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[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

S=50ol 10-1200700

3%, vlauvlg 2E|oldlo]E(magnesium stearate), @3 (talc), TFAH(silicic acid), AA I, HF <&
A (perfume oil), ]““} eI s 2 g3 s, dedgag]E AR ol 2H 2, stol=SAHY
S XFARE o]5o A E = A ofdth. 7] ofshA AAlE= EarE

F o 9da, ded wt odE EW &2A, FHA(disintegrants), WH-Al(preservatives), <FAA]
(stabilizers), & #l(wetting agents), F3}Al(emulsifiers), 25 Wy 2&S 93 o, M4, &Fx3 2/
T ofx2vnt 54 5o HxAe &£3kd »l‘ﬂr AT AHES S AV 2AAELS YA A" 4o
Fi ol «]OH Azd  da, ozt ZAHES A (tablet)o] AZo] H3het nvjgy, F5id9o ofstxyo=
£ 715 HIMAIER o] Foxl wollA /ﬂE—ﬁ shib o)) FEAE T & ATh. olelg FAE o

Aol g

On‘,

Q

& Ed aEO/\Q} 22 ongAd 32 Ao 2e A9siAdl 2 B Al(granulating  and
disintegrating agents); %3 7€ AZA(binding agent); E vlavl$ AEloldlo]lE9 2 fFAS £
shetth, A7) AAle ZEHEA &S ¢ Jda, BE AU MY 84 AR BES AAA] {8
SAE Tzl o3 ZEE FE k. E=F, AT ARES A% AAE 2 ol n&A g E3te
g4 S Ve B4 A AER SATE R v 2 3o A8 A AAIEE 9/ Es
é—ﬁo**é(lmedlate release)), EEX|(troches), A (lozenges), E& E= Jﬂr% AA e da AE, A

MAJAHAE B, vlolazE, vlo]az2avo 5), F74 (buccal tablets), FAl(suppositories), &N,
HAe o 59 ?ﬂﬂi EAE F At

A A oA, W A7 ARE AR EAA FAFoRM F5E ARde YHE AT

':L Jm

Aol A7 wj, & &
°F 10~320 mg SHr3ict.

1o of

o A7) A¥F-E 25 ppm PIRES] 14-SpolEFZA AU ol=S THAE dit SAZES

23] H&o| HW 53] nlg2 e 58S oF 5 mg, < 10 mg, oF 15 mg, <F 20
mg, °F 30 mg, °F 40 mg, 50 mg, °F 60 mg, °F 80 mg, °F 100 mg, =& °F 160 mgo]tl. 1¥ 13] E-&o
gt 53] npgaet 5852 9F 10 mg, °F 20 mg, <F 30 mg, °F 40 mg, °F 60 mg, <F 80 mg, °F 100 mg, °F
120 mg, ©F 160 mg, W= ¢F 320 mgolth. S, A7) 25 ppm M RFY] 14-Flo]|EEA] U o)E=S A= Ak
SN FZELS 25 ppn P 14-to] EZA I 0]=S A E G4 SAIZES HUEA7] 7] 9o ot o g
518 7hed A FIAY A 2=AE 5 A, ol AAE H=ES A5,266,331; 5,508,042;
5,549,912; @ 5,656,295 wat Axd & 9l

—

FlO 12

A7] 25 ppm PIREY] 14-3lo] EFA|FHol=S JlXE GAF SAZEL FGA A FAE ol I3
AA, ZEE AA e gsvHA(multiparticulate) AANA A A AAz 242 F= k. AV
kel

AR AR SAmE £E a9 @3 ) e AR AFEE AUy 24 FY 5 v

= 49 'E_‘

d71 A AP 25 ppm FIRES] 14-Slo| EF A A H ol =S THAE SAEZES Iete QAE dEHoR
2 = Adnk. EAHZ AN, A7) dAE oF 0.1-2.5 mm, BFEFEA oF 0.5~2 mme] JAE 7FHIT
vl A, A7) AR A wiE (aqueous medium) oA A9l £ (sustained rate)® FAAHES UE
A7 B4R 299 ZEelth. A7 45 ZES & A7 SAER 3 dske HE 5A4S 971 A
g delgcy, 2 dgo] Ve AR 389 AAe FEga gEe Asta A5 d5S AAE 5
i, Aa " gE 38 JUHE AAE  don, F54, &4, 2 FH A (tack-free)?l o] nighAls)
=8

HZE ¥ v=

2 o] EAS AAldoA, 25 2 nupariel 18/20 vl =9} 22 v]EA AloF H|=E I H Sl=d|of
AREET ) 2 3 AR B A AAd v=s oyt &3] vl (dissolution media) &9 A
(environmental fluid)ol 9l&] AFHEH HEE u gydH oz HUEy 7] ZFE3 o=z Aatel fEo
A F U

F71gk B odg o] AW = AAE dF B9 99, 2ga oo Fdd AHAHIL =E2HAS W 2 2
o] SAAES FH3 WwEIT. B dye] w2 AAe AWUE ZEAL dF EW, &4 242 =
gy S WEAA 7taA(plasticizer)7F 254 Edd HrbE e WS WIAZ|AY, 2584 Sdd o
gk 7haAS] Fs WEATIAY, FU AR EBE HATVHAE FRAITIAY, Az BHE WA= SOl 93
debd = Qo T3, HF AYAHEL £ (dissolution) FFE dE EW, AdA Z®W FAL FUF £
e o8 248 2



[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

Bowel wE A7) AAZ 2YE 2 2o = (Spheroid) Ei HEE o
71 oe

o Mu

A7) &HhE nu pariel 18/20 H|= 59 7]dol Wuster HYPES 3o BEAlsto 2 AzxEr,
Aoz, RHI7MgES A7) v=o] Rl Agsts AL 54U A7 £98 A= 59 o]FE H|
=2 FYs7] Ao ¢ 7Y, o E £, AA(dE 59, Colorcon Inc. Z2HE AdAH oz Fd7t53
Opadry®)E ZAY ZA RS FolE2ATZIWGAERZO ~ 58 gt AYBS A7) Bl o] A
|37 Aol 7] &4 2 AV EFE(AE W, F A B2 £ ApelE 4 Ak, o]# gk dAI A<l
H=oA, 1 AREQ IHE 7|Z& o]F Aoz wa|Al(barrier agent)Z I HO, 47 dH4ES
2gd A ZYAREYH BYATH, A3 WejiAl o & Slo|EZA LR AWEAEZ O S XI5
Aotk ZEu, FdAll aAE el IE FAA(film-former)7} AFEE = k. AV HaAE HAF
A Eo] g3 L E(dissolution rate)oll J&FS FX e AHo| utdA s},
a9 oS, A7) HlEE AFA EA2 9 A aqueous dispersion)o® FHE £tk A A5 EF
o FEAFS EFeld AEFo|ES} e staAlE FEZ O FRohs slo] mgAsith.  Aquacoat® ®i=

