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AR AAFHE ()-FZ292S A7t o Adsts WHozgA, Hoj 95% Aol ddAH oz &4
3 (9)-FI2I LS Ffale Fo FYS Azt A AT Foste @AS Edete WS I

AR AN = R)-FEZ29L3 (9)-RZ23L 5 g2 3ty g0 Adsts HoRA, HojE 956 A
AN AANF OB £4E (S)-RERILS TH3tE To FHE AA AT Foldte WAE xdela,
A7 R)-F-ZEHL (7t TY3 %o FAn] RIR9LS ozl Fojdtomy HAE £ 9= (R)-
FI 2929 (2l 20% o], WHS Eehaic)

AR AN E BEZ2yeS 271 A Adste WyloemA, Holm 950 AAoldAAHor =543
(S)-F-22ves dfstes 5o g 5 xgsta, 9714 R)-FEZZF29

AR ANFHE Predes Atk @ Ages wHemA, Aok 95 ALAold AN en e

($)-$EEes FHshs ol FUB Azl AT Folah wAE EFeti, o714 RR)-FI=FAR

mv el Curb BAF Fol Al I Aol Folgons WAT ol RR)-stlmmAR
T

—Y—L—ij’]%p/] Cmax‘g] 20% O]LH?_]_, Hotl’-lj% —JE—%-}T:SJ:E}’

d Fel= ALl AA 2] (H-FEZ2IL EE AL ZAYG R &5 (-T2
S T, 4 So], (9)-FZEHLLS Holk 70%, Hol% 80%, Zol% 85%, Hol% 90%, ZHolw 95%, %
o= 96%, HoJXE 97%, H ol 98%, Holk 99%, ZOo|XE 99.9% L Holk 99.99% A &AoldAAHoR 5
g, HH(AL) 100%2] Aol dda ¢2d = Atk 99.99% Aol AN oR £ (EE ALl
AA 23 T 99.99% ee) (S)-FILT 2322 99.99% (S)-F-Z2u] 2L 0.005%[[0.01%]] (R)-F-Z=23]S
et HYY, ATl A S ol Aolgtk "(S)-FZEI2"o 2 A AAHE F Jdrt. olHd {9 Fo
v 7MY (9)-FZRIR 9/Es RR)-FOIEFAFIZRIZ] RHor fFEErv Q1o
(S)-Fzade W/rte (RR)-soJesARzegeore g8 AQg 3= HEHE Xasds o & ¢
Atk ATt F7HE FE (9)-FEZEIL £ RR)-FOIEFAF-ZZILL & S (9)-FrZad7
YAERWEERS FeFAgoRN d2rEZMEER AAo|EES TVMIIAY 8F FES TVHIE
8% & vk, wabA, Aol dAA 23 ZFe (9)-FZ2I2 &= 2
FERYZ dAERAEERS SAd Fo FHR Ee WY Fo JHR
E2g g5 T (9)-FZTRi3 drEzvE=ge] HEEd wEss o

A AA G = 2] BEevee] ofksstd MRS I3k IR Alwets WHoemA, v FEey]
& Al F& TR F2 Fol FEE Al Fol NEE A7 FARORA ATHe st TRidS 4
SR sk QI #AE AEshs WAl R Ao 956 Aol dAA R £tk (S)-FZR29 A2 F&
et ol FElE A7 Felstel, Rx Fol dEE Al Fof HlkE FodoRA d4dd & e 5d
ofeet RS BAshs WAE 2dstar; A7) Al Fof WEZF 1 18] B 1 28]e]at; 7] A2 g
A1 Fol oF 20-70%, ©F 40-60%, °F 45-55% W= °F 50%%1, WHE X o5 Bol, 54 st Zuad
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o epAln] Rreue 150 ngd i ol )
WA 606! %, A2 FE 60 A 90 mgeleh. webA, oleld A, (9)-FZEIL 60
13 Folele], ehAln] PEEwe 150 ngd 19 18 Fojgozn @& = A% BT of
& 94T 5 A (9)-FEEIL 60 X 90 mgE 1 9

Folgows B4 & At A% FYF FEY Teads Uy

AR AAPHE A FEEIeoR Aud £ de HHY s WHoRA, gAn] FEae] Al 4
S et Fx Fol FHE AL Fo WER AT FoFgeEn ud F e HHE ke i dxE A
b= 9l B Aol 956 Aol dAA N R FFe (S)-FEZEI 2 A2 S dHstE Fol FHE A
1 o] RiER A Folgte], Fx Fof FHE Al Fof NER Fofgtonn dAd F e 93 Ax &
HE st GAE Esta; A7) Al Fol WkrE 1Y 18] T 1Y 23]0]aL; 4] A2 el Al Fo oF
40-60%, °F 45-55% = oF 50931, WS Egeth. dE B, WHrt A FEZEIe 150 ngs $Hreke
ol e A FoAFomM And 5 A A2 Fe] Al Fe 40 WA 60%d B, A2 F2 60 HA 90
mgelth. whebA, o]elgk AstellA, g BRI 150 mgS 1Y 13] FojftowA dAd F de YT

BoAAUge] B, AedeldAAHOR S5 (S)-FEEN LS Fhohs Fol FEst Sy B
oo FHatt o Fujol ABdHon FEF Jow FAd oa) ARAGW, F %ol Fejt 5AD obE
e gt

AR AN, ()-FIZ2TL9 (py, R)-FIZEINL] (C, ()-FZRI 23 R)-FIZ23]e il
(combined) Cpax, (R,R)-BFOIEFAIF-EZEI L0 Cppy, (S,9)-3F]EFAIF-EZEI] L9 (e, (R,R)-SFO]=F AR
2323 (§,9)-3lo]|=2A L2 L9 (,, EUQFEZARZIZA 29 (,, °lTEZI|=EZARIZ ]
29 Cpax, (S)-F-Z23]29] AUCy1z, (R)-F-Z23]29] AUCy1, (S)-F-Z2¥]23 (R)-F-Z23]29 g1t AUC-
12, (R,R)-BIOIEFAF-ZEZI LY AUCy1, (S,S)-3Fo]EFAIF-ZR 29 AUC)1,, (R,R)-3FOJEFA|F-ZE]
I (S,9)-sto| EEA R 2T 2] it AUC),, E#H LS| EFARZ2T] 2] AUC)p,, olB]ERSO]EFAIFE
23929 AUCy-1, B o159 Ao 23S A= 20% olWoltt. shte] Fof ezt 19 s 7Hd A9, Al
Fol Jej7k 0.8 WA 1.2 Ml ghg ztetd 7 ol Jes AR 20% el AE AoE FFHT).

A5 Fo FHlE Aol dEA xHFe R)-FIZEIL T AL dAAd ez 43 (R)-FL27]2
S 3o, F So], (R)-FEZRILS Holk 70%, Aol 80%, Hol: 85%, Holk 90%, Zol%: 95%,
o] 96%, Zol% 97%, Holm 98%, Holk 99%, o]k 99.9% W Holk 99.99% Aol AA Lo R £
Sk, Ho(A]) 100% AedelddA =2d & k. A, s A F oJu Zolgte "(R)-FEEI "o
24 A vk, ol §H Fo FHE, odE Eol, R)-FEZEILY HAEIWEIZRS FFFo
s 357

=
U 97 8 377 d 182 ¢ v mEbA,

N}

o

slogx dAaERdEZgo A o]&& FAI171A g £l
AggolddA e R)-FELRIL T ALo|ddAdoz &3 R)-FEL2923 dAERWER
TS 9 Fof gy e H 5o JHE FEFYsie AL drERYEEg WgeE HEHE AR

s b 782 ¢ 3l

A7) AR Fol dE 2 W FERy20] o3 A 5ok de o] dukg (adverse event)& HAA7E W
W, FrEdge g4 FES SIS I, dd (9-FERde 3% S S7IE B, 525 &
A glo] FojEojol sh= xRy FoJ@(dose amount) Fi Fol FE raAE WY, BER¥29
AnA 545 MAA7IE B, BEedee] HA G3(trough effect)E HAA7IE WY EE 7]
3 oot

grEgdEagy ddste] 7] Awd Fo FE 2 e "drEzdEEy 7 F32S SIS
U, gaERdE=RS A S S7PTIE Y, gAERvESYC o3 AR dyE ol dukgS
a7 B, 2% &4 glo] Folrojol gk HirERVEENR] FoiYF EE Fo] JSE HaATE
U, gaERdEEY dF £ES A2A7E Y, 9RERMEERY] AR SA4E A= w9,
~ERdEZ3] fiALE oAlste WY, HzERdE=3e LT dAbg wAske WY, diERvER
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=4 (e}
A =QF o L dlE B0, AAolAAARH R
E=EE (S)-FEZIZuLe gEow = diEadEZdy %3} 1 , 5,6, 7,8, 9-13, 14, 15-
20, 21, 22-27, 28, 29, 30, 31, 32-59, 60, 61-89, 90 = =1 o]Ate] & ol 1Y 13] T 23] Fo

=4 O 1l
2 oy, gigtd oz, AgdoddAF o F9 (R)-FEI2HL2 Wd5o=E i dAEIYES g} 2

gate] 1, 2, 3, 4, 5, 6, 7, 8, 9-13, 14, 15-20, 21, 22-27, 28, 29, 30, 31, 32-59, 60, 61-89, 90Y W+
a2 o]l A&d Bk 19 13 T 23] FoE & k. #AE (9)-FEZEIL: e R)-FZEIL W/EE
grErrEads et Fo e AT Fol Hol v E = Q.

A AAFHAA, 7] A8 ARe R)-FLEIAZ B (-FIRVSE G508 Eo drERfES
B3 z3ste] et Fol FHES 19, 29, 3¢, 49, 59, 69 EE 7Y Fe 19 13 T3 S, 1Y 2
3] (85 £ & Ut S B9, R)-FEZRYL EE (H-FEZ2YLS i Fo] s 194, 2
A2k 2 3dAtel] 19 13] Fo® v, 4Yxtel AlFste] 19 23] Fo4d 4 L 2, 3, 4, 5, 6, 7, 8, 9-13,
14, 15-20, 21, 22-27, 28, 29, 30, 31, 32-59, 60, 61-89, 90 & 1 o|Ate] ALdy & Axw 7|3t

Boh mE A A8 /12 B 19 282 A% S ek, WA Feb 19 18] Refor AA@ 0y, Fof

o = =
HES 19 232 S77] A2 22 s a7l v =se] 2 5 v

@)

st %]
of FEl= (S)-FZ2I2 Holk oF 40 mg, #Hol%= °F 50 mg, #o]
= 2k 60 mg, A 8 0 mg, A% °F 100 mg, °F 4-90 mg, °F 50-100
mg, °F 50-150 mg, ¢F 70-95 mg, °F 50-70 mg, °F 60-80 mg, <F 60-90 mg, °F 70-80 mg, <F 70-74 mg, °F 72-
76 mg, °F 74-76 mg, °F 74-78 mg, °F 70-90 mg, °F 90-110 mg, °F 90-120 mg, °F 100-200 mg, <F 100-140
mg, <F 140-160 mg, <F 160-200 mg, <F 104-106 mg, <F 100-110 mg, <F 110-120 mg, <F 120-130 mg, °F 130-
140 mg, °F 140-150 mg, ©F 145-155 mg, °F 148-152 mg, °F 150-200 mg, % 200-400 mg, % 250-350 mg, °F
280-320 mg, °F 290-310 mg, °F 200-250 mg, <F 250-300 mg, °F 70 mg, °F 75 mg, °F 80 mg, <F 100 mg, <F
105 mg, °F 110 mg, °F 150 mg, °F 10-50 mg, <F 50-100 mg, °F 40-90 mg, ¢F 70-95 mg =& °F 50-150 mg &=
= ool gk T Aol Aol o3 dAEE HY o 4o F& TR AV WY B TH F A9
< 28t 5 (9-Bu ¥ HMAE nEHY, 53 5% UL Fo FH T (H)-FE2Ie] ¢
g3 o gk F skt olds XA 1ol e Aol mEEek: oF 50 mg, ¢F 60 mg, °F 75 mg EE
90 mg, °F 105 mg =& °F 150 mg. o5& FAH R = 8ol Atka Ats == gholth. 7] €A
&l (S)-FrRIALE FhHsle Fo FuHe A7) €AE Jo FoF = dojo] &8 e 14, 2w
= 3uiel 19 &) dig 19 13, 23] E£&= 33 Fod F Ao, 4 F Eo] 180 WA 240 mge] 1Y¥ &%

(eI - S|
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of thal 90-120 mg®E 23] L= 270-360 mge] 19 &3] dis] 90-120 mg® 33 Fol= 4 ok, A7) &3 F
9 EE FEH T 499 AS 2Fsta 2 Al 1, 2 e 35 wote] #5F o9 1Y &%= 1y H,
53 58 HA7F v @ T sk oS ExFSAY 2ol 2R Ag-ol aeEth: °F 150 mg, °F 210 mg
T 9F 250 mg. olES FAFORE EAT &0 vkl AlmEE gholt).

A A 2ES TFE VTR HolE oF 5%, o= oF 10%, Hol% oF 20%, Hol:® oF 50%, #ojw of
70%, AHol= <F 80%, <F 10-30%, <F 30-50%, °F 50-80%, °F 80-95%, °F 10-50%, <F 30-70% HEE <F 50-90%2)
(S)-Fzzv2s 3% 5 I

A5 AAFH A, Fof Fejols (S)-FZ232 o]&9 qleo] &4 ofst AlA| &= =0l & + AW
AAHoz 9l = dut. A5 B0, Fo FHE (H-FZ2y29 S vusty] 1053% Vv, 553% v
9, 1590 Y EE 0.15%% U] 9lole] YiEr &4 oFE AAE FHE & Adrk. dF HAAFHA, F
o PEl= (S)-FZ2IR2e| FHF7 vluste] 105%% vv, 55%% 7Y, 15%% v =5 0.15%% 7|y
grErrEEdS IHT 5 YU grERMEERS IS S 7 vk Ok oR, (S)-FEZEIL
< 5o FeoA YrEZdEERd 2 bE gEd 23E 5 A

($)-FEEI o] Kot (5)-Fresed 94 £72 FAF Fo| R-FLEILL FhoE Fol FuD

ArblA Folgomm FEHE R-PEEFL B 53 Haste] Ho{® oF LIv), Holw o 12w,

Holw of 1.39), Mol oF 14w, Holw o 158, Mol o 16w, Mol oF 1.7}, Solx o 1.8},
)

ot of 1.9u), Aol of 2uf, Hofik of 2.5u], Hojk of 3ul, Ao of 4u), HojL of 5w}, °F 5-204,
Aol of 100, Hoffk of 20w, #ojk of 50uf, AHojk= oF 1008, HojLk °F 1500, Aok of 200M) Hi=
7o), oF 10-15v), <F 10-25W, oF 5-20u, <F 20-30u), <F 30-40w), °F 40-50w, °F 50-60ui, <F 60-70¥l,
oF 70-801), <F 80-90Wl, <k 90-100W}, <F 100-110®, <F 110-120W), °F 120-130Wl, F 130-140%], <F 140-150
ul, oF 150-1608], °F 160-170W, <F 170-180wl, <F 180-190wl Hi= oF 190-200W] F7FA17]& d #83 4 gl
o

A AA A, 2 WH2 AbEHE (average) AUC1,, Bt (mean) AUCo1p, SXFEE AUC-12 B 7HA ] AUC,-
poF B2 (9)-FZRIAL A pE TLF F] R)-FEZ2I2E FHshs Fo] FHe Azt Fodem
A SEE R)-FZ2929 AC-»9F BlaLste] #ojin of 1.1u], #ojk of 1.2uf, Hoj&k of 1.3u), #ojx
o 1.4uf, #ofx= of 1.5u], Aol of 1.6uf, #of& of 1.7v], Ho&k of 1.8u], #ojfk of 1.9u], Aol of
2ul, Mol of 2.5u), Aol of 3ul, Ao of 4uf, Aol of 5w, ol of guf, , Aol oF 104, °F
108, AHojrk= of 15uf, #ojIk of 20u), Aol of 25u], Aol of 50uf, HojI of 1008, i oF 1504,
Zolm oF 2008 HEi= 71 o], oF 10-15w, °oF 10-25u], <F 5-20u), <F 20-30ul, °F 30-40W}, <F 40-50W, °F
50-600, <F 60-70u, <F 70-80ul, <k 80-90wl, °F 90-100W}, <F 100-110W}, <F 110-120wi, <k 120-130Wl,
130-1408, <F 140-150w, <F 150-160W), <F 160-170wl, <F 170-180W}, <F 180-190W] Hi= F 190-2004] 17}
A7) dll aabA el

o]

’é/\]f‘ﬂﬂ]f’ﬂ/ﬂ 2 uHe Aolw oF 300 ng - hr/mL, A% 2F 400 ng - hr/mL, &% ¢F 500 ng - hr/nL,
%= 2F 600 ng - hr/mL, Ao]% ¢F 700 ng - hr/mL, Ao]%= °F 750 ng - hr/mL, Aol%= <F 800 ng - hr/mL, &
O—F 850 ng - hr/mL, A% ¢F 900 ng - hr/mL, A% °F 950 ng - hr/mL, A% ¢F 1,000 ng - hr/mL, &
©F 1,100 ng - hr/mL, Aol% ¢F 1,200 ng - hr/mL, ©F 1,200 ng - hr/mL ©]&}, ¢F 1,300 ng - hr/mL ©]3},
©F 1,400 ng - hr/mL ©]3}, ¢F 1,500 ng - hr/mL ©]3}, ©F 1,600 ng - hr/mL ©]&}, ¢F 1,700 ng - hr/mL ©]3}, <F
1,800 ng - hr/mL ©]3}, ©F 300-400 ng - hr/mL, ©F 400-500 ng - hr/mL, °F 500-600 ng - hr/mL, ¢F 600-700 ng -
hr/mL, ©F 700-800 ng - hr/mL, °F 800-900 ng - hr/mL, ¢F 900-1,000 ng - hr/mL, <} 1,000-1,100 ng - hr/mL,
°F 1,100-1,200 ng - hr/mL, <F 1,200-1,300 ng - hr/mL, ©°F 1,300-1,400 ng - hr/mL, <F 1,400-1,500 ng -
hr/mL, ©F 1,500-1,600 ng - hr/mL, °F 1,600-1,700 ng - hr/mL, °F 1,700-1,800 ng - hr/mL, <F 300-600 ng -
hr/mL, 600-900 ng - hr/mL, <F 900-1,200 ng - hr/mL, <F 1,200-1,500 ng - hr/mL, °F 1,500-1,800 ng -
hr/mL, 300-800 ng - hr/mL, ¢F 800-1,300 ng - hr/mL, ¢F 1,300-1,800 ng - hr/mL =+ <¢F 300-1,800 ng -
hr/mLel, AHEH 3 AUCo1z, Bt AUCos, 7L AUCo-z T ZWAIS] AUCh-1p9F 22 (S)-FZ 2y T Z3d

(O)-Fx2a 27 (R)-FEL2ZI29 AlC-p5 A%ttt 7] ¥4 Ee THE 239 5% AUCk9 B¢
T aEEm, 53 £5% WH7F O AUC: & F St ol s EEIAY 1 A
ng - hr/mL, 400 ng - hr/mL, 750 ng - hr/mL, 900 ng - hr/mL, 1,150 ng - hr/mL %=+ 1,400 ng - hr/mL. °]&& %

H
1
o]
=
=

o]
o]

L 1L

[d
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Adow 543 f840 Yokn ARHE golth. Aol & AC WE 194, 29, 397, 494, 5%
A, 69, TAAR, 89AF s 1 o]l w3

Cmax’ %‘Z_]_—%)\' Cmax = 7Hiﬂ‘o4 Cmaxg]— Zi—‘]_—“_o: (S)_“?‘Eiﬁ:‘%q
(B FAF GO R-TEENLs FhAE Fol P A7kl Fel@ weh wwste] Holw of 11w,
ofr= oF 1.2v), Hojk= oF 1.3u], Aolx= ofF 1.4uf, o]k oF 1.5uf, Aok oF 1.6uf, #ol%= °F 1.7v), %
= o L, Aol o Lowl, Holw o 2u], Holw of 2.5u, Holw o sul, Aol o aul, Ao of
5o, Holi= oF sul, oF 5200, Mol oF 109, oF 10w, Holxw of 20W, Mol of 259, FHolx o 50n,
Aol ofF 100w, Aol oF 1508, Aok °F 200M) &= 1 o], oF 10-1541, °F 10-25W), °F 5-20M), °F
20-308l, <F 30-40u), <F 40-508), <F 50-608), <F 70-80uN, <F 80-90®), <F 90-1009], <F 100-110W), <F 110-
1208, ©F 120-1308, <F 130-140uj, <F 140-1508], <F 150-16081), <F 160-1708f, <F 170-1804), <F 180-1904H
T oF 190-2008) 7471 d &xF o]},

