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230%., 0%, 5.3%. 5.3%. 0% 0%, 0% THY, WTILOREL 61 LAKE  FEBLR) 5 < Ae D A 13538
OO T,

FEE R EMER T S0 | BREER TR ML T — VR R NI SEACTHIR JE OO I i SR A VR BRITT S Al YRR
SRR S (VX B R L7s oz, Ko Tl 57 — L i B R ONIUBEACTHIR BE DO S B B 9547 5 R 52T HY
ot



@ ML T — L~ B
- 6.1 [ $5¢ 5-
A % 63 2 55 0D S L T — L8 13 038 & He s AR T o 7= 78 4 598 T 1% D 78
ST BV COBO I L7z, 7235, B EZRE1IL ARFIHE 5.4 T 7151839+ 3.88 F 1% (-
il YR ZE) (#PH : 14~27TH) Th-o=({V—7—1),

(pg/dL)
22
- LU 7 IVEE
20 TS5 RE
181 - B
m 16 T
5
:[|/ 14 1 (62) 1) (36)
]
71 12 (64) 30
l/ 101
E 61 (59
4 p
5. FE 12 RE
. () RiEngi xRy
08 6:8 wER
e

*RRR (CGRIRGRTHR14~27BICER) (3. 6BRE THBRER T LBEEDT —2TH5.

HV-—7-—1

- 12 [ 5-
630 [ $ G-I TR BOG D358 80 HAVTZ DS K EIE MIIX B SRS T B R BT, AHIZ T IZ6
T kL 15 5- L 7= BR 006 ) QN 2312 B D IfL = LT — LR FE 13038 & L AR AE T~ 7228,
BHEMRTHOBBIEIZB W TOEOEIZEIE L, 7ok, RBIERHIL, RAKEK T
18.80+3.76 H % (#iPH: 14~28H) Th-o7=(KV —7—2),

(ug/dL)
2
0 - LURTIVEE
18 1 TS REE
M 16+ T T T _
45
5141 (20)
17)
o,
7
\l/ 104 (19 (20)
U 8d
=
E 6
4 4
2 N
o] TiglE R
5 () RiEnEznd
(G| S 128 HER
L2 TIVi’5S

FRHRE (1 2B 58 TH14~28BICR) 1. 12BTHBRER T LILBEDT —2TH%,

HvV—7-—2



2) REMHER
L

(5) B - FERERISER
L

(6) sHREALE
1) AR (—REAREAE . SEERRARE. ERRRLREAE) | MRS T —
SR—ZAE. WA RERARONE
M FDRRL

2) RREHELTREFEONE R FRBLIRE HROBE
M PR L

(7) ot
A% LR



EHFEE(CET 51EE

 REZHICEESHHLEYMXRITLEYHE

TLR=yay  RERXFY v NRyaRrRES O v aa)Fa R

CREEAR
(1) YERBML-1ERE
VB B R R s
VERBEF: 7/ v aavFa R g ke Lz

(2) FENFZE( TS ERAE
MDin vitro 1ZHI1+54EH
O-1) RGBT

JNaanFafRitEE g e/ vaanFaf Nkl
ARG BE K OS2 BARKE S AR AR AF L TV TR

FPEIZE R EE IS S e TRIICEHE TH

TRENTNEY

RO v Faf R BAKEE S BAMEZ e L7- R B (2
DHKIMEE W Lo Faf R JF K G2 H 52N MESN TS (FRVI—1), £/,
KHENIT T V=R D22RIEE22SIKD =~ —D

LYV AONANNS SIS YA [ AT AV /AN e
EVEZ R T ZENHESNTNDD,

RVI—1. fFRWLEYIILOLFAaARQOErD S L)L FaA(RZ

PLRAEVEM

Z)a)

KL1DRE

(THFIARI U DZBRAEEHNMEE100ELTERTR)

JNAam)FalR EPSEENE-#ATIN raey SR il
7T V=K 935°
[N ==Y 9b
NN 4= 9°
TLR=ynrr 16°
AF LT R=y 42°
NRERAR 58P
TXYRE 100
TN=Y IR 190°
IV TA= =t 233P
RIaRrE) )T A A F—h 1022°
TNF I 1800°

a: EMBISHERR., b: e Mtk

. vaanFasr
EVERBY, 7o Faf R B IRE A H
T vazFafRixs FIREE S BAME
M HZENTE, RFTCOPRIEEVET, 7 VvaalFasRZ BEESBESHBE T80

IRT DA N D BOGE

BWTTFTY=RIITH A2 L

WTHDHIN, Ty BT TR IR R
BT, 22R-7F YV =R13225-7F V=R E0HI 2= 5

BB O LR




D-2) In vitro HFLARAENEH
Hg R L- e NS B R AR TS AR IC = R o o CIEPE(L L7 B MR A i BLER 2 FRIN L C A
Lizin vitroRIEET WK T 27 7Y =R OIEMD . RGO A 3 WD ZEAb (AR FEIR) K&
O E R 0255 (7 BB SHRPT) 2R L TRET S TnDY,
7TV =RIE1079~ 10" MO LT I TR EEAR AR RIS RIE BRI DR I 70b b B LA
B A S, B ERESIEROK TEZEFLL, i vitro TORIEET MIZBWTHRIE
TERZRLEZ (KVI—1),

* -
400 7 T sk 120 #
_ T N
o 3007 % 9 g _>'l<_ -+
: S N
O 200 T )
5 S 40
S 10t t---4---t-F--1-t--—-- =S
0 0
0 100 10 10-7 0 10-°  10-¢ 1077
Steroid Concentration (M) Steroid Concentration (M)

BVI—1. ErERR LRI in vitro REEETIVICHT BT TV=FDIER
Ao FIAG RIS R 28 A X R B RIRPTC R o
K P O N — [ TREHEFRE AR, #p<0.05 (77 YV = REEFRINEEE @ it . Newman—Keuls comparison) |
*p<0.05 (IE & g & D s, Newman—Keuls comparison)

®@n vivo 1IZB1+51EHR

@-1) HissElEm
BIERIEE)ET /KT 2V TFaxT A RO [T bk Ve &5 (B N & 5) 1281551k
FEVE R DS LB R RS T g,
7TV =R OFREIIEBE T AT LHRIEERNT, 7 vAs nr 7 h=RE L T
T2y, RER EE R AT )L ERaa)VF Y VB = AT )V O Ra o) LT g R = AT )L
FOLROGLRIEEZ R LT (RVI—2),

RVI—2. EEREPVETIVISHISIUNFIRTOSRDIRRAEER

FRXHIHTRIESE M
(7FV=F=1)

RERZ | eRaLF Y | eRaa)LF Y v | Ty ey
bR 15 (i) FHRBET AT )V | FEgT ATV | BB ATV 7Eh=K

25 | Rt | &% | Rt | &% | Bt | &% | Rr
I = BRIE (o) 0.03 | 0.125 | <0.01 | 0.005 | 0.03 | 0.02 11 >1
sabh MBS ZIE (T R) <1 0.09 <1 <1 <1 <1 >1 >1
FRERPIZEIE (T h) <0.03 | 0.26 ND ND ND ND ND ND
TV a NI (T R) 0.21 ND ND ND ND ND ND ND
sab MEER (T8 ND 0.12 ND ND ND ND ND ND
PR B 2% (=D R) 0.15 <1 0.01 <1 0.03 <1 0.67 >1

ND: FREFE AU TR



F7-. U RO BRI BT DR T %O IRZENEER (5 MHAER) OEDsfEL <~ A
EAr O IET A HE A (IR IEER) OEDsffEE D I, 77 V=R Ti324.50THY | flid=/v
FaRxTuARELE L CTRISHE Ei<, &H MEER EHIRAEEA 2 b Tl L Tz (R VI—3),

RVI—3. YOREMERERICFTHTTYFRHOILFARTAMRRTERSIZETS
ESMERLREFRDOL

BT s i 1

il R 567

LV FaRrRTaAR (EDs, mg/ke) (EDu, mg/kg) EEMAER /ST oEER
7TV =R 0.02 0.49 24.50
NRYAZ)  EHE R T AT )V 0.13 0.40 3.08
RV F U EEEE T AT L 1.41 1.37 0.97
tRaa/LF R = AT L 0.70 0.64 0.91
INFv a7 Er=R 0.03 0.07 2.33