Surelease® S| ogAER O ~0] H-ZA FEato] AFEE 4 rth. Surelease® 7} Al&EHE Ao = 7}

2AE EER MY Dot Qo AEHoR, Rudragit®sh e ofad Fejvle] M-zA Fiate] AHgd

T A

B odltgo] my fole AdA shAA, D {ujA (solvent system; =, B)o Hsle] AUIFS AT
Halslr] fJ3) AMAE Edele= Aol vk sttt AMZE(color)T &G4 Bl SR talstALY o]
Hale] X zmAe] &4 AA & 7t 4 Y. odlE EW, ANFxe ANFEM, BAd dFvE o)A
2 oxbslE| Bl e EREwE A (opacifier)o] 7]%3 43E e T2IAAIFIFTE Bt Add AxE
84 Zgv g9 steta YA 7FAsE Aquacoat®eo] A AT (low shear)S olfdomy MzE
Aquacoat®e] 718 4= glt}. Melgom  H wgo] Ao MzE ATtE oo Hie whES o] g3
= At olad Zgw e FRato] o] &d uw A] AAlo MAE ATE] 93 A RS o]xl3lE e
9 2FsbE QFE(iron oxide pigment)®} 72 MZE <tgE xgeivr. a3y, ] R Fd ] =W

of Adads 7 =

7FastE a4 BAL A0 3X" Ao At Axgoe] V|GE o] &3ty BEFHoEN Y] EA
& ¥3ghste 71"d A8E & ok npgHe wyog ofmd ZElw IYAVE BANEE Bt SOl A
FUE Ao A(air jet)o] o] EAES fFEIsta ARATI= H2H FEIHHE= A28 (Wurster
fluidized-bed system)o] ALgHtl. 7] ZHE 71do] fdz T2 F8do| &= o 2gA9 v 2
AE AUAL A7) st T8I o] AgA EHol AlgHY. AV A5 ERE ZYIE oL,

TS, B gl Mg AAZREE 7] gAY WEL S olde WE-ZEA(release-modifying
agents)2] X7, & A7) ZEE FHstE sy o)) BEE ATTdoEHN dile SR ZAYE 5o
s WS ¢ k. FEA EF gt 2FA B B[S g2 Q9E FoA, 27HE YEEEY

TS, A7 B Ao Aud IR 583 2 §F2A-F7Al(erosion-promoting agent)E X3 I

TS, AT 2 dge] AUy IR ARS FA4olA FtRYe]EV7F HEH A|QlolA WHEEE JHELRY] A
g ZEdAHEE o]FE ZEJlRYoES e tbFA ZH(microporous lamina)S WHE7Z]o| &3 EHS
e ok
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[0093]
[0094]
[0095]
[0096]
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w
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=
-

kel
=

33
=

-
X

2 2EEFS 60%(FF) 7]

oA, APH(A]

9] B85 AE 60%(F) 7R

ok

=

=
3

] Eudragit® RSPO-47] AE2 9~ o

9

E
=

=
Z=

Fub o)k £+
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U olo] FAHAE FErh. ZHdAddl SAlo]l=3= 1,000,000~10,000,0008] FHHF EAHES sz =

A SAlol=E= ZEWddl Ao l ,%— A SAlol= EFEZ 2 SAo|=, 1,000,000 H ==

lo
Ul
AC)
2
i)
e

m

shals Zgolgd S Alol= | 7,000,000 B FAF
T BA%S 71X 7ba(Cross-linked) Zgwg
—*—BIEE% | SAlo|=R o] Fojx FOoRRE HuE AY

°1 *.%—Eﬁaalﬂi ﬂﬂf\]%?'ﬂgig*% e JIEALGAAEZQ ﬂﬂf\]uﬂw*%io
AE202~ UYER, JMEAMEAER 2 2F, 7HEAl

AAAMZEZ QA FHEAHES | EZAqPEAZERZQ 2~ FFE A4
22 o]Folx aFoRREH Hug
ZW s wEE WS xjold Far AEQu)

=
=
HRBNE AY $08 FAF FRo, 7 A3 AF SlmRA(esnARE Sed I8
1=
9

b
o
QL

>~
~o T
)
[

N
=

e O Moo o oft
2
o
Je opo w2 ol
2=

o (m

T o
I
°
[m
EI:lm
_%|J_‘

v
>
[e]
i
gl',
o
[
1

N
mlm ol [~ —l>

ol
-
©

ro oo
£l o -
>
2
i,
2
i
fru
to
|
T
Y
J
>
=
i,
ol
o
[
f
>
<l
fru
i<y
2
i
fru

>l

H

s e

k)
o
0,
>,
T
m
&2 ot o Mo
o
>
(i
ot

e -
+

oox
~
ofr Efl
o £
q ool
H.U _1[l_m r10 [‘lf
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QL'
s

= d8E ¥oe £ gy, AMA = dE+= FDEC No. 1 blue
dye, FD& No. 4 red dye, d= 4tstd, A=9- sksbd, o|taje|et, 7M. & S e AE
o] oF= A A (Foos and Drug Administration Colorant, FD&C)

A7 dutee Aol web A4 AR AkskE ] AE AP AAE 2 oAk AR A Y] 4
= ofxzErHAb, ofxazl FuHo|E, HYsty stol=FAlolyd | 2-tert-F-E-4-sto]=FA ol &3} 3-
tert--g-4-3fo] == Al o} £ ©] iu]'i Festy Stol=EZAIEF, YEF o|ioliz = o] E(sodiun
isoascorbate), T]slo]=ZF-oldl|ELF(dihydroguaretic acid), Z§F AEWo]E(potassium sorbate), YEFH
vlo] A v o] E(sodium bisulfate), YEF vlEulo]dH o] E(sodium metabisulfate), £HAF, ZHH of~z =M
oJE, WIEMI E, 4-FRE-2 6-ditert-FE¥E, duEIAE, W Z2AAc]ER o]Foxl oA AEE
E3sIA| T o] A4 IAFAE =

it

K

o

ol
ol
X
rlj
o,
s

A

o}

mlo

4% AL, 47 AFS 25 ppn Pl U-stol SR A sdlo] e, AR g Hed E
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[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

S=50ol 10-1200700

Hes Y, FEEd SApel=), Aol wel B3 Al(disintegrant) (& 5], WL EEE), 74
ol whet F5 FXA(AE 5ol AL, AMEAAA, deolE Ak, ntd H(bile salt) )& 7HAE ¢
A SAAES Feke 7 2olE ERAT. A7 @ 3ol= 25 ppn MRS 14-sto] EEA A o] =g
e it SAEEY] HES AT FRE e R HSdA Aod Za F2)ow el 7
.