A AAGEA, £ WS Ao oF 30 ng/ml, Aok °F 50 ng/mL, Aok °F 60 ng/mL, #oX= °F 70
ng/mL, A% 2F 80 ng/mL, Ao]%= °F 90 ng/mL, A% 2F 95 ng/mL, Ao]% °F 100 ng/mL, Ao]%= <F 105
ng/mL, Aol%= °F 110 ng/mL, Ao]%= °F 115 ng/mL, ZAo]% °F 120 ng/mL, Aol%= °F 125 ng/mL, AHo]= <F
130 ng/mL, Aol%= <F 140 ng/mL, o] <F 130 ng/mL, FHo§ <F 140 ng/mL, H| <F 150 ng/mL, Hoh <F 160
ng/mL, ] °F 170 ng/mL, HTh 2F 180 ng/mL, FH °F 190 ng/mL, FH ¢F 200 ng/mL, H <2 210 ng/mL,
Ao oF 220 ng/mL, °F 30-40 ng/mL, °F 40-50 ng/mL, °F 50-60 ng/mL, <F 60-70 ng/mL, °F 70-80 ng/ mL, °F
80-90 ng/mL, <F 90-100 ng/mL, <F 100-110 ng/mL, <F 110-120 ng/mL, °F 120-130 ng/mL, <F 130-140 ng/mL,
oF 140-150 ng/mL, °F 150-160 ng/mL, °F 160-170 ng/mL, ©F 170-180 ng/mL, <F 180-190 ng/mL, <F 190-200
ng/mL, 2F 200-210 ng/mL, <F 210-220 ng/mL, °F 50-70 ng/mL, <F 70-90 ng/mL, <F 30-60 ng/mL, <F 60-90
ng/mL, °F 90-120 ng/mL, °F 120-160 ng/mL, °F 160-220 ng/mL, <F 30-90 ng/mL, °F 90-150 ng/mL, °F 150-
220 ng/mL, °F 30-110 ng/mL, ©F 130-190 ng/mL, °F 110-220 ng/mL T+ ©F 30-220 ng/mL), AF=H Chy, 3

T Coax, T G =2 WA Gt 22 (S)-FZEI 29 G T (H-FZ2923 R)-FZ2I|29 g
A GuE BT AV W9 EE T F A A 2#Ete] 54 6,0 WeE neHY, 53 £59
HA7F Gl el T gk 5 sh ol s sV el 24 A9l arel€th: 45 ng/ml, 90 ng/nL, 130

ng/nl, 160 ng/nl EE 190 ng/nl. OlEE AAYOE ST FE40] drku AL gol. EHol
Co WA 193}, 2907, 392, 4R, 5UR, 62U, TUR, 8UA w1 olFe] wEY + Aok,

A5 AA G, £ S e G, B G, T3 G B2 HAI9 Gt 22 (S)-F-Z R3]
KR

2 PR Fol P Azl Fold ujsh wlwmste] Hojw of 1,14,
4

Holte oF 1.20), Hojw ok 1.3u), Hojtw oF 14w, Hojtw oF 1.5, Hojx o 1.6u], Hojx ok 1.7v), 4
© oF 1gu], Hoj= oF 1.9v], Mol ok ou], Hojw o 2.5u), Hojxw ok 3u], Hojm of 4u], Hojxw o}
sul, Holw= o gul, Hojm= of 10w, HoJm of 20u), Hol= F 50u), Holw oF 100m), Hol% of 150u), X
= o ok
l

5T 9F 200 = 1ok, oF 10-154), °F 10-2590, ©F 5-20m), <F 20-308H, ©F 30-40w), °F 40-504),
50-609, °F 70-80w], <F 80-90w), <F 90-100®H, ©F 100-110w), <F 110-1209H, <F 120-130w), <F 130-1409),
oF 140-1509, °F 150-160%), <F 160-1708], °F 170-180%H, <F 180-190w] T=&= <F 190-200u) F7FA17]+= © &
4ol e,

AR AN oA, 2 PHS Hojm oF 20 ng/mL, Hol® oF 25 ng/ml, AHol% °F 30 ng/mL, Ho%E <F 35

ng/mL, Aol% °F 40 ng/mL, °F 20-60 ng/mL, <F 25-30 ng/mL, °F 30-35 ng/mL, °F 35-40 ng/mL, <F 30-40
ng/mL, °F 40-45 ng/mL, ¢F 45-50 ng/mL, ¢F 30-50 ng/mL, F 40-50 ng/mL %=+ ¢F 50-60 ng/mLSl, At&=H
Cminy rgil Cminy %ﬂ_ﬁ Cmin BEE 7Hjﬂ_0/] CminS}/}' ZELTO: (S)_'?"EEE]%Q] Cmin% CE‘-O:J_-T;}-. }6]—7] %4‘14 BE'E‘ %@ %‘

Aolo] A& 2Pt 54 (i BEAE 2HEHT, 53] 58 A7 Gl tel o @ T s oS
¥t AY o] 2FeE A9 ¥ Tk: 20 ng/mL, 30 ng/mL, 40 ng/mL H+E 50 ng/mL. °]ES FAjH o=
543 f&do] Atk AR == gloltt.

(O)-Fx2I e Foe RR)-FoI=EFAFZZIARY F 58 54 ¥ R)-FLIZI2E FFste
Fo P E A7t Al FAE wo} njwste] Hojx oF 1.18), Hojx oF 1.54), Hojx ofF 26, Hojx <f
3, Ao ofF 5u), Hojx oF 108, Hoj= oF 158, Hojx= oF 208, HoJx oF 40u), Hoj= oF 50m), Ao

!
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ook 10080, Ao <F 150m), Hojx oF 200u) = 2 o], ¢F 5-10W), oF 5-25uf, °F 5-20u), <F
20-30, <F 30-408), <F 40-508), °F 50-608], <F 70-80wj, ¥ 80-90©), <F 90-100u), °F 100-110W), °F 110~
12080, °F 120-13080, <F 130-140], <F 140-1508], <F 150-1608], <F 160-1708), <F 170-180w), <F 180-190wj
3= oF 190-2008) S7HA7IE Bl 8 S gl

(S)-Fr2de] Fo= AEHT AUCe, Hi AlCyie, gk AUCo12 B AUCh 1.9+ 22 (R,R)-3to] =S A7
2L AUCh12E TEe 4o RM)-FZ2I|2E& Fqi3te Fo JHE At A FoA4T wje} Hlusto] 2o
oF 1.1u], Hojx= oF 1.54], Hojx= oF 2u)), Hoji ¢F 30, Hoj oF 5ul, oF 6ul, Hojx <F 108, Ho
oF 15uf, Hojx oF 20, Aol oF 40u], Hojx= oF 508, HoJx oF 1008, Hojw oF 150w, Hojx <
2008) = 1 o)A, ¢ 5-10W], <F 5-25u), oF 5-20), <F 20-308), <F 30-40u), °F 40-508), <F 50-60w), °F
70-80, <F 80-90wl, <F 90-1008], <F 100-1108), <F 110-1208), <F 120-130w), <F 130-140w), <F 140-1504),
ok 150-160WH, ¢F 160-17088, <F 170-180WH, ¥ 180-190WH == ¢F 190-2008) Z=7tA17]& ©] 483 4 tt.

juy
_a
ey
a

AH AA G oA, E WHe Ho]x oF 1,000 ng - hr/mL, Ao]%= <F 3,000 ng - hr/mL, Ao]%= <F 4,000 ng -
hr/mL, Zo]% 2F 6,000 ng - hr/mL, A% 2F 7,000 ng - hr/mL, do]% <9F 7,500 ng - hr/mL, A% 2F 8,000
ng - hr/mL, A% 2F 8,500 ng - hr/mL, A= °F 9,000 ng - hr/mL, &A% °F 9,500 ng - hr/mL, AHo]&%= <F
10,000 ng - hr/mL, Aolx= <F 12,000 ng - hr/mL, Aolx= <F 13,000 ng - hr/mL, <F 4,000-6,000 ng - hr/mL, °F
6,000-8,000 ng - hr/mL, <F 8,000-10,000 ng - hr/mL, <F 10,000-12,000 ng - hr/mL, <F 12,000-14,000 ng -
hr/mL, <F 14,000-16,000 ng - hr/mL, <} 16,000-18,000 ng - hr/mL, <} 18,000-20,000 ng - hr/mL, <F 20,000~
22,000 ng - hr/mL, <¢F 22,000-24,000 ng - hr/mL, °F 4,000-10,000 ng - hr/mL, ¢F 10,000-16,000 ng - hr/mL,
°F 16,000-24,000 ng - hr/mL, ©F 4,000-24,000 ng - hr/mL, Zth <F 14,000 ng - hr/mL, Z o °F 16,000 ng -
hr/mL, ] °F 18,000 ng - hr/mL, Ht] <F 20,000 ng - hr/mL, FH 2F 22,000 ng - hr/mL, ) °F 24,000 ng
~hr/mL ®= FHol ¢F 30,000 ng - hr/mLe), A= AUCh-1p, B AUCo-12, SRHEE AUCe-1 == ZHAIS] AUC)-1.9F
22 RRB-FIEFAF IR EE ZFE (S,9)-3Fo|EFAF-ZEI LT (R,R)-FFOIEFA|F-EZZ 3] 29
AUC)1, 5 AT, A7 W9 B2 T3 5 d99 A& 27t 55 AlG-»o M= 1w, 53] +5
H A7 AUC2ol thall o5 & 5 s olde EgFelAY o] 2Ae Aol ael®th: 4,000 ng - hr/ml,
5,000 ng/mL, 10,000 ng - hr/uL, 13,400 ng - hr/nL, 16,000 ng - hr/mL %3 22,000 ng - hr/ul. ]SS A4
o2 B4 840 Advta AtmE e glolth. x4l ¥ AUC Helv= 194, 294F, 3€xk, 4€AF, 593, 6

A3, 793, 8UA EE 1 o) Fol BIE ek,

s
()L e Foje AEHT Cu, BT Cu. TG G EE A9 Gt 28 RR-FI=SARIR

99 Cud, FAF PO R-FZEILE TR Fol FUE AL TP ush vwse] ol of

= sl
L1, Aolm of 1.26), Aolm of 1.3u), Hol% of 1.4¥), Hol= of 1.5¥], Hol% oF 1.6¥], Hol= o
L79), Ao of 1.8, #ol= oF 1.ow], Holw oF 2w, Holw o 250, Holw o 3w, Holm of 4,
ol of 5ul, oF 6ul, Holw of 10w, Aol oF 208, Hoj= oF 50u), Hol= oF 100w, Hol® °F 1500,
o of 2

o}
00 T= 1 o)/, oF 5-108, <F 10-20W), <F 5-20w), °F 20-308), <F 30-40wl, <F 40-50W), <F
50601, <F 70-80®), <F 80-90®), °F 90-100®), <F 100-110wW), <F 110-1208), <F 120-130®], <F 130-1404],
oF 140-1501, <F 150-16081, <F 160-1708], <F 170-180®H, <F 180-190W] T <F 190-2008] S7FHAI71& ©

% & av.

IR AAIYE A, 2 WES HoJxE °F 90 ng/mL, HoJE °F 150 ng/ml, Aol °F 200 HojxE °F 300
ng/mL, Aol%= ¢F 400 ng/mL, ZAo]%= °F 500 ng/mL, ZAo]% °F 600 ng/mL, Aol% °F 700 ng/mL, AHo]= <F
800 ng/mL, A% 2F 900 ng/mL, &% 9F 1,000 ng/mL, &%= <F 1,100 ng/mL, &%= <F 1,200 ng/mL, &
o= °F 1,300 ng/mL, ZHo] ©¢F 1,400 ng/mL, ZHth °F 1,500 ng/mL, ZHo <F 1,600 ng/mL, ZHo| <F 1,700
ng/mL, Hti °F 1,800 ng/mL, Hth °F 1,900 ng/mL, HtH °F 2,000 ng/mL, ZHwH °F 2,100 ng/mL, Hoh °F
2,200 ng/mL, #HW °F 2,300 ng/mL, °F 300-400 ng/mL, °F 400-500 ng/mL, ©°F 500-600 ng/mL, °F 600-700
ng/mL, ©F 700-800 ng/mL, <F 800-900 ng/mL, <F 900-1,000 ng/mL, <F 1,000-1,100 ng/mL, ©¢F 1,100-1,200
ng/mL, ©F 1,200-1,300 ng/mL, <F 1,300-1,400 ng/mL, ©¢F 1,400-1,500 ng/mL, <F 1,500-1,600 ng/mL, ©<F
1,600-1,700 ng/mL, <F 1,700-1,800 ng/mL, ©¢F 1,800-1,900 ng/mL, <F 1,900-2,000 ng/mL, ©¢F 2,000-2,100
ng/mL, °F 2,100-2,200 ng/mL, °F 2,200-2,300 ng/mL, °F 300-800 ng/mL, °F 800-1,300 ng/mL, °F 1,300-
2,300 ng/mL FE= °F 300-2,300 ng/mLl, =Bt G, B G, oA G B 7HAIS Cuot 22 (RR)-
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SOlEFAR L& EE 2P (5,9l EFAFLEY L3} RR-F|EFAFLRI L (5 DY
o7 e EE 24 3 9o Ae 2Tl F5E (.0 MR wede, 53 F5E 897 Gl

g8l o @ T Sy ol S EFEAY 2o A% Fol myE Tl 400 ng/ml, 950 ng/mL, 1,100 ng/mL,
1,250 ng/mL 1,400 ng/mL 5‘5% 2,100 ng/mL. O]%% AAQH o7 EAT F8AO] Yvta AIEEHE Frolth, %
Sy i

Hol Mt G WAL 197, 59, 697, 793, 89 wE 1 ol F nIY + 9

rir
f
N

l‘U_,
_\'_I(
w
e
2
4>

9ol (e BAT P R-FLEFLS FHae Fol FUE Aol FoAT gt wmste] A

o o]
LW, Ao oF L2w), Mol oF 1.3u), Hol= oF 14w}, #olx of 1.5u), Hojw of 1.6w, Hojw of
L7, Aol of 186}, Holw oF 1.9u], Mol of 2u), Hojw o 2.5, Holw of 3u), Mol oF auj,
Holtw of 5o, Aol oF 108, Mol oF 20w, Holw of 50w, Aoj: of G0Wl, Folw oF 100w, Holw

oF 150w, #Holm of 200M) Ei= 1 o4, oF 1-5uj, °F 5-10m), °F 5-20m, °F 20-30u], °F 30-40w, °F 40-
50Ml, F 50-60u, °F 60-70u}, °F 70-80ul, °F 80-90w, °F 90-100W], °k 100-110%}, <k 110-120%, °F 120-
13001, ok 130-14001, °F 140-15091, F 150-160%], °k 160-170u], °k 170-180%}, <k 180-190W) =i= °F 190-
2008 F7HA71E W f-88 5 Ao,

AN AA el A, 2 WHS Aol °F 150 ng/mL, Aol °F 200 ng/mL, Zol% °F 300 ng/mL, ok °F
400 ng/mL, Aol%= °¢F 500 ng/mL, Aol%= °F 600 ng/mL, A% <°F 700 ng/mL, Ao]% °F 800 ng/mL, A=
°F 900 ng/mL, Ao]% 2F 1,000 ng/mL, A% °F 1,100 ng/mL, A% 2F 1,200 ng/mL, T °F 1,300 ng/mL,
Ho) 2F 1,400 ng/mL, F W °F 1,500 ng/mL, ZHTH °F 1,600 ng/mL, ZHH °F 1,700 ng/mL, ZHtH °F 1,800
ng/mL, W °F 1,900 ng/mL, HH <2k 2,000 ng/mL, H < 2,100 ng/mL, H <F 2,200 ng/mL, H] <F
2,300 ng/mL, ¢F 200-300 ng/mL, °F 300-400 ng/mL, <F 400-500 ng/mL, ©F 500-600 ng/mL, ¢F 600-700 ng/mL,
oF 700-800 ng/mL, ©F 800-900 ng/mL, ©F 900-1,000 ng/mL, ¢} 1,000-1,100 ng/mL, <F 1,100-1,200 ng/mL, <F
1,200-1,300 ng/mL, ©°F 1,300-1,400 ng/mL, ©F 1,400-1,500 ng/mL, °F 1,500-1,600 ng/mL, °F 300-700 ng/mL,
oF 700-1,100 ng/mL, ©F 1,100-1,600 ng/mL Hi= °F 800-1,200 ng/mL%l, 2= Cuin, BT Coin, 528 Coin
T A Gt &2 (RR)-SFOI=EFAIFZRIR (s 24T, 7] H9 &= T T 499 A=
z3ste] 59 Gind HAE 18HT, 53 £58H HA7 Guol d&l o @ 5 s ol s XEsAY
o] 2@ Aol n#Ech: 350 ng/ml, 600 ng/mL. 800 ng/mL. 1,000 ng/ml, 1,200 ng/ml FEE 1,400
ng/mL. °]E2 FAHoRE 54% F&Ado] AUvhil AlsEHE gholtt.

A7bl Al (S)-FZrIL2E FoAdts 2 RR)-so|EFAF 2RI o] QI7Fe] % Fo EAst= (R,R)-3F
|ESAFZ20 23 (S,9)-slo|EFAI R 22T FHEe] Aol 90%, Holk 95%, A% 97%, Aok

97.2%, Aol% Ho]% 97.4%, Zol%E 97.6%, Zol% 97.8% & ZolE 9g8%o] HEE 3 £ r}.

(]

[e]

AN A, B e Hol%w oF 500 ng - hr/mL, Fo]% F 600 ng - hr/mL, 2o]% ¢F 800 ng - hr/mL,
oJ% ¢F 1,000 ng - hr/mL, &%= <F 1,200 ng - hr/mL, &%= 9F 1,400 ng - hr/mL, &%= <F 1,500 ng -
hr/mL, #Hol% ¢k 1,600 ng - hr/mL, Ho]% ¢ 1,800 ng - hr/mL, Zo]%= ¢F 2,000 ng - hr/nL, ZHth <F 1,400
ng - hr/mL, H °F 1,600 ng - hr/mL, A < 1,800 ng - hr/mL, ) °F 2,000 ng - hr/mL, Hth °F 2,200 ng
~hr/mL, ZHh °F 2,400 ng - hr/mL, H °F 2,600 ng - hr/mL, HAh < 2,800 ng - hr/mL, A <k 3,000 ng -
hr/mL, ¢ 500-600 ng - hr/mL, F 600-800 ng - hr/mL, ¢F 800-1,000 ng - hr/mL, ¢ 1,000-1,200 ng - hr/uL,
°F 1,200-1,400 ng - hr/mL, ¢ 1,400-1,600 ng-hr/mL, ¢ 1,600-1,800 ng - hr/mL, < 1,800-2,000 ng -
hr/mL, ¢F 2,000-2,200 ng - hr/mL, ¢ 2,200-2,400 ng - hr/mL, <F 2,400-2,600 ng - hr/mL, ¢F 2,600-2,800 ng
hr/mL, °F 2,800-3,000 ng - hr/mL, ¢ 500-1,000 ng - hr/mL, ¢ 1,000-1,500 ng - hr/mL, ¢F 1,500-2,000 ng
~hr/mL, ¢F 2,000-2,500 ng - hr/mL, ¢ 2,500-3,000 ng - hr/mL, <F 500-1,500 ng - hr/mL, ¢F 1,500-3,000 ng
~hr/mL, <F 2,000-3,000 ng - hr/mL TEE <F 500-3,000 ng - hr/mLe), At=HF AUCee, o AUCe, =33k

AUC1, = 7NAIS] AUCy8h 2& el E@sto| B AR T ar] 29 AUC 8 SHTH 7] W9l Ex 24 3
gole] Ae 2ol FHE AUC Lo WAL TN, 55 FEE WAL Ao e B @& F st ol

AE xdeAY 2o g Aol aE T 500 ng - hr/mL, 1,300 ng - hr/mL, 1,500 ng - hr/mL, 1,800 ng
~hr/mL B+ 2,600 ng - hr/nL. ©]52 FAASE 54 F8&4d0] Avhal A5 E grolth. 1Al == AUC

R
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(

WAL 1904, 2904, 304, 40, 59, 607, 74, 8UA EE 1 o) Fol #IE F e,

A5 AA G, 2 LS Aol oF 40 ng/ml, Holk= °F 60 ng/mL, Ho{X:= °F 80 ng/mL, #Ho%= °F 90
ng/mL, Aol&= °F 100 ng/mL, Aol%= °F 120 ng/mL, ZAo]% 9F 140 ng/mL, ZAol%= °F 160 ng/mL, AHo]&= <F
180 ng/mL, Zol%= °F 200 ng/mL, ) ¢F 160 ng/mL, Fh <F 180 ng/mL, T <F 200 ng/mL, o <F 220
ng/mL, H < 240 ng/mL, H < 260 ng/mL, Ao ¢k 280 ng/mL, ¢F 40-60 ng/mL, ¢F 60-30 ng/mL, <F 80—
100 ng/mL, <F 10,120 ng/mL, °F 120-140 ng/mL, °F 140-160 ng/mL, <F 160-180 ng/mL, < 180-200 ng/mL, <F

200-220 ng/mL, <F 220-240 ng/mL, °F 240-260 ng/mL, °F 260-280 ng/mL, °F 280-300 ng/mL, ©F 40-100
ng/mL, ©F 100-150 ng/mL, °F 150-200 ng/mL, <F 200-250 ng/mL, 2F 250-280 ng/mL, °F 4¢.1:0 ng/mL, <F 120-

