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ENFENYTF—va VERICEKAT ¢ AR StE KB ERT RNV T —va v
RERE FEf LT,

AHEECTEHEAAT VRS BB CEB LAY T —va VERBROEE
AL TEY, AEMEICOVWTL, EREBRRROF—F -7 RICHETETDH D,

MR ANY T — 3 VEBRTCIRLLTOHEE 2 E L7,
t hm#EF [Hsoprenaline JEEERIEENNY 7 —3 3 Bk
KRR
BEME (O y FREOGHT Sy FRIFEME)
TREHR
JE B
SR O ENE

b MaEH R S-Salbutamol EEREIENY T — 3 VB
e R
Ees
HERE (O y FHREOSHT Sy FRBHRME)
FREHR
E B atpH
AR R O E M

2 RNYF—va RBROEE
2.1 b ST Hsoprenalinel® EHIEENY T — g VRER

211 FERM
I-Isoprenaline & O"PAZHEY)'E (Rac-albuterol-dy) DIEHAIBIZRMEL — 7 15RO 6T, FFEM
ERHFTH Tz,
Validation Items Analyte Results
pe [-Isoprenali . .
Specificity Rasc(iglbutefcl)f- d9 (1S) No interfering peak




Blark- Isoprenaline (Unknown) 212.1/107 .0 Da - 002.wiff
{peak not found)

1000
800
2
&  soo. 1.041 0
= ST
@ .2 16
g ™ NW\\/
= (g
200 \j\
] T T T T
00 08 10 18 20 2‘? 30 35 40 45 50 55
Time, min
CAL O - isoprenaline (Unknown) 212.1/407.0 Da - 003 wiff
{peak not found)
1000 4
800
w
=) 500
- : 1.04
= 1158
w
& 4001 %%&M 363
] W\
200
o T T T T T T T T T v T
00 05 10 18 20 24 30 36 40 45 50 55
Time, min
CAL 10 - Iseprenaline (Standard) 212.14107 .0 Da - 004.wiff
Area: 5082.5 counts Height: 761.0 cps RT: 2.50 min
2.50
1000 4
® 800
g
A 1.04
& Bo0
@ A28 5q7
z 70
£ an0 LW 2 352 g 7g e
.55
200
1) T T T T T T T T T T T
00 05 10 15 20 286 30 28 40 45 50 55
Time, min
JLo .
B2 ; DB: Double blank sample

FE: ; CAL 0: (Rac-albuterol-do)
TE;

212 HEME (R

Intensity, cps

Intensity, cps

Intensity, cps

CAL 10: (I-Isoprenaline and Rac-albuterol-do)
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Blank - 15(IS) (Unknown) 249 1/140.1 Da - D02 wiff
(peak not found)

1000 4
.04, 1.40
.66
800 4 234
500 /260
as5a, 483
261, 407
400 ‘
200 4
o T
00 05 10 15 20 75 30 "5 40 45 SD 55
Time, min
CALO - 1S0S) (Unknown) 249.1/140.1 Da - 003 wiff
Area: 416743.5 counts Height: 500625 cps RT: 2.45 min
245
5.0e4 4
4.0e4
3.0e44
2.0ed 4
1.0ed 4
na T f 7 T T T T T T y T
00 05 10 15 20 25 30 35 40 45 50 58
Time, min
CAL 10 - 1S(1S) (Standard) 248.1/149.1 Da - D04.wiff
Area: 1751197 4 counts Height: 208723.4 ops RT: 2.45 min
245
2.0e5 4
1.5e5 4
1.0e5 4
5.0ed 4
0.0 T T T T T T T T T T
oo 05 10 15 20 28 30 35 40 45 50 55

Time, min

FRROGH N F BN

TNy FRBEBMEDORER, EETIR (LLQC) DEEII16.0%LLT, ¥EIX 16.0%LU T, 0
M ORE TITEENLI2.6%LLT, FEN 105% LT THY, VTN bHFREERZE-L, Dy

FHRBIRMETIERF TH T,
TSy FRIEHIEDRER,

°ﬁ§§#ﬂm%uT,ﬁ§ﬁum%u?f%@,

BRI TH T,

ETR (LLQC) DEEIT 4.0%, FEEIT 154%, FOMMoEE

WINOHABREERTZ L, SNy FREIER

Validation Items Analyte Results
Intra-assay reproducibility Accurac LLQC RE: 0.0 ~ 16.0%
<Nominal concentration> . Y [Others | RE:-12.0 ~ 12.6%
0.025(LLQC), 0.05, 5 and 10 I-Isoprenaline — [LLQC | CV:8.0~16.0%
ng/mL in human plasma Precision "6 hers | CV: 1.7 ~ 10.5%
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Inter-assay reproducibility (3 days LLQC RE: 4.0%
assay) Accuracy

