S B BEERLT 5 043122 3% G-6765
Meptin® Liquid A s R S i 7
1 R (THHRAT T REEAA)
AT 2 53 B SR
2. $HBRAMER
2.1 &R
g FERS 28]
PN Sodium benzoate, ethyl paraben, butyl
BRI dr:(;c:l’loprirssateml paraben, sucrose, citric acid anhydrous,
Meptin Liquid hzdrate 5 g sodium citrate, orange essence
(0211-R), ethanol, purified water
2.2k
KR Fofitn ~ B - RTER - BRI -
pH :35~45-
3. HrEE
TRERN - ML RE R - AR SRR RIE IRV -
4. BREEAREEREHE
<KRERM>

RE R R B DAB S 3R EE (A B HEIRE) B T o ERIL A AT
T [ e B A T SRt SR R (A A B i e A A R R
ffF Meptin 19975 A Rsifiga e A -

5 FAME
s B2 10 mL (FHE A procaterol hydrochloride hydrate 50ug) » —H 1
x> MERIARAEC—H 220 B2 - FERTSARA 1K -
6 L E5LEE - £ 5 mL (HE 7 procaterol hydrochloride hydrate 25pg) » —
H 1R EERIRAS—H 2R 2% - ERTSRA 1R -
Kol 6 pRAYELEE - FFE A TS E 0.25 mL (FH4E 7 procaterol hydrochloride
hydrate 1.25 pg/kg) > —H 2 2> B - BERTSAA 1 Re—H 3R> § - i -
RS R A 1K -
PSS E: ~ EIREE IR -

6. FAFAEERNERTR
TRISRSEE - A 6 sl M E A T

8.3 RIS

MO IR R FLERER AVAFIE - FREIER s 1L AL -
TE—THENYIFIE T R Meptin Eroy B 7 ORE)Y -

8.4 /NEARIER

e A S S A S B R SRR 2 S 7 DU S M 2 2 M A P R B PR
22 .

an
8.5 BEAZHER

FRAGER BRI YA ERAE (S - (o TR E B8 B s A

HIEE -
9. XEMFH

9.1 PEFI RPN TR I (BT 2R IR GE F Y - FEREARGE R ACH - )

4 i

B PRIE R SR B

TEFtE - ElRET

Catecholamines (e.g.,

adrenaline, isoprenaline)

R A B S T
LR SAERE
FBIETHES HE LB I -

Adrenaline ~
isoprenaline F1HA,
catecholamine XH%E 5
@i Meptin £
adrenoreceptor fil}#{E
F > FTREEEGEE L
HERE -

theophylline,
aminophylline hydrate,
diprophylline) [,
10.1.2]

Xanthine 5174 %(e.g.,

ARG 5B TR
A P I
p-acrenergic #1381/ 3|
R LB (A
LB LT
R B R - HEE R
RRCHE B EER S
P B3 R o
BT -

Xanthine 17447 7]
1455 Meptin (1Y

adrenoreceptor fIlJ%/E
A FIREEEUm SR
FEREAR KoL E R B
[FERIINE « HEE
IS REA LTl

KRB -

Corticosteroids #(e.g.,
betamethasone,
prednisolone,
hydrocortisone sodium

AP corticosteroids

E7l)zS Rl ek
FEREAE » 5 EE(RSTIIE -
TR AN - R

Corticosteroids F17F]

PR Er (e 3 8 T EH
B/ NEHEM’ > B REET
SRR T

HEEE Pl HEEE Fil[E B EE i
4Kg 1.0 mL 10Kg 2.5mL 16Kg 4.0 mL
6Kg 1.5mL 12Kg 3.0 mL 18Kg 4.5 mL
8Kg 2.0mL 14Kg 3.5mL 20Kg 5.0 mL
7. BEREER
<FE B>

7.1 {RFVARI 2 IEHEE AR > T RREZEESHE H RS8R - B LA
A HBAR RN EAZIHA -

7.2 FHUBRFERAE iTREGER N ERLEEGIEES REOBEL -
FEAREINOEFI AR - s e - (2R 12.1]

<TRERNG - BETREX - FiRE>

7.3 fRAIFELL Meptin JERRIIR Gl S 3 0F - EFG A0 N S IR (0 He At
T EHIEEY) A0 RS B A -

RIS VISR 0 P S T IR B s R (S R AR e REssR » RileT
RERIR AR I A 1S RS0 70 42 o MG 40 A ol FL IR s P B A
<ZTRE RG>

7.4 Meptin 305 AZYEE 7 s AT SR B (U - R T AR 7 AR
FEREARTICE > 9T FS 2007 N\ el BRI v R ek PR AR T i e P e ALY
SREIRE S H A EEY) > TREAEI R BB 2 B8 - BRIFBS AR SRR T SR
il -