200 ng/mL, °F 200-280 ng/mL F+= F 40-280 ng/mLel, A= Cux, B Coaxs, o FE G B WAL Coa
o} 22 AP ERIOIEFAFIZZILY (s ST A7 WY e TH 5 499 AS 23 5
H Gue® WRE LY, 53] 58 HATE Guoll el v @t T skt o] s Edberiu ol e A4
Qo e} 60 ng/ml, 120 ng/mL, 130 ng/mL, 200 ng/mlL T+ 240 ng/mL. ©]5& HAHow EAI #-&
dol AJvkal Atz EE gholth. FA o] HE G MAT 19AF, 29AF, 3YAF, 49AF, 5YAF, 69AF, 79X, 8Y
A = 2 o) dEE 4 gl

AR AAFE A, B WS FHojE 1,000 ng - hr/mL, Zo}% ¢ 2,000 ng - hr/mL, Ho% < 3,000 ng -
hr/mL, Zo]% 2F 4,000 ng - hr/mL, A% 2F 5,000 ng - hr/mL, do]% <9F 6,000 ng - hr/mL, A% 2F 7,000
ng - hr/mL, A% <F 8,000 ng - hr/mL, H| <F 8,000 ng - hr/mL, H ¢F 9,000 ng - hr/mL, | <F 10,000
ng - hr/mL, o 2F 11,000 ng - hr/mL, ] °F 12,000 ng - hr/mL, F ] °F 13,000 ng - hr/mL, Fth <F 14,000
ng - hr/mL, Fo ¢F 15,000 ng - hr/mL, ¢F 2,000-15,000 ng - hr/mL, ¢F 2,000-3,000 ng - hr/mL, °F 3,000~
4,000 ng-hr/mL, °F 4,000-5,000 ng - hr/mL, ¢F 5,000-6,000 ng - hr/mL, <F 6,000-7,000 ng - hr/mL, <F
7,000-8,000 ng - hr/mL, <F 8,000-9,000 ng - hr/mL, <F 9,000-10,000 ng - hr/mL, <F 10,000-11,000 ng -
hr/mL, <F 11,000-12,000 ng - hr/mL, F 12,000-13,000 ng - hr/mL, <F 13,000-14,000 ng - hr/mL, °F 14,000~
15,000 ng - hr/mL, ©F 2,000-6,000 ng - hr/mL, ©¢F 6,000-10,000 ng - hr/mL, ¢F 10,000-15,000 ng - hr/mL, ©<F
2,000-9,000 ng - hr/mL T+ ¢F 9,000-15,000 ng - hr/mLSl, AF&=H <t AUC-12, Ht AUCo-12, &3+ak AUCy . He

AAS] AUCy- 1,9t 22 EF Q30| EFAET 2329 AUC, S AT, A7 HY = 24 T d99 A&
£S5 ACpsl WIE RAHH, 58 S50 WA AL 8 e @ F St ol4e T

Ay o] 8% A9-o 1y EY: 3,000 ng - hr/mL, 6,000 ng - hr/mL, 8,000 ng - hr/mL H+ 12,000 ng -
hr/nl. o5& AAMOZ 54T F840 ki ARHE golth, EHe] i AC WL 194, 29, 3

A}, 493}, 593, 694, 794, 8YA wE 1 olF] B S Ak
A AAG A, B 2 Hol= °F 200 ng/mL, o]k °F 300 ng/mL, #o]%= ©°F 400 ng/mL, Aok °f
ok

450 ng/mL, Aoj%= O—F 500 ng/mL, Aol%= 2F 600 ng/mL, A% 2F 700 ng/mL, A% °F 800 ng/mL, ZHtf <
800 ng/mL, | °F 900 ng/mL, ZHt§ °F 1,000 ng/mL, ZHt} °F 1,100 ng/mL, | °F 1,200 ng/mL, = <}
1,300 ng/mL, ZHo] °F 1,400 ng/mL, °F 200-300 ng/mL, ©F 300-400 ng/mL, <F 400-500 ng/mL, ©¢F 500-600
ng/mL, °F 600-700 ng/mL, °F 700-800 ng/mL, ©F 800-900 ng/mL, ©F 900-1000 ng/mL, <F 1,000-1,100 ng/mL,
°F 1,100-1,200 ng/mL, °F 1,200-1,300 ng/mL, °F 1,300-1,400 ng/mL, ©F 200-500 ng/mL, ©F 500-800 ng/mL,
¢F 800-1,100 ng/mL, ©F 1,100-1,400 ng/mL, ©F 200-800 ng/mL, ©F 800-1400 ng/mL, 400-600 ng/mL T+ <F
200-1,400 ng/mL9l, A=t Cuy, B Gy, oA G BT 7HAY Gt 22 Ed Qo] =F A R X202
5

o] Ce BATT. 7] W = o As =¥t 59 Gl M= nHHY, 53] 54

]

= = o
T8 5

iy
n

HAZE Gl el B 8k T st o< ey 2ol 247 Aol aef=Evk: 300 ng/mL, 500 ng/nmL,

_<')_
600 ng/mL, 900 ng/mL X+ 1,200 ng/mL. °]E2 FAAFoZ 5T F84d0] vt AlEH« gholtl. A0
HE G W 197, 2903, 394, 495, 595, 69AF, 7U%, 89 EE 1 o Fol BAE 5 vk,

=
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[0097]

[0098]
[0099]
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R-FZ23 &8 3]0 el P25 2t

O

ZT

Cl

Aol A =294FY (R)-FEZE2I& = Aol Aol Age ¥ R)-FZ2IL
o] AMEE 4 ). AR AAFE A, Fo FEle R)-FZ2I)L HoJx ¢F 80 mg, FoJ% 2F 90 mg, Ao
% oF 100 mg, °F 90-110 mg, °F 100-200 mg, °F 100-150 mg, ©F 100-140 mg, °F 140-160 mg, °F 160-200 mg,
oF 104-106 mg, °F 100-110 mg, °F 110-120 mg, °F 120-130 mg, °F 130-140 mg, °F 140-150 mg, ©°F 145-155
mg, ©F 148-152 mg, ¢F 150-200 mg, <F 200-400 mg, <F 250-350 mg, <F 280-320 mg, <F 290-310 mg, <F 200~
250 mg, ©F 250-300 mg, ©F 100 mg, <F 105 mg, ©F 110 mg H+ <F 150 mg =& o]# 3 gtel dele] A s
S E= W WY oY s RS olHEd Fo e diERdEEZR 34 FoE £ don, o
714 GAERWEZRS (R)-FEZEI 0 Hie] Fo FHE e Y93 7o Fz T2 5 Advk. 471
dA"E o R)-FEZEIS iste Fol Jeie A7 A" 9499 FoAF == &5 199 18, 28 =
= 3] 1Y Bl ois) 1Y 13, 23] E& 33 FoE & Q.

o =

A% AAGHelA, Fol Felols (RD-FLEYE H/EE grERu R ojeje] Qleje] g4y okt AAl ©
= ookgo] 1o U AAHoE e 5 Atk dF Bol, Fo FHE R-FI e} grEEe
Bol FFah vlaste] 1053 VIR, 536 VIR, 15 VT T 0.13F% vl ool the B4 o)
ANE FHE 5 Aok

A 5 2 T 9k 5% (w/w), Aol= oF 10% (w/w), Hol% °F 20% (w/w), Hol% °F 50% (w/w),
Aol oF 70% (w/w), Aol%= °F 80%, °F 10% (w/w) WA °F 30% (w/w), °F 10% (w/w) WA °F 20% (w/w), °F
20% (w/w) WAl <F 30% (w/w), <F 30% (w/w) WA <F 50% (w/w), F 30% (w/w) WA <F 40% (w/w), <F 40%
(w/w) WA ¢k 50% (w/w), °F 50% (w/w) WA 2F 80% (w/w), °F 50% (w/w) WA ¢k 60% (w/w), <F 60% (w/w)
WA ok 70% (w/w), < 70% (w/w) WA <F 80% (w/w) = <F 80% (w/w) WA F 90% (w/w)e] (R)-F-ZZ¥]L

& TFY & AT
7] 4

g ek #ol, 54 AmA Ao weh, Aol YA 2o S)-FEEYE Ee Asdeldd
T AAY HiERME

OCHj

9 AAEA S @, Px, 93 Ex Qoo e fuel o§ (9-EEe, R)-PEEFE, 9/EE
YreEzvE=gs} ge B9 SR A9 A FbHow sgNt 9 vEAl, 44, §9sE,
FEE 53 ge oA 1A Fu; SWolAA; Fra-udE GrEavERR) 2 F4A-03d 8
g EE 2elo] 7] of 7148 ks o] ALgEE £ shol Belo] A HEEE A&



[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]
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dArEZEERL 71F ARAZA AFLETH, 0TC =183 (Monograph) [21CFR341.74] 3}<] FDAS] dAE=
WEZD AF X | EW, qAEZdEZ RS 1Y 63 (427, 1Y 43] (64170 T 1Y 39
l,E_

(8A1%F0hEh) ol 5] ofo} Gk

YrEmvEage Qg gelM A&s oAbt oleld A&d gk Ak W oAl AAe] A
b wE & ABL S Y. AV 1) daszvEagie] B9 g - daszHE2Re A%
AsHE Qkk; 2) diEREERe Qokd A - drERMEERE dotslw Bk 7k EE 3)
grezvEewe] F3F oAb - gaEzu RS Ak B9l dabsh dobe tiAkA Aele] ojwltel
Qi Azt 4 grk. FAY AR 2% O FE ok, gaEzuEsge] s oA g
Ao A9 FES A, g2EZMEZRD)S, & 59, WAEZaRDX)oZ giibE 5 .
DM/DX Hl&= % = & DM/DX W& YAERZY]

grEzvEae] fA =S tehs d Agd
4

1=
ek o
Eoge) o B ol AES eItk DD M7k 0.3 WRel Aghe Egdow magy usl gAdz

TUS AT &% HrEVEZRS TP ), YrERvEERY] F 7S YrEvES] P
9 thAbAbell wlsl etk tiAbAl EE 3 ﬂwx}oﬂ A A8 Foh "aERdE=3e] vk d% FEE o)
sEZdEER] P AR 2 TbseAle 3 ARE 9 ad AAEA Y] 98 84S ARE
T 3t (§)-FIZRIL Ee R)-FIZEI2H 2L F92AE Iste dF And 24 sgEe gxE
zZHE2de] gAtE dAsta grErvEage] d4 FE AeA7|a weks oo Aw % MM
F Ak PR R, (§)-RERI2 EE R)-FERI2E, grERdEEge] 1 28 diild 149 13, 1
o 33 dialel 19 13], 19 43 didlel 1 13], 19 33] oizlol 19 23] = 1Y 43 dizlel 1Y 239} #o]
g wisA, As4 5% &4 glo] AlgHEs & 4 vk £, (9-FELRIL Ee R)-FIEISS
drEmvEsge] 7 FoF B F Fol¥ B § ot 8 A AgHESE & 5 9

% 98 AEHE YiETUESRS Gas Fol YOt BE Fo FuUA SR (5-Przde
= R)-EZayed 34 9d Fo Juz 239, oF 1-150 mg, ¢F 10-100 mg, °F 10-50 mg, <F 20-50
mg, °F 10-20, °F 15-25, °F 20-30, °F 25-35, °F 30-40, °F 35-45, °F 30-50 mg, °F 40-50 mg, °F 43-48 mg,
oF 44-46 mg, °F 50-100 mg, <F 50-80 mg, °F 80-100 mg °F 85-95 mg, °F 88-92 mg, °F 100-150 mg, <F 30
ng, oF 45 mg i o 60 nge] MAEEWERY i oed gt 3 Aol Ao €5 BE W vl e
o] ¢fo] dAERZWEZHT 7L oo A3 © A AR ek
GrERdERRE GHIC T FUE 4] GA8 Yol Foig wo 9ol 1), 20}
3ulel 191 Sepol ojs) 120 18], 23] wi= 33 Folw

PN
T A

O

AR w3 2AHAELS Hox oF 5% (w/w), Folx oF 10% (w/w), HoXZ °F 20% (w/w), X °F 50% (w/w)
Aol oF 70% (w/w), Aol °F 80%, °F 10% (w/w) WA °F 30% (w/w), °F 10% (w/w) WA °F 20% (w/w),
20% (w/w) WA <k 30% (w/w), <F 30% (w/w) WA <F 50% (w/w), ©F 30% (w/w) WA <F 40% (w/w), °F 40%
(w/w) WA ok 50% (w/w), °F 50% (w/w) WA <F 80% (w/w), <F 50% (w/w) W= <F 60% (w/w), <F 60% (w/w)
WAl ok 70% (w/w), &F 70% (w/w) WA 2F 80% (w/w) B+ <F 80% (w/w) WA <F 90% (w/w)e] YAEZWEZ
+e 2T 4 Q.

(S)-F-229, R)-FEZERIL YW/ Y2EZUEEZRL oS 5o, FH[Remington's Pharmaceutical
Sciences, 2005]e] Avge nie} Fo] ey Fo] Aw 9 ®F oF #AS VxR AEE ofst wAeh x3d
Uk, 2 AR g@A9 ddd b2, dE B9, sEEe §dlx ¥ Iy dd, Adugd Fo A=
9 RE ok #eo) w we} A4 5

(S)-FEeae, R)-FZ2ye U/Ex greziEage 2

HZAF Folo] WA tekd FH Az AelA Fold 4 ek old@ FWelA WAT Rt g A=

oA o% Folg mgAT: AUy, =W, s, o, B, ANE TFW AP = A 2L 77
A

=
(buccal), R &5 935 75 A % wFe TFFE Fh Fol.

F

(O-Fr23L, R)-FEZZI 9/EE JdREZMEZFRS oE

7 AT Fogo= AFsd = AV, A BE I 4 Agd A
ol g AFEI AR =4E & Uvk. AT AR FAE H3, &4 I 5
3 AA, 7+74A (buccal tablet), ERI|A, AEA], A, AEA, AHA, dold 52 ez AMEE
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2 Cuy, =T AEHT AUCo1z, B AUCh-12, &3Hak AUCh-1, =T 70A12] AUC)-129F 72 AUC)-2, =T At=H

AUCo-co, B AUCo-eo, F1HEL AUCho T Y2EZWEZ R AUC-9 22 Al TU3 F9] (S)-FZ2y)
= el o] drERdERRS Fod wieh Halstel Hojle ofF 106, efi= oF 20%, Holl= oF 256,
oI oF 30%, #oli= of 35%, Aok of 40%, Aok oF 50%, Aol oF 80%, Aol oF 100%, o= °F 150%
T Aol of 200% SRR, ol U= 1A, 294, 39, 49, 59Ab, 643F, 7UAF, 8UAF E=
ool #HE 4 olvk. AR AAFHA, Frhs 193t BRET. AR AAFHAA, F7hs 38Ut
2.

AR AA G oA, R)-FL2I 2y drEgvE2go] B2 oF 30-150 ng - hr/mL, <F 50-100 ng - hr/mL,
°F 80-100 ng - hr/mL, <F 400-425 ng - hr/mL, ¢F 425-450 ng - hr/mL, <F 400-450 ng - hr/mL, <F 450-475 ng -
hr/mL, ¢F 475-500 ng - hr/mL, < 450-500 ng - hr/mL, < 500-510 ng - hr/mL, ¢ 510-520 ng - hr/mL, <F 520-
530 ng - hr/mL, ¢F 530-540 ng - hr/mL, <F 540-560 ng - hr/mL, ¢F 500-550 ng - hr/mL, ¢F 550-575 ng - hr/mL,

W M
X

o
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°F 575-600 ng - hr/mL, °F 550-600 ng - hr/mL, 2F 600-650 ng - hr/mL, 2F 650-700 ng - hr/mL, 2F 700-750 ng
-hr/mL, ¢F 750-800 ng - hr/mL, °F 800-820 ng - hr/mL, <F 820-840 ng - hr/mL, 2°F 840-850 ng - hr/mL, ©F
800-850 ng - hr/mL, <F 850-860 ng - hr/mL, 2 860-870 ng - hr/mL, 2F 870-880 ng - hr/mL, 2F 880-890 ng -
hr/mL, ©F 890-900 ng - hr/mL, <F 850-900 ng - hr/mL, °F 900-910 ng - hr/mL, °F 910-930 ng - hr/mL, <F 930-
950 ng - hr/mL, 2F 900-950 ng - hr/mL, <F 950-1000 ng - hr/mL, <F 1000 ng - hr/mL WA 2F 1300 ng - hr/mL %=
= oolglg gk 5 Ao Ao 93 dgu = B U dxERMEZ3] 199 AUC-;8l, dlZid 194} A
60A A A o] At AUCopp, B AUCp1p, &3t AUCe, v 7HAIQ] AUCp9F #e Y 2EZvEZ39
AUCy-1n 5 EAd 3,

AR AAFE oA, A& Bo] drEZVE=R o 30-60 mgo] 19 23] Fole} (R)-FZ232 oF 50-150 mg]
19 23] Foo] 97 R)-F-Z2uy dirEWE=g W8S oF 400-425 ng - hr/mL, <F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, <F 450-475 ng - hr/mL, °F 475-500 ng - hr/mL, ©F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, °F 510-520 ng - hr/mL, ©F 520-530 ng - hr/mL, 2F 530-540 ng - hr/mL, <F 540-560 ng - hr/mL,
¢F 500-550 ng - hr/mL, <¢F 550-575 ng - hr/mL, ¢F 575-600 ng - hr/mL, <} 550-600 ng - hr/mL, ¢F 600-650 ng
-hr/mL, ¢F 650-700 ng - hr/mL, °F 700-750 ng - hr/mL, <F 750-800 ng - hr/mL, 2¢F 800-820 ng - hr/mL, ©F
820-840 ng - hr/mL, ©F 840-850 ng - hr/mL, ©F 800-850 ng - hr/mL, ©F 850-860 ng - hr/mL, ©F 860-870 ng -
hr/mL, ©F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, °F 890-900 ng - hr/mL, °F 850-900 ng - hr/mL, <} 900-
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, 2F 930-950 ng - hr/mL, ©F 900-950 ng - hr/mL, ¢F 950-1000 ng - hr/mL
T olelg @t T A9 A o5 IAHEE U e d2ERZWEZS oo AUC-.Ql, 5l A
=33t AUCy1z, B AUCo-12, S3HEE AUC)1 = NAIS] AUC)- 19t 28 H2ERWEZR] AUC,E EA 3.

A AAFEo| A, oS 5o gAERWEEF oF 30-60 mgo 1Y 23] Fo¢ R)-F-Z 2L oF 50-150 mg2)
19 23] Foo] &% (R)-F-Z2dLy dreEzdvE=we] ¥ oF 400-425 ng - hr/mL, ¢F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, ¢F 510-520 ng - hr/mL, ¢F 520-530 ng - hr/mL, ¢F 530-540 ng - hr/mL, ¢F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, ©F 550-575 ng - hr/mL, 2F 575-600 ng - hr/mL, F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢F 650-700 ng - hr/mL, ¢F 700-750 ng - hr/mL, °F 750-800 ng - hr/mL, °F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, ¢ 840-850 ng - hr/mL, ©F 800-850 ng - hr/mL, °F 850-860 ng - hr/mL, °F 860-870 ng -
hr/mL, ¢F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, ¢k 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, <F 930-950 ng - hr/mL, ©F 900-950 ng - hr/mL, ¢F 950-1000 ng - hr/mL
T olelg @k T A9 A o5 A= HY e H2ERHEZRS] 99 AUC1,Ql, 6t At
=% AUCo1p, Bt AUC-12, TRHEE AUCe-1z o= ZWAIS] AUCe-1o9F 22 YAREZWEERS] AU, 5 243 .

AR AAHE AN A, oS Bo] drEZWEZR oF 30-60 mgd 19 23] Folo (R)-FEX 232 <k 50-150 mge]
19 23] Foo] &% R)-F-IZ2HLy dreEdE=9 W& oF 400-425 ng - hr/mL, ¢F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, 2F 510-520 ng - hr/mL, 2F 520-530 ng - hr/mL, 2F 530-540 ng - hr/mL, °F 540-560 ng - hr/mL,
ok 500-550 ng - hr/mL, ¢F 550-575 ng - hr/mL, ¢F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢ 650-700 ng - hr/mL, <F 700-750 ng - hr/mL, F 750-800 ng - hr/mL, F 800-820 ng - hr/mL, <F
820-840 ng - hr/mL, ¢F 840-850 ng - hr/mL, ¢ 800-850 ng - hr/mL, < 850-860 ng - hr/mL, < 860-870 ng -
hr/mL, <F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, <F 850-900 ng - hr/mL, 2F 900-
910 ng - hr/mL, 2F 910-930 ng - hr/mL, 2F 930-950 ng - hr/mL, 2F 900-950 ng - hr/mL, 2F 950-1000 ng - hr/mL
T oleld @k T A9 Al o3 A= HY e Y2ERMEES {199 AUC%l, 7TEAFNA S b=
B3t AUCo-12, Bt AUCo-12, T7HEE AUC)-12 B 7RAIS] AUC128}F 22 Yl2Emv|EE23e AUC-, & B4 3Tt.

