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1. BERUVABEICHET S EE
FEEOHEOREEICEE L CiX, BEOFR, FAEH, RFE, RFNE, RFEEEE
EZESAHZ L, [8., 17.1.3 W]

(fRF%)

THA LW R 2 % 51 & 5 2 AN 0 WS RE AR 2 FB T OFEICIERIC K-> T, 1 Mo RFEEE
Dl L, BFEEIEEAELT I ENZEX LN, FRBFOKREIZL > TE, 1 BFlOEFEEN
2Bt bEZOND, TDD, BEDIERSCEAFEDOEEICHIGETEL L), F
f, ARE, HILERZEOXR LR IBFEOR, BFONRE, BFOREFEICLY, HELUH
BN TEX DL ORE LT,

AFNOEERAELEF EIL, WO EIC L DI IMSRER 2R ICR LT/ 7 LY
N—B L L TI1,800mg/BHTHDEEXD, Tz, WENDTWHERER O TIERE, BEE L~ D3R
FIRBE, MERRERERE, LNORFERE - BIREEEICLY, @ERETL2 2 HEE
ThD,

( TVII-5. EEREAMNEELEZOHEEB] KO TV-5. R OBESH)
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5. BRIKAHR
WERRT—2 /v 75—2

K4y | sk R4 g e | wen | Bak
55 1 FIHEIEIEE 38R ‘ — O O
— fEHERE A B T
- 55 1R 38R — O o
%ﬂ BA | B EEREBRRO | posusserse Gk | O o —
HH - EERCERRO | (MEMoRMERE | O O —
SITAR F 5 B 3B IHEDIER) O O —
PSS IWHERER 2 (FF
55 11 FIRR REEMOBMERER X | — O —
IXIEGIER)
5 TITHA B R A PEAVWHSRER A BF | — O —
HA J—— fRAmomits, e | 5 B
. AR 5 Bk, TR
B A5 11/ TAH B A R SN W e 4 O ®) —
SRR % 5345 (P BE R E) — o —
HIA 0SB ERRE e O O —
- FEON T W RE AN 42
N2 A—;vm : - H: #Eﬁ:m e
KE | FIUA R if»%@ il O O
HH — E S RERBRE O O —

* 0 () PRSI IHERE R B D JFR

(2) ERIRZEEHER

1) # 1 HEER5HER

R AN B 1 12 et L, 77 2R & RIS > 7 L U s—+E 600, 1, 200, 2, 400,
4,800mg ZHLEX O G L, ZaEEiHE Lz, ZORE, #kRE 6 il [ X277 LU R—F
55 1] (600mg B&5-: 2 i, 1,200mg $¢5-: 1 B, 2, 400mg 5 : 2 3], 4, 800mg £ 5- : 2 f5i]) |
IR E 2 F] 2 1L O REFEFS (HEFIE L, LDH BA 1, % 1 {4, F# 3 {4,
BAME S ) RREOONTR, WTHERGIEFNTERT 56O TR olz, 5HME
U CHSERA, 2R OB B0\ CEGIRA & BhEMED & 5 Bd Tl 5 v,
Fa R BRI & 72 DR EO R A L RO o Tz, /37 L U 28—+F 600, 1, 200,
2,400, 4,800mg D H[EIFE O 512 81F 2 DAMEIX R TH 5 &l S iz,

) AMTERBENTWDRIEEXIER, HRERKCHEIIUTO LB Th 5,

GHEESUIEN > AN I RE R A2 36 1) D HEVHALEESE O 72

HEROHAE> @, /X7 1L U8—=FE LT1HE600mg 21 H3E, BREAICEROKEGTS,
2B, BEOIREICIECC, MEHERT 5,
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2) FIHEREERSGHR

RN 7 9 BTk LN 7 LY 2X—E 3,600mg/ H XL 77 AR%Z 1 H3E, BERZIZG6
AMEROEE L, ZeMaiMiLz (X7 LY R—¥ 3,600mg/ HiEE 6 i, 77 &R
8536 . TORE, N7 LU R—ERES I 9 oA EES (PN ES- 1, HDL
AL ATFo—/UEF 1, FRI6 4, BaE 1, RE 1) R3O0, Wi
HIFNELRNT D O TIE o Tz, BHHIR 28 U CHZORE, M2 LOBITZICED
TH G AN L B O H 5 BEFTRILRD bienoTo, £z, BRBREHEEICR W CHEYE
TEFEFH 2> & OIS EIEHNTTRD B AV A, BIR LRTE & 72 2 B IR b h o7z,
N7 LY R—E 3,600mg/H, 1 H3FEOD6 HRKERAKRGIZETHHAFEIIRGFTHD
ECHIbr ST,

Q) AERGEERFER
<IEtEREX. BEEUIRR>
V-5, (4) BEERIRER 1) QMiGER) OHES R

<BEMSRE>

<% 1/ MAREREREER >

B8 EBERBAERE LT 3517 5 AN U AE R R T 5 /80 7 L U S BT X 5 e
WREO G - At r R T 5.