. . . Others | RE: -6.0 ~6.6%
<Nominal concentration> I-Isoprenaline - S
0.025(LLQC), 0.05, 5 and 10 Precision | EQC | CV: 15.4%
ng/mL in human plasma Others | CV:7.7~10.6%

213 REBRKRUEEEHE

R BB OFBIRENE 0.9960 PL L, MEBROZRA v FOWEIRECEE X, EE TR (LLOQ)
T-4.0~8.0%, FODMOEETIT-11.9~123%ThH Y, WINLIFREELRZ L, REHEEH
0.025~20 ng/mL THRELOEMHFEIIRGF TH -7,

Validation Items Analyte Results

Linearity Correlation
<Calibration sample> coefficient () 0.9960 ~ 0.9983

0.025(LLOQ), 0.05, 0.1, 0.25, 0.5, soprenaline LLOQ | 40~ 80%

1.25, 2.5, 5, 10 and 20 ng/mL in
h 1 Accuracy
uman plasma

Weighting : 14 Others | -11.9~12.3%

2.1.4 HHBERFOREN

10°C BEDA— b2 7T — AR 2 R1F L, 24 B, 48 KRR DR EM 2 HERB LTz
FER, BAERIT 86.0~1112%TH V, FAREELM - L, MK A 10°0CREDA— b7 T —
HIRET A L T4 E CRETH D Z L3R S L,

Validation Items Analyte Results
Post-preparative stability
<Nominal concentration> 0.05 ng/mL 24 h: 850‘;%)
0.05 and 10 ng/mL in human Remaining 48 h:90.0%
plasma [-Isoprenaline ratio
<Condition> 24 h: 88.5%
In an auto-sampler set at 10°C 10ng/mL |0 0111 00
for 24 and 48 h

2.2 b M#EFR S-salbutamoliE ERIEHENY F— a VR

221 R
R, S-salbutamol & O\PIAZEHEM'E (Rac-albuterol-do) DIEHAIEIZKMEL — 7 1IIFBH LT, KR
HIXREFCTH- T,
Validation Items Analyte Results
Specifici R, S-salbutamol No interferi K
pectlicity Rac-albuterol-d9 (I.S.) O interiering pea




DB - R-Salbutamol (Unknover) 240.1/148.1 Da - 043.wiff
{pealk not found)

1000 4
23868 ng3
800 4 ,Q /11 33 1288
o
=%
< 600
=
f
@ 400 4
=
200
[a] T T T T
a 2 4 10 14
Tlme. min
I CAL O - R-Salbutamol (Unknown) 240.1/148.1 Da - 003 .wiff
{peak not found)
1000 4
0 950 1045
12 41
500 4 1456
o
o2
@ 600
=
2
a 400 4
E
200
1 24 3 53
1] T T
] z 14
Tcme. min

l CAL @ - R-Salbutamol (Standard) 240.1148.1 Da - 004 wiff
Area: 17525.8 counts Height: 822.0 cps RT: 10.2 min

10.20

1400 A

1200 4

188
2.80.° _12.00

1000 4
200 4

800 4

Intensity, cps

400 4 14.97.

200 4 772,

4 ] 8 10 12 14
Time, min

EE;
FER
TEE;

DB: Double blank sample
CAL 0: (Rac-albuterol-dg)

Study No.AL-4588-G

DB - R-1S(1€) (Unknown) 249.1/149.1 Da - 043 wiff
{peak nat found)

4000 -
500 4

3.138.45

600 1 870

~10.04

1242 13.36

Intensity, cps

200 4

o 2 a & g 10 12 14
Time, min

CAL O - R-IS(IS) (Unknown) 249.1/149.1 Da - 0023 .wiff

Area: 11527697 counts Height: 532883 ¢pe RT: 10.1 min

10.12

m

0o v 7 T t T T T
s} 2 4 5] 8 10 12 14

Time, min
CAL 8 - R-IS{1S)(Standard) 249.1/142.1 Da - 004.wiff
Area: 811608.1 counts Height: 38768.3 eps RT: 10.1 min

§.0e4 4

4004

3.0e4 4

2.0e4 4

Intensity, cps

1.0e9

10.13

1122

oo T T T ¥ T T 5
[} 2 4 ] 2 10 12 14

Time, min

4024 -
2.5ed
3.0ed44
2.5e4
2.0e44

1.5e4 4

Intensity, cps

1.0e4

5000.0 4

CAL 10: (R-salbutamol and Rac-albuterol-dy)
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08 - §-Salbutamol (Unknown} 240.1/148.1 Da - 043 wiff DB - S-18(18) (Unknown) 248.1/148.1 Da - 043 wiff

(peak notfound) (peak not found)
1000 1000 4
823 gog
800 - 037 1375 8004
g “”‘WWWM 8
o 6004 S 8004 3.13\8,45/8 0
= = Y L1004 1335
o 400 2 400
k= =
200 4 200
a T T T T T T T al T T T u T T T
0 2 4 g 8 10 12 14 Q 2 4 & 8 10 12 14
Timea, min Time, min
CAL O - S-Salbutamel {(Unknown) 240.4/148.1 Da - 002 .wiff CALD - S-1S(18) (Unknown) 249.1/149 .1 Da - 003 wiff
(peak not found) Area: 11358348.3 counts Height: 48028.8 ops RT: 11.2 min
4000 - 10.12 i
g6z, 290 0.4 5064 -
1241 4428
800 i
4.0e4 4
%3 w
=3 o
o 500 ©
= £ 3.0e4
= ‘o
400 S
= £ 2.0e4
200 - 1.0e4 4
124 243 358 489 764,
s} T T T T T T T 00 7 T T + T T T
ul 2 4 8 2 0 12 14 il 2 4 1 g 10 12 14
Time, min Time, min
l CAL 9 - S-Salbutamol (Standard) 240.1/142.1 Da - 004.wiff CALQ - S-IS(18) (Standard) 2499.1/142.1 Da - 004.wiff
Area: 13262.9 counts Height: 690.0 cps RT: 11.3 min Area: TH3621.9 counts Height: 33580.1 cps RT: 11.2 min
0.20 A
1600 - ! 4064+ 10,13
127 122
1400 2.5e44
1200 4 11.44 3.0e4
2 2
g 1000+ 040 4170 5 2544
= .80, 1360
% s00 M £ 204
5 5
£ £00 4 £ 1544
400 - 14.96* 1.0e4
2004 362, 444 66E.7T2. 5000.0 4
o e w kit e ki 0.0
a 2 4 a8 8 10 12 14 To 2 4 [} 8 10 12 14

Time, min Time, min

B ; DB: Double blank sample
B ; CAL 0: (Rac-albuterol-dg)
TE¥ ; CAL 10: (S-salbutamol and Rac-albuterol-dy)

222 [EIXEK
BIALER - & A MAED>H @ R S-salbutamol D EIUVER|X R-salbutamol 7% 95.5~98.1%, S-salbutamol

S 84.1~97.8%, PUAEMEWE N 102.2, 102.7%TH O, MENLOEINKRIIBFTH o7,

Validation Items Analyte Results
Recovery (%) : ~ N
<Nominal concentration™> R-salbutamol 955~ 98.1%

0.025, 1.25 and 10 ng/mL in human S-salbutamol 4.1 ~97 8%
plasma

Recovery (%)
<Nominal concentration> Rac-albuterol-d9 (I.S.)

2 ng/mL in human plasma

102.2%, 102.7%
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223 FEME (O y FREOOH y FRIESRME)
2.2.3.1 R-salbutamol

STy FREREORKR, EE TR (LLQC) OEEIFLI0.0%LLT, FEIX 10.0%LLTF, Z0
DRE TITEEDRL8.0%LLT, BED 80%UTTHY, WINbHFALEERHZL, Sy
FHNEBEMEIIERF ThH -T2, '

SNy THIBBRMEORR, EE TR (LLQC) DEEIX 0.0%, HBEEIL 10.0%, OO
TIXEED4.0%LUT, BEN 77% U TTHY, WIFNLHFREELRTZ L, oWy FRIER

PIXRGF ThH o7,
Validation Items Analyte Results

Intra-assay reproducibility A LLQC RE: 0.0 ~ 10.0%
<Nominal concentration> Resalb | couracy Others RE: -1.9~8.0%
0.01(LLQC), 0.025, 1.25 and 10 -salbutamo Procision | LLQC__| CV:9.1~10.0%
ng/mL in human plasma TeCSIOn I ers | CV: 0.8 ~ 8.0%
Inter-assay reproducibility (3 days LLQC RE: 0.0%
assay) Accuracy

. . Others RE: -1.6 ~4.0%
<Nominal concentration> R-salbutamol - -
0.01(LLQC), 0.025, 1.25 and 10 Precision 22QC | CV:10.0%
ng/mL in human plasma Others CV:12~77%

2.2.3.2 S-salbutamol

ST Ny FREBMEORE, EE TR (LLQC) DEEIIE10.0%LLT, BEIX 11L1%LLTF, =0
L DORE TITEENER.0%LLT, FKEN 13.0% LT ThYH, WINbIFRAELRHZL, 9y
FNEHRELIRFCTH T,

SNy FHBBEMEORE, EE TR (LLQC) DEEEIL 0.0%, FEEIX 10.0%, ZDOMoOEE
TIEEEPR2%UT, HBEDN 80%UTTHY, WINbLHFAEMELHIZL, D\ y FRIEER

HEIRGFTH T,
Validation Items Analyte Results

Intra-assay reproducibility A LLQC RE: -10.0 ~ 10.0%
<Nominal concentration> S-salbutamol COUAY "Others | RE: -8.0~ 4.0%
0.01(LLQC), 0.025, 1.25 and 10 -safbutamo Procision | LLQC | CV:0.1~11.1%
ng/mL in human plasma eSO Mothers | CV: 1.1 ~ 13.0%
Inter-assay reproducibility (3 days LLQC RE: 0.0%
assay) Accuracy

Y) , Others | RE: -2.2~0.0%
<Nominal concentration> S-salbutamol : "
0.01(LLQC), 0.025, 1.25 and 10 Precision | 22QC | CV:10.0%
ng/mL in human plasma Others CV:24 ~ 8.0%

224 REHRKOEEHH
2.2.4.1 R-salbutamol

REMROFHBIRENL 09994 LI E, REBROEKRA » FOWEIRMEOCEEIX, EETRE (LLOQ)
T 0.0%, ZDMORETIZ-8.0~8.0%THV, WTNLIHFREELMZ L, MEREH 0.01~20
ng/mL THREROEMIEILIRGT TH o7z,
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Validation Items Analyte Results
Linearity Correlation
<Calibration sample> coefficient (7) 0.9994 ~0.9997
0.01(LLOQ), 0.025, 0.1, 0.5, 1.25,
2.5, 5, 10 and 20 ng/mL in human R-salbutamol LLOQ | 0.0%
Accuracy

plasma

Weighting -1 /X2 Others -8.0 ~8.0%

2.2.4.2 S-salbutamol

REBOMBIREIE 09975 Pl L, BEBBROZRA » FOMEIREOCERE L, & TR (LLOQ)
T 0.0%, FOMOMEETIZ-11.9~134%TH Y, WINbIFREELHZ L, MEREH 0.01~
20 ng/mL CHREMMOEMREIIRITF Th ol

Validation Items Analyte Results
Linearity Correlation
<Calibration sample> coefficient (») 0.9975 ~0.9997
0.01(LLOQ), 0.025, 0.1, 0.5, 1.25,
2.5, 5, 10 and 20 ng/mL in human §-salbutamol LLOQ | 0.0%
Accuracy

plasma

Weighting : 1/x* Others | -11.9 ~ 13.4%

225 HHHBEBRPORENE
2.2.51 R-salbutamol

10°C BREDA— b2 7T —HICHEEKZRTT L, 24 B, 48 BB OZEMZHER LTz
FER, FRIFSRIT 994~104.0%ThH Y, FRLERW-L, MHEKRE 10°C REDA— M7
T—HIRIFT D TREMETEETHD Z LRSI,

Validation Items Analyte Results
Post-preparative stability
<Nominal concentration> 0.025 ng/mL 24 h: 104~OZA>
0.025 and 10 ng/mL in human Remaining 48 h: 104.0%
plasma R-salbutamol ratio
<Condition> 24 h: 102.2%
In an auto-sampler set at 10°C 10 ng/mL 48 h: 99.4%
for24 and 48 h

2.2.5.2 S-salbutamol

10°C BREDA— Mo 7T —HICHHIRRZ R L, 24 FFRE, 48 RO EML LR L
B, FRAFERIT 98.5~112.0% Th 0, FFFEELR T2 L, iK% 10°CREDA— b 7T —
HICRGET A 2 L TA8HEE CRETHD I LRS-,

Validation Items Analyte Results
Post-preparative stability ;
<Nominal concentration> 0.025 ng/mL 24 h 1028;%
0.025 and 10 ng/mL in human ' Remaining 48 h: 112.0%
plasma' ’ S-salbutamol ratio
<Condition> 24 h: 103.0%
In an auto-sampler set at 10°C 10 ng/mL 48 h: 98.5%
for 24 and 48 h

10
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3 F&®
PLEORER I Y v MMSEH Lisoprenaline & TN R, S-salbutamol & E R EEITMEHEMEIMER SN, £
I #% H [-isoprenaline & U} R,S-salbutamol J& 1 & |2+ 436 s R RE & HIlT L 7=,

Uk
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