F . T NENRIET T B W CE RS L aa) L Fal R BT L2 0GRS RO
PURIENER (T b E A O RET B /25 HEVER (MR O ERL-b O] & i L7
FERBME VIR TEY, 77 Y=ROWBFEREUIT LR v ry N7 Ay /ar 7R 7
N /a7 RR=R R OT =Y UROTERFAREE L L TLI~20f5 @ o 7 (R VI—4),

RVI—4. SYMMILFIARTASMRERABESERDT TV ZFIH T HEMHERA R AR EZRK

FAXER (77 =k=1)
fEH FLRF Say M;’: j;{ -z . d 7’;@{; " d T=YYR
e 02 03 0.1 0.7
%5}%2?? 2.2 5.3 8.5 12.8
TBRRER A 0.09 0.06 0.08 0.05

a: TR IRERE=R TRl OB PEE - ORI RIE O ke

TFVZROATHEWVIEEFREUL, N am L Fa Nz ESRISE D E OB E R OV B Y
B ORI BT 2R BARTFALICEALDEEZ LN TR | TF Y =RIIHREEM
LHMHEERAOBENTHDIEND, ZLOMISEIZB W CTHRRBRS K S Tna1012 )
MORBRIZEDE, 7 7Y =R &7y NEINC R T G- Lo & E O IETE il e (FLRIEER) o
EDsofE 1349100 ng/cm® Th o723, AU G-I L DM IR ZEE1/E ) (2B PEAE) DOEDsofl 13
100 1 g/em* T o727, iU, 77 V=R OIGE A BEH FEEMEZR BT 5 H EORIZHKI100015F
ORERHHZLERL TS,

TNaaFaf R RIKESBRMEET B RIEET WICBIT 57 vaaFafRo [T
HAZEDHUIRIERN ) OFRBIPER G S TRY, Z vaan T a R SR B IE S /)
DORNCEBRA 2 L BIBIR N D LN RENTZ, 7T Y =R IR R LN 7 Ay /ar T2 R=R,
FXY A2 FURFL ar (FY=R) 6B -ERaXs 7 FY =R aLFazxTar 16a-bR
nX 7L R=yuy KRR F Y o I0G mnW b aa L Faf R RS BMEEZRL, £
AUCHBIL T2 BR O FLRIEE A 33RO B 72 (IVI—2)



© - )

£ 1 Budesonide

3

g Desonide

D 01 1= Dexamethasone Tria.mcinolone

© acetonide

=

9

E 001 [~ 6B-Hydroxybudesonide

2 ®

>

g oo |- Corti

% g . orticosterone

Q_ .

W 16 a-Hydroxyprednisolone

= .

< 0.0001 |- @ Hydrocortisone

9 | | | |
0.001 0.01 0.1 1

Relative affinity for rat glucocorticosteroid receptors

RVI—2. Sy a0/ Fa/RZBREEEMEESYEVENZETTIVIZEITS
BRREIZKDINAAER H DA

@-2) FEBRIIBRICKIT D1EH

FERR IC KD EBRNCHER LTI RIBRET VBT L7 T VY =ROBRIENEM RS Tn
B, BERR TSR RIG R T M7 T Y =RK5 mL(10° M) 21 A 2[\], 3 B M #5M8 N £ 5, 130.75
mg/kgZ 1 B 1[A13 A M TG Uiz, BERE % 54 B B KIGSE MLk O35 BLALRR = M AE . MPO
T PE R OV H B O EE1T -7,

ZORER, 7TV =ROFEBNEE- (107 M: 2 &SNS 7240 T0.17 mg/kglZfHY) KO T
B 52 & o T, KIBROFE CTH LR OMPOIGPED L5 M2 H & Ok BRAL AL = 2o
R EIICA B 238D bz (RVI—5),

RVI—5. BFBRFEFEIVINKBRETIVICEITETTY=FDO/ER

. . , MPO ¥E e &
\i/(‘r"_g‘z:l 4 . O G =) = . O G 1<) =
B RERRRRFIIATT " (it /g SUAREIRTER) | (1 L/min/g SUAERTR)
e QL 1.5 = 0.2 83.8 + 5.5 0.28 + 0.05%#
KNG 2% =t B i 14.8 = 0.8 258.6 = 23.4 1.68 = 0.18
7“%‘y:]\‘\%ﬂ%p§]&’§'\ + * + Hith + Hith
10 M (1 1 20 3.5+ 0.4 109.1 £8.3 0.56 + 0.08
TTI=R TG + * _ + st
0.75ma/ ke 3.0 = 0.4 0.58 £ 0.09

P OB EE AR 2 TR T (n=6)

a: 1B KGRI 18, BRI, JAEME EI R, KEASZENE, TR, 2O PRI IR & O A IR R I DWW TN VESE
JEIZHEY 0~3 DA T ZAHT T,

*p<0.05 (KRIHR 5 FREEE D ER#RE . Wilcoxon rank sum test) . ###p<0.001 (KGR BEEL DL, Student’s t—test)



3)

Fo, AR B ACIYERMICTHER LTy NRIBRET MICBITHT7 7V =ROHFLRIEIER N
WESNTNDY  AF > ar @R KR 7Y M7 7 =F60 nmol/kg (0.029 mg/kg) K U300
nmol/kg (0.129 mg/kg) ZEAFHN 5-L | ELAZNIZH G- L7 Cr-EDTAD i Hh i B2 7> H W I 25 1
P& BRI G- L2517 L7 0 R IR R 27 L — Ok K OIS o B 7~ 6 i 455 1
BOSZRNE LTz, Fiz, KB Je i i &40 E Lz,

ZOFEFR, 7TV =R0.129 mg/kgD 518D KIGHRIC IO R U2 IGE @ PED I 23 BT
DT FRNTH B2 E TR D o Te, KGR K& ORIGE BN O 2 H BOSIC L TT 7Y =
R130.029 3130.129 mg/kg? JH & CHEFHFHICAH BERMBNEN 27" L7z (KIVI—3),

Fio, 7TV =R130.129 mg/kg® FH & T RGN L0 K U745 15 O 7 B i i &2/ 50
Bz HHILT,

2.5

30 % 3k %k

k >k >k
220+ KoKk Tt

7.5  * Kk %

k%

Tt

2.5

Extravascular plasma-equivalent volume (u )
Luminal plasma-equivalent volume (1)
—
—

Control
Oxazolone 3h 1
Oxazolone 24h
Oxa. 24h + low bud
Oxa. 24h + high bud 1
(o
Control
Oxazolone 3h 1
Oxazolone 24h
Oxa. 24h + low bud
Oxa. 24h + high bud A

BVI—-3. %YV OUERSVMNKBRETIVICETAMBEBHERISIZHTHTTVZRORHER

a: RIGHERR. b: KIBE N, low bud=0.029 mg/kg. high bud=0.129 mg/kg. X DO/ S— [ TFEHEFREL TR

(n=5~14) , #p<0.05, **kp<0.01, *%kp<0.001 (KFRRFEE D LL#KE, Fisher protected least significant difference

test) . $Tp<0.01, Tp<0.001 (A5 w2 24 FF M 4L & #E & D Fbig | Fisher protected least significant
difference test)

1 FA R TR I ] - e il

(VI 1.(2) 5 PR3 BR CRERRSIUT- M P BE | D ITE S,



VI. EMBEICET HEE

1. MPREDHDS
(1) am A mtRE
AL

(2) R ERCTHER SN =M RE
BN LBl E 72 XA % 5- LT BR oD i T Hh e i
H A NAEHER A DAL AH (77 =R LU T2 me) ZHEIE G WNR G- LR, IiE 7 7Y =N RE
I3 %K TR R - Ol s B (0.908743+0.554142 ng/mL) (ZEEL ., T4 TH - 727,
SO, ARFN (7 FY=REL T2 mg) 1 H2[E4H MBS LIEREO MG 7 7Y =NRED

Taare K OCraxt ZH R 5L R EZRENT /2072, AUCTTEMITL 75 3. 1 H 2081 I N SR $
BAZ LD E IR b o7 (IVI—1, RVI—1),

1.5

0 12 24 36 48 60 72 84 96 108 120
HEBABRIEERH (hr)

P R
n=
RVI—1. ERARSREOMEFTTYVNREDER

RVI—1. BARAABERABHEIZRF (TTYZRELT 2meg) ZEBANERIFEIE
REESL-EFOMSEFITYREE

Crax Tinax AUCp-co tiys Vd/F CL/F
(ng/mL) (hr) (ng-h/mL) (hr) (L) (L./min)
1HHE 0.908743 1.472 4.930 3.996 2912.128 8.535
(HE#HE) +0.554142 +0.757(1.50) +2.888 +2.241 +1793.759 +3.969
5 HH
(11818 #H) 0.776802 2.167 4.936
+0.525239 +1.706(2.00) +2.697
(2 Al H #5)Y 0.692492 2.139 4.812 6.516
+0.372510 +0.997(2.00) +2.521 +2.032

n=18, FIIE AR HENR 2 (T : 1 RAE)
a) Cmax(O_IZh) + AUCop-12. Tmax(O_IZh)
b) Cmax<12_24h) N AUC12*24\ Tmﬂx(12_24h) N t1/2(12}-1_t)



(3) hEE
LR L

4) BRE-HHREOCEZE
DEEOEE
T —T TN a—2R
QtRENEZE
CYP3A4FH EH
VIL7.(2) PEREEEEOBH | OIS

2. EMRERI/NTA—S
(1) fRAT 7%

-2 ) X—R A NET L

(2) IRUEEER
LR

(3) HEEETEH
H A B e N\ 5 M 1812 B [a] 4% 5- LU 7= I D ¥ 238k & & %501%0.206 +0.069 hr ' CTh-7=,

@) VT3V R
H A NN BYECAHK] (77 =REL T2 mg) & HEIE BN G- L7207V 77 A (CL/F) i%
8.5353.969 L/minTdh-7z,
[VIL 1. (2) B R AR CHERBS MU i FP iR BE ) DTS,

(6) HMEIE
HAR N R BAYEICAR] (77 Y =R EL T2 mg) ZHREIEBN G L0 SR A R (Vd/F) 1T
2912.128+1793.759 LThH -7,
TVIL 1. (2) B ARFABR CRERBS A7 i R B | D IH S i,

(6) Z it
L

3. BEM(REaL—ay) &
OF:-Liv-
BRI L

(@) 1$FFA—SEHER
L



4. IR
[ASAFT _RAFEY T 4]
H AR AR A B ICARH] (7 F Y =R EL T2 me) & BRI A PR 5- L= D AUC, K O E A § R
P GO )T T AE 9% 2 2 2B LTkt 1A 4 7 _ATE YT 41, 16% LHEE Sh-,

5_ /\ﬁ
IBAIC I T BLEHE OEAT —%) V]
HMENZIBUN T, BBRIE 2D H S E DT B HE B ME K IGR BH 12 Bl a3t g, 77 Y =ROBEI L &
FAMTHT-DIT 9T $EH T TV =R T F )77V * T 4 — A (T F V=K 2mg/20mL) & B A # 5L,
Yy AAFNLEDY v TF T 741 Ko TR KRB DR S K O A2 E LT,
T TV =RIE BRI FATRE B/ RRAT RS B (S 2o THEHL . S RBIEEHFA T 11~40em, ‘F¥ &
RE|EHPHIT 25.4+10.3 cm(ﬂzi’ﬂfﬁﬂ“f@ﬁ#) ThY, 12 WJAWJT“ SARFE R NICEIEL T,
BN, S ARAEAG DU AL 211X 9 Bl FATHERGOZEAL 3 /0D 111 7 BINEI=EL7=— T, 5 filIL
S KA R L0 Al iiﬂébfmxoy‘:(i‘%w—mo
(V. 1.8hEE ST R | DTS R
w: [7F 07707 I3BERETHD,

RM—2. 9Te EHITY_RIT/I7INI7+—LEAEBERNESZD
EFEDEBZNDEEE L EFE TORM

EAGHD R B E Jpi ZEFE

BN FTOREH DL
11 cm 4 hr FERIR NG ZR
40 cm 4 hr FEAR G 2%
12 cm 1 hr FEAIR G 2%
36 cm 4 hr PN P
25 cm 4 hr AR R G 2%
33 cm 6 hr SR
29 cm 6 hr AR R G 2%
30 cm 4 hr ARG 2%
18 cm 0.5 hr ARG 2%
27 cm 4 hr ARG 2%
23 cm 6 hr PN P
38 cm 4 hr PN P




(1

(2)

3)

it % — R BAPS @
L

<HBE TA>

WA 8 ) O R~ A (CHTBL) IZPH-7 7V =R % | [f131.94 mg/kg& V2.58~2.71 mg/kg. HfEiX1.64
~2.11 mg/kg®D M B THEIFFIRNEGL, T E ORI EH A — N7V F 7T 70— RIS U 6E
DR A RFILTZD, DT RO MHR — MBI A @ L | M= | IR # . /N~ L7, K
R ~D 3 ARTFRD DAL o7,

it % — 4 AR PP B
L

<HBE <wTA>

IR~ A (C57BL) (Z*H-7' 7 /=R %1.64~2.11 mg/kg? f & CHEEFARN G L., FTE ORI
B A= NTUF T TT7 4B LD A RE DR o A A R L7, 2 ORE R IR OEIE TEiv ik
HEENFRD DAL, I BED IR R BT RFRD LI,

A~ DB
AR

<BE>

RENDE R CToHHT TV =ROBAFNZBNT, DTS, L PICT TV =RBBATTHEDH

ERELNTEOMENHD,

1) MR O ORE GHEAT —4)
R SN B A A T DREWR 1~61 A OFFFLIESHINC, 200313400 u gD T TV =RERTA /37 4 —1f
BRIV H 20 A7 bh 30 A R ASEIZRR T, WA %S bz > TRLEALH D7
7V =R O B IR E (Cra) 13 E D I ET0.39 K 10.78 nmol/LTHY, FEFLHIZBAT T 244
HBRESNES,

2) 7vhb
B3, H 7~ (Sprague—Dawley) IZ°H-75 V=R %0.1 mg/kgD & CH[F| L T&E 5L, B5%1, 2.
4, 6K Q4RI 2 3L H I ONC I g ik S RE R B A e L 721,
FLIH R RB I3 5 6FRF IS i miR BE (210 ng eq./mL) 1L | 24K5[1% ClIf MR EE DT7%IC
FTWA LT, Fo, It I BEIR B I LW T L O IR SIS 38 T MR H i e IR B L0 &< (3%
H1%6K5[HTIE39.3(%)  *H-7 7 V=R H ~BAT T2 RE T,



(4) BEBR~DFITIE

(5)

(6)

MM ERRL
Z DDA~ DFEITHE
MM ERRL

<BE:Tvb>

RVI—3. #SYMNI*H-TTV=RF01mg/keZ 1 B 1 AIRERTHRELI-EEDRSRED BB S

s \ A G- 24 e %%@%&5?& 48 R
Hi[A] 7 1] 21 [A] HilA] 21 [A]

137 0.70 + 0.02 1.88 + 0.03 1.40 + 0.16* 0.46 + 0.03 1.09 *= 0.21
i 0.70 + 0.08 7.71 *+ 2.29 5.77 + 0.90* 1.13 £ 0.40 | 10.66 + 4.35
KN 0.19 + 0.01 1.18 = 0.13 2.60 + 0.95 0.26 *+ 0.03 1.30 += 0.11*
/N 0.20 + 0.02 1.09 =+ 0.06 1.68 += 0.11* 0.22 + 0.01 1.36 + 0.09*
TR 5.01 + 0.37 | 18.02 *+ 0.74* ND 5.40 = 1.00 ND