OIL

AR AN A, dE o dAEZVESR o 30-60 mgo] 1Y 23] Fole} (R)-FZ232 <F 50-150 mg<]
19 23] Fojo] 23 (R)-H-EZ2y3 drEzdE=ZHo] HEL oF 400-425 ng - hr/mL, <F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ©F 450-475 ng - hr/mL, °F 475-500 ng - hr/mL, °F 450-500 ng - hr/mL, ¢F 500-
510 ng - hr/mL, ©F 510-520 ng - hr/mL, °F 520-530 ng - hr/mL, °F 530-540 ng - hr/mL, ©F 540-560 ng - hr/mL,
oF 500-550 ng - hr/mL, ©¢F 550-575 ng - hr/mL, ¢F 575-600 ng - hr/mL, °F 550-600 ng - hr/mL, ¢F 600-650 ng
~hr/mL, ¢F 650-700 ng - hr/mL, ¢F 700-750 ng - hr/mL, <F 750-800 ng - hr/mL, <F 800-820 ng - hr/mL, ¢F
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820-840 ng - hr/mL, <F 840-850 ng - hr/mL, 2 800-850 ng - hr/mL, <F 850-860 ng - hr/mL, 2F 860-870 ng -
hr/mL, ¢F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, °F 890-900 ng - hr/mL, ¢F 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, °F 910-930 ng - hr/mL, °F 930-950 ng - hr/mL, ©¢F 900-950 ng - hr/mL, <F 950-1000 ng -
hr/mL, ©F 1000 ng - hr/mL WA °F 1300 ng - hr/ml %= o]k gt 5 o] Al o) == He W
drER2WEZ ] A9 AUC-pQl, 8YXFlA 9] Ab&H i AUCorz, B3 AUCo1p, S7HaL AUCo. Hv 7HAIQ

AUCy-1p8F 22 " 2ERZMEZ 3 AUC- & EA 3.

A AAFE A, o F Eo] drE2WEZ3 oF 30-60 mge] 19 23] Fo9 (R)-F-Z23]2 °F 50-150 mg<]
19 23] Foo] 97 R)-F-EZT2uy dirEYE= WL oF 400-425 ng - hr/mL, <F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, <F 450-475 ng - hr/mL, °F 475-500 ng - hr/mL, ©F 450-500 ng - hr/mL, 2F 500-
510 ng - hr/mL, °F 510-520 ng - hr/mL, ©F 520-530 ng - hr/mL, 2F 530-540 ng - hr/mL, <F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, °F 550-575 ng - hr/mL, 2F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, °F 600-650 ng
-hr/mL, ¢F 650-700 ng - hr/mL, °F 700-750 ng - hr/mL, <F 750-800 ng - hr/mL, °F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, ©F 840-850 ng - hr/mL, ©F 800-850 ng - hr/mL, ©F 850-860 ng - hr/mL, ©F 860-870 ng -
hr/mL, ©F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, °F 890-900 ng - hr/mL, °F 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, °F 930-950 ng - hr/mL, ©F 900-950 ng - hr/mL, ¢F 950-1000 ng - hr/mL
T olglg @t T A9 Al o) IAHEE U W] d2ERWEZRS o] AUC.Ql, 9FAtelA S A
=8 Aoz, Bt AUC)-12, S 7Hak AUC-1; = 7HAIS] AUC)-1p9F 22 S AERmEEa] AUC-,E 24T

AE AAFEo A, oS 5o gAERWEEF oF 30-60 mge 1Y 23] Fo¢ R)-F-Z 232 oF 50-150 mg2
19 23] Foo] &% (R)-F-Z2HLy dreEzdvE=we] HES oF 400-425 ng - hr/mL, ¢F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, ¢F 510-520 ng - hr/mL, <F 520-530 ng - hr/mL, ©F 530-540 ng - hr/mL, °F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, ©F 550-575 ng - hr/mL, °F 575-600 ng - hr/mL, F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢F 650-700 ng - hr/mL, ¢F 700-750 ng - hr/mL, °F 750-800 ng - hr/mL, °F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, ¢ 840-850 ng - hr/mL, <F 800-850 ng - hr/mL, °F 850-860 ng - hr/mL, °F 860-870 ng -
hr/mL, ¢F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, ¢k 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, <F 930-950 ng - hr/mL, ©F 900-950 ng - hr/mL, ¢F 950-1000 ng - hr/mL
T olyd gt 5 o] el o HAE= W e d2ERWEER] 1o AUC1,%1, 109}l A ] A
=31 AUCo1z, Bt AUCo-12, &AL AUC-12 == ZNAIS] AUC-129F 2 HAEmmE=e] AUC- .5 B3,

AR AAHE AN A, oS Bo] drEZWEZR oF 30-60 mgd 19 23] Folo (R)-FEXZ3L2 <k 50-150 mge]
19 23] Fojo] &% R)-F-IZ2HLy dreEdE=9 HES oF 400-425 ng - hr/mL, ¢F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, < 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, 2F 510-520 ng - hr/mL, 2F 520-530 ng - hr/mL, <F 530-540 ng - hr/mL, °F 540-560 ng - hr/mL,
ok 500-550 ng - hr/mL, ¢F 550-575 ng - hr/mL, ¢F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢ 650-700 ng - hr/mL, <F 700-750 ng - hr/mL, F 750-800 ng - hr/mL, F 800-820 ng - hr/mL, <F
820-840 ng - hr/mL, <F 840-850 ng - hr/mL, ¢ 800-850 ng - hr/mL, < 850-860 ng - hr/mL, ¢ 860-870 ng -
hr/mL, <F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, <F 850-900 ng - hr/mL, 2F 900-
910 ng - hr/mL, 2F 910-930 ng - hr/mL, 2F 930-950 ng - hr/mL, 2F 900-950 ng - hr/mL, 2F 950-1000 ng - hr/mL
T olyd gt 5 o] ol o IAEE= W e d2ERWEER] 1o AUC,%1, 11YX}FellA ] A

=% AUCo1p, Bt AUC-12, TRHEE AUCe-1z = ZWAIS] AUCe-129F 22 YAEZMWEERS] AU, 5 243

AR AAHFH A, R)-FE2H27 dr2EZHESR] Y82 Aok oF 10 ng/mL, HJ%= <F 20 ng/mL, &

= 2F 30 ng/mL, HoJE= 2F 40 ng/mL, F%= °F 50 ng/mL, ZJ% °F 60 ng/mL, FoJ= 2F 70 ng/mL, 7o
°F 80 ng/mL, FoJ%x °F 90 ng/mL, °F 2-20 ng/mL, 5-10 ng/mL, ¢F 10-15 ng/mL, ©F 40-43 ng/mL, <F 43-
45 ng/mL, ©F 40-45 ng/mL, ©F 45-48 ng/mL, ©F 48-50 ng/mL, <F 45-50 ng/mL, <F 50-51 ng/mL, ©F 51-52
ng/mL, ¢F 52-53 ng/mL, °F 53-54 ng/mL, F 54-56 ng/mL, <F 50-55 ng/mL, <F 55-58 ng/mL, <F 58-60 ng/mL,
°F 55-60 ng/mL, ©F 60-65 ng/mL, °F 65-70 ng/mL, °F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-
84 ng/mL, ©°F 84-85 ng/mL, °F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, °F 87-88 ng/mL, °F 88-89
ng/mL, ¢F 89-90 ng/mL, F 85-90 ng/mL, <F 90-91 ng/mL, <F 91-93 ng/mL, <F 93-95 ng/mL, <F 90-95 ng/mL,
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o 95-100 ng/nl, °F 100-110 ng/ul = ol2IF gk F el 2 e BRE AN Rel Aele] G, 1
QA WA G0AT A AR Cus B G T G T A Cu8h 22 AnERWERD G,
£ 94T 5 Aok

AR AAFE oA, o & o] dAERMEZ3 oF 30-60 mgo] 19 23] Fojet (R)-FZ27& °F 50-150 mg]
d 23] Fojo] 93 (R)-F-EL2y23} dreERmE=g] HES Hojk oF 10 ng/ml, HoJ% <F 20 ng/mL,
Ao]x= °F 30 ng/mL, A% 2F 40 ng/mL, A% °F 50 ng/mL, Ao]%= °F 60 ng/mL, F|%= °F 70 ng/mL, &
o]%= 9F 80 ng/mL, Aolx= 2F 90 ng/mL, °F 40-43 ng/mL, °F 43-45 ng/mL, °F 40-45 ng/mL, °F 45-48 ng/mL,
¢F 48-50 ng/mL, ©F 45-50 ng/mL, ¢F 50-51 ng/mL, °F 51-52 ng/mL, °F 52-53 ng/mL, °F 53-54 ng/mL, °F 54-
56 ng/mL, ¢F 50-55 ng/mL, ¥ 55-58 ng/mL, ¢F 58-60 ng/mL, ¢F 55-60 ng/mL, °F 60-65 ng/mL, < 65-70
ng/mL, ¢F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, <F 84-85 ng/mL, <F 80-85 ng/mL,
¢F 85-86 ng/mL, ©F 86-87 ng/mL, ¢F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90-
91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, ¢F 90-95 ng/mL, <F 95-100 ng/mL & o]t 3k 5 Al Aol
o3 A= HA WY A9 Cusl, S¥AFeIA S A=t Cux, B G, 8L G =2 AAS Gt

e grERdEERe (.8 BT 5 Ak,

—

AR AA G A, o5 Eo] WAERZHESZR oF 30-60 mge] 1% 23] Fojo} (R)-FZ2¥E oF 50-150 mg®]
1Y 23] —roqoﬂ o (R)-Freid dreEgdEade] WES Hojk ¢ 10 ng/ml, Aol% °F 20 ng/uL,
Ao]x= °F 30 ng/mL, A% 2F 40 ng/mL, A% ¢F 50 ng/mL, Ao]%= °F 60 ng/mL, A% °F 70 ng/mL, #
o= 9F 80 ng/mL, Aolx= 2F 90 ng/mL, °F 40-43 ng/mL, °F 43-45 ng/mL, ©F 40-45 ng/mL, <F 45-48 ng/mL,
ok 48-50 ng/nL, % 45-50 ng/nL, °F 50-51 ng/ml, °F 51-52 ng/mL, °F 52-53 ng/nL, °F 53-54 ng/nL, °F 54-
56 ng/mL, °F 50-55 ng/mL, % 55-58 ng/mL, % 58-60 ng/mL, % 55-60 ng/mL, °F 60-65 ng/mL, °F 65-70
ng/mL, ¢F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, <F 84-85 ng/mL, <F 80-85 ng/mL,
ok 85-86 ng/nL, % 86-87 ng/nL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90 ng/mL. °F 85-90 ng/mL, °F 90-
91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, °F 90-95 ng/mL, ¢F 95-100 ng/mL H+= o]# e 7k 5 L Ao
s BHTE 0 WS Dolel ), bAMNA S HEHF Cony BE e FXF Co BT A Cush
grERdE2R G5 24T 7 A

e
o

AR AANHP AN, = S gAEZYEEZY oF 30-60 mge] 19 23] T} (R)-FEZE3L °F 50-150 mgY
19 23] Fojo] 93 R)-F-Z2HLy diEZvEEye] HRE Holw oF 10 ng/mL, Zol% °F 20 ng/ml,

oJ% <F 80 ng/mL, HoXE °F 90 ng/mL, °F 40-43 ng/mL, °F 43-45 ng/mL, F 40-45 ng/mL, °F 45-48 ng/mL,
oF 48-50 ng/nL, °F 45-50 ng/nL, °F 50-51 ng/mL, °F 51-52 ng/mL, °F 52-53 ng/mL, °F 53-54 ng/nL, °F 54-
56 ng/mL, ©°F 50-55 ng/mL, °F 55-58 ng/mL, °F 58-60 ng/mL, °F 55-60 ng/mL, °F 60-65 ng/mL, °F 65-70
ng/mL, ¢F 70-75 ng/mL, ¢F 75-80 ng/mL, °F 80-82 ng/mL, F 82-84 ng/mL, <F 84-85 ng/mL, ¢F 80-85 ng/mL,
o} 85-86 ng/ml, °F 86-87 ng/mlL, °F 87-88 ng/mlL, °F 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90-
91 ng/mL, °F 91-93 ng/mL, <F 93-95 ng/mL, <F 90-95 ng/mL, <F 95-100 ng/mL & o]t 3k 5 Aol Aol
o& A= WY WY A G, 7HAIA Y AdEH T Cu, BT Gy, T G B=E WA Gt

e urERYERY (,F 4T F 3

Aok ¢F 30 ng/mL, HoX ¢F 40 ng/mL, HoJ% 2F 50 ng/ml, HX ¢F 60 ng/mL, HoJ% ¢ 70 ng/mL, #
-
[e]

S

1o

AAGE A, & Eo] drEZvEE3 oF 30-60 mge] 19 23] Fo9 (R)-F-Z23]& <F 50-150 mg<]
23] Folo] oF R)-F-E2dLd} grEmvE=e] §Ee Holk °F 10 ng/ul, ZHo%= °F 20 ng/ul,
o= ¢F 30 ng/mL, A% °F 40 ng/mL, FoJ&= ¢ 50 ng/mL, FE °F 60 ng/mL, ZJ% °F 70 ng/mL, &
= 29F 80 ng/mL, A% 9F 90 ng/mL, °F 40-43 ng/mL, <F 43-45 ng/mL, °F 40-45 ng/mL, <F 45-48 ng/nL,
oF 48-50 ng/mL, <F 45-50 ng/mL, ©F 50-51 ng/mL, <F 51-52 ng/mL, ©F 52-53 ng/mL, <F 53-54 ng/mL, <F 54-
56 ng/mL, °F 50-55 ng/mL, °F 55-58 ng/mL, °F 58-60 ng/mL, °F 55-60 ng/mL, °F 60-65 ng/mL, °F 65-70
ng/mL, ¢F 70-75 ng/mL, ¢F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, <F 84-85 ng/mL, <F 80-85 ng/mL,
oF 85-86 ng/mL, ©F 86-87 ng/mL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90—
91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, °F 90-95 ng/mL, ©F 95-100 ng/mL, °F 100-110 ng/mL =& ©]¥
g T A9 Aol e IHEE W Y d99 (&, 8¥ANAMS A=t Gy, B G, TAME

= 'lﬂ:

—
o,

)
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[0128]

[0129]

[0130]

[0131]

[0132]
[0133]

[0134]

BIES 10-2024-0091043
Cow = A9 (ot e drERVEERS (2 ST 4 9T},

A AN A, S drERvEE oF 30-60 mge] 19 23] Foje} (R)-F-Z23]L oF 50-150 mg®]
19 m Toqoﬂ Skl (R)——t’riiﬁq%ﬂ drERvEage] ¥EE Hojx °F 10 ng/ml, Hol% °F 20 ng/ul,
Aol oF 30 ng/mL, o] °F 40 ng/mL, Fol% ¢F 50 ng/mL, Ho]%E °F 60 ng/mL, Ho]%= °F 70 ng/mL, 3

= ‘1F 80 ng/mL, Hol%= °F 90 ng/mL, ¢F 40-43 ng/mL, ¥ 43-45 ng/mL, <F 40-45 ng/mL, °F 45-48 ng/mL,
¢F 48-50 ng/mL, ©F 45-50 ng/mL, ¢F 50-51 ng/mL, ©F 51-52 ng/mL, °F 52-53 ng/mL, °F 53-54 ng/mL, °F 54-
56 ng/mL, ¢F 50-55 ng/mL, °F 55-58 ng/mL, ¢F 58-60 ng/mL, <F 55-60 ng/mL, °F 60-65 ng/mL, °F 65-70
ng/mL, 2F 70-75 ng/mL, °F 75-80 ng/mL, 2F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-85 ng/mL, °F 80-85 ng/mL,
¢F 85-86 ng/mL, ©F 86-87 ng/mL, ¢F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90-
91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, °F 90-95 ng/mL, ¢F 95-100 ng/mL F+= o]# e 7k 5 L Ao
o] A= HA WY A9 Cusl, 9¥AFelA e A=t Cux, B G, 8L G =E AAS Gt

Ao grERWEER (5 94T F .
A5 AAGHEONA, A& S0l GAERMEES F 30-60 mgo] 1 23] Fojeh (R)-F-Z23]2 oF 50-150 mg®]
1 23%] TO#OH o (R)-FZRI 23} dirERvEagte] §E-E Aok o 10 ng/ml, #ojk= °F 20 ng/nl,

A% ¢F 30 ng/mL, Hol% ¢F 40 ng/mL, A% °F 50 ng/mL, Hol% ¢F 60 ng/mL, A% °F 70 ng/mL, &
oJ% oF 80 ng/mL, Hol% °F 90 ng/mL, ¢F 40-43 ng/mL, °F 43-45 ng/mL, °F 40-45 ng/mL, °F 45-48 ng/mL,
¢F 48-50 ng/mL, ©F 45-50 ng/mL, ¢F 50-51 ng/mL, °F 51-52 ng/mL, °F 52-53 ng/mL, F 53-54 ng/mL, °F 54-
56 ng/mL, ¢F 50-55 ng/mL, ¥ 55-58 ng/mL, ¢F 58-60 ng/mL, ¢F 55-60 ng/mL, °F 60-65 ng/mL, <F 65-70
ng/mL, ¢F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, <F 84-85 ng/mL, <F 80-85 ng/mL,
ok 85-86 ng/nL, °F 86-87 ng/nL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90-
91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, <F 90-95 ng/mL, °F 95-100 ng/mL = o3 7k F Ao Aol
o3 A= HA WY oY Cu?l, 1092 A=t Cuux, B Cuox, 528 Cuax 8 HAS Gt

e grERdEERe (.8 BT 5 A,

AR AAYHANA, & 5o JREZMEZH oF 30-60 mge] 19 23] F49F R)-FZZ3 ¢F 50-150 mg9]
14 23] _I_oqq] ogt (R)-FZ23 2y direEzrE2s] B2 Aok ¢ 10 ng/mL, Ao% ¢F 20 ng/mL,
Ao]x= °F 30 ng/mL, Ho]% 2F 40 ng/mL, A% °F 50 ng/mL, Ao]%= °F 60 ng/mL, A% °F 70 ng/mL, #
ol%= 9F 80 ng/mL, Aol%= 2F 90 ng/mL, °F 40-43 ng/mL, °F 43-45 ng/mL, °F 40-45 ng/mL, °F 45-48 ng/mL,
ok 48-50 ng/nL, % 45-50 ng/nL, °F 50-51 ng/ml, °F 51-52 ng/mL, °F 52-53 ng/mL, °F 53-54 ng/mL, °F 54-
56 ng/mL, ©°F 50-55 ng/mL, °F 55-58 ng/mL, °F 58-60 ng/mL, °F 55-60 ng/mL, °F 60-65 ng/mL, °F 65-70
ng/mL, 2F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, F 84-85 ng/mL, °F 80-85 ng/mL,
ok 85-86 ng/nL, °F 86-87 ng/mL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90-
91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, °F 90-95 ng/mL, ¢F 95-100 ng/mL F+= o]#g 7k 5 L A
o3 A= " WY Ao Cu?l, 11FAFNA Y A=t Cuux, B Cuox, 528 G B HAS Gt

e grERvERR (.8 24T & 9

grERYESE WEASG FIWE o A 93 2348 5 Ak

FI(%) = —“mag;jm-'ﬂ’ X 100

AR AAHE A, oS Eo] drERZWEZD oF 30-60 mgd 19 23] Folof (R)-HZ 2392 < 50-150 mge]
d 23] Fool 93t (R)-F 23 grEzdEZge] L2 100% "IRF, 50% 7T, 40% w9, 30% W5,
F 20-50%, °F 20-40%, °F 20-30% Hi= olzdt 7t & o] Adl o3 A== HE U] Aol FI(%) #,
Axpoll A o] AEH o FI(%) #, B+ FI(%) %k, S3Hak FI(%) 3 =& A9 Fl(%) Y 22 dreEzdfE=
o] FI(%) #h& 24 gy,

A AAHH A, oS So] dAERHEER oF 30-60 mgd 1Y 23] T (R)-FZ23-e ¢ 50-150 mg<
A 23] Foo 93 (R)-F-EZ2yey dreErvEade] ¥E&e 100% 7wk, 50% w7, 40% w7k, 30% w9,

—

19

OO

o

—

oF 20-50%, °F 20-40%, °F 20-30% = oleld k& delel Aol oa) dAE= »e el el FI(%) #*9l,

0-
Azt A o] Akt FI(%) %k, @+ FI(%) @, 53hgk FI(%) @ =2 7AA19 FI(%) @3 22 grERdE=
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[0136]

[0137]

[0138]

[0139]
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SIS0l 10-2024-0091043

o] FI(%) #he 243

AN AAFE A, & Fo] d2ERMEZ °F 30-60 mge] 19 23] Fo9 (R)-FZ=232 °F 50-150 mg®]
d 28] Fojo| 93 R)-FELZy¥ drEZvEEgte] W82 100% w9, 50% 7%k, 40% ®RE, 30% "IN,
20-50%, °F 20-40%, °F 20-30% W=+ ol 5 Joe] Al o dAE= W W 9ol FI(%) #<,
Azpol| &) A& FI(%) @k, B FI(%) b, 3hg FI(%) % T=x /AAQ Fl(%) #3 2o greEzdE
23] FI(%) e 243},

R)-F-Z29 23} HAEREERS] HEad HAERY

—

=g

Hm
il
=
2
lo,
ro
>
b
N
XN
i)
ko
S
< o
)
2
X
bt
1
o
o,
fr
N

o] BT o] ($)-HEey e diERdEEe] HERS Fools A wase YAERiEE FF
Rolals e (9)-FEEHee] Fo

7D 5 YA, (H-PZEd e YrERESR] PEES Folshts 2
of MrERMERRS Folshs A3 vaste] o8 YrERMESY AF £ FHID & Aok,

£ o

BOAAGH A, R)-FIZEHLy drERHEE] HEES dAEZWESg 93 X
NA FoJste AL TU3 o FAn-RI2yLy drEWEEde] HEES Foits
2EZHEER $FS SV § k. A8 AAFH A, ojE FtE FostAY AdAHY 4 Q).

