72 b5 LgE 100mg
IZBE9 &

REHICERHSNEFERICERIEMNRVCABTDORER.
BAFRKASHICHY FTI . LEEMOBERRUND
EFEMICKEHERRTSIC LI TEF A,

BAFERART
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1.5 EREXIIERDEERVHAREDREZRE
1.5.1 BEXIREDOEE

M T~ F— UEEREIX. 1963 4RI KA Y @ Griinenthal £ E/L b R 1V &R TEM: D5 GEIF 3K
FHEL ALY I V&2 H 757 =/ —L—T7 VEOILEMTH D (K1.51-1) .

AL, p-AFA FZHEEREEERLRE 7 (AT R Eker b=v) B
B0 AHREERZA L, Fx OREZEMELR T T A NP RREE MR T 7 LI T
MM RERT,

CHsy
5,
CHy

*HCl

K OBl FEIR

1.51-1 F3 3 F—LIEREDILFEER
{b54 : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)cyclohexanol hydrochloride
7313 CigHasNO, » HCL, 47 78 : 299.84

152 BB T HRARDORER

b7~ R VBRI IR B AL TR, BAIFEOE L OFITERH Y . £ 5 BREAAIZ SN
T, B B 7/ LB R OBER], RBEDSERI S 23 BIR ST %, 74 DPaladin Labsth: |
L. B Rex o 7m e bl UAET 7 (REIE4 Contramid) A WD Z & TR T BT T
W & R T 2B ORI 2B L. NI~ F— A EERE O RARREHCEH L, 37
Db SMEICENERSy L 70D b T~ B it A . NRBICIRIIMERN Y L 72D T~ R—Vif
Fetfi & Contramid DR G A Bl 4 D A %G & U, AlEERAIZ 1 B 4RO E Lz & & LA
FREE D M AT R - AR T A (AUC) & 722 KO I OB G 2B Lz, ZOREE, Al
HOME & ARF M O T 57 O ReE % Fedadig 2 7= #44) & L C, Tramadol Contramid once a day (Tramadol
Contramid OAD) 723534 L 7=,

% ZC. Paladin Labs £L:/E Tramadol Contramid OAD % 1 H 1 [8l[#¢ 5 O 7= 7o it O 15l &
LCRZ D, [HEE~GSGEDOEMOIBIE] 26 - DIRELTT7 7V A TRINTKR SN
7 (EBSREAR 2005422 H 2 H) o ZORIAR 41 » [ THRBZ PG L. HAE 17 » [E Tt
Thod,

15.3 ERICH T 5HFEDERE

ENTIE b7~ R—UERE O AN G OESFIAN T5HE, I8 2805 O -
T 1977 AR STz (b T~ —/LiE 100, AFRBES : 21500AMZ00018000) , D%, A
FPE DR 23 2010 4E1T THREE D & HAEFE DY 2 11 © A Ffs 1S 3617 D 80 CHAGR S 41, 2013

D HIEOS 4 (20114510 H LLRTIE Labopharm#t:)
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FEIZIXB LT ~ OIS A BN X dv, BUE [EA B4 A N8R A CIRM IR EE 72100 & 0F O & FiE
B OB IS D 8% ) Z0HE - R ELTWD (M T~— B 7 EL 25 mg KiBE S :
22200AMX00872000, k7 ~—/v 71 7 &/ 50 mg 7KFRA 5 1 22200AMX00873000) , H AF L
St (AARFHE) XN OEFRAILK RO ZBTET THY . 2SO N T~ F— LI
A E LTI BRODOTE T 7= EOBRAH (FT Aty MEARE) BN EFEhTnd,

INHOENTHEAMRERREOFNL, WIhb 1 B 4 BEGOIKERFICH D, HRikiERE
TIERIET R T T v ADn LR E LI EREN R ENFFECTE . B OAERRUIIG Uz
T I BRI ORI D223 5 £ B X AL, B A #E I Paladin Labsth & 2010 4(Z Tramadol
Contramid OADD[EN TORIRR G L2 £2C, 1 B 1HOROKRETRI~—nL D7
BT ER—O%EE - R EHIE L, NS-24 (F 7~ R—/LERRE % 100 mgE A 3 5 Tramadol
Contramid OADD 7 ¢ /L L1 —F (7' §E) OREKRER 2 I L 7=,

A ASHTHKIZ I 1T 5 B ORERK 21X 1.5.3-1 12”7,

- BRI 2 BEE EBERE EBRE EEE E

N il =) | Ol %) | il %) | Ol %) | O =)
X7 | semmEg

B - R RUHRSE

o
i

| - RAREHER RERkEd
REM |RA - INEFER
BF - SrEnadER

BEBRABHIZET2EREVUR
#ER5ER (NS24/P1/01. PK)

MAERERRIC L 8RR
(NS24/P3/01,. EEXB_ETH

NAERERRIC LGRS SR
E& (NS24/P3/02, JEXIFRIETR)

&R -
LRI & R I(Z L= s
% 111 §8 [B® (NS24C/P3/01. TS5t RxttE
—EE5H)
TRAESGREREENRICLEL
BEER (NS24C/P3/02. F5+R
SEBZEER)

BHERENRICLEEHERSR
ER (NS24C/P3/03, JEXRIFEIR

1.5.3-1 NS-24 OEFEFEDOZEER

2 WA X DB ERIC AR, 20144E9 A LU Tramadol Contramid OADIZEndo Venturestt: (71 /L5
VOR) AR E T,
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55 1 FHRRER Tl B AR AR N B & 65210 NS-24 2 HEDUIRERO® S L, T~ M=
R ONEHERE ML (87 -O-li A F/UK) OMUSEFIREZHIE LTz, BFEOREL T AR DI
WEhEl NCZ A mE Lz, £/, N7~ F—UlEEIE O AR (B 7k r) &5
IRy & b L7z,

VOGN st aen e Jf  EENeEd KX R [EES
#P-) EATV, BIEICHESOTH A E LT 5 sBRSENE Lo, A RREICHE 5 23 ASRIE T 2 0t
G5B TIL. T~ N UREBEO R 72 Tkt d 5 IES M2 MREET 5 Mgl & Y
RIS U & & 0ReMROERIEZ REH 5 ikt 558k 2 920 U 7=, 18MEESR CIIEm
PRI C b 2 BT BIEIVE K O R H MR DR E x5 & L, ThEn T 78Rl &
T 5 BERBR A Ehi Uiz, S5, ARHEEEE, BYRE. BV v~F . THEEPAE, ik
USRI, AR MR PR MR E | G M R TR AE I M ORRME T iE & 3 T2 M
BFELERMR L LT RIS T L7,

7R¥5, A D HE S BE R GE AR S O EE X A E SRS T h D . FERRIRIZ DV TR
7212 FE i L 7= ilBRiTZe v,

15.4 HEBEAEOHE
1.5.4.1 mBEICE T SR

B D IS K OFRER 712DV T, Paladin Labs #: TR E SN BUS R OGRBR kA2 & L L,
EN Tkl A FhE L, 2 ORGRICHESEZE Lz, WAOLEERERIT, ICH TA RT A 1t
S TCTHEM L, BEYIRTERR (12 @H) ROIERR (6 @H) OlEL Y., AFIOAHREZ =
24 » A ERE LT, 7ed, RURGFRBRIIKGT TH Y, ZOERICHES X G20 % 4t
ET2TETHD,

Sl =R, o HE K ORBREL.
DR B OB T IEIC LD &R E LTz,

1.5.4.2 B PR ER
fERHER A BIEZ XS L5 T FHRBR (NS24/P1/01) . S AJEN & x40 L7254 T AR
(NS24/P3/01, NS24/P3/02) K OMEMEFLSE % % G202 L 7= 2 1 AH7UER (NS24C/P3/01, NS24C/P3/02,
NS24C/P3/03) #[EWNTHEhE L7z (& TFHHEE

(1) 1 4EELER (NS24/P1/01)

RN BT NS-24 (100, 200 K& TF 300 mg) % HL[EI XA #& 5 L7 BR D22 4 J UK
MBIt LTz, F7o, Bl 7w GRE & g L7z,

TREMETIE, ABNCFERNRAEFERITRO oNT, BEh 7 RIS, ERAEEFZIT
BLTHoTz, TRTCOFERGIERE, #E%ﬁ AF 300 mg SCAERE H ¢ 55 TOBEVED e
mIns,

k7~ R—=/ K ONEHEREY M1 OFEPENE ST A —4 (Cpaxe AUCo X TN AUC).) 225, il
AR 2 BRI A5 % & 100~300mg D kT < R—/L KT M1 O3YBIHE I Z R IEMEA TR
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DO, A 200 mg HEREOEE TlL, FEYERBICRIETTREFORET RV D O Ll LTz,
Mo B IAK 2 B 05 (200 mg) M ORIEA 7% 1 H 40RO #E (50 mgx4) Lz
BATIE, WRAIDO N T~ R—=L KO MI O Chpa KOV AUC 1X[RSE EHIWT L2, B%ICARRIE K
TR OEE (200 %300 mg) +5&., T~ F—L M1 O EEIINERS 3 BHEIC
IXEFIRIBICET 2 b0 L HER SNz, £72. AKIE KERG% OB RITE,»- 12,

(2) HMAEBEXRRICLE-E I 1B:KER (NS24/P3/01, NS24/P3/02)

NS-24 @ kT~ R— U OIS 72 Mcxt 3 2 LA BRET 5720, R TI~—n b~
BTER 2 N e — VDR SV D AR B E G, A e v R E LIc ZHEHE
RO ATREM el 4 520 L7z (NS24/P3/01) , —HEMYI CORGEITBEY CHZBLIZNT
V=B TENOERFETEO 1 BERHAE (100, 200, 300 mg/H) & L. NS-24 [IEBERTNC 1
B 1E, Bl 72Aid 1 B 4lE, 2T BEROES Uiz, £7-, 16BR3EE GBRAELIREIC
ERFR G CIXBRDIRR AT L ZEZ NG5 GIE, VAFa2— - F=XLLTChIv—nA AT
Bl 25 mg i 50 mg Z{RBAEO R G &S U CTHE Lz, FEAMEEE THhs _EHEMRBIKT
HAG3 B OBIZEI T B3 HREIO visual analog scale  (VAS) “F¥EZ L EIZ DUV T, NS-24
DAV S 7/ KT B IELERREE S Lz, FT2. BIKGHMIEE TH 5 VAS OHEE, 1 HOH
JAREH], M OMEIR, L AF 2— - F—XOff AR NIEHR O R E S mRERIC 2213780
LAV o T, HAMETIL, RITHEL, R, Efie 84 4 A RICRER A EELNRO 5
NEBFEAEPRETHY , QI 72V E L TR KRESBR L Z Lidkrot,

REEER (NS24/P3/01) 2B W THRMED MR S 4, AAMEICHBEO 2 WEE 23T, AH
100~400 mg/ H % 1 H 1 BRI G (R 24 ) L7z & 2 OREMER OHEIMEERGTT 2729,
FERT BRI G M Ok e 5B 2 F20E L 7= (NS24/P3/02) , LEFHMHEHE CTHLHEm=2 L ha—L
R, B oA R & B 60%0 5 T0%DBENELA CTh o7z, -, BIKFMHER TH
% VAS O, | B OFJRRERH, R OMER & 3B 4@ L CTEEIE <. L AFa2— - F—
A O EHE O O 2l E 85% LA EOBENZNZN 1 EILL TR 25 mg LR Th o7z, 1BHRD
2SRRI 48 LT 80%L EoBEN [FEFICHZE) XX Mgl Thh, Bz hno
—/VIRDUIBREF ChoTe, TNHDZ &G, BMRGIZ Lo THEMELZ 4 U 5 wlgetEidguv &
Ex oz, BAEMETIE, B, R, [ S04 v NI EEEGNETHY .,
B EBRINAIRTEBLT 2 FH0, HEEINCEWEBBEE N HINT 2 X 5 25RO b ks

ST,

(3) BMEFBERRICLIZE I F85KEE (NS24C/P3/01. NS24C/P3/02. NS24C/P3/03)
EIAEBIEEIC L 218 A A L, JEAT o4 FEHERERFIE (NSAIDs) TSR EA+
Oy TR BB kTG & L7Z NS24C/P3/01 3R BR, S ONCHARI IS AR 2 A L, FEA A4 A RIS
SOSETR A BN IR CIIBER D AR+ 7 B & kPG & L7z NS24C/P3/02 5RBRIZC, NS-24 OF ML
LEMERGET 572007 7 2R %R H SR TEER] LR & F2hi L 7=, W ok .
A E&FATTHINC IV TARA 100 mg/ H 22 b &G 2 B L, Aahitk & BARMAZE L 5 100~400
mg/ A OFIH CHEREI 21T o 72, SIREDE ORI EE R ~BIT L, =i
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TRE LIRS Z L OFBWARE CTARI LT 7R % 4 BEKRE L, TORICERDENA+
oy &AL 8RR O G2 kT 2B T A v & LTz,

ETEHERIEIE (NS24C/P3/01) K ORI AR #E (NS24C/P3/02) Z i & L 718 E&)E 12
kL BRIED FEFHMEE CTh 2 ZEHERHIBAARED b BRI RN A +5 & 22 5 £ TOHIMIL,
DT ORBRIZBNTH NS24 FENR T T B RBEL W ARICE N -T2, VAS EOEL B A DKL
R EORIKEHIIEH b 77 B RISk D EEWEDREE S AL, BAFR SR R ER STz,
EMETIE, AEFROIZEAENRETHY, EICHEAA NICRHEAOR L, TR OM#E )
VRO BT, T D OFERITIHRG P ICHIMIE, 7 F IS X 25 PEFIEIS THARRE T, BRR
FHFRTED LD TH -T2, LLEL Y | NSAIDs CIE#amgh A+ 72 S PE B EE B, I ONT
A A A R HE OB Al B B C IR 2 B 153 A BRSO R 1T L UNS-24 @ 1
H1EOROEGTHENTH D Z L ARGES L, BEMEICKRERMEN RN LRS-,

SHIT, FEFEAA FEWRE (NSAIDs, 7L ANV /A4 m bubril) SLEmmbzEo
SRR CIX S DA+ 7 B VEAR BB & RF 512, NS-24 100~400 mg/ H % 52 &5 L7z
& XL R OFINEZ BT 2 720 IExHRIFE I O K Wik 53kl 4 920 L 7= (NS24C/P3/03) .
ZORBRTIL, RESHMEEN (BRMEREEE. MFEE, MY v~ THREIAE) |
FEEMEE R (AREBRANEIR ., AR IR R AR RS . E AR IEERE) & ORHER
JRIE 2 P BRE & LTz, NS-24 O# G I3HEHREH (6 H[H) 12 100 mg/H 2> HBAG L, T\ A~ DL
BENHPEERE (DRVFAPIMOLWE) DL n L olc, AL AFMEME LN D
HWE (REXIHEMER) L THERE L, Wiy be—@ie LT, =R TR
TR = & o & T 46 Wk G- Ui, ARhEHmicis < FAEREICE T L
VASEIZZ DB BIRAITIR T L, 2 b e — /LI T IR & CEUR 20 RITFRE LTz, IR ME D
AL &K OAEIEDEDOIRIETH % SF-36 Aa7 OkEd = b — LI TREE Cilkke L TR o
bz, 26D &b, EMHEGICL o TEEEL AL 2 iEEIdRnE B 2 b, ©48
PEIZ DUV TIE, NS24C/P3/01 K TN NS24C/P3/02 #hlk & [AAkIC, FITA B A A NITRHEA 22O,
e - Je OB RS B 5-BRAAHIHAICER® DT, F7o. 4 visit OFFHMRE T O 2MREESRIL 71.5%~
93.4% DM THR L, IRFEMSTFIRILUTRF CTh o7z, LLEX Y| IEAE A N8R M 3K
DEPIEH TITEIR R+ 2B MR R I L, B GICB VT H NS-24 OZEMEICK
R < . RE LT SR S RS HeRE S T,

155 BHERUERNY

(1) AFNEX N7~ F— B2 A2y &35 1 B 1 EREOEGOREETHD, T~ F—
IV RS WHO J7 A AP IEIRIED 3 BeMERRIR 7 47— T8 2 BeBE I D1 B, AH
VX5 2 BePEIE CIEEN THID TORBEMERAITH 5, BABIFIZIBWTIE, ERFHESI2RK
PR A F 7 A ERE RIS T2 L AR a— o R —RITIXBEAGE O R S A 4
AL, MHEOMAGEORICEDEREEN AR 725, Fio, BHEERICBWTHLHREED
FEAA FERIEOMALPHRIN TR Y | AFNIEN THEA R A A4 A FEREDOH
TIEYID TOR O ORFMERAF & 72 D,
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(2) AFZHEEOEE L7z L &0 Co KOVAUC 1E, Bl 72V % 1 B 4 RIEOKE LI-5
HBLRAETHY, BREORELZ TR oT,

(3) ARFNL. 2SAIEIE M OEBMEILIRE 2% LT 100~400 mg/ H TR 2 8EM R &2 R Lz, Thf
FEHELL LT, A4 A FERIEICREA 2R, B, EHEEREIH L., Zhbn£<
FBRETHY | BEHIEORE SR, % T FFEOXHERE CHRIKEBARETH Y |
EMEICRKRE RIS bR d o7z,

(4) 1BYEFENR & x5 L= BRIC ) T A0 IREERESPIR LI R OB T 1 > CTHElii L 72
N7~ R—=NERIEO S 72 L0 BiFCTh o7,

PLEDZ &t B 7 L FERROF MK OVZ 22 mTAFNZ, 1 B 1 RO OS5
EWV D FIEMED D | DS AR M QMBI (k3 D 8- 72l RN E LTHEREB 2 oD,

1.5.6 AKEREEE

HAFEIL, N7~ R— VERIEORIEEE UL T ONE CEIEMBLERTARBREEITH> 2 L
E LT, B BHERSE T (5) FARERLE) THo ., 2hEe « DIRIT N T ~— b 7B LFE
—Th b,

W7e4 7 2 kT LEE 100 mg

A A A NERAI TR N TRRlck T 5 80m
e R () | EIEEE O S

1B
WL RN b7~ R— Ui & LT 100~300mg %z 1 B 1 [FlIFE 0
Mik-H&E (R | #575, b, ERICSCCEEMKT %, 72720, 1 H 400 mg %
Bz k45,

1.5.7 REREFILSNDRAREIZDONT
k7~ F—GEREOREME O ENESE 2 s <6 2, TR
I
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1.6 NEIZES T 5FERKREICET S8R
(1) HSNEIZHFBEE - Rk

Paladin Labs #f: (IH Labopharm ft:, 7 %) 2BAFE L7 b 7~ N—/VHEREE ORAEE Tramadol
Contramid once a day (Tramadol Contramid OAD) %, 200542 HIZ7 7 » A THRANIKR I LT,
TOBRIUEICED ETHR 41 pETEKBEZREL, TDOOIHBLT TR KAV A %7,
FxadfE, RV, A R=TF R AN F— F—=AFIT AFVA X
V7, GgE, A=A RNZVT NIRRT T DTFE A AT RRAAL ZAD 17 4 [E TR
R TH D,

2B, KENZDOWTIE 2008 FIZAFIOAFE A B L, 2009 4725 Purdue Pharma 1:7% Ryzolt
ORI TET L, 2012 FFITPRIGEEHE T L7z,

(2) SNEIZHITEH8 - WRRUVAE - AE

Tramadol Contramid OAD ORI S HEEE K OV - # O RS EH (FFHE4 Tridural) (CFE#E S
TWBhHEE « 2R M OHIE « HEZ K 1.6-1 1ITRT,

ek, BONREBEE KL O 7 & DR FROFECKR OFIRZ, R 1 R O%IE 2 12w

B

HT) ANR7RBEE EIINTAT - THETE R
DB Z YT 5,

BeHHEIT, RAORRECME A~ O EBE DR
RIS UCRRETT 5, AEEIT. BRFEOFEIC
M 5T, Fol VAT D EFIT+H7R
O & IR 3%, Tramadol Contramid
OADIZIX100, 2008 U300 mgDHERINH V) |
RBUZ BTl 722 H B FEAl 2 H 5
%, Tramadol Contramid OADIZ 2485 = L 12
IR 5,

