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AEFER 2 ha— L Z TN 5 64 Bl XUk &D MS 22> F 8 60mg BANZE) Y
B, BEEOE/L b A & R U CTRET LTz,

HEEE CEPYE+ R SE) 13, MS = v F 5 60mg BUAI73 96.9% (62 fil/64 ) |
BEfFOE /L b 1A 98.4% (63 Bil/64 #i) TH Y | IZXFFEOHMMEE T LT,

BIEIZ, MS =25 68 60mg AT, REMEREMcE6] 70 #ith 21 61 (30%) 12
26 3R Hav, EARFERITER 11 41 (16%) . TRK 741 (10%) . IRK 3 B (4%) % T
Hotz, L - EELRBIERIIRO behotz, BEFOE/LE 1BAITIE, LaVEREMhx
G5 70 Bl 22 B (31%) (2 30 HERRD B, ERIERILMER 14 ] (20%) . MEX 8 fi
(11%) . IRK 36 (4%) HETholz, L - EELRREIERITRD bnolz,

EV—3 MSa2F & 60mg KA LBEFEILERBEFDEE

B (%)

0 50 100
T T 1 I 1 1 1 T 1
MS =2 F U5 60mg HUFA
64 1 25 il 37 f
BEfFOOE /L b R 64 1 22 f5il 41 4

2) REMHER

R 585 (6]

MS =2 > F > §E 10mg K% 28 H LA L (FiPH : 28 H~456 H) O 5 Sz 78 HildRE
AR G5B OF M & it LT,
BhR CEMLEF DEEWE) 12 98.7% (TTHI78 ) TH Y, EHWGICBWVTHNRAK
A AR CIH R 2 W LEER S ETHE Y | JHAOREBICE L E REENLERNABEIZT
TR RO T,

BITERICBI L Tk, YRR REIE G CONAERIBRIZIIT 28 A2 B e Lo
D, BHD 28 HAN CTHRD S TIEFIL, EHIMAENE WD BB THEN GRS LTz, &l
TERE, ZaVEREAMc S5 84 Hirp 45 B (54%) (2 68 iR i, EAERIL(ERM 18 4
(21%) . BRA - EHR 13 61 (16%) . W& 12 6] (14%) Toh o7z, L - HEZREWEHILR
O LI T,



(6) BE - mEMNFER
MS = > F 8 10mg BAIZ T, HEEE DL EO ) ASER & ST I U 7o — AR SR
ThHH MR (14 HE#E) 60 #i, HFUHRM#E G5k 96 i, KOG MAH LGSR (3
AEE) 46 Bl Wi s A bRk G5 OG5 202 i 2 it RUH M2 a7z,
PR DRI COREESREU LOFRREZRV —1 1R,
®V—1 EEOREINEZE

P IR DR A (%) *
B 91.2  (52/57)
PRI 91.7  (22/24)
HICET EL TR = VR 92.6 (25/27)
a2 100 (20/20)
BHL + R 100 (20/20)
AR A8 + B R AR IR 100 (21/21)
Z Ot 94.1  (32/34)
aEF 94.6 (191/202)

* o (PRFEEECE LB MERE 6 S50 X 100
(6) AfRAYfEA

1) ERAERE (—REARERE. BECARERAE. ERAMELERE) . HEkek
T—ER—RRE. BERTERERABRONSE

Y L
2) RRBEFHLLTERFEONBERIEERLI-HAE - ABROBME
Y LA
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ENEERRE (RO YEEER 58 7
BEAF OO E /L b 2 AI 1 A& G5 60 mg LU T CIEENRA 7 S VTR R 151 Bl %
RRIZ, MS =22 F 8 10mg BHI K% O 30 mg FAIZ2 WV CHEEIC X 2 P)a B 584 M
L7z, 7ok, HEERIOELE X 1 BEEGEIX 60 mg %5617 151 #4139 i (92.1%) T
Hol-,
1 Ab 61 mg VL RICHEZ ORI EE R G-I, 90 mg 78 58 ffil (38.4%) L& b%
<L WT 80mg D 38 1] (25.2%) T. 120mg F TIZ 132 5 (87.4%) D#)[alZ ji# 5
DLz, MS aF 8D 1 HEEEEL 120 mg £ TIIMET DL Z L OEBPEMIT L
ni&EZLNS,
B TIRFIC381T 2 BIVE R BUBEE 1 50.3% (83/165 fiil) Th o7z, EZRENWEMIL. EH
19.4% (32/165 fl) . HRX 18.8% (31/165 i) | WK 17.6% (29/165 ffil) T -7,



VI. EMHEEICEEY SHIRHE
1. REPHICEEHSELEYMRITEEYEH

BV E RN, T U, a7 A ) VBEKF, Yk Reags A o) VR
W, Ao UK, Wi 2y N a S TTV I IVT g SRR
TTVINT 4, T BV 2B, 7202 =)0, LI T =), I H R—
JVHERRIE, AW R leE %