5% Aol A, 7] R HE AERe~ iHE FYv, AERs JHEZ Fd, % AER
o2 dzHE-dHE ZuuR ool TeA dEd g xFert. dEAA B Zves AER s
ofdgo]E, MERO~ topddyo]lE, AERO A Egoldyo]E, MAERQx oAHE, 42792 t]o}
AERIE, AERox EFopAHolE, Re- t- 9 EgdERes dALYE, ¥ H-, T-, EA
ER20 YydYelER oozl ol AdEd AS ¥ B oaygdA Akgd 37
Z2(AERZ 2 2)E 20,000~7,500,0009] B FAFS L)

2 Aol 548 93 FUbAR Rty Eve ol ELHSlolE HUHAERS - ofAH O E, AER
Q22 oAlE|OlE oldFtntHo]E AERQ A opAH o] E “ﬂEW}HP“ﬂO]E, AZE Q2 TopAH O E| Ei"@_
Fhapo] E | AEZ 0 2 opAH 0| E Tloeolu| oA g o] E; wHEI Eeofuto]l=; RN EE] 97
WFEA d s ZeaEW; ul= 53] A3,173,876; 3,276,586; 3,541,005; 3,541,006 2 3,546,876°] 7]ZH
H A e vgF gol(polyanion)d ths %ol (polycation)d &% %A (coprecipitation )2 HAE
WHESA 7hal Z# W Loebd Sourirajanol ol &X¥ v E3 A3,133,13235 0 7AW Ay e wkE
A EEd; R Ttal EEaEE; vERY Tkl E(AF 2HE AX o] E(sodium styrene
sulfonate)); ¥HFA 7l Z(MdAAEWE ARy FEeol=); 9 R HE Afold & A5
Ao Apole] Ti7lgo R HEE 2.5%10 ~2.5%10 (om /Al - atm)®] A HEA (fluid permeability)
= Ry e e, B gHdAN #83 o8 EZeve v=58 A3,845,770;
,899 2 4,160,020; ¥ H andbook of Common Polymers, Scott, J. R. 3} W. J. Roff, 1971, CRC Z&FA},
=

i PO
e

[e

o
~
bl

916

ZHAE, e3toled A H ¢
54T AAelol M, wHEag WS mbA s AlE S5, mldAdelar, ofe] 2A A% (dispensing life) &<t
a =24, seh Ade fATY. SAT AAdeA, 7] AFS vt E 23} A7) nkklg g
= 5,000~350,0009] HEH EAFS 7FAaL, Eg-n-Hdotvtol =, Ee]-n-H] ol Eotrto] =, Ee]-n-
iy B, Eeln-vEvtZREE, Ee-nld-S-viE2-v Ee e el Ee(id vEEE), o
U opAlElo] B, Hd dmE, Wd FEeo|m Hd FRedtels, vid REOIE, vjd p-eolE e
3 Hdzbolgo|ER o] folxl oty Muy Avte] Feln-vddEYE aZevR ooy yo
FE AEE Aol ojste] dAlEY old FAHA = FuTh OE wRIdE oS S°], ook, s, A

Sl AAEZ 0 A2 ¥ 3}3lT)

ZhEl . 9.200~250,0009] B RS 1A= B

EA3 Ao A, A7) AP o]F AZSHE Fotol tho] "Wolu HA Wl dElet AS ] e AL
2 F e F2AS 3T, A7) F2AY de vtadla 2gHoldolE, YEF AgololE, AHolE
b, g zHoldlolE, vladlgr SHolE, &9, ZF 2dolE, = (caprylic acid), YEF 24
ol FulolE, nmlauvFRueo]ES E X1 o] FAL A= =)

EA% npghA g AAjdolA], ® wde 25 ppm "|vte] 14-Flo]EFA|FH ol =S VA E At SAAE AT
2 Fe3lE X8d 2AHES Xl ol 10440 mg @A SAZE | 150,000~500,000 B EAHFS Ut
A E (AR SAElE) 25-500 mg, 4,000 Wi EAFE 7HAE 1-50 mge] EEHldY &=, B o0-¢F
7.5 mge] &&Aet S7loltt

pd Z‘]

v AAg FAA 27](suppository base)et 25 ppm PIRFE] 14-3fo] EFA] A H 0] =S
7 @A SAmECR o] FojR A AE o (rectal administration)S 93 FHAR ZAE = Ao, A
4 A AA L] A= dE Bl v=5S] A15,215,758% ¢ AR ¥ 3l
ol A, A7) ok &9 AEjoor gk, Al A5, AL A7 &3] EE 7] o] 9 A
A AVIRZFE F] oo Ad&E= AEAHQ Eddo o] §o] HFM(rectal fluid) o2 &= += A
o] Mg rjojol et JEHO RO ko] FaE Y] A A7l o et A o dvk. webA, 5H %k

=



[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

A AHeE B A4 971E o] Beld 4Ae welste] Ausolor Btk ol o, 484 e A
oy Loz oA BAHA e QoA AL @rlel R Wi e AP Hom 7 B
Aoltt.

AeE A7 #AE @7 2 de] G FHvbesor A ydolrh, Al #AE @V FEAdola
=

Aol @5 dor)A @a, Agelo] AL GaHaL, wa ATHEE b Zlo] npgrA s,

FEH D FREA OF BEES A% 2wyl wFAs A, 47 BA4 971 ALl CuCydl
F3b F4 A B, -, EFZPMZol =R oo Forry dud At stag T
ool 7] A zAC QelA, B RIAE AsE & Aot B Bol, AL BT TS A
4% Fug IYs] A G2t AgE oAtk o A2He g2 gl AgE F e Bu
oleh, A4 Fobah AT Fof mEE 8 Aekel Aol M G AAA AsE FE Ak,

A3 APHoR of 7hee Rio-, u-, 9 EgZgAdgtelme dE #MA 93] AYkEE Novata
TM(AB, AB, B, BC, BD, BBC, E, BCF, C, D % 299%), ¥ tho|uul = (Dynamit Nobel)ol oJal] AAikw] =
Witepsol TM(H5, H12, H15, H175, H185, H19, H32, H35, H39, H42, W25, W31, W35, W45, S55, S58, E75, E76
2 ESSH) O] FEHOR s 12-18 ¥ A} AkEe] E3} T4 Aake 93

e ofsHo o4 Med Y @rle AA EE REHom @ wi-t-, EfI@diel=g
BAE 5 dvh 37 AAGA dolze] Fe AYe] AA(F AA FB), A ol (B E], dAY
o)t o] ol ols) ARETH. AwAoE HAY Fvle] Fe A AA T oF 20-9048] FAolh,

st e A, A7) AAA FHAE @719 e HA WA A ok 65-80%0] T},

2714 AA] 4
25 ppm " §He] 14-dlo]=EEA| Y 0]=S A E dat SAFTEL 2 5o Tylox®, Roxilox®, Roxicet®,
Percocet® | Oxycet®, Percodan®, Roxycodone® , OxyContin®, ¥ OxyIR® I} 7 ojwdl gz A|Fd 9l

AME A4t A zIES YAER AHEE 4 duk. o] AAl= the PDR 58th Edition(2004)3} the FDA
Orange Bookoll 7]A1¥ o] ¢l

=W ped 49
% 12 Huele) L-stel=BA muol ¥ 8, 14-T] S| S RA-T g-rl s R muo)is R

8.
Fabs, Hulelel gt SAmEORS W Uehlt BA R,

[
b
Ll
ke

2% 8,14-T3lo|=EFA]-7,8-tlo| 2 A o]:=9  14-3lo|ERFHol=o el  EFE UE

qzolt.

