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G735 3mL ZRIDORERTEY 43, A RAFAETR 3L 2z . #R9 5, | 0. 156mg/mL

\

1 H7225 3mL Z B ORZHZEY 435, A RABEAHNR 3L 20z . #WR9 5, | 0. 078mg/mL

J 1775 3ml Z B OEETEY 4307, B RAEBEER 3nl 202 AT 25, | 0. 039mg/mL

(TANTT7E)

AR LT R

A AH) 100mg (1 34 7/V) (ZHRAEBREW anl Z 2., EET 5, 25mg/mlL

B A D 2ml ZBIDOEZRITEY 430F . BRABEER 2ol Z 0%, AT 5, | 12. 5mg/mL
C B 2ml ZBIDOEZRITEY 530F . BRABEER 20l 201 %2, AT 5, | 6.25mg/mL
D C D 2ml ZBIDORZRITEY 430F . HRABEER 2ol 2 0%, AT 5, | 3. 125mg/mL
E D725 2mL & BIDEEZEY 430F . BJRARRRIERK 20l 202 AR 25, | 1. 563mg/mL
F E7D 2mL & BIDOEEIZEY 4307, BJRARR AR 2ol 2002 AT 2, | 0. 781mg/mL
G F 75 2ml Z BRI 4300, BJRARR AR 2ol 2002 AR 2, | 0.391mg/mL
H G 2D 2ml ZBIDORZRITEY 530F . HRABEER 2ol 2 0%, A RT 5, | 0. 195mg/mL
I H7 5 2mL & BIDOEEZEY 4307, BJRARR AR 20l 2002, AT 2, | 0. 098mg/mL
J L225 2nl ZRIOFZHTERY 430, B RAEBEER 2nl 201 Z2 . AT 5, | 0. 049mg/mL

(fi#50)

7.1 ZOEBBIERE O K UERIZ LY, BEHROETOERERH -T2 OWEY, &
LWVEABIOMREOWES (X7 4 T7F 2 —) OFBERLY, BAE%E 24 B b 0 231
DI NFFE LT- L OWME >0 N D Z b, [FHOBREITMAR BRI EE2 52 57
BEMEIN B DT 0ORE LT,

7.2 AARICBWTER SN TWDIRENLRBIE T EZ, BAT LK -2 EmHEER T A K
75 7ETH Y ARKKIFRZINLZEIER0. 039~20mg/mL K TR0, 049~25mg/mL Cd» 5 2,
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(VEREKRT—2 N\ ir—>
ENEEARR S GHEEE)
FABRA HEREP THA WA JTE, BRI & PO
HAT L F—
A 15 4
BN A s E S . . PRI HE U ik @E{Eﬁfk &
o bk, %4 | HER R NI LR 15§
% & O o G Al . e 0. 039~25mg/mL.
P DR Hiffiaxk » (20 LA L 65 5%
(MC1001 #R) 412 (10mg/mL LAF 2 fi% o)
J— AR, 10 BEp)
* HAT L%
INRRAE B BE IR p—— HEM FEAERRICHE U= 7tk | /N B 10 4
B SUHB RO | It 0.039~25mg/ul | (6 HEEA L 15 D)
(MC1002 3A8R) 'V SHidtR | (lomg/mL BT 2% | )
B, 10 BERE)
HMNEARR—E (B3B8
ARERA G AELD) THA v A5, HEME BIES
B N 0D i ELARE $R
BN AN AL P 1 ) . DI 5 B 56 B
N IEER Dosimeter 4
BT DLW AR B | AU ©e . (14 &M 5 65 %)
5 ITAH . , N FExtHR 0.025, 0.25, 2.5, o
(MC-101 3RBR) ' PEDORRGT S dti | 10, 25me/ul (5 L) /N VR 0D Wi ELRRE R
(7 AU ) ORI | 10, 20me/ml. GEIE) | e 26
(5 DS 13 7%)
(2)ERPRZEEEER 1
H A NERER N 13 B AA] 0. 039~25mg/mL. Z it A L S @i T 5 25mg/ml £ THRA
L7, AFEFRTEOONT, ABMEERFTH o7z,
(3) RERCIERAR
AZMER R L
(4) BREERIERER
1) AERREEER
BRI L
2) R
RZMER R L
(5)#BFE - RRERIAER
1) ERNFE IR (BRA) (MC1001 XEx) ' 12
SXER O H 1Y TR A K O 2 BE (AR T v A RAITCIERFP OBEZET) Zxi5 L LT, K
o F (A 4 =) ) 1T & B RO B R O A S0 M OV IS DU TR B
R T VA | Bk, FEE MR
i BEFERR A 15 1 fe O 2 A8 15 i)™
% (M ERE) WART A RHITHEF 11 6], 73.3%

.11.




FR BRI

<@ >

(1) [FEEUSH OF 23 20 mLL b 65 AR D&

(2) BERHIC 1R (FEV,%) 23 70%LL EooFE

(3) AFAHIE AR O FEV K F RS, AP AR FEV, & Hlk LT 10%A7H
DE FE

<M BB >

(1) MR EBZW SN TV D EE

(2) ZOEBIERAERMOPTEM RSO HER LI (B, B, fi= ) U3 RO&xE
SAERSE, 7 vV 7T b U A ik A I VI v =3 b m R
) ZEAP I TE 5 BE

F 7 bRrof L UE

<Jh >

(1) 7 L X—DM A2 HT 5%

(2) KIS DI ZRPE BB OS2 D RBYYER B Z A 0F L T o3

(3) 2V AMNEHIEERGITREL 2T DA (TAMA, IR, SEIIRPAZE, AR
BRORAE, HURARIE L, ARIENR, WHALPETESS, IRESREES) 2A0FL b

(4) BERBICHEEL FOKUEMZEEZ AT 5 (FEVi< TFRIED 60%dH 2 VM 1. 5L)

(5) BIEUERE . A7 V) —= J AR OGS 1 FRmOF KT 10 pack
years LA E OB A H 35

<fREFERCN >

(1) gkl 2 B LLNITAT & 0O FAN 2 L 7=

(2) AAKOGHEL, RBERT LAX—HRE (T L AX &R, 7 b E—PER R,
T LV BIEEERRE . BT VLX) AT AHE

(3) &R RPER A= H T HH

(4) kAT 6 WLANIC EXGE SR, SVERI SR O RGYERBEDIER N H - 7o, T
BREITo T2 &

<M BB >

(1) HREkaT 12 BLUNIZHEE(RIZ L 0 AR LT-BE

(2) ARBNDOHZIE R VLML KT T & B2 N5 MFRERER (COPD %)
ZEPELCWBHEE

AR T ik

AART L)L X —S s fl ek | Z e 1 7 5k

(EAHER - WA =2 7Ly =R OT ELERART T A %)

BERAMZFEY, 2018 L, FEUEFEV, & U7-, AEEESHim AR TEE OFEY, 211 L, Hhie
FEVZHEARTI0%LL EAR T LT 2 & 2R Lic, AEFEAIEIR CREL L 7= ARFI O AR
FHN % | LR R 2 T OIEILEE (0. 039mg/mL) L W WA X, WL AKL T B4 IZFEY,
ZITE U7z, HIE L72FEV 28 EEUEFEY, 1 0 20%00 FIK 425 £ T, UTAmEE (25mg/mL)
ORI S35 F THARBNIEIRE A B 72 DR 20 K LTz,

*f BRI 2 0,039, 0.078, 0.156, 0.313, 0.625, 1.25, 2.5, 5, 10, 25mg/mL (10 Ep#)

T EEHIm A H

FEV, % 20%fX F & H D 720D A # 2 U REE (PCy) 23 8mg/mL \Z 331 5 IR Mo OVRR L
JRE - W BEEEIZI 1T D PCy 23 Smg/mL LLTF OREERE OEIE
K FLEE - EEERR AT 3BT B PCy 23 8mg/mL J2 V) X W\HRERE D EIS

Bl EHI

(1) PCoo DEEHIHET E:
(2) 4 PCo T DBER TR R ONEIE R %

-12-




FEFHRIE
PCyo 73 8mg/mL (ZF31F B e () 1%, 66. 7% (10/15 4, A 95%= HE X[ : 42. 8%
~90.5%) . FtEER (FFREED) 1%86. 7% (13/15 f5il, MifH] 95%{=#HX ] : 69. 5%~100. 0%)
ThoT,

PCy DEIEZ Smg/mL & L7= & & DR K OV FL

PO BPEBI | FErEGIgk | FEMTEE | ASHEEME | ] 95%E HE X
i BB (n=15) 10 5 R 66. 7% 42. 8%~90. 5%
BERERR A (n=15) 2 13 FREE 86. 7% 69. 5%~100. 0%
XeWald Y
B R G H

s BERE T I 1T D PCy 1 8.3017+10. 5789mg/mL. CEME HHEHERZE) TH Y, fide
fEVE 1. 4590mg/ml. T o 7o, HEFEAIZISIT D PCypld 21. 4557 7. 8069mg/ml. (1
EHEEZE) THO ., PIRIEIL 25.0000mg/mL Th-o7-, £7-. 2b6mg/mL % FRIfE &
L7- & XD 86. 7% (13/15 fil, Wil 95%FHE X @ 69. 5%~100. 0%) TH Y., *F
FLEEIX 80. 0% (12/15 5], iRl 95%(5 XM : 59. 8%~100.0%) Th o7,

PCyo 8mg/mL % BRMEIC L7356 ORGER 213 83. 3% (10/12 i, 18] 95%{S HE X[ -
62.2~100. 0%) . FatERYTRERIZ 72. 2% (13/18 {31, WAl 95%EHE XM : 51. 5~92. 9%)
ThHoT,