HE  BEOH DB OMEE « ZIRFIL, HOEFRLEBZRT L L,
2. EBEER
(1) YEFERGL - YEFABER

FEFA FZEEEZN U THER 2737, KIMEEREROBERREE L LA ST 2130, W
A D 5 HFRLLEOFBALIT/EM U, e RS ORES, HR &K OF#ik A %
4 2,

(2) EshxEMFTBHHABRBE

FRIERIZOWT, ¥ 7 2O hot plate 15, BT A ¥ ZIEK YT » RO tail flick £ (W
TIHREAEKE) W THRE L7oRER, B0 b RREEEK T & /0 b R EREHR KA E
FERBEDOH N EHTHZ PR Snz Bl

RVI—1 EEERICEY SRBRAER VR

y AHEREGE EDso (mglkg)
ABUH A (1 giggﬁ) <§§§§§> TACRMEE | TAEAERE
KN KF4
\ ddY R~ %
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L ddY R~ 2
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(3) ERFIIBER - AR
AR BIRERIEL, 1 KEfE] 30 43 ~2 REfEI Th 5,



VI. EMBREICEEY SEE
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meiREDHERE

(1) AEREFEVLGOPRE
EER L

(2) ERRABRTHRRIN-IFEE
DAEREE Zx5HRE LT, MS 2> F 6 1[0 30 mg (10 mg fHI 3 58) % 12 R 2 &
BOKGH L T RIERHKIATR 1[0 10 mg % 4 B2 &R ORE5HO, EHikEIcE
B IRMENREIC O W TR, MR LT,
T i BV SRAT AT HE C & o 7SR5 0D i B Hh R oD SR fiE A BV i R S R A T L
TR LR, MS > F U8 12 Rl & & B GREO ME R IL, /L b RIERE KR
4 WE 2 & B HREO MAE L L 1RIEF%E TH o 72 O]

HVI—1 MSa FURERUVUEILEREREKIEROZERD
3% chiEEE £ )L b RBE T AR

(ng/mL)
50

40 +

NSO F 26 30 mg (10mg BH 3G  (841])

ol T EIL b 3 HFEE KA 10ng X 3 H (561)

20

RO SHEETRE

10 f

2 4 6 8§ 10 12 (hr)
FF
(MEHE - HPLC)  (CE¥%E)

MS = F U EERGREDE /L b X OIERIEEITE /L b REEFREKES I 5 & FIE—B L,
AUC Hl#E TIZIEF UEZ R L, ZTERO bheholz, L L, MS @ 0 F U EEDOWRITGHEE
< . Tmax 13 <. Coax (T (BALEDH D) 720 AFIORBEEN RSz B

RVI—1 MSaVFURRUEIEREBIEKBEOEDEIE/ S A —4

G5 Bk Cmax™1 Tmax*1 AUCo-12*1 Ty (kab) Tye (kel)
(mg) (ng/mL) (hr) (ng * hr/mL) (hr) (hr)

MS = F 8 | 30*2 8 29.9 + 133 | 27 = 0.8 | 1655 *= 78.3 | 0.41 = 0.27 | 2.58 = 0.85

/L IR

o 10*3 5 19.5 = 8.1 0.5 £ 0.2 | 160.8 = 44.1%4 | 0.12 = 0.07 | 2.90 = 1.14
IR

(WEYE - HPLC)  CFfi = FR vE(R )

Crmax : B MR L, Tmax ¢ e e ML o L SRR |
AUCo2 @ #5705 12 BfE] £ TOMAEPHRE-R I HHR T HEA, Tie (kab) @ BCEBIA, Tue (kel) : {HIE0

*1: T A= HEE

*2: 10 mg A 3 FE% 12 i Z & B 5
%3:10mg % 4 B T L &5

%4 :10 mg 3 Elf 5D AUC IZ#5E



RI—-2 HAABETOEIEARBESREEORSEBEOEEREIZEITS
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ey BhHE| Crmax™ Trmax™ AUCo-12* Tz (kab) Tue (kel)
D e [P (agimL) (hr) (ng-hr/mL) (hr) (hr)
M-6-G 30 8 138.4 = 354 4.3 = 2.3 |1057.4 = 231.5 | 0.97 = 0.70 | 4.66 = 1.11

% 0 RTA—ENBEE (WYL - HPLC)  CPME AR MR )

(3) shEE
YR L
4) BE - ftREORE
1) BEORE
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TIEE AV ERBEEZ T ootz D EANTF—%)

HVI-2 BEOEE
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2) DFFSE DR

VL 7. FRAEAEH) OEZM
2. EMEERI/NTA—4

(1) fEHA*
MR L

(2) RULEEFEH
MR L

Q) HREREEH
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@ PIFIUR
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(5) HEEH
AL L
6) E0ft
BRI L
3. BEE (REal—va>) @
(1) RAfi i
AR L
(2) 135 A — S EHER
BRI L

4. BRI

(1) RAFT_ATEYT 4 RS AT _A TV T o)
FEWE R R 22.4% (ERERRA 6 6112 MS = > F > 8 10mg 1 [Ef% 1 #% 51500 Fayfi) 1)
SEANT—%)
(2) WILHRAL
BIFENSEHTRINS D, E&E L TMEEB TR S S 1210814
(3) MHIFIEER
AT IER 2 B 5 2]
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(1) ik —fxBEPTE A
it % 02,
(2) Mk —ReAERIPT @AY
AR B 2 i 5 D2,
(3) FiA~DIITH
b MR ABTT 5 (2]
4) BEHE~DBITH
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(6) Z0DBEHE~DHBITHE
. PR, WL MR, R, BRSBTS 12l
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% 85% [11112]



6. fR#
(1) AL R UM EAHEER

1) DAL TR
2) R : L EXORBOER DX NV 0 VG TH D, 3ALKLD 6 fLDKEERN T

Sk E e o THEE S L p Wl el (SEAF—%) .

EVI—-3 FEILEROKRH
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@]
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ENERI-FTLrOVUERASHE (N-3-G)

CH,

ENLER (M)

HO
H H "og_gn

ELER--STILYOUEBEHE (M-6-G)

(2) R#cBEETHEFR CYPEHE) ORFiE. F5F
BRI L

Q) YEEBANROEERUVZDEE
HlElE@im e & % 5 12l

4) REMOFHEOEERVEMEL., FERLE
FEFR-6- VT A NIZEEEN A AT Dol 0T

1. B

(1) PR K O
TELTE
(2) PRt
DAETREAE 12 o MS 22> F 2 8E 1[0 30 mg, 1 H 2 [BIE GO EFIRIERFZ I 5 E
LR, BRGNS A R, FLER3-TLraf A KRN 3EHEDEEHD 24
IRFfE] D 42 PR FR HE = CEEIME AR YER 2) 13, 2 E 2.6£2.6%, 4.8£1.8%, 21.6+£11.2%,
29.1+4.1% Th-7- 191,



8. FSIVARKR—E—IZET SRR

AR L

9. ENMFICLIRERE

10.

11.

MEFENT © BT L > TEA B RIWEDRESND, ELE X677 A K, E/LE R

3TN af A ROBHHEIZIAATHDHN, REICRET DI EIFIAAETH
A [18][19]0
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V. &£t (EREDIEESF) ICETSER

1.

2.

ELEANBTELETOHER
BRE I TR

RERHRBLEDEH

2. B (ROBEIZEBELLGINIE)

2.1 EERMFRIGEIOH 5 BE [P 2 R4 5, ]

(fig 1)
TV b RIXER A9 5, MR FEE S IS A WIS A IR ERIEIC /e D 2 L ixE R T
Hb, LovL, BEICEHEERMEMEIOH 2 BHEOEEIZIE, MRAEIZMEI S D,
E/L b R ORERINHIER I,
(1) PR HAX D CO2 2% 2 SUGHEDIR T
(2) FE U R 2 % R T 2 IS M OVIERE P X 20 7RI L, AEREIER P oD B8 SR IR S ek 9 2 RO
PEZIIHIFIZ K D,
(z &)
IR EER @ #— 77,1993 5 3 31
Yaksh, T.etal. : 7'y R~ « ¥~ o 3HE 13K & BARBORENIZNERR) . 30T ¢
&) IEIE 5 2022. p585

2.2 [ESN EFRAET OBE [KESWEL T 5, ]

(fig 1)

BB RTIEWAR D & 2 X I AL, RES CREf) ZIE S5,

F I IERE O WK AR ~EHEER U TS 2 B L. i & i (K0 ERID) sS85 2
LICED, KOERAIAKRE R0 BiER RS s 21
(z &)
Yaksh, T. et al. : 7'y R~ « ¥~ o 3HE 13 K & BARBOREBIZEERR) . 30T ¢
&) EIE 5 2022, p588

2.3 EEAHEREOH 2 EE [9.3.1 B3]

(e 1)
FE R TRH S DO T, BERAITEEOH 2 BE TIIERE /L EXPEREIC
R0 EHECKD Z D D,
(Z &)
Laidlaw, J. et al. : Gastroenterology. 1961 ; 40 : 389 -396 (PMID : 13758327)
Yaksh, T. et al. : 7'y R~ » ¥~ U3HE 13 R & (BABCREBIZZEF) . 30T ¢
E&)ELS 5 2022, p596



2. 4 M@VERTIR BRI T D AR EOBE [P R RN 22 Hm T 5, ]

(fi 31

PEPERE BT DA R ERER LTI- BB DL ITIEHHHNOIEIELZ A L TWD L5 IcHhz D
D, BEICPERES BN 2 &0 o BB ZFIA LT b, F72, M4 CO2 I EMERIC I
F-L. CO2 DRIBLIEFN T DIEZMENE T LTV 5D, D RIZELE X2 HET D & NpIE
FHK D CO2 \Zx T 2 BUSPEN IR T L, MRS ER A 28 R S 5,
(Z &)
Yaksh, T. et al. : 7'y R~ » ¥~ U8HE 13 R & (BABCREBIZ2EF) . 30T ¢
BE)IEE 5 2022, p596

2.5 EELREE (TAPAERE, B, 2 U F=—xH3E) ([ZHD5HEE [HFHEORTE R
NHbbd, ]

(i Bi)

FLE RTEREFERT A ENDHDH, NME=o2—1 2k 5 GABA IEEEO I A E 2 b
TW5,
=z #)

Yaksh, T.etal.: 7w R~ « F~ U 3EE 13 K & EARBORENEZNEERR) . B ¢
BEIELS 5 2022. p587

2.6 ST Vv — a0 BE [FFREE 2 HmT 5, ]

(f &)

TV a— b &L e R OGFANTTARARRANE], PR, IR 2R S,

(Z &)

USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2210

2.7 KEIOKS KT~ T IvhaA Rkt UssoE o B

(¢ &)
BB, HRE, O HRERENH DN I LNH D,
Z &)

USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2213

2.8 HmrERIBERDOEE FEHMIERBE (0157 ) oJRFIES%E O BEE ZMEME RO
HDHHEE T, EROE(, BRI OIEE 2 kB ndb s, 1 [9.1.1 0]

(&)
T RIEBIEMZAT 20T, BEANBEDOIERRH 2 IER S, R0z IhE L,
e AEIR EAEAE G (HUS ; hemolytic uremic syndrome) (2% 72 ESEIRD3E(L S 5 ATHE



PERd %,

(Z &)

FASEAIRNZ © AASEAIN 2 HERS. 1996 5 48 1 1617

N ERIE Y+ HOREERTRMEL. 19965 116 1 711

Cimolai, N. et al. : J. Pediatrics. 1990 ; 116 : 589 -592 (PMID : 2181099)

2.9 VAT = IR & B G- U3 R G IR 1 ER LN OEE [10.1 ZH]

(i 71

TR T = USRS BT, A e FREA] (P W)%&%ﬁﬁi&%
ikt 1 BELINOEE ) 255, (e FREA (B, f@)(ttb B
WEERT 256 %6R<) | ZOPAZERICRE L CEERENTHOITND Z &b, Kﬁﬁfﬁ
B RO THEMEM : RS OIEICT VA 7 = R K2 Bt L, B A 5

ZEE LT,

3. ERIIHRICEET H5FELTDER
BRE SN TR

4, FZERUVAEICHEET IR LETDERH
BRE SN TR

5. EELGEFRNIRT L EDER

8. BEELEAXNIE
8.1 HAIZLVEMIKGFEELDZ ENHDHLDT, BIRE+HSITITV., HEICEGTDHZ L,
[11.1.2 ZHR]

(fig 1)

FEMRAFITIE, FIRAURAE L RSEKED B 5,

HRERAT L TRINCKEE G LBV e X2 Z8RPIE L2 | VA RiGHEEE 55
5 Z Ik 0 REERENHILT DIREETH D, T R AW L, kT R Y GRERE G H IR
L7220,

RT3 A2 ROBOTATICHE L, TOROEKBRZERT DRETH D0, DA
BEOBRBICKERTILE 3% WHO HRBAERIGHRIEDOEAFRANCHE > THREGT R0 2
DOFRAITHEEIZE LN EINTWND,

(z &)
TESORGEREBIMR © 23 A DR 6 OfiRh 55 2 it GRESCRIER) . #0R © @JRHAR 5 1996. p22-

23



8.2 IRK, ®EWVWHEZDZLHLDOT, AFGHOBFITITH B FOEERF R 2 1
I OBEICEFE S E VI IICHEET S 2 L,
(fi# 1)
T b ROFRARINEEIC L VIRG, OFEWERITZEN"D 5, Ko, 50, #HE
e, HERGRE, @lnE . BREEE CIXEET 5,
(Z &)
TERERBEIE DY @ BRBTEE Y. 1990 ;5 45 © 1422

8.3 AF 2RI HHEICIE. BWEMICHFEET S 2 &,
(&)

m%ﬁfﬁiﬁ%’ﬁ ZRWT, HERICEWEMOIER O N PEE | SmERL BESNTD
BB CIZRIER ISR 2 —BORESLETH S [T,

6. RENDHEREATHBEICHT IR
(1) BHHE - BEEZFOHLESE

9.1 &E0HE - BEEZDHLHEHE

9.1.1 HEUTHRODHLEE
B ERLT 2GRSl SN2 a 2RE, KELRWI &, [BRHFOER % k%
Tnndbs, (28]

(fift i)

VI 2. ZE2 AR & ZOHH 2.8) OHESH

9.1.2 DREEEDHLEE

TEERA R LIRS DTN H D,
(i 71

LML FFEIED A T, BV E RIS D0 ME RS (B Z X0 ERET) IZEFEALY b
BETH D, 7o, WHERILIEERD O H 5 BEEITT/L e XOMER FEICEEZTH Y . fHERIL
WERDIEY 2 » 7 1 3BT 5,
(z &)
Yaksh, T. et al. : 7' K~ « )L~ 3BE 13 iRk & (EABCRRNIZ ) .« B -
&) ZETE 5 2022, p588

\

9.1.3 MFIREEREEDHLEE
EIR Il 2 B R 2 B2 NN B D,
(fg i)
VI 2. Z22NREFOHEAB 2.1 OESMK




9.1.4 BICHEMREZTNOHLHESE
PR MG CERERNIED LR ZE Z TRk 2nn d 5,

(fi i)

FIMEE & 2 WIFSMEIZ L 0 BRICIHE RS TUE L TV 258121, BV b R ORERIMSIE
FRCHHBENE EFAEH 3 F IR 5,
(Z &)
Yaksh, T.etal. : 7'y R~ « ¥~ 3HE 13K & EARBORENIZNEERR) . 30T ¢
B IEIE 5 2022, p596

9.1.5 P avIKEIZHH EE
PEER N MR INH] Z R A B E i d 5,

(g &)
/L b R ORI R0 i AR R (59 D &S A i v,
Z &)

Yaksh, T.etal.: 7 v K~ « F~ U 3EE 13 R & EARBORENIEZNEERR) | B ¢
BEIE 5 2022. p596-597

9.1.6 REMETLRF—LRADHDHESE
M 2 R T BENNH D,

(i #1)
RFET ¥ B =3 ZADHAITITIR LK T I L 2 MR S O ERE S @ < 28, TL
bR OFERANHIER DY | RIEEEI T SN B2 H 5,
(Zz &)
EEEEIZD ¢ HARERK. 19815 39 1 62

9.1.7 BKIRIEREIETE (REKES) DEE
PR FMEA E Z T2 d 5,

(i &)

HOX AR E 2350 < & Do D, MG & Hrshie R o I E & O faRME2 N+ %,
(Z &)

USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2187

9.1.8 BIBKREHEETE (7Y UFEHF) OEE
FROR AR L &S < 72> T B,

(e #i)
:I/I/?:\/‘\‘_‘/I/‘%‘)7/I/ KA u ‘/7)){&? L. ﬂf& Na leﬁ\ "%* K [ﬁlﬁ%;‘% L. {téﬁﬂiT“/ R



A ZRT,

(Z &)
USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2187

9.1.9 EMKBEOBEENDH S BE
RIS 4 LT,

(Z &)
USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2187

9.1.10 =Z55F&
RERENHIE e U, SR < e o TV D,
(fi &)
WHE, BIEOBEITA A A REUFAOIERII T 2B EAm W, RS, PRGN
DI VED E,
(Z &)

USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2188

9.1.11 BIIRIEKRIC K HBERIES. FREMRF. REFMHHEROEBE
PEREE ZEEST L2 0D 5,

(fg &)

BV RILTRMR CIRE OBRIERR, DB R 2 e 083H 5, TR ZMmE L, 4
FERI D BRBR R OBk D4R Bl T K5
(z &)
Yaksh, T. et al. : 7'y Fv> « ¥< U 8BE 5513 L5 (BACKERIZAER) . HR
BE)IEE 5 2022, p590
TEREBEIZ D> @ FRHTES:. 1990 5 45 1 2230

9.1.12 HREMWMIRE., BREES LOARERIEHLEEFHZT>EE
THALE EE) 2 3045,

—~
)
-+

)
R ERTHE 2D S, TS K o TERAEFHERITIER 32, HlEil kot
el B O BRI 5,
N -V R E OFiR A 2 IR S 8 CiRE) 2 KT S8 DR & AT PRI O Bk 2
DOLIEMD S %,

TH



(z &)

ECHSCRN @ TR 1990 5 45 990

Yaksh, T. et al. : 7'y K~ « < 3KBE 5 13 BB (BASCKRNIZERR) - H UL ¢
BE)FEE 5 2022, p589

9.1. 13 EE2OBMEENDHDHESE
RREFFET BN D,

(f 71
FLE REIEDIT, ME=a2—r XD EEZ HND GABA WEREOMIHIORE R, Wik O #

RARfL 2 B S 5,
(Z &)

Yaksh, T. et al. : 7' Rv> « U~ U38BE 85 18R & (FBASCKERIZNERR) . 3O
BE)IEIE 5 2022, p587

USP DI ; Vol. I, Drug Information for the Health Care Professional, 27th ed. Greenwood
Village : Thomson MICROMEDEX ; 2007. p2187

9.1.14 BEEERVEEOHIEE
[IERTER L Loy S NP /oY S R N

(fig &)
Oddi i 2 Ui L, MEEA LR S8 5,
Z &)

Yaksh, T. et al. : 7'y R~ » ¥~ U3HE 13K & (BABCREBIZ2EF) . 30T ¢
J8)1EIE 5 2022. p589

Martindale ; The complete drug reference, 33rd ed., (Sweetman, S. C. et al., ed.). London :
Pharmaceutical Press ; 2002. p56

9.1.15 EELRREMBEENHSESE
HEH LSS, EXREBEZEZ R8T hnd s,

(fi# i)
VI 6. (1) &0MHE - BEEEES 0 H 5 HEFE 9.1.12) OHEBM



(2) BHaEEEESE

9.2 BHmeEERE
PRENEIE L, BIER RS bbb s BENrH 5,
B AREE R OMEENT BF 2RV T, EEENZ b HOREOE L E X-6-7 L7 1) A
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HIE - Bits Extended-release tablets : 15 mg, 30 mg, 60 mg, 100 mg, 200 mg
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ANHE - SR INDICATIONS AND USAGE

MS CONTIN is an opioid agonist indicated for the management of pain severe enough
to require daily, around-the-clock, long-term opioid treatment and for which
alternative treatment options are inadequate. (1)

Limitations of Use

- Because of the risks of addiction, abuse, and misuse with opioids, even at
recommended doses, and because of the greater risks of overdose and death with
extended-release opioid formulations, reserve MS CONTIN for use in patients for
whom alternative treatment options (e.g., non-opioid analgesics or immediate-
release opioids) are ineffective, not tolerated, or would be otherwise inadequate to
provide sufficient management of pain. (1)

+ MS CONTIN is not indicated as an as-needed (prn) analgesic. (1)

ik - & DOSAGE AND ADMINISTRATION

+ To be prescribed only by healthcare providers knowledgeable in the use of potent
opioids for management of chronic pain. (2.1)

+ MS CONTIN 100 mg and 200 mg capsules, a single dose greater than 60 mg, or a
total daily dose greater than 120 mg, are only for use in patients in whom tolerance
to an opioid of comparable potency has been established. (2.1)

+ Patients considered opioid-tolerant are those taking, for one week or longer, at least
60 mg of morphine per day, 25 mcg transdermal fentanyl per hour, 30 mg of oral
oxycodone per day, 8 mg of oral hydromorphone per day, 25 mg oral oxymorphone
per day, 60 mg oral hydrocodone per day, or an equianalgesic dose of another opioid.
(2.1

+ Use the lowest effective dosage for the shortest duration consistent with individual
patient treatment goals (2.1).

+ Individualize dosing based on the severity of pain, patient response, prior analgesic
experience, and risk factors for addiction, abuse, and misuse. (2.1)

+ Instruct patients to swallow MS CONTIN tablets intact and not to cut, break, chew,
crush, or dissolve MS CONTIN to avoid the risk of release and absorption of
potential fatal dose of morphine. (2.1, 5.1)

+ For opioid-naive and opioid non-tolerant patients, initiate with 15 mg tablets orally
every 8 to 12 hours. (2.2)

- Do not abruptly discontinue MS CONTIN in a physically dependent patient. (2.4)
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BHEE « 2 Treatment of opioid-responsive, chronic severe pain.

- H& DOSAGE AND ADMINISTRATION

Administration and dosing of morphine should be individualised bearing in mind the
properties of the drug. In addition, the nature and severity of the pain or pains
experienced, and the total condition of the patient must be taken into account. Of
special importance is other medication given previously or concurrently.

As with other strong opioid analgesics, use of morphine for the management of
persistent pain should be preceded by a thorough assessment of the patient and
diagnosis of the specific pain or pains and their causes. Use of opioids for the relief of
chronic pain, including cancer pain, important as it is, should be only one part of a
comprehensive approach.

MS Contin tablets or suspension should be used for the long-term treatment of chronic
severe pain only after the pain has been proven to be alleviated by opioids (with a
trial of shorter acting opioids or MS Contin tablets or suspension itself).

MS Contin tablets (modified release):

Adult

Initial adult dose: Individual dosing requirements vary considerably based on each
patient's age, weight, severity of pain, and medical and analgesic history. The most
frequent initial dose is 30 mg MS Contin tablets every 12 hours. MS Contin 200 mg
tablets should only be used in opioid-tolerant patients.

Patients over 50 and the elderly

Patients over the age of 50 tend to require much lower doses of morphine than in the
younger age group. In elderly and debilitated patients and those with impaired
respiratory function or significantly decreased renal function, the initial dose should
be one half the usual recommended dose.

Children > 25 kg

Initial paediatric dosage (children > 25 kg): the initial dose will depend upon the
degree of morphine tolerance and should be titrated in accordance with the patient’s
needs. (See Dose titration).

Children < 25 kg
There are no controlled trials of the use of MS Contin tablets in children weighing 25
kg or less, nor in children with chronic, severe, non-malignant pain.

Transferring to MS Contin tablets from alternate opioids

Patients currently receiving other oral morphine formulations may be transferred to
MS Contin tablets at the same total daily morphine dosage, equally divided into two
12-hourly MS Contin tablet doses.

For patients who are receiving an alternate opioid, the "oral morphine sulfate
equivalent" of the analgesic presently being used should be determined. Having
determined the total daily dosage of the present analgesic, the following equivalence
table can be used to calculate the approximate daily oral morphine sulfate dosage that
should provide equivalent analgesia. The total daily oral morphine dosage should
then be equally divided into two 12-hourly MS Contin tablet doses.
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Table 1. Opioids: Approximate analgesic eqllivalenresl

Drug Equivalent dose (mg)
™M PO
MORPHINE sulfate 10 30
OXYCODONE (Percodan*. Endone, Proladone) 15
DEXTROMORAMIDE (Palfium*) 15
PAPAVERETUM (Omnopon*) 45

1 Twycross. RG (1997). Oral morphine in advanced cancer. 3* edition. Beaconsfield. UK.

Beaconsfield Publishers Ltd.

2 Dextromoramide - a single 5 mg dose is equivalent to morphine 15 mg (diamorphine*
10 mg) in terms of peak effect but is shorter acting. The overall potency ratio has been
adjusted accordingly.

*Not currently available in Australia.

IM — intramuscular; PO — oral administration

Dose titration

Dose titration is the key to success with morphine therapy. PROPER
OPTIMISATION OF DOSES SCALED TO THE RELIEF OF THE INDIVIDUAL'S
PAIN SHOULD AIM AT THE REGULAR ADMINISTRATION OF THE LOWEST
DOSE OF MORPHINE WHICH WILL CONTROL THE PAIN WITH NO OR
TOLERABLE SIDE EFFECTS. Dose adjustments should be based on the patient's
clinical response. Higher doses may be justified in some patients to cover periods of
physical activity.

Because of the sustained release properties of MS Contin tablets, dosage adjustments
should generally be separated by 48 hours. If dose increments are required, they
should be proportionately greater at the lower dose level (in terms of percentage of
previous dose), than when adjusting a higher dose.

The usual recommended dose (12-hourly) increments are 5, 10, 15, 20, 30, 40, 60, 90,
120, 150, 180, 200 mg. Above the 200 mg/dose (400 mg/day), increments should be by
30 to 60 mg morphine.

MS Contin tablets are designed to allow 12-hourly dosing. If "breakthrough" pain
repeatedly occurs at the end of a dose interval, it is generally an indication for a
dosage increase, not more frequent administration. However, where judged necessary
for optimisation of drug effects, MS Contin tablets may be administered 8-hourly.
More frequent (than 8-hourly) administration of MS Contin tablets is neither rational
nor recommended.

Adjustment or reduction of dosage

During the first two or three days of effective pain relief, the patient may exhibit
drowsiness or sleep for prolonged periods. This can be misinterpreted as the effect of
excessive analgesic dosing rather than the first sign of relief in a pain-exhausted
patient. The dose, therefore, should be maintained for at least three days before
reduction, provided the sedation is not excessive or associated with unsteadiness and
confusional symptoms, and respiratory activity and other vital signs are adequate. If
excessive sedation persists, the reason(s) for such an effect must be sought (see
ADVERSE EFFECTS, Sedation).

Following successful relief of severe pain, periodic attempts to reduce the opioid dose
should be made. Smaller doses or complete discontinuation of the opioid analgesic
may become feasible due to a change in the patient's condition or improved mental
state.

MS CONTIN TABLETS SHOULD BE SWALLOWED WHOLE, NOT CHEWED,
CRUSHED OR BROKEN.

MS Contin suspension (modified release granules):

The entire contents of the sachet should be reconstituted in water as follows:
20 mg, 30 mg and 60 mg in 10 mL of water

100 mg in 20 mL of water

200 mg in 30 mL of water
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Mix thoroughly and take immediately.

The pink granules with an odour of raspberries produce a uniform red dispersion
when reconstituted.

MS Contin suspension should be taken with food where possible.

The modified release granules in suspension should be used at 12-hourly intervals.
The dosage is dependent upon the severity of the pain, the patient's age and previous
history of analgesic requirements.

Adults
The most frequent initial dose is 30 mg MS Contin suspension every 12 hours.

Increasing severity of pain will require an increased dosage of MS Contin modified
release granules in suspension. A daily increase of 30-50% may be appropriate. The
correct dosage for any individual patient is that which is sufficient to control pain for
a full 12 hours.

Because of the sustained release properties of MS Contin suspension, dosage
adjustments should generally be separated by 48 hours. If dose increments are
required, they should be proportionately greater at the lower dose level (in terms of
percentage of previous dose), than when adjusting a higher dose.

Patients receiving the suspension in place of parenteral morphine should be given a
sufficiently increased dosage to compensate for any reduction in analgesic effects
associated with oral administration. Usually such increased requirements are of the
order of 100%. In such patients individual dose adjustments are required.
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8.1 Pregnancy

Risk Summary

Prolonged use of opioid analgesics during pregnancy may cause
neonatal withdrawal syndrome /[see Warnings and Precautions
(6.3)]. There are no available data with MS CONTIN in pregnant
women to inform a drug-associated risk for major birth defects and
miscarriage. Published studies with morphine use during
pregnancy have not reported a clear association with morphine and
major birth defects [see Human Datal. In published animal
reproduction studies, morphine administered subcutaneously
during the early gestational period produced neural tube defects
(i.e., exencephaly and cranioschisis) at 5 and 16 times the human

P —— daily dose of 60 mg based on body surface area (HDD) in hamsters
N | @‘1]\\ S ==

(201743 H)

and mice, respectively, lower fetal body weight and increased
incidence of abortion at 0.4 times the HDD in the rabbit, growth
retardation at 6 times the HDD in the rat, and axial skeletal fusion
and cryptorchidism at 16 times the HDD in the mouse.
Administration of morphine sulfate to pregnant rats during
organogenesis and through lactation resulted in cyanosis,
hypothermia, decreased brain weights, pup mortality, decreased
pup body weights, and adverse effects on reproductive tissues at 3-
4 times the HDD; and long-term neurochemical changes in the
brain of offspring which correlate with altered behavioral responses
that persist through adulthood at exposures comparable to and less
than the HDD /see Animal Data/. Based on animal data, advise
pregnant women of the potential risk to a fetus. The estimated
background risk of major birth defects and miscarriage for the

indicated population is unknown. All pregnancies have a
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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
2-4% and 15-20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Prolonged use of opioid analgesics during pregnancy for medical or
nonmedical purposes can result in physical dependence in the
neonate and neonatal opioid withdrawal syndrome shortly after
birth.

Neonatal opioid withdrawal syndrome presents as irritability,
hyperactivity and abnormal sleep pattern, high pitched cry, tremor,
vomiting, diarrhea, and failure to gain weight. The onset, duration,
and severity of neonatal opioid withdrawal syndrome vary based on
the specific opioid used, duration of use, timing and amount of last
maternal use, and rate of elimination of the drug by the newborn.
Observe newborns for symptoms of neonatal opioid withdrawal
syndrome and manage accordingly /see Warnings and Precautions

5.3)].

Labor or Delivery

Opioids cross the placenta and may produce respiratory depression
and psycho-physiologic effects in neonates. An opioid antagonist,
such as naloxone, must be available for reversal of opioid-induced
respiratory depression in the neonate. MS CONTIN is not
recommended for use in pregnant women during or immediately
prior to labor, when use of shorter-acting analgesics or other
analgesic techniques are more appropriate. Opioid analgesics,
including MS CONTIN, can prolong labor through actions which
temporarily reduce the strength, duration, and frequency of uterine
contractions.

However, this effect is not consistent and may be offset by an
increased rate of cervical dilation, which tends to shorten labor.
Monitor neonates exposed to opioid analgesics during labor for signs
of excess sedation and respiratory depression.

Data

Human Data

The results from a population-based prospective cohort, including
70 women exposed to morphine during the first trimester of
pregnancy and 448 women exposed to morphine at any time during
pregnancy, indicate no increased risk for congenital malformations.
However, these studies cannot definitely establish the absence of
any risk because of methodological limitations, including small
sample size and non-randomized study design.




57\

Q%

F—A T VT ORHE
An Australian categorisation of risk of drug use in pregnancy

C (201746 H)

(B OME)
F—A KNZ U7 D434 (An Australian categorisation of risk of drug use in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without
causing malformations. These effects may be reversible. Accompanying texts

should be consulted for further details.

(2) /NRSEIZEE 2 Rl
AEOEFIRL9.T /NEE ] OEOFLEIFLLT DO LEBY TH Y CKEORMCE L ITER D,

9.7 MR
AR, ARTIHEHEN R GZ2MT 50 ERZOIREBZBR L2206, HEICERS
52 L, HrER, IR TR EH ORSZ D E O,

L RN A
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ARIE DU SCE The safety and effectiveness in pediatric patients below the age of
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18 have not been established.
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