&= 32 Al 4o wE Al A Al Soe] FelE yEd.

sl
fr

H

4 A4 40 wE 100 PPM 140HC 2F ¥+ &N 3k IPLC AZvfE23 S YEeRY.
5 5% Al 40 2 FA|FZ= APT Al o] tist A A2 HPLC A2 vfE WS e,
g S ARA|SE7] Hsk FAF Q] &

g&e] dEL o] Wy st 5SS HoFrt,

e ofE WHOoRE FTFE AW/ sl ANY + @k,



[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]

[0191]
[0192]

[0193]

[0194]

S=50ol 10-1200700

[EA]el 1]

2N 1oA]E=, dAF 2AmE 37.7 g(AF 7|5 35.4 g, ca. 500 ppm l4-3lo]=E Al FHol:=)S 500 ml ¥}
2 wkgH (Parr reaction bottle)o] @al, 0.55 g 5% Pd/C =, 50% HE HE(water wet)(E<L "iE S

87L), % 182.2 g¢] 61.9% oA EIE/E(w/w)H RHEAIZTH. 7] EFES ¥EY E97lstl Fa, W
WEH A 45~50CE 7FE ek, dA AR B2 gaiAlol, A7) ¥ U] hge g2 wmAyrta, A4
AL AAZE (45 PSIG) BoF 7helHth. 7] Fast @A Zole, 7] Favt BF wEE, 7] &9
& Adukd Ay LE7kA] WzkEn,
S, A7 EFES BCAA HdEte] A AASE nAE S v, 0.2 i PTFE 9 AolA 1L
A A8 ZPAA(EWA, 24 B97], 7144 wnkr], k¥ 94X, @ zzgasist £ e Yz 44
7] (programmable refrigerated recirculator)®& z¥&)&2 &9 osct g7 32 W "ol &4(11.7

g & Aoy, ol A7l BHE Fste] 1 L Zebxadd 7tk o] AX23e(334.7 g9)& 47 E8ts

Ao 7peta, A7) EFES wulehEA] 75CHA Artdele] RE AAstY A4S

S Rkt 8AIZE o] 0~10CE WZtstar(Ady ), 0

AAE FY ofFE RobA, 107 g¢] AR 955 olAZE A/ E(v/w) &2 Al 8T

A ERZRE o|AXZZRES A7) fatdd, A7 &A-5& =4 (solvent-wet material) S Fx¥ HAIR
al

2A, "ol A Aoy E JHX = 2 HlA Al B (vacuun desiccator)ell FAtk. A7)
g Ao JAFso A 5 FAL. 2 g, A7 EZE 60T JAFste] AZAIAL.

ol

SH7] AAle] 49] W2 14-slo]=F A Zdo]i= WHE o] &3 ] AxE B £ 14-slo]=EA Yo
=o] 6 ppmel AIE HoF

sH7] AAle] 62 WHE o]&3t ] AxE B 42 FHo]=o] < 5 ppmo]il 14-3Fo]| = A FH 0] =0]
8 ppme! AIE HFET,

[HA]d] 2]
AA G 20| M=, A 2AFE 35.0 g(AZR 7] 33.3 g, ca. 4000 ppm 14-3lo|=ZA| s d|o]+=)S 500 m¢ I}
2 wewo] ¥a1 0.49 g 5% Pd/C Zvl, 50% ¥E Y E(water wet)(F£< wiE]E 87 L), ¥ 159.9 g2l 62.3%

g
Ol ATZRE/E(w/w)H HHSAIAY. 7] EF

=5 v&d EYIskel Fwa, wwkelHA 45~50TC 2 714

o A % B &3, AV B uRe 4EHe g2 wpayrba, 4 oEe 427H45 PSIG) %
oF ZhalWtk. 5.25A1%F Bot EE OS, AV FAE BF ujEHo] A7) £9& Adeow WhHYg. A
EES 2 ygSdel AL 48 4,754 ek ALEY
A7l EFES 75CTHA 7FEE v, 0.2 im PTFE 2 dollA 1 L A 938 Z22A(2A, da £97]
ZIAA wak], Ky dxx, 2 Zzaos 8 & e W4 AeIvE ZE)E FY 9P (suction
filtration)dtith. A7) 92 B @o]24(11.7 o) & AU, ol& 47 9HE F8f] 1 L F823
of 7}sf ).
Ol AX 28 (295.6 9)& 7] Zt2Fd 7tsta, 7] £FES 7F4dsh7] 98 €& 71k ti(ca. 81T).
ES AASIL &8 SV 946}0%, °1i_ﬁ_i%e/% FHEFES 305.7 go] € w7 g3
2HEE FFSIATY. AR o] AT2IE(305.6 g)o] 7FA L 7] SF dl=(distillation head)= AAH
o] FuMZE A E
A7) EFELS AR B wHtstEA BEHOZEREE 0-10CE YA Z7]a(AE |E), 0~10ToNA 20A]3F
FoF Folu.
A7 AARSE TAE FY A2 BolA, 107 g9 AV 95:5 o) AZERE/E(w/wE AT,
A7 BES A 13 e Wy or ARAAY
317] AAje 49 W 14-Sto]l=EA A o]= WS o] &3 Ay AZxE EF BALE 14-3lo|=E A o]
=o] < 5 ppmel AIFE HoJFr}
3l7] Ao 69 WS o] &3 AV Axd =249 BAe :yolizo] < 5 ppmo] L 14-3fo] =E A ZH o] =0]

o]



[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]
[0205]

[0206]

[0207]

[0208]
[0209]
[0210]

[0211]

S=50ol 10-1200700

[EA]el 3]

AAle] oAM=, SAIFZE 8 97] 27.83 g, HUH dE(water wet)(FZE 7] 25.57 g, 0.0779 &, ca.
3000 ppm 14-3}o|=ZA]sH|o]i=), Elo]2 39.8 g, O]AZEFHL 81.9 g, 0.49 g9 5% Pd/C Zvl, 50% <€
A E (water wet)(EE WEE 87 L), B 594H(11.3 g, 0.117 =, 37.7% AAF oJAlolol] 7] %3k 1.50 G%F)&
g2 o] A el ghgAIZ T

A7) 23ES vEAg B7Istel T, welHA 75T E 7. W UiRe] bEe Yolxa, ] Al
2B (45 PSIGE 7S HAY. A7) 892 oy gt =7 shollA] 21.7A13F Bt XY, HPLCO <
gt B2 o] AIZE 9 ZAIFES 9 A9 e sk 8,14-Usle] = FA|-7,8-T]sto| =2 I o= 9T
o] H)Eo] 0.29594 0.04%% 7 HReS et
g2 wA st gr] Al="S vgAd E971ske FY. A 8,14-Y 30| =5 A]-7,8-1] 3} 9]
EEAFZYol=o] ¥ E5EHE AS WA ] s, 7] &4 pHE 20.7 g9 NaOH *3}% o|AXZ A&
(7t 1A F4kst YEFE EA8IE)E 0.5~1.82 AU
SRS 75C7HA 71Ed v, G-EALE (heat-traced) 47 mm SS ZE EZrje] X% 0.2 um PIFE =
HEE Ealo] 500 ml o]FAA 43 W27 (A, N,, 71AA wylr], g a@95d £ s Bz AQed
715 Z+E)E 7S AFsiYk. AV 2 g2 Zol24(8.6 g) = MAHEH, ol 7] HE Tt A
Zek=Fo) 7FeFI).
2

NAEERE(225.5 & 7] Fehsa o] Golol Asta, 47 wAE AGAA77] Aste] 47 AnE
A £UE o BT HASYT. Qoh Lmol EEE theol, B7] 92 2 AHAWA A% A%
Ages] 9lstel) Bob vl Fedvh o A 43 Fol A7) AYHE TEE ABIAE o

=
=EA Aol =R HEHA FUT.

37 84 (circulator)E 8A17F o4 80THE 07X W7Hal7] 98] sART. 4] W7k =z eo)
NS T ooF aaxzbel, A7) TAE F Tl ola) EPHT, 95:5 o] AT WL/ B(F 232.8 g) O A

o] :
HoAHEAT. A7 BEFLE AAd 1A e} e Ho s AZRFIIC.
al7] AAle] 48] e 14-3lo] == A o]
=o] 5 ppn¢l AIE HolFET},
87 AAel 69 WS ol &3 4V Axd BAO A2 ool < 5 ppnoliL 14-3te]| =5 A o]0

10 ppm¢! A} E HAF}.

[H Ao 4]

14-3Fo|EEA FZH| o= ZA37] 913 AMZ] 4.
A 1 A 39 BAHAEL E olETE|~(Water Atlantis) 5 um dC18, 50CE FA ¥ 3 X250 mm A% 2
pH 9.35, 17 mM ¢EF 7IHUCIE vy 2 WehS(60:40)S Algsl= AA&w) &8 (isocratic elution)
o] &35t HPLC WHo g 14-spo|=EA T o)=2 A& ppm FTo2 AHsH7] Yot UG, A
(Quantitation)& QE-IFF=L o] &3 220 muollAle UV AFo W3 vz WAS =ATo=zn 3T

ATF. ol g WS LC/MNS Aol sl g 8 AE 7HAE ol S ol &3l

A7 A AP Aoke thest gk

-{> ofth

ol

L. 45 7hEMo|E, 248 Aok S (Aldrich);
2. &, HPLC S+
3. vigE, HPLC S5

4. oFHEAF, AleF T (J. T Baker W Z4H);
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[0212]
[0213]

[0214]

[0215]

[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]

[0223]

[0224]
[0225]
[0226]

[0227]

[0228]
[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

S=50ol 10-1200700

ol

.
H

5. Ftsl dRF, Ak
6. 2 AH(Phosphoric acid), ¢F 85%, A.C.S. A]<F

7. vy Bz} AEAe 14-slo|EEAF Yol TFEA,

B7101A AR Al g 2

A. HPLC A|2=®l
1. o]54E 0.4 m/Eo2 AGE 4 9= HPLC Al2="¥(Waters Alliance);
2. 220 nmmoll A A7) &8 Al (eluant) S EYESH7] & A9 UV/7FA] 7AE7](Waters 2487 UV/Vis);

3.6 wE TYY F U+ AT A= FY7](Autosampler);

4. AE7] == HAA3 fHoly 7|2 A|~®(Waters Millennium 32 A ZntEF ] A|2~=H);

6. 50T 255 4AMA FAZ & e 24 3|H;

L. pH 7E], vt siA= 2s 25 BA7]5S 7HI(ATC);

2. %2531 w2 (Ultrasonic bath), =9 5200, B #:M<=(Branson);

3. A &ulE 93 0.45-m = ZH, ¢EvH(Whatman) F+= DX (Millipore), AEZ Q2 oMAHOE T
T UdE

L2 on

17 mM R F JFRUe]E, pH 9.35

YEF JtEMC]E 1.6+0.1 g& FA4ste] 1-L Hlol7e] Etk. = 1000 mE 7] HlojAd 7}stal tEF
FhE Vo] E7L &alE wizhbA] AA wwbrlE wwkskivk. A7) pHe A4S bR FOR 9.35~9.400.% HAS
oﬂl;]_
A .

-

7104 AzE pH 9.35~9.409] 17 mM YEF FFRYCIE 600 meet EFEIATE.
v T BHE Fote] a3 the, HPLC AlaFel A ekl e 27] A S ARSete] ks

C. 0.85% 1A g

85% PO, 10 miE WA ow 128 Fehaaw §71 ohe, A7) Puud gu g dAden E3ag
o

D. 14-3fo]l=EA Yol A% 7|FE EF 89 (14-Hydroxyoxycodeinone Working Reference Standard

Solution)
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[0236]

[0237]

[0238]

[0239]

[0240]

[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]
[0249]
[0250]
[0251]

[0252]

S=50ol 10-1200700

l-slol=FA|aol= 55 =4S 25:2 mge=2 Asta ol& 250 ml F-¥] 9] FehiaAe] HAA 14-dhol=

FAZY o= A FF &N (stock 14-hydroxycodeinone standard solution)S A|Z3FATE.  0.85%2] HsPO,

oF 100 meE 7] Eehaael shstar, of 2% ot Ee &eE oA 233 AEgit. 7] &9
0.85 % HPO, §olo= sAsla dAHow E3talint. o]zlo] 7] ld-sto]=sA|adlel= A £F &
o] 3lct.