AR AN G A, (9-FZ2aed} drEIvE=Eve] B8 °F 10-50 ng - hr/mL, °F 20-40 ng - hr/mL, °F
30-100 ng - hr/mL, ©F 400-425 ng - hr/mL, <F 425-450 ng - hr/mL, ©¢F 400-450 ng - hr/mL, ©¢F 450-475 ng -
hr/mL, ©F 475-500 ng - hr/mL, <F 450-500 ng - hr/mL, °F 500-510 ng - hr/mL, °F 510-520 ng - hr/mL, <F 520-
530 ng - hr/mL, °F 530-540 ng - hr/mL, ©F 540-560 ng - hr/mL, 2F 500-550 ng - hr/mL, <F 550-575 ng - hr/mL,
°F 575-600 ng - hr/mL, °F 550-600 ng - hr/mL, 2F 600-650 ng - hr/mL, 2F 650-700 ng - hr/mL, °F 700-750 ng
~hr/mL, ¢F 750-800 ng - hr/mL, ©¢F 800-820 ng - hr/mL, ©F 820-840 ng - hr/mL, <} 840-850 ng - hr/mL, <F
800-850 ng - hr/mL, ©F 850-860 ng - hr/mL, ©F 860-870 ng - hr/mL, ©F 870-880 ng - hr/mL, ©F 880-890 ng -
hr/mL, ©F 890-900 ng - hr/mL, ¢F 850-900 ng - hr/mL, °F 900-910 ng - hr/mL, °F 910-930 ng - hr/mL, <} 930-
950 ng - hr/mL, ©F 900-950 ng - hr/mL, ©F 950-1000 ng - hr/mL, ©F 1000-1100 ng - hr/mL T+ o]&3 & T o
olo] Ao o3 A= Y W grERdE=ZRS] Q1o]e] AUCH,%), A 1UxF W] 60Ut A< Ak

H AUCo1z, B AUCo1z, F3HeE AUC 1, Bv 7RAIS AUC 1,9+ 22 Y2EZHEZR] AUC .5 44T +

12 AN e

M

e

A5 AAFH A, dE B0 Y2EZHEER °F 30-60 mgd] 19 23] Fof F (S)-FZ=23)L °F 50-150 mg
o] 1Y 23] FoJo] 93t (S)-RZ2HLy dreEavE2Y] HEE ok 400-425 ng - hr/mL, ©F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, ¢F 510-520 ng - hr/mL, <F 520-530 ng - hr/mL, ©F 530-540 ng - hr/mL, °F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, ©F 550-575 ng - hr/mL, 2F 575-600 ng - hr/mL, F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢F 650-700 ng - hr/mL, ¢F 700-750 ng - hr/mL, °F 750-800 ng - hr/mL, °F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, ¢F 840-850 ng - hr/mL, ¢ 800-850 ng - hr/mL, < 850-860 ng - hr/mL, ¢ 860-870 ng -
hr/mL, ¢F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, ¢k 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, ¢F 930-950 ng - hr/mL, 2F 900-950 ng - hr/mL, ¢F 950-1000 ng - hr/mL
T olelg @t T A9 A o5 IAHEE= HY e Y2ERHEZRS] 99 AUC,Ql, 5AAA Y A

&3 AUCo-12, H AUCp12, FZHEE AUC-12 B ZNAIY AUCH-129 £ YAEZWEZRS AUC-.& 8T +

A5 AAFHA, dE 5o Y2ERZMEER °F 30-60 mgd] 19 23] Fof F (S)-FZ2Z3)L °F 50-150 mg
o] 1Y 23] FoJo] 93t (S)-FZ 2Ly dreERvE29e] WMLE ok 400-425 ng - hr/mL, ©F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢k 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, °F 510-520 ng - hr/mL, 2F 520-530 ng - hr/mL, <F 530-540 ng - hr/mL, 2F 540-560 ng - hr/mL,
ok 500-550 ng - hr/mL, ¢F 550-575 ng - hr/mL, ¢F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, <} 600-650 ng
~hr/mL, ¢ 650-700 ng - hr/mL, <F 700-750 ng - hr/mL, °F 750-800 ng - hr/mL, ¢F 800-820 ng - hr/mL, <F
820-840 ng - hr/mL, ¢F 840-850 ng - hr/mL, ¢F 800-850 ng - hr/mL, < 850-860 ng - hr/mL, < 860-870 ng -
hr/mL, <F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, < 850-900 ng - hr/mL, 2F 900-
910 ng - hr/mL, 2F 910-930 ng - hr/mL, 2F 930-950 ng - hr/mL, 2F 900-950 ng - hr/mL, 2F 950-1000 ng - hr/mL
T olHe gt T 499 Aol o3 FAHE HY WY FrERZdE=ZRO 199 AUC .81, 69t 4t
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[0141]

[0142]
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[0144]

S IHSd 10-2024-0091043

A

T AUCO 12, “lé AUCO 12, Tﬂ'%)\' AUCO 12 T= 7Hj‘“94 AUC07129’1' Z:l—% ‘—ﬂiEiUﬂEE%iﬂ AUCoqz% ﬂa’*é@ ’)l:
o}

AR AAGE o, dE Eo] grERWEER oF 30-60 mge] 1Y 23] Fo] % (S)-FZ23]E oF 50-150 mg
o] 1Y 23] Fodol 97 (S)-F-Z2uy diERvE= W8 oF 400-425 ng - hr/nL, <F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, <F 450-475 ng - hr/mL, °F 475-500 ng - hr/mL, °F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, °F 510-520 ng - hr/mL, ©F 520-530 ng - hr/mL, 2F 530-540 ng - hr/mL, <F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, °F 550-575 ng - hr/mL, °F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, °F 600-650 ng
-hr/mL, ¢F 650-700 ng - hr/mL, °F 700-750 ng - hr/mL, <F 750-800 ng - hr/mL, 2¢F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, <F 840-850 ng - hr/mL, 2 800-850 ng - hr/mL, 2F 850-860 ng - hr/mL, 2F 860-870 ng -
hr/mL, ©F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, °F 890-900 ng - hr/mL, °F 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, °F 910-930 ng - hr/mL, °F 930-950 ng - hr/mL, 2F 900-950 ng - hr/mL, <F 950-1000 ng - hr/mL
T olglg @t T A9 Al o5 IAHEE= U W] Hd2ERWEZS o] AUC.Ql, TR A
=% AUC-12, B AUCez, T8 AUC, == ZNAIS] AUt 22 "AEmv B2 AU, B4T &

O

32

(<3

A5 AAFEH A, dE B0 Y2EZHEZ °F 30-60 mg®] 19 23] Fol H (S)-FZ=232 °F 50-150 mg
o] 1Y 23] FoJo] 93t (9)-FZ 2Ly drERWESRY] HLLE oF 400-425 ng - hr/mL, ©F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, ¢F 475-500 ng - hr/mL, ¢F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, ¢F 510-520 ng - hr/mL, ¢F 520-530 ng - hr/mL, ©F 530-540 ng - hr/mL, ¢F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, ©F 550-575 ng - hr/mL, ©F 575-600 ng - hr/mL, F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢F 650-700 ng - hr/mL, ¢F 700-750 ng - hr/mL, °F 750-800 ng - hr/mL, °F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, ¢F 840-850 ng - hr/mL, ©F 800-850 ng - hr/mL, °F 850-860 ng - hr/mL, °F 860-870 ng -
hr/mL, ¢F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, ¢k 850-900 ng - hr/mL, <F 900-
910 ng - hr/mL, °F 910-930 ng - hr/mL, °F 930-950 ng - hr/mL, ¢ 900-950 ng - hr/mL, < 950-1000 ng -
hr/mL, ©F 1000-1100 ng - hr/mL %= o8 gt 5 o] Zol 93] dA=H= B e grEmrEExe]
Ao AUCH-1291, 8UAFoll A o] Ab=H A AUCo12, B AUCo12, =7HEL AUCo-1; = A AUCH- .8} 2 92E

ZHEE3] AUC-,& B4 T = AT},

A5 AAGH A, s 5o HRERMEER oF 30-60 mgo] 19 23] Fo B (S)-FZEIL o 50-150 mg
o 14 23] Fool o3t (S)-F2r22 L} drEZMEZ e HWE&LE oF 400-425 ng - hr/mL, ¢F 425-450 ng -
hr/mL, ¢F 400-450 ng - hr/mL, ¢F 450-475 ng - hr/mL, 2F 475-500 ng - hr/mL, F 450-500 ng - hr/mL, ¢F 500~
510 ng - hr/mL, ¢F 510-520 ng - hr/mL, ¢F 520-530 ng - hr/mL, ¢F 530-540 ng - hr/mL, ¢F 540-560 ng - hr/mL,
¢F 500-550 ng - hr/mL, ¢F 550-575 ng - hr/mL, ¢F 575-600 ng - hr/mL, ¢} 550-600 ng - hr/mL, 2F 600-650 ng
~hr/mL, ¢F 650-700 ng - hr/mL, ¢F 700-750 ng - hr/mL, ¢F 750-800 ng - hr/mL, ¢F 800-820 ng - hr/mL, <
820-840 ng - hr/mL, ¢F 840-850 ng - hr/mL, ¢F 800-850 ng - hr/mL, ¢F 850-860 ng - hr/mL, ¢F 860-870 ng -
hr/mL, ¢F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, 2F 890-900 ng - hr/mL, 2F 850-900 ng - hr/mL, <F 900~
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, ¢F 930-950 ng - hr/mL, ¢ 900-950 ng - hr/mL, ¢ 950-1000 ng - hr/mL
E= old gk 5 dofe] Aol ofdl dAE= WMo e grERvEERS] fofo] AC-pRl, 9dAFlA ] At
93t AUCo-12, Bt AUCo-12, T7HaE AUCo-1z Hx= 7HAIS] AUC,- 120t 22 Y2EZWEZ R AUC & B4 &+
.

AN AAFE A, dE ol grERWEER °F 30-60 nge] 1¥ 23] Fof B (S)-FZEIL °F 50-150 mg
o] 1Y 23] FoJo] 93t (S)-FZ 2Ly drERvE29 WMLE ok 400-425 ng - hr/mL, ©F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, < 450-475 ng - hr/mL, <F 475-500 ng - hr/mL, ¢k 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, 2F 510-520 ng - hr/mL, 2F 520-530 ng - hr/mL, <F 530-540 ng - hr/mL, 2F 540-560 ng - hr/mL,
ok 500-550 ng - hr/mL, ¢F 550-575 ng - hr/mL, 2F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, < 600-650 ng
~hr/mL, ¢ 650-700 ng - hr/mL, <F 700-750 ng - hr/mL, F 750-800 ng - hr/mL, F 800-820 ng - hr/mL, <F
820-840 ng - hr/mL, ¢F 840-850 ng - hr/mL, ¢ 800-850 ng - hr/mL, ¢ 850-860 ng - hr/mL, < 860-870 ng -
hr/mL, <F 870-880 ng - hr/mL, <F 880-890 ng - hr/mL, <F 890-900 ng - hr/mL, <F 850-900 ng - hr/mL, 2F 900-
910 ng - hr/mL, 2F 910-930 ng - hr/mL, 2F 930-950 ng - hr/mL, 2F 900-950 ng - hr/mL, 2F 950-1000 ng - hr/mL
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wE ole @ gk % gelel Aol s ST W Vo) GrERME=we] Aol Ae, 102kl A ] AL
%—‘3& AUCoflz, ‘o AUCO 12, '6‘7]'@( AUCO 12 BE’E‘ 7Hj‘“94 AUC0—129+ Z:l—% @liEiﬂ]EE%-‘ﬂ AUCoflzvg— %xc—)]%a]- '}l:
.

AR HAAGE o, A5 Eo] grERWEER oF 30-60 mge] 1Y 23] Fo] @ (S)-FEZ23]E oF 50-150 mg
o] 1Y 23] Fodo] 97 (S)-F-Z2uy diEvE= W8 oF 400-425 ng - hr/nL, <F 425-450 ng -
hr/mL, ©F 400-450 ng - hr/mL, <F 450-475 ng - hr/mL, °F 475-500 ng - hr/mL, ©F 450-500 ng - hr/mL, <F 500-
510 ng - hr/mL, °F 510-520 ng - hr/mL, ©F 520-530 ng - hr/mL, 2F 530-540 ng - hr/mL, <F 540-560 ng - hr/mL,
°F 500-550 ng - hr/mL, °F 550-575 ng - hr/mL, °F 575-600 ng - hr/mL, 2F 550-600 ng - hr/mL, °F 600-650 ng
-hr/mL, ¢F 650-700 ng - hr/mL, °F 700-750 ng - hr/mL, <F 750-800 ng - hr/mL, ¢F 800-820 ng - hr/mL, °F
820-840 ng - hr/mL, <F 840-850 ng - hr/mL, < 800-850 ng - hr/mL, F 850-860 ng - hr/mL, 2F 860-870 ng -
hr/mL, ©F 870-880 ng - hr/mL, ¢F 880-890 ng - hr/mL, °F 890-900 ng - hr/mL, °F 850-900 ng - hr/mL, <} 900-
910 ng - hr/mL, ¢F 910-930 ng - hr/mL, 2F 930-950 ng - hr/mL, ©F 900-950 ng - hr/mL, ¢F 950-1000 ng - hr/mL
T ol gt 5 dole] el o A= W e d2ERZWEEZI] 1o AUC),%1, 11E el A ] A
=% AUC-12, B AUCez, T8 AUCe, == NAS AUt 22 "AEmv B2 Al ,E BT &
ATt

A5 AAFHAA, (S-Frzney diEdESyge] B8 oF 1-10 ng/ml, °F 2-5 ng/mL, °F 5-10
ng/mL, ©F 40-43 ng/mL, °F 43-45 ng/mL, °F 40-45 ng/mL, ©F 45-48 ng/mL, <F 48-50 ng/mL, °F 45-50 ng/mL,
ok 50-51 ng/nL, °F 51-52 ng/nL, °F 52-53 ng/mL, °F 53-54 ng/mL, °F 54-56 ng/mL, °F 50-55 ng/nL, °F 55-
58 ng/mL, °F 58-60 ng/mL, ©F 55-60 ng/mL, % 60-65 ng/mL, °F 65-70 ng/mL, °©F 70-75 ng/mL, °F 75-80
ng/mL, ¢F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-85 ng/mL, <F 80-85 ng/mL, <F 85-86 ng/mL, <F 86-87 ng/mL,
ok 87-88 ng/nL, % 88-89 ng/mL, °F 89-90 ng/mL, °F 85-90 ng/mL, °F 90-91 ng/mL, °F 91-93 ng/nL, °F 93-
95 ng/nL, °F 90-95 ng/nL, F 95-100 ng/mL, °F 100-110 ng/ml = o2ldt 7k & Aeje] Ad ofa) A=
Hel U] 499 Cdl, A 193 WA 604AtANAY] AT Cuw, BT Coe, SR G BT 7HAIY
Gt 22 d2ERWEZ3RS (5 B9 5 Tt

(<3

A AAFHA, dE o] YrEZWESZR oF 30-60 mge] 1Y 23] Fof ¥ (S)-FZ23]L oF 50-150 mg
o] 19 23] FoJof 9%k (S)- H4§J424+ EEUﬂEE’J}J Ha oF 40-43 ng/mL, °F 43-45 ng/mL, ©<F
40-45 ng/mL, ©°F 45-48 ng/mL, ©F 48-50 ng/mL, °F 45-50 ng/mL, ©F 50-51 ng/mL, °F 51-52 ng/mL, °F 52-53
ng/mL, ©F 53-54 ng/mL, °F 54-56 ng/mL, 2F 50-55 ng/mL, °F 55-58 ng/mL, 2F 58-60 ng/mL, °F 55-60 ng/mL,
ok 60-65 ng/nL, °F 65-70 ng/mL, °F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-
85 ng/mL, °F 80-85 ng/mL, ©F 85-86 ng/mL, °F 86-87 ng/mL, % 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90
ng/mL, °F 85-90 ng/mL, ¢F 90-91 ng/mL, °F 91-93 ng/mL, <} 93-95 ng/mL, °F 90-95 ng/mL, <} 95-100 ng/mL
T ol @ T e Aol o5 IHH= H e A Cudl, 5EANAS AFEHE A Ca, B Coax,
3k Cox =2 1A Gt 22 92EZYEZRS] (5 @4 F St}

ofy

AR AAGH A, dE Eo] drERZWEZR oF 30-60 mge] 1Y 23] Fo] 2 (S)-FZ29L °F 50-150 mg
o] 1 23] Folo] o (§)-FHZEy 23} YirEavEsye] W82 oF 40-43 ng/ml, °F 43-45 ng/nl, °F
40-45 ng/mL, ¢F 45-48 ng/mL, <F 48-50 ng/mL, <F 45-50 ng/mL, ¢F 50-51 ng/mL, °F 51-52 ng/mL, <F 52-53
ng/nL, °F 53-54 ng/mL, °F 54-56 ng/mL, °F 50-55 ng/mL, °F 55-58 ng/nmL, °F 58-60 ng/mL, °F 55-60 ng/mL,
°F 60-65 ng/mL, °F 65-70 ng/mL, °F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-
85 ng/mL, <F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, <F 87-88 ng/mL, <F 88-89 ng/mL, °F 89-90
ng/mL, ©F 85-90 ng/mL, ©F 90-91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, °F 90-95 ng/mL, °F 95-100 ng/mL
= oold @t T delel Aol ofs AgE= e el Aol Gl 6dAklM Y] AbEE e G, B G,
Rk Crax T A Gt 22 d2EZMEER9] (5 248 F Ut

o

ofy

A AAGEHAA, & o] d2ERUEZD °F 30-60 mgo] 1¥ 23] Fof B (S)-F-Z =32 °F 50-150 mg
19 23] Fodo] g (S)-FrRuey dieEzvE2ge] WE&E °F 40-43 ng/nL, °F 43-45 ng/mL, °F
40-45 ng/mL, <F 45-48 ng/mL, °F 48-50 ng/mL, ©°F 45-50 ng/mL, °F 50-51 ng/mL, <F 51-52 ng/mL, ©¢F 52-53
ng/mL, ¢F 53-54 ng/mL, °F 54-56 ng/mL, F 50-55 ng/mL, ¢F 55-58 ng/mL, <F 58-60 ng/mL, <F 55-60 ng/mL,
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¢F 60-65 ng/mL, ©F 65-70 ng/mL, ¢F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-
85 ng/mL, ¢F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, <F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90
ng/mL, 2F 85-90 ng/mL, °F 90-91 ng/mL, <F 91-93 ng/mL, °F 93-95 ng/mL, 2F 90-95 ng/mL, °F 95-100 ng/mL
T ollg @ T ol Aol o) IdHEHE= HA e A9 Cudl, TR AEH T Cu, B Cuax,

%‘Z_]_—%)\' Cmax BE—E 7Hiﬂ‘04 Cmaxg]— %—]_—% E“]IZ\—EE—U%]EE%‘OJ CmaxE -]% T )\D}
AF- AA e A, o5 Bo] drERMEER oF 30-60 mge] 1Y 23] Fo] B (S)-FZZIX oF 50-150 mg
9] 1Y 23] Fod 93 (§)-Bzaney drEzvEZgol WAL oF 40-43 ng/ml, ¢F 43-45 ng/mL, <F

40-45 ng/mL, <F 45-48 ng/mL, <F 48-50 ng/mL, °F 45-50 ng/mL, °F 50-51 ng/mL, <F 51-52 ng/mL, 2F 52-53
ng/mL, 2F 53-54 ng/mL, °F 54-56 ng/mL, 2F 50-55 ng/mL, ©F 55-58 ng/mL, <F 58-60 ng/mL, °F 55-60 ng/mL,
¢F 60-65 ng/mL, ©F 65-70 ng/mL, ¢F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-
85 ng/mL, °F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, <F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90
ng/mL, 2F 85-90 ng/mL, °F 90-91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, <F 90-95 ng/mL, <} 95-100
ng/mL, °F 100-110 ng/mL H= o]2igk gk 5 A9 Adl 93] st = M9 W] 4o C&l, 8¥ At A9

AERT G, B G, 3L G B2 7HAI9 Gt 22 HRERMEERS] (85 B4 + Y.

max »

A5 AAFHAA, 5 So] grERMEZYE °F 30-60 ngd] 19 23] Fo] H (S)-FZ2I]E °oF 50-150 mg
9] 1¢ 23] Foo ot (§)-FEx i3} YrEZvEEge] W8S oF 40-43 ng/ml, ¢F 43-45 ng/mL, °F
40-45 ng/nl, °F 45-48 ng/mL, °F 48-50 ng/mL, °F 45-50 ng/mL, °F 50-51 ng/mL, °F 51-52 ng/mL, °F 52-53
ng/mL, ¢F 53-54 ng/mL, °F 54-56 ng/mL, °F 50-55 ng/mL, ¢F 55-58 ng/mL, <F 58-60 ng/mL, <F 55-60 ng/mL,
ok 60-65 ng/nL, °F 65-70 ng/nL, °F 70-75 ng/ml, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-
85 ng/mL, ©°F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90
ng/mL, 2F 85-90 ng/mL, °F 90-91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, 2F 90-95 ng/mL, °F 95-100 ng/mL
T ol @ T o9 Aol o3 IHEH= HA e A9 Cudl, 9EANA S AFEH A Gy, B Cuax,
3k Cox =52 MAY Gt 22 Y2EZWEERY] (5 B4 F .