REBRTFYA L SR, A—7 R

W IEIRAEE (5IRA 27 200 BBLEY) DBET, HAS MR 2B

kiR a7 T OEMEEENE VIS 1408, BEMEAS Lo AR, BT ) YU oRiEE
E DT HACERIELR 3 4, FERESAEIR : 205, FHREE : 18 & L, AN 9SUEDEAEICHZLET 5.
(1] EE—5, WWREE : EFE0H A, 144: 388, 1988

) A THEBINTWDEREEIIE., HIELAOCHBEIIUTO LB TH D,

HEESITZN R AN IS RE R 2T 31T 2 I LEESR DM 78

HIEROCHE @, X7 1L U 3—F L LT 1H600mg 21 H 3E, BEZICRAKS T3,
B, BEOREIOSC T, WHHEET 5,
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FABEREAE - i 5~18 %, WIRAIEIZRIC L 0 B S 2R ENE, UL ER (van de
Kamer ) (28T 5g/H LA EOFEFARRGHEME TS b7 B3

HERAE  BIZ8WIcTT7vAR%E 5 AL Liztk, /07 LU X—E % 7 HIEEIC 2,500,
5,000, 10,000 Y X—+E FIP-u/kg/H & HEZZEX TG Lz, 0%, 10,000
Y /3—+E FIP-u/kg/ A &G TH MR PR EOMR RN L £ TOM, HE
TR & LT 5,000 Y x—E FIP-u/kg/H D 2 HM#E G 2#& T, BEAHE (k&
12,500 Y /X—+E FIP-u/kg/ H £ TH{&EAlHE) % 48 WM& 5 L. EH ARG PR &2
HIE Lz,

ATTa—)L

| JH e ST
3nHWM 0 13l 234 35 434 538 6
| | (GHMHD | I I I I I
ATIERUN | B |91 — | $22—V | $537—) JH AR
wiageERl| 75+ R] 25000 | 5.000° | 10,0000 5,000
SR i i i i 7 i
PR A 0 i i i i 0
B PR MR AT i 0 0 i 1
HEskba i i
fifR e [3aml]  [smm] [3;m] [3;m]  [36m]

| EfEGH |
6 10 14308 183 223 2634 30 343 383 423 463E 5018 545k

.t rr+r P

RIHZ 5
NV LYS—E (FEi#E 9
T i T T T T T T T
i | T T i) T

B
Wi R
FETkBR
e 31

e
- =
e

T
T
T

a) FHEESSI S 27 — L L R e L.

b) 7> Z LS — 1 H ik () S—¥FIP-u/kg/H)

O) BERWIMIBAHTS 1 I AN D 7 — 2 2 i L7z,

d) BT EEN THRE S N R E L.

e) HIERIIILARES I, FIRLEGE I & 10 FHiges FI T,
FE I 01 S 220 R OV 5 A D S8 F R 215 7.

FHMEIEE - 1) AxhtE (E AR, S E 2 R SR E & B S 0NRHl U 7=
FE. BRI ER) 2) 24tk
$ER 1) A kL L 5IEFIOWTIICIE T S AEIVRIN R T 228 & bl U C i
MR BT,
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WERE B DERIRE (%)

[ Bz BTlLr— | F2r— | BFBIT—L - HE TR
wr | P e | em | cme | wme | P | s
1 69. 8 49. 0 95. 1 91.7 79.7 79. 2 90. 2
2 54. 2 40.9 61.3 67. 8 84. 0 71. 4 —
3 70. 1 66. 2 81.6 82. 7 82.8 74.4 84. 6
4 83. 6 43.0 82.8 79. 8 79.5 75. 6 81. 0
5 52. 5 34. 2 80. 8 77.9 80. 4 93. 5 96. 5
s o 2 A B oD i 31 48
2) BIWEH : BITERIZ 5 il 1 BNCERO Bz, Wk, ALFREE CTHh -7,
(4) FREE AL BR
1) BRI ER
O&EMEAILLITHERIGHER
[V-5. (4) 1) QiG] DIES M
D)ad 6
<(StEEER. BEUIRR>
<EBENH-_FERLEHABRDO>
BHY : FEUEHI DM ITFEDIBRIZ K D EAN D WS RE R 22 A3 5 BE & %51
7 LY 3—E 900mg/H, 1,800mg/H &N 7“!21‘0) 7 H MR 512 j‘ZD;ﬁfjJ

Frae e s T O ﬁ“@?“(?& EH R (1,800mg/ H) OMERZIT I,
REBTHAY . T X 4L, B, WATEER., I EBOSEER
TR FEEIA DB IR Xi%@ﬁ K DS W RE R B
FLHEREE . X7V —=2 7T 7.5¢/BLL EOMEFARNHREIEE2FERD S v, 1RERIM %
LT 40g/ H LA L OREITE RS ATRE 72 BB
HERAE  BIEWIC T IR A 5 HREEE L%, 7§?ﬁ\ﬂy7v9N—€%myER
1% 1,800mg/H % 1 H 3, 7 HEEBEEZICED®RS
Igﬂﬁﬁa.ﬁm%ﬁ%@%%“@%%wW$QQME

EE -

FEEHEEA -

1) BN Yﬁfé,ﬂ;ﬁmm‘a%wﬂy‘%ﬁ@ﬂwb% B L IR E I O fE TR IR D 28 b B
900mg/ HAE, 1,800mg/ HEEE LA EZEITRD LN (HIHT) o LLZARD,

B ORI ERIZHER TH B 2R @ 75> RO BT, BEH ORI R T L
7ot . 900mg/ HEE, 1,800mg/ AREL bAEAENREO bz a8t o

15



BRR BRI E D Z L B

. 27 LY = 27 LY —E
752 ARH
7 B 900mg/ H & 1, 800mg/ H #f
% (f3) 20 20 23
=31y DR
RN D .4 e 2.4
LS =DOHE (%)
p fiE* 0.332 0. 055
EREN BT
o H,;'f'%&upF rie 2.3 16. 3 24.2
HokiagE BOYHE (%)
p fl** 0. 007 < 0.001
% HWONT (7 T2 RBELE)
* ko S HOT 8T T B AR EEEER)
7E)
TR (o/B) —IREEIERRIHRIE (o/A)
SRR RO B (%) = 100
IR DA (%0) RIS (o) F) .
B BEHINENEEE (o/B) —#suiEhEisEEtE (o/H) <100

BEIEN R (/R)

BIVER : 7" 2 AREETIZ 30 it 8 ] (26. 7%) 12 13 £, 900mg/ H #£TIiE 31 #ilth 6 41 (19. 4%)
\Z 844, 1,800mg/ HHETIL 33 Bl 9 il (27.3%) T 21 O EIERA NSRS S 7=,

<EMHE-ETRLEARO>"
B8 FEREI O RPERER SUTHLIFRIC X DS PR RER A ISR /30 7 L Y R—

£ 1,800mg/ H DG MEZLZ, —HEM NIERINROYGEN R (BIEHN 5 ORI

IWEROEE) 2 FEAMEER & LT, 7RSS 2 LI XV RGET

HEEblz, HTEHE V7 LY R—F 1,800mg/ HDZY ML /N7 LY R—E

900mg/ H % & 7= HERIGBERD & iR T 5,

HBRTYA Y 7ok, CEHER, WATRER kbR

R IEUE I DM S TELIFRIZ K 2 AN o isine N e

FLEHREE . X7V —=0 7T 7.5g/ALL EOMEFAENHEMEDGRD v, 1RERHIRH 4 i

L C 40g/ B L EO RGBS FIREZR [ T 2B D IR DY 80%

UTFThoT-BE

HERAE BIEINC T 7 BAR%E 12 AMEE Liztk. BIEIORENRINERO SRR 4T
RWNEDICEIEI 2 E %, ST AR, N7 LY X—1F 900mg/ H X%
1,800mg/H % 1 H 3 [\, 7 HREEAERZICRAOKS

FEFHEIBR : B S IR~ OB IR D Z84b &
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R -

FEFHEEA -

1) BIEHD S IR ~DIEN I R D2l &

a) FEERARNEREYT

T AT Tk, B & IR ORI RIGE D2 L &IX 1, 800mg/ HFEAS 27. 4%, 7
TR AREEN 8. 5% THY, 1,800mg/ HELLT T B RBH ARG BRI ED LA Lz,
b) FER R D EMENT

FESEBIROMER Z 1T > TR, IRIAWIGRIZ 3T 2 R SOSBIfRIE, AR O ] 24t
WL, HEOHEINZ L > THEMIWRIED ERA-T 28 m AR b,

IEIRINEDEILE

i o N7 LU~ | N7 LY —F
B 7T ARRE \ ‘
A TE B (50 f51) 900mg/ A 1, 800mg/ HAE
3141 32 451
B (%) 50. 2+20. 7 49.8+22. 4 50.8+16.0
BEY (%) 58.7+22.7 72.8+16. 1 78.2+14.7
RERATRIL m
b E (%) 8.5+27.5 23.0+24.3 27.4+19.6
p fE* 0. 020 0. 002
Sl - R YR 7

* o YHONT GoF T B AR RE)

BIVER : 7" 2 AREETIZ 31 it 5 61 (16. 1%) 12 14 £, 900mg/ H #£ Tl 32 4t 5 4 (15. 6%)
\Z 9. 1,800mg/ HEETIL 33 B 6 5l (18.2%) T 16 LD EIVEA NG S 7=,

< FEZERDARHEGE >
<BZEEH  FIM_FERLEFRO BN T—42) >
B mE B AR EL L T A /N R OV 4 O IFEFERARAERE (2 XK D FESN b e R 42 iR
Faxtg & LT, IEEICRT % Creon MMS 20000 (ME4#ko 84 20000 (XY /<—
POHMNE LTRLTWD) &7 TROEMME « etz i+ 5,
REBTHA Y AT VBB AT AL, CEER, WITREM AR
W& @IENE (K 100g/H) ZHEER L TWD, /N R OVEEOPFEZEIRMERE 2 X 5
NI RE A A R
FRBEREE  Fin T~18 1%, mIENREZ 6 HELILER L, EEHED Creon MMS 20000
7 IR 3E1% O RERIRIERE DS 80% % #8 % 7o /B
REEAE - A —7 WD Creon MMS 20000 £ 56412 5206 L 7= 72 RERIER(EIZ & 2 ARAHWRIL RS
80% A MEAT-HFE 4, “HEMRMIZ Creon MMS 20000 #E XL 7 T & AREEICHE/ES
WZEI T 72, ZHEEREICEBEWT, /RREE 2 ARG Lctk, 72 RefEER
15 % S0t L 7=,
FEFMIER : A7 Wb ZEHERY ORI EOE(L &
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R -

