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£ Jifr-iTi&lfmi)•' $ #, A S VIiii±S#^7K4oBs #r 

»A«A#=PW>SL-ifcjL«iRS, 

•£.91I»J&-
B ^A$vn, 

-0-ttAS-^ tLJl^&\J$j 4^< Yukloxun)^tf] E ASA 
44., -iS.-$|]#J^"S)S.-^{t!^"'f^{tW#,li. J-®#l)-^-^rS-tSiL'l±if-. 

if. f-&. .^jfe'f j£#j, ift*-(fcf 
<!)L]k&s IS-frBtiL?! &*&£. ###„ 

*£.91«x- B *&-#•*£.$w& 

T**i HJ ifcg, Z&&W-f O JMfc/B A 
iMh 

T«#*S?r *>/* t'li. ifc/8 
0.1 mg S. 1 g"sr&l—<£.££*0&. 

&M. 
$.£."/) T?'JW XJH"@4U£, 

20 A- iBi®|s]JEd. ^B*tSSyi.;^Mt: 

20° d (A) #J*H&JL(I%) 
10.557 8.3725 32.35 
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13.301 6.6509 11.45 
16.145 5.4855 10.60 
17.286 5.1258 6.19 
17.841 4.9675 100.00 
19.359 4.5813 10.83 
20.089 4.4164 11.77 
23.366 3.8040 29.82 
24.944 3.5667 21.60 
26.128 3.4078 12.47 

-Mr-fc&it, #)*>, 20 •((.«$*]£.* 
Sp-fst-fiffl 

£. Bit, 

XRD 
^g®-T: Bruker D8 ADVANCE X 

%ik$4k: 
#••$'] #: LynxEye H 
jfcSS: CuKa 40 kV 40 mA 
#•&#: NiSl# 
.SJUMfc 1° 
DivH.L.Slit: 1.0 mm 
#$'] g: LynxEye #.$'] H 
430-0&2£43ffl 

3°~45° 
iP-fc: 0.02° 

8.0°/min 

5 min 
43&1&A: £& 
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DSC 
NETZSCH DSC 204F1 

i20 ml/min; 60 ml/min0 

y&>-j$L$L ®: JIL/Ja.~l 40 °C 

10"C/min 

TGA 
-5" NETZSCH TG 209F1 

A1203 

^43 N2 20 ml/min; N210 ml/min 
»A&8: ia~3oon 

10°C/min 

Sfcf-UHfc, iii±fc/3f4te>l 
17-23°Cii#^;#, 

frM. 

c 11 > cm) 

*£L!80fi£tt»hfc, 

1 : 1-1.5, ##J 
&& 1:1-1.1. »WMfc. 
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*.£.gW1 : 10-30. 

19-25T\ #3'];>LiMl22't:i<,231C&)-, iii±&£.toMf 
ife. 

-M £;&;?*+, ititftftmi WJL&&+ 
20rit#«#-, #•]-&%,%•% 2 'Mtt, 
£3—AJ. 

30-50"C, 
^fib. 

ffeJL*5s 
3M4#, jU&ti; 

CN 201010126254.X CN 201010126263.9, _Li£. 

$.£4£yT4£-fl'i&£.#> HCI A HBr 
jkH-'ST-M-M- , M,Jsi&A HCl it. HBr ^Jf-, •$-# 

-f-)*; &##W&JU*>T;teAS!|-#-;t' HCl ii, HBr 
tfmi t. W ® •&&)&. -T"*. ^*.«.«^-*t^r^iiAHCl 
it, HBr iSi#—*#•#] + HCl A HBr 

•&+. HCl A 
HBrW^'J. ##&>Mfili«S|-friSWSK f-J*. 

+ , -S-$ia HCl A HBr *-
WSHfoSWSK f-J*. 

^rfl M i*i &?l A* t tiHW •#-#. 

#®«.W 
m 1 &*£.91 1 ̂ r#8BaS!Vn« 
ffl 2 l #r#BsS!VM DSC <&#!#-£. ffl#; 

5 



WO 2012/126385 PCT/CN2012/072816 

ffl 3 5 TGA 
ffl 4 6 TGA o 

jMf.E+iL'W> Wf*0flM 
£.%&#! & ® iL+. 

$;&M1: 
#^nW^Jl:#VTi^^(7.6 g)i£f- AcOH (19 ml)i£&+, ^A. 

KOAc (3.5 g); ^J-40°C, #«#$&*; £j#^Mp, SjMfcifciWt*ak, 
-f" 22 °C, ^^7jC(250ml), #^~20°C^4f 2 'J-Bt; it#, 
50°CT^£-f^-£.'trt, 4W)6fcB4M.5g, *Mt: 99.8% 

&,&: 98-100°C 

£;&#'] 2: 
II I^jyivTjjH^(2 g)i£f- AcOH (5 ml), NH4OAc (0.57 

g); fa&M. 40°C, -f 22°C, ft 
;MC(l50ml), #£~20°C$;#2'J-Bt; it#, /fl JsMfcj&al'&K 50°CT^-^ 

4M)6fcB4M.4g, $Mt: 99.7% 
*&,&: 98-100°C 

3: 
#^mi^r^Jl:#VTi^^(40 g)i#--f AcOH (130 ml)ii^+, 

NH4OAc(10g); ;HfcJ-40°C, ffaMMWfc; tljWPW. SjMfcifciWt*afe, 
-f 23°C, ftia7jC(2.6 L), #£~20°C^# 2 it#, ^ 
50°CTj[-^-f^'fct^, #2>J6&®^25g, *Wt: 99.8% 

&,&: 98-100°C 

#Mn, HL VI. vn 0fll^#j3)^ji^4ooc^'ta^|| + , it 
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% 20 si®. 

fettHMt": ^ 10 mmol/L 
IL#Wfc4ftiB 1* pH J. 7.0)fr&#4M*lfc# 2: 7 

^0; ^^40°C; 220 nm. ifit 1*1 #^'J^JLo 
II. EL VI. VDSe-J.^ 1 mg/mL $)$-}&, 4M** 

10 JIL iiA^ o 

2. 