ofy

A5 AAFHA, dE 5o Y2EZHEER °F 30-60 mgd] 19 23] Fof H (S)-FZ23)L °F 50-150 mg
9] 19 23] Foof o3l (S)-FE vy dirERgE=3e] B8-S oF 40-43 ng/mL, ©F 43-45 ng/mL, <F
40-45 ng/mL, ©°F 45-48 ng/mL, °F 48-50 ng/mL, °F 45-50 ng/mL, ©F 50-51 ng/mL, °F 51-52 ng/mL, °F 52-53
ng/mL, ©F 53-54 ng/mL, °F 54-56 ng/mL, F 50-55 ng/mL, ¢F 55-58 ng/mL, <F 58-60 ng/mL, <F 55-60 ng/mL,
ok 60-65 ng/nL, °F 65-70 ng/nL, °F 70-75 ng/mL, °F 75-80 ng/mL, °F 80-82 ng/mL, °F 82-84 ng/mL, °F 84-
85 ng/mL, ©°F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90
ng/mL, 2F 85-90 ng/mL, °F 90-91 ng/mL, <F 91-93 ng/mL, ©F 93-95 ng/mL, <F 90-95 ng/mL, °F 95-100 ng/mL
TE olHd g T 999 Ad o5 HFE= A WY A9 G, 10¥AFNA S ARt Cux, B Gy,
3k Cux =2 HAY] Cot S H2ERHEEZRY] (5 @48 + A

(<3

ofy

AN AAFE A, dF Eol grEZWEER °F 30-60 mge] 1Y 23] Fof B (S)-FZEIL °F 50-150 mg
1Y 23] Fojo] 93 (S)-FZ2yey dirEzvE=ge] W& oF 40-43 ng/mL, <F 43-45 ng/mL, °F
40-45 ng/mL, <F 45-48 ng/mL, <F 48-50 ng/mL, <F 45-50 ng/mL, ¢F 50-51 ng/mL, °F 51-52 ng/mL, <F 52-53
ng/nl, ©F 53-54 ng/ml, °F 54-56 ng/mL, °F 50-55 ng/ml, °F 55-58 ng/nL, °F 58-60 ng/ml, °F 55-60 ng/mL,
ok 60-65 ng/nL, °F 65-70 ng/nL, °F 70-75 ng/ml, °F 75-80 ng/ml, °F 80-82 ng/mL, °F 82-84 ng/nl, °F 84-
85 ng/mL, ©°F 80-85 ng/mL, °F 85-86 ng/mL, °F 86-87 ng/mL, °F 87-88 ng/mL, °F 88-89 ng/mL, °F 89-90
ng/mL, ©F 85-90 ng/mL, ©F 90-91 ng/mL, °F 91-93 ng/mL, °F 93-95 ng/mL, °F 90-95 ng/mL, °F 95-100 ng/mL
T olfd g = 999 Al o5 HFE= A WY A9 G, 11EANIA S ARt Cux, BT Gy,
Dk Cuax = WA Gt 2E G=ERZMEZRY (8 28T F 3

Lo

ofy

W AAFHA A, dE Eo] gEERZWEER °F 30-60 nge] 1¥ 23] Fof B (S)-FEZEIL °F 50-150 mg

19 23] Bodo] 93 (S)-Rxzvwey direEgdEade] ¥eS 100% 7wk, 50% =9, 40% w9k, 30% ©|
, 9F 20-50%, ©°F 20-40%, °F 20-30% = olEg 7k F Ao AHdl 3 dHHE HY Y A9 FI(%)
2, 38Ut A Ab&HE A FI(%) %k, H+ FI(%) %k, 5343k FL(%) e AAY FI(%) a3 22 9rER
HEZ3] FI(%) #& @48 + Ut

2y g o o
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2 AN A, B o] drERWEZR oF 30-60 mge] 19 23] Fof = (S)-RZT 232 < 50-150 mg
19 23] Fofo] o3t (S)-Fxuyey direEzmESge] ¥R 100% 1w, 50% w|w, 40% W%k, 30% W]
, 9F 20-50%, °F 20-40%, °F 20-30% & ol#fg @t T Aol Adl o dAEE= W e dole] FI(%)
A, 9d Aol A o] At FI(%) gk, Ho FI(%) %, Ta FI(%) # =& AAQ FI(%) # 22 9xE=
E23 FI(%) #e 24T 4 U,

2 B o2 oo

B AXNFY A, oS Eo] YrERWEST oF 30-60 mge] 1¥ 23] Fo @ (S)-FxZ a3 ok 50-150 mg

19 23] Fofo] o3t (S)-Fxuyey direzmE=ge] ¥R 100% 1w, 50% w|w, 40% w7+, 30% W]
, 9F 20-50%, ©°F 20-40%, °F 20-30% & ol#fg @k T Aol Adl o A EE= W e Aol FI(%)
1, 10dAbol| A 9] kst FI(%) %k, 3+ FI(%) %k, Z3kgk FI(%) #F =& A9 FI(%) #3 2 92E
2| E23ke] FI(%) #s 24 5 ).

2 1o mo

(S)-Frevo e AAoleE e Fdd 9 55, RR-SoI=FAFZ2]Lo] e YAol8&
T e 94 5 /% 9aERvEEYe] PgE AAolsE B I dF s o8 A=d
T AR Aol i S el el A Aol A Aol wid vl Zel, 5 e, A,
T Y AE, AFEHBY A, B g B FEE AN oo FAHAE gent

fl o

i
ot
oz
£
ek
o3t

L

o) m Aol (attention deficit disorder with hyperactivity: ADDH) % FFojg Aj/gales &
(AD/HD), Y= ¢ =34 "W, 249 A4 Foll, 22435 v & AT 7, 7|WSF, 4 I2 S5,
AR F5T, T5 o, B4 F5 Ev 98, Uzd F5, AV, g T (pseudobulbar
affect) @ HMH EotAS 3| nt, oo AR = e}

FETE FET TR Y F Ak, olyd T gAe Wk, Ak welgt, A, Aalvls Ask, A
8 Ash, vy 24, 22X, B4, B4, HAZG, B, ¥ =4, FEI 35 A T EE A
T /s 2] vlEke) 22 A4 ®stE 23 4 Q. 92359 A4 4L BEUS, A8 2 AS
A A A, AT SV, v 2 " A, 92, bdFd(restlessness), °bF, TF, T&, 449,
238} A 2/EE vAgdE 222 7] BgEs 23 5 dn

U5 e FgEAet 22 FAR AR Fox Az Uit FHHE 93-S YEPWAY 9o §le &
At AF A FEF(TRD) Ex= A7 ES A $25 dutdoz Hojx 2714 A2 g 4
gt sixle}l e Heoloh, TRD Mehe] ARELE sxprl H4de g3y - 33 ol g4 X7
) FHAds v Uelditis Folth, TRDE oFE/4EE P8 T A4 oo 7 thE oshy ke 4
22 Awo]l FFEols(comorbidity) ®E ¥ TRDZ 7}

A, 27kA, 37 B o) AEe 3924 Am AP s FAEEd ves JeERAY A,

27HA], 37HA EE 1 | 2 o WS YERth. AR A e ol

A, Am AR &Fo] e s St Aol 1, 2,3, 4, 5, 6, 7, 8, 9, 1074 ®=E 1 o]4+e] 3
z| 2

$¢ amomel And Asiehsr}.

AE Al g B FNE 8F o 98 A=
T AE AR 5 SHHL: Fav-olxW &35 H7} F = (Montgomery-Asberg Depression Rating
Scale: MADRS), 4ol 3¢ 2 wrEzto] AEA](Quality of Life Enjoyment and Satisfaction Questionnaire)
g®EA &4 7% E79] WM (Range of Impaired Functioning Tool), 413+ ol # % (Sheehan Disability
Scale), ¥} H7} ¥28& Ud=F (Patient Rated Inventory of Side Effects: PRISE), Z#n|o} ot =}k 4]
7+ H7} A= (Columbia Suicide Severity Rating Scale: C-SSRS), & £¥% ZA4+e 44 dux, A7) B
31 (Quick Inventory of Depressive Symptomatology, Self Report)(QID(S)-SR), Z®rx <lab AAH(CGI) HE,
A= FEHY Adx = AA 7] AEX (Massachusetts General Hospital Cognitive and Physical
Functioning Questionnaire: CPFQ), 173 3|UE &35 W7l 2 %Z(17-item Hamilton Rating Scale for
Depression: HAM-D17), ®ijAEAMZ= Z¢HY -84 X7 whe AEX|(Massachusetts General Hospital
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Antidepressant Treatment Response Questionnaire: MGH ATRQ), 163%& 92 £3H4 S49] A& dEE-A17]
R 31(16-item Quick Inventory of Depressive Symptomatology-Self Report: QID(S)-SR16), # 3t Fof H=
(Sheehan Disability Scale: SDS), AW FF5xo Az <4 A2 (Clinical Global Impression of Severity
of Illness: CGI-S), ®W3}lel thst At <14 A4 (Clinical Global Impression of Change: CGI-C), EuroQol
5~ 5-4*F (EuroQOL 5 Dimension 5 Level), W3}o] thadk ghx}e] Ank4 < (Patient Global Impression of
Change: PGIC), 732 W<t Ao (7-item Generalized Anxiety Disorder: GAD-7), ZAu+2a <A <lA-7R4
(Clinical Global Impressions—Improvement: CGI-I1), 3%t Zo] 2 %= (Sheehan Disability Scale: SDS), 163
5 98 FotA FAbo] Ald AT F-x7] W(16-item Quick Inventory of Depressive Symptomatology-Self
Report: QID(S)-SR16), 3] E E-<oF Z%=( Hamilton Anxiety Scale: HAM-A), viAlS=Al= FIHY <1z 2 Al
A 7% Ad&A (Massachusetts General Hospital Cognitive and Physical Functioning Questionnaire: CPFQ),
CPFQ-21A] A= (& 4 WA 7), 7HEFsk Qo34 37F 2 X (Brief Psychiatric Rating Scale: BPRS) &
A 715 v 2A7] Alg(Digit Symbol Substitution Test: DSST), Rey HZHA Ao <5 Al (Rey Auditory
Verbal Learning Task: RAVLT), A 9Sl7] ZAXAH(Trail-making Test: TMT), 2=EsF A2 237] HAMStroop
Color Naming Test: STROOP), @<= ®kS A]ZH(Simple Reaction Time: SRT), A1® Hk-$ A]7F(Choice Reaction

Time: CRT) & 2Z33AT, oo dAHA= &e=rh.

o] Agr XNEZHREH odS & F AT FAE oF 184 HRE, oF 0-54], °F 5-104], <F 10-124] E+=
ok 12-18419] Ao} 7o solAH AT A, oF 18-654]; oF 18-3041; ¢F 30-504); °F 50-6541¢] Fx}e} e
Aol skt @ 65A o) AF; oF 65-7541; ¢F 75-904]; T 904 o] e] Aol e =9l IS EEE ).
(S)-FZ2yo g

e Y 8% 5 /s YUAERMEES] F4E
25 Hojx oF 5%, Hojx oF oF 50%, AHojw of
60%, Aol <k 70%, Aol <k 80%, Hoj% <k 90%, Hu] ¢F 100% EE olelsl gk F A A o A

=

h - -
= W9 e Qo] vE A Mg 2T S8 HaE 29T 5 Y.

=29 P4 YAl §&
A B4 £ AT TRD
4 =

)

il

(S)-Fzey2e) e Aol & £= Fdd 94 75, RR)-SoI=FAFZay 20 &g AAo)&&
T Y @9 a7 2/Es daERvEEge] Y YAol&E T FEE dF FES MRS AR
2 5 e BN Felle ET, HERE ol AFg Bt Foll, w8 Aol B T, A Aol & 9 7
2EY 2 o (PTSD) S} 22 &t Fell; =25, &9, 45, 954 9235, $25, 2B Zol, AJAE
goll, 4 e, A, =89, B Aol, £ e Fol, =P (schizotypy), A4, d=sFo]H oA
o A4, 2%, 2 dxsto|mgolM ] 225 s, old FAHHAE =

=

o

A9, A, #HA, v, wkRAel A, 7
=]

_‘f_
A, zvhavhg(shredding), W ol W, B2, A9AY, WY

1 ’ %}\-1 ﬂ O 1
H|Fet7], w&, 7], 5571, 571, &34, 34 g5 9/5s dA7)E 23, ol dAHAE Ferh.
IR AAGE A, (S)-FZ2T29 F4E AAol&E e F4d Y +F, (RR)-SIOIEIFAFZEIL
o FE Aol EE e IE T 7 E/EE d2EIVEER] 4 AAolL&E e YE FF
TFog AHgste d=stolwH I dAE 22X XNuEe Holk oF 5%, Hojx ¢F 10%, Hojx ¢F 20%, A=
oF 30%, Ho%= °F 40%, HoI%= °F 50%, HAAE °F 60%, HoAE °F 70%, HAE °F 80%, HoJZ °F 90%, i
oF 100% H=&= olHg @t T Ao Aol o3 dAH= HY e Ao thE A WMEEY] 22— S
g 29T F JdT
S)-FraIee g4 YA EE e FdE I 75, RR)-FIOIEFAFZZ 29 e AA ol &5
TE 3gE 3% g/Ee dAERMEZ] 4d AAol&E e tE @ oo o8 dE
T AE 2F9 AR a9 SAPL: AL P R-9/39 (Neuropsychiatric Inventory-Clinician:
AvkAl 9 mE G AAARAEE deE-d3(WPI-0) B7F A= 2x 99; -9
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Z711717] 913 =AE 2 W (Compositions and methods for increasing the metabolic lifetime of
dextromethorphan and related pharmacodynamics effects)"#h= ¥AZ Herriot TabuteauolAl 2018 19 16
Aol ol m= 53] A9,867,8195 % 1L Aol v FxE I 53], wa 53 #)9,867,8195.9
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A zzsed b A¥E ¢ R T aMe B A9 (9H-PIEde mE R-PIEYed 489
S ootk wad, W% 58 A9,867,81950) A@H diEwdEZ] te % 0 Fob gylo] welo] 44w
F oot FrhE, vs 53 A19,867,819% 0 AWE ol P N8d £ e HHE 2 49 Fol
He) 9 WS Al gate] SAlE WA ow xuE 5 9

el ANHHt we

AAFE 1 FEEde B ool YAMIES @) dush PHoRA, Aol 956 ALl gAAL o
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= oeAE Egshe P

&7 A2 Fol 71 AL &l oF 40% A oF 60%21, .
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ER

3L
= T
HHE 2t=

19

AAEE 4. AAHE 19 dofA, Qzlo] (SH-FEru 2oz AFRE HA7 3=, Wy,

AEE 1, 2, 3 BE 40 JofA, 7] W]l Aok ¢F 60 ng/mll (S)-FZ23]29] CmaxE

AAEE 6. AAFE 1, 2, 3, 4 E= 59 oA, 7] WHol ()-FEZRIT L9 (.5 TUI} o R)-F=
2 AR A FAFgozHN TAEE R)-FZEZH 9] (9 Blaste] Hojm 5 F7FA7]E o a3%

, 4, 5 HEE 6ol SlolA, 7] ol QIZFellA Aok oF 500 ng/mL]l (R,R)-3F
= H
o

5, 6 & 700 2olA, 7] Wo]l (RR)-SO|=EEARZR L9 (,, & &
At Fo] (R)-FZEI 25 Az A Fojgoazn TAstE (RR)-FFIEFAFZZI L] (7 vlaLste] A
% 3u) F7HA7)E d &, Wy,
Bl 9. AAEE 1, 2, 3, 4, 5, 6, 7 T& 8 oA, T FErt 1Y 13 Fo5H=, P
AANGe 10, AAFE 1, 2, 3, 4, 5, 6, 7 T 89 oA, Fol FErp 19 23] FoEHE, WY
gl

11. 298 1, 2, 3, 4, 5, 6, 7, 8, 9 =& 109 3lojA, (R,R)-Fo|=FARLZ 2] L0] QlI7te]
g4 Toll A8 (R, R)-SFOI=FAFZ R L3} (S,5)-3o| EFAIF-L2u]&0] FiFo] Aol 97491, ¥

AAFE 12. AAYE 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 == 119 oA, (R,R)-Fo|EBA 2T L] X7
Hog FaI 944 55 AT d mayz el Y

AAFE 13, AXNFHE 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 =X 12¢] oA, (S)-FZzaLe] xaqHo=z
FaI g £ Aees U axEel iy,

1, 2,3, 4,5,6,7, 8,9, 10, 11, 12 T+ 139 olA], ¢lzto] (R,R)-3lo]=E A H
o9 XNEE FA=E =, WH.

AN 15, AAFE 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13 T 149 YojA], A7) HWHo| Q7oA
ZHol%= 9F 500 ng/mLY] (R,R)-SFo|=FAF- L2229 (.5 EAs=, U

1, 2,3, 4,5,6, 7,8,9, 10, 11, 12, 13, 14 E¥= 159 ojx, Fo] HE7} Zof

)
¢
z

e

13

o
AAEE 17. AAYFHE 169 JAAA, Fo FE7F Hojr A& 14 5 FAHE, WY
AAEE 18, AAIYFHEH 169 UAA, Fo FE7F Hojr dE 21Y 5 FAHE, WY
AXNEE 19, AANFE 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17 T= 189 oA, T4
7k (S)-F-Z23)2 °F 60 mg WA oF 90 mge Fate, WH.
AAEE 20, AANYHE 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18 T 199 oA,
Fo] HHrt Hojm dE F 8d Bk 1d 13 & 1Y 23] FAHESE, Fo 7l d 19 A 39 Fet
19 18] FoHar, ojojA Fof PEZF Hok g A% 49 UR 7Y %OJ 19 23] FoEE, 9.

AXNEE 21, AAEE 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19 =X 209 4]
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A, ol FEZE AHol: dE F 8 B¢t 1 13] E= 1 23] FolHER, Fof FEHIE A5 19 WA 7Y
S 1 18] FofHaL, olojA o] FErl Aok v AL 7 Tk 1Y 23] FoH =, Wy,

AAYE 22, AAHE 1, 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20 =X 219
AejA, Fof FE7F (H)-FZ23I) oF 70 mg WA <F 80 mgs Tk, WH.

AANFE 23, AANHH 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21 ®£=
220 QojA, F7] ol QIztol A Hok oF 70 ng/mL] (S)-HF-EZR2I|29 (& G5k, .

AlGE 24, AN
23l oYM, &7

ol [0

o2
~ =

2,3,4,5 6,7, 8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22 &
o] Azt A A ofm ©F 400 ng - hr/mLYl (S)-FZ 239 AUC. 5 B8k, .

AoIAl, 7] Wel Azkell Al oF 500 ng - hr/mL WA 2F 900 ng - hr/mL3l (S)-F

lm mz

A El 25, AATFE 2491
2329 AUC.E &

1, 2,3, 4,5,6,7 8, 9,10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
A, ol FE7E (S)-FrEve] AES Aleshs, .

AAYE 27, AAYH 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25 = 2600 oA, Fo] e} dAERZHEEZRS FUIE T3, UH.

AAHE 26, BN
o)

Bl
23, 24 T 2500 9o

AxHe 28, AANFE 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26 Haz 2700 QlofAf, Fol FEPZF (S)-FZ=¥2 oF 70 mg WA °F 80 m& TSk, WH.

AAEe 29, AAEH 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 27 = 280 QlofM, 7] Wel IZtell A Hojm oF 600 ng/mLel (R,R)-SFO]EFHAIN-LE
‘Tj,]%fq Cmax% DEP/Kg'B‘],_‘L::Y C}tl

AAZFE 30, AAHEE 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22,
23, 24, 25, 26, 27, 28 T 299 QlojA, 7] el A7keA HoJx ¢F 7000 ng - hr/mLl (R,R)-3Fo]| =5
A]—‘?—Eiﬁ]—%fﬂ AUCqu% %Aé 0]’1__‘, o]—tl]-lj

A FE 31, AAAE 3000 9l

ol 7] el QIZtell A Aol oF 8000 ng - hr/mLel (R,R)-3}o] =5 A4
2929 AUC-. 5 B, WU

AN 32, (5)-¥EEve @ giEsvEEge] 9 £E2 FPAYE PR, YrERESY 2
Holtw 956 Aol YU e oF 90 mg® (9)-PEEF L3} PrERES

o% ghd (9)-pree
w5 el Aurh Bad el Aok 19 18] 4
A HOlE oF 00 ng/ulgl (S)HEEALe C,F TAL, A7) o] (5

R)-FL2I &g gtols] Folgroms MAsE R-FIE7 e Cuoh nmste] Holw 3 F7HA171E o

ANRE 33 ANRE 3200 old, HiEzdEa@d (9)-FEadec HoE A% 8Y 59
FEROIHE, Wy

AAFE 34, AAFE 3290 YolA, HAERMEEB (9)-FEET 0] Aok A% 14U EF FEFOIH
£, .

