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%-£*%N-|2-(7-?&£--l-iS-.S-) tij-l Zj&Lf&tfl—tf-

W^^ii'/T(agomelatine), N-|2-(7-f fU£--1-$-£.)| & Bfc 
/&, Valdoxan, I ): 

5HT2C + ;£#£/**# 

^SI&W&iRsME#* 'SA^—^ 

W&:)U£>T. ffl"M'lifcB/i£ EP0447285 + & 
^T4fUdt. 

juftsaA. A. 
-f^^-H'] CN200510071611.6. 
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<&, -(s.ASvi^6i«»^-frfrT(Sa6on)«t*ioA, 

#*«* 

o 
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AlX—&>£,£. 

SIT— #£»£-^T3tfc£.'l±jWtf-ift«Vli$— 

•]4fc*Sfc, JL^iC,-™-%VI^«tbJK^tSa#-ffT^>^. &WM75-& 

-&S.9I (^ i^-VUWffl "f >6 #«*•*" It, £ ftt&A. 
msm^* &,&#> #=1M4'Hh&FW> ^ *###> 'VMfjkfc, 

jft. 

^0J«i5-S it#]-#-#* 

s *fe^&WWFiT&jU£'/TW 
•%.&(% £,-W)vXZL-*r%M mjft&MM #J. 

-q-R.#] %%.% /f| -f-&4MM! ifcg, £*&/*! -fo jjsut,^ & 
iMf. 

t'li, ;&/fJ 
MM±. #Jf M^. 0.1 mg J-lg-^fSJ^/Hi, Tftx—'&£.$• 

^-SSCfl £#.JTW£.-VHI>XT?'J« xA® 
lalJE d. 20 A^HH*H$A(I%)£&'P: 

20° d (A) ;fa*H&JL(i%) 
9.493 9.3085 12.86 
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9.809 9.0096 15.62 
10.815 8.1735 13.10 
11.171 7.9141 17.53 
11.879 7.4439 64.67 
12.770 6.9264 17.90 
13.811 6.4065 17.10 
14.939 5.9255 12.14 
15.315 5.7808 10.48 
16.085 5.5057 19.89 
17.544 5.0510 48.47 
18.491 4.7943 66.41 
19.065 4.6512 24.02 
19.538 4.5398 99.39 
19.774 4.4861 100.00 
20.801 4.2668 50.35 
21.156 4.1961 30.66 
21.807 4.0722 37.31 
22.499 3.9486 22.63 
23.032 3.8583 31.18 
23.780 3.7387 39.67 
24.610 3.6144 21.02 
25.419 3.5011 30.30 
27.075 3.2906 14.67 
31.931 2.8004 14.14 

•(+•> *J""f #'|:fta, 20 
ML%at%#}±().2, Sp-fst-fA-S), *^^±^±0.1 Wi*. 
JL 0jih, 

XRD SWiksHh 
Bruker D8 ADVANCE X 
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#: LynxEye # 
jfcSS: CuKa 40 kV 40 mA 

NijS# 
.SJUMfc 1° 
DivH.L.Slit: 1.0 mm 

g: LynxEye #.$'] H 
O-O li,2£43ffl 
3°~45° 

if#L: 0.02° 
8.0°/min 

•M&Btfi]: 5 min 

NETZSCH DSC 204 F1 

i%£&0L> 20 ml/min 
PA43^%: j60 ml/min 

10 "C/min 
£}&~140V 

DSC onset 'jjMMl., onset 
97-98 "C, 90%, 

95-99% o 
ft DSC^J^^^^^Bt, *J" 

-f#f$']fft^j~M5 -l£-#-;^i&, #']:&*, onset 
0t^^±lt:, ^Bt^/t^^±0.5,C^-^J:o 

+ TGA ^7: 
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'R#® -f NETZSCH TG 209F1 

W8-&S: Al203 

^.43^: N2 20 ml/min; 10 ml/min 
fiJEJlffl: saL~3oot: 

1 DC/miri 

(Agomelatine-HCl-H20)S&-fiS&, j&J&l&i±& filfffii'] 

•&-M. 

(in 
4^£.W0N£-tfSt&> #-°T 

#4S1f jjUS. 
1 : 1-1.5, #JPj-{fc 

& 1 : 1-1.1. 
1 : 15-30. 