Zat

AFNPAH ONi BEF T (1/1561, 40F) (K, Wiy, FPORINEE, FR3RAafEEIRT)
DEFEEZRPEIA LI, WTFNLIEELAFEFRTHY . AA L ORRERDH Y &
Hrsniz, £o. TROAFERIT, T TROEEBMERAIZ A O KOEIGHIZ XV
W LT D AP &Il S iz,

HERRA TIIAEFERITBO SN2 -T2,

2) ENE MR (MR) (MC1002 FER) '

AR B Y

NG EEE (BRART oA FEAITIRRTOBREZEGT) 25 e LT, AH (2 4F
2 U ) 1T K D RGE BRSO A MR VZENEIZ OV THER T D,

RERT A

Zhiat, IEEMR, IR

ISES

/NI BB 10 1P ¥ WART A REITHEES 9 61, 90. 0%

s

EERASER S

e

(1) 6 Ll L 15 A T RE

(2) 173 (FEV\%) 23 70%Lh Lo BE

(3) MR LW STV D ERHE

(4) HEOMREBERTITE R 2 DREK T £ CICOFAZAEZE (8. fREEE, 1= )
VL RRORE IR, 7w ) 7T R UL FiEAX I VHK nAa
Y =R 2P IETE S EE

(5) AEFLAHIR WM AL D FEV K TR EF AW AR FEV, & Lol LT 10%A 75
DEE F

T 7RBRAM L TE

(1) T LA —OEEH T 5B

(2) UM% OWFI g B M ORI AE D IRGYER B &2 S0 L T 5 A

(3) = U AMNEMERGICRBR LT DRE (TADA, RIR, EEIIRPAZE, HEMRE
BOORE, HORIRR R, IR, LM, RESFEERS) 2 60FL Th L8

(4) PEEL EOXGEMEL AT 25 -8E (FEV, <THfED 60%)

(5) %dk 12 B LA BAEMRIC & D ABe % O BiER BB TR0 b B

(6) ik 6 WLIPNICAE EXOBREG SRR D BE  F
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AT L — A iE R I ZHE U2 51k

(AR - AR T Ly =R OT ELVERART T A P —)
MAANCFEV, 2 E L, JEUEFEV, & U7o%, AR AR TEZ OFEV, 2 J1IE L .
FHEFEVUZ LR TI0%LA K F L TR W T & B Lz, AFARR LA
R ORI % | LZEF AT 2453 9 DI L (0. 039mg/mL) KD IRA S, WAKT

B H A
B IZFEY, 2 E L7z, HIE U7=FEV, A EEHEFEV, K V0 20% L IR 95 % ¢, XdkE
FEFE (25mg/mL) DWW AGRDIBA I 2 F CTHERWE ATRIRE 2 FIF 22BN SR 280 K
L7,
*ATR R : 0.039, 0.078, 0.156, 0.313, 0.625, 1.25, 2.5, 5. 10, 25mg/mL (10 B[)
EIEEAIEE B | PCoo 2 8mg/mL LA T D fERE DEIE
(1) FRBI DR =R (25mg/ml) F TIZ FEV, 25 K7 FEV, & kil LT 20%LL FITIE T
B} = WERE OEIES (I = FEV, 28 2L % FEV . 20%L K o
S S u‘%ﬁ%ﬁ%/\lm (AE L 7= | N FEUE e eER L %LL EART L 7=
B O EE)
(2) PCo DEFIKEFH R F
TR H
PCy 7% 8mg/mL LA FOFEFNT 7 B TH V0 . $IEGIE - 2 EIE 1% 70. 0% (7/10 1)
ThHoT,
B R IA B
TR D B E e FE (25mg/mL) F TIZ FEV, 28 FEUEFEV, & bl U 20%LL FIIE T L7z
JEF GRIE U 7= FEV, 23 ESYE FEV, & bhilg U, 20%LL BT L5l X 7fHThv .
SEFIEIZ X D EE 1 70.0% (7/10 f5l) Th o7,
e PCy 1% 8.0674+11. 7127mg/mL (CEHE +HE#EFEE) TH Y . PRAEIE 0. 7203mg/mL

ThoTz,

Eraexis

BEFERITON (7/1061, 1) 2RO LN, TXTOHEEFGIL, AH & O FE

B0 LHWr ST, o, TNOAEFEFRIT, TN TRUEEBYERAE I D KGEIL

Ml & 0 EE BT D AR &l S iz,

Bb ST LAV EE S INA0% (4/106], 4¢F) Th v | MR B

FHE DL, PR RN 10% (1/1061, 1) I3 HivTe, Wil b KUEH &@ﬁﬁ
R AEIRERIE AR e mIE 3R S iz,

3) BN E MR (BRA) (MC-101 FER) ™

FRLAY 72 GBS BE ORI & OIS 31T 2 i B OB OB I D AFH] (X 2 =

PROBI | setimn) 2 M AR RO 2R S (RE) %M 5.,
KR o | SRR, JEE . JE R
WG | BB B BB 56 B
(1) 140D 65 D B
(2) LLF ORI Y OgBRE %
\ Q DPIRIRIEE. WM, ISR, T EB) R, BT % 5 S
A e . N
®9Elouk@%ﬁ%ﬁTé%%ﬁ
MR A ORI YE | FORE (RFEV, - MER. R % b &1 L7e FEV, TIE (fsie
) 1R BEIA] 28 0B BB
(1) A2zaY X3z ) AFEEKIRBCTH D Z & NG ho TV D HEERE
@) Thh. Bk, BT OEEIIREAILE. HoEMEmRaE . R A O, R
LRRAKEE| IR WA AT AR, T ) AR & 0 B B RO b

DMDIREZ AT D HERE SUIBEED & L A

(3) Bokth., PR ARLIZ FEV, 23 15%0L FIKF Lg%
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R TT 15

Dosimeter 1

(i MR BB A X 2 ) OWMANR 0.6 TR ALTRD I T T AP —)
AR L OnL 23 ha—Lk Lic, A X 23U A3 K5 5 FEIZ TL0. 025mg/mL,
0.25mg/mL, 2.5mg/mL, 10mg/mL. 25mg/mL & EIZHEE 42 7T, 4 5 BT DA
Uiz, e L CRA LT A X 2 ) oL, RAEEAEE U ChRisk Lz, REEEAL
ITRASNT-RELERARBER LD Z LT VEHINZ, WA SNIZKIREDR
FEENL O 2R RAREAL L LTz,

ERIOFE L LT, MWBEEEALAS 188. 88 HAL &4 M 2 7o vl <, & 5\%k, —HoO
e NP, AR, 512, A X a ) VIR AGRBROTAREIZ OV CIEZ H e
L7z,

BREOSHE (EHEAEERNE A X 2 ») [ZFRC EMERRE) 1»bwo< D
WA UT-e MR, BVEROS 2SN 720 (FEV, 2= b o — /LD PRI AR L v
20%LL EJd U7 e & E SR LTo) o TR BAFEHAL )Y 188. 88 HAAZIZHEE L T b i
DERD LN TR T LT,

AT

(1) Bt (26mg/ml LUF OWLA T FEV, 23 20684 EE T L7 #8hE O FIS)
(2) B % 7’ LT REOD FRY, J8ib =8
(3) FEV, % 20%LA LK T & 827200 A X 2 ) e o Bk 58 (PDy)

S

B

HIWERAT RIS 55 BIIZ-DUWN T, 25mg/mL LA T OPEFEE T FEV, 28 20924 K F L7260
T OB & LS. BRI 84% (46/55 fiil) Td-o7-, FE7-. 10mg/mL
LR C FEV, 28 20% LA FART U 7213 76% (42/55 f5l) Toh o7z,

Bt & I S Atz 46 B> FEV, B SRIT 16~57%0%H (4 29.6%) Th o7 (Z
D 9B 3 FIE FEV, A 16~19%TdH - 1= BSERRTER 2 B B &l &) o B
PEROSIE PDag 3 0. 125~188. 88 (0. 025~25mg/mL) HA(Z DO#FIPH (CF¥) 40. 4 ¥if7) T
T LT,

g i

LAEVERRNTRIRE6BIIZ DN T, RRBIRAEE TE QWA FHR (ERIBRE) 232%
(1/56f) (ZF8® BT,

A IVERENT R R DB BNZ I\ THEHRIER DU ZAT -T2 & 2 A A Z 2 ) U AfFHIC

B OEERAFFERE LT AR, i), k) 25580 e s’ JE8

FFA2 (1/5501) Thole, A ¥ a ) AMKICHT 2AEEFRICONWT, HER

FRITBO LT,

) ARNOAGRENT-FELOHEIL, AZ 2 ) Y 100mg (1 34 7 V) (I2A /A
WA N Z M L O L. 8% 0. 039~25mg/ml. & 38 B 7 7 TR 5 O 7 TR ik % F i
KERELYVRTIAP—2HNTRATHS, (V.3 HELOHE] OESMR)

4) BNEMAARAER UME) (MC-101 HER) ™

FBL 72 5B B DRI K OV NI 31T 2 i B O MERR DA BN I 1T 2 AH (A & =

PBRORI | o) 2 A SRR O A R OB (R A BT 5,
R o | SHERIR . B, R
KR | W BASEDILD B 26 B
(1) 5D 13D B
@) LI F OBWEEC 2o OB
| PRI OB IHURYUS, Wi, SRR, GBI, BT 5P

WD H 12U Lo 2 AT D Hk5RE
© IHEERERAT CTHRMENE | B0 (%FEV, : MBI, 4 b &2 Uiz FEV, THME (B
HEME) (ZxP 9 2EIE]) 2% T0%LL EowsRE

-15-




(1) A& a2V XiFa ) AEBEIGEETH D Z ER0ho TV D HEERE

(2) TAD A, BRIk, ETOEENRPAZELE, KEMIRERIE, HFIRIRERETTHEE, A%

F 7 BN I UE Wk, VEAEMEEREE AT o86RE . 2V AERHEICI VERZELZZ T A REEO H
HAMMOBEE AT WA I ED H D95

(3) BREHAL . /EFRAHEW AFL LT FEV, 28 15%LL HE T L7 iispds &

Dosimeter i£E

(b BRI O A X 2 ) OW AR 0.6 1T RAL DT T A% —)
ABAERL L2 2y ha— b Lz, A% 2V 3 K55 WkEIZC.0. 025mg/mL,
0.25mg/ml, 2.5mg/mL, 10mg/mL, 25mg/ml & NEIZHEEZ LiFC, KRE 5 BJ DA
Lz, e L CRA LT A X 2 ) oL, REEEAEE U Tiesk L7, REEHEAL
ITRASNT-RELERARBERLD Z LI VERINT, WA SN KRE DR
RERGE | BN ORGH AR BTN & LT,

EROF R L LT, BREFEHALN 188, 88 HAL 248 X 72\ EilH T, £ 5 EHL, —#HOW A
R, WAL, 612, AXa Y U ARBROWAMBRIZ DWW TIIZEE RS LT,
TRERIEOE R (ERAERNE A X 2 ) [ZFRC BEREAIESE) 1Hdp-< Y
WA U7z B IE, B PERUS AN 720 (FEV, 23 b o — L A B R AR L 0
20%00 B L7zRg & EFR L) |« SUTF AR HALAY 188. 88 HINZIZE L T MRS
DR BN TR T LTz,

(1) BEPEER (25mg/mL LLF OWe AT FEV, 25 20%LL HAE T L7- B 0 E14E)
FHEEE | (2) BMEROGE R LT REOD FEV, i3
(3) FEV, Z 20%A FAK R & E 57200 A % 2 ) UHAbo B 55 (PDy)

A2k

B NMEFRAT XS 26 B2V T, 25mg/mL LA OJREET FEV, 2% 20%LL KR L7z 0
T OB & LTS, BitEsRi% 88% (23/26 fil) T o7, F7-. 10mg/nL
LR C FEV, 28 20% LA FART U 72 #8813 69% (18/26 f5l) Toh o7z,

Bt &I S 47z 23 410D FEV, B 3RIE 18~55% D% (SE4) 30.3%) Th-o7= (Zo
95 1 Bl FEV, B 18% T o o T SERAIEIR ) BIGME &l & niz) o Bt

R 13 PDyo 28 0. 125~188. 88 Hifir (0. 025~25mg/ml.) D&ELFH (FHy 67. 1 Bfr) TR,

freecXis

LEAEVERRAT G266 OV T, RERBHRAE TE ARWAEFERIGRD bieh -7z,
AX ) AR D EERAAESRSE LT TR, M), TR
DIE8% (2/2661), [hgmik) 734% (1/2661) (ZRRD BTz, A X 2V AMKIZEIT HEE
RAEEEGRLE UC MR ey . Tk, TGO 234%4% (1/2661) 1238 iz,

) ARNOAGRENT-FELOCHEIZ. A% 2 ) Y 100mg (134 7)) ICH RAFAE
WA N Z M L O L. 8% 0. 039~25mg/ml. &G 38 B 7 7 TSR 5 O 7 B ik % F |
KERELYVRTIA P —2HNTRATHS, (V.3 HELOHE] OESMR)

(6)amHER

1) FERARERE (—REARERE B EFERARERE FRARELEEBIRE), &ERTEERT
—AR—RFE, WERFEERERABONE
[V.5.(6)2) A&FBSEM & L TEETEDONE XTI L= - RBROME ] OES M

2)ARBFHELTERFTFENARXIEER L-HE - HEROME
AN D SLERTE AR IR OGRS T,
MRS, U 2 7 BRI 2 e O b, YIS ERT S 2 &
ARSI HD & . LU O sl A 2 58 L 72,

-16-




A

AR BHY

SOBEIBBIER AT 2 AR OMEHFRE T TOREMECET HIERAINE L, HE

T 5, £z, AFOREIEKLE L CoFRAMEEZRET D,
<EERFFEINTZV AT >
RAAVERRGT | R AT
HHIH < E R AR EH >
INR DB RO 2 M
HEhMECEET| L,
Spaigr | 0L
FRAAESE | AR AT A
RGBE | AFNC XD KOE BB 2 £ LS AN g i D B K O BB
SREMART | PRk 28 A 12 A ~ Rk 31 4F 1 H
HAERE B | 200 61 (VN & LT 50 i)
pp—— SOEIRBIEREZEML7Z 1 H, MA&E%. 1| 7 AMORBIEMIRZ5%E L, FIRE7R
RO RIESKEBERE £ TOFHREUET S,
IVEEREGIE | 219 5] (/R 55 i)
LA PERENT
e 209 5 (/1N 55 f31)
HINESRHT
e 205 51 (/1N 54 451)
2k
ZARVERRHT S GIEF] 209 B2 1T DEIVERFBIEIA 13 12. 44% (26/209 f5]) TH Y |
W bHIEEE TH o7, HELLZ E2RWEM T Tk 7.66%(16/209 #1) . [HRE
BRI ) 2.39%(5/209 ) . TREDRIRISEE ] 1.91%(4/209 i) % T > 7=,
RN FED S b, AFOEERFFESNZ A7 THDH [FERHEE) OFRBL
ENEI1E1.91% (4/209 1) TH o7z,
BERARZERTHD [/ A@&ﬁﬁ@ﬁéﬁj’%bf NRIZEB T BEIEA
., FEBLEIA 13 29. 09% (16/55 ) T o7z, /MR kwf%ﬁbtfﬁUW%ifw
R k) 16.36% (9/55 ), [EERAAFIEEART) 9.09% (5/55 ) . TREBRIREE) K Ov Th
M| 234 5.45% (3/55 1)) Td -7z,
A2
BNV S BIER] 205 BINZI1T 5 HART LIV X —2EmUE L V3T A R 7T 715
ZHOWIZRIEIC X D ZGEEBE ORGSR 48. 29% (99/205 ) Th o7z,
Fo. BART LILX —F2SEMEEIC LD PCy DRIEZ Smg/mL & L7=354A Ol B A
HFOKGEBBEO ML, /R 60.61% (20/33 #) KON 16wl EDREA 41. 18%
(7/1741) TH-o7,
(7) FDith
MM EE e L
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VI. EEE(CE T HIER

1. EEZMNICEAESHHILEYXRIXILEYEE
aY AT (TEFLal s, b RAZI )
EE  BEOH 5 LEWOEEITREIT, HFOEFRLESHRTH L,

2. EBEEH
(1) YERERLL - ERHF

SV SOV DU M OB S W OB, BIZERrE (=) ARENE) ZRd2521) Tk
D REFROFRKIZ Lo T, RIS 7 BTV 3 ) Ut S, SRERITERT 2 Z
LTHEL D, AXZaY 3T eFAa) v 0B AFARBKETSHY, EHETEFLa ) %5
ICIERT2 Y,

Wi B AT OWREN A Z 2 ) U BUEIREBRA LTS E ERRE Lk TAx 3l
X DS R < K VRARTRAESUENE LD, ZORISOEN A Z 2 Y AfT
BROFEBLFAARIL & 70 > TN D,

A ) TR SOV IR OULHE & ORE W ORIz 5| & 232 ik h  KGEPAZE
PSS T

(2) EFEfTT HHRRIE
1) T ELGFEERER
DE FREMBICH TR ETBHIGEER (/n vitro) '®
b P RERRAEA 2 U SUE EE T OEIC T2 A 2 2 U o OER 27 L7z,
b FRUE B IIEAR Z Krebs KT T 120 2L S B 7%, A ¥ 2 U Ui TR
ANCIREEZ BT L, AR KXV RBAET DRNEZERMEICHE Lz, ZO/ER, A4
=2 Y 2F 1~100 g mol /L O T L2 ER 27~ LT,

100~

B (o)) 2]
o [=) o

XTIV Y DERAZRICH T DIEHE [%]

N
o

| | | | | | |
10-'* 10-® 10® 107 10 10 10

EWEE [mol/l]
b MNRUEERFHINHME R T D A Z 3 ) o
AL A O IRNFATKET DAEHE IR 5 mol/L)
AN:AFal)y @:uaAfahlxzrDd, O:vfablxzr
EAAE AR AERRAE (n=5)
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Qt FRERERS WK BER (in vitro) 7
e PREMEBIEARZ AW EEREICBUVW T, PHlglucosamine, [M*C]glucosamine,
[*H] threonine }2 TN Nax [**S]104 & b L—H—(ZH T, ¥EHME Z o /X7 Bk 5 A
Zal) COEREBR Lic, ToRite MREMMEAZS b L —— 2B HREEIR T
16 RSB Lotk 2N DHEEERV T Fr— U HIIC A ¥ 2 ) o ZFRf S STk 4%
T 4 RS LT, TN TN O RIS OMEHREZIE L Tz R | ik & o
PR BHWDIEREE Uiz, ZORER, A X2 43100 pmol/L OYRE T, KEMRRORL
W5 XD WA 2 ha—) LR & Bl U C 620 SH7=, 7 b e B 1 100
pmol/L DRETAX 2 OIERZRE LT,

80
70
60
50
401

30

O b O—IUBHICH T BIEH0E [%]

20+

10} l
0 — ]

A9aUY 7rOoey AU 100 M
100 M 100uM 7 kOE> 100 M

b NGB K T DA X 2 ) DR
T b LN R 2N (%)
PEIE EARAERE (n=10)
wok : ILE 2 ha—/LEOFEZE (p<0.001 ; t E)

O XOK[BEMR VB TSAT7URICHTEA2 1) VIRAREDER®
K 16~22kg, 2~4 4F#ii D Basenji-Greyhound K (BG K) 5 PL% FV 7= in vivo akBRIC
BWT, KGEEPIR Q@i 7T A4 T AT 25 A% 2 ) W ADOVER % 7 L 7=,
AH ) o OFGIE, EEFEE T T 0.025, 0.075 % ON0. 16mg/ml OIEEDO T /L%
ZIEI 5 B 10 53R ORI Z BV TR A S 7z, KGERFIER #2774 7
VARIEENER ANV EEN N T VAT a— =2 W THIE LT, ZORER, A
Z 2 TR RIS LT BG ROKGEESIZ NS it 77 A4 7 2 R &

M EET,
A RNTBTAREEF L QT2 T T T L RTKTBAZ 3 Y DR
AH Y RE (ng/ml) SUEHEHT (emH:0-F2/L) iz 7547 A (nl/cnly0)
0. 00 0.94+0. 25 223439
0. 025 0.980. 31 19033
0.075 2.20+0. 21 141+14
0.15 5.90=0. 64 91411

SEE EFEHERR 75 (n=5)
T/ /R BG R /2~4 £EHii/16~22kg
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@Y IILOKEERICHT S A2 VIRAERSOER

{KEE 8~14kg, 6~10 FEEOHEMED =R PV THICEHMEE T T, A¥ 2 % 0.15
~2.5mg/ml DET 1Y L TRENF 2—7 L0 1450 B IR X 0 ARG L (i
5, RGERPUCRIT A ER MG L, KUBEHUIT VICRENT 2 —7 &AL,
Frb—va AECRVIAGE LTz, EORER, A Za ) S3RGEIEKAF L TROERGT
AEMSHETZ, EAZ IV ZBERETETHLY 728 FI I UVORTHEGIE, A ¥
2 Y NS XD EGEEIOEME DT NCE L2, B AX IV B ZREEFETH D
AFT IR (REKEAR) ROV AF U AIMERZ2 RIS 2otz

=R YT D RGEEHUCK T D A 2 a ) o

A B2 P (mg/mL) SaEfEHt (emH,0-F0/L)
0 3.641+0.51
0. 15 4.57+0. 58
0.3 5.71%0.75
0.6 6.17£0.69
1.25 6.9+0.95
2.5 8.47+1.38

SERE REUERRZE (n=T)
SRR/ WS/ IKEE ¢ Macaca fuscata/6~10 4F#h/8~14kg

®OFILEY MHREETIICEFTA2[EERICHT A2 VIRABREDOER 2

{REER 350g, 5 MM, HEMEDE/LE Y MIIIET /L7 I 2 (0VA) 100 1 g DIFIENEE ST
AE L. JEAER 2 I 0. 1%0VA D=7 1 V)L % Feiii S 1= F v /83— T 1 FEE A 2%
WATDZLICEVEEL TREETVEAER L, OVA Bt 24 FefOELE Y MC
EHREETF T, AZ23Y 2 %&0.1, 0.3 KO Img/mL OIREDOTT 1>/ LT 10 BRI AL
ZHAWTHRAL, KGEBEIUCKTT 2EH 2 Et Lo, XOEHHUL Flexi Vent ¥ A7 L%
AW F v b—r g EIZEVENE Lc, & 612, [AERIZ 1%0VA 2 =7 1 LT 10 FH /]
WA S, 20 SrEGERLAZ JIE L2, f&:uy%o3mmL®%W®:7m7»
THAL, 10 SEEGEBRIIZHE L7z, ZOfEH, OVA EIEE/LE » hOKERPUT
&:UV&@T%gW@%:@WL\memuhf#@WE%@%:t&ﬁaﬁﬁk
R LTz, 723, A% 3 v OKGERPEERIERITHR G EBRRICBIL, £ OBIEL)IT
TERDNER LT,

AL ud B o, OvA A93UY
E 1 naive, n=4 g o haive,n=5
S %] movan=6 3 8 e OVAN=23 |,
* 104 : o
Q 8 Q 6 %
L I e @
E g S 4. L)
S S, oy p
5 4 5 ° b o
L= B 24 0
m 2 M [ ] ..(r
HR (0] T — “R 0 D ° r((""(‘(('((((((o
0 0.1 0 10 20 30 40
XSJU/[mme B [min]

ET Y MEEBETICEIT DA X a ) VIR ADRE
A JERBRIER NOVA BRIEE LT Y MBI D A X 2 ) o RBRKIGH (Bl : 2 X2 o ORE)
B: A% 23U VWA OKIEIETIOREAHER (Bl - WA 5% O
WL M SOE T (emH,0+ F)/mL)
LA fE A R
sk p<0. 001, *:p<0.05RHED RV t BAE)
SR/ S/ IRE - Hartley/b Jfii/350g
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@V IKREMBIZBITELRD) VRBERE VAU FEDFEEIZHT 2R (invitro) ?V
[*HJQNB (Quinuclidinyl benzilate : BURTERINI TR CHEMR LT A AT U U KK Y H
VR) EHAWT, UUREMBNCBIT A LA ) ZFREFFR Y T R E OSSR
THAL Y COERERE LT, [E IR L0 MR ARZ ERL L, PHIQNB & A%
BV AR L DREEVEIC RIE TR A R L7z, A% =Y 213 0.01~1000 g mol/L @
AT, RIS L CLPHIQNB & off & 2 fHE L, BEFEE (Ki) 13 1.88umol/L TH

277,

2) T DO EEAER

DIy b, BLEY M, 4AX, 9UF, FARUIVIKERVREXZMBIBTI5ET
BRRIGEER (/in vitro)
7 v MRUER T 2 VT, BIENIEIC T2 A X2 ) CofEREZFME L7 2, A& =
U 0.1~30pu g DAL, KSR OEENIE 2 A BRAICHEN S, 10u g TR
DERZR LIz, E£72, A X2V COFEERNEEIERIZT Fo v iz X - CrHE
iz,
TLE Y MREMEEZ ORI BWN T, AZ 32U 0% 0.002~30 1 g/mL O TR
FEVARAT LT REWARER 2R Lz 22, Hia ) VEEThHT hry, Y7 zv=)L
KOA T 7 by A B ZRREEHRTHLA Y TaT L —), IEAT A REH
RIEECHHA Y FAZ SV ROR AR TRAT T —BMEETH D8N L, W
PTib A K 2 ) L OERZIE L,
A X DL E AOTZRHIIC BN T, A2 2 Y 24300.03 33 1 g/ml O3 A TRl
KIPEPAZE K OSHARIUE 72 &, & FIRFIGEIER 27 Lz 229, 2 oOfERIZT br
vy, AvTar /=, hrryRIFY U LAARILEERETHD T BN R A
BT AT T —EBHEETHLT AT 4 ) KON Lo THEFE ISR,
ZOM, AX Y A%, vHF, R ROU CORE TRE SR )E LT, AR
FEVARAT LI &8 B ER 2R Lz 20802 F e xakE fkicknw=y
X7V ATAZ ) COERERE LT,

Qb FREMRS WITHT BER (in vitro) 230
b FREHLER A WS EREEICB O T, A X 3 U 03 30 u g/nl O TR AL O K
WA A X TE RN S F— DWW EEMEE, T haveuiA 2zl o oOfERH %

=7,
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QEEHHY (AX. ¥, EILEY ;. T42) OKEERERUVEMaLTS547 2 R(H
TEH5AR0) VIRAKRSOER
AR AZ Y =7 ua Yy VERAES L, SIEBRFLUL #7747 212k
HVER Z it L7= °Y, BG KT, 0. 075mg/mL DWW A TIEA 2 ZED 55— T, Mongrel
RTiE, 0.75 U 2. 5mg/mL. DEHIZB W TRUEEITIOEML D@ 7 F AT 2 A
DD N ENENRO NI, INT T LEHETHLI =7 =0 HRHETH D
B2 ROA I TNT AW By ZBRIFRNIETH LAY T aT L) — I AZ =
Y OERZFLE L7z 2%,
YL T in vivo i RBRIZBWT, W=7 AP NI A X a2 % 20mg/mL DIEED T
T a2 AR L, MERSEE IR T A ER A RS LI ¥, A2 3 ) ol A
B X T, MR OHE R, 1 EHKEOHD KOEERTOBME OEfi= 7T A
T ADONENENRDbINI, AZa) COERTEG% 2 50 bR b,
ZOfth, TLEY NERTZA~D AL ) O ABEE T, ZNEH 0. 1~1mg/mL KX

100mg/mL DF G- B TWT I b XUERFLAZ NS D VITEi 2 7T A4 T o 2 &l S &
7= 20.36)

DEYSHT UL —HSEXEETFLICSFEREERR VB TS50 7 VRIS
®FHARD) VIRAKRSOER Y
bt U % Ascaris suum CIEIES 727 LA —MKIERIET T V% VY, FEFSRE Gt
THAL Y COEMERH Lz, FEEHEE Y P TIEL 10mg/nl DA Z =) VIR L
DIEAITFED HIL7e oo 723, Ascaris suum EEE Y U Tlid, RIREDOA X 2 O
5T MR ARBT O BN B RER R K DI Ol 21 o & 0 2 0 A DA HIFED BTz,
WFROMER b EGH% 5 4 TRK L7 | Behk 60 4y CITIEMANIE & A TR LT,

O A XTERRDWIZT B in vivo FHER P
ALY DKAERIE TN T DAEM 2 Bt 2 BT, 1B HERRAE BIBE T LA X
(Mongrel K) VN, A% 23U L F 545 OKTERGIR D 5y s o OREHME 2 11 E LT,
AKX 2~32mg/ml DT 7Y ILTO 1 3R AL G, 4ng/mL LL O E TR
BAHINEE7-, kT 2, 4 RO 8mg/nl TIHE T L7228, 16 KT 32meg/ml D#HE-T
I ER D BTz,

(3) fERSIR - Fips R
AR L
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VI. EYEREICBE 9 5IER

1. MPREDHER

(1) aRLEAEDTMRRE

BA=ROAYA

(2)BERABRTHREZE SN -MPEE D
HA NMERERE A (B & 1341) 120. 039~25mg/mLD A % =1 U L HaAb 4 Z WlidE W N U C&R0E e

TR & 2 L

R 25mg/mLA R A G L= oM T AL a ) VEEAZELZE A,

e A& T 1%8. 54y Tl M2 EES. 3lng/mLIZEE L, IS BILT71. 4 Th -7,

10.0 1

(FHE+FERZE. n=13)

2 x 231 BE (ng/mL)

0.1

0 30 60 90 120 150 180
5 %5 (min)

2fH A2 3l AREHER

WON-3iS Cmax (ng/mL) Tmax (min) AUC¢-o (ng *min/mL) t1/2 (min)
25mg/mL 3.31%1.43 8.5 234*116 71.4+£37.2
(3.0-15.0)
(BTl R, 7277 L Tomax (X9l (R MiE-H oK E) , n=13)
(3) &
B -y VAN

(4)BE - HEXEODEE
[VIL 7. fHEAEH ) DIESH

2. EYRERINSA—S

(1) BATH %
BB L

(2) AR EERE T2
LR L
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(3)HLEETH "
FUA A BEERERR A (13 451) 12 0. 039~25mg/mL > A % = ) S HALA % WA L e i EE 25mg /L.
EWABEG Lot A2 a) VREZJE LZEZ A, HEAHEEHKIT 0.0119+
0.00539min” CTHIE HHEHERZE) Th-oiz,

()9 VT7I3VR
BRI L
<BE . @HYRBRT—% T k>
HEVE SD 7 BIZ 0.01, 0.03 XTNO0. Img/kg D A Z =2 U b & HIEE RN G Lo & &
DMIEHA X Y ARELVEE 7 VT 7 AR LERR, 22 78. 7+11.4, 77.5
+11.0 T 59.2+8. 8ul/min/kg CEEEARHERA) TH Y, KGEM TREREITRD
LR oT,

(5) D HEHE
U ERRL
<% GWREBRT—% Fv >
HEME SD 7 M2 0.01, 0.03 & TN0. Img/kg D A & 2V bz HEERIRNE G L7z & &
DMET A Z 2 ) ARE XD EFREICRBIT 20MERMERE N LICRR, £hEh 2930+
430, 2280%300 M TF 2470+530ml/kg CHIEEIRHERE) THY | LG EMTRE AT
D BRI T,

(6) 0t
LB L

3. B&EH REaL—ay) @#Hh
(1) B A %
BAY-¢ 2

(2)/35 A— S EHER
LR L

4. IR

g R L

<BE . BWRBRT—4% T >

HEPE SD 7 » B2 0.01, 0.03 2 OF 0. Img/kg DA Z =V i bH) & HEIFHIRN G- L7 & & O
MR A2 2 ) PR & RIE LTz,

HRNFE G DM A # 2 ) R, 0.01, 0.03 &0, Img/kg DL EITBW T, &4
DORERERTH D EHH% 2 32N EH 4.96, 18.4 K55, 6ng/mL /R L, 5% 1 BT
[30.707, 1.82 K TN9. 88ng/mL £ T L7z, HICHRINIZ T EH 28.9, 24.5 KT 33.0 47
ThHolz, T2, AUCrolTZ 240 129, 393 TN 1710ng min/mL TH V| 5B E- THIN
L7,
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100 -

—— 0.01mg/kg
= —O— 0.03mg/kg
E —&— 0.1mg/kg
£
i 10 |
el
N
o
=
v
® 1r
H
B
=

01 1 1 1 1 1 1 1 1
0 15 30 45 60 75 90 105 120
B [min]

7w MAZ a ) e HBIERIRNE G L7 L S O A 2 2 ) CREHER
FEIEHEERZE (h=2~3)

5. 2%
(1) M ;&E—HAxBEPY @@ 4
MR L

(2) ME— B ERRAPT BB
VAR L
<BE> L6 FEOTREHT 5 BHICHT IR OESH

(3) L ~ORITHE
LB L

<zH> N 6. FEDOHERZATLEE T IER] OHSR

(4) BERADBITH
LR L

(5) TDMDIEBADBTH
LR L

(6) MEEEHAE
AR L
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6.

e

(1) BB R UM B2 R
ALY NF3al) AT T —RBIZB MR R T 2 E D ERN TR RE =T, B-A
Fal) AEBRENDS EBZ LN,

O H CH, CH: OH  CHa
|~L|+ CH, - NtCH3 cr
A . —_— J
Hie” 07 7 en, © HaC CHs
a)rxA7FT7—E .
AHal B-AFN=Y

AZaY o MZBITAHEBRIHIRE

<HBE : in vitro>*""W

bR E A X 2V (PSINPEE : 50ng/ml) % 37°C T 0.25~180 /3[4 > F =— h L7z
Db, MEHAZ 2D P RORBEITHD B-AF /) REZRIE LT,

ZORER, B MIETIZEB W T A X 2 U TSI S, 1 v F 2 X— Bs%E 15
FICIs1T 2 MR FEAF=RIE 52. Th & Te o 7o 23, ZALABEO MBI L2 b | ERMICE
A ALY COEKNEINL 175 3 ThoTo, £, REWMTHDL B-AF Lzl ViRE
IRREE 72BN A R L2 e, AXa Y v oREHZ LY B-AFal U RNERT S 2

ENHER ST,
60
‘ —— XYV
50 = B-AF LUV
=
€ 40}
N
ob
S
1y 30
%!i
& 20 F
=|
10 |
—— —9
OEIl 1 1 1 1 1 1 1 1 1 1 1 1
0 15 30 45 60 75 90 105120135150 165 180

B [min]

AZAY &l MLETA v FaX—h LI EOMETAZ 2 ) A ROB-ATF 2 ) AREHERE
FEIEHERERE (h=3)

(2)RMIZEET 28R OP%) OHTHE F5E
MR L

(3) IEBBHROERRUZOHE
G L

(4) RBMOEEOERR B, FELE
BB L
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1

1

0.

1.

. i

ALY ORFUT LV AERT D AT L2 ) UiF, OB E LD 2,

bS5 U RAR—2—IZBT B 1E#HR
BRI L

. BNMEICLDBRERE

REERRL

BHENDEREHILEE
U ERR L

Z Dt
U ERR L
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1

=
=

. ®£% (FRLOZIESF ICEJSHEE

HNE L T OEE
s

—y

1.1 RXENZFEHET BB, FREEBEOHEIEDS
ETERETSHI L,

BEI D&,

[(11.1.1 SE&]

BRI D EREBROHLIEMDEEDN L
1.2 EEOREXNER UFREEETZELA2ETNNHHDT, FAICKELTUTOAIC

&, BEICHL, REFICMERRLRAT S &,

AEOFRRHEICHIST 5-ODRERADHERRVEREEZEATRLRE CERT

WATREMNH S EICBET H &,

A B FIHE) OkRE5EETV., BEICKHL, TOMOEREE XTI 2BEBNELITS
&, BB, BEMEZFALTVWAIEETIE., RAB  FIEE I LZNEICREGLE
#REIEH L,

(figah)

- EEOREXINEEUVEREENE C5EE. ELICENRRARTJEMEER (%
1.1,

2. *#=* =z

ZIS e

- AFC K HREMR TR, RAIE LTRA B RIFEZIRS L. EOMN1BE (FEV)

B LETHDH Z LD

ZIS LN

L7,

1.2 AFOEEIZLY | BEEOKE SN L ORISR T 2 E C o8N H 5720,
RSB L T 7RO H D EMOBEE O £175 2 & FBRADOXIEO%
RE
REEZDEH
2. 83

(ROBEIZIFRE LGN L)

2.1 RHNZKE U CRBUEDBERED & 25 B

[11.1.1 &]&]

2.2 KIEHIRDNEEOBE GHEYE | 708 (YFEV,) 23 50%ART ix 1 &S 1L Ki) KO
(FR3

B 7> 72 WP IR BERPMi NS OO SR 23 b 2 JRAE [ HEE D&V SN 2 FE L3 2 AT REMED B 2, ]

2.3 3 5 HUWIT DA EZE I IMEEZE 2 J8E L 728, = b e — L RR O MLERE . IHE)
IR ST RENRE 2 o 5 B LDME A N b 23T 5 e H 5,
L)