AzE H3YS skl A7) U-stol =S A Aol A% i & 5.0 mE 100 m¢ F-3] o] FekAAR I

] s
|
oz §7lu, 47 g% BR 4T g AAHoR B 100 ppne] U-dto|=HAmdol EF
Z}
2}

folo] Z¢] &M (working solution)S A Z3}FAT).

A3e flste] 100 ppme] 14-sfe] =5 sdol= ®E S99 29 &9 5.0 mE 50 me F¥]o] Fkaa
A7) gae B2 M3 oS dAFoR E35te] 10 ppme] 14-3lo]|=FA A ol= F

L 9 (yorking solution)S #A|Z3stT).

T ET gL slolE=RIE BF EHZS 25 £2 mgl®

A AZEGTE. 0.85 % HPO, 8 oF 100 mE A Zekxze] sbetm ok

g 9k &3t AT, B7] FAE 0.85 6 BP0, o NNFT AAHoR EFHA.

E. lojle25E ¢l 7]& EF 8N (Hydrocodon Working Reference Standard Solution)

Q‘L
In
ft
ky
rit
b
PN
il
L

S 25:2 mgl & AFET olE 250 m F¥9 ZaFe KAA FolmRIE AR
FFE SN AT, 0.85%2] HPO, oF 100 mE 7] Fehel 7hebal, of 2% F<k EE &3 Wzt

A Zgvk Aok, 7] §4E 0.85 % LPO, FN o2 SAsta AAHow EFE

L

AE &N oF 250 mg®] SAIFE AP BES Alddeld vho](scintillation vial)® AlFFate] A x3k3d
B = 5.0 mE 7] wold R dler HAM ATV AES Selskilu. A7) wholde] F4& ¥ 2
o 5 &t B 7] Aol &alld A 2&d Asiv. ¥ uE, 7] FRES 5 dAH

G. w4 A SR

Tl AR, 5 U-slol=sA @bl SolERAES Tl §9 A7 A4 mE foonyy

| 24 A EFERW S 718 sto]l=25=3} 14-3}o]
S 271 100 e Fyo] Efazel] ddflew 7)o, SR Fo =2 4T v

B
JHH
s
g
o
i
©
N
X

AL AN

ol q

H. HPLC =71

7] HPLCY A& v23 7t}

A 9 o}ETE] A dC18, 3 x 250 mm, 5 um

Ay 2% 50T
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[0253]
[0254]
[0255]

[0256]

[0257]

[0258]

[0259]

[0260]

[0261]

[0262]
[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

S=50ol 10-1200700

g 14-sto|=FA IZYo)=e] I3 WA
ol=AF: (60:40) 17 mM 4% 7}HM]o]E | pH 9.35~9.40: wELE

5 &5 0.4 m/E

[. B4 Al EFERM) A1 E

A7 A2 A AHS FAE7] Hdl, 0.4 m/FEO R ol EAS WA (FHo% 124170 HEste] A2 E A
o] HYLS At A2 FAo] HYS FAZ Fol, RIM &N 6 wE 7] Ho] JAHE Axgoz
Tt F N9 & AR fdart ARE HHEA EEAE st AV A= A4 AE Ad
folo] odulAoel EgE © 3o Yeht.

J. A28l AH3A B2~ E (System Suitability Test)

Az" AR EAEE 4] 100 ppn W-stolEEAmdel: Ay EE g% YY) Ardom
FAAIIL, USP <621>0] 71AE wheh gol 6 wE FUT 671 vhE FHE wEE Yo Anw A
RS FAFoA AAAT. A7) A=W AH AQ Avks 8] E 1) A veel /Ed 2o

% 1
A3 HS A28 A9 A3 A
1 l4-sto| =5 A g o] = (1)l thEt RSD2] RSD<3.0%
DERNE
2 14-3fo| == Al s do]3=(1)° th3 RSD2 RSD=2.0%
A AR
3 a9 &8 N>2000

(14-sfo] =5 A st o] =9
o] 2 (Theoretical Plates)(1)

4 l4-slo] =5 A st o] =3} sho] =2 5= R=1.5
=4 (2)
5 Ao o FE3) S/N=10

Fol: (1) A1d | 1 WA 3o digte] 71 100 ppm 14-8Fo] =5 A] st o] =

L
2
=]

3 = G0l AREE A
(2) A1 W= 4ol thsto] RTMO] ARE- AT,

(3) A8 W= 59 tiste] A7) 100 ppm 14-3Fo] =FA| Ado]= 2]

g0l AHgE AT,

=]
N

=]
=
HPLC Al=®lol A 7] RIM 848 FYstar dot A Pstsic).

7] Azdol A% E 19 AE ME 59 el ZAE Az gol, Ax W H&wl S/Nel 10 mek AA
LeAE F5s] Aste] HPLC AZHAA 7] AF 10 ppn -S| ER Aol £F 4L FUsw
Qe AP,

47 Alzglol A% RE WS EAG Fol, the] HPLC B SRS,

37 100 ppn 14-3tol SR A mEol= ¢ EF G371 10 ppn 1-dtol =HA ol Y EF SIS
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[0271]

[0272]

[0273]

[0274]

[0275]
[0276]

[0277]

[0278]
[0279]
[0280]
[0281]

[0282]

[0283]

S=50ol 10-1200700

77y FF8ltk. 7 Y 2E f92 ] AES AZsked ARSEHAY. Y] 22 2 5 ek E
(setting and integration parameter) 3}7] 3 20 7]A1F ] <)
F 2

AA AE g g

A 9 0

H A lrrfo] 0

=B 2

9 = 90.00

oA 3(inhibit integration): 0.01 WX 20+ |[&u] HetS A A%

471 100 ppm 14-SPo]|=FA|FZH o= 2 EF & 2 7] SAZE API S &N sk dubd<l HPLC
:Liﬂ]—EJUL % 59 & 6o 7217 YEMQTE. 14-slolEEXA FHolx: 2 T2 FAHE E
31719 3 39 e AT

F 3
¥4 1D A= e FA G AZHRRD)
L] 5 E-N-2A}o] = (ONO) 0.16

%/\]E’_% 0.31
A REE 0.45
7,8-t)dlo| =2~ 0.58
8.14-t]3lo] =2 A 7 d o] =(DDC)
14-3fo] EEA| HH o)1= 0.73
14-3}o] EEA| HH o)1= 0.79
6-a-SAFE 0.96
StolER A= 0.95
SAFHE 1.0
] u}2l 1.89

HEYTE, AZE JojolMillenniun® S AL-gate] mheln)E

o

—a‘ =
et el %‘aam. A7) AZOA, F A EE10 D 100 ppmol BF A7) BE FEE 08
I

100 PPM std. conc.= (£Xol thste] RAE W4 / 250) X 0.05

10 PPM std. conc.= (=% wisted BAFE W, / 250) < 0.005

_&]/ﬁ' =5 mjé(/\ﬂ“- _/]/H)

e S = 0.0001 (A¥gte PPN Wskshr] 919)

SAFE AE WO 4-dtol=FA o] =(0HCE o dE) &S F /e EF(100 PPN} 10 PPM) S ©] &3k
A HFHozdY ppno® 2 SAHE 5 9, 1 Aljtel o] &d A2 o 2.

14OHC‘O/] PPM = (Asam_Yintercept/7] %7]) X (D/Wsdm) X 1000000
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[0284]

[0285]
[0286]

[0287]
[0288]

[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

[0298]
[0299]
[0300]
[0301]
[0302]
[0303]

[0304]

SS531 10-1200700
710l A
Agn = 140HCS] 33 A A
Yinercopt = 7 Eedbe ©]&% A3 3]7) M (regression line) 2= FE]9] ¥ HHA

717 (slope) = 7] 5 7N HES o83 AF HezRE | 7] E7]
D =5.08% 24 <A

Wow = mgl 2 YER MZE 5

Bt

1000000 = A7) A7= PPMe.E W3alr] Y3t =

ro

%

gl

[EAel 5

154 ppmo] 14-3lo|EZAmd ol =S Tt A4t SAEE & 3.0 g2 20 m Bol &dste], 250 m W=
HESHo] Frdlt a8 AFsIA.  Ar] £ 5% PA/C vl 0.05 g, 50% UE $IE(Johnson Matthey
type 87L) % 88% EZEAF 1 mE 71slgiTh. Ay EIELS S48 FFo] gE v BEYs|rtd e te,
45~50C = 7tk 2A17F £ o olEEZ Al A o]=o] Al EAE A AT 7]
MZo A7) AN 4o W HPLC Wl 98l oJudt 14-3lo] =2 A Fyo] =% JERA ot}

o

471 FuiE AASY] §18ke] 0.2 who]lA# PIFE wow 7] &8 FY oAaltt. oF 18 ml o
oz iE 2 m ARE AT, FHT SAE A7) Hste] o] & olxZERE 4T 2.0 mE
7ketaL, ofojrl ol ofAlEHlEE ThslglTt. B SAEE AEE AwEy] fste] 7] &S
wRketal, Wzbgk $, 0-5C= 20 ARt E)t FA8k3l @@ﬂLiL%-?ﬁﬁéiﬁﬂ}“ﬂ &7
S8 ZAES 50T 2 10 mmHg ¢FE o] QBN AxAZHYG. A e (.

1

71 AAlel 49] WPLC WS o83 4L oF 11 ppn 14-8to] =S Al g o]=o] 7] it £4
EAFEE el A7) ofak &oie] 2 m B FE(aliquot) A, FFHE Gt A=
LIRS ¢F 16-18 ms 7he ¥ A3 2 Azl 7] 342 oF 6.8 ppm 14-8fo] =5

=
G SATE GE ATHAT

ol oo g

EZAstE Zd o= 14-slo|=F A FZdo]=2 4S AT fste] AAld 1-39] APFES 39 A8zl

wyoz FEAsGT. o#s Wy A YEF Wy, ZdgA 3k EF(SDS), oMHEYEZHMACN), #

wEF2-(MeOH) 9] o] A4S o] 83t= 44 8w 8¢ (isocratic elution)® 40CE A%+ Waters Symmetry
o
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[0305]
[0306]
[0307]

[0308]

[0309]
[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]
[0322]

[0323]

[0324]

[0325]

S=50ol 10-1200700

x

st GEE, ACS Aot 537 &

rlr
oft
ol

=
8. ET AN WEX S Hior o] g5 A ABKE 7HA= A SAISE;
9. ZHl2 7]% (Rhodes Technologies) ZH-E 2] ZHol= ¥+ 54 = 555,

10. vy B2} A (Albany Molecular Research) ZH-E]9] 14-3lo|=Z A AHol= EF 52 = 555

AN AR ee e
A. HPLC A]2=H)

o] A& $5te], UV #E @ 220 mme] H% £=7F 0.7 ml/%< BZA F# (isocratic conditions) 3dlollA]
A ot AR SR7E 40T olF s AE7IE A WPLC ARl ARl

B. ol&Af o3 A~

o] B2 gste], AR v BE(0.45 m)EF AL WPLC AF o3 FAE ALgsTh,

i. 50% 2tst YEF &9 (w/v)

2
2bet YEF 28 50 g& A o] 100 o F-y9 Zetx~a=z Y. 2¥ v, & 60 e 713t

A3 gad uztA xS Agsgy. A 22S E2 g4stu B ey (3
o7 A& 4 9 50% w/v NaOH 8N % AR T).)

ii. <12k & 1(~8.5% HsPO,)

E2E olak(85%) 10 mME oF 50 me B dEtE 100 m Fye ZEtaag AT A RuE B
8| star 2 3519,

iii. 912k &9 11(~0.85% HsPO,)

85% A4F 10 mE 1000 m¢ F-¥]¢] Egp~aR Fslog HY|a, B2 FAste] & Z3sgitt. olx= A4V A
=5 A% MRl BF xAECIT

iv. ol

oI YEF By BxF3Ee 3.45 g £0.1 g2 AZste] 1 Lo Zt2=0 ¥, & 1000 mE 7}
sto] gafiE wizhbA AA wwbzlE wgksigith. Ll Sk YEHF 541 g + 0.1 g2 7hekal &3iE wrb
A g EEAT. o] A5 0.45 mo] HAE W IHE A AE HE o] &ato] ottt o] &9
o] pHE 50% NaOH €A o= HF pH 7.50 + 0.052 X433t}

#7] &N 722.5 ME oMHNEYEY 157.5 me¥} 3 the, wEE 120 ms d7] Sl st & £
Att. A7) HAE pHE ~ 8.5% Q1A &Aoo = 7.80 £ 0.012 AASUE. LIAH 7NAE AAS ] Yt

47 ol 4E oF 5% ok 25 AL,
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[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

[0333]

[0334]

[0335]

[0336]
[0337]

[0338]

[0339]

[0340]

[0341]

S=50ol 10-1200700

A.Zde]=/14-sto| =S A sH o] = A% & 1

Aol 14-selEFA Aol HE B 25 +1 mge AFste] 100 me F3o] TeAa® Fr)a, 34

gk T, 0.85% 14F & 102 &3fAIZT.

ii. 100 ppm A& 3%

HN

I1

1 mee] A% 89 18 50 m 9]¢ Fehraaw vslor §7]a, ~0.85% 4t &9 112 343 thg sl
itk
A .

iii. 10 ppm 2}¢] E=(working Standard) III

®

S AFZE A(low) ABIK 22 10 m¢ F-39o Zat~3=z ALY, 1 me A 94 [[2 oz 27

L, ~0.85% <1AF &9 112 3)4ste] E3taint.

iv. gsteES ¥A &2 (Unspiked) SA|ZE &

00 + 5 mg2 10 ml F¥9 Zetxa =z AFStaL ~0.85% AAF £ [12 3)4sle] &
etk (o] &9 2 wFAA ZH o= 1-slo|=EFA T o] At JHFE Atst=d AFSET.)