FIR 4.29 +0.71 | 18.34 + 0.11 9.60 *+ 0.41** 3.12 + 0.56 6.68 + 2.39
AR ER 0.32 + 0.04 1.27 + 0.09 1.16 += 0.02* 0.33 + 0.07 0.97 + 0.13*
TH TR 2.30 *+ 0.09 6.82 + 0.84 5.84 + 0.63* 1.21 *= 0.11 4.80 + 1.51
it i 0.89 + 0.04 8.10 + 0.59 | 12.05 *+ 6.07 1.13 £ 0.57 | 24.39 + 16.59
Lol 0.60 + 0.11 3.31 + 0.79* 2.43 + 0.34* 0.55 %+ 0.06 3.13 + 0.85
fiti 1.72 + 0.40 7.43 + 1.77* 4.85 *+ 0.50* 1.29 + 0.10 7.46 + 3.82
Sl 3.24 +1.30 | 11.83 *+ 2.82"| 9.21 + 0.83" 2.39 + 0.36 7.88 + 2.29
1 4.02 + 1.38 | 16.33 = 1.53 | 17.14 *+ 2.54* 3.20 = 0.21 | 17.88 + 5.45
I 27.24 + 20.15 | 16.38 = 0.99 | 20.51 * 5.57 3.47 +0.28 | 13.34 + 1.73*
I ek 1.05 = 0.18 4.99 * 0.62 4.73 + 0.62* 0.81 =+ 0.11 5.34 + 1.92
[N 2.41 + 1.07 8.27 + 1.50 7.20 + 2.28 2.52 + 0.42 6.40 = 2.38
i 0.51 + 0.04 2.35 + 0.20 2.65 + 0.46* 0.53 + 0.08 2.45 + 0.48*
H g 39.13 + 7.82 |149.16 = 9.54 |199.10 + 15.11* | 37.94 + 3.13 |228.49 + 96.23
i 53.89 + 49.75 | 27.44 = 1.56 | 35.82 * 9.14 5.18 + 0.36 | 25.99 + 3.33*
e s 9.14 = 1.49 | 63.64 = 12.73*| 82.67 *+ 36.03 7.81 £ 1.75 | 70.88 *+ 32.31
FIA 7.62 +1.43 | 19.23 + 1.16 | 24.74 + 7.45 2.92 + 0.23 9.07 + 2.93
i35 bt 1.60 = 0.22 7.00 = 1.16 6.75 = 1.37* 1.06 = 0.13 5.46 + 1.34
B 0.24 + 0.02 1.51 + 0.25 1.98 + 0.50 0.26 + 0.01 1.69 *= 0.25*
H 2.24 + 0.36 6.04 + 0.58 8.88 + 3.21 1.55 + 0.36 9.24 + 3.13
N 14.26 £ 5.79 | 20.38 = 2.11 | 18.06 *+ 3.74 2.07 +0.12 | 17.20 =+ 5.40
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Pregnancy

Administration during pregnancy should be avoided unless there are compelling reasons for Budenofalk

2mg rectal foam therapy. In pregnant animals, budesonide, like other glucocorticosteroids, has been



shown to cause abnormalities of foetal development. The relevance of this to man has not been
established.

Breastfeeding

It is not known if budesonide passes into breastmilk. A decision on whether to continue/discontinue
breast—feeding or to continue/discontinue therapy with Budenofalk 2mg rectal foam should be made
taking into account the benefit of breast—feeding to the child and the benefit of the therapy to the

woman.

KEE A S (2015411 7 26 T)
FDAD 73 %:C (2015411 A K ERAS 30H)
Pregnancy Category

Risk Summary

There are no adequate and well controlled studies with UCERIS rectal foam in pregnant women.
Animal reproduction studies have been conducted with budesonide. In these studies, subcutaneous
administration of budesonide to rats and rabbits at doses 1.2 times and 0.12 times, respectively, the
human intrarectal dose of 4 mg/day, produced skeletal abnormalities, fetal loss and decreased pup
weight. UCERIS rectal foam should be used during pregnancy only if the potential benefit justifies
the potential risk to the fetus. All pregnancies, regardless of drug exposure, have a background rate

of 2 to 4 percent for major malformations, and 15 to 20 percent for pregnancy loss.

KUNRFITET 2 RH>
AARDRAT SCEDT9.7 /N | OEOFTLHEIZLL T DLBYTHY | KEDHAT CFH (FDA) LT EU O
SmPC L#702%,
9. /NS
INREZ KR EUT BRI I L TR,

K E K ORI OB LB IT 2/ N EA~DOEG BT ONFIZL T OLENTHD,

TR SO e
PR AT SO Children and adolescents
(201449 1) Budenofalk 2mg rectal foam should not be taken by children due to insufficient

experience in this age group.

KERAT SCE Pediatric Use

(2015411 H) The safety and effectiveness of UCERIS rectal foam has not been established in
pediatric patients

Children who are treated with corticosteroids by any route may experience a
decrease in their growth velocity. This negative impact of corticosteroids on
growth has been in the absence of laboratory evidence of hypothalamic—
pituitary—adrenal (HPA) axis suppression. The long—term effects of this
reduction in growth velocity associated with corticosteroid treatment, including
the impact on final adult height, are unknown. Growth velocity may therefore be
a more sensitive indicator of systemic corticosteroid exposure in children than
some commonly used tests of HPA axis function. The linear growth of children
treated with corticosteroids by any route should be monitored (e.g., via
stadiometry), and the potential growth effects of prolonged treatment should be
weighed against clinical benefits obtained and the availability of other treatment
alternatives. In order to minimize the potential growth effects of
corticosteroids, children should be titrated to the lowest effective dose.
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