AAGH 35, AAIGE) 320 QlolA, GARERVEEdR (S)-FZRIZo] dd Fo| FHRE TEFolss, W

AAEE 36. AAFE 33, 34 = 350 oA, Fof FErl Aok AL F 8Y wob 1¥ 13 EE 1Y 23
FolHEs | Fo] FEZE A% 19 WA 39 S 1Y 13] Fojuar, o]olx Fo] Fe7l Holx thd A4 49
A 7Y B 19 23] FojxE, 9.

AAEE 37, AAPE 33, 34 = 359 oA, Fol FEZF Aol A% T 8Y Tt 1Y 13] e 1Y 23]
FoEms, Fo FeH7F A% 19 WA 79 S 1Y 13] Folxar, oJojr] Fo] el Hojm by A4 7Y
T 1Y 23] FojE=, W,
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. el 32, 33, 34, 35, 36 & 379 Yo, (S)-F-EZZ2u]0] (S)-FZ23]2 ¢F 100 mg W]
A ¢k 110 mgs Fste Fo JuU2 FoAH=, WH.
AXEE 39, AAE

110 ng/mLSl, 9.

Bl 32, 33, 34, 35, 36, 37 & 389 oA, (S)-FEZZI29 (7} ARLolA Aok of

AAEE 40, AAFE 32, 33, 34, 35, 36, 37, 38 Wi 399 ol A7] who] Qiztel A Holm= oF 800
ng - hr/mL (S)-FZ 2329 AUC)-, & Edste, W

I

41. AXYE) 32, 33, 34, 35, 36, 37, 38, 39 EX 400 oA, (S)-FIx a3 o] (S)-FIZI &

AR 2}

of NS AlTats Fol FHz FoAx=, U

AAREE 42. (R R)-Blo|=FA R IR gl dregvEage] J4 $£FS PV PPoRA, giE
2 E2Y 9 Aok 950 Aol A o R g (S)-FZRIL Aok oF 90 mgS (R,R)-3Fo]=F AR
Zz3)es) drERdEZY £ gz X8} am} AAA Aol 19 13] AT FEFoSE WAE %
gstar, 7] Wyo] AzrellA Hojm oF 700 ng/mLel (R,R)-3FO]|EFAF-Z20]29] (maxs BASHaL, 7] W
Hol RR)-BOIESFARIZA L] (naxE FLF ¥ (R)-FZ22E AeA Fogomsn Washs
(R,R)-BFo] =F A F-Z 2 9] 2-0] Cmax} WlaLshe] Aol 3wl F7pA7]= o] &2l W,

AXNEE 43, AAEE 420 QdojA, YxrERZYEEdY (S)-REIZTRu Lo FHojx A& 8 Fo
TeFolEE, Uy,

AAFE 44, AAFE 420 glojA, GrERMEERI (S)-FERI|Z0] Holm dd 21 Tt FEFoy
=, 91y

AANFE 45, AAFE 42, 43 EE 440 QojA], SrEZYEZRT (9)-EEX 2T 0] B Fo FEYZ FF
Fojy= vy,

AAFE 47, AAFE 42, 43, 44, 45 EE 469 YoiA, Fol Fek Holw A% F 8 Bk 19 18] E
19 28] FoHES, ol FHIt A% 19 uA 79 F 19 18 FelHu, ojojq %ol FHst Ao the
14 79 ek 19 28] Folsl:, .

AEl 42, 43, 44, 45, 46 &= 479 oA, (S)-FZ2y|2o] (S)-FZ =T <F 100 mg U]
] ¢k 110 mgs Fste Fo JuU2 FoAx=, W,
AAHE 49, AAFE 42, 43, 44, 45, 46, 47 L= 489 glolA, (R,R)-BlO]|=EAREZ 229 (7} 27t
A Aol= oF 900 ng/mLSl,
AXNEE 50, AATE 42, 43, 44, 45, 46, 47, 48 FE 499 lolA, A7) W o] QA Holx oF
10,000 ng - hr/mLSl (R,R)-3Fo)|EEA| R T 2 u]29] AUC,.,S& BAsts, W

AAFE 51. AAIYE 42, 43, 44, 45, 46, 47, 48, 49 T 500 oA, (S)-FZ R Lo] (S)-RZ 2L
S AT Fo JHZE TR, U,

o] A=

ANFH 52, (S-FZEIES] dF FES FPATIE BHoRA, Aok 05k Al AR s
(S)-FZ2I| & Hol:m of 90 mgd (§)-FZ2]2 A57t Ba3t Azt Aol 1% 13 A7 Fofdhs @7
& EFstal, A7) el Aol of 20 ng/mLOJ (S)-FZ2929] Cning Gk, 471 el (S)-FZ2y]
9] Cning TAF Fo] R)-FIZRI2ZE FFHshs Fof FHE R FAFoa=A sk R)-FZE2

&9 Gt vlaste] Folw 3u] F7HAZIE W EIbAQ, Wy,

AN 53, AAFE 520 glojA, HzERdE=SI (S)-FIZRIEo] HojE A& 8d et
TEFolEE, .
AAFE 54, AAFE 52ell SlojA, HMAERMEERI} (S)-FZRI o] Hojk A% U Tk TR
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[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

SIHS31 10-2024-0091043

=,
AAIGE 55, AAFE 52, 53 T 5400 oA, HAEZWEER (S)-HLEu|Lo] g Fo] JEHE FF
FolE =, .

A FH 56. AAIFE 52, 53, 54 H= 5500 SlofA, Fof FEP7F Aok A% F 88U ok 1Y 13] e 1Y
23] FHES, Fol FHrE A 1d A 39 st 1 13] FoHar, ojo]X Fo] FEIt Hol= tg A%
40 A 7 st 1 23] Fold=, W

ANFE 57. AAFE 52, 53, 54, 55 T 5600 flolAl, Fol FEZE Aol A% F 8 ok 19 13 EE
19 28] FolHE, Fol et A% 19 WA 79 F 19 18] T3, ojo]q Fof Fujsl Holw b
AL 79 T 1Y 23] o=, WH.

MAIYH 52, 53, 54, 55, 56 T 574 oA, (S)-HFEZ2H o] (S)-FXZ23 <F 100 mg U
°F 110 mg% Hsle Fol JER Ty, W
M Al e 52, 53, 54, 55, 56, 57 HwE 58 UolAl, 7] HHol QIztelA Hojx °F 110 ng/mL
?_]_ (S)_EAEE—‘T}‘]%‘OA Cmdxg = OO}L_ HC}tg~
AN e 60. AAFE 52, 53, 54, 55, 56, 57, 58 X 599 SlolA, A7) Hbgol QxbelA Holm <k 800
ng - hr/mL?l (S)-FZ 2T AUC & EA3tE, HH.

AAGE 62. RR)-3IOIEFAFZ2I 2] Y FFS PP PHOZA, Ao 95% Aol H A4
o7 gk (§)-FEZRIR AHojke °F 90 mgS (R,R)-Slo|=FAFZRIZ o R X87F gk 3t A 4
ok 149 13] AT Foste GAE EetaL, A7) ol QIztel A Aok ¢F 700 ng/mL?l (R,R)-3Fo]=FA]
FER29 Cning AL, 7] WHol RR)-FOIEFAFZEF 29| Cning YT do R)-FEZ=I
S QA7 A Folgrogm WAEE (R,R)-SHIEEA BRI T 0] (nind} HwEte] Holw 3u] Z7A7]E 4
ayA<d, W,

AXNFEY 63, AANFYH 620 o}, HiERME=ZRI (S)-RIaILo] Hox dE 89 Hgh
TEFAEHE, B

HAAEH 64, AAFH 620 oA, G2ERZWEZRF (S)-FL2I o] Aok A& 219 &t TEFA 5
=, UL

AXEE 65. AAFEE 62, 63 = 640 glojA, HAERWEERY (S)-RIEU Lo ¢ Fo JYE FF
Fol= =, Wy,

A HE 66. AAFE 62, 63, 64 == 659 oA, Fo FErl Aolx A% Z 8Y o 1¥ 13 = 1Y
23] BAHER, £ 7l A& 19 WA 3Y 5 1Y 13] Fojxar, olojx] o HE7l Jojm ofS A
49 WA 7 FoF 1Y 23] FojE=, WY,

AX e 67. AAFE 62, 63, 64, 65 T 6601 olA, Fol Hejrt Hojx A% F 8 o 1Y 13 T
19 23] FAHEE, Fo FH/E A% 19 X 79 Bt 1Y 13 T, oA Fo FEHr} Hox v
AL 7d B 1Y 23] FoE=, .

AAGH 68, AAFH 62, 63, 64, 65, 66 Ei= 670 AoJM, (S)-F-ZEI|o] (S)-FZEIE o 100 mg U]
Al oF 110 mgs Fiate Fo Mz FoAHE, B

AN 69. AAHE 62, 63, 64, 65, 66, 66, 67 E 686 ol A7) o] AzkelA Hojm e} 900
ng/mLO (R R) O}O]E }\‘I‘%LEEE]%Q Cmax% %Aévs}ty O]—\:l

AAFE 70. AAFE 62, 63, 64, 65, 66, 67, 68 H 699 oA, 7] o] Hojx ¢F 10,000 ng -
hr/mL?l (R,R)-3le] ESA|F-Z 2 3]29] AUCO-12& @/d3te, Wi,

AAEE 71. AXNFE 62, 63, 64, 65, 66, 67, 63, 69 L= 700 A, (S)-FEZZTLo] (S)-FIZIL
of MAES ATt Fo FEZ FoAs =, Uy,
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[0269]

[0270]
[0271]
[0272]
[0273]
[0274]
[0275]

[0276]

[0277]

[0278]

[0279]

[0280]

[0281]

[0282]

[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

SIHS31 10-2024-0091043

ANGE 72, A7 FFAAACNS) s Xzahs PHoRM, N84 FazFe] Fojx o 95% Aol
AAAH R £33 (9)-F2Rye 2 dreEREEds ¥3stE Fo JHE Aol A Foldte] NS Aol
g Ag3e dAE £3ee Y.

ANGe) 73, AAGE 7290 JoiAM, NS Fojrt 58 EsHE, W,

AANGE 74, AAFGH 726 AoIA, NS Foll7t A8 AP &S 2=, .

ANGE 75, AAFE 7200 QolA, NS Fel7} S5 Fol e e, W

AXNEE 76. AAFE 720 QlolA, NS Fol7t Y= F5& ¥3ehs, W

AN 77. AXFE 720 QlolA, NS Fo7} dmE FES xIelE, WY

AN 78, AAFE 7200 QQolA, NS Foll7} d=slolw S Eeksls, Uy,

AAGE 79, AAIGE 72, 73, 74, 75, 76, 77 Ei= 789 o)A, Fof Herl AA, HEA B AlEAY ¥
B, Wy

AAEE 80. AAFHE 72, 73, 74, 75, 76, 77, 78 X 799 dojx, Fo ez} izl A AT Foly

rr

AAEE 81, AANFE 72, 73, 74, 75, 76, 77, 78, 79 HE 800 YolAl, Fof FEs} Azt A wid AF

AXEE 82. AAEE 72, 73, 74, 75, 76, 77, 78, 79, 80 = 819 olA, Fo eI} Azt A 1Y 13

AXEE 83, AAFE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81 EE 82¢] oA, Fol FE s} QztelA 1Y
23] AT FoE e, WY

AASE 84. AAHE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82 X 83¢] oA, T FErt F24 A
g 3}

72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83 Wi 84°] oA, Fof ey} 2o

2l
of JAZFelA A7 FoAs=, .
e
A Az A B FolE=, WL

AN 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84 X 859 golA], Tl eI}
1

00 mg WA <F 200 mge FHrabs, W

AA e 87, AAGH 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85 Ei= 860 oI, Fo
B7b (S)-FZ 232 oF 104 mg WA oF 106 mg THFahE, W,

AAHE 88. AAYE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86 KX 879
7 (S)-F-Z23-e oF 148 mg WX oF 152 mgd &3t wd,

o4, el

AXNEE 89, AANFE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87 X 889 QlojA],
(S)-F=Zzrulm dAeERMEER 5 T} o e Fo Jd=, Y.

AAYE 90. AAYE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88 KX 899 o]
A, T FEph daERMEZY oF 10 mg WA oF 50 mge sk, WYL

AXNEE 91, AASE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89 HEE 909
AojA, Fof eVt grERWESR oF 44 mg WA oF 46 mgS TAohE, WH.

AXNEE 92, AAYE 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90 EE:
919 QoA , Fo Hejrt Wekdo] -3k (well tolerated), .

AAEH 93, drEZWEEZY 3 58 FHAIIHA (O)-FEZRI FUtE 49 S

S2A, AEAH FaHY Hor oF 95% AL EZAL LR e (9)-FEEHe Y drEIRMEEgS
Fo] ge& Fxay2ozo Xarl adt A Foes dAS 23 W

AAFE 94, AAFE 930 SlolA, 7] WRlol, A7 Fol dAv] FEeyes Fo|d wjot Hluste] &

oy =
E3et=
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[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

SIHS31 10-2024-0091043

= a
A EE 96. AAFE 93, 94 = 9500 i, 7] WHe], FAI ¢
0_;‘ %7}’% (S) y?”i«‘JQJ AUCO 12§ DL/HO}‘ ] 3‘7’}‘@1?_, Hc}%.

AAFE 97, AAFE 969 QA , A7) HHe], LS &
Al 24 BAEE (R)-FIZE23 29 AUC.,,RTF Hojx 3uf =&

AAFE 98, AAIFHE 95, 96 W= 97 dolA, Fol FEZF Aol AL 88U Eot Aok 19 13] Fou+=,
e

AAFE 99, AAFE 95, 96, 97 = 98 QoA Fol FE7F Holm AL F 8Yd ¢ 1d 13 e 1Y
28] FolES, %ol Fesh A% 19 WA 32 FU 12 15 FoH, olo Fo] Feh Aolx thg A%
18 WA 79 B0 18 29 FASE, Y.

AAEE 100, WA ol ¢k, AAFE 95, 96, 97, 98 H= 999 Fof FHH.

AN 101 Holw o o5 ASAIALANeR E5e R-pEases drELEens s ¥
o FHmA, A7) Fol U Aol BT Folsh Aol AR Fo| (9)-rmevied AT 3o 9
EodEene g A2 Fo GuE A7 Folsks A vse e ditadEzas 99 4%
of T7tE &F4E AT, F9 Fd

ANgE 102, AAFH 1010 el A Fol Feh ®-FTZae ok 100 mg HA ok 200 ngd
sk, Fof FH

AAEE 103, AAEE 1020 SlolA, 7] Fol FEZE (R)-FEZRI2 °F 104 mg WA °F 106 mgS
Frehe, Fol Ao

AAEE 104, AAFE 1020 QoA 7] Fol FEZE (R)-FEZRI2 °F 148 mg WAl oF 152 mgE
3ol Eo &

r:v‘ITO]'L_y _l"oq ]

AAEgE 105, AAEE 101, 102, 103 T 1049 oA, A7) Fo Fe7l dAE2vEEF oF 10 mg WA

ANGE 106, AAGE 10501 oA, AV Fo] FEHYE HAERvESR oF 44 mg WA F 46 mgd
T = S

sk, Fol AH

AAIEE 107. AAFE 1010 JAA, 7] Fof FErF R)-FZ29L < 100 mg WA F 110 mg 2 9AE
2 E23 ¢ 40 ng WA < 50 mgs ok, Tol .

AAFE 108, AAIFE 101, 102, 103, 104, 105, 106 E& 1070 SlolAl, 7] Fo] Fejrp AzrelA mjd
AT Foue, Fo .

AAFE 109. AAEH 101, 102, 103, 104, 105, 106, 107 = 1089 oA, A7) Fo e 7} <1ztolA 1

A A

A 13 AT Foy e, Fof IFH.

AAEE 110. AAEH 101, 102, 103, 104, 105, 106, 107 ¥+ 1089 oA, A7) Fof FE7t A7l A 1
A 23] AT FAy e, Fof IFH.

A 111 2496 100 E 1100 1A, 471 Fel e Aol % 89 S ol

]

Akl A

AA e 112, e_u] B} 101, 102, 103, 104, 105, 106, 107, 108, 109, 110 FEi= 111 dejA, Fof Fejr}
% AZFAA A+ Fofs=, Fo IH.

AAGHE 113, AAGH 1110 lejA, d7] Fol FEi7t, o] Fof JH

ol

A% 82 F WY AT Fol@A 8

il
4B

_37_



[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

SIHES 10-2024-0091043
gzpe] A7ro|A] Hojm oF 80 ng/mLe YAEZWEEZ3] (.2 SAASE, 5o 3.

AAEH 114, AAFGE 1130 oM, Z7] Fof FEZE AlRAl, A, A, AZdo] T 24X 9
o

=3
=
AAEH 115, AAIGE 113 B 11400l lofA, 7] Fof Fej7t ol dam sk A7elA AL Fole

A G 116, AAFE 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113, 114 Ei= 1159
AL 871 el FEE ol AR Sk QA Y] Ee VIAE AR s AR EE, Fol JH.
AN e 117. AAFE 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113, 114 == 1159]

SholA, A7) ol FE7h olE daw st QA ST dstaly] fs) A=, Fol I,
AAFE 118, AAIFE 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113, 114 == 1159
SolA, A7) ol FE7h ol2 daw st QklelA T59] A8E S AHEEE, Fol JH.
AAFE 119, AAFE 101, 102, 103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113, 114, 115, 116,
117 3= 186l glolA, 7] 7ol Fejrt Aztkel A Fold uwf wjopdo] 43, Fof FH.
= WHOoRA, Aol of 954 727l

dAH o &5 R-FIRI2 GAERVEERS s Fo S Aol Foldes dAE ¥

o Fo] HrERVEERS FHets Fx AT

AAEH 121 AAEE 12000 3leiA, Fol FEzE (R)-F-Z292 oF 100 mg WA oF 200 mgs Frobes, W
.
AN 122, AAFE 12000 3leiAM, Fol FEZE (R)-F-Z2Y2 oF 100 mg WA oF 110 mgs Frohes, W
.
AN 1230 AAEE 12000 3leiAM, Fol FEi7F (R)-F-Z2Y2 oF 148 mg WA oF 152 mges Frohes, W

I
rlr

AAFE 124, AAFHE 120, 121, 122 1239 gJojA, Fof e/l dA2EZHEEZF oF 10 mg A 9F 50
H

AA e 125, ANFH 1240] 2loiA, ol Felsh diERWEE oF 40 ng WA oF 50 ngd THae, ¥

AAFE 126, AAGE 12500 goiH, Fol FelZk (R-FEZ3 e oF 100 mg A OF 110 mg % HAEREE

2% °F 40 mg A °F 50 mg® ek, W,

127. AAIYFE 120, 121, 122, 123, 124, 125 H& 1269 doA], Fof FENZt w2 A 3o A1t

128. AAIYH 120, 121, 122, 123, 124, 125, 126 Hi= 1279 QlojA, Fo Fert dlekdo]

AAGE 120, AZeIA FFAAACS) ANE Az PHomAl, NaH FEPe] Aof® of 056 AL
NHRAAHOE 5T (5)-FZEH & TP Tol FuUF AglA Folste] ONs FoNE At WA
Egela, A7) Aol PiERMEWE Fou e, wy

129 H3= 13001 AoM, NS Fol7h A5 AR $-25& £k, W,

==
N
=
off
it
ol
2
r o
%
oL

2l 2l
2l 2l

AAFE 132, AAIFE] 129, 130 T+ 1310l doJA], (NS o
2 B 1320 glelA, ONS ezt Uzd S5, W,
2l 2l

132¢] SlolAl, NS Hell7} dme FEo), .



[0332]

[0333]

[0334]

[0335]

[0336]

[0337]
[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

[0349]

[0350]

[0351]

[0352]

SIHS31 10-2024-0091043

AN 135, AAFE 1329 Qo]A], NS ol 7} d=Ffolmuel W

AAFE 136. AAFE] 129, 130, 131, 132, 133, 134 T 1359 golA], Fo] FHEr) (9)-F =23 L o]¢]
o] &4 o AAE FHEA &, W,
AAEE 137. AAFEE 129, 130, 131, 132, 133, 134 T 13590 YA, T4 g7} (S)-FEZ2u o]
o] Q1o A <3t AAE 0.1% H|Rro R &30, .