F1.6-1 NEIZHITH%EE - SIRRUAZE - AE

ey M SL LA EE (2012429 ) J AR TE® (Tridural, 2013451 A)

BB a8 | REEE/ T~ RV 100 mg &4 RHEE | b T~ F—/LIEERYE 100 mg &4

e - SR | REE~EE OKIR IR FRNIZ T D HEERE 6 W R E O SR B B
BR%A A B3 100 mgZ 1 H 1], @& A &13200 TRIDURAL O BAtEHRIZ 100 mg/ H &%, 1
mgZ1H1EIT, RIZBRHATL2ONEE LU, HARIZ2 HZ L2100 mg/ HFoMs L (3
COHETHORIEREMNEL NI WES | Zebb, 53 B HIZ200mg/ H ZBHtA7
%, 100 mg$-2300 mgE TIEIF 1EIHE K400 | %) | fHx OEREICH L CHEAKE= bo
mgE THIE L T\, — b BREME B ST S, 300 mg/ B & BT
WEIIR/DOERANEEZSEH L, $5007et | 2BEICE., 2R eb 4 HRMEEZITY (3
AEROCTIBARES LT400 mga B2 TidZe | 7ebb, #55HHEIZ300mg/H) , 1 HHER
SR AN O, AABRFIC L TEIET D 2 &, 18
Tramadol Contramid Once a Dayl3J&J@IAFE I | BITR/IE I E T3 2 2 &, TRIDURAL
R TEHT 5, EROEITEASCE | 1%, 300mgH B TR LN &
BIEIS U CORIRIRREZ T 208 5 EBBE IR DM IEZR AR &, RIERNZ

R AE |, (WEEHIUTIRR L TWRWEIMZE | W, IIRITERICEZR FTHEZ: & T 24 IS

blzoTUEREay hr— L TEHEBOZ LT
5,

kT~ K= VIBHEBIMGIFICA B4 A FaE L
TWRWEE « A4 A FEREKOK GO/
W ICKRT % TRIDURAL D f][E#5 813,

100 mg/H TH 5,

BUE, o F T~ F—nABFE2EE L TWDEA
# o BUE, oo N T~ F— LA &
BHELTWHEHIL, FF~v =10k 1 B
HEEPRLCXEFTZENIVEVCHED
TRIDURAL $EICEI VW EEX D Z &R TX D,




NS-24 1.6 HEICEFLFERAKREICETLEH Page 3

Version: MDT/SPC/100/05
Date Issued: 07 Sep 2012

Summary of Product Characteristics

1. NAME OF THE MEDICINAL PRODUCT
Tramadol Contramid Once a Day 100 mg prolonged-release tablets

Name of the medicinal product in RMS: Monotramal L.P.Une prise quotidienne

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One prolonged-release tablet contains 100mg tramadol hydrochloride
For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM
Prolonged-release tablet.
White to off white, plain, bevelled edge, round biconvex tablet

4. CLINICAL PARTICULARS

4.1 Therapeutic indications
Treatment of moderate to severe pain.

4.2 Posology and method of administration
Posology

Adults and adolescents (12 years and over):

The starting dose is one 100 mg prolonged-release tablet once daily. The usual dose is
one 200 mg prolonged-release tablet once daily, to be taken preferably in the evening. If
this does not provide sufficient pain relief, the dosage can be increased in 100 mg dose
increments to 300 mg or to a maximum of 400 mg once daily.

In general, the lowest effective analgesic dose should be chosen. A daily dose of 400mg
of tramadol should not be exceeded except in special clinical cases.

Tramadol Contramid Once a Day should not be used for a period longer than absolutely
necessary. If continued pain treatment is necessary due to the nature and severity of the
illness, careful regular surveillance should be carried out (including periods without
treatment, if necessary) in order to determine the need for continued treatment.

Children (under 12):
Tramadol Contramid Once a Day is not recommended for the treatment of children
(under 12 years of age).

Elderly patients:

Dose adjustment in elderly patients (up to 75 years of age) without clinically relevant
hepatic or renal impairment is normally not necessary. In patients over 75 years, the
elimination half-life of tramadol may be prolonged. Use in these patients is not
recommended.

Renal impairment, dialysis and hepatic impairment:

Tramadol Contramid Once a Day is not recommended for patients with severe hepatic
impairment or with severe renal impairment (creatinine clearance <10 ml/min, see
section 4.3). Caution is advised in patients with moderate hepatic or moderate renal
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impairment (creatinine clearance <30 ml/min) (see section 4.5).

Method of administration

The dosage should be adjusted according to the severity of pain and the response of the
individual patient.

The tablets should be swallowed whole, with a sufficient quantity of liquid and not
divided or chewed. The tablets can be taken with or without food.

Alternative tablet strengths of Tramadol Contramid Once a Day are available. Where
necessary, appropriate tablet strengths should be used to achieve the required dose.

Tramadol Contramid Once a Day should be taken once every 24 hours.

4.3 Contraindications

Known hypersensitivity to tramadol or to any of the excipients.

Acute intoxication or overdose with CNS depressants (alcohol, hypnotics, other
opioid analgesics, etc.).

Patients receiving concomitant treatment with MAQO inhibitors or who have been treated
with MAOQ inhibitors during the past 2 weeks (see section 4.5).

Concomitant treatment with linezolid (see section 4.5).

Severe hepatic or severe renal impairment (creatinine clearance < 10ml/min).
Epilepsy not adequately controlled by treatment. (See section 4.4).

Tramadol must not be administered during breastfeeding if long-term treatment,
i.e. more than 2 to 3 days, is necessary (see section 4.6).

4.4 Special warnings and special precautions for use

Consumption of alcohol is not recommended during treatment with tramadol.
Concomitant treatment with carbamazepine is not recommended (see section
4.5).

Warnings:

Tramadol has a low potential for dependence. However, with long-term use, tolerance
and psychological and/or physical dependence may develop. At therapeutic doses,
withdrawal symptoms have been reported with a frequency of 1 in 8,000 while reports of
dependence and abuse have been less frequent.
Because of the potential for dependence or withdrawal to occur, the clinical need for
continued analgesia should be reviewed regularly. In patients with a tendency to drug
abuse or dependence, tramadol should only be used for short periods under strict
medical surveillance.

Tramadol is not suitable as a substitute in opioid dependent patients. Although it is an
opioid agonist, tramadol cannot suppress morphine withdrawal symptoms.

Respiratory depression or patient taking CNS depressants:
Caution is recommended with administration of tramadol in patients at risk for respiratory
depression or receiving medicinal products likely to produce respiratory depression.

Precautions:
Tramadol should be used with caution in patients with head trauma, increased intra-
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cranial pressure, impairment of hepatic or renal function, in patients in shock, an altered
state of consciousness (with no obvious cause), respiratory centre disorders or
respiratory dysfunction and in diabetic patients because of the occurrence of
hypoglycemia with tramadol.

There is an increased risk of seizures if the tramadol dose exceeds the maximum
recommended daily dose (400 mg). Seizures have been reported at the therapeutic
doses. Patients with controlled epilepsy or patients with a known risk of seizure should
only be treated with tramadol in cases of absolute necessity. There is an increased risk
of seizures in patients taking concomitant medications which lower the seizure threshold
(see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant medication contraindicated during treatment with tramadol

Tramadol must not be used in combination with selective or nonselective MAO inhibitors.
Serotonin Syndrome (diarrhoea, tachycardia, sweating, tremor, confusion and coma)
may develop (see section 4.3).

Linezolid: Treatment experience with non-selective MAOI indicates a risk of
development of Serotonin Syndrome: diarrhoea, tachycardia, sweating, tremor,
confusion and coma.

Concomitant medication not recommended during treatment with tramadol

Mixed agonist-antagonists (buprenorphine, nalbuphine and pentazocine): Concomitant
treatment with tramadol is not recommended because theoretically, this could reduce the
analgesic effects of the pure agonist due to competitive blocking of receptors, resulting
in the risk of occurrence of withdrawal symptoms.

Alcohol: Alcohol increases the sedative effect of opioid analgesics. The resulting
drowsiness can be dangerous while driving or operating machinery. Alcoholic beverages
and medicinal products containing alcohol should not be consumed during treatment
with tramadol (see section 4.7).

Carbamazepine (enzyme inducer): Possibility of decreased plasma concentrations of
tramadol and its pharmacologically active metabolite, resulting in reduction of the
analgesic effect.

Naltrexone: Use of tramadol with naltrexone may reduce the analgesic effect. If
necessary the analgesic dose can be increased.

Concomitant medication to be used with care during tramadol treatment

Other morphine derivatives (including antitussives and substitution treatments)
benzodiazepines, barbiturates: Major risk of respiratory depression, can be fatal in case
of overdose.

Other CNS depressants: Opioid analgesics, barbiturates, benzodiazepines, sedative
antidepressants, sedative H1 antihistamines, anxiolytics other than benzodiazepines,
hypnotics, neuroleptics, centrally acting antihypertensives, thalidomide, baclophene:
Increased risk of central nervous system depression. The resulting impaired reaction
time can make driving and operating machinery dangerous.

Tramadol can induce convulsions and increase the potential for selective serotonin
reuptake inhibitors (SSRIs), serotonin-norepinephrine reuptake inhibitors (SNRIs),
tricyclic antidepressants, antipsychotics and other seizure threshold-lowering medicinal
products (such as bupropion, mirtazapine, tetrahydrocannabinol) to cause convulsions.
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Concomitant therapeutic use of tramadol and serotonergic drugs, such as selective
serotonin reuptake inhibitors (SSRIs), serotonin-norepinephrine reuptake inhibitors
(SNRIs), MAO inhibitors (see section 4.3), tricyclic antidepressants and mirtazapine may
cause serotonin toxicity. Serotonin syndrome is likely when one of the following is
observed:

e Spontaneous clonus

e Inducible or ocular clonus with agitation or diaphroesis

e Tremor and hyperreflexia

e Hypertonia and body temperature > 38°C and inducible or ocular clonus.
Withdrawal of the serotonergic drugs usually brings about a rapid improvement.
Treatment depends on the type and severity of the symptoms.

Venlafaxine: Risk of convulsions and/or Serotonin Syndrome.

Caution should be exercised during concomitant treatment with tramadol and coumarin
derivatives (e.g. warfarin) due to reports of increased INR and ecchymoses in some
patients.

4.6 Fertility, Pregnancy and lactation

Fertility:
No fertility studies have been conducted with Tramadol Contramid Once a Day.

Pregnancy:
Tramadol should not be used during pregnancy unless clearly necessary. In humans,

there is insufficient data available to appropriately assess the safety of tramadol use in
pregnant women.

As with other opioid analgesics:

- Tramadol crosses the placental barrier.

- Chronic use of tramadol may induce — at any dosage — a withdrawal syndrome in
newborns.

- At the end of pregnancy, high dosages, even for short-term treatment, may induce
respiratory depression in the newborn.

Animal studies have not shown any teratogenic effects, but at high doses, foetotoxicity

due to maternotoxicity appeared (see Section 5.3).

Breast Feeding:

Tramadol and its metabolites have been detected in human breast milk in small
amounts. An infant could ingest 0.1% of the single dose given to the mother. A single
administration of tramadol does not usually require breastfeeding to be interrupted. If
repeated administration is needed for several days, i.e. more than 2 to 3 days,
breastfeeding should be suspended. If long-term treatment after birth is necessary,
breastfeeding is contraindicated (see Section 4.3).

4.7 Effects on ability to drive and use machines

Tramadol may cause dizziness and/or drowsiness and has, even when used according
to the directions, an influence on the ability to drive and use machines. This effect may
occur at the beginning of treatment, and may be potentiated by alcohol and concomitant
use of other CNS-depressants or antihistamines. If patients are affected they should be
warned not to drive or operate machinery.

Page 4 of 9



NS-24 1.6 HEICEFLFERAKREICETLEH Page 7

4.8 Undesirable effects
The most commonly reported undesirable effects, nausea and dizziness, have been
observed in more than 10% of patients.

Cardiac disorders

Uncommon (21/1,000, <1/100): effects on cardiovascular regulation (palpitations,
tachycardia, orthostatic hypotension or cardiovascular collapse). These undesirable
effects occur in particular after intravenous administration and in patients undergoing
physical exertion. Rare (=1/10,000, <1/1,000): bradycardia, Increase in blood pressure

Nervous system disorders

Very common (=1/10): dizziness.

Common (=1/100, <1/10): headaches, confusion.

Rare (=1/10,000, <1/1,000): changes in appetite, paraesthesia, tremor, respiratory
depression,

epileptiform seizures.

Respiratory depression may occur if the quantities administered greatly exceed the
recommended doses and in the case of concomitant administration of other CNS
depressant medicinal products. (See section 4.5).

Epileptiform seizures primarily occurred following administration of high doses of
tramadol or following concomitant treatment with medicinal products that lower the
seizure threshold or trigger seizures. (See sections 4.4 and 4.5).

Psychiatric disorders

Rare (=1/10,000, <1/1,000): hallucinations, confusion, sleep disturbance, nightmares.
After the administration of tramadol, in rare cases, various psychiatric adverse events
may occur, the nature and severity of which vary between patients (depending on the
individual reactivity and the duration of treatment). Mood disorders (usually euphoria,
occasionally dysphoria), changes in activity (usually reduced activity, occasionally an
increase) and, altered cognitive and sensory capacities (for example the ability to make
decisions, perception problems) may be observed. Dependence may occur.

Eye disorders
Rare (=1/10,000, <1/1,000): blurred vision.

Respiratory, thoracic and mediastinal disorders
An aggravation of asthma has been reported although a causal relationship was not
confirmed.

Gastrointestinal disorders

Very common (=1/10): nausea.

Common (=21/100, <1/10): vomiting, constipation, dry mouth

Uncommon (=1/1,000, <1/100: gastro-intestinal irritation (a feeling of gastric heaviness,
flatulence).

Skin and subcutaneous tissue disorders

Common (=1/100, <1/10): sweating.

Uncommon (=1/1,000, <1/100): dermal reactions (for example pruritus, rash, urticaria).
Musculoskeletal and connective tissue disorders

Rare (=1/10,000, <1/1,000): muscular weakness.
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Hepatobiliary disorders
In some isolated cases, an increase in hepatic enzymes was reported during the
therapeutic use of tramadol.

Renal and urinary disorders
Rare (=1/10,000, <1/1,000): micturation problems (difficulty in passing urine and urinary
retention).

General disorders and administration site conditions

Rare (=1/10,000, <1/1,000): Allergic reactions (for example dyspnoea, bronchospasm,
wheezing, Quincke’s oedema) and anaphylaxis. Withdrawal symptoms similar to those
observed during withdrawal of opiates may occur, such as agitation, anxiety,
nervousness, insomnia, hyperkinesias, tremor and gastro-intestinal symptoms. Other
symptoms of withdrawal have also been reported, including: panic attacks, severe
anxiety, hallucinations, paraesthesia, tinnitus and other CNS problems.

Metabolism and nutrition disorders
Not known (cannot be estimated from the available data): Hypoglycemia.

4.9 Overdose

Symptoms

In tramadol intoxication, in principle, the same symptoms occur as for all other central
acting analgesics (opioids). In particular, these include miosis, vomiting, cardiovascular
collapse, loss of consciousness leading to coma, convulsions, respiratory depression
leading to respiratory failure.

Unexpected effect of overdose: serotonin syndrome has been reported in a context of
overdose or abuse with tramadol.

Treatment

General emergency measures are applicable: including maintenance of respiratory and
cardiocirculatory functions.

Emptying of the stomach by means of vomiting (patient to be conscious) or by means of
pumping the stomach. Gastric lavage can be considered if the ingestion of overdose is
very recent. This must not delay the (repeated) administration of activated charcoal to
prevent the absorption of tramadol. The antidote for respiratory depression is naloxone.
There is a risk of increased convulsions with the use of naloxone. In animal tests
naloxone proved to be ineffective against convulsions. In that case diazepam should be
administered intravenously.

Tramadol is only minimally removed from plasma using haemodialysis or
haemofiltration. Therefore treatment of acute overdose of tramadol using haemodialysis
or haemofiltration alone is not a suitable way of detoxification.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Analgesics, Other opioids
ATC code: NO2A X02

Tramadol is a centrally acting analgesic. It is a pure non-selective u, delta and k
morphine receptor agonist with a higher affinity for u receptors. Other mechanisms
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responsible for the product’s analgesic effects include the inhibition of the neuronal re-
uptake of noradrenalin and an increase in serotonin release.

Tramadol has an antitussive effect. Unlike morphine, broad ranges of analgesic
tramadol doses do not have any respiratory depressant effect. Nor is there any effect on
gastro-intestinal motility. The effects on the cardiovascular system tend to be slight.
Tramadol has 1/10 to 1/6 the potency of morphine.

5.2 Pharmacokinetic properties

Following oral administration of a single dose, Tramadol Contramid Once a Day is
almost completely absorbed (>90%).

The absolute bioavailability is approximately 70%, independent of food intake. The
difference between the tramadol absorbed and the non-metabolised available tramadol
is probably due to a weak first-pass effect. The first-pass effect following oral
administration is a maximum of 30%.

Tramadol has a high tissue affinity (volume of distribution = 203 + 40 litres).
Approximately 20% is bound to plasma proteins.

Following single-dose administration of one 200 mg Tramadol Contramid Once a Day
prolonged- release tablet, in a fasted state, a mean maximum plasma concentration
(Cmax) of 241 + 62 ng/ml is reached after a median time (tmax) of 6.0 hours.

Tramadol crosses the blood-brain barrier and the placenta. Very small quantities of the
active substance and its O-demethylated derivative have been found in breast milk
(0.1% and 0.02% of the administered dose respectively).

The elimination half-life is approximately 6 hours, regardless of route of administration.
The half life can be prolonged by a factor of approximately 1.4 in patients over 75 years
of age.

In man, tramadol is extensively metabolised by N- and O-demethylation and by
conjugation of the O-demethylation products with glucuronic acid. Only the O-
desmethyltramadol metabolite is pharmacologically active. Considerable quantitative
inter-individual differences have been observed between the other metabolites: 11
different metabolites have been identified to date in urine. Tests on animals showed that
O-desmethyltramadol is more potent than the parent molecule by a factor of 2 to 4. Its
half life (6 healthy volunteers) is 7.9 hours (range 5.4 to 9.6 hours), similar to that of
tramadol.

The inhibition of cytochrome CYP3A4 and/or CYP2D6, the isozymes responsible for
biotransformation of tramadol could modify the plasma concentration of tramadol or its
active metabolite. To date, no clinically significant interactions have been observed.
Tramadol and its metabolites are almost wholly excreted in urine. Cumulative urinary
excretion accounts for 90% of the total radioactivity of the administered dose. The half-
life may be slightly longer in the case of hepatic or renal impairment. In patients with
liver cirrhosis, an elimination half-life of 13.3 £ 4.9 hours (tramadol) and 18.5 £ 9.4 hours
(O-desmethyltramadol) has been observed, with one extreme case of elimination half-
lives of 22.3 and 36 hours respectively. In renal insufficiency (creatinine clearance < 5
ml/min), elimination half-lives of 11 £ 3.2 and 16.9 + 3 hours respectively have been
observed, with one extreme case of 19.5 and 43.2 hours respectively. Tramadol
Contramid Once a Day presents a linear pharmacokinetic profile within the
recommended therapeutic dosing regimen.

The relationship between serum concentration and analgesic effect is dose-dependent
but varies considerably between individuals. A serum concentration of 100 ng/ml to 300
ng/ml is usually effective.

5.3 Preclinical safety data
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Preclinical data reveal no special risk for clinical use based on acute toxicity, repeated
dose toxicity, genotoxicity, carcinogenicity and reproductive toxicity studies. Animal
studies have not shown any teratogenic effects, but at high doses, foetotoxicity due to
maternotoxicity appeared.
In rats, doses of tramadol greater than or equal to 50 mg/kg/day caused toxic effects in
pregnant animals and an increase in neonatal mortality. Retarded growth in the form of
abnormal ossification and delayed vaginal and ocular opening were observed in the
progeny. There was no change in the fertility of male animals. After higher doses (= 50
mg/kg/day), females showed a reduced gestation level.
In rabbits, toxic effects were revealed in the mothers and skeletal abnormalities in the
progeny above doses of 125 mg/kg. Signs indicating a mutagenic effect were found in
certain in vitro tests but in vivo studies did not show any such effects. Based on findings
to date, tramadol can be regarded as non mutagenic.
Studies were conducted in rats and mice on the carcinogenic potential of tramadol
hydrochloride. The study in rats did not show any indication of an increased frequency of
tumours linked to the active ingredient. In the study on mice, an increased frequency of
hepatocellular adenomas was observed in male animals (non significant dose-
dependent increase above 15 mg/kg) and an increase in pulmonary tumours in females
for all dosage groups (significant but non dose-dependent increase).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Polyvinyl acetate, povidone, sodium lauryl sulphate and silica (Kollidon SR),
xanthan gum,

hydrogenated vegetable oil (Cotton seed oil),

magnesium stearate,

silica colloidal anhydrous,

Hydroxypropyl Distarch Phosphate — (E1442) (Contramid)

6.2 Incompatibilities
Not applicable

6.3 Shelf-life
3 years

6.4 Special precautions for storage
0

Blisters: Do not store above 30 C.
HDPE Bottles: This medicinal product does not require any special storage conditions

6.5 Nature and contents of container

PVC/PVDC blisters with Aluminium backing foil (containing 5, 10, 15, 20, 30, 50, 60 or
100 prolonged-release tablets) or

PVC/PE/PCTFE blisters with Aluminium backing foil (containing 5, 10, 15, 30, 60 or 100
prolonged-release tablets) or

HDPE Bottles containing 100 prolonged-release tablets

Not all pack sizes may be marketed.

6.6 Instructions for use and handling
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No special requirements.

7. MARKETING AUTHORISATION HOLDER
To be completed nationally

8. MARKETING AUTHORISATION NUMBERS
To be completed nationally

9. DATE OF FIRST AUTHORISATION / RENEWAL OF THE AUTHORISATION
To be completed nationally

10. DATE OF REVISION OF THE TEXT
To be completed nationally
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TRIDURAL®
Tramadol hydrochloride extended-release tablets

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Strength Clinically Relevant Nonmedicinal
Administration Ingredients
Oral Extended-release tablets None
100 mg, 200 mg, 300 mg For a complete listing see Dosage
Forms, Composition and Packaging
section.

INDICATIONS AND CLINICAL USE

Adults
TRIDURAL" (tramadol hydrochloride extended-release tablets) is indicated for the management
of moderate to moderately severe pain in adults who require treatment for several days or more.

Geriatrics (> 65 years of age):

Healthy elderly subjects aged 65 to 75 years, administered an immediate release formulation of
tramadol, have plasma concentrations and elimination half-lives comparable to those observed in
healthy subjects less than 65 years of age. TRIDURAL® should be administered with greater
caution in patients older than 75 years due to the greater potential for adverse events in this
population (see WARNINGS AND PRECAUTIONS, and DOSAGE AND
ADMINISTRATION).

Pediatrics (< 18 years of age):
The safety and effectiveness of TRIDURAL® has not been studied in the pediatric population.
Therefore, use of TRIDURAL® tablets is not recommended in patients under 18 years of age.

CONTRAINDICATIONS

e TRIDURAL® should not be administered to patients who have previously demonstrated
hypersensitivity to tramadol, opioids or any other component of this product. For a
complete listing, see the DOSAGE FORMS, COMPOSITION AND PACKAGING

section of the Product Monograph.

e TRIDURAL" is contraindicated in any situation where opioids are contraindicated,
including acute intoxication with any of the following: alcohol, hypnotics, centrally
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acting analgesics, opioids or psychotropic drugs. TRIDURAL® may worsen central
nervous system and respiratory depression in these patients.

e TRIDURAL® is contraindicated with concomitant MAO inhibitors (or within 14 days of
such therapy).

e TRIDURAL" is contraindicated in severe renal or hepatic impairment (creatinine
clearance of less than 30 ml/min and/or Child-Pugh Class C).

WARNINGS AND PRECAUTIONS
General

TRIDURAL® (tramadol hydrochloride extended-release tablets) must be swallowed whole
and should not be broken, chewed or crushed, since this can lead to the rapid release of
tramadol and absorption of a potentially fatal dose of tramadol.

Seizure Risk

Seizures have been reported in patients receiving tramadol hydrochloride within the
recommended dosage range. Spontaneous postmarketing reports indicate that seizure risk is
increased with doses above the recommended range. Concomitant use of tramadol
hydrochloride increases the seizure risk in patients taking:

e Selective serotonin reuptake inhibitors (SSRI antidepressants or anorectics),

e Tricyclic antidepressants (TCAs), and other tricyclic compounds (e.g., cyclobenzaprine,
promethazine, etc.), or

e Other opioids.

Administration of tramadol may enhance the seizure risk in patients taking:
e MAO inhibitors (see CONTRAINDICATIONS),
e Neuroleptics, or
e Other drugs that reduce the seizure threshold.

Risk of convulsions may also increase in patients with epilepsy, those with a history of seizures,
or in patients with a recognized risk for seizure (such as head trauma, metabolic disorders,
alcohol and drug withdrawal, CNS infections). In tramadol overdose, naloxone administration
may increase the risk of seizures.

Anaphylactoid Reactions

Serious and rarely fatal anaphylactoid reactions have been reported in patients receiving therapy
with tramadol. When these events do occur, it is often following the first dose. Other reported
allergic reactions include pruritus, hives, bronchospasm, angioedema, toxic epidermal necrolysis
and Stevens-Johnson syndrome. Patients with a history of anaphylactoid reactions to codeine
and other opioids may be at increased risk and therefore should not receive TRIDURAL" (see
CONTRAINDICATIONS).
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Drug Abuse, Addiction and Dependence

Tramadol has the potential to cause psychic and physical dependence of the morphine-type
(u-opioid). The drug has been associated with craving, drug-seeking behaviour and tolerance
development. Cases of abuse and dependence on tramadol have been reported. TRIDURAL®
should not be used in opioid-dependent patients. Tramadol has been shown to reinitiate physical
dependence in some patients that have been previously dependent on other opioids. Dependence
and abuse, including drug-seeking behaviour and taking illicit actions to obtain the drug, are not
limited to those patients with prior history of opioid dependence. In patients with a tendency to
abuse drugs or a history of drug dependence, and in patients who are chronically abusing
opioids, treatment with TRIDURAL® is not recommended.

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy,
and proper dispensing and storage are appropriate measures that help to limit abuse of opioid
drugs.

A Risk Management program to support the safe and effective use of TRIDURAL® has been
established. The following are considered to be the essential components of the Risk
Management program:

a) Commitment to not emphasize or highlight the scheduling status of TRIDURAL" (i.e.,
not listed under a schedule to the CDSA) in its advertising or promotional activities;

b) Inclusion of a PAAB-approved fair balance statement in all TRIDURAL" advertising and
promotional materials;

c) Provision of progress reports to TPD, MHPD and HECSB from a drug abuse surveillance
program for TRIDURAL"

d) Assurance that health-care education activities on pain management with TRIDURAL"
include balanced, evidence-based and current information. Commitment to take
reasonable actions to inform health-care professionals that there is Health Canada-
approved patient information on benefits and risks, and to ensure that this information
can be readily accessed through electronic and/or hard copy sources;

e) Reassessment of the risk management program 2 years post product launch.

TRIDURAL" is intended for oral use only. Extended-release tablets may be abused by breaking,
crushing, chewing, snorting, or injecting the dissolved product. These practices will result in the
uncontrolled delivery of the opioid and pose a significant risk to the abuser that could result in
overdose and death. This risk is increased with concurrent abuse of alcohol and other
substances. With parenteral abuse, the tablet excipients can be expected to result in local tissue
necrosis, infection, pulmonary granulomas, and increased risk of endocarditis and valvular heart

injury.
TRIDURAL® should not be used to treat the symptoms of opioid withdrawal in opioid-

dependent patients since it cannot suppress morphine withdrawal symptoms, even though it is an
opioid agonist.
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Abuse and addiction are separate and distinct from physical dependence and tolerance. In
addition, abuse of opioids can occur in the absence of true addiction and is characterized by
misuse for non-medical purposes, often in combination with other psychoactive substances.
Tolerance as well as both physical and psychological dependence may develop upon repeated
administration of opioids, and are not by themselves evidence of an addictive disorder or abuse.

Concerns about abuse, addiction, and diversion should not prevent the proper management of
pain. The development of addiction to opioid analgesics in properly managed patients with pain
has been reported to be rare. However, data are not available to establish the true incidence of
addiction in chronic pain patients.

Careful record-keeping of prescribing information, including quantity, frequency, and renewal
requests is strongly advised.

Withdrawal Symptoms

Withdrawal symptoms may occur if TRIDURAL® is discontinued abruptly. These symptoms
may include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper
respiratory symptoms, piloerection, and rarely hallucinations. Other symptoms that have been
seen less frequently with tramadol discontinuation include: panic attacks, severe anxiety and
paresthesias.

Clinical experience suggests that signs and symptoms of withdrawal may be avoided by tapering
medication when discontinuing tramadol therapy. Patients on prolonged therapy should be
withdrawn gradually from the drug if it is no longer required for pain control. Clinical
experience suggests that withdrawal symptoms may be relieved by reinstitution of tramadol
therapy followed by a gradual, tapered dose reduction of the medication combined with
symptomatic support.

Risk of Overdosage

Serious potential consequences of overdosage with TRIDURAL® are central nervous system
depression, respiratory depression and death. In treating an overdose, primary attention should
be given to maintaining adequate ventilation along with general supportive treatment (see
OVERDOSAGE).

Do not prescribe TRIDURAL® for patients who are suicidal or addiction-prone.

TRIDURAL® should not be taken in doses higher than those recommended by the physician.
The judicious prescribing of tramadol is essential to the safe use of this drug. With patients who
are depressed or suicidal, consideration should be given to the use of non-narcotic analgesics.
Patients should be cautioned about the concomitant use of tramadol products and alcohol
because of potentially serious CNS-additive effects of these agents. Because of its added
depressant effects, tramadol should be prescribed with caution for those patients whose medical
condition requires the concomitant administration of sedatives, tranquilizers, muscle relaxants,
antidepressants, or other CNS-depressant drugs. Patients should be advised of the additive
depressant effects of these combinations.
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Intracranial Pressure or Head Trauma

TRIDURAL" should be used with caution in patients with increased intracranial pressure or
head injury. The respiratory depressant effects of opioids include carbon dioxide retention and
secondary elevation of cerebrospinal fluid pressure, and may be markedly exaggerated in these
patients. Additionally, pupillary changes (miosis) from tramadol may obscure the existence,
extent, or course of intracranial pathology. Clinicians should also maintain a high index of
suspicion for adverse drug reaction when evaluating altered mental status in these patients if they
are receiving TRIDURAL® (see WARNINGS AND PRECAUTIONS, Respiratory
Depression).

Respiratory Depression

Administer TRIDURAL® cautiously in patients at risk for respiratory depression, such as
patients with significant chronic obstructive pulmonary disease or corpulmonale, and in patients
having a substantially decreased respiratory reserve, hypoxia, or hypercapnia. In these patients
alternative non-opioid analgesics should be considered and opioids should be employed only
under careful medical supervision at the lowest effective dose. When large doses of tramadol are
administered with anesthetic medications or alcohol, respiratory depression may result.
Respiratory depression should be treated as an overdose. If naloxone is to be administered, use
cautiously because it may precipitate seizures (see WARNINGS AND PRECAUTIONS,
Seizure Risk and OVERDOSAGE).

Interaction with Central Nervous System (CNS) Depressants

TRIDURAL" should be used with caution and in reduced dosages when administered to patients
receiving CNS depressants such as alcohol, opioids, anesthetic agents, narcotics, phenothiazines,
tranquilizers or sedative hypnotics. Tramadol increases the risk of CNS and respiratory
depression in these patients.

TRIDURAL® may be expected to have additive effects when used in conjunction with alcohol,
other opioids, or illicit drugs that cause central nervous system depression.

In Vitro Dissolution Studies of Interaction with Alcohol
Increasing concentrations of ethanol resulted in a decrease in the rate of release of TRIDURAL®
tablets.

Use with Alcohol
TRIDURAL" should not be used concomitantly with alcohol consumption. The use of
TRIDURAL® in patients with liver disease is not recommended.

Use in Ambulatory Patients

TRIDURAL® may impair the mental and or physical abilities required for the performance of
potentially hazardous tasks such as driving a car or operating machinery. The patient using this
drug should be cautioned accordingly.
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Use with Serotonin Reuptake Inhibitors

Concomitant use of tramadol products with SSRIs increases the risk of adverse events, including
seizure and serotonin syndrome (see WARNINGS AND PRECAUTIONS, Seizure Risk and
DRUG INTERACTIONS).

Acute Abdominal Conditions
The administration of TRIDURAL® may complicate the clinical assessment of patients with
acute abdominal conditions.

Use in Drug and Alcohol Addiction
TRIDURAL" is an opioid with no approved use in the management of addictive disorders.

Carcinogenesis and Mutagenesis
See animal data in Toxicology section.

Special Populations

Hepatic/Biliary/Pancreatic Impairment:

Metabolism of tramadol and M1 is reduced in patients with advanced cirrhosis of the liver,
resulting in both a larger area under the concentration time curve for tramadol and longer
tramadol and M1 elimination half-lives (13 hours for tramadol and 19 hours for M1).
TRIDURAL® is contraindicated in patients with severe hepatic impairment (see DOSAGE AND
ADMINISTRATION).

Renal Impairment:

Impaired renal function results in a decreased rate and extent of excretion of tramadol and its
active metabolite, M1. TRIDURAL® is contraindicated in severe renal impairment. The total
amount of tramadol and M1 removed during a 4-hour dialysis period is less than 7% of the
administered dose (see DOSAGE AND ADMINISTRATION).

Pregnant Women:

There are no adequate and well-controlled studies in pregnant women. Therefore, TRIDURAL"
should not be used during pregnancy and labour, unless in the opinion of the physician, the
expected benefit to the patient outweighs the possible risk to the fetus.

Chronic use during pregnancy may lead to physical dependence and post-partum withdrawal
symptoms in the newborn (see Drug Abuse, Addiction and Dependence). Tramadol has been
shown to cross the placenta. The mean ratio of serum tramadol in the umbilical veins compared
to maternal veins was 0.83 for 40 women given tramadol during labour. Neonatal seizures,
neonatal withdrawal syndrome, fetal death and stillbirth have been reported with tramadol during
post-marketing.

The effect of tramadol, if any, on the later growth, development and functional maturation of the
child is unknown.
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Nursing Women:
TRIDURAL® is not recommended for obstetrical preoperative medication or for post-delivery
analgesia in nursing mothers because its safety in infants and newborns has not been studied.

Following a single IV 100 mg dose of tramadol, the cumulative excretion in breast milk within
16 hours postdose was 100 pg of tramadol (0.1% of the maternal dose) and 27 pg of M1.

Pediatrics (< 18 years of age):
The safety and use of TRIDURAL® in patients under 18 years of age has not been established.
The use of TRIDURAL®" in the pediatric population is not recommended.

Geriatrics (> 65 years of age):

In general, caution should be used when selecting the dose for an elderly patient. The
elimination half-life of tramadol may be prolonged in patients over 75 years, thereby increasing
the potential for adverse events. Usually, dose administration should start at the low end of the
dosing range, reflecting the greater frequency of decreased hepatic, renal or cardiac function and
of concomitant disease or other drug therapy (see CLINICAL PHARMACOLOGY and
DOSAGE AND ADMINISTRATION).

In clinical trials, TRIDURAL" was administered to 1013 patients aged 65 years and older. Of
those, 89 patients were 75 years of age and older. Comparable incidence rates of patients
experiencing adverse events were observed for patients older than 65 years of age compared with
younger patients (< 65 years of age), except constipation for which the incidence was higher in
older patients. TRIDURAL® should be used with caution in patients older than 75 years of age
(see CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

Clinical Trial Adverse Drug Reactions

Because clinical trials are conducted under very specific conditions the adverse reaction
rates observed in the clinical trials may not reflect the rates observed in practice and should
not be compared to the rates in the clinical trials of another drug. Adverse drug reaction
information from clinical trials is useful for identifying drug-related adverse events and for
approximating rates.

TRIDURAL® was administered to a total of 2707 subjects (2406 patients and 301 healthy
volunteers) during clinical studies, including four randomized double-blind studies (treatment
> 12 weeks) and two open-label long-term studies (treatment up to 12 months) in patients with
moderate to severe pain due to osteoarthritis of the knee. A total of 1901 patients were exposed
to TRIDURAL® during 12-week studies, 493 for a 6-month period and 243 for a 12-month
period. A total of 1013 patients were 65 years and older, including 89 patients 75 years of age
and older. A summary of adverse events occurring at an incidence of 1% or more is given in
Table 1, which includes all events, whether considered by the clinical investigator to be related
to the study drug or not.
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Table 1. Percentage of Patients with Incidence of Adverse Events > 1% from Three
12-week Placebo-Controlled Studies (MDT3-002, MDT3-003 and MDT3-005)

Tridural® Placebo
100 mg 200 mg 300 mg Total

Adverse Events N =216 N =311 N =530 N =1095 N =668
Any TEAE 125 (57.9%) 184 (59.2%) 302 (57.0%) 690 (63.0%) 338 (50.6%)
Ear and labyrinth disorders

Vertigo 3 (1.4%) 3 (1.0%) 8 (1.5%) 27 (2.5%) 3 (0.4%)
Gastrointestinal disorders

Abdominal pain 2 (0.9%) 5(1.6%) 8 (1.5%) 7 (1.6%) 7 (1.0%)

Abdominal pain upper 3 (1.4%) 4 (1.3%) 9 (1.7%) 8 (1.6%) 4 (0.6%)

Constipation 1(9.7%) 38 (12.2%) 53 (10.0%) 143 (13.1%) 27 (4.0%)

Diarrhea 6 ( .8%) 1(0.3%) 10 (1.9%) 21 (1.9%) 20 (3.0%)

Dry mouth 7 (3.2%) 17 (5.5%) 7 (1.3%) 38 (3.5%) 8 (1.2%)

Dyspepsia 3 (1.4%) 6 (1.9%) 4 (0.8%) 3(1.2%) 7 (1.0%)

Nausea 29 (13.4%) 50 (16.1%) 88 (16.6%) 202 (18.4%) 39 (5.8%)

Vomiting 8 (3.7%) 19 (6.1%) 36 (6.8%) 71 (6.5%) 6 (0.9%)
General disorders and administration site conditions

Fatigue 6 (2.8%) 10 (3.2%) 9 (1.7%) 29 (2.6%) 6 (0.9%)

Pain exacerbated 6 (2.8%) 3(1.0%) 6 (1.1%) 18 (1.6%) 16 (2.4%)

Weakness 3 (1.4%) 5(1.6%) 4 (0.8%) 12 (1.1%) 1(0.1%)
Infections and infestations

Influenza 2 (0.9%) 1(0.3%) 8 (1.5%) 1(1.0%) 3 (0.4%)

Nasopharyngitis 4 (1.9%) 7 (2.3%) 7 (1.3%) 20 (1.8%) 18 (2.7%)

Upper respiratory tract infection 3 (1.4%) 5(1.6%) 6 (1.1%) 16 (1.5%) 17 (2.5%)

Urinary tract infection 2 (0.9%) 3 (1.0%) 6 (1.1%) 2(1.1%) 0 (1.5%)
Investigations

Weight decreased 1(0.5%) 5(1.6%) 11 (2.1%) 20 (1.8%) 1(0.1%)
Metabolism and nutrition disorders

Anorexia 5(2.3%) 4 (1.3%) 11 (2.1%) 27 (2.5%) 2 (0.3%)
Musculoskeletal and connective tissue disorders

Arthralgia 2 (0.9%) 3 (1.0%) 8 (1.5%) 15 (1.4%) 14 (2.1%)
Nervous system disorders

Dizziness (8.3%) 31 (10.0%) 59 (11.1%) 119 (10.9%) 1(3.1%)

Headache 13 (6.0%) 18 (5.8%) 26 (4.9%) 64 (5.8%) 43 (6.4%)

Somnolence (5.6%) 23 (7.4%) 26 (4.9%) 82 (7.5%) 3 (1.9%)

Tremor 1(0.5%) 3 (1.0%) 6 (1.1%) 1(1.0%) (0 %)
Psychiatric disorders

Anxiety NEC 1(0.5%) 6 (1.9%) 4 (0.8%) 11 (1.0%) 1(0.1%)

Insomnia 3 (1.4%) 9 (2.9%) 11 (2.1%) 25 (2.3%) 8 (1.2%)
Skin and subcutaneous tissue disorders

Pruritus 11 (5.1%) 16 (5.1%) 23 (4.3%) 60 (5.5%) 7 (1.0%)

Sweating increased 1(0.5%) 10 (3.2%) 16 (3.0%) 38 (3.5%) 6 (0.9%)
Vascular disorders

Hot flushes 1 (0.5%) 3 (1.0%) 7 (1.3%) 12 (1.1%) 1(0.1%)

* Due to the difference in study design of MDT3-005, only the results of the double-blind phase of the study are presented and
the dose specific results include maintenace period data only.
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The majority of patients who experienced the most common adverse events (>1%) reported mild
to moderate symptoms. Less than 3% of adverse events were rated as severe. Overall, onset of
these adverse events usually occurred within the first two weeks of treatment.

Adverse events with an incidence of <1.0% (whether considered by the clinical investigator
to be related to the study drug or not):

Blood and lymphatic system disorders: anaemia, lymphadenopathy, thrombocytopenia.

Cardiac disorders: acute myocardial infarction, angina pectoris, angina unstable, atrial
fibrillation, bradycardia, cardiovascular disorder, palpitations, sinus tachycardia, tachycardia.

Ear and labyrinth disorders: cerumen impaction, ear congestion, ear discomfort, ear pain,
labyrinthitis, tinnitus.

Endocrine disorders: hypothyroidism.

Eye disorders. cataract, dry eyes, eye pain, eyelid disorder, lacrimation increased, photopsia,
scleral haemorrhage, blurred vision, visual disturbance.

Gastrointestinal disorders: abdominal discomfort, abdominal distension, lower abdominal pain,
abdominal tenderness, change in bowel habit, constipation aggravated, diverticulitis, dyspepsia
aggravated, dysphagia, faecal impaction, feces discoloured, flatulence, food poisoning, gastric
irritation, gastritis, gastrointestinal haemorrhage, gastrointestinal irritation, gastro-oesophageal
reflux disease, hiccups, lip blister, loose stools, pancreatitis aggravated, rectal haemorrhage,
rectal prolapse, retching, small intestinal obstruction, toothache.

General disorders and administration site conditions: asthenia, chest pain, chest tightness, fall,
feeling abnormal, feeling cold, inflammation localised, inflammation, influenza like illness,
lethargy, malaise, mass, oedema peripheral, pain, rigors, thirst.

Hepatobiliary disorders: biliary tract disorder, cholelithiasis.
Immune system disorders: hypersensitivity, seasonal allergy.

Infections and infestations: abscess limb, bladder infection, bronchitis, ear infection, erysipelas,
foot infection fungal, fungal infection, gastroenteritis, gastroenteritis viral, gastrointestinal
infection, helicobacter infection, herpes simplex, herpes zoster, laryngitis acute, nail fungal
infection, otitis externa, otitis media, otitis media serous, pharyngitis, respiratory tract infection
viral, sinusitis, stye, tooth abscess, tooth infection, tracheitis, vaginosis fungal, viral infection,
wound infection.

Injury, poisoning and procedural complications: abrasion, arthropod bite, back injury, blister,
concussion, eye injury, face injury, hand fracture, head injury, joint sprain, laceration, ligament
injury, limb injury, muscle injury, muscle strain, neck injury, postoperative wound complication,
soft tissue injury, tendon injury, wrist fracture.
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Investigations. alanine aminotransferase decreased, alanine aminotransferase increased, aspartate
aminotransferase decreased, aspartate aminotransferase increased, blood amylase increased,
blood calcium increased, blood cholesterol increased, blood creatinine increased, blood glucose
abnormal, blood glucose increased, blood in stool, blood potassium abnormal, blood pressure
increased, blood urea increased, body temperature increased, cardiac murmur, c-reactive protein
increased, gamma-glutamyltransferase increased, haematocrit decreased, haematocrit increased,
haemoglobin decreased, haemoglobin increased, low density lipoprotein increased, lymphocyte
count increased, mammogram abnormal, mean platelet volume decreased, neutrophil count
decreased, protein total decreased, red blood cell count decreased, red blood cell count increased,
red blood cell sedimentation rate increased, red cell distribution width increased, white blood cell
count increased.

Metabolism and nutrition disorders: decreased appetite, dehydration, diabetes mellitus, gout,
hypercholesterolemia, hyperglycaemia, hyperlipidemia, hypertriglyceridaemia, hyperuricaemia,
hypocalcaemia, hypokalaemia.

Musculoskeletal and connective tissue disorders: back disorder, back pain, bone pain, bone spur,
bursitis, ganglion, groin pain, joint crepitation, joint disorder, joint stiffness, joint swelling,
muscle cramps, muscle spasms, musculoskeletal discomfort, musculoskeletal stiffness, myalgia,
neck pain, neck stiffness, osteoarthritis aggravated, osteopenia, osteoporosis, pain in limb,
plantar fasciitis, polyarthralgia, rheumatoid arthritis, temporomandibular joint arthralgia,
tendonitis.

Neoplasms benign, malignant and unspecified (including cysts and polyps): benign breast
neoplasm, breast cancer invasive, breast cancer, thyroid neoplasm, uterine fibroids.

Nervous system disorders. ataxia, burning sensation, disturbance in attention, dysarthria,
dysgeusia, gait abnormal, headache aggravated, hypoaesthesia, mental impairment, migraine,
neuralgia, paraesthesia, sedation, sinus headache, sleep apnoea syndrome, syncope.

Psychiatric disorders: abnormal behaviour, agitation, bipolar disorder, confusion, depression,
emotional disturbance, euphoric mood, indifference, irritability, libido decreased, nervousness,
sleep disorder.

Renal and urinary disorders: calculus renal, difficulty in micturition, dysuria, haematuria,
micturition urgency, nocturia, renal impairment, renal pain, urinary frequency, urinary hesitation,
urinary incontinence, urinary retention.

Reproductive system and breast disorders: dysmenorrhoea, erectile dysfunction, genital pruritus
female, menometrorrhagia, prostatitis, sexual dysfunction, vaginal cyst, vaginal discharge.

Respiratory, thoracic and mediastinal disorders: asthma aggravated, asthma, chest wall pain,
cough, crackles lung, dry throat, dyspnoea, epistaxis, nasal congestion, nasal oedema,
pharyngolaryngeal pain, productive cough, rhinitis allergic, rhinitis, rhinorrhea, rhonchi, sinus
congestion, sinus pain, throat irritation.
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Skin and subcutaneous tissue disorders: acne, cold sweat, contusion, dermatitis allergic,
dermatitis contact, dermatitis, dermatitis aggravated, dermatosis, dry skin, eczema exacerbated,
eczema, erythema, hyperkeratosis, ingrowing nail, night sweat, pallor, piloerection, prurigo,
pruritus generalised, rash, rash pruritic, rosacea, skin ulcer, urticaria.

Surgical and medical procedures: cardiac pacemaker replacement, colon polypectomy,
endodontic procedure, foot operation, hernia repair, lesion excision, tumour excision.

Vascular disorders: aortic aneurysm, deep venous thrombosis, flushing, haematoma, hot flushes
aggravated, hypertension aggravated, hypertension, hypotension, orthostatic hypotension, poor
peripheral circulation, vascular insufficiency, wound haemorrhage.

Abnormal Hematologic and Clinical Chemistry Findings

In clinical trials where clinical abnormalities were recorded (n = 106), the following
abnormalities were reported: Sedimentation rate increased (0.7%), glucose abnormalities (0.5%),
GGT increased (0.4%).

The following abnormalities occurred in 0.2% of patients: cholesterol abnormalities, LDH
increased, uric acid increased, hemoglobin decreased, red cell count decreased.

The following abnormalities occurred in <0.1% of patients: hematocrit decreased, alanine
aminotransferase increased, aspartate aminotransferase increased, urea increased, liver function
tests abnormal.

The following abnormalities were single occurrences: alanine aminotransferase decreased,
aspartate aminotransferase decreased, amylase increased, bilirubin increased, calcium increased,
creatinine increased, potassium abnormal, C-Reactive Protein increased, hematocrit increased,
hemoglobin increased, low density lipoprotein increased, lymphocyte count decreased, mean
platelet volume decreased, neutrophil count decreased, platelet count decreased, protein total
decreased, red cell count increased, red cell distribution width increased, white cell count
increased.

Other Adverse Experiences Previously Reported in Clinical Trials or Post-Marketing
Reports with Tramadol Hydrochloride

Adverse events which have been reported with the use of tramadol products include: allergic
reactions (including anaphylaxis, angioneurotic edema and urticaria), bradycardia, convulsions,
drug dependence, drug withdrawal (including agitation, anxiety, gastrointestinal symptoms,
hyperkinesia, insomnia, nervousness, tremors), hyperactivity, hypoactivity, hypotension and
respiratory depression. Other adverse events which have been reported with the use of tramadol
products and for which a causal association has not been determined include: difficulty
concentrating, hepatitis, liver failure, pulmonary edema, Stevens-Johnson syndrome and suicidal
tendency.

Serotonin syndrome (whose symptoms may include mental status change, hyperreflexia, fever,
shivering, tremor, agitation, diaphoresis, seizures and coma) has been reported with tramadol
when used concomitantly with other serotonergic agents such as SSRIs and MAOIs.
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DRUG ABUSE, ADDICTION AND DEPENDENCE

Tramadol may induce psychic and physical dependence of the morphine-type (pn-opioid) (see
WARNINGS AND PRECAUTIONS, Drug Abuse, Addiction and Dependence).
Dependence and abuse, including drug-seeking behavior and taking illicit actions to obtain the
drug are not limited to those patients with prior history of opioid dependence. The risk in
patients with substance abuse has been observed to be higher. Tramadol is associated with
craving and tolerance development.

A Risk Management program to support the safe and effective use of TRIDURAL® has been
established. The following are considered to be the essential components of the Risk
Management program:

a) Commitment to not emphasize or highlight the scheduling status of TRIDURAL" (i.e.,
not listed under a schedule to the CDSA) in its advertising or promotional activities;

b) Inclusion of a PAAB-approved fair balance statement in all TRIDURAL" advertising and
promotional materials;

c) Provision of progress reports to TPD, MHPD and HECSB from a drug abuse surveillance
program for TRIDURAL";

d) Assurance that health-care education activities on pain management with TRIDURAL"
include balanced, evidence-based and current information. Commitment to take
reasonable actions to inform health-care professionals that there is Health Canada
approved patient information on benefits and risks, and to ensure that this information
can be readily accessed through electronic and/or hard copy sources;

e) Reassessment of the risk management program 2 years post product launch.

Withdrawal Symptoms

Withdrawal symptoms may occur if tramadol is discontinued abruptly. These symptoms may
include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory
symptoms, piloerection, and rarely hallucinations. Other symptoms that have been seen less
frequently with tramadol hydrochloride discontinuation include: panic attacks, severe anxiety,
and paresthesias.

Withdrawal symptoms have been studied in 325 patients, 3 and 7 days after discontinuation of
treatment with TRIDURAL®™. The majority of symptoms were mild to moderate in nature.
Onset of the post-treatment adverse events occurred more frequently within the first 3 days after
treatment was stopped. Less than 1% of patients taking TRIDURAL®™ met the DSM-IV criteria
for a diagnosis of opioid withdrawal.

Clinical experience suggests that signs and symptoms of withdrawal may be avoided by tapering
medication when discontinuing tramadol therapy.
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DRUG INTERACTIONS

Overview

In vitro studies indicate that tramadol is unlikely to inhibit the CYP3A4-mediated metabolism of
other drugs when it is administered concomitantly at therapeutic doses. Tramadol does not
appear to induce its own metabolism in humans, since observed maximal plasma concentrations
after multiple oral doses are higher than expected based on single dose data. Tramadol is a mild
inducer of selected drug metabolism pathways measured in animals.

Administration of CYP3A4 inhibitors, such as ketoconazole and erythromycin, or inducers, such
as rifampin and St. John’s Wort, with TRIDURAL® may affect the metabolism of tramadol

leading to altered tramadol exposure.

Drug-Drug Interactions

MAQO Inhibitors:
Tramadol is contraindicated in patients receiving MAO inhibitors or who have used them within
the previous 14 days (see CONTRAINDICATIONS, WARNINGS AND PRECAUTIONS).

Drugs that Lower Seizure Threshold:

Tramadol can increase the potential for selective serotonin reuptake inhibitors (SSRIs), tricyclic
anti-depressants (TCAs), anti-psychotics and other seizure threshold lowering drugs to cause
convulsions (see WARNINGS AND PRECAUTIONS).

CNS Depressants:

Concurrent administration of tramadol with other centrally acting drugs, including alcohol,
centrally acting analgesics, opioids and psychotropic drugs may potentiate CNS depressant
effects.

Use with Carbamazepine:

Patients taking carbamazepine, a CYP3A4 inducer, may have a significantly reduced analgesic
effect. Because carbamazepine increases tramadol metabolism and because of the seizure risk
associated with tramadol, concomitant administration of TRIDURAL" and carbamazepine is not
recommended.

Use with Quinidine:

Tramadol is metabolized to M1 by CYP2D6. Quinidine is a selective inhibitor of that
isoenzyme, so that concomitant administration of quinidine and tramadol products results in
increased concentrations of tramadol and reduced concentrations of M1. The clinical
consequences of these findings are unknown. In vitro drug interaction studies in human liver
microsomes indicate that tramadol has no effect on quinidine metabolism.
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Use with Inhibitors of CYP2D6:

In vitro drug interaction studies in human liver microsomes indicate that concomitant
administration with inhibitors of CYP2D6 such as fluoxetine, paroxetine, and amitryptiline could
result in some inhibition of the metabolism of tramadol.

Inhibitors or Inducers of CYP3A4:

Administration of CYP3A4 inhibitors, such as ketoconazole and erythromycin, or inducers, such
as rifampin and St. John’s Wort may affect the metabolism of tramadol, leading to altered
tramadol exposure.

Use with Cimetidine:

Concomitant administration of tramadol immediate-release tablets with cimetidine does not
result in clinically significant changes in tramadol pharmacokinetics. No alteration of the
TRIDURAL® dosage regimen with cimetidine is recommended.

Protease Inhibitors, e.g., ritonavir:
Co-administered ritonavir may increase the serum concentration of tramadol, resulting in
tramadol toxicity.

Use with Digoxin:
Post-marketing surveillance of tramadol has revealed rare reports of digoxin toxicity.

Use with Warfarin-Like Compounds:
Post-marketing surveillance of tramadol has revealed rare reports of alteration of warfarin effect,
including elevation of prothrombin times.

While such changes have been generally of limited clinical significance for tramadol, periodic
evaluation of prothrombin time should be performed when TRIDURAL® tablets and warfarin-
like compounds are administered concurrently.

Drug-Food Interactions

Co-administration with food did not significantly change the overall exposure to tramadol;
however, peak plasma concentrations increased. In the presence of food, the availability and
controlled-release properties of TRIDURAL® tablets were maintained with no evidence of dose
dumping. TRIDURAL" was administered either with breakfast or before breakfast in all clinical
trials.

DOSAGE AND ADMINISTRATION

Dosing Considerations

TRIDURAL" (tramadol hydrochloride) is not recommended for minor pain that may be treated
adequately through lesser means where benefit does not outweigh the possible opioid-related
side effects.
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TRIDURAL?® tablets must be swallowed whole and should not be broken, chewed or
crushed, since this can lead to the rapid release of tramadol and absorption of a potentially
fatal dose of tramadol.

Due to possible differences in pharmacokinetic properties, TRIDURAL" tablets are not
interchangeable with other tramadol-containing products.

The maximum recommended daily dose of TRIDURAL® should not be exceeded.
TRIDURAL® is contraindicated in patients with severe hepatic or renal impairment.

Do not co-administer TRIDURAL® tablets with other tramadol containing products.

Good pain management practice dictates that analgesic dose be individualized according to
patient need using the lowest beneficial dose. Studies with tramadol products in adults have
shown that starting at the lowest possible dose and titrating upward will result in fewer

discontinuations and increased tolerability.

TRIDURAL® extended-release tablets should be taken once a day at breakfast. The tablets
should be swallowed whole with liquid and not split, chewed, dissolved or crushed.

TRIDURAL® tablets have a continuous release of active ingredient over 24 hours: a repeat
dosage within 24 hours is not recommended.

Recommended Dose and Dosage Adjustment

Adults:

Treatment with TRIDURAL® should be initiated at a dose of 100 mg/day. Daily doses should be
titrated by 100 mg/day increments every 2 days (i.e., start 200 mg/day on day 3 of therapy) to
achieve a balance between adequate pain control and tolerability for the individual patient. For
patients requiring the 300 mg daily dose, titration should take at least 4 days (i.e., 300 mg/day on
day 5). The daily dose and titration should be individualized for each patient. Therapy should
be continued with the lowest effective dose. TRIDURAL® should not be administered at a dose
exceeding 300 mg per day.

The correct dosage for any individual patient is that which controls the pain for a full 24 hours
with no or tolerable side effects.

Patients Not Receiving Opioids at the Time of Initiation of Tramadol Treatment: The usual
initial dose of TRIDURAL® for patients who have not previously received opioid analgesics is
100 mg q24h.

Patients Currently Receiving Other Tramadol Formulations: Patients currently receiving other
oral immediate-release tramadol preparations may be transferred to TRIDURAL® tablets at the
same or lowest nearest total daily tramadol dosage.
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Geriatric patients (65 years of age and older):

In general, dose selection for patients over 65 years of age, who may have decreased hepatic or
renal function, or other concomitant diseases, should be initiated cautiously, usually starting at
the low end of the dosing range. TRIDURAL® should be administered with greater caution at

the lowest effective dose in patients over 75 years, due to the potential for greater frequency of
adverse events in this population.

Pediatric Use:
The safety and effectiveness of TRIDURAL® has not been studied in the pediatric population.
Therefore, the use of TRIDURAL® is not recommended in patients under 18 years of age.

Renal and Hepatic Disease:

TRIDURAL" is contraindicated in patients with:
e creatinine clearance less than 30 mL/min,
e severe hepatic impairment.

The elimination half-life of tramadol and its active metabolite may be prolonged in mild to
moderate renal and/or hepatic disease. A starting dose of 100 mg daily is recommended, and
upward dosage titration should be done with careful monitoring.

Management of Patients Requiring Rescue Medication:

If rescue medications are warranted for episodes of pain in the course of appropriate adjustments
of TRIDURAL" dose, acetaminophen or ibuprofen may be given. If immediate release tramadol
is used as rescue medication, the total daily dose of tramadol should not exceed 300 mg.
Selection of rescue medication should be based on individual patient conditions. Fentanyl
products should not be used as rescue medication in patients taking TRIDURAL"®.

Missed Dose:
If a patient forgets to take one or more doses, they should take their next dose at the normal time
and in the normal amount.

Discontinuation:

Withdrawal symptoms may occur if TRIDURAL" is discontinued abruptly. These symptoms
may include: anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper
respiratory symptoms, piloerection, and rarely, hallucinations. Other symptoms that have been
seen less frequently with tramadol discontinuation include: panic attacks, severe anxiety, and
paresthesias. Clinical experience suggests that signs and symptoms of withdrawal may be
avoided by tapering medication when discontinuing tramadol therapy (see DRUG ABUSE,
ADDICTION AND DEPENDENCE, Withdrawal Symptoms).

OVERDOSAGE

Deaths due to overdose have been reported with abuse and misuse of tramadol, by ingesting,
inhaling, or injecting the crushed tablets. Review of case reports has indicated that the risk of
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fatal overdose is further increased when tramadol is abused concurrently with alcohol or other
CNS depressants, including other opioids.

Symptoms of Overdose

Acute overdosage with tramadol can be manifested by respiratory depression, somnolence
progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin, constricted
pupils, bradycardia, hypotension, and death.

Treatment of Overdose
A single or multiple overdose with TRIDURAL® may be a potentially lethal drug overdose, and
consultation with a regional poison control centre is recommended.

In treating an overdose, primary attention should be given to maintaining adequate ventilation
along with general supportive treatment. Supportive measures (including oxygen and
vasopressors) should be employed in the management of circulatory shock and pulmonary edema
accompanying overdose as indicated. Cardiac arrest or arrhythmias may require cardiac massage
or defibrillation.

While naloxone will reverse some, but not all, symptoms caused by overdosage with tramadol,
the risk of seizures is also increased with naloxone administration. In animals, convulsions
following the administration of toxic doses of tramadol could be suppressed with barbiturates or
benzodiazepines but were increased with naloxone. Naloxone administration did not change the
lethality of an overdose in mice.

Hemodialysis is not expected to be helpful in an overdose because it removes less than 7% of the
administered dose in a 4-hour dialysis period.

Emptying of the gastric contents may be useful to remove any unabsorbed drug.

ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

Tramadol is a centrally acting synthetic opioid analgesic. Although its mode of action is not
completely understood, from animal tests, at least two complementary mechanisms appear
applicable: binding of parent and M1 metabolite to p-opioid receptors and weak inhibition of
reuptake of norepinephrine and serotonin. Opioid activity is due to both low affinity binding of
the parent compound and higher affinity binding of the O-demethylated metabolite M1 to
p-opioid receptors. In animal models, M1 is up to 6 times more potent than tramadol in
producing analgesia and 200 times more potent in p-opioid binding. Tramadol-induced
analgesia is only partially antagonized by the opiate antagonist naloxone in several animal tests.
The relative contribution of both tramadol and M1 to human analgesia is dependent upon the
plasma concentrations of each compound (see Pharmacokinetics).

Tramadol has been shown to inhibit reuptake of norepinephrine and serotonin in vitro, as have
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some other opioid analgesics. These mechanisms may contribute independently to the overall
analgesic profile of TRIDURAL".

Apart from analgesia, tramadol administration may produce a constellation of symptoms
(including dizziness, somnolence, nausea, constipation, sweating and pruritus) similar to that of
opioids. In contrast to morphine, tramadol has not been shown to cause histamine release. At
therapeutic doses, tramadol has no effect on heart rate, left-ventricular function or cardiac index.
Orthostatic hypotension has been observed.

Pharmacokinetics

The analgesic activity of tramadol hydrochloride is due to both parent drug and the M1
metabolite (see CLINICAL PHARMACOLOGY, Mechanism of Action).

In a single-dose study, the dose adjusted bioavailability of the 100 mg, 200 mg and 300 mg
tablets were equivalent confirming a linear pharmacokinetic response (in relation to both
tramadol and O-desmethyltramadol) over this range of strengths. Dose proportionality of the
100 mg, 200 mg and 300 mg tablets has been demonstrated.

Absorption:

Following oral administration of a single dose, tramadol is almost completely absorbed and the
absolute bioavailability is approximately 70%. There is no lag time in drug absorption following
administration of TRIDURAL®. TRIDURAL® exhibits a plasma/time concentration profile with
a sharp initial slope similar to immediate-release tramadol tablets followed by a sustained release
phase. This behavior is due to the two phases of drug release which work together to provide a
smooth plasma concentration/time profile (Figure 1).
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Figure 1. Mean Tramadol and M1 Plasma Concentrations over the 24-Hour Dosing
Interval Following a Single Oral Dose of TRIDURAL® 200 mg
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The mean peak steady-state plasma concentrations of tramadol and M1 after multiple dose
administration of TRIDURAL®™ 200 mg tablets to healthy subjects are attained at about 4.3 h and
7.4 h, respectively (Table 2).

Table 2. Mean (%CYV) Steady-State Pharmacokinetic Parameter Values (n=26)

Pharmacokinetic Tramadol M1 Metabolite

Parameter TRIDURAL® 200 mg Tablet Once- TRIDURAL® 200 mg Tablet Once-
Daily Daily

AUC.4 (ng-h/mL) 5991 (22) 1361 (27)

Cunax (ng/mL) 345 (21) 71 (27)

Chnin (ng/mL) 157 (31) 41 (30)

Tomax (hr)* 4.0 (3.0-9.0) 5.0 (3.0 —20.0)

Fluctuation (%) 77 (26) 53 (29)

*Tmax 18 presented as Median (Range).

Steady-state levels with TRIDURAL® were reached within 48 hours (Figure 2). This is
clinically meaningful in that it forms the basis for the titration schedule in all clinical studies and
the dosing recommendations related to titration (see DOSAGE AND ADMINISTRATION).
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Figure 2. Mean Tramadol Plasma Concentrations at Steady-State Following Oral
Administration of TRIDURAL® 200 mg Once Daily
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Food Effect:

Co-administration with food did not significantly change the overall exposure to tramadol;
however, peak plasma concentrations increased. TRIDURAL® was administered either with
breakfast or before breakfast in all efficacy and safety clinical trials.

In Vitro Dissolution Studies of Interaction with Alcohol:
Increasing concentrations of ethanol resulted in a decrease in the rate of release of TRIDURAL®
tablets.

Distribution:

The volume of distribution of tramadol is 2.6 and 2.9 L/kg in males and females, respectively,
following a 100 mg intravenous dose. The binding of tramadol to human plasma proteins is
approximately 20%. Protein binding also appears to be independent of concentration up to

10 pg/mL. Saturation of plasma protein binding occurs only at concentrations outside the
clinically relevant range.

Metabolism:

Tramadol is extensively metabolized after oral administration. The major metabolic pathways
appear to be N- and O-demethylation and glucuronidation or sulfation in the liver. One
metabolite (O-desmethyltramadol, denoted M1) is pharmacologically active in animal models.
Formation of M1 is dependent on CYP2D6 and as such is subject to inhibition, which may affect
the therapeutic response (see DRUG INTERACTIONS).
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Elimination:

Tramadol is eliminated primarily through metabolism by the liver and the metabolites are
eliminated primarily by the kidneys. Approximately 30% of the dose is excreted in the urine as
unchanged drug, whereas 60% of the dose is excreted as metabolites. The remainder is excreted
either as unidentified or as unextractable metabolites. After single administration of
TRIDURAL®, the mean terminal plasma elimination half-lives of racemic tramadol and racemic
M1 are 6.5 = 1.5 and 7.5 + 1.4 hours, respectively.

Special Populations and Conditions

Renal Insufficiency:

Impaired renal function results in a decreased rate and extent of excretion of tramadol and its
active metabolite, M1. TRIDURAL® has not been studied in patients with severe renal
impairment (creatinine clearances of less than 30 mL/min), and therefore should not be used in
these patients (see CONTRAINDICATIONS, WARNINGS AND PRECAUTIONS, Renal
Impairment and DOSAGE AND ADMINISTRATION). The total amount of tramadol and
M1 removed during a 4-hour dialysis period is less than 7% of the administered dose.

Hepatic Insufficiency:

TRIDURAL" is contraindicated in patients with severe hepatic impairment. The elimination
half-life of tramadol and its active metabolite may be prolonged in patients with hepatic
impairment. TRIDURAL® has not been studied in patients with severe hepatic impairment and,
therefore should not be used (see CONTRAINDICATIONS, WARNINGS AND
PRECAUTIONS, Hepatic/Biliary/Pancreatic Impairment and DOSAGE AND
ADMINISTRATION).

Geriatrics:

Healthy elderly subjects aged 65 to 75 years, administered an immediate-release formulation of
tramadol, have plasma concentrations and elimination half-lives comparable to those observed in
healthy subjects less than 65 years of age. The elimination half-life of tramadol may be
prolonged in patients over 75 years, thereby increasing the potential for adverse events.
Adjustment of the daily dose is recommended for patients older than 75 years (see DOSAGE
AND ADMINISTRATION).

Gender:

Following a 100 mg IV dose of tramadol, plasma clearance was 6.4 mL/min/kg in males and
5.7 mL/min/kg in females. This difference is not likely to be clinically significant; therefore,
dosage adjustment based on gender is not recommended.

Pediatrics:

Pharmacokinetics of TRIDURAL" tablets have not been studied in pediatric patients below
18 years of age.

STORAGE AND STABILITY

Store at room temperature (15° — 30°C).
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DOSAGE FORMS, COMPOSITION AND PACKAGING

TRIDURAL® extended-release tablets contain 100 mg, 200 mg or 300 mg of tramadol
hydrochloride. The tablets are white in color. The inactive ingredients in the tablet are colloidal
silicon dioxide, Contramid® (modified starch), hydrogenated vegetable oil, magnesium stearate,
polyvinyl acetate, povidone, sodium lauryl sulfate, xanthan gum, shellac glaze, isopropyl
alcohol, iron oxide black, n-butyl alcohol, propylene glycol and ammonium hydroxide.

TRIDURAL tablets are comprised of a dual-matrix delivery system with an outer compression
coat (containing tramadol hydrochloride) providing immediate release characteristics and a
controlled-release core containing tramadol hydrochloride and Contramid®, which provides the
controlled-release characteristics (Figure 3).

Figure 3. Tablet Showing the Immediate Release Matrix (lighter outer part) and the
Extended Release Matrix (dark inner part)

Core with Tramadol HC1 Outer Coat with
and Contramid® Tramadol HC1
controlled-release matrix / immediate-release matrix

TRIDURAL® (tramadol hydrochloride extended-release) tablets are supplied in a number of
packages and dose strengths:

100-mg, white, beveled edge, round biconvex tablets, plain on one side and printed “LP 100 in
black ink on the other side.

Bottle of 30 tablets

Bottle of 90 tablets

Bottle of 100 tablets

Bottle of 500 tablets

Blister pack of 20 tablets, 2 cards of 10 single-dose units
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200-mg, white, beveled edge, round biconvex tablets, plain on one side and printed “LP 200 in
black ink on the other side.

Bottle of 30 tablets

Bottle of 90 tablets

Bottle of 100 tablets

Bottle of 500 tablets

Blister pack of 20 tablets, 2 cards of 10 single-dose units

300-mg, white, beveled edge, round biconvex tablets, plain on one side and printed “LP 300 in
black ink on the other side.

Bottle of 30 tablets

Bottle of 90 tablets

Bottle of 100 tablets

Bottle of 500 tablets

Blister pack of 20 tablets, 2 cards of 10 single-dose units

Product Monograph available upon request.

Paladin Labs Inc.
Montreal, Québec H4P 2T4
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PART II: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION

Drug Substance

Proper name: tramadol hydrochloride

Chemical name: (¥)cis-2-[(dimethylamino) methyl]-1-(3-methoxyphenyl)
cyclohexanol hydrochloride

Molecular formula: Ci6H25NO,*HCl

Molecular weight: 299.8

Structural formula:

CH,N(CH
H 2N(CHs),

""" HCI

H,CO

Physicochemical properties: Tramadol hydrochloride is a white crystalline powder that is
freely soluble in water and methanol.

CLINICAL TRIALS

TRIDURAL efficacy was studied in three 12-week placebo-controlled, randomized, double-
blind, studies (MDT3-002, MDT3-003 and MDT3-005) in patients with moderate to severe pain
due to osteoarthritis. No rescue medication was permitted in any of the studies.

In one placebo-controlled study (MDT3-005), the key measure of analgesic efficacy was the Pain
Intensity on Numerical Rating Scale (PI-NRS) (Table 3). In the other two studies, the three co-
primary measures of analgesic efficacy were the Patient Global Rating of Pain, the WOMAC
Pain subscale and the WOMAC Physical Function subscale (Table 4).
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Study Demographics and Trial Design
Table 3. Study Demographics, Trial Design and Results of Study MDT3-005
Study # Trial Design Dosage, Route Study Mean age Gender
of Subjects (Years)
Administration | (n=number)
and Duration
Study Randomised, double- | TRIDURAL® ®, .
MDT3-005 blind, placebo- 200-300 mg/day TRH;I;;AL ) 1\/3[;;106/5'
controlled, parallel vs. placebo, oral, n= 646 0
group, titration to 12 weeks randomised
® Placebo: Females:
effect - TRIDURAL 6249 63%
vs. placebo
Primary Associated value and statistical Associated value and statistical
Endpoint significance for TRIDURAL® vs significance for placebo vs baseline
baseline
Pain intensity TRIDURAL® Score Placebo Score
(11 point Baseline 7.2+ 1.6 | Baseline 72+1.6
numerical Last Visit 43+2.5 | Last Visit 48+24
rating scale )*
Improvement from baseline: Improvement from baseline:
29+2.5 24+24
95% C1[2.7; 3.1] 95% CI[2.1; 2.7]
Improvement from baseline
TRIDURAL" vs. Placebo,
p=0.0157

* Pain Intensity Numerical Rating Scale: 11 points (0 = No pain, 10 = Worst possible pain)
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Table 4. Study Demographics, Trial Design and Results of Study MDT3-003
Study # Trial Design Dosage, Route of Study Mean age Gender
Administration and Subjects (Years)
Duration (n=number)
. ®
Study MDT3-003 Randomls.ed, TRIDURAL TRIDURAL®: | Males:
double-blind, 100-300 mg/day vs. o
61+9 38%
placebo-controlled, | placebo, oral, 1=552
E?rr:tlileifroup ’ 12 weeks Placebo: Females:
on to 61+10 62%
randomized dose -
Primary Endpoint Patient Rating 200 mg TRIDURAL 300 mg Placebo
Patient Global Very effective 32/107 45/105 50/224
Rating of Pain n and (%) (30%) (43%) (22%)
(Categorical scale: | Effective 44 /107 37/105 85/224
not effective, n and (%) (41%) (35%) (38%)
effective or very Not effective 31/107 23/105 88/224
effective at the end | n and (%) (29%) (22%) (40%)
of treatment) ®
P value for the difference TRIDURAL"™ vs. Placebo
200 mg: p= 0.0017 | 300 mg: p < 0.0001
WOMAC Pain TRIDURAL® Placebo
1 .
subscale Baseline 284 + 82 mm 314+ 97 mm 301 + 89 mm
isi + + +
(5 X 100 mm VAS) Last Visit 160 £ 129 mm 172 £ 138 mm 202 £ 149 mm
Improvement from 123 £ 129 mm 143 +£ 136 mm 100 + 146 mm
baseline (43%) (46%) (32%)
Difference active 1% 13% )
vs. placebo
P value for the difference TRIDURAL® vs. Placebo
200 mg: p = 0.0504 I 300 mg: p=0.0162
WOMAC Physical TRIDURAL® Placebo
Function subscale’ [ Baseline 999 + 323 mm 1096 + 349 mm 1051 £ 325 mm
(17X 100 mm VAS) "o Visit® 493 mm 543 mm 668 mm
Improvement from 367 mm 421 mm 267 mm
baseline’ (45%) (46%) (27%)
Difference active 1% 12% i
vs. placebo
P value for the difference TRIDURAL® vs. Placebo*
200 mg: p= 0.0450 | 300 mg: p=0.0211

score range (0 to 500 mm).
> WOMAC Physical Function subscale score: 17 questions, 100 mm VAS each (0 — no difficulty to 100 mm —
extreme difficulty). Subscale score range (0 to 1700 mm).

* Non-parametric ANCOVA.

Median values presented due to non-normal distribution of the data.

WOMAC Pain subscale score: 5 questions, 100 mm VAS each (0 — no pain to 100 mm — extreme pain). Subscale
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In study MDT3-002, on the Patient Global Rating of Pain, 73% of patients randomized to
TRIDURAL® 300 mg rated it as effective or very effective, compared to 59% of patients
randomized to Placebo. The difference between TRIDURAL® 300 mg and Placebo was
statistically significant (p=0.0008). Due to a high placebo response, the other study parameters
did not achieve statistical significance.

DETAILED PHARMACOLOGY

Pharmacodynamics

Tramadol hydrochloride, 2-[(dimethylamino) methyl]-1-(3-methoxyphenyl) cyclohexanol HCI,
ia a centrally acting synthetic analgesic compound. It is thought to produce its analgesic effect
through at least two complementary mechanisms of action: agonist activity at the p-opioid
receptor and weak inhibition of neuronal monoamine reuptake. These dual activities are
observed in studies conducted in vitro as well as in nonclinical animal models of antinociception.
In studies conducted in vitro, tramadol inhibited binding to native rat p-opioid receptor at
approximately the same concentration at which it blocked the reuptake of norepinephrine and
serotonin. The K; values for p-opioid receptor affinity and monoamine reuptake inhibitory
activities are 2.1 and ~ 1 uM respectively. Tramadol affinities for recombinant human opioid
receptors (K; = 17 uM) were slightly weaker than those observed at the rat receptors. Apart
from analgesia, tramadol may produce a constellation of symptoms similar to that of an opioid.

Tramadol is an efficacious analgesic in a wide variety of standard analgesic models of acute,
tonic, chronic, or neuropathic pain. In some of these studies, specific antagonists were used to
probe the mechanism of tramadol’s antinociceptive action. In contrast to the full blockade of
morphine antinociception by naloxone, the antinociceptive action of tramadol in most tests is
only partially blocked by naloxone. Furthermore, although the antinociception of morphine is
unaffected by the alpha,-adrenergic antagonist yohimbine or the serotonergic antagonist
ritanserin, each of these antagonists reduces tramadol’s antinociception. These pharmacologic
studies suggest the contribution of both opioid and monoamine mechanisms to tramadol
antinociception.

In drug interaction studies carried out with tramadol, a substantial increase in toxicity was found
after pretreatment with an MAO inhibitor, tranylcypromine. The antinociceptive effect of the
compound was reduced by concomitant administration of barbiturates and atropine, and was
virtually eliminated by tranylcypromine. Physostigmine potentiated the antinociceptive effect of
a sub-maximal dose of tramadol. Other potential drug interactions based on enzyme induction or
displacement from protein binding were thought to be unlikely with tramadol as no inductive
effect on liver enzymes has been found for this agent and the protein binding is too low in induce
relevant interference with the binding of other compounds.

Pharmacokinetics

Tramadol was rapidly absorbed after oral administration in the mouse, rat, and dog. In dogs, the
mean absolute bioavailability of a single 20 mg/kg oral dose of tramadol (Avicel formulation in
gelatin capsules) was 81.8%, with maximum plasma concentrations achieved in about one hour.
Distribution of radioactivity into tissues was rapid following the intravenous administration of
14C-labelled tramadol to rats, with the highest concentration of radioactivity found in the liver.
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Radioactivity levels in the brain were comparable to plasma levels for the first 2 hours post-
injection, demonstrating that the drug crosses the blood brain barrier. Concentrations in the
kidneys, lungs, spleen, and pancreas were also higher than the serum concentration.

The major metabolic pathway was qualitatively similar for all species studied, including mouse,
rat, hamster, guinea pig, rabbit, and man, and involved both Phase I (N- and O-demethylation
and 4-hydroxylation; eight metabolites) and Phase II (glucuronidation or sulfation; thirteen
metabolites) reactions. The primary metabolite mono-O-desmethylation (M1) has
antinociceptive activity. In biochemical studies, () mono-O-desmethyltramadol and its
enantiomers each had greater affinity for opioid receptors and were less potent inhibitors of
monoamine uptake than were the corresponding parent compounds.

Excretion was primarily by the renal route in the animal species studied. After oral
administration, faecal excretion was approximately 13% in rats and dogs and 80% of
14C-labelled tramadol doses were excreted in the urine within 72 to 216 hours of dosing.
Amounts of unchanged tramadol excreted in the urine within 72 to 216 hours of dosing.
Amounts of unchanged tramadol excreted in the urine were higher in man (approximately 30%
of the dose) than in animals (approximately 1%).

Tramadol is a mild inducer of ethoxycoumarin deethylase activity in the mouse and dog.

TOXICOLOGY
Contramid®

Contramid® (hydroxypropyl distarch phosphate), an excipient present in TRIDURAL® 100 mg,
200 mg and 300 mg tablets, is responsible for the controlled-release characteristics of the
TRIDURAL® tablets. TRIDURAL® 100 mg, 200 mg and 300 mg tablets have already been
approved in the US, in more than 20 European countries and in 7 Latin American countries and
are currently commercially available in many of them. Contramid” is also utilized as a food
additive and its use is permitted in unlimited proportions. It meets the specifications for food-
modified starch as stated in the current editions of the USP-NF 30 and the Food Chemicals
Codex, as well as in 21 CFR part 172.892. The safety profile of Contramid” has been
established in one acute toxicity study and one Bacterial Reverse Mutation assay (Ames test).
These findings confirm the toxicological findings regarding hydroxypropyl distarch phosphate in
the literature.

The acute toxicity study performed in rats showed that the oral LDs, of Contramid”® was greater
than 2000 mg/kg. There were no clinical or gross necropsy findings. This result was consistent
with high oral LDs, values determined for distarch phosphate. The LDs, of distarch phosphate in
mice, rats, guinea pigs, rabbits and cats was found to be greater than 24, 35, 18, 10 and 9 g/kg
respectively. Absence of mutagenic potential of Contramid® at concentrations up to

5000 pg/plate was shown in the reverse bacterial mutation assay (Ames test). Available data
from the literature from several short-term studies show no significant adverse effects in rats fed
daily for up to 3 months with a diet containing up to 25% of hydroxypropyl distarch phosphate.
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Data from long-term studies did not provide any evidence of carcinogenicity of hydroxypropyl
distarch phosphate at dietary levels up to 62%, which is equivalent to 37 g per rat per day, and in
animals fed three days a week. A diet of up to 62% modified starches had no effects on fertility,
litter size or embryonic or pre-weaning mortality, and histological examination of the F3
generation showed no treatment-related anomalies.

Tramadol

The acute toxicity of tramadol hydrochloride has been examined in the mouse, rat, rabbit, guinea
pig and dog. Summarized LDs, values are presented in Table 5.

Table S. Acute Toxicity Studies Summary

Species Oral s.c. iv. im. i.p. rectal
LDs, Values (mg/kg)

Mouse* 328-785 197-265 47-68 179-184 178-200 -

Rat 151-572 240-293 56 - - 540-662

Rabbit 300-450 — 20-40 100-150 - 160

Guinea pig 850-897 23-250 — — — —

Dog 100-450 — >50<100 | >50<100 | - -

s.c. = subcutaneous; i.v. = intravenous; i.m. = intramuscular; i.p. = intraperitoneal
* Signs of toxicity of tramadol in male mice: sedation in low doses followed by hypermotility, straub tail, slight
tremor, exopthalmos, clonic convulsions, cyanosis.
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Long-Term Toxicity

Multi-dose toxicity studies were conducted in rat and dog. Table 6 summarizes the results of the two chronic multi-dose studies in the

rat and dog.

Table 6. Multidose Toxicity Studies Summary

Species/Strain No./Sex/ Route  Dosage Levels Lethality Evaluated Parameters Results

Age/B.W. Group/Duration (mg/kg)

Rat 20 M + 20 F /dose Oral Tramadol Mortality, B.W., food and Except for body weight loss and
Wistar 18 mo 0 4/20 M, 0/20 F water consumption, clinical increased food and water

18 mo 7.5 1/20 M, 0/20 F signs, haematology, fecal consumption, no treatment dose-
Age: 30-35 days 15 2/20 M, 2/20 F blood, urinalysis, organ related effects were observed.
B.W. 30 120 M, 2/20 F weights, histopathology

M:83 g

F:78 ¢

Dog 4F + 4M /dose Oral Tramadol: Mortality, B.W., food and No treatment related effects were
Beagle 52-weeks 0 water consumption, clinical observed except for slightly
Age: approx 11 10 signs, haematology, fecal reduced weight gain and food
mo 24 1/4 M* blood, urinalysis, organ intake in the females of all

B.W. 40 weights, histopathology treatment groups.

M: 10.4-13.6 kg

F: 6.6-10.4 kg

B.W. = body weight; M = male; F = female; mo = month

*  All animals survived except one mid-dose male was sacrificed, week 37, due to recurring urinary obstruction due to large bladder stone. This was not

considered treatment related.
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Carcinogenicity

Two carcinogenicity studies were conducted: a 24-month oral mouse study and a 30-month oral
rat study. These studies examined approximately 4 times the human therapeutic daily dose.
There was no evidence that tramadol is carcinogenic. In mice, chronic administration of
tramadol at doses of 0, 7.5, 15, or 30 mg/kg/day did not affect life span or enhance tumour
formation. There was a slight but statistically significant increase in the incidence of commonly
occurring tumours in aged mice. Rats treated at the same dosage levels for 30 months did not
show any evidence of carcinogenic potential.

Mutagenicity
Tramadol hydrochloride did not demonstrate any mutagenic activity in the Ames test, the

CHO/HPRT assay, or in the mouse lymphoma assay in the absence of metabolic activation.
Weekly mutagenic results were obtained in the presence of metabolic activation in the mouse
lymphoma assay, but these were secondary to high levels of induced cytotoxicity. In vivo
studies (micronucleus test in the mouse, rat, and hamster) were negative. A bone marrow
cytogenics test in hamsters was negative as was a dominant lethal test in mice.

Reproductive Studies

The potential of tramadol to produce reproductive toxicity was evaluated in a series of six main
studies in mice, rats and rabbits. The results of these studies indicated that tramadol had no
effect on fertility in male or female rats, even at toxic oral dose levels (up to 50 mg/kg in males
and 75 in females). Tramadol did not induce teratogenicity in mice, rats, or rabbits given up to
140, 80, or 300 mg/kg, respectively. Embryo/fetal toxicity, consisting of slight decreases in fetal
weight, and/or variations in bone ossification, occurred at tramadol doses 3 to 15 times the
maximum human dose or higher, but only in the presence of maternal toxicity. Maternal toxicity
generally consisted of decreased body weight gain in conjunction with decreased food
consumption.

In peri- and postnatal studies in the rat, maternal toxicity occurred in dams treated with tramadol
gavaged doses of 8mg/kg and higher. Signs of toxicity included decreased body weight gain and
reduced food consumption. A rebound in these parameters did occur during lactation, suggesting
some adaptation to the effects of the drug, although weight gain of treated dams continued to lag
behind those controls throughout the remainder of the study. At doses of 20 mg/kg and higher,
clinical signs such as exophthalmia and dilated pupils increased; alopecia increased at doses of
40 mg/kg and greater. Progeny of dams receiving 50 mg/kg or higher had decreased body
weights. At doses of 80 mg/kg or higher, decreased pup survival during early lactation was
noted.

Dependence Liability

The physical dependence liability potential associated with the chronic use of tramadol has been
evaluated in a number of animal studies, including investigations in the mouse, rat, and monkey.
A slight degree of antinociceptive tolerance to tramadol evolved in the mouse studies, but there
was little or no indication of the development of physical dependence. No evidence of
dependence was observed in the rat study. However, in dogs addicted to morphine, withdrawal
symptoms were relieved by tramadol. In primate studies, which evaluated the physical
dependence and reinforcement properties of tramadol, the physical dependence of the drug was
deemed to be low.
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PART III: CONSUMER INFORMATION

TRIDURAL®
Tramadol hydrochloride extended-release tablets

This leaflet is part I1I of a three-part “Product
Monograph” published when TRIDURAL® was
approved for sale in Canada and is designed
specifically for Consumers. This leaflet is a summary
and will not tell you everything about TRIDURAL".
Contact your doctor or pharmacist if you have any
questions about the drug.

ABOUT THIS MEDICATION

What the medication is used for:

TRIDURAL® (tramadol hydrochloride) is an oral tablet
that slowly releases tramadol (an opioid analgesic) over a
24 hour period to manage pain that is expected to persist
for several days or more. Your doctor is the person who
knows if TRIDURAL®" tablets are a good choice for you.

What it does:

TRIDURAL" is a medicine used to treat moderate to
moderately severe pain and should relieve your pain and
help the pain relief last longer.

Your pain may increase or decrease from time to time and
your doctor may need to change the amount of tramadol
you take daily (daily dosage).

When it should not be used:
TRIDURAL" should not be used if:

e Your doctor did not prescribe it for you;

e  You are allergic to tramadol, opioids or to any of
the non-medicinal ingredients in the product (see
What the non-medicinal ingredients are).
Contact your doctor immediately if you
experience an allergic reaction (e.g., skin rash,
hives) or any severe or unusual side effects;

e  You are consuming large amounts of alcohol or
taking excessive amounts of other drugs that can
depress respiration/breathing and consciousness;

e  You are taking, or have taken within the past 2
weeks, a monoamine oxidase inhibitor
medication (e.g., Nardil®, Parnate®);

e  You have severe kidney or liver disease.

TRIDURAL® should not be used for minor pain that can
be relieved by readily available (over-the-counter) pain
killers.

Children under 18 years of age should not take
TRIDURAL" tablets.

Use of TRIDURAL® tablets in pregnant women
is not recommended. It is not clear what effects
the medication would have on the fetus.

TRIDURAL® tablets are not recommended for
obstetrical preoperative medication or for post-
delivery analgesia in nursing mothers because
its safety in infants and newborns has not been
studied.

If you have seizures (convulsions) or have a
condition that may put you at increased risk of
seizures (epilepsy, head injury, metabolic
disorders, alcohol or drug withdrawal), are
taking monoamine oxidase inhibitors, have an
infection of the central nervous system, or are
taking antidepressant medication, do not take
this medication before discussing your history
with your doctor.

Like some pain relievers, TRIDURAL" tablets
may be habit forming. TRIDURAL" tablets
may not be the best medicine for you if you
have had problems with addiction, drug
dependence, or drug abuse in the past. Tell your
doctor and pharmacist if you have had these
conditions before.

What the medicinal ingredient is:
TRIDURAL" tablets contain tramadol
hydrochloride.

What the non-medicinal ingredients are:
Non-medicinal ingredients for TRIDURAL®
are: ammonium hydroxide, colloidal silicon
dioxide, Contramid® (modified starch),
hydrogenated vegetable oil, iron oxide black,
isopropyl alcohol, magnesium stearate, n-butyl
alcohol, polyvinyl acetate, povidone, propylene
glycol, shellac glaze, sodium lauryl sulfate, and
xanthan gum.

What dosage forms it comes in:

TRIDURAL" extended-release tablets are
available in three strengths, each containing 100
mg, 200 mg or 300 mg of tramadol
hydrochloride, the active ingredient.

WARNINGS AND PRECAUTIONS

BEFORE you use TRIDURAL" be sure to tell
your doctor if you have, or had in the past any
other medical conditions (any liver, kidney, or
abdominal problems, or if you had a previous
head injury), are pregnant or plan to become
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pregnant, are breastfeeding, and if you are taking any
other medications. This will help your doctor to decide
whether you should use TRIDURAL" and what extra care
should be taken during its use.

Serious and rarely fatal allergic reactions (e.g., swelling of
lips and throat, blistering of skin and/or lips or neck) have
been reported in patients receiving therapy with tramadol.
Seek medical attention immediately.

Seizures have been reported at therapeutic doses of
tramadol and this risk may be increased at doses
exceeding the usual upper daily dose limit.

If you are planning surgery, or about to undergo surgery,
tell your doctor that you are taking TRIDURAL".

You should take the following precautions while taking
TRIDURAL" tablets:

Alcohol

You must not consume alcohol while taking TRIDURAL"
tablets as it may increase the chance of experiencing
dangerous side effects. Also, you should tell your doctor
if you drink alcohol regularly, or have a history of
alcoholism.

Driving or operating machinery
Do not drive a car or operate other potentially hazardous
®

machinery until you are sure that taking TRIDURAL"
does not make you drowsy.

Other medications
You should not take other medications that contain
tramadol while you are taking TRIDURAL" tablets.

There are also other drugs, such as tranquilizers,
antidepressants, hypnotics, sleeping pills, or other
analgesics, that cause some serious reactions when taken
by someone who is also taking TRIDURAL" tablets. You
must tell your doctor and pharmacist if you are taking any
other over-the-counter or prescription medications — they
will tell you what you should do.

INTERACTIONS WITH THIS MEDICATION

There are other medications that may cause TRIDURAL®
tablets to be less effective, or may cause you to have some
side effects or drug reactions.

®

Drugs that may interact with TRIDURAL™
include:

e  Alcohol or other sedative drugs may
enhance the drowsiness caused by
tramadol;

e Carbamazepine may increase the
metabolism of tramadol and reduce the
analgesic effect;

e Tricyclic antidepressants, selective
serotonin re-uptake inhibitors (SSRIs),
antipsychotics used concomitantly can
lower the seizure threshold;

e  Protease inhibitors (e.g., ritonavir) -
co-administration may increase the
blood levels of tramadol;

e  Digoxin, warfarin or warfarin-like
drugs - rare reports of toxicity have
been reported when co-administered
with tramadol.

You must tell your doctor and pharmacist if you
are taking any other medications.

PROPER USE OF THIS MEDICATION

Usual adult dose:

TRIDURAL" should be swallowed whole with
a sufficient quantity of liquid and not split,
chewed, dissolved or crushed since this can lead
to the rapid release and absorption of an
excessive dose of tramadol, which can seriously
harm you.

TRIDURAL® should be taken once daily at
breakfast, at approximately the same time every
day. Do not repeat your dose within 24 hours.

If your pain worsens, making you
uncomfortable, contact your doctor - she/he may
decide that it is necessary to adjust your daily

dosage. You should not take more than the
maximum recommended dose of 300 mg of
TRIDURAL® per day. Exceeding this
recommendation can result in respiratory
depression (shallow, slow breathing), seizures,
coma, heart stoppage and death.

Your dose of TRIDURAL® will be clearly
labelled on the medication bottle. Be sure to
follow the directions on the label exactly; this is
very important. Do not increase or decrease
your dose without consulting your doctor. If
your dosage is changed by your doctor, be sure
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to write it down at the time your doctor calls or sees you,
and follow the new directions exactly. Review your pain
regularly with your doctor to determine if you still need
TRIDURAL".

In patients with kidney problems, the time between doses
may be longer. Please speak with your doctor.

Discontinuation:

Consult your doctor for instructions on how to stop this
medicine slowly to avoid uncomfortable symptoms such
as anxiety, sweating, insomnia, rigors, pain, nausea,
tremors, diarrhea, upper respiratory symptoms,
piloerection and rarely hallucinations.

You should not stop taking TRIDURAL® all at once if you
have been taking it for more than a few days.

Overdose:

The most important sign of overdose is decreased
breathing (abnormally slow or weak breathing), or
extreme drowsiness. If you accidentally take an overdose
of TRIDURAL®, contact your doctor and/or the nearest
hospital or Emergency Room, and/or Poison Control
Centre immediately, even though you may not feel sick.

Missed Dose:

It is very important that you do not miss any doses. If you
miss one or more doses, take the next dose at the normal
time and in the normal amount. Do not take two doses at
once, unless your doctor tells you to. If you miss several
doses in succession, talk to your doctor before restarting
your medication.

Do not seek additional prescriptions for this medicine
from any other doctor - unless responsibility for your pain
management has been transferred to another doctor.

Should your pain increase, or any other complaint develop
as a result of taking TRIDURAL" contact your doctor
immediately.

SIDE EFFECTS AND WHAT TO DO ABOUT
THEM

Most medications have some side effects; however, not all
people have the same side effects. When taking
TRIDURAL® tablets the most common side effects
include nausea, vomiting, constipation, headache,
dizziness and sleepiness. Slower titration may be an
effective way to reduce adverse effects. Your doctor may
order a laxative and stool softener to help relieve your
constipation while you are taking TRIDURAL". Tell your
doctor about these problems if they arise. If you

experience serious symptoms or any other
unusual symptoms, tell your doctor
immediately.

If you experience any symptoms related to an
allergic reaction (such as a severe rash or hives),
rapid heartbeat, chest pain, dizziness, leg
swelling, low blood pressure, change in your
mental status, difficultly in breathing, chest
tightness, wheezing, fainting, or other serious or
unusual symptoms, please consult a doctor or
pharmacist immediately.

Physical dependence, abuse and withdrawal
reactions have been rarely reported. See
withdrawal reactions listed within the
“Discontinuation” section of this leaflet.

This is not a complete list of side effects. For
any unexpected effects while taking
TRIDURAL® contact your doctor or pharmacist.

HOW TO STORE IT

TRIDURAL tablets should be stored at room
temperature (15°C to 30°C).

Keep TRIDURAL" in a secure place to prevent
theft and misuse.

Do not give any of it to anyone other than the
person for whom it was prescribed, since it may
seriously harm them.

Do not use TRIDURAL® tablets after the expiry
date. All expired medications should be
returned to your pharmacist.

Keep this and all medicines in a safe place, and
out of the reach of children. Accidental
overdose with TRIDURAL" by a child is
dangerous and may result in death.
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REPORTING SUSPECTED SIDE EFFECTS

You can report any suspected adverse reactions associated
with the use of health products to the Canada Vigilance
Program by one of the following 3 ways:

. Report online at www.healthcanada.gc.ca/medeffect
° Call toll-free at 1-866-234-2345
o Complete a Canada Vigilance Reporting Form and:

- Fax toll-free to 1-866-678-6789, or

- Mail to:  Canada Vigilance Program
Health Canada
Postal Locator 0701D
Ottawa, Ontario
K1A 0K9

Postage paid labels, Canada Vigilance Reporting Form and
the adverse reaction reporting guidelines are available on the
MedEffect”™ Canada Web site at:
www.healthcanada.gc.ca/medeffect.

NOTE: Should you require information related to the
management of side effects, contact your health professional.

The Canada Vigilance Program does not provide medical advice.

MORE INFORMATION

This document plus the full product monograph, prepared
for health professionals can be found at:
www.paladinlabs.com or by contacting the sponsor,
Paladin Labs Inc., at:

1-888-550-6060

This leaflet was prepared by

Paladin Labs Inc.

Montreal, Québec H4P 2T4

Last revised: January 2, 2013
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BEIZHEH TH B,

TROZEFEHERAFIE I O P EE~REOKIFEZ AT BB R E LI 4 5DOT7 X ML _EE
Bk (B GHIEL 12 ELL L) KO 2 SO EREHRR (FEHH., 12 5 AET) 2506
R ERIZ U T, TRIDURAL (3. &3t 2707 6 (B3 2406 7 & fEEEWEERE 301 f5) 1o 5 S,

TRIDURAL I3 12 ## [ O s BRI FR IG5 1901 Bl B 1285 S 41,6 # H OB HIZ13 493 61,
12 % H OWIRFIZIE 243 Bl G- Sz, 5H1013 B8 65 L ETHY . D55, 89 filAd 75
W BT o7, IRBEEEMICHE SRS & ORRBAROAEZHDR2NEAERERO
2B, BHEN 1% EOLOETH) L TE IR,
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x£1 12:8M 75 RxBHER (MDT3-002, MDT3-003 KU MDT3-005) M
FEEZEZR—E (1%L

Tridural 7R
100 mg 200 mg 300 mg At

HAEFGR N=216 N=311 N=530 N=1095 N=668
PHREFL 125 (57.9%) 184 (59.2%) 302 (57.0%) 690 (63.0%) 338 (50.6%)
3 L OBk REE

[E#RPE D F 3 (1.4%) 3 (1.0%) 8 (1.5%) 27 (2.5%) 3 (0.4%)
A A

N 2 (0.9%) 5 (1.6%) 8 (1.5%) 17 (1.6%) 7 (1.0%)

R 3 (1.4%) 4 (1.3%) 9 (1.7%) 18 (1.6%) 4 (0.6%)

fEEF% 21 (9.7%)  38(12.2%) 53 (10.0%) 143 (13.1%) 27 (4.0%)

T 6 (2.8%) 1 (0.3%) 10 (1.9%) 21 (1.9%) 20 (3.0%)

F N RS 7 (3.2%) 17 (5.5%) 7 (1.3%) 38 (3.5%) 8 (1.2%)

HILR R 3 (1.4%) 6 (1.9%) 4 (0.8%) 13 (1.2%) 7 (1.0%)

L 29 (13.4%)  50(16.1%)  88(16.6%) 202 (18.4%) 39 (5.8%)

Mgt 8 (3.7%) 19 (6.1%) 36 (6.8%) 71 (6.5%) 6 (0.9%)
SHEFRL L0 G Rk

97 6 (2.8%) 10 (3.2%) 9 (1.7%) 29 (2.6%) 6 (0.9%)

JA P 6 (2.8%) 3 (1.0%) 6 (1.1%) 18 (1.6%) 16 (2.4%)

M) 3 (1.4%) 5 (1.6%) 12 (1.1%) 12 (1.1%) 1 (0.1%)
JEYIE 5 K OVEAE HUE

A TN 2 (0.9%) 1 (0.3%) 8 (1.5%) 11 (1.0%) 3 (0.4%)

ERIHBE S 4 (1.9%) 7 (2.3%) 7 (1.3%) 20 (1.8%) 18 (2.7%)

RGE R 3 (1.4%) 5 (1.6%) 6 (1.1%) 16 (1.5%) 17 (2.5%)

PRI 2 (0.9%) 3 (1.0%) 6 (1.1%) 12 (1.1%) 10 (1.5%)
RRIR I A

IRERA 1 (0.5%) 5 (1.6%) 11 (2.1%) 20 (1.8%) 1 (0.1%)
(VPSRN s

BHRAIR 5(2.3%) 4 (1.3%) 11 (2.1%) 27 (2.5%) 2 (0.3%)
AR KOS Bk

B i 2 (0.9%) 3 (1.0%) 8 (1.5%) 15 (1.4%) 14 (2.1%)
PR R M

FEMED E W 18 (8.3%)  31(10.0%) 59 (11.1%) 119(10.9%) 21 (3.1%)

GEV 13 (6.0%) 18 (5.8%) 26 (4.9%) 64 (5.8%) 43 (6.4%)

AR 12 (5.6%) 23 (7.4%) 26 (4.9%) 82 (7.5%) 13 (1.9%)

b5 1 (0.5%) 3 (1.0%) 6 (1.1%) 11 (1.0%) 1 (0.1%)
FphEE

Nz 1 (0.5%) 6 (1.9%) 4 (0.8%) 11 (1.0%) 1 (0.1%)

RIRSE 3 (1.4%) 9 (2.9%) 11 (2.1%) 25 (2.3%) 8 (1.2%)
FEEF L O T Ak

% 9 EEE 11 (5.1%) 16 (5.1%) 23 (4.3%) 60 (5.5%) 7 (1.0%)

208 1 (0.5%) 10 (3.2%) 16 (3.0%) 38 (3.5%) 6 (0.9%)
A REE

IETH 1 (0.5%) 3 (1.0%) 7 (1.3%) 12 (1.1%) 1 (0.1%)

*MTD3-005 RRBRIL. REBRT VA v oEWNCE Y, “EEREIZTOBER OHERE# 2 &0 RE2 R,
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b XS HBOENTAFFR (1%L 1) 28R U7 BF O RSED B~ EEOFER 2 s L7,
AERRO 3%ARMNPEE & HE SN, BENIC, 2O OFERROFEEITIEE . 1HFRFAE
2 HELNICAE Tz,

RAEENMM%KREBEBDEEER CAREFEMICHESNIERELORREFROAEZRDLT)

M3 L N D R g -, ) L NEE, MR E

LAt BNROTREZE, PROIE, RNLEPLIE, LEME), RIR, DA, B, v
H}’I%\ ﬁ%

Bk sl - Batedg, B, B, B\, KER, B

P72 o IR R REAR T IE

MRAEZ - ANEE, IRECKEE, ARYE. ORMREETE. GRS, SCHUE, s, FE, HREE
Bl - NP, REETRAN ., TREETR . R, PRCEEME O L, [EMIEE, M=K,
TR R, o TR, mi, EELA, U, 'R, BRI, B B, #Hk
ERBAER, HREVRMERE, Le-o< 0, BEKE, SE, BIOEE, B, mEHk.

Ly F T NGRZE R

ELIEEL L ORG g preRE : BETE, Nafe, MOk, fnfl, SEE. Wk, RPTORIE,
RIE, A 7N PRRIRE, EIR, SRk, B, REIEPE, &m, BUE 0B

AP R - RIEREE . IEASE

T

I

RERIEE - WBUE, FEHITET LV —

WERIEL L OB - BRI e, KB >k, B, PHee. HETEeds, HEk
ge. BIGR. vA VARG R, BIEERS, ~U a7 2 =@ Bl v~ dnfliimis,
SEMEERA . TURRESL, S HR. PER, BHETER, IR, VAV AERGERG:. &5
WESR . ZOHIRE, SRR, BREGE, RER. EEEE. UA VARG, BIERES

GE, R L OREGOHE - Falls, e EhneE, wEEE. A, IR, IRAME. B
B, FEIr. EEEEG, Bk, RIE. BaRG. WBGRE. HERG. Bk, JEHEE.
R AIEOFE, ARG, MERE, T BEadr
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R : 77 =TI ) NI AT 27—, 7I7=073 )/ T UAT7 =T —BHIN,
TARTGXUBT I ) N AT 2T =R TARTF BT I ) N T A7 =7 —EH,
M7 7 —B8Mm, vy o 2880, oL 27 a— L8, s V7 =8,
M7 RoRERE . > RofE, e, mbh Vo s®_E e B, RSB, &
MBS DS oSN EE RN y- 7V Z IV T AT =2 T — BN, ~~ b Uy MR,
~~ h7 Uy NI, ~EZrEVED,. ~EZ e, KIRE Y REASM, U oSERE
N, FERGE RE PRMIMRATRRCD . i RERERAD . R R ARIMEREEED . AR I ER
B, kI i, ARMERSATMEEN, A i EREEE N

1CA o L MR ZEFE A - RARIEGE, ik, BERRIE, JRE. @2 VAT a—) Ve, &g, &iEm
JE. m h U Z VR U RIIE, @RERIIE, K000 AigE, P Y v AfE

AR K OV il 2 - TR R, BR. BB Rk, T A R
. BHEREEERE . BIMRE . BIERNE., BOMEAR, M, e, MEhs RSP, e A
AP, BEAETE . BHEARIE, FRAEIZHIE, HRME, BRERE, MR, RERER. £
B, BAEG D v~ SHABIEM. MR

i
A

P

o W OBN

RVt EIER OFEHA I DOFTAEY) (IR OV — 725 7r)  FFEO B A, RV,
FUBE, FRBSHTEY. - ERRHEE

PEEER M - TEENVREH, BVR. TEROUREE . MR, IR, AMTRE . SRHEE R
SRR, RERHROBERERET . REESR. fREUR. SHIRGE. BEER. BISMESRICOE O SRR, MEAREFHERPOIE
(FREN S

PP SEATEY, R, PURMERET . BEEL. OO, IFEIEETE. 2Ry, R, SR
PEC U B R—iEuR, thitmmE, MR

Bl L OURES R B REa . PRIRINEE, PRIRRET, MR, JREYE. &RBR, BHERE
liglrs . BHIR. DEIREREE, JRAEE. JRPA

T
It
B

¥

IR L DAL - A RENEE, Zhtd A4, RIVERRERE O FEAE, PRREME 5 tHifL, AUSZARZR.
PEERE N, BN, B

IR . WZSLS L Vel 2 - i B, Wi B, MOBESR . MK, T E . WAMEECAR, R A
S, SPA. SVEIE, UEAMEER. mAEEEK, 7 LR —MRERK ak. SR, (KEMaEiE 7

HOBISIPED o, B SPESE. WA

LG5 L OB L - S it $TEE, 7 VLR —VERE R, BERRIER G 2. BURE %%
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JE AR &%F PRERCSR, IS, B, RLBE, @A k. RN, BT, EH. SLE,
ZOEIE, B, £ O, S, BEIRE. RS

ﬁﬁ%IUWﬁ@ DDA A A= — B REIBAR Y — TR, PRRIE, REF, L
=T, AU, YRR

M EFEE  KRERE ., REFIRIARAE, WAL, ME, 1 ZCTOEE, SilESE, &iE, i,
NPT, RAETEERA R, AT A2, Al

MERFHIRVERIEEZERBEOEREMRR
RERHY B N EEEk SN ZERRREBRICB VT (0=106) . IROBEE N #HE I - ptioE (0.7%) .
7 R oodERE (0.5%). GGT ¥ (0.4%) .

02%DBFICROBENE DT a L 27 a— /LR LDH BN, JREEEIN . ~F 7 o e ufgd.
PRI ERE D

0.1% ARl D BZEICIRODEFENELCT c~~ s Uy "M, 79=20T7 I F 70 AT7 27—
B, TANSGEUBT I ) NI A7 =5 — PN, JREEHIIN. FFRERER A B,

WOBFITHR—DIEGNZA T : T T7=0T X b TV AT 27 —8BD, TARTEU@T
J NI AT =T =8, TIT—8B8EIN. UL E M, sy AN, VT T =
Hn, 2V LAY C-RUSERARM, ~~ b7 Uy MEM, ~EZ a8, KEEY R
HEAMM, VU NEREGEA . SR M MR AP e M MREED . TR B
ARIMEREIEMN, AR ALER/ATIEE AN, L EREHEN,

b5 F—ILIERIEIC & DEERARX ETRERSICEVTABEICHRESN-ZOMDAETER
7~ R=VBFIOERIC > THESNTEAFFRL LT, TUAFX =L (TF7 4 7%
. MAESRRIE R ORI 2 5 de) . IRIR, S KR, SEWBEDUER (k. R%&. B
FER, EBhEZ, RHUE, MRGRE. RRA ) . EB I, IEEIMEIC T, R E K OWER ]
BdDH, TOMIZ, F T~ F—/VBRFIDOFERI L THE S, RRBRIHIE SRS TR
EHEGL LT, ETREE, R AR, MAKE A7 —T R« Va Y IJEFERER O AR
fHRH 5,
kF <~ F—/L% SSRI X MAOI D X 9 2Dt o b = AEEPEMEETER & DR L7288, &
7 b= UUEBERE CREPIRREZ b, RONTUME, FEEL, BREE. IRER. BB RIT. BIEXOEEDRE
IKRBNDZ ERHD) BHWESNTND
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EWELA. BREVEKRESE

F 7~ R—mid, e B (WA EF A R) ORBMIEEL I IKMEEEZFRET L2 enb5 (M
HROMEH EoRE] OEWEH, BEEL OIS S ) . SEMPRRITEICHEY 2155 72 D DiE
EAT #7230, AR OERIZ, 41 MEFEOBAEED & 5 BE ITRE SRy, B4l
HLTWAEEZEDOY Z71F, MW ERROoNTND, N T~ F—id, BELOMMERZ
gl 4,

TRIDURAL DO B 2 KBTI 2V A7 EF T 0 7T ARHEL SN TWD LU TIE
VRAVEBT T T MMIARRRBBERTHDLHEEZLND -

a) Jat5 UG HETEENIZ BV T, TRIDURAL OBIHPRIL (F772> 5, CDSA O MW E I
N TRV ZEFHI TRV &

b) TRIDURAL D3 X T D8 L OHRFEIEEMEHZ, PAAB 2&KGR L7 Y A7 X7 1w FOA
TUACETAAERTEREED D Z L,

¢) TPD. MHPD } (Y HECSB ~® TRIDURAL ¥#ELHEEHL 7 7 7T L OEPFREIZE L THE
THI L,

d) TRIDURAL (T & 255w E BRI 2 ERBETEENIC, N7 o AORN = BT o AITHES<
RTOEREEEICEDDZ &, FliEE UV AZIZB L Th T AR EE KR LT-BE~D
WD D Z e HEREMZIE A BT LOY I — Fa B—{FREZE U T2 OFRIC
BHZT 7 EATEDLLIIMRAET D, YR EEZROEDZ &

e) RAFETEING 2HFEHED Y RV ERT 0 7T hEFHiHliT 52 &,

HHEMIE LR

NI~ R— A Z22F Ik LG E ., BEVERSE LD Z R8BS, ZRbOERE LT, A%,
FIT, ANRGE, IR, e, O, IRE TR BRGEER, SLENELDLZENHY ., Fhic
ORBELDZENH D, %@@’i FIUT EBBETIT WA, M T~ R UERRIE O 12
Lo TRABNDIERE LT, N=v V53 E, EEORLRUSERENH 5,

TRIDURAL OF:5-H1EH 5 3 KRN T HEIZ, 325 Bl BFH OBEVUER DS HHE S -, ERo K%
BIIRE~PEETH D, BEHBAEFROREIL, &5FIE% 3 BUNIZAELDZ EnEhro
72o TRIDURAL Z#5 L TWAHHEED 1%, DSM-IV O 4 ¥ 44 REEBUER OZWr LU 12
wWE L7,

RN D, T~ F=AREZ LT 285513, A2l 5 2 &1 X - THER OBE &
WERZETE 52 L3 D,
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RYMHEEER

e

Invitro BRI D, b7~ F—/Ud, IpRH & CRIFFIZER G L7t FEH O CYP3A4 1T X 5 G %
P2 ATREPED RN 2 E R S5, RAERE 3 544 I CBIEE S 7o B R e B 20 H [ 4%
HTF =20 TPHENABELD EEWI 0D, R I R—idk MNIBWTHIORHZH
5 LA bRy, R T R—Lid BB TRIE L 72 B RS RS DR D 7
HYE T D,

Fhary— R An~v A DX ) CYPIA4 LER LY 77 oo/ I U4 R
UYUD XD RiHEHE%EZ TRIDURAL & &G 5E, I~ F—LoRFHTEEL, T~ R
—/VOVEBEPET D AR B 5,

Y- EYHEE R

MAO PAEZ :

F 7= F—=/Ld, MAO HEEKZ# 5 LT\ & U3 E 14 A LINIZ MAO BRFESE A W&
FlIERThH L (Hm, BEROHH EOER] 228),

FONAREDREZ TIT5EY
M7= F—id, BIREE e b= FEOAAEESR (SSRI), ZBGRHL D S (TCA) ., HURHIN
N OZOMORIEREZ T LB T NAZG | SE T AREZERSELZENHD
(Mg O Lok 22 H8)

H AR ZE
T a—/b PARMESREE, A e A A FROREMEEZR & o PRCRI1EREEE F T~ F—L %z
DEEG9 2 & TIIHIER R EN D 2 L 03H D,

AT EEL EDHR

CYP3A4 FHEIHTHDL NN ZEIL TWAHEE T, ERDIENAGEICIK T2 AHE
WRndH o5, INVARBEVRN T~ FR—LOREHEKT DI 212, hI~wYy—nir-> T
NWAFRIED Y A7 BHERKT 5729, TRIDURAL & B/L 3~ 8 22 OO G I3 HELE S,

XUV LDBA

7~ R—/iE, CYP2D6 IZL->T ML IS5, =T 203% CYP2D6 DEINIFAEFEK TH
L7280, =l b I R—VBREZHH L TEREGTHE, VT~ R—LORENEH L, Ml
DIREITR T 2, 206 OFT ROBRKRIEREIZIAHATH S, & MFI 7 v Y — A28 5 invitro
HEMMAEERARBENS, I~ R =P ORBHCEE LW EAVRBEND,
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CYP2D6 [HEZE & DHA -

b MF 7 v Y =48 5 invitro EMHAAEHREERN S, 7V AFeTF o Nt F U LT
TIMITFV DL D7 CYP2D6 FHERZ KRGS H L. M T~ R—LOREABLZDIME S
NHZENRBEIND,

CYP3A4 FHERX (FFHFEE -
Fhalry =Rz 2AuvA DX )7 CYPIA4THER, HH0FTV 77 etk ay
FRXV Y UOL ) RFEEERET L, NI F— L ORFHIIEEL, M I~ F—/LORE
BERET D RN D 5,

AFOUEDEHRA
N~ R—VAIRSEL S AF VU OB EIZ L > T, F T~ R—/LOIRYEHREIC RIS B 3%
DHHEAGITAE TR, v AF V2 LT 25 TRIDURAL O G1E2 24 5 LB X720,

JEFELDESBTRTT—EBEEE
U RFEAEHRAESG TS L, T~ R— L OMmiEPRERS LR L, F I~ =L OBHENREL
LT ENHD,

DX UEDHA
F 7= F=OfilRERAEN S, PIF T UEROREITENTHD Z ENHLMNITR T,

T—27 ) RIEEYMEDHRA
F 7~ R—=LOMEREREND, Vv b EVRHOEREEZED, V—77 U OERNZ(
FTRHEVOIMEITENTHD Z ERWALMNITRoT,

DX )R B B RERMIIZ I EERTIZ RV, TRIDURAL 888V —7 7 U 44k
B ERFFICREGET2551L. 7o ha v e oMo EHEHMEZ1T o 2 &,

EY-_EWHEEER

ﬁ%k®ﬂﬁ&5 LoT, FI=2 R— N ~DOREMREEITIAREICE(L Uo7, LarL,
HEh R 1T B U, B OLFEAE T T TRIDURAL S8 O FI) FH 28 K OV HH MR 1 3R &S 2,

%%@ugﬁﬁ@ﬂ% IBOLNRD o7, TRTOHEKRERIZEHB T, TRIDURAL (XH1& I X

ECIEEgTIIAE  ERY gl
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% - AE

BEEH

TRIDURAL (k7 ~ F—/UHEREH) 13, FEEDERWFEIZ Ko TEUNIER S, Flag k0 &4
VA A RIZBEE T 5 RIVE A O RTRENE D J7 23 i W B O I I HELE S 7z,

bS53 F—ILASEPHCRE Sh, BRI DRIRIEDHLIAED 57 F—ILARIREN S
BNNHSHDT, TRIDURAL fElE7 &l PEIE, RIWRTEH LK. TRFEFFWMTI S &,

SR ENRERFIE NS B 72 2 Al REME N 8 5 7= 60, TRIDURAL $EA2 oD kT~ R—/L& A 3K L & X iz
HT LT TER,

TRIDURAL D KHELE 1 HHEAZB 2202 Ly

TRIDURAL |Z, EEOFXIIFEEOH HBFICIIEEZTH S,

“ﬂ%

TRIDURAL &£ & LoD k7 < K — /L& F WA %2 FIRHZE G- L TiER 5 7e0,

KRG BT, RO ELBREOLEIS U CEIEL., /O EHEEZ WD X
HINZED T WD, BiANEXERE L F I~ R— L8R X 28 B0, TEXA7705/PMOHAEN
HEAE L, Wi 2 Z LIk o T, FIkn D < 220 AEMEN\ LT 22 ERRD LN TND

TRIDURAL {REEIT, TR 1 B 1 B&E9 5, SEAITRIAE & bICEOFEMmT L, 2F
WELWER, VMR STARAE L 7200 2 L

TRIDURAL £g1%. 24 BRI DT- > CTHZhED & Feef i35 @ 24 BELLN O B #% 5- 13 HE
REhp,

HERE XU HERE

Bz

TRIDURAL OB HEIZ 100 mg/H &35, 1 HH®EIZ2 HZ &2 100mg/ B2 L (F70b
H, %53 AHIC200 mg/ ARG D), Hx OEE TR L CEbIZ2Em = hr—b & BEM
Y SEDS, 300mg/ H AT HEBEEIIE, el Eb 4 ARENE 21T (T72bb, &5 5H
HIZ 300 mg/H), 1 AHELOWEIE X, FEF TR LTREIMET 2 2 & R ITE/ NI ET
fkfi 95 Z &, TRIDURAL 1%, 300 mg/H# M X TG L7an2 &,

EREE T DR & Lk, BER 2 720, RIVERNC A TREZ2 I 8T 24 BRI D7
STEFEZay he— /L TEXH8DZ L ThD,



NS-24 1.6 NEICHF5FERAKREICRET LEH Page 77

b T~ R LRI A A R2 R L CWARWER 4 U FEURIEOR 5D 721
B IZ%5 5 TRIDURAL O#)EIE 5H1E, 100 mg/ A TH 5,

BIE, oo 7~ F— VBRI 2B 5 L CWBHEHE - B, oot b 7~ F— L) % #
H5LTWAHHEHAIL, 7~ F— 1ok 1 BREEXR U XEEh X v K HEoO TRIDURAL $E1C
DD ENTE D,

=EEE (65 mLlL)
— AT, FFHSRE UL BREREOIK T, & L < IZMLOPHFERE DO & 2 ATREMED & 5 65 1Ll DB
95 AESRPUIEEICL L, @% ., AERHEOR/ NAEN OB T 5 2 &, 75 M EoBF
IZOWTIE, AEFROBBIHE N EL 725 A[GEEN H 5 O T, H/Mah & TRIDURAL % X
DIEEICELS T L,

INRADRE
/NREFIZEB VT, TRIDURAL D2 M O ZIEIIMRGET STy, L7eRn - T, 18 A
D BFH 1L TRIDURAL Off FI3HELE K 7eu,

ERURES

TRIDURAL (., L FOBRFIIIHETHS -

I VLT F =7 VT T AN 30 mLIS RO B
- BEOMEEDH L EE

R~ AR DR K OV SUIAFRBE O BRE TIX, b7~ F—/L RO OFEMHAHY O 14 S 28001 X
EET D AHEMENH D, 100 mg/H OBAtGHENHELRE S L, HEEICE=X— LN 6 HEE i3
AZ L,

ZEHREOER :

TRIDURAL DiiE )7 BRI IC - CTHEHEO=E Y — RBRBH LIZSGE, 7T /7=
XiFA 77 a7 w2 RET D2 ENTE S, 2RI LTI N7~ F— v 2 556,
FT7~R—nrD1 HHEE LT300mg 2B 2RI &, 2RI x5 38AI ORI, il % B
FHOWRREICHES L Z &, 7 =% =)Vl % TRIDURAL % R L T 5 B O 22 R O & BRI
AL TERB720,

AT -
1 FPLERSEZ EN75018, IREIO@E T ORI TE O &2 RIES 5,

fik
TRIDURAL #AICH 1k L72a ., BEUERZA L D522 n3H 5, ZNHDIERE LT, A%, %
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T AIRAE, SR, 2w, b, IRER. TR, BEROERER. SLERAELDZENHD . FhITL
RHAELDLZ LD D, TOMITIT, THIZEBETITRWA, F I~ F—AHILIZE>TRDL
NHIERE LT, "=y 7 58E, BEORNLROEERENH S, WKERNL, b7~ K=/
Eaib T 256, FAZWRT 5 2 L1 ko THER O#E X OYER 2 FhEE T & 5 2 L AVRIg S
no (TS, B OMKAT ] OEEER 2 21,

BERS

N7~ R—/LOELHKOREH, Wik LzgERloBE. WA, XIFEFIC L 2@ ER 5 ICERT 5
%tﬁﬁ%éhf%éoEWﬁ%é®VE:wﬂ6 o~ R—NZT7NLa— LI+ LA R
Ze B ot oD FARANHIZE & [FRFICELH L2 i ais, BB ER GO U A7 133 bICHERT5 2 &
DRBEINTND

BERS DR
b7~ F—O@tkiE B E1E, G, IR, SR SUTEREA~OET, R, m7c<
AN U7oBE, B, RAR, AR & OB IS &> THAEE T 5.

BEREDAE
TRIDURAL OH[p I EmERG I, BEmiilR 5o H 5 BERE LR E0nH 0,
il O FEEH Y X —IZHRT D 2 kﬂ%“éné

WERG IR HBRITIE, AR SCRRIE L & IR IR MR 2 2 LI E TR R
ho Z &, wERE ﬁiﬁ%ﬁ75y7&@%*@®%ﬁmm\%Eﬁﬁbf\iﬁiﬁ(@

FMOFEA) 20D, FIEIAEIRICIT, O~ v =V IIBRMEI 2 T 5 2 L3 5,

FTerXY Ak, NI R A OEERGICEERE (TXTTERVWY) —HEEIES, L
L, Tax Y roEICE o THWRARIEDO Y 27 KT 5, BB T, FEED k
T R= 2G5 LI hOREIT, AL EY — VBRI Y D7 B HHIC K o T TRE
Tholed, TrEFV AL THEBLL, ~VAZTrX Y U 2RELEEZA BEREGIZ
K HHCIFEAL L e o T,

4 R OFHT I TG LT ED 1% KB RESNDICT ERWoD, KT i &R 5
WCHERTH® D EiTBbiien,

HARDOHEHIE, REROEADOFREIZAMTH D LB D,
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ERAR UERREE

{EFF

K7~ R—=uid, FREICER T 2 84 B4 4 FERETH 5, T OIMEABF T2 ITHE
TN TWRWA, BB, REKE ML IO p-A B4 A RZERE~DFEE L /=
X7 U kR R F = OFEUALZDTHOEEDD 7R L 2 DO Y T 5 &
Bboihd, A MEMIE, p-A A A FZEERS~OREARDIRBFNEDFE S K O O-it A T
ALY ML OBFIYED @RS G Ol T IZH KT 5, BET LB\ T, ML ITERRIEADL b
T =Xk b 6 (58 w-A EA A RZEEA~OREEHANEIL 200 550V, O OE K
BRICEB\WT, T~ R OSEIERITA EA A RZEERIEHEEO T % Y 2 & - TR
il sz, v FToO#EBEERICE TS T~ F—v bl Ml ORI %E 5L, FRZEomiE
PREICEASND (THEYERE] 22M1),

FT~ R—d, HAEOA YA A FEREDO L HIC, /L2 7o ektn b= OFRDY
AR EAET L ENRENTVD, 2D OEFIEL. TRIDURAL O R8E R /EH AL L C
FHHSHEEDbNS,

iR bz, NI R—OREIZE ST, 8441 NEFEO—#EOER (FEED U, ]
R, b, HR, BITROZ D FEAE) BNELDAREMNH D, bRy, NI~ F—
AW EZAZ I VORI ESIER T LIRS TRy, BRHAETIE, 7~ F—=id
. FERBERE ST MRS A T S, BRI EN R ST D,

RYENEE
N7~ R—/VIERRE O BRIETEIL, REME L MR Om G ICHRT 5 (TERIKSEE] o/EH
W22 ),

B 538/ 12 BV T, 100 mg, 200 mg % O 300 mg O &AW LR HARIZFSETH Y |
Z O IMEOFFHN THIE OB RES LN HER SN (R T~ R— AV KR Ol A F /L hF~< K
—/LDNTIUZDNTH), 100 mg, 200 mg M O 300 mg §ED FH & HLBIENSTER S v T b,

MRIR -

HEFAEOR N 5%, b T~ R—/MTTIER2CRI St Mk A 2R A3 70%TH
%, TRIDURAL #t5-1% OIEYWIIZ . FEF O FTHULFRD H 72wy, TRIDURAL O iR i & kg
Fo7 a7 7 A 0%, Bt b7~ R—/L8E & AR 27 I QB 5 E e | FRFitE o ik
Zod, ZOERREET 2 MEOEABICE 2 b0 TH Y | SR MIERREME 71 7
ANERET S (K1),
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200 -
. —— Tramadol
180 - v - M1

160 1
140 -
120 -
100 -
80 -
60 -
40 -

20

Time (h)

1 TRIDURAL 200 mg ZHEEO%5 L=%0 S5 < F—ILRU M1 OFH Mgt RS

fr[v

TR |2 TRIDURAL 200 mg % K& 5- L 72t O EFIREBIZBIT 5 N 7~ R—/L K OMI O
PIMAERIREE X, FNEIU 4.3 R L OV 7.4 FEfR IS IRemICE LT (R 2),

&2 ;I F—LLRUM KEHOEMEREZR/NS A —2E (n=26)

TIBEE10/5 7 A — 5 R B ML R _
TRIDURAL 200 mg Tablet Once-Daily | TRIDURAL 200 mg Tablet Once-Daily

AUC.p4 (ng'h/mL) 5991 (22) 1361 (27)

Cinax (ng/mL) 345 (21) 71 (27)

Chnin (ng/mL) 157 (31) 41 (30)

Tinax (hr)* 4.0 (3.0 — 9.0) 5.0(3.0 — 20.0)

Fluctuation (%) 77 (26) 53 (29)

*Tonax [E PRI (FEXHE) 2777

TRIDURAL Z#¢5- L7t D F 7~ R— L O AR 1L 48 BRI LINICEFIRBEIZE L 7= (X 2),
T, TRTOBRRBRICRIT AWIE A Y o — )L OB ET A HEEFH EORILE 72 5
LD ET, BRIRIIICEW®W NS S (THE - HE] 22H),
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400 1

—&8— Tramadad
—-L0— M

300 -

- 200 A

9 1004
3
Q

B8 o - . -0
5] ,
i 0 T Ll - 1 L] . ¥ - L]
a 0 4 8 12 16 20 24
3 Time (h) '

2 TRIDURAL200mg # 1 B 1 E#EO#&S LI-ROEEREICE TS
b5 < F—ILOFHMTERREHRS
BEOEE

B L ORIFEGIZE>T, NI~ R A ~OEMIREEIIAEEICEL Lo L,
B MR E X R Lz, T X CORKERERICEBV T, TRIDURAL [FHl &R S XFARRTIZ & 5
iz,

FILa—I)LEDOREERIZET % in vitro JAfRAER -
TH ) —)LDJEREN FH4 % L TRIDURAL SED R HEE I IET L7,

Vo Tl
100 mg Z FRNIER G- L7 D F T~ R— VO MmMEREIT, BHEROLHETENZEN 2.6 Lkg KD
29 Lkg ThHDH, M7~ =Dt MUBEEA~ORGHRITK 20%TH 5, £o, BAMKGIE 10
pg/mL ETORE L EERTH S, MBERAK G O/FIT, AT EOFPRS DORE TD A
LD,

e il

N7~ F—=d, ROEGHIAFICRH# S D, ERREREIL. FFIcBiT2 N-LKOO-fil A F
AL DNZ 7V 7 v VR IA SRR G CTh D, FEZRBWDO 1 D TH D O-ilAF /L kT~
R—/L GEFR,. M1) 1, BE 7 MR W CREZEEZ AT 5, M1 OA4RRIT CYP2D6 1248
FHENDT72, CYP2D6 MAE SN D & HN BT 5 (SEMREER] 23 8),
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Bt

K7~ R—UEEIHFTRES, L EO TERICE» LIS, B5EOR 30%05 K
AR, 60%MEM & L CHRIt S D, 720 1E, [FIE ST 7AW REY U A AT RE 22 X
# & L THRt S5, TRIDURAL OHEEER, FE IR T~ F—=1 KT TE KA M1 DF
PIRERM MBS IR, T E 6.5 1S REIA N 7.5 14 KFTH 5,

R4 SR B UMK AR

BHETE

BHEREREEIL. N T~ F— A K OZ OEMHERE#Y ML OPEE R OBRELZIRT IS5,
TRIDURAL [ZEEDOEEE (/L7 F=027 VT 7R 30mL/arK) Ob L EBE B T
ERTWeWnWizd, ZRHLOBFITIMEA Lan & (I, BEROMEH EoER), BiEEH
KOV THIE - &) 228), 4Mo@ErficikEsng 7~ F—A kO Ml OfEIT, &5
L7-HED 1%KiTH 5,

FreeR £ -

BEEOIFEEDH 5 HBHEICIL, TRIDURAL (ZE£2ThH 5, FEEOHHBETIE, T~ F—L
e OV DTGRP O I IER 7 % fIRetEN & 5, TRIDURAL (X E O fFFREE O & % B
FIZBWTHRE S TWeWnWed, ZUHORBFITIIEH LnZ & (IR, 25K 0MEH o
HE) O/MB/FEREERO THE - A& 2281),

=EnE

65~75 I DIEF S PR F (2 b T~ F—/LOREMERA 255 L2 & 25, 65 Rl O R
F & AFEOMAE TR K ORI DB STz, T~ F—/L O AL 75 UL Lo &
BTERTDAEMENRH Y, 2ok, AEEENEIT OGS 25, 75 M EOBE
(ZiE 1 HERGEZHEST 208 DL (THE - &) 2281),

TR

kT~ KF—/L 100 mg ZEARNE S L=tk omiEs V7 7 o Ak, BIET 6.4 mL/4y/kg, MET 5.7
mL/53/kg THoTo, TOFEIL, BRMIZER D 5 3B bhiny; Lienn-> T, Hhlick 2 H
BOMEITSLE TR,

INR

18 At /N B2V T, TRIDURAL & D 3EMEIRE | 3MaET S Tuzeuy,

FrERUVUREN
=i (15~30°C) TEHRIFET D,
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. HARUELE

TRIDURAL #RAthild, b7~ F—/VHileHi 100 mg, 200 mg X1+ 300 mg % G547 5, A#lIZAE
DEHICI 5. SR O RIE MR L = 10 4 R B A . 90 b5 3 R T 7).
LA, A7 T ) VB 740 A BERE = VBIIR, R E R T 0 LR R Y DL
RPLIUH I YTy I =A A YT AENT NI, BRI, 0T FAT LT,
Favrr ) a— L KUKBLT v E=T A THD,

TRIDURAL &gl BUHcRrE 2820t 2 B e (7~ F—ntEigEs+56f) & F o7~ R—
WK O T2 REERT AR ZHT2a7hbld " E~ M) v 7 RALEV AT
LEHTDH (X3),

Core with Tramadol HC1 Outer Coat with
and Contramid® Tramadol HC1
controlled-release matrix immediate-release matrix

TRIDURAL (5~ R—AdafEogll) ik, %< Oa%ER OOE TR S5
100 mg. S % IR Y L7= i f o E AR T, K MIE I T, kHUF I EA > 2 © 1P
100 EZIFISTW 5,

* 30 SEA DR

* 90 FEA D ik

+ 100 $EA Y )ik

* 500 $EA ViR

S0 8D T Y ZX—s8y 7 10 B DH— R 2 H#

200 mg, ¥l 2 mE R Y L7zl I o B o FERI T, AR 3 8 T U Ic B > 7 T [LP
200) EAHISHRL TV D,

- 30 FEA Y

- 90 FEA Y

+ 100 $EA Y )ik

- 500 $EA ViR

208D T Y ZE—s8y 7 10 BLSDH— K25
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300 mg. Yk & i v L7z dh i P o A Ao §EAITC . AR X T, eHillimic B > 2 T ILP
300) LIS TV D,

- 30 HEA ViR

- 90 $EA D JiK

- 100 $EA  jh

- 500 HEA Y ik

S0 EEDTY ZH—s8y 7 10 [\ DH— R 2 K

LA, T RIS SARC A,
Paladin Labs Inc.
Montreal, Québec H4P 2T4
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N— kI FBE2ER

HH|IFH
HE4 : M7~ F—IERBE
{b5244 (£ )cis-2-[(dimethylamino) methyl]-1-(3-methoxyphenyl) cyclohexanol hydrochloride
5373 1 Ci6HasNO, + HCL

A1 1 299.8
SRV
H CHaM{CH3)e
HO
ff | \> \>
W mmm=— HCI
\ / \
\ / ./
,.-'rj
HaC0

WAL RIS F T~ R— UERBEIT A ADR AR TH Y . KEORA L ) — I LA
T 5,

FAZ RN

FEEEIC L AP EE~SEDKFEOH HBEZ NG LE L350 RBAM T 7R T & L
b - EE#HRAER (MDT3-002. MDT3-003 K& X MDT3-005) (233 T, TRIDURAL DA Zhit % fi gt
L7z WTIHNORBRIZBW T, BREREMEE ST SN2 o7z,

77 v RO —>THSH MDT3-005 75 TlL, Numerical Rating Scale (Z &L Y A DI S

(Pain Intensity on Numerical Rating Scale, PI-NRS) & L, SRR ZFHE L7 (£ 3), Z DA
D2 SOFRERIL., BRI DOFEFE & LT Patient Global Rating of Pain, WOMAC & A =27 KN
WOMAC HEFERER =7 2 iz (3 4),
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# 3 MDT3-005 iRERD A OHEtE, HBETH A O RUEER
RERE 5 BT A BeHHE, #GI7E EFE (F) | X P51
K O 5411 (%)

MDT3-005 Z v & 5k —HE 5 | Tridural 646 151, Tridural : B 37%
WiE. 77 &K% 200-300 mg/ A FUEMME 162£9 otk 63%
M. Tridural X 77 |vs 77 &R T8 R
& RO PATHE Bo. 128 62+9

FHEEAM Tridural vs X—2 7 A VDWIIZ L 5% | 778 R vs "= T 4 OWIIZ L 5%

JEAORE (11 AA
> N ® numerical
rating scale) *

Tridural DA 27

N—RTA 72+£1.6
43+£25

AL E R

TR RHEORAT

AL B E R

N—RTFA 72+£16
48+24

NR—R T A N DOWFEE
2.9+2.5, 95%EHXM[2.7;3.1]

N2 T A UPEDOWEE
24+24, 95%EFEXM[2.1;2.7]

NR—=2 T A UNHOUE, Tridural B vs 77 B AREE, P=0.0157

* numerical rating scale (2 X BIADIRE 1 11 R A > b (0=AH72 L, 10=k H IRV R )

&4 MDT3-003 SHERDAOMEE. RBRTHA O RUER
R RRT A v | BGRAE BHFEEE () | CERER PERI]
B O 5-H1[#] (4F)
MDT3-003 Z v & ik " HE | Tridural 552 B Tridural : B 38%
Wik, 77 &A% 100-300 mg/ A 61+9 7 62%
M, SFHEXRTEDE|vs 778K 7R
ITHE RO, 1258 61£10
R = Tridural - .
F- ST BE T 200 mg 300 me 7T R
I D BB (43 | FEFISE R n/N(%) 32/107 (30%) 45/105 (43%) 50/224 (22%)
Y, AR AR, N%) 44 /107 (41%) 37/105 (35%) 85/224 (38%)
HEETAHL, TR | 150, n/N(%) 31/107 (29%) 23/105 (22%) 88/224 (40%)
TR Tridural B vs 77 B RBEOHEMED P
200 mg : P=0.0017 | 300 mg : P<0.0001
WOMAC i 7D Tridural 7 v R
TAr—nt (5x | R—2F A 284 + 82 mm 314+ 97 mm 301 + 89 mