE EE 700~750mmHg) T . FlEH2 X4
B FITHAAATREELTHE A (EREZEER),

34| 4

FIREFTaRE A 69# &

47 %, £ 37T 40g £ TBE 80ml A= Z8% 80ml ¢ R AEF] o An i
B, RIS TBEHIER, 4 HBE 2 10T T, $E4F 40K 2000ml,
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FeNTAEF IEHE AR 0~10C, REHLE 0~10C FTH BN LY 1h;
e B 50°C~60°C F TR, FIEELZ2 X &M AT AIAL
XEFITHE A (ERETEHA),

LA 5

MR EFITHE A G5 &

B WX E 3T 10g £ F B2 30ml Fo 30ml K8 RAE A AR, K6
TSGR, YNEREZE 6CCHA BRITE, BEE 0~5CHHY 1h;
T, TR, 2 X-HEWRITHAAATXEETHE A (ERE
SLE A ).

F7H5 6

R X EFITHE A 69454

BB X E 3T 12g £ R ER 30ml A= 15ml KRG RA R B, k3
HTHHER, BRNEREE CCHABKITE, KEE 0~6CHIEY
3h; ik, TR, 2 X-HERRITHARATRERTHE A (£
RETLEA ),

] 7

M X EFITHE A 6944

¥ T R EFIT 15g ££ T 50ml = 10ml K6 RAEA R, A
BTUHMEER, SAEREZICHABRITE, %4 E-10~0CHHE
#5 1h; T3, TR, 2 X-HEDRITHAAS TR ERZTHE ACE
RETLEA ),

L 8

MR EFT A A GHE&

BT X, £ 35T 20g /£ F 52 10ml. T2 20ml A= Sml K49 A A
AR, KBS THIEES, SHEKRE SCHABRKITE, %84
0~10°CHt#4y 1.5h; idJE; TR, & X-HEMKRITHARAFTRE
FITHE A (ERETEA).

gz 3#64) 9~16

MR EFITHE A 694 &
LR TG 2 BT K, RAXRRGER AT RBRE, F

10



WO 2011/050742 PCT/CN2010/078228

BT X EFLITHA A,

5k EERACERER | ARG RIE| WHRE
) | HLEF” e

9 LBR LB LBk 0~6°C
10 w9 S PK K -2~10°C
11 LB VAR T ARk 8~5C
12 — ¥ LR 7 Bk -10~0°C
13 iy LB = WEk -15~-7°C
14 NN-—FRAFBE: | K 0~5C
15 LiE K 5~10C
16 W Bz 7K 5~8°C

E M) 9~16 1F2) 69 5B 2 X B RATEMRA AL A A,

LHp) 17
M X% £3THA B #9414
A 250ml BT, ¥R X EFIT 10g £ 60ml X P indF, Htak
TAHEEAN 180ml ETHLF, HRIFNIE 15~20CH 49 2h; LiE; &
10 M 60~70°C TRAET IR, A XEETHREAE B, Faad BB X-H4K
W ASTS, THBELE 2, E 20 TR (AARAERMBRTH

F 10% ).
20 A (°) FEmME | d(A) FEmME BE (%)
6.51° 13.570 16
9.40° 9.399 26
12.73° 6.949 60
13.39° 6.608 17
17.24° 5.139 54
18.74° 4.730 100
19.13° 4.637 89
20.14° 4.406 34
22.19° 4.002 85
24.26° 3.666 25
25.47° 3.494 15

11



10

15

WO 2011/050742 PCT/CN2010/078228

25.97° 3.428 12

L4 18
M X EEITHA B & H &

A 100ml R EHRF , FFTXEFIT Sg £FXK 15ml F FREF,
A TELAN 45ml ZR Tk, RIFAR 25~35CH a2y 4h; LI,
B T0~80°C F i /AT, TR 2 X &0 R nX AR £
B A AIAH T X £ Ta A B,

Fp) 19

M X EFITHA C 6944

KT X EFIT 5g £ 110°C 2 AEML, ik A 3] 30~40C 49 20ml
Ko 2E 5 Shy 4% BR; 60~70°C FRETHR, AFXERTHE C.
Bl X EFIT A C B X-HE AT, A4 E#EILE 3, 1 20
a4 F & (ABATREBMAKXTH T 10%).

20 A (°) %=l | d(A) ERMA 5RE (%)
14

9.29° 9.512 29
10.55° 8.375 27
11.25° 7.856 10
12.69° 6.966 26
13.26° 6.669 13
15.31° 5.782 27
15.78° 5.611 13
17.15° 5.166 56
18.58° 4771 100
18.99° 4.671 56
20.05° 4.426 73
20.44° 4341 38
22.10° 4210 24
23.51° 4.019 11
23.75° 3.780 13

12



10

15

20

25

30

WO 2011/050742 PCT/CN2010/078228

24.15° 3.683 38
25.21° 3.530 16
25.86° 3.442 23

S %41 20

FTRESTHE C 6941 8%FT R E$IT 3g £ 115CRARA,
iRik hn N 2] 20~25°C 44 20ml KA 45 8 3h; 5B B4R 30~40CF
BUE TR, FROM X-HEDAITH, AIRETENAAYTRE
FiT A C,

L) 21

MR EFITRA C o9H&KF X ET 5g £ 113 CTLak1k,
it AN E] 15~20°CH#) 25ml FRERTEE P L 3h; o5 B4K;
40~50°C Fi/ETF I8, FREM X-4EH K474, EREZEBHAAIRK
AR XEETHE C.

A 22

2Ry A )

%1% 1000 k k 7 69477, Fh &H 25mg 697 =

BT X BT A e 25g
FURE—TRAGAB T e 62g
B BRAR 1.3g
R A e 26g
FFBERIAE AT 9g
FIRIEAR B e 0.3g
AR BERTIRN . oo 4g
B B B e 2.6g

L) 23

ol i)

%14 1000 5 A 7 69477, Fh &H 25mg 697 =

BT R T B0 Borniii e 25g
FRALTEET e, 67g
B BRAR 1.8¢g
R A e 22¢g

13



WO 2011/050742 PCT/CN2010/078228

F AT oo, 8¢
TSR Z B A oo 0.4g
AREEIIFE LB .o 62

5  Fz&4) 24

ol i)

%14 1000 & K A 6947, B R 4SH 25mg H97 £

BT X E T B G 25g

FURE—TRAGAB I e 62g
10 BERRFETRAD e 1.5g

B B e 6g

FoTKIEAR B AAE oo 0.3g

BT R ED . 28g

B B B e 2.5g

15
M@ LEFET RAW, eFEARAGERTE. 22, B 49
8, FREIAKANT G AE, FABBAAR TETERFEZRS
AARARTE B 3T AR R A AT R Ao/ R, 6 B A A A R AL
HAEPHRPEE. -, KX P4 B —4FAE AT AT 6 SAE R A

20 FHEETASEAL,

14



10

15

20

25

30

WO 2011/050742 PCT/CN2010/078228

A Fl 2 R

1. FIXEFTHE A, HFEET: XL XHEDRIT4TE
FE 20454 12.0°. 17.6°. 18.4°. 18.7°. 19.7°. 19.9°. 20.6°. 21.9°.
22.7°. 23.1°. 27.2°. 25.5°8945 B 3t R A SAEATSTE

2. MXEETHE B, HHEET: X XHEARITAE
2048 H 6.5°. 9.4°. 12.7°. 13.4°. 17.2°. 18.7°. 19.1°. 20.1°. 22.2°,
24.3°, 25.5°. 26.0°894% B AT R A SEAESTSPE,

3. X EFITHE C, HFMEET: HE X-HEDRITHE#
F£ 20484 9.3°. 10.6°. 11.3°. 12.7°. 15.3°. 15.8. 17.1°. 18.6°. 19.0°.
20.0°. 20.4°. 22.1°. 23.5°. 23.8°. 24.1°. 25.2°. 25.9°¢94x & *t &I
B BAEFTHE

4, —FFTXREZTHE AGFET &, A5 E0FERTXE
BITEBRTRESKGHEIERN T, REE 10CL T, HLFA7
RA AR R AT T X, R A5 TT B KRR AR, %zi@%@%%ﬁv{&&—‘m
B2, BRE. Bs k. X, BRE. B, REEA RN ERLSD,
%iﬁﬂﬁﬂEﬁﬁﬁﬁ%kfi%flﬁfﬁﬁkfi%fL 2,
FRBERXTFREFT: 1, BB RTFREFT 1:

5. deBF|1EK 4 T8 7 ik, /\q’ﬁﬁkﬁﬂ»ﬁ\ |k B F B
LBE. FREE. A, L. TER. B, NN-—F A FBth. NN-
—Y R OB, —F ZARRCAGRSY.

6. — X ERTRHRAE AWHET &, AFEa0ERTRE
BITERMELERERE T ANEMRIERERESHIER b IR,
RELHREWEFBRE, & IOCU\'F)VTHEH FH S ATRAER LIRS
HHGER 2 CERE, AT RUEMIER A QK.

7. R A ER 6 AR ey 5k, HPRERIEMIEA 5T AE
12 2K 0% A AUEF] GG ARAR LN T 20 1,

8. deMA|BRK 6 R TR T %, L PAEEREZRSAMN
B E G RER . 2-THE., BERwBRGES. TERYES. B XA
WArAH. ZRNH. BB, Vi, FRE. LB, Hiw
L. BARRE N —R TR, 4T, WA TR, ARE TR,
LB, BtiEH 4 NN-—F AT, NN-—FATBE. AL 4=
W LR CAN 6B, P BRI A AK. Tht. LB —_¥
Bk ﬂ‘ﬁﬁi ?%*XT;EM‘X b'ﬂ]fl/J/t e,

9. — AT XELZLTHE B4 E&F %, ZFE0ERTXE

15



10

15

20

WO 2011/050742 PCT/CN2010/078228

FITEMBTFRERAT, BHREMRBREENRE, 14 10T
EAran k.,

10, 4o F| 2R 9 FrReg 7k, EPAHBRERRN S EEHZ
RER, kLR, FR, ZFR, X, XK. AKX, FAX,
/1‘%&%‘3& b'ﬂ]flﬁ/l%/\#é] i’fiﬁli$ ?$E\b'ﬂ]éﬁ, /\5%] );)T’L)ﬁflﬁ)i

PR R IRF| ARG B REF, Kbk §ETH. KT, FRME.
}?E&%\}WE&%\EE%\%%ﬁ Body, FARLIE T
&%6%0

A XRERTRE CHRET R, BHRAERFX
E BT A’PC AN B R A P4 2k 5L ok

12, 2o A 2R 11 Bk e ik, B P ol RO MIEF] 38K,
Bt KA TBE. FAB. FA, RTABR., B V., SAERER
Flde i TH%. ROHE. FREME. EEREERERASY, KiK. THk.
FAEE. FARTAR. EIRRIATI.

13. —FHHmed, oM EETHAE A, B C A
JEE o

14. M X EFTHA A, B R CHEHFEW RS T H2ES 57 A
ThRABYFHER: BK. By, BRFETILFEE. BTEIHARE.
FHMHERER., ShEER. HNEALERK. i EFRG LR
K. By aE. DELAME. WARE. RFE. BEE. LK.
%ﬁ\%ﬁ%&\ﬁ%\%ﬁ% e Em . EERER. HEFTX
IR HAH K EFTFEL. Bk SE. BlLk k. M REBEHRRAKL
IRAEIREEL. M RE. BRIk HEIP I H AR R,

16



40 i~ e ,‘:{';45

v

" 2Theta(deg)

s

PCT/CN2010/078228

1/3

BH T ()

5 1

WO 2011/050742

15000 -
10000 -

6 %)

@\



WO 2011/050742

PCT/CN2010/078228

60000 -
40000 -

200007]

f

i
¥i

2/3

FHET (N E26

%

)

3 it ¢
| , V | § Fon . A
o T e T < - L T

30,

ES N T

o " 2Theta



PCT/CN2010/078228

WO 2011/050742

»‘u"“' -
: 4
2Theta(deg)

N
-!0

.....

e

o .
s
P
Srcdes PR v Y o
g " L
——y " -

s,

i
N e 2% 3
R T e, H

J . b

s R

© 10000

A3



CORRECTED VERSION

INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2010/078228

A. CLASSIFICATION OF SUBJECT MATTER

See Extra Sheet
According to International Patent Classification (IPC) or to both national classification and [PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

IPC: C07C233/-; A61K31/-; A61P

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

See Extra

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

Sheet

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the releyaﬂt passages Relevant to claim No.
A CN1907957A (LES LAB SERVIER) , 07 Jan.2007 (07.02.2007) , see claimg 1, 4-8, 13-14
1-5, examples 1-3
A CN1907958A (LES LAB SERVIER) , 07 Jan. 2007 (07.02.2007) , seeclaims 1, 4-8, 13, 14
1-6, examples 1-2
A CN1907959A (LES LAB SERVIER) , 07 Jan.2007 (07.02.2007) , see claims 1, 4-8, 13, 14
1-5, examples 1-3

[C] Further documents are listed in the continuation of Box C.

X See patent family annex.

* Special categories of cited documents:
“A”  document defining the general state of the art which is not

considered to be of particular relevance

“E” earlier application or patent but published on or after the
international filing date

“L” document which may throw doubts on priority claim (S) or
which is cited to establish the publication date of another
citation or other special reason (as specified)

“O” document referring to an oral disclosure, use, exhibition or
other means

“pP” document published prior to the international filing date

but later than the priority date claimed

“T” later document published after the international filing date
or priority date and not in conflict with the application but
cited to understand the principle or theory underlying the

invention

“X” document of particular relevance; the claimed invention
carmot be considered novel or cannot be considered to involve
an inventive step when the document is taken alone

“Y” document of particular relevance; the claimed invention

cannot be considered to involve an inventive step when the
document is combined with one or more other such
documents, such combination being obvious to a person
skilled in the art

“ & "document member of the same patent family

Date of the actual completion of the international search
04 Jan, 2011 (04.01.2011)

Date of mailing of the international search report
10 Feb. 2011 (10.02.2011)

IName and mailing address of the ISA/CN

The State Intellectual Property Office, the P.R.China

6 Xitucheng Rd., Jimen Bridge, Haidian District, Beijing, China
100088

.[Facsimile No. 86-10-62019451

Authorized officer
WANG Ying
Telephone No. (86-10)620863 04

Form PCT/ISA /210 (second sheet) (July 2009)




International application No.

PCT/CN2010/078228

INTERNATIONAL SEARCH REPORT

Box No.II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. [ Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. [0 Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. [0 Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. ITI  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

the first group: form A of Agomelatine, its preparation method, the pharmaceutical compositions containing it and its preparation use of]
drug: claims 1, 4-8, 13-14 (partly); the second group: form B of Agomelatine, its preparation method, the pharmaceutical compositions
containing it and its preparation use of drug: claims 2, 9-10, 13-14 (partly); the third group: form C of Agomelatine, its preparation
method, the pharmaceutical compositions containing it and its preparation use of drug: claims 3, 11, 12, 13-14 (partly). Although there is
the common technical feature: Agomelatine among groups 1-3, it is not the common special technical feature, which is known in the prior
arts. Therefore there is no a special technical feature among Groups 1-3. The application therefore contains three inventions. The
application, hence does not meet the requirement of unity of invention as defined as PCT Rule 13.2. So, there are three inventions: groups

1-3 in the present application.

1. [ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. [ As all searchable claims could be searched without effort justifying an additional fees, this Authofity did not invite payment
of additional fee.

3. O Asonly some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:
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