AAFE 138, AAIFE 129, 130, 131, 132, 133, 134, 135, 136 T 1379 o)A, Fo ezt AA, #BE

AAEE 139, AAFE 129, 130, 131, 132, 133, 134, 135, 136, 137 T 1380 QoA Fof ey} <zt
ANA Y AT FolE=, W

AAFEE 140. AAIFE 1390 holAl, Fol FEjrt bl Al 1 13] AT Foiw=, Wy,

AAFE 141, AAFE 1390 lolAl, Fol FEjrt I3l Al 1Y 23] AT Folw=, Wy,

AAFE 142, AAFE 129, 130, 131, 132, 133, 134, 135, 136, 137, 138, 139, 140 =& 1419 QlolA, &

of FEi7b w2 A shell QIZFelA AT FolE =, Y.

e 143. AAFE) 129, 130, 131, 132, 133, 134, 135, 136, 137, 138, 139, 140, 141 T+ 1429 919
q, Fof W7k AolE A4 82 Bk vjd Ag|A AT FoiH, Wy,
Ay

2 144. AA e 129, 130, 131, 132, 133, 134, 135, 136, 137, 138, 139, 140, 141, 142 ¥+ 1439
Q1M ol FE7E (S)-F-Z23]2 oF 100 mg A oF 200 mge b, WH

AA e 145, AAEE 14400 AA, Fof eyt (9)-F-Z 29 oF 104 mg WA oF 106 mgs FHate, W

AAFE 146, AAFE 1440 glojA, Fol FEjrb (S-FZEI2 oF 148 mg WA oF 152 mgs rohe, W

AAGE 147, (9-FEEN L BF $E FYAIIE PHonA, NRA FEF Holw of 056 Lol
HAANH R w5d (H-REENLS Tshy HrEdEZR P ol Fge Rraveozd Aw
b BaF Azl A Folsts wAE TS P

AN e 148, AAGE 1479] oI, A7) el (9)-FELEI L) G E FAATIE W &HRA, W

[}

ANGE 149, AAGE 147 = 1480l 9loiM, 7] W] (S)-FZRVEY GuE TdF F R)-FEZ=
28 i Fo duHE AzbA Fogozn dsE (R)-FEZ29 29 (9 vl ol 38 F
ZWN = W &3Eel, 9y .

AAEE 150, AAFE 147, 148 EE 1499 oA, 7] wHo] (S)-BIZ 23] L9 AUC .S FAA7]|E o

.

folr
i
Ja
o

Al El 151, AAIFE 147, 148, 149 T 15000 delA, 7] el (9)-FZT 2929 A5 $d3 &
2235 ee FRes Fol FuE Al Folgoms WASE (R)-FEZT L9 A s}

lo >
> =

|

x

o Hoj= v FT7IAI7I= ol add, W

AAEE 152, AAFE 147, 148, 149, 150 TE= 1519 YolAl, o Fe7} Ho £ 8 Fob 1Y 13 &
o= uhy,

AAGE 153, AAFGH 15200 deIA, AT ol FEZE Aol % T 8 e 19 18] Ee= 14 23] Fo
HEE, A7 Fo Ut A5 19 WA 3d Bk 1Y 13 FoFHar, olojA] A Fo FErF Hok: oS A
% 4d WA 79 ok 1Y 23] FoyEE, WY

m

AXHE 154, AAFE) 147, 148, 149, 150, 151, 152 H3= 1539 Fof Fejzt vekdo] 538, Fol .

e

AANFE 155, (S)-Fxauee 4 £3S

FATIE B ORA, Aol 95% Aedol AR =
(9)-F-Z2y2 Holx o 90 mgd T3k g

T 7o FHE ()-FZRY2Y grERMEIFORY A

o, oo
e

of
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[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

SIHS31 10-2024-0091043

o AZelA B Folsks dAE Edetal, A7) Wlo] QzkelA AHolx °F 90 ng/mLl (S)-F-Z =]
¢ 7371 ol (S)-HEZEI2 (G,E §UT o R)-FEZEI2S ek Fol dH

ARt A Fooen dAst= R)-FZE2I29] (ot vlalste] Aol 3u] F7HA7]= dl &b olaL,

[

1el 156. AAFE] 15500 doiA, A Fol FE7F Aol 15 8wt Folu=, Wy
15 e) 157, 243 T o A% % 8 T 19 13 ®m 19 23] Fo

AAE 158, AAFE 155, 156 i 1679] QoA Fof Fezk (S)-RE2se ok 100 mg WA F 110 ng
2 Fhshe, P

EPA

Aoz g (5)-FZudE Aol o 90 mge Fis
~ERYE=Zgo g Xu7t dagk QA AT F

= 1
ng/lel (RR)-3Fol BRARZEH &0 (W F BATE, 47 Yol RR)-Fol=BARIZ L9 (,F FY

i3

o] Cuax®F WlaL3ke] Aol 3uf S74A7]= ©

o

EPA

DA

>,

o Q9

o mx
S~

ek Holw b A% 42l
s

18l 159. AAYE 155, 156, 157 T+ 1589 JojA, (S)-F-Z 2329 (. 7F AZrA Holx= oF 110
13 E 160. (R,R)-3lo]EFA LRI F & A7
Wil Aol ¢F 90

o] (R-FrEIALE Fhots ol P
1

1 el 161. 2AIFE] 16001 U

o] T 54
18 162. AXNEE 1610 oA, AT Fo
] =9t 1

=
19 23] Fojs=, Uy,

oo
fu)
—
o
&

. AAEE 160, 161 = 16200 lelAM, Fol FE7E (S)-F-Z =Y

i

rlo
2
—
[e)
(e}
=

=

=
2
2
—
o
(e}
=

&

i
o
Q‘L
rir

e oy @ z%
Lo Uy

>

(&2}

=

1t

&

fetl

,

fo

g

g
el
k)
—

o, -
28
kA
oo
o,
24
ES
>

lo,

o, £

2N, ofh

2 b=

y -

[

o

M 2

ot

o

N

0,

H
—m

A

AAEE 167, R)-FEZ2IE Y grEmvEadks XFets AT Fol FERA, 37 Fol FErt A3k
Al Ao A& 8d eob vid A ol W 8AAA o) QIRbe] BiERMEER] Bt CuE Aol 25%
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Z7HA1 714, AT Fo FEr) A FEZauo g FU3E o] F ey UG o drER
HEZRS R8s, T 5o FE

AXNEEH 170, R)-FZ 23 2 dreEzvE2yS I3 AT Fo] FUEA, A7) Fo 7}, 27kl
Al Aoz g 88U Ft wid AT FolE uj, 8AAPA e 7t diEZWESRS HF Cp,F Aol 20%
Z7H71a, #FZ2 AT Fol vl gAv REZRy 2oz Fd3 o BRI guly FUA3 %o girER
HEZRS {3, A7 Fo

AAFH 171, 142k B 8YzatolAM e drEZvESRe] % £FS YAV YHOZA, (R)-FIL2Y
23 GAEZWEERS JH3leE Fo] P, QoA Holk A4 8d o i AFy T u), Fx T
o ﬁm%— 73? T3l ﬁw:} 29 22 A FoJsts dAE xdsta, A4y Fx Fo Ut

AARE 172, Fol FH F
166, 167, 168, 169, 170 &

AAGH 173, = Fof dH 79
165, 166, 167, 168, 169, 170 Ei

AAIYH 174, Fo] FEH7} (R) 1%4&«4% °F 100 mg W= °F 150 mgS Ffrsh=, AAIPE 164, 165, 166,
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AAFE 175, AAIEE 1740 oA, Fo 7l (R)-FZ232 2F 100 mg WA F 110 mgS i3t
o e & U,

AXNYEH 176, Fo] FHrt AAEZdEEg oF 10 mg WA ¢k 50 mgs &=, AAFEH 164, 165, 166,
167, 168, 169, 170 L= 1719 Fo g m= wpbd |

s

E
T

AAFE 177, AAFE 17690 JolA, Fof Fert dAEZMEE oF 40 mg WA oF 50 mgS i3t
of e e Hh .

AAHH 178. Fo] &
173, 174, 175, 176 %

rlr

L=
AT Fos =, AAFE 164, 165, 166, 167, 163, 169, 170, 171, 172,

AAEEH 179. Fol ey 19 23] A4 FodE=, AXNSE 164, 165, 166, 167, 168, 169, 170, 171, 172,
173, 174, 175, 176 =¥ 1779 Fo] e e Wby,

AAFEH 180, AAFH 178 &= 1790 JolA, Fof FE7l o= A% 8Y w9t AT FAEHE=, Fo FH
=

AAEH 181. AAFH 1800 dolA, Fo Fejrt (R)-F-Z=3L ¢F 100 mg WA °F 110 ng 2 P=ERFE
23 oF 40 mg WA °F 50 mgs ok, Fol FEH e U

AAIEE 182, AAIFE 180 & 1819 oA, AT Fo FEIE, o] Fo FHE A% 8Y Bt wWid AT
Fol @A ARl AZFeA Ao oF 80 ng/nLe] YAEZHMEZF] Ht (5 B, Fol FH == L
H

.

o 183. AAFE 180, 181 Ei= 18200 oA, Fol FeNsk AUA, AAl, WA, 2zdlo] Ei 24
e e

AN 184, 7] Qelel ANFH Fol YejF olF WAR s A Fojste WS Egehe, A
B74A1 efel Am W
AAGH 185, 7] dele] AAFHEHe Fo FEHE ol& LR sk RIZtAl Fojshs WAE Eddshs, #
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AAFE 187, 7] dele] AAEEH ] Fof JHE ol FaE sk RtelA Tt dAE

3 SFEL -
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AAFE 188, Akl Am WHOoRA, Ho® 954 ALl FAAH R FFT (S)-HITEILS sk
Fol FeE (S-Fruyveor Ngd & e HHE 2k A 14 13 E+ 23] 45 Fosts dAE
EFskaL, FolHs ()-FERI| ] Fo] TUF WHel tiE vUdT kS Az A FoAd F de
ghAllu] T zu) o] kel of 20% WA oF 70%0] H=F e, W

AAEE 189, (RR)-Blo]|=FAF-Ladee] Agdor Fad d FE5 Aeshs PHoRA, Holm 956
Aol MMOE FE (S)-HZEIALE RP-FIEFAFZRI 2o R 87t A A7 A 1Y
18] T 23] AT Fojske 9AE Edetal, RR)-FOIEFAFEZRI| ] QA7ke]l R Fo EAEhE
(R, R)-BF| EFAF-Z 29 23} (S,S)-8fo| EFA F- 22 9] 29] Fako] Aok 97%c]al, 7] Wyo] A7kdlA A
o]% 9F 500 ng/mL¢l (R,R)-&Fo|=EARZ 2] L9 (.2 dAd=, I

AAEE 190, QAzke] Am WHemA, Aok 95% Aol ddA R EFd (H-FIZRIS Fshs
Fol g (H-Frayeore Xurt Bad Azt AT Foshs dAE ET@sta, (S)-FEZEuo]
NS AR A AHEHE AT B AA, B,

AAEE 191, Izt Aw WHoRA, Aol 95% ALl ddA R S (9H-FEZ I o 50 g U]
Aok 100 mge FHrete Fol FHE (H-Frzvore Anrt B8 AzlA 1Y 18] =& 28] 7 F
o3l wAE et U

AAEE 192, QAo Aw WHoRA, Aok 954 ALl dEAN R £ ()-FIRILS Fshs
Fol FEHE (H-Fruveore] Aurt Bad AztelA 19 13 ®i 23] AT Folshs WAE EFea
71 el Aol oF 60 ng/mLel (S)-HZ=I 9 (T VA=, TN,

AAEE 193 Q1] Aw ot

i=1
o FeE (9)-rxadeore) Arst B A 19 13 E&
RR)-Sto| =5 A 23] eo] Qzke] 8 Fol EASHE RR)-she| =% A
2380 Fe] Mol o7ael, .

AAFH 194, R R)-Slo|=FAR 22020 Agdor Fad 97 &5 Agds PHeEA,

A, Aol 958 Al AAT O £5F (5)-PIEY L
8 %

AgAoldAAZH 0B £53 (H)-HEZRYLS (RR)-Fo|=SARZRI 070 g7 Qs oztdA 1Y
lﬂ = 28 AT Foste dAE XS }1, (R, R)-BIO|EFA|E 22 a0 QIzte] HA Fo EAs=
R)-Blo|EEAI R Z 227 (S,S)-so| EFA| 2220 FFo] Aol 97%21, WH.

AAEE 195, (R,R)-Slo]EZA|F L2 29] xqdqor Fast 84 ¢35 AFste YHOoRA, *4011: 95%
Agol AR R 48 (H)-FZ2I S (R,R)-FOI=ESAF IR 2029 g7t BR3d A3k A 1Y
13 == 23] AT Fosle @AS Edsta, A Wio] Azt Holx= oF 500 ng/mLel (R R)—o} [R=S=2
Haxanee (.2 gAsts, 4.
AAEE 196, AAFE 184, 185, 186, 187, 188, 189, 190, 191, 192, 193, 194 HEx 1959} & o] 4
7] AA ol doix | dirERWEZR0] QoA Folux] gk, W,
AAFEH 197, QA3re] B WHOoEA, Aok 95% AEoAAANH R £ ()-FEZ2H28 i3
Eo] g2 (§)-REZeueoge a7} B3 A7t A 19 13 wi= 23] AT Edd= GA=S xdsn
A7) Wo]l Holx ¢ 70 ng/mlel (S)-HE 2329 (.2 dAlshs, U,
AAEE 198, A7Fe] X8 WHOoRA, Holk 95% AL FolddAHon Fdt (S)—#ﬁiﬂ—'@Q shshe
Fo gHE (-FTZ2y2029 g7l s QA 1d 18] & 23 AT Fodle dAE X8t
A H

H

o] Aol °F 600 ng - h/mLYl (S)-HF-Z23] 9] AUC-pE B8k, Ui,

T URoRA, Aok 95% AGoldAAN R &5
iﬂ%giﬂ A57F RF A 1d 18] ®== 23] 4

_42_

B (9)-RLEI L
T Foste dAlE



[0397]

[0398]

[0399]

[0400]

[0401]

[0402]
[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

SIHS31 10-2024-0091043

A7) ol Aol oF 800 ng/mlel (R,R)-SHoEBAI R Z 25 &0] (& BAsHE, W,

AAFE 200, A7ke] AR PHOEA, HolE 056 ALFOPAANOE 25T (9-PEETLS Fhoks
Fol e (9)-FrEveon] Aastk BaF Azl 19 18 EE 28 T Folsh: wAR Eg,
A7) wpgol Aol oF 8,000 ng - h/mlel (R,R)-3Ho] SHA R E 23] &0 ALCy . E BT, B

4 2 oPgoRA, Holw 95¢ ALgold AR 5E (9-PLEI LT i
ol HE () FEEsieozel And T A 19 13 £ 23 AT Felde BAE e,
37) Wpge] Mol oF 90 ng/uLel A ERFo| =R AR LR L0 (& BAtE, B,

71 % =

ANGE 202, QI Am WHORA, Aok 5% A GoldAAN R Y (S-FZEIE dfete
* %ﬂ%—&%%ziﬂ%giq Ag7k Aadt zbelA 19 18] E= 23] F7 Fojste dAE ®3Heta,
371 ol Aok ©F 1,000 ng - h/mLl B ERSFIEHAIEZ 2920 AUC & DYshHs, WY

4 . B OPHoRA, 4ol 056 ALPIYIAAOR 5T (S)-PLR)
ol BHE (3)-REEsEozel Ansh AL A 19 13 iz 23] AT Felahs WA Lifsh
47) el Holw o 450 ng/nle) Ed Q.stelSRA R LR L9 (. BT, B,

A . = omA, Aok 95% 7ol dAAA R =t (9)-FLEIAXE Fidte
ol P (S)-FrRueozol Aart ok Azt 1Y 13 wE 23] 4 5

g Mol Holx= oF 5000 ng - h/mLel E# 3 o] =F A 1L 2529 AUC, .=
AN 205, AHolm 95% Aol dAAA R £ (S-FZrIES Eddshs Fo| FH.

A E 206. AAGE 20500 elA, (S)-FEZEIZ oF 100 mg WA °F 200 mgS b Fol .

A 207, delel A7) AAGEe gloA, 47] Fol Fek (S)-FZzue olslel ddolel B4 ok} A
A 0.16 vwkow ks, Fol .

AN 208, dole] 7] AAGE Ol QlolA, HAERMERRS Ut e Fo] dH.

AAGE 200, AAFE 2089 glolA, 37 Fol Felh @rEZdE=w o 10 ng WA oF 50 g
ek, T 9

AAEE 2 HAIEE] 205, 206, 207, 208 Wi 2099 o] FEHIE FERIIR E= oo gARtERS] AR
7 am POﬂ A Felahs WS TS, (9-VLEe Ei ol gaitEel 4 FEL FRAAE
W

NG 212, gJelel 47 AAFH gdoiA, 7] o] (9-FLENLI (W FAF ¥ (R)-FLE

o Fo dHlE A A FoAFe =N WA= (R)-F-ZEI 29| (9t Blalste] Aol 3uf 7}
AAEH 213, Aol 7] AAEEel lolA, 7] Wgel (S)-FEZ eI AUC-,E FEAI7I= d &b
H
H

AN 214, Gele] 7] ANFHG] gelA, 7] Wel (H-RLEIL A F FAF Fo (-1
2928 st Fol FHE AzkolA Folgomm wAss (R)-FEE &0 AC, sk Hlaste] Holw

AAGHE 215, el AT AAGHel leiA, A7 Wl (RR)-SHO|EFAFEZREY 9] (5 FATI=

AAIGHE 9lelA, 7] WRel R R)-SFOIEFAFZRIE CpE TATF F

=
R-FI2A S FHoks Fol FujE Aol Folgozn BAshe RR-SH|=SARI25 29 (%
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AAGE 217, defe] A7) AAGEl oA, ] Wlel (RR)-Slo|ESAFZR IO AUCeE FEATI

= d =
AN 218, AAFE 130 oA, 7] WRiol (R,R)-St]EFAFZ 229 AUC 8 T2 & (R)-H
=2 Froke Fol FHE A3t Al Fogto =y BAshE (R, R)-SFo] =S A -2 23] 2 9] AUC)- 129 H| 1L

AN 2210 AAFE 1600 gloiM, AAA EZE 2510, W

ANFH 222, FrEmdEage] @4 $EL /ML PRoRA, R)-FEeen giEad ezl
E4Eg daErdEsge o3 A8l Bed el Fosks @A T, R)-FERIE0] Hol
= 95% Aol AAAA R +=43, v

ANPeE 223, AAFH 180 QolA, girERWERRE (0 U Fo| (H-RTEILT AU G o
2EZWEE3S Fold w9} nwsle] Holm 20% T7tE =, W,

AP 224, ($)-F T3 L
CORELEEER A

filo
-0,
=
o
— e
o)
2
di
Sy
ol
ol

= o RA, Holx 956 AL dAAH R £
S AT Folste dAE EstE .

AAEY 225, (R)-FEZ239L7 (§)-FZ239L & o
Aol A A o7 £43 (S)-F: 5}-9-5 = o]
(R)-F-ZZI L9 Cpt YT ¥ 2in FEZ RIS QIto A Fodddozn LA & v (R)-FZ=F
28] Cax®l 20% oJHil, .

o=, Aolm 950 ALAoldAAH o 543
st WA EFbetal, (R)-FZ =329 AUCe7t
S QA FAFgozA AT F dr R)-FEZ2I29 AUC9 20%

AAYFE 227, FERILSS QIZEY] A dddts WHoRA, Holm: 95% Aol AAHOR &g
@%%EEﬂ%%-@%a%fﬁﬁ%ﬂ%—ﬂﬂﬂﬂ?&%%@ﬂ%%ﬁﬁéizéi (R, R)-BFo| EFA| F- L2 9] 2
o] Cp?t LT Fo] A REZ2I] LS Qb A FoFtomn BT F 9l (R,R)-FFOI=ZA|RIT 2|2

o] Guax®l 20% oJWiQl, W,

ANFe 228, AP 224, 225, 226 T 2270] UolH, (S)-FEEI o] HolE Ak 8 Fb FolH,

.

ANGE 220, AN GE 2280] Yol (S)-FEE] o] Holw A% 14 Fok Folu, W,

g

ANFE 230, AAPE 224, 225, 226, 227, 228 T 2299] UOIA, Fo Fejrk (H-FZEIL °F 50 ng
WA oF 150 mgs FHrshe, .

AEl 231, AN 224, 225, 226, 227, 228 i 2290] oA, Fof e} (9)-FZEI L °F 40 mg
A ok 90 mgS B, W,

=

AAGHE 232, Ao A7 AAGH el oA, Fol FEje] Fofrk Ao oF 100 ng/mLSl, 8] (S)-

=
wER eI R)-FEA L) P CuE s, .

[«

AAEE 233, 99

Lo

71 AAZHEC oM, Fol FEel Fo7k AHom oF 800 ng - hr/mL]l, 8UAFelA <]
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(S)-F-Z2y 23 (R)-F-Z23)] 3t AUC-,E Zefshs, Wi,

NG 234, Aol 37 AAFE oA, Fol Feje] Folzk Hol® oF 1,000 ng/nlsl, AR A<
(5,9)-3o| =RA T2 &3} (R R)-3FI=BAF T2 L9 T CuF e, W

NG 235, Aole] 471 AAGee] el Fol Fehsl Folzk Hol% o 10,000 ng - hr/nlel, 8AZAA

]
o) (5,9)-3tol SRARTEA L (RR)-FFO] SRARTR A L] T AT e, W

NG 236, Ale] 471 AAGee] el Fol Fehsl Folzk Holw o 100 ng/nlsl, 8UAA A2 A<
ERdfol A RTE &0 (& 2, W

AP 237, delel 47) ANFElel QolA, Fol Felel Folrk Holw of 1,500 ng - hr/nlel, 8Y ko)A
ol e Rt B AN LRI 29 A 2B, W,

AAHE 238, Qelel 7] AAGEo] oM, Fol Fejel Folsk Holw oF 600 ng/nlel, 8AR M Evl

= ’
esfelEBA TR &0, F Zeshs, W,

NG 239, elel 7] AAGEe] el Fol Fehe] Folzk Mol o 5,000 ng - hr/nLgl, §ARFe A<
Q| S RARE I 2] FA AUC, B S, .
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