FEIMMEA A — 7 B OREMILERIE, Creon MMS 20000 BE (87.36%) &7 F b AREE
(87.07%) TREEETH 7225, “HEMRBIOIEIBRIERIZ, Creon MMS 20000 B 84. 11%1Z

L. 77 BREETIL52.15% &, Creon MMS 20000 D5 HIEIZ L 0 & L <Bb L, iR
(CHBEEDBO BN (p<0.001, HHIT) .

EERL e
(A —7">Creon MMS 20000 i&#EH
W f SR
(%) p<0.001
[ |
100 r -34.92 -3.25
80
6o
W
1y B
% 40
20
0 - = 2 g 7 :
7R Creon MMS 20000 fi£ (18

BERG  ARBRBICRE SN FEFSOMEL. BIERGMEEASIC L > TPt
WH DT 2o Tz,

<ZEEH  FIA_EEREEERO (BNT-—2) >
BEY : mRR 2 ke LT 2 R DO RREEIIBRAEIE I & 2 RSN IBRE R A2 A8 2 5 B
& LT, MRIEDIBHITKIT 2 Creon MMS 20000 & 77 B R DOHMMEE LT 25,
BEBTYA Y AT BB AT 2 IERE, CEER, AT FLERR
#% BRI (19 100g/R) ZHEREETR L TS, MAOBEIEIBHHEEC X 5 B3
R
EABREAE D 18~40 5, FIRNIRE 6 AL EERL, [EEMH RO Creon WS 20000
% REE % ORENIRILER DS 80% % 18 X 1o &
MERAE - A —7 WD Creon MMS 20000 $5-#IZF M L7z 72 REIEREIC & 2 IRIIRIE
N 80%EA I BE A, “HEMMIZ Creon MMS 20000 #£XIL 7" 7 & R EEIC HE(E
LCE Y R, CESREICIOT. JABRIEA 2 AEILL G U4, 72 BE
PR 2 FEhE L 7=,
TEHEEE : A7 Db EE R~ OB O 2 L b

18



R -

FHEFAMIE A A — 7 OIS IWLIL ER 1T Creon MMS 20000 £ (89. 2%) & 75 & AREE(87. 8%)
TR TH -2, —EHERBO 77 2 RBEOIENWILE L, Creon MMS 20000 Ef 87.2%(Z
xtL. I EREETIL50.9% & Creon MMS 20000 D 5-F11R1C L 0 2 U< L, WEEMIC
HEZEPRD BN (p<0.001, H5HSHT)

N ES

(A4 —7">Creon MMS 20000 &3
[ =iy

(%) p<O‘001
100

80
5 60

g0

TR R8I Creon MMS 20000 ## (1843

HEFRG  REBRPICHRE SNT-AEFROBHEIL, HERENBHEREICE > TPl TE 22
WH DT o T2,

<SZEEH FINM_FEREEHRG 88 T—4%2) >
BHY : IR LT %% Creon MMS 24000 (24000 (XU R—FDHALE LTEHLTWD)
DEIVECONTT T B R Z R E U CTEBMZ BREET 5,

HETHA Y BiEAL, —HEMR, 7 At — " —H 5

TR - EEERRRHEIE I & 2 A W RE R 2R

FAHBREE 12 WUk, WRERMATERIEE L L OO WIRI T, ®E 12 » ALINOfE
AR ER A T0% AT, i, HAES LI3#E 12 » AUNOE Mz
A B —EPN 50 u g/(BER ¢ AR, TIROERERIA (BEME) IZX DR
3 n AU EZIT TV EE

FHBRAE © Creon MMS 24000 & 77 AR 4 “HEMR Y v A4 — N—3 BRI THukg, 1 in IR

H1=v 5 HRE&E LT,

FEFHEEE : IEIIRIE

B\R -

TERARIE B AR ERIL T 7 2 R IEH S (49. 78%) L W Creon MMS 24000 {571 (88. 62%)

DOFBEL . AEENRD LN (p<0.001)
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BEREEDEHRIE (%)

WElhE Creon MMS 24000
Creon MMS L § o — 3
24000 T3 7T & R IR ﬁ%ﬁ&77ﬁ p fiE*

PR D=

% (1) 31 31 31

S AR A 88. 62+6. 62 49. 78 +18. 33 38.84419. 02

o e 90. 20 43. 40 40. 30

/M~ e KAE 71.6~97.5 22.6~90.9 -5.3~64. 3

LS P2 fE = R HERA S 88.61+2. 34 49. 58+2. 34 39.02+3. 31 <0.001

LS F-HIfE 95 %13 X ]

*

kLS PHIH AR UERGE, LS PAE MK L O p 13, BESR & U CImRRE, IR ORI 4 75 2,
7 B DR L UCIRIRIBN OB & G 0o e 7 M5 <,

LS : m/h 3

(83. 83, 93.39) (44. 80, 54. 37) (32. 26, 45. 79)

HEFSL  Creon MMS 24000 JEEHICB W TIX., 7T B RIBEMICEHERBICEROH 5
BEELORBIARO LRIZA N0 T,

2) R MHER

<IEMEREX. BEVIER>

<EMHEERHHSHBR>?

B - FEEH OIBVEREI SUTFEEIRRIC K D SN i RiE R 2B E 2t & LT, N o b
U 8—+ 1,800mg/H  GHEE 900mg/ H~3, 600mg/ HZ#) % 52 @R Q# 5 L 72k
DM G CREFEEE) Z8ET 2,

HERTH A Y B GHABR

R - IFUEIOBMERER SUIPETIBRIZ K 2 BESN i e R i

FHEBEE P _ESREERBRAEFIE - BE T2 KT LEAR

HERAE X7 LY R—E900~3,600mg/H%& 1 H 3[F, HREEHZIC L2 HEMEREOESE

FHMEIER - 1) et (A Zt A v BIRREER G EES) 2) GO CREFHMEER)

R -

1) 4Pk 80 il 38 451 (47.5%) . 105 4 (20.7%) IZRIER S FE® bivlz, EeEHEH
X, BREARETIIEBES 344 (6.7%) 1 . BRMKRE (20144 (3.9%) 1 . fR#E# K
OSesElE® [16 1 (3.1%) ] | BYYER O FAERAE [9 1 (1.8%) ] N ESH K
O 5 JmERe [6 1 (1.2%) ] Thot-. F/-. EARETITEM 91 (1.8%) 1. F
FOLTHE (1.4%) 1 . SIEHEER (74 (1.4%) 1 ROVEDL (54 (1.0%) 1 Th-otx,
Fe b 24 WLIN £ TIZE < BB L2 BIERIL, ., TR, L, BN OCRIFEE T, &
BT X 2R RORENER TR <. BEEOMMERD b inoT,

2) AZhE :BMI. MiERER. 7L 7 Iy, FLTAT I, MaLATa—b, FF A
7z VT ARG ERAORRERBITNE - ﬁﬁéﬂé@m#m@%ﬂto
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REMIE E O RZAT

* o REPAMGET & O GHIEDH 5 t WE)

<FEEERRRME>

<EFOMARHKRSHER>

B8 EESEIAARMEIE IS & D AR REN 22 3 2 [ 2 BRI,

R RRIEIC BT 2 BB GO Z 2B R EINET 5,
HBRTHYA Y EMRERAR
R PEFERIRRAMEIE IS L DN IR N 22 B T D R
F BRI | PERIIRHEE &2 R R T O =8 T/ IR G PR ARBR TR R 23580 B, 7

ORIRIGRIE N T b S - s
HEAE: BEOEFEICL A7 L) NA—FPOHEZTHE (jgAK 1 H 3,600mg/H) L.
BREZICROES (MRS IRA)

FHMEE - AEFREAOALE

BehPlaT | BG4l | B2k | Beh-24 0% | $eh-36 1% | $eh-52 1%
@9 51) @8 151 @5 51) ©3 1) ©4151) (66 {51)
BMI 9 %) (78 ) @5 i) 63151 ©4 1) (65 45
(kg/m?) 19.193.09 | 19.67+3.17 | 19.94+3.10 | 20.37+3.28 | 20.74+3.29 | 21.24+3. 12
p fiE* — <0. 001 0. 001 <0. 001 <0. 001 <0. 001
MIE R H @9 51) @851 @5 151 @311 @451 (66 51)
(g/dL) 6.88+0.73 | 7.24+0.53 | 7.31+0.69 | 7.47+0.69 | 7.44+0.50 | 7.24+0.66
p fiE* — <0. 001 <0. 001 <0. 001 <0. 001 <0. 001
TNT I 79 5 78 151 @5 1) 63 f51) ©4 ) (66 i)
(g/dL) 3.76+0.59 | 4.01+0.45 | 4.056£0.52 | 4.1170.50 | 4.12+0.46 | 4.09=0.41
p fE* — <0. 001 <0. 001 <0. 001 <0. 001 0. 003
FLTINT I @9 1) 78 15 @5 1) 6341 ©4 ) (66 1)
(mg/dL) 16.58+5.78 | 18.84+5.35 | 19.39+6.52 | 20.20+5.68 | 20.36+6.23 | 20.447+6.01
p fil* — <0. 001 <0. 001 <0. 001 <0. 001 0. 001
mavrzFa—iL| [ @8 151 @5 i) ©8 %31 ©4 151 (66 151
(mg/dL) 149.7+39.3 | 156.5+36.7 | 161.4+41.5 | 167.2+41.3 | 167.2+33.9| 160.9+33.8
p fil* — 0.031 0. 001 <0. 001 <0. 001 0. 382
A I (R /7)) @8 151 (75 i) 63 45 ©4 1) (66 f51)
(mg/dL) 233.6-59.6 | 258.2+57.3 | 260.8+62.5 | 282.861.9 | 278.1+65.0 | 278.2+58.3
p fiE* — <0. 001 <0. 001 <0. 001 <0. 001 <0. 001
LT —VREETEN @9 51) @8 45 @5 f51) 8 %51 ©4 ) (66 i)
(mg/dL) 2.51+1.10 | 2285+1.11 | 296+1.34 | 3.13+1.38 | 3. 14+1.27 | 3.25+1.%5
p fiE* — <0. 001 <0. 001 <0. 001 <0. 001 <0. 001
X IVE 79 5 78 151 @5 1) 63 %) ©4 ) (66 i)
(1 g/mL) 7.74+3.22 | 8.38+3.61 | 7.95+2.78 | 7.72+2.82 | 7.94+2.64 | 7.37+2.79
p fiE* — 0.012 0. 196 0.798 0. 254 0.405
I A ER A

N7 LY NR—BORE

HBR - RAREGHREIE 12 TH 7. AEEGIT 3BT 3B 327 80 b, N
HERE (Z A 2R3 2 FFIR B8RRI B DSEIR DSR2 oD Tz,
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(5) & - RAERIFER

REER L

(6) A RmEIER

DERABERE (—REARERAE. BREERRERE. EARBELERAE) | #ERTERT
—ARN—RAE. HERTRIBRABROAE
BEGARGHRAELD (K7T)

FeE AR A 1 (BRI GICB D)

H ) AENIEHMOBG DN EE SN EAITH D=0, HEBIROMEHERE T TO
R A OBREICBIT D2, AOMECBET 2B MEINE L, AXlE2a80
ORI T H-0DEREHGLZ LA HIE T D,

A TV Hr etk gk 7 =

*RBE AEIDEE G Stz FEREB OEMERER . FEOIBRSE (FEREMEL R %
JEIR R & T DS I RE R 2 B
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{5 Fi 0 0.0 5 3.9

GOV 0 0.0 4 3.1
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i DR I I 9 2 0.7
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AR VG & 3 DOSAGE FORMS AND STRENGTHS

Delayed-release capsules are available in the following strengths:

white opaque body.

a blue opaque body.

and a colorless transparent body.

and a colorless transparent body.

and a colorless transparent body.

e

IR 1 INDICATIONS AND USAGE

and pediatric patients.

50

+ 3,000 USP units of lipase; 9, 500 USP units of protease; and 15, 000 USP units of amylase
in a two—piece capsule with a white opaque cap imprinted with “CREON 1203”

+6, 000 USP units of lipase; 19, 000 USP units of protease; and 30, 000 USP units of amylase

in a two—piece capsule with an orange opaque cap imprinted with “CREON 1206”

+ 12,000 USP units of lipase; 38,000 USP units of protease; and 60,000 USP units of

amylase in a two—piece capsule with a brown opaque cap imprinted with “CREON 12127

+ 24,000 USP units of lipase; 76,000 USP units of protease; and 120,000 USP units of

amylase in a two—piece capsule with an orange opaque cap imprinted with “CREON 1224”

+ 36, 000 USP units of lipase; 114, 000 USP units of protease; and 180, 000 USP units of
amylase in a two—piece capsule with a blue opaque cap imprinted with “CREON 1236”

CREON® is indicated for the treatment of exocrine pancreatic insufficiency in adult




MIER O

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Information

CREON is a mixture of enzymes including lipases, proteases, and amylases. CREON dosing

is based on lipase units

« Use either an actual body weight or fat ingestion—based dosing scheme.

» Start at the lowest recommended dosage and individualize the dosage based on clinical
symptoms, the degree of steatorrhea present, and the fat content of the diet. Changes
in dosage may require an adjustment period of several days.

Do not exceed 2, 500 lipase units/kg/meal, 10, 000 lipase units/kg/day, or 4, 000 lipase

units/g fat ingested/day in adult and pediatric patients greater than 12 months of

age without further investigation.

The total daily dosage in adult and pediatric patients greater than 12 months of age
should reflect approximately three meals plus two or three snacks per day. With each

snack, administer approximately half the prescribed CREON dose for a meal.

Do not substitute other pancreatic enzyme products for CREON. When switching from
another pancreatic enzyme product to CREON, monitor patients for clinical symptoms
of exocrine pancreatic insufficiency and titrate the dosage as needed.

2. 2 Recommended Dosage

Adult and Pediatric Patients Greater than 12 Months of Age

The recommended oral initial starting dosage is:

+ 500 lipase units/kg/meal for adult and pediatric patients 4 years of age and older.

+ 500 to 1,000 lipase units/kg/meal for adult patients with chronic pancreatitis or
pancreatectomy

+ 1,000 lipase units/kg/meal for pediatric patients greater than 12 months to less than
4 years of age.

If signs and symptoms of malabsorption persist, increase the dosage. Titrate to either

2,500 lipase units/kg/meal, 10, 000 lipase units/kg/day, or 4,000 lipase units/gram of

fat ingested/day. Higher dosages may be administered if they are documented to be

effective byfecal fat measures or an improvement in signs or symptoms of malabsorption

including measures of nutritional status

Pediatric Patients Birth to 12 Months of Age

The recommended oral dosage is 3,000 lipase units per 120 mL of formula or per

breast—feeding

2.3 Preparation and Administration Instructions

Instruct adult and pediatric patients greater than 12 months of age, or their

caregivers, of the following:

» Take CREON during meals and snacks. If a dose is missed, take the next dose with the
next meal or snack

» Swallow capsules whole.

» For patients who are unable to swallow intact capsules, carefully open the capsules
and sprinkle the entire contents on a small amount of acidic soft food with a pH of
4.5 or less (e.g., applesauce, bananas, plain Greek yogurt). Consume the entire
mixture immediately

* Do not crush or chew CREON capsules or capsule contents

+ Consume sufficient liquids (water or juice) to ensure complete swallowing of CREON.

Instruct caregivers of pediatric patients birth to 12 months of age of the following:

- Immediately prior to each breast-feeding session or each administration of 120 mL

of formula, carefully open one CREON capsule (containing 3,000 USP units of lipase)
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and administer the entire contents using one of the following two methods:
OSprinkle on a small amount of acidic soft food with a pH of 4.5 or less (e.g.,
applesauce, bananas, plain Greek yogurt) being careful not to crush the capsule
contents. The entire mixture should be given to the infant immediately.
OSprinkle the capsule contents directly into the infant’ s mouth.
» Immediately administer additional breast milk or formula after CREON to ensure
complete swallowing of the capsule contents.
* Do not mix CREON capsule contents directly into a bottle of breast milk or formula.
Do not crush CREON capsule contents, and visually inspect the infant’ smouth to ensure
that no drug is retained in the mouth.

- If a dose is missed, administer the next dose with the next feeding.

(2024 %2 )

[
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Mylan Products Ltd.

Woed - Al
Bikg

Creon® 10000 Capsules
Creon® 25000 Capsules

Creon® Micro Pancreatin 60. 12mg Gastro-resistant Granules

KFREHH Creon 10000 Capsules,/Creon 25000 Capsules : 2001 4F 1 A
Creon Micro Pancreatin 60. 12mg Gastro-resistant Granules : 2004 4 8 H

ZHARE SN S 4, Clinical particulars
4.1 Therapeutic indications
For the treatment of pancreatic exocrine insufficiency.

AiER OHE 4.2 Posology and method of administration

(Creon 10000 Adults (including the elderly) and children:

Capsules/ Initially one or two capsules during or immediately after each meal. Dose increases, if

Creon 25000 required, should be added slowly, with careful monitoring of response and symptomatology.

Capsules) The capsules can be swallowed whole, or for ease of administration they may be opened
and the granules taken with acidic fluid or soft food, but without chewing.
This could be apple sauce or yoghurt or any fruit juice with a pH less than 5.5, e.g.
apple, orange or pineapple juice. If the granules are mixed with fluid or food it is
important that they are taken immediately and the mixture not stored, otherwise
dissolution of the enteric coating may result. In order to protect the enteric coating,
it is important that the granules are not crushed or chewed. Crushing and chewing of
the minimicrospheres or mixing with food or fluid with a pH greater than 5.5 can disrupt
the protective enteric coating. This can result in early release of enzymes in the oral
cavity and may lead to reduced efficacy and irritation of the mucous membranes. Care
should be taken to ensure that no product is retained in the mouth.
It is important to ensure adequate hydration of patients at all times whilst dosing
Creon/Creon 25000.
Fibrosing colonopathy has been reported in patients with cystic fibrosis taking in
excess of 10,000 units of lipase/kg/day.

HEK OV & 4.2 Posology and method of administration

(Creon Micro Initially 100 mg (5000 lipase units) of gastro—resistant granules (one measure) should
Pancreatin be taken with each feed or meal or immediately after. Dose increases, if required, should
60. 12mg be added slowly, with careful monitoring of response and symptomatology. The maximum

Gastro-resista
nt Granules)

daily dosage should not exceed 10,000 units lipase/kg/day. The required quantity of
gastro—resistant granules should be dispensed using the measuring scoop contained in
the pack which holds 100 mg.

In young infants, Creon Micro granules should be mixed with a small amount of apple

juice and given from a spoon directly before the feed. Inweaned infants, granules should
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(Creon Micro
Pancreatin
60. 12mg
Gastro—resista
nt Granules)

be taken with acidic liquids or soft foods (e.g. mixed with apple juice or apple puree),
but without chewing, directly before the meal. When giving Creon Micro to young or weaned
infants the apple juice should not be diluted. Alternatively, the granules can be mixed
with a small amount of milk on a spoon and administered to the infant immediately. The
granules should not be added to the baby’ s bottle

If the granules are mixed with fluid or food it is important that they are taken
immediately and the mixture not stored, otherwise dissolution of the enteric coating
may result. In order to protect the enteric coating, it is important that the granules
are not crushed or chewed

Crushing and chewing of the minimicrospheres or mixing with food or fluid with a pH
greater than 5.5 can disrupt the protective enteric coating. This can result in early
release of enzymes in the oral cavity and may lead to reduced efficacy and irritation
of the mucous membranes.

Care should be taken to ensure that no product is retained in the mouth

It is important to ensure adequate hydration of patients at all times whilst dosing
with Creon.

Fibrosing colonopathy has been reported in patients with cystic fibrosis taking in
excess of 10000 units of lipase/kg/day.
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Pregnancy

Risk Summary

Published data from case reports with pancrelipase use in pregnant women have
not identified a drug—associated risk of major birth defects, miscarriage or
other adverse maternal or fetal outcomes. Pancrelipase is minimally absorbed
systematically; therefore, maternal use is not expected to result in fetal
exposure to the drug. Animal reproduction studies have not been conducted with
pancrelipase. The background risk of major birth defects and miscarriage for
the indicated populations is unknown. All pregnancies have a background risk
of birth defect, loss, or other adverse outcomes. In the U.S. 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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Lactation

Risk Summary

There are no data on the presence of pancrelipase in either human or animal
milk, the effects on the breastfed infant or the effects on milk production
Pancrelipase is minimally absorbed systemically following oral
administration; therefore, maternal use is not expected to result inclinically
relevant exposure of breastfed infants to the drug. The developmental and
health benefits of breastfeeding should be considered along with the mother’s

clinical need for CREON and any potential adverse effects on the breastfed

infant from CREON or from the underlying maternal condition.
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Pediatric Use

The safety and effectiveness of CREON for the treatment of
exocrine pancreatic insufficiency have been established in
pediatric patients.

Use of CREON for this indication is supported by two adequate

and well—-controlled trials in adult and pediatric patients 12

KEDORFCE years and older (Study 1) and in pediatric patients 7 to 11 years
(2024 82 A) of age (Study 2) along with supportive data from an open—label,

single—arm, study in 18 pediatric patients 4 months to six years
of age (Study 3). All three study populations consisted of
patients with exocrine pancreatic insufficiency due to cystic
fibrosis. The safety in pediatric patients 7 years of age and
older in Studies 1 and 2 were similar to that observed adult

patients.

Paediatric population

- No specific adverse reactions were identified in the paediatric
HL[E D SPC

(2024 1 A)

population. Frequency, type and severity of adverse reactions
were similar in children with cystic fibrosis as compared to

adults.

54



XIO. g%

1. FRF - REZEICER L TH Fﬂ%%ﬁ5l&tof®*%ﬁﬁ
AEOFHRIZET HER  AHITIIAR 22T TRV EICE T 2 RS G ENn 5, R
BRGIEFDPHESL L TORVWHADBENLTEY . HETHRMS N TV LRERTTIETHR

ODNTRERAZFZEL LTIR L CWS, EEEEEDEKRER Z R 5 ETo2EER
THY., MLEORKEZRTHDOTIER,

(FEfiARAL - TP T R 3 D JRENG IR TR EN SR 2 A R T A4 VBT % Q&A 12O

T (2D 3)) HFILH 9 A 6 AFTEATEIE ESR - A fE REREE - BREEXIREREE
)

AHN O L R (EmrEEER) oA 2 LUFIIRT,

k. AAN S E L CORGIX., AR ISNEAIE TO®RE Tl < #IERE OB S
O AR UCIEHERE L T,

AN 2 8 500 L COREIZHONTIL, FEBREYEE OFE & HENC &K

0175 2 L.
(1)
AR L

KL 72 VRO L EMIZOWN TR, AFNCFTE STV D U XY U BRI O L H R RE
TORENT -2 2B+ 52 L, £1-

L ARHFIERLS L LT O3S LT3
TEL TR,

(2) Bt - BEAMRURERSF 1 —J0EBH
F o — 7 i R ER
[FRBRIE B K& OV51E]

U oR7 LA PR 300mg 2 438 & 55°COIRES 30ml ([ AN, kA 50nl > ) I
L CRABRIGHRET = —7 (8Fr) Ot z=#%2 L7,
[FBRRE 5]

VR VA R 2RI AN T 2 — 7 @il 2 MR L7 2 A, U U UNTERIATC
(ZIERE U, B AR IZHERI AN O U o DA i g LT,
F7o, Fa—T A ONIERIPFEED, Fa—TE2@mBLR1oTz,

) %0)11110)!3?]5_%3*4
YR LA ®EFEIEIZIRAWEZZL 728

55




XHFERE - RBFEHRESEVEHES

T4 T U ABRIRAERISIE AT A INA T H A= a UH
T106-0041 RAUHSHEXIFRAiA— T H 3 & 1 =&
ZU—XA¥  0120-419-043

SLERT T

74 7 N U ABERS RIS
T106-0041 HEHSHEXMAAE—TH3IE L5

&) viaTRIS

MIF13M012C



	表紙
	目次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ．名称に関する項目
	１．販売名
	２．一般名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績

	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	２．薬物速度論的パラメータ
	３．母集団（ポピュレーション）解析
	４．吸収
	５．分布
	６．代謝
	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	７．相互作用
	８．副作用
	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２．その他の関連資料

	裏表紙