2.4 [Al Bl ROBI B E AL 2 32 L 7o B [RAIOIERIA R S D aTeettni d 5., |
2.1 HEBEUEZ K Z SRR RV E B X BN DT ORRE LT,

2.2 HEREOIR T L7 TITKGEIRBMES TTHE L TV D SHEE S, 2D XKD REBFOLE,

PEilFR  (%FEV, 23 <50%d 5\ ME FEV, 23<1.0L) D& 5 B3]

b SN

AR BE D AHNM A T b B EE ORVE S &2 JE B3 2 ATRENE DS & 2 7o b 1Tk e LTz, KIE

WA RTA L (AT, ATS HA RF42) ¥ CIRKBEREEREICB O TEEDOR
' ot

LxnTna,
=
2.4 SROEIBHUENTTHE U, AFNOVEF R S D REME N B D T2 DR E LT,

2.3 DML A Xy NEBRT AN AT-ORE L, ATSHA R4 Tlid, Kbl
Bo&EiiERE, KRENREDOH 5 BEN LENnTn5,

LR
BPERECR W TRl 3 7 A LIPS DR REZE K O 38 2 T JE L 72 8 F = b —/LAR
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6

- DRENIIHMRICEET TR EZDER

(V. 2. ZHRESUIZN RICBIE S 51 EE ) 22 W52 &,

. FRERUVRAZEICEET 5FE L TNDER

(V. 4. FHEROHEICEET23E] 22RT52 L,

. BEELERMNEFE L ZOER
REINL TV RN

. REDERZHATHEBEICHI IR
(1) BHE - BEBRZFOHDEE

9.1 &6HE - BMEREEDHLESE
9.1.1 FRIREEETEEDEE
DI RIER L CRERZE Z T8 ZnR b5,
9.1.2 #HIREESLDOEREENDHIEE
O DHREEORAICLY | JERPETIBENDR D D,
9.1.3 HILHEBEEDHIEE
AL B O K OVE BRI ERIC L v | JIERDE LT 2 B2 b 5,
9.1.4 7oYUUROESE
RIS R EHE IR T IS L DIERDEAL T2 BENAD H D,
9.1.5 GHILBEXIXRBEAEOHLESE
AL SUTHEIR I 2 0, Bk &, PZERENE(T 2820 & 5,
9.1.6 TAMADESE
KA AEZ L, BRSBTS 2B e H D,
9.1.7 X—=F2Y=_XLDEHE

RS UAREMEARRER & = U UARENERRR ISR 2 /L C, EEREL T 5%

Nk s,

9.1.8 HEMBETEKEOESE
JERDNEALT 2 BENNH D,

9.1.9 AV VIRTI—EHEELZERATIEEMENEERSE
FERDEL T HBENRNH D, [10.2 B/

9.1.10 [URFRADEEDZE CHEHE 1 F2E (WFEV)) A T0%RFEX L 1 FHEAH 1. 5L Ki)

DEE
L OSUE SR Z R B MR B 5. (11 1.1 BIE]

(FiEw)

9.1.1~9.1.9 FHIO=a Y AFEHAERIC LV AFREBELZT DN D 5720

L7,

B

AxX E

9.1. 10 HHFEREDIRT L 72 B3 CTIXKGEMBUIEN L L TV D EHEE S v, % O]
[RA2HT HBEOYE, IKREOARFIN AT b HEOKE SN2 B3 2 /el
N D T=ORE LTz, HEDKE ZKIAEOGRRNE 28T 572012, ATS A KT74
VO T, RUEIRBPERE IR O CHREEORFHIIR (YFEV, 28 <60%d 5\ i FEV,
M<1.5L) O HEFITHMOBRLEINTNDLZ L, WETH - EAA K74

> 2015 %) CIIAOEIEEEOBIEIL, %FEV,70%LL EARE LvE STV 5D,

-29-




(3) FF#aefEE R E
REINL TV

(4)KETEREZHE T 5F
REINL TV

(5) 4xi&

9.5 1¥iF
T8 TR U T D ATHEVED 3 5 Zothl2id, 2 W Lo A S Gt 2 Fal % & | S
NGO FETHZ L,

(fin)
9.5 AANT TR Z i L TR 59 AF ORI~
E LTz, (TXIL. 2. MM I8 D BRIR SR IE @ @

BT DIRHMA R0
HZ W)

W EOARIER ORARBROAEMEZFBE L, RILOMKGOUTTH IEZ2BEd 0 2 &,

(fin)
9.6 AFNTAGETEMERERZ I L TR b9 AR O BT BT DI EA LW 72O E
L7z, (TXI. 2. MM BT DERIR SN ) DS

(7) /MR

9.7 MNR
R AR EE N AR FLIE S 6 ARl Dsh i 2%t Ge & U7 BRPRERBR 1320 L CTu7euy,

(Fin)
9.7 EINGH AR ARAEROBEPRILLEL 16 L) THY | 6 FRM OB IR
IRWNIZDRGE LTz, (XL 2. 5N BT 5 R SHRNG ) DHB M)

(8) &ndE
9.8 EkNE
BIVERARBICEE L, BRE2 +2ICBR LN BEEICER G T 2 &, —RICIFREEREN
KFLTWD,
(fif30)
9.8 NN IZfE > THIFEREDME T3 25 72, @il CITROERBUED TTHE L T D 2 & HEE
ENDTENLRELE,
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7. HHEERA
(D HAESLETDER

RE I TR

(2)HREE LT DER

10.2 HREE

(BtRIZEET S L)

SeF 4 5 BRIRIEIR - 58715 B - fapRR1
B HEWTHE ARANT X 2 KA SN | BT 00 8 3-8 i WU R
vy Fuu—)L PR TFRE T D ATREMEDY D | AR SN2 BENN H
7T/ a—) Do Do

A N7 a— LA
[11. 1.1 &MR]

a Y AEENER
TeFoal Ui e
aY AT T —PHEK
IAAF T R
[9.1.9 ]

KHN O =Y AAEBPEERIC
RS SEWER Z R <8 5
BINWRHD,

W7D =Y o VEEh R 23
Himsh o8B dH 5,

BRI, Hi= ) VKD
THT 4 U i O
G OPLT LILF—FE %
R U EELRAL T = A
VEETIEY

WART A RIK
TINFHS o Tae gt
g 2 )L
TTY=R
TNTF RS T T T
R 2T L%

AENZ L HMAEIZBNT, IE
A o ol Y =N I AN
AREMEN B D

RESHERIER 238 0 | AH
DIEM LT 2 B8N
HD,

PRIETEM D & | Bk R
WCHETLBTNRD D,

(FEw)
B BT

BT INRAE SR AIANETE 24§72 | ORISR SUE SAUHE A3 1858 S 3R 3 5 PIeE

PER S DT E L=,

Y AFEEE, 2 ) 2 X7 T —PIHERK

BTN = ) AR ERM 2B 570 0FIIC KLY = U AREMWE RN IS S < BMEM 24

MSELBENNH L TZORE LT,

By FIE, Fia U v EEORTFT7 4 U o7 EOHIEEIEGE LT LLX—3E Oy o
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T2 E LTz,

<HE> (FHERKMN, BihORIELIRH

LT OB S SUT AR 2 8 1 o0 /3 T, AANC & 2 KGESUSHER G T 282 n b
5o DT, B OB ERAN UL A5 O a5y OVE R Fifee FERE 2 5 58 L — SR A &
VEZ DMERH D Z ENMEINTND 29 LUFIORT &9 2R E2 58T 2 L,
REB. FEAHDVTRAZRT v A FANE, FIRIEMFERIC L0 RHNS X D 508 RS 2 8055

SEDLBENNRD LD, MZICKVIRED AR 2§25 Z &,

American Thoracic Society (ATS).

Guidelines for Methacholine and Exercise Challenge Testing-1999% X v

K+ IRIEHA
[ 35,
SHRFEEFR AR AR IRIRSE . Y LTV v A VyZmZ ) U* A TaT ) — 8K
v (AT LR ) K TATTa =L (VLT ZEe—)L) TITH Y
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FRFEERA B~ HIEE  (BEA) 24 IR
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a4 a k)= FAEA 24 W]
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. ElfER

1. 8I4EA
WOEWERNH LoD Z ENHDHDT, BIEE+0I2ATV., BEVDRD ONT-HEICITRE
LT A7 EE R EEIT Y 2 b,

(1) EXGEIER & HER

1.1 EXGEMEA

1111 FEIREEE (B AH)
L O KU SO & O REES & b -5 A 1%, B 5 IS BRI A &8 35
%%(%ﬂﬁﬂﬁi)%&ﬁ#éﬁ&%@ﬁ%%% 52 &, [1.2, 2.2, 9.1. 10,
10.2 ]

(fign)
11. 1. 1 A o0 E N MR R ARER TR0 DT FPRINEE T W TR b BEDOFR TH o T,
L L, M CHREDOHENEORE 1NH L Z L. ROAFIDEEIER L, BHE
maiﬂ%&@ﬁ&l%#%ﬁ?éT BN DD EMOERE LT, 7ok, EA
5 AR B R AR CIT R ORI R EE TR D S TVRWZ B BHEARB L Lz,

(2) 2Dt DEI1ERA
11.2 ZOiDEIER
5%LA_E 1~ 5% A
P 25 K (12. 5%) MahE, FERSRAAFIEEAR T, MR
SEERN

(FERR)
A D FE P BB AR B R SR BR RIS B D & 3R E LT,

T H BIEIVEI 58 B K O R IR i S —
RIEAIEBURIL —5E OKGEERF)

KT GREBIEL 405
I E 38 BLIE B3 844 (20. 0%)
BIIVE A o FfkE SEEIEC %) BIlE A o FfdE SEEBE (%)
[ ek 25 fERds X OEhm iz ] 7 (17.5) (AT ] 2 (5.0
ST 5 (12.5) e ER BN 1 (2.5)
IR0 [ 2 (5.0 IR 5 S 1 (2.5)
M5 7 1 (2.5)
HaEE v Rk 1 (2.5)