I2-I8*C, is'CB-h i4iti^*+S5*'^--fi. 
ifc . 

west#*#. #J^S#-i.5'hBt, MWtfi. 

40-80T), 
•%•<$•%.&%>$-%>, + . 
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#.#+ a-£*>] CN 201010126254.X, X'AAII W 

**#*>&»#: fa-mi, 

*>>vsO-|-^rHCIffiig-M +, ##*isW&W-fife. :fe>*-fjt&J $ 
—HCl ?#•#] + 
Hci^cH'J&ft-fe#], #f*y.#;5">£. 

»«, -*#»£*(•&-f*. 

#»W«S«*. -fifc. 

mmum 
a i 10r#W£,-vni« x4MM>Mfra?fc 
ffl 2 &&M 1 0r#tf^£,-YHIlKl DSC «.jfc#£Btf; 
a 3 2 ffrft W£.-viiitf X #; 
a 4 gfcn 2 0r#W£,-vui# DSC *.&#£«•»£ 
a 3 WfW«^-vnirt x#^,##a-*; 
a 6 3 0f#«#*,-Vni« DSC 
a 7 g&W 5 TGA 

$3fc#l 1: 
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g)2£-fS£&(55 
(4.5 g); foMiM- 601;, A>A«'ttA(0.5 g), «#2<Mtf, aal&i&JiJ 
15lCHt, SBt4~10X3## 1.5 -J-Ht; 

45VTA£1-&M.te*, #®l6&0"fr9.6g; 
i; DSC 2) 

2: 
#£,11 W£,&j£*r£.£4!>(140 g)i£-f St&(490 nil)i&i&+. *>AS£&#i 

(60 g); J. 60X3, *>AvtttA(1.4 g), «#-l<hBf, j}il>jU&3>] 
lSXJBf, I.), $.*£$£, RBt^-IO^Ctt,# 1.5 
its®, fli45TCT*SJf-)fti'tSt. #3>J6&®<&94g; 

3; DSC 4) 

$ 3: 
#£,n W£,&ti.*r£.£4!>(66 g)i&-fgS&(230 ml)i£&+, 

(21 g); J. 60C, ;VAv£'f±Jl(1.3 g), tt# 1 -J-Eft, i iil&iiSi] 
®l lStmfr, fl-^»^3|C(6.9 L), %-&&#>!$.%••&, |S)Bt^~IO,C«.# 1.5 <h 
Bt; i±jfc, SOCT^-^-ffti'tSt, #JiJ6fcli)#-49g; 

5; DSC 6) 

$ 4: 
#M"&JUi?rtfift$vijfW0i5.-vin 2)^'J^bv 4(fC#ts 

asst. 20 

i* 
feiMWh « 10 mmol/L#&8t 

>tJk(flJ f-fUMW? pH J. 7.0)*>&JrtHM>«fc,;$ 2: 7 
40X?; 220 nm. i&i±rt #&«']£&/£. 

$ifc5M0^"#J#oli®VI^o^£,-Vin#E..£.;(K, 1 mg/mL &*}'&>&., 45-^-10 (iL 
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2, 
$'] "Kyi zr&, : 
4^— 

MVI ^-VIII 
*yt ML 

it*# 99.7% 100.1% 99.8% 100.3% 

•laSsSiii 20 99.6% 99.8% 99.7% 100.1% 

3, 
HPLC ;F&, : 

MVI 

i|^$?-JL(m«/ml) 0.336 0.335 

$ jit &&&#&&&: 
1) 10 A): ^>^(60^), ^(45001x), $& 

(92.5%RH, 25"C) 
2) 6^fl): )&A%30V, MA% 65%RH 
3) -£#§&&-(#EI 12 >H3): 25"C, 60%RH 

i-=-
MVI ^-VIII 

•k 
X 

\/ \/ 

if£}>JL \/ \/ 
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•y/ •y/ 

-fc#i£lfr(9't\H) •y/ •y/ 

•)fc#i£lfr(12 ) X •y/ 

*: VMS.; x-XM 

fcfc'fetft-FA^Vl, # JL»# A Ji-k J* &mifaM; 

5, 1^tfjf'J^ 
1000 (^Ji;: 25 mg) 
^-VIII 

^#(Starch 1500) 

25 mg 
71.2 mg 
1.3 mg 
1.3 mg 
19.5 mg 

Jfc.¥£ifrBNft(CMS-Na) 6.5 mg 

10 A): AS. 
(60"C), ;fcj&(45001x), jtj>JL(92.5%RH, 25"C); 6>W3): 
S>3L^ 30"C, 65%RH; -&#§&&•(# 83 12 >M): 25 TC, >JL 
JL^7 60%RH, 
£L£i*J£. 