Jo
>
K
tl
24
&
=
i
w2
o
f

1.0 mee) muleli/lu-stol ESA mdlolte A% §9 [ 50 m ¥¥]e] Fehaaw sflow AT, vhela
239 olg3tol, 100 meel SFAFES WA B SAZE FAS $713 ~0.856 A § (12 343}
[e]

2
R o
gt =el9l, U-stol=BA muol, % SASES] FEE o 100 ppmol A,

[ox)

GAab FAFZE 50015 mgs BN AlFste], AAld 1, 2 2 3 27l gist Fe
dolttk. A7l Gk LA ZEES ~0.85% ¢AF &9 18 FAsta v AE

H 10 m F39] FEaFo
8 <
3. o] MEe FEI A4S FUS Hste] HPLC vio] &2 H AT,

S R R P s e R

G. HPLC =71

7] WPLC 248 o3t et

F 4
g} 2} e zA
HPLC A& A Cs, 3.0 x 150 mm, 3.5 mm YR} A7)
ol 5% 18 mM AH/13 mM SDS pH = 7.50: ACN: MeOH
(72.25:15.75:12.0) pH=7.80 +0.01
s Siex 0.7 mb/%
a4 2% 40°C
e 220 nm
T o] 5 ul
A& Az 50+
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S=50ol 10-1200700

[0342] « gpebu| B = AR AREe] =dslr] fla] A e

[0343] H. A]2== AH3LA]

[0344] 33 &N (blank solution)(~0.85% U4+ &9 11)S 3
ol 7] f&iA A7) RIS 3 st 2 #
S 371 A 20 YEhd A 2 Aj2=F A3 9714 FesteEA

il

Fedsta, B2 FAeIM 14 WA QEAE
sttt 7 AxE Ay F

Srons] g)skel M@t

o 1

Z 5

[0345] dtetu| g 38 o
Fdlo]w=d 14-3dto]EEA| A o] v Ato] o] #4 NLT 8
14-3lolEF A T o] =2} A FE 71 HA NLT 2
SAFE I A<(Tailing factor) 0.7-2.0
SAl A= gk Fdo]w=o] A g AT °F 0.44
SA S gk 14-sto] =F A o] =9 oAl & oF 0.85
7 AIRE
sdlol=3t 14-stol=F A sdo] =] 67§ AR A |NMT 20%
I F=U=2 %RSD

[0346] 71 ol A AR ot 2ok
4 24 ot ZF A
ol 4 + 28
l4-stol =g A FHol= 27 £ 4 %
S FE 32 + 6 &
[0347]
[0348] [. % &4
[0349] A 7] A9 BFS FAG vhE, A7) AEH E5 84S & 39 A we FYE
F 6
[0350] ERA(3]H ) 1M F4
A & 19 59
2] xE 111 RSDO] thate] 6 91,
A e 2o FYPS BAFS 9T
HFEH(3] A o) 29 4
St okES WA S SAFE £ 29 <
AMZ 1 Prep# 1 om =9
2l 3 111 ov] 9]
AMZ 1 Prep# 2 om =9
AMZ 2 Prep# 1 om =9
AMZ 2 Prep# 2 om =9
2 s 111 ov] 9]
AME 3, Prep# 1 o =9
AE 3. Prep# 2 2H F9
A EE 11 2 F9
[0351] B7] SAFEI -stol=FZ A AZdole HaE Ale Ao F AlRES o] &8t glE it
[0352]
[0353] AL
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[0354]

[0355]
[0356]
[0357]
[0358]
[0359]

[0360]

[0361]
[0362]
[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

S=50ol 10-1200700

ba Z1Ssten. stejolizat 14-dto] E A sbo]i=e

ols

915} 14-so] == A o]t w]20] WSS 57
1

P o A4S o] &3to] ppmeE AEE ST
ppm ={(Rs xWstd)/(RstdxWs)}>x 1/100 x 1/50 < 1/10 x 10/1 < 1,000,000/1
ppm = (Rs XWstd ><200)/(Rstd *Ws)

7)o A

(=]
o]
=]
1
2
2
Jo
>,
Ky
i
=
1o
Ky
=
©
(i
t
rlr
"
P‘L
o

EEREL DE RS X O

Rs = A1Z galo]qe] Fyo]i= Ei 14-slo]| =5 A mro]i=e] uhg

Rstd = T &dol|A9] Fbo]ix = l4-so|=FA|Fu|o]=2] HhFolA FpetekES @4 S BT ®bs
S W

1000000 = ppmo. = 2] W3k A=}

% Ft|o]=/14-dFo] == Al FHo]+= = ppm / 10,000

AN 69 WS o] &t Y] AAd 19 A¥= FHQle] < 5 ppme] i 14-8Fo] =F A A E|o]=0] 8 ppmY
S vER ST

A 69 WS o] &% 7] A 29 AFE FH|o]=o] < 5 ppmo] il 14-3Fo] =F AT 0]=0] < 5 ppm
oS HERHAT.

AA e 69 WS o] &3 7] AAld 39 A= sdlo]i=o] < 5 ppme] il 14-3to] == A] s Ho]i=¢] 10 ppm

Qe g,

o) the B gYgde gl ARk, B el Wie £33 oman,
R3]
Ed]

1) 5% PA/C H,

ElHEQl SANIE.Rel 9l

HC, IPA/H 20

P R

8a,14-CI510| E5AI-7.8-CI510| E2 RO 0l =
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10-1200700

on
M
Jm
Qi

Ba,14-L|510| ESA-7.8-03I0| E2 3 0] =

dAA JZ20EDY

0.0207

0015
] 140HC - 25.718

0.0107]

AU Hydrocodone - 33.186

0.0057 /\

0.0DO‘W [A = [

-6.005 —————————————————— e e
0.00 5.00 10.00 15.00 20.00 25.00 30.00 35.00 40.00

A

XA JZ0HED™

0.0084

0.006
] 140HC - 25.712

0.004+ :
AU

0.002+

0.0007 AN

-0.002

-0.004+———
0.00 5.00 10.00

DDV R A
15.00 20.00 25.00 30.00 35.00 40.00

o
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10-1200700

AXA 20IEDH

890°69

€29°¢5

y8¥'8¢

€9¥°G¢ - DHOPL

AN

N

A

3.00H

0.00

0.00

dXa 20IED™

£9¥'GZ - OHOVL

890'69

7

0.008

0.006
0.004+

nv
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