BIVER4 1. ICH [EBSE S FEE4E H AZEM (MedDRA/J  Ver. 17.0) OZEERIKRIME (SOC) BIL O
FHARGE (PT) THiH L7,

. BBRBRERRICRIITESE
E I TV

=Ju
AX
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10. BEKRE

13. BEERE

13.1 #i% - fiERK
B OE 5 IEFE G OHE . IMEIEROE#RERE L BEAR D 5,

13.2 W&
HEZRPHERISIZOWTIE, 7 e B U 0. 5~1mg Z i AN XUTFEARN G- 5,

(fif)

ARG ATER B O5E . AAI OB ER G2 L0 RO A U O 1 R OERRGE K %
HEOBLTNDRHDTORE LTz, 2B, 7 bua B UmBREIL, A X 2V A2k L TBEA IS
ER (= U AEHD) 2o b T 2 ENBRESE L TRE LT,

11. BRLOEFE

14 BREDIE
141 ZFFRFEOIE
14110 KR ZHER O St AANCRE LW E 9EET 52 &,
14.1.2 AFNIHARRE L, #ONICHMT 22 &,
14.1. 3 AHN DT TIH 3 U TIRE S 7o Bde 2 o AR B ER R BB T 9
14.2 RERDIE
PRARI LW EN 72 TIECTHET L 2 &,
14.3 ZHLDIE
MR DABME PAZEMENT P A T2 DM OFFREABE AR BRI L0 | 1SR (FEV.%) 25 70%
At DIEPED LIRS B 256 KOBEIESBEIERA THIE L R D /et d 5, F7z,
Mg EEAR D 72N T LV =Pk & A9 5 A UL R RN EJEIR 2 8 E LIS 5 4R C
HGTE L e DR B D,

-
N— o

(fiAs0)

14. 1.2 ARANIWERA]CII2NZ EDBERE LTz,

14. 1.3 KRNI OVfR, FREEEREOGY 2L ST O E LT,

14.2  AANTIFRS) 72 K08 ZHEE TH D728, FRIEOREUT L 0 & SR A T S B E i
N0 | WU HIECREET LZMEND HT2OE LT,

14.3  JifEBEDIL T L7 BE CITREBRBIESTTHE L T 5D tHE S, KiHlRE2H1 5
BE (IBMEPHEMERL) OBA. WE TR & LRAER RSB & 72 5 alErEN
bb, T LT —HEERORMN SRR & 5T LIS 2 BE TH B L 7e D wTRetE
N DHTORE LT,

12. ZOHOEE
BRE STV
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X. JFEREREAERICREY HIHE

1.

AR
(1) EhFEHER

(VL SR HPIZ B 2 HE | DESM

(2) ReMEEHER

1) /Lo A8 R~
ARy EFIRNE S L28A, XTIk 0,12 LY 0. 2mg/body, A X TiX 0. 25~
2mg/body TLEMEINOEE 70 v 7 RNA bW, £72. 7 v Tk 2~9u g/body @
RN A X0 Db Uiz 9, —J5, WA L7236 12134 X Tl Smg/mL #1512
L o TOAHE OB B O FR F 367 49, h=27 A F L~ 20mg/ml. % 1 [8],/H, 7
HEWA S B854, DERICRE 2RO RN, B, 7 v MBI D 0O
DIET hrEviC Lo Tl SNTled, AZaVroal) AERIC L A BB EHERI S

71», 45)

2 ) IR 98 33 ~0D B2 18, 31, 35, 46~50)

ALY aWN LTS a I HRBT ORI (1 X :0. 075mg/mL LA 7 =2 A #/1: 20mg/nL) |
Gifiias 7T AT ADORA (4 X :0.075mg/nl LA, 7=27 AP : 20mg/mL), 1 [A]#k
KEOWAD (4R < dmg/ml LLE. =27 A YL : 20mg/nl) . FERE DN (A X : 0. 2mg/nlL
Pk, =249 : 20mg/ml) ., BRI 0, 3FEOBD (X : Img/ml. LLE), BRiML CO,
SYEOEEM (4 X : 5mg/mL) . SRR EOREMN (£ X ;0. 2mg/mL LA L), FE A B —&
Y ADEEM (=27 AY)v : bmg/ul LLE) | FFRINEE (£E Y b0 Img/ul, =2 A
Yu 1 20mg/ml) DMBIEL ST,

(3) £ Dfth D FEHER

WAL OF G RBIT D A X 2 ) v OER (BEER)

Ty MIAZ Y %2, 3 KN4 5pug/body DEEE-ET 2 kR CHIEEIRNEE S L. [E
WIER OV AE L2, A X3V id, 2ug/body DL XY T v NOKENLEE —il
PR EH &, BRI U TERME R Lz, & 5IC 24%0 058D 2338 S iz, 20
DEDA 2= D, [FERIC 4, 6 KT pug/body 25 LR, WG BIIKF LR
BNIE LSS 2, 40%D DD 3388 vz, i b OEROERRERIZ VI b8 <
BeH54%% 5 N THA LTz, 72, WTNOEHR LT ba B Ing/kg OFRNE G THLE X
i,

JIAT V7 2 (OVA) BIEENLE Y MZAX ) % 2~16u g/kg DB ETEIRNE S L.
NRERE ISR DIER AR L7z o, A% 2 U NIRRT OVA EIEE/LE » b Ot
AEMSHE, Bifiiar 774 T AR SETZ, T haEronibii, A3l rond
NOEH BIRE L7z,

REEF COH I AZ 32U % 0.05~1mg/body D& TEIRNIL S L7-f 5, K&K iTvh
Ao o THERERIIE S BN L, 8o 7oA 7o 23 Liz 2, 8ifiar 7547
> ADPD I EESIUHE O FEAEFE & FHBIBIRIZ & o 72, FEBEEEIC 2 IR B iR o 7z,
AXNZAZ Y % 0. 14mg/kg DB TR TG LIofES. K& W3 10 23 LINIC R
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T3 BRI LTZ %, ZOEMIT—EME T, 50 5BICITIN—RA T A VTR -T2, E LR
JELHENML, AF Ty ha— LD 1T%ETHEM L, £7-. 7 ha o ORi#E513.
KBS DA X2 COERZRE L,

2. SRR
(1) BEE S5 SR 0
Bt Be b5 0515 BRSO BaE B
wen LDso : 1100mg/kg
~ A IR LDso : 15mg/kg
' LDso : 90mg/kg
YA e e/ NERAE B 50~T5mg/kg
N LDso : 750mg/kg
7 vk RPN LDso : 20mg/kg
'y LDso : 75mg/kg
7wk Ay LDso : 75mg/kg
AV Ay B/ BT R« 20mg/kg
x= KT e/ NEER: © 20me/ke
ELE v b WA (24mg/mL, 15 57[H) EIEEX A
=74 %N WA (20mg/mL, 2 %>fE]) L AR

(2) REBSHEHR

EAEZ2E b9 B bR b Ay

il

GhaRFSUISET (29 Bl 25 i), s
We, WRUE, B, ML R, PEIR. PEGE,
B -+ a0 MAESLE « RN H I, - RhRE
BEAE - SMESIEMILIEE « OVD A - I8, A
A O FeIL « FEREPN HH I « HERREESE - BbESE
e 2 7P

2~194 HFH -y 10~50 (mg/H)

A X

ORERERASUISE T (19 BIAE)  HEEE .,
FRHE, PR, A, WEeE, PEIR. PEE, FH -
T FRIG O M FEE « REREPY L - R
Bt - BMESIEMERE « VD A ARG O FE 1L -
RPN L -+ KERREESE - SPERAEM N R -

8053

2~74 HM AN | 10~125 (mg/H)

0.02, 0.08, 0.4 | 0.02 (mg/kg/H) LI : FHEHLO BN
(mg/kg/H) 0.08 (mg/kg/H) LA LE : Besnpnk  IRnk R

H=T AW 7 HRY e A
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(3)EIzEMHER
NHEFRAVEEREREESRER (/n vitro) ©©

FAIF 7 AR (TA98 KUY TA100 #£) & HWT, 19.53~5000pu g/ 7' L— FOHETHE
RERBRZ ER L2, XA F 7 AED TA9S, TA100, TA1535 M O8N TA1537 Kk, KIS D
WP2 uvrA¥kZEMEF L, 51.2~5000 u g/ 7 L— b D HET, Aillra 3 L7z, AEHER
BRIX7 L— hE, ARBRIZT L — MER O LA U F 2 _—T g VB K0 Elii LT,
REBROFER, RBENEHEOFEICEDL LT, WITFhoLf FThERER a2 =—H ot
INFFEO bT, etk & fE L,

2) FIEERMIE AV RBARERBR (n vitro) ©
F o A == AN DR S — il RSl 2 IV T 7. 81~500 p g/mL D E TN L 7=
AMBLSEAII BRIk, RO BAEHI R ORI DU 2 B 7R I o T2 2 & D
AGRER IR ALER (6 IERALEE, B S OVRENEMEALIE) M OVHIREALER (24 BERIALER,
EHEE) % 125, 250 KUY 500 g/nl DULEE TIME LT, Z OREH, REBTFELOA I
Bb LT, WPROLME T THRGKRE 24T HMBOMMNERD S P, ikl HiE
L7z,

3)Ty FERAW/IEEER (/n vivo) 2
KEPESD 7w BT, 2.5, 5 KON 10mg/kg/ HOMET 1 B 1 [\, 2 ARFRIRNESS L, fokk
B 5% 24 e EBE AR, BREBIRMEARZER L, IMEFHERIEHOREZ MG L, £
DfEHR. WTHOHERIZBWTH/IMEARERITRO T, RBIESHIE LT,