&— 

A$ II Mill MVI Mvn 
£feJL &M. 

it^ilf 99.7% 99.5% 99.9% 99.5% 99.7% 99.3% 99.8% 99.8% 

'ti.im.Hit 
J. 20;*. 

># 

99.3% 99.6% 99.3% 99.4% 99.6% 99.1% 99.7% 99.6% 

3. 
HPLC 3r&, 

Mil fl^VI Mvn 
^^^.(mg/ml) 0.301 0.336 0.330 

4. 

1) 10 A): itjim(60oC), ;fcj&(45001x), i^JL 
(92.5%RH, 25°C) 
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2) 6^M): i&JL$40°C, SUi# 75%RH 
3) 12>hfl): 25°C, 60%RH 

A$ II fl^VI Mvn 
-£r ,-0 
^/JO. / 

* 
X V 

jfclfc V V V 
itj>JL V V V 

V V V 
-£JMelfr(6 >W3) V V V 
-fcjfe£|fr(9 >W3) V V V 
-£$£^(12 >M) V X V 
*: V-^^.; x-«t;t 

FT £JU* VT w^vn^f-j^x£, & 
0 %#}-FA*. 

($ttf 10A): $S(40TC), ;fcj&(45001x), i^>^(92.5%RH, 25"C); 
6>H3): SUfcjMOt:, aUfcj&75%RH; EI 8 ): 

25"C, 60%RH, 
A *Wt£ o 

***. 

W^5: 3UI^&JU*VTJ>^ 
# 10 g 100 ml lO^CiMfTitft 
HCl (36%)7jCi#.>^ 4.6 g, ## 1 >HNfch it#, IU4MJ 10 ml 
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40TCT-f^^J^,II^^&®^10.2g; £feJL: 99.8%, 
88.7% o 

CI 
11.91 wt % 

g$'K£: CI ̂ *^7 11.86 wt % 

* II 
CI5H17N02 -HCl H20 + 6.06 wt %„ 

5.1 f^(«tm» 2010 ;& VIII M) 
5 0VJ^ir: 6.15 wt % 

5.2 «+®i§$-» 2010^. Pfr^VIIIQ) 
5 **&*.* 6.67 wt 

%, 6.67 wt %. TGA&&&$*&& 3„ 

%mn: xjm&ik&nx&to 
# 100 g W££4**Ttt#$fc*f-F 800 ml £g£^@t+, 

HBr 7jCi|l>^(8.32 g, 40%), ## 1 >M*ftl"; it#, 100 ml 
£ 40"CT-f 120 g; £feJL: 99.9%, iJM*: 85.3%„ 

^#^^(CI5HI7N02 * HBr • H20) 
i+#4£: Br%(23.35%) 
%*>]&.: Br%(23.29%) 

jkfrtTX&totisfk 
CI5H17N02 -HBr H20 5.26 wt %„ 

6.1 t^(«tSII» 2010 ;& VIII M) 
6 5.10 wt % 

6.2 2010 %L W^LVIIIQ) 
6 **&*.* 5.70 wt 
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1000 ffl±: 25 mg) 

^vn 25 g 
|Ufct(Spherolac 100) 88.9 g 
*mmk 1.7 g 
>^(Starch 1500) 25.5 g 
J&¥£ifcBNft(CMS-Na) 8.5 g 
Ac-Di-Sol ® (FMC) 17 g 

mxk 3 4 g 
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4U&: 
~20° 

10.557 
13.301 
16.145 
17.286 
17.841 
19.359 
20.089 
23.366 
24.944 

26.128 
i& 20±O.2°1^;£ 1*1 

20° d (A) 

10.557 8.3725 32.35 
13.301 6.6509 11.45 
16.145 5.4855 10.60 
17.286 5.1258 6.19 
17.841 4.9675 100.00 
19.359 4.5813 10.83 
20.089 4.4164 11.77 
23.366 3.8040 29.82 
24.944 3.5667 21.60 
26.128 3.4078 12.47 

20±0.2°^ J. 1*1 EEfcttAflL. 
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17-23"C-RitA^ili, )!&>&#& A-^SM 
* 

(II) (III) 

4. 3 fti£V]M4r7r&, *+, 
1: 1-1.5, 1 : 1-1.1. 

5. *>&.#']£-& 3 it. 4 *+, 
# 1 : 10-30. 

6. 3-5 *t> 

7. 3-6 +•(£&—Wi£««4v!r&, *t. £Wf«]«,S. 
19-25r. #£'Jji&22i(.23'C&)-, + 

8. 3-7 +•&#—*t. 
w2or &#«#•, -6UtA#A. 

9. 3-8 +«*—*t> 
30-50X1, 

•&+ A# ib. 
10. nm$.&*h, &&&*>&*<&£ i & 2 

*']. 
11. -fio#fi£.Wl$4&l&'£4b> f" 

•%ftm«- *u&£. /**•##*£. ^ 

###. 

13. l A 2 0ri£«fcr&JUivT«A$£*J-S-«#+«£fll. 
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14. 1-^2 > 
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