# 10 g 100 ml &&&»>#•».+ , lOTC^HtTife^ 
ioA HCl (36%)?^^. 4.6 g, 1 4H'»fr; i±ift> W-fM3 &&&SS 10 ml 
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40T2TiLJfc#£j£,ntf &&®#>10.2g; £feJL: 99.8%, 
88.7% „ 

C\^t^ 11.91wt % 
g$'K£: CI ^*^7 11.86 wt % 

* ii w & 
C15H17N02 -HCl -H20 + 6.06 wt %„ 

5.1 fM'^( «t^^» 2010X1 VIIIM) 
5/*&&!&#{&# 6.15 wt % 

5.2 «+®J5-^» 2010 t$L Pfr^VIIIQ) 
5 ^J4f^0^7jcM^i:6.67wt%, 

/S/t4fc+'&-#&&*M.67wt%. TGAfc&i(h#J&lfl 7. 
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HJ4U&: 
~20° 
9.493 
9.809 
10.815 
11.171 
11.879 
12.770 
13.811 
14.939 

15.315 

16.085 
17.544 
18.491 

19.065 

19.538 
19.774 
20.801 
21.156 
21.807 
22.499 
23.032 
23.780 

24.610 
25.419 
27.075 
31.931 

2Q±0.2°tf)T&£ft 
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20° d (A) ;fri*H&JL(i%) 
9.493 9.3085 12.86 
9.809 9.0096 15.62 
10.815 8.1735 13.10 
11.171 7.9141 17.53 
11.879 7.4439 64.67 
12.770 6.9264 17.90 
13.811 6.4065 17.10 
14.939 5.9255 12.14 
15.315 5.7808 10.48 
16.085 5.5057 19.89 
17.544 5.0510 48.47 
18.491 4.7943 66.41 
19.065 4.6512 24.02 
19.538 4.5398 99.39 
19.774 4.4861 100.00 
20.801 4.2668 50.35 
21.156 4.1961 30.66 
21.807 4.0722 37.31 
22.499 3.9486 22.63 
23.032 3.8583 31.18 
23.780 3.7387 39.67 
24.610 3.6144 21.02 
25.419 3.5011 30.30 
27.075 3.2906 14.67 
31.931 2.8004 14.14 

2d±0.2°^A^ 

3. M1 ̂ 2 /3fi*iW£JUs.*TttS&a, ** 
onset 97-98"C, 

90%; 95-99%o 
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4. dMsuPJJMt 1-3 
#£nRr^A#.JTiti±6flr# 

5. -btoJISMi 4 *+. 
1 : 1-1.5, #jfJit 1 : 1-1.1. 

6. ^*J-£4Ujfc 5/^i£« #$-#&, *t. SHkfcaMMuMNfcrti 
A 1 :15-30. 

7. 4PMI&*. 4-6 *t> &0T#S'J Wit 
^iMm-isr. 4^j5UiC. 1SX3N-, 

8. *»fc.#J-IMe. 4-7 +«&-Wi£W*J3-3-&, *+, iii±6#r#S'J 

9. *>&*'J-£& 4-8 +«*—^WiMW-ikfrifc. *+, 
JS#.gL>& >&>&.£ 40-80'C; iii±1$)#tS8 *»*-"& 

tfc. 
10. $•&&*>&$]•$:£ 1-3 +#&—Wi£tf W&A-Ji'/T 

b*l % A «AT# «#J. 
11- fl-f#frf$4&tf:M^J:!MUOtfi£««4Ma^, 

*6 ffitJKilt-<&£<££**. 
12. 

tetfaWMMf, 9fr8U &&*£> /*!:###, •^jfc'f& 

*F##. 
13. *>&*')£-& 1-3 t«* -« ̂ ii« W X *4iiT «K) iH BBB ̂  *'l 4-1? 
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14. -btoM*;#. 1-3 Wi 