(4) BSABIEHER
LR L

(5) TR 4 B
AR L

(6) BRTRIBMRER (/n vivo) *
ALY AR R FTREVE X AR COD =7 A POVAER 53R (b =27 14 P
DO MEREIZ 20mg/mL ¥ (& @ 0.02, 0.08 & TN0.4mg/kg/H) Z 1 H 1|, 7 HRE®A) 12T
AT S du, PR RIS A Z 2 U o ORI E 2 oR"ie 4 2 it B3R b e o 7z,

(7) T DM OBHBE
AR L
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X. EEHMEIEICET HIER

1. REIX5S
® Al TaRa ) R A AREEEF 100mg
BISE, WFEEEN (R —ERMEOWLFEICLVERTL L)
ARGy - AKX 2V U

==<E7
Fig: S

2. BREAM
HZhM : 34F

3. ARRETOIE
HE{RRAF

4. REVEDZEE
A% L7

5. BEMITEM
BERERBTA R 2L
FYDOLEY : HY

6. B—S - FE%HE
—W) S T T RN R ER R 100mg

7. EFREFEAB
1986 4E 10 A 31 H CKH)

8. HERTARBFEABRVEARES, EMBELNHKFAB, REMAKFAR

Wk 7e4 BUEOTAGEEEA B KRBT SAMIEAENGAE A B | IRGeBIAGEE A H

74 =% =) IV%
W Ny R 2016 41 H 22 H 22800AMX00026000 | 2016 4-4 H 20 H 201645 H 10 H
TafiE A 100mg

9. MEXEIMREM AERVAEXEEMFNFABRUVUZOAR
BARBYNA

10. BEEHRE BHERRLAREABRUVZORE
< PR >
PR R B 0 202543 A 19 A
WA« BEIRSL, EREEREOME ., AR O e ORI EI T D IEEH 14 558 2 1 3
B KB EER) A DO NETONTRICHIEY L,
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11.

12.

13.

14.

BEEHM

84F : 20164F 1 H 22 H~20244 1 H 21 H (&7T)

REHRFIRICEE T 5 FH

R4 L7y

£fEa—F
4 JEAE ST SEAM AL E | BRI ESE S =2 — | HOT (9 #f7) L7 R
INEEERR S = — R (Y] =—F) e VAT LHa— K
Tuiral v
TN ES 7290708G1025 7290708G1025 124825801 622482501

Tafi# A 100mg

RigfaT LDEE
R L7
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XI. 3&&%

1. ELNETORTRER
AFNZIT DTN, FHEROCHEILLTOLBY) THY | SHETORGRIRIL & 135

3

Zhae X X zh R

RE I AR A
MAER O H &

AL ) A 100mg (1 734 77 )V) (2 B RAEBRIEHR 2 N 2 FafR K O R L, @5 0. 039
~25 mg/mL DOFLFH DL 22 AR AN DA FIR 2S5, AR OVNE & iz, R L 74
WRINAIREE LV X T FAF—2 AW TRA L, KOEIEBIERA %2 T 5,

SAETOFRFEIRG (2024 4F 11 A BIfE)

=4 KIE
o Provocholine® powder for inhalation solution, Provocholine® solution for inhalation
Kit
S48 Methapharm Inc.

A H 1986 F 10 H (W AiRAIIE 2022 4F 3 H)

FllE WA R, TRiR)

G B3k © 100mg
WK Omg/3mL. 0. 1875mg/3mL. 0. 75mg/3mL. 3mg/3mL. 12mg/3mL. 48mg/3mL

RE « B | Provocholine® (A & = U Ak JFARBAN) 13, BRI S 272l BAER O 72 B
2RI D AE GBI O 2 HANC VWb h D,

ik - AR | ARTRBRIT Provocholine® DA HGRIN 2RI ) DIEF I 5 L TiThh b, NNk

(Hek) D IR % FEIG 2[RI L CIiEAR91Z 0. 6 FORETFR CRE R S B A HE2E (dosimeter) C. WERFIZ
BIFORA ST D, FEREE 5 BIRATDERARIT, MHERKE (FRC) B AZIRD,
Po < 0 EERIZEANEZWAT S, FEV T AT 5 0 LINIC Jr?ElJﬁ“éo NR—R2 T A D 20%
PLEFEV, 2METF L= (BPEROS) . XU 188. 88 MBREHN AN G ST b FEV, O F=RA
L4%LA\N DR} (EME) . EEZK T 5, N—RA T 1 > Ll LT, FEV, DK T2 156~19%
DI, [FPRE CHERIR G950, H DV ITe BRGNS 188.88 B2 Rif UL, Zh &
D EWREZRNTH XU,

ESE4 ad
AR 54 Provocholine®, Provocholine® Inhalation solution
ey aa Methapharm Inc.

TRERAEH 1999 4F 10 A (100mg) . 2001 4F 6 H (1280mg) . 2006 4F 11 H (1600mg)

FllTE WAEF (AR)

R Jf YR : 100mg, 1280mg, 1600mg

R+ R | W B GUEEIETE) O

Mk - R | HESEH R OV SR
(HH) TaRal R (RE a3l SEECR USP) & - AT Clk, AR OV (5 5%
PLE) ior L, 2 fEEiT 4 fHREOW TN OEELSEeA 2= ) /i’ﬁft%{g(&%ﬁof
REZ B CRESES,
7 A= Y AR A o e AR TR, BRAROVINE (B RRLL b)) ISR L, 4 fiFREO
B SE A Z 2 ) MR A > TiRIEE BT CTREESE S,

Fof, UFOLEEICBWTHERINTWS

=4 W74 214 (B&ﬁﬁﬁ%) HAGRAEA bz i
“is PROVOCHOLINE® | Orient Europharma Co., Ltd. 2005 4F 4 A NS 100mg
A4 A5 /L | PROVOCHOLINE® Kamada Inc. 2006 4E 5 A N 100mg
Diater Laboratorio de
ANRA PROVOCHOLINE® Diagnostico Y Aplicaciones 2007 429 H PNT- 100mg
Terapeuticas, S.A.
ErAES| PROVOCHOLINE® | Auskor Medichem Co., Ltd. 2014 4£ 9 A NS 100mg
FU PROVOCHOLINE® Allergika Chile SpA 2017 4E 3 A IONT:] 100mg
Methapharm Ltd e
Fooe—7 Provocholine (transferred from ACIC 2020 4~ 9 H &z\_«ﬁ%ﬂ 100mg
. (7" 944 =)
Europe Limited)
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=4 A 7e44 =4 (REStt4) HRERAE A VeI o
= . | Methacholine | Methapharm Ltd (transferred L ONT:
LR Vs = e
TANTLE N oride | from ACIC Europe Limited) | 202067 G 34F ) 100mg
R N Wl
FI K Provocholine ACIC Europe Limited 2020 £ 6 H (;ggéﬁifﬁ) 100mg
. Methapharm Ltd (transferred PN
1% — NSNS
JIV x Provocholine from ACIC Europe Limited) 2020 £ 6 A G744 ) 100mg
. 1 el
A7 =—7 . | Provocholine ACIC Europe Limited 2020 £ 6 A (ﬁzgéﬁifq) 100mg
ACIC Europe Limited .
. ) y |
AXU A Provocholine (transferred from MWK 2020 4£ 8 A ?%ZE«Q?J 100mg
(77944 =)
Healthcare Ltd)

BIMCE T DHERRXIRER
YEh (2 B9 % MRS M

AFIZIIT D A 2 2V AR AR DFEFIRSCO 19, 54T |

[9. 62 Fhw | OIEOTEHEIT

LT LR THY, KREGRMNICE L3RR D,
KIS D IEEFHEG R

9.5 WE4m

TEf SATR U QWD ATREME D 8 5 2Bl X, 2 E OB EMEN Gt Z Eal 5 & )k X
NHEGEIZOREETHZ L,

9.6 &7Lim

S EOARMER ORFLRBOARMEZ ZE L, RILOMKGSUT P IR0 2 &,

i

RN

KIE DT E
(2022 4E 3 A)

8.1 Pregnancy

Risk Summary

The available data from published literature on Provocholine use in pregnant women
are insufficient to evaluate for a drug—associated risk of major birth defects

miscarriage, or adverse maternal or fetal outcomes. Animal reproduction studies
evaluating effects of methacholine chloride on embryofetal development have not been
conducted. Diagnosis of bronchial airway hyperreactivity with bronchoprovocation
challenge is not recommended for pregnant women because of the potential for hypoxia
in the fetus. If bronchial airway hyperreactivity is suspected, consider trial of
empiric treatment.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. In the United States general population,
the estimated background risk of major birth defects and miscarriage in clinically

recognized pregnancies is 2 to 4% and 15 to 20%, respectively
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8.4 Pediatric Use
. . Provocholine is used in a methacholine challenge test for the diagnosis of bronchial
KEORMSCE | of Ha ierhachotine che
(202246 3 A1) airway hyperreactivity in pediatric patients 5 years of age and older who do not
have clinically apparent asthma. The safety and effectiveness of Provocholine have
not been established in pediatric patients below the age of 5 years.
. WARNINGS AND PRECAUTIONS
HFHED ] ]
. 7.1 Special Populations
IR SCE . . . .
7.1.3 Pediatric:The safety and efficacy of methacholine challenge tests with
(2022 4F10 A) ) . ) )
Provocholine® have not been established in children below the age of 5 years.
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