7.5 WAL Meptin JEFEIIRT RN S EEE - R Bo AR H A 28R 7
BG T NIRE ARRAERE ARGIR R, AR T AT RE e R A o T
HRAE I N B REAR A S B 3% SOG40 e A S ] A s A 287
HFiIE -

8. AERER RIVAARLERHEH

8.1 HHBESIR L FHIRA

8.1.1 FIRRRAAETTAERIRA

A REE HEIAEIE -
8.1.2 BIBAHRA
TTREG (MBS
8.1.3 LBRERIRHTRA
AEEEHBLLE  DEAREE DB BRITEIREAL -
8.4 BERIHRA
A REEHEIAEIE -
8.1.5 {EEMERA
RSRIE R AE R VTR R SR - Hon R RSB O R fe
g o [2510.1.2]

8.2 i
A TE TR A RE R B0 Ry R T RE S AR A Rtk > 4 TR 2T e 1R
ZEY I AL BAT - E—THEPI T B SR B S R RS R B -

succinate) R R EN 4 s % -
FIFRE FIERIERE  ERRRE
(e.g., furosemide) [ 5, |(FEEFHERE -
10.1.2]

10. REKE

A EIRESEAE TN RIE - FEFANEDINRA o 8T RE > EERHL
10.1 ERPRERIVA R &
10.1.1 {K3E - MEEE R EOERREH)
10.1.2 MmEFFREIERT TREEEAH)
411 Xanthine 2515744 ~ corticosteroids =¢FIIFR I H Meptin » B2-adrenergic
(RO 5 [ 5 E M SRR N FEEAF P rTRE S 58 o B SR 9 A TE R 1R
. [2R 8.1501]
10.2 HAn A RZIE

01%~<5% | <0.1% SR
OIE Z O LBuESE | LS | B MG - B0
PEOBREZE ~ OIS
i~ LB

T Zy (L~ T ~ O | JCHE  DURERR | F-He et ~ LA - ALA

i A FREE ~ iy
L | AR e~ (18
BYE | $#P%E BRI
FF i AST ~ ALT ~ LDH (B EFF
B HAAT DO BE R B FRAR
At IR & | ESBEREL - mEPERRE
%~ HU5 |k ET

11. HEBRREENEE
REIEE AR RS 2 B8 R ERIER - TEErT B EUsURIEAT 12 /)N
- EE SR A -
12. YRR
12.1 fERR
{5 FH 28 51T Meptin FTEE S Bl C PR ~ CMRR R VAR B ~ (R R ~ 1if
uEg > R RIS - Rl AL EE - [2R7.2]
122 YR EIRE
TSR R RN OB R M R 2 B-blockers #11 propranolol hydrochloride
AR - (HE R AP ZEYRE 2\ > A B-blockers FTAE & {H
SR AR 2 BE 84
13. A EHEEEE
13.1 SEFR A ETE
JHEHRF & S A 5 B i A Al T A SR R
14, HAEEEIE
14.1 BRJEERITRATRE
14.1.1 K B #¢81 procaterol hydrochloride hydrate 30 mg/kg/day Fit (T 14




TER S A 10 mo/kg/day BCEH SR ATHETTHY 26 MEERIEH:
R > KL OHIAIRZE - > D02 B DU TR T i 22
F] « 281 - iETE O SZAELE AN AT B-adrenergic {508 B AYESE -
WHEERTHRE -

14.1.2 1% procaterol hydrochloride hydrate JE{F &4 %8 104 18 » S e sk
KEATON SRS AR - 28T AR el R R R BT RFA T B Ry
B-adrenergic (i %5 HA 6 B BAFT i Ak - ¥

15. ByEihe

15.1 M RE
ERERAE 1 44 4 > AEZERGIR T 4E I B R — A& Meptin Liquid 100pg/
AN R AR A2 B 12 S0 Y4 T A BRATR |

g
\E_I‘)m ‘
S (Mean+SD, n=44)
& 20
g
= 10
z
p—f B S T R L A
! Time (hr) after administration
LS
EEI i i g R ] AUCuan
LR (hr) (pg/mL) (hr) (pghr/mL)
1.3+0.7 263+104 4.1+1.8 1151+288
e A B ZEEL Meptin Liquid AYRZHE IR 50ug -
15.2 R34

CYP3A4 j22:81 desisopropyl procaterol J// A ¥ 2 32 (#2554 4) - © —f
PO R RN (L TR AN B AERE -
15.3 Bt
LE G EAEE 745 Meptin Tablets 50pg » #&EARI & >~ 15.7% unchanged
compound {£45%81% 24 /INIE A EH PR HR M - T4 B & . 23.6% LUAT 2 I
LAY (glucuronide metabolite)FEMt o S5t0 % PR Hobg M5 B & 2
0.48%f1{{244) desisopropyl procaterol -
16. ERpKeER
16.1 FB8oRIZZ 2 MERYERPRE S
16.1.1 HAHYEEREER
R S RS SR 5T B AR P B il (2500  1.0ug/kg )2 ARER
Fy 82.9% (34/41) 5 37 B SR B SRl S RE RIS B B A R AL
F(1.0-1.5 pg/kg  » fEH 2-3 R)ZFHRH B 50.7 % (116/229) /N5l 2
MR RBE EERBIAT(1.25 ng/kg - FH 2 R) - AREER 75.9 %
(104/137) - 810
) 6 %L b i E > A% A4 B procaterol hydrochloride hydrate 25ug » —H
1~2 2% 5 A3 6 BRAY 5L 2 & B procaterol hydrochloride hydrate 1.25
ug/kg » —H 2~3 K -
17. BEEER
17.1 fEFA I
Procaterol hydrochloride hydrate 73585 M Il 7 525 R ILAY Be-adrenergic
B2 RERCCRE TR -
17.2 XRERGRIEA
3 AU FR AR 4k e B EL At 1708 5 [EEAY I 8 TH S84 Am > =T LAKEERE procaterol
hydrochloride hydrate %7 ~ $5EL K BN < R E TR E AL isoprenaline A
& ol LL isoprenaline BE5& » {HEL salbutamol sulfate F1 orciprenaline sulfate &
9@ o, 11-15)
17.3 X RE R AR
Procaterol hydrochloride hydrate 755 + $# 81K B AT 7 @B HR5R1F FRHERE
FHEL isoprenaline ~ trimetoquinol ~ orciprenaline sulfate & salbutamol sulfate
B o 11319
17.4 Bo-adrenergic 352 gaseiEM:
TEAa ~ SEEER ™ BEA T I 280 B DML 2R %Y B-adrenergic #2528
fipSisE iR M bl B - 4558 R procaterol hydrochloride hydrate Fr
isoprenaline ~ trimetoquinol ~ orciprenaline sulfate 5z salbutamol sulfate ¥f&FuE
201 p-adrenergic 52 B AT S BEY: o 11319
17.5 HiBSER
Procaterol hydrochloride hydrate & H#71fK"= ELFI A B A reagin 5 [HEAYIF,
FEPH TR0 ~ PCA R R H B LATAH T 4H SRR - DARAI IR AR 3R
BRI AT EUR S EEH R7 i S TR SRR R A B SR S TS i - =I5
tHEL isoprenaline ~ orciprenaline sulfate 57 salbutamol sulfate S 5& /1 B/E
FH - Procaterol hydrochloride hydrate t75 % &5 5 | 5% > RIHFRUFIEE SRy
SRE R SEATHIRIE R o 1620
17.6 $UPRGERIER
Procaterol hydrochloride hydrate ] {ig #4815k, 3 {485 ) - 29
17.7 $HESER SRR R RIS E A
Procaterol hydrochloride hydrate =]#[1f] 7 8/& &l 5 Z A treadmill 2 S i35
B EEE - 2
17.8 SF5RAY PR B R BRI E
Procaterol hydrochloride hydrate %} K f& influenza C virus T % AR
B FER SR A HI(ER - 2
17.9 Wil & HwFE M A fE A

Procaterol hydrochloride hydrate $[I%i| A B 258 7 T 22 REBE T HY S FHEEE 3%
ALERYE SR SIS A YRR AT /K BRI R > H380J7 8 isoprenaline FH{ML o
Procaterol hydrochloride hydrate 7 {1 & = B PRI A AR A%FZ T 5 [ REATHTZK
fE » Ei S A salbutamol sulfate o 24 2)
17.10 Hizua9E R
Procaterol hydrochloride hydrate mT4{]If 2 5 5% 3% 9% A A substance P 5]
BRI - 29
18. YLHEE

—#eta

Procaterol Hydrochloride Hydrate (JAN )

1284

8-Hydroxy-5-{(1RS,2SR)-1-hydroxy-2-[(1-methylethyl)

amino]butyl}quinolin-2(1H)-one monohydrochloride hemihydrate

ST

C16H22N203 + HCI - 1/2H.0

SOFE:

335.83

R

Procaterol hydrochloride hydrate £ [ o ~fi s H (A4 i EieE P K < 80

7K ~ formic acid #1 methanol > f7& 14 ethanol (95) » A& diethyl ether -

Procaterol hydrochloride hydrate 1.0g 37 100mL 7K 72T pH (B 5

4.0-5.0 - WORISEIZREE T o AOFR(1-20)fhEEH: -

sk

- HCI + §HO

B H 55 SAY)
el
K& 195°C (S3fi#)
19. ERHEREIR

A 30C LT « srpv stz
AR RIS MR B -
20. %
20mL~4000mL 2~ BFEH S « WARHAE - (60mL~120mL [ff &EAFF)
21. FESUR
1) In-house report (Placental transfer and transfer to milk in pregnant rats)
2) Kurosumi, M. et al.: Oyoyakuri (Pharmacometrics). 1979; 17(5): 691-712.
3) Kawano, K. et al.: Oyoyakuri (Pharmacometrics). 1979; 17(5): 713-732.
4) Jack, D. et al.: Toxicology. 1983; 27: 315-320.
5) Hasegawa, S. et al.: Rinsho lyaku (J. Clin. Ther. Med.). 2004; 20(8): 857-866.
6) In-house report (in vitro metabolic study using microsomes expressing human
cytochrome P450 enzymes)
7) Kobayashi, H. et al.: Int J Clin Pharm Ther. 2010; 48(11): 744-750.
8) Sasaki, K. et al.: Yakuri to Chiryo (Basic Pharmacol. Ther.). 1980; 8(12):
4735-4743.
9) Mishima, T. et al.: Shonika Rinsho (Jpn. J. Pediat.). 1981; 34(3): 677-689.
10) likura, Y. et al.: Shonika Rinsho (Jpn. J. Pediat.).1981; 34(3): 691-697.
11) Yabuuchi, Y. et al.: J Pharmacol Exp Ther. 1977; 202(2): 326-336.
12) Himori, N. et al.: Br J Pharmac. 1977; 61(1): 9-17.
13) Yamashita, S. et al.: J Pharm Pharmac. 1978; 30(5): 273-279.
14) Kawamura, K. et al.: In-house report. Inhibitory effect of procaterol
hydrochloride hydrate on histamine-induced increase in pulmonary resistance
in dogs, 1979.
15) Tei, S. et al.: Pharmacometrics. 1979; 17(3): 335-343.
16) Koda, A. et al.: Arerugi (Allergy). 1979; 28(5): 417-422.
17) Ito, K. et al.: Shinyaku to Rinsho (J. New Remed. Clinics). 1978; 27(12):
2127-2133.
18) Nakazawa, T. et al.: Gendai no Shinryo (Clin. Med.). 1979; 21(1): 35-39.
19) Ito, K.: Kiso to Rinsho (Clin. Rep.). 1980; 14(11): 3549-3555.
20) Shida, T. et al.: In-house report. Inhibitory effect of procaterol hydrochloride
hydrate on allergen-induced skin reactions in asthmatic patients, 1979.
21) Kase, Y. et al.: Oyoyakuri (Pharmacometrics). 1978; 15(4): 705-720.
22) Akasaka, T. et al.: Shonika Shinryo (J. Pediat. Pract.). 1981; 44(2): 239-247.
23) Miura, M. et al.: Am Rev Respir Dis. 1990; 141: A387.
24) Ohuchi, K. et al.: Immunopharmacology. 1990; 20(2): 81-88.
25) Kawamura, K. et al.: Kiso to Rinsho (Clin. Rep.). 1990; 24(4): 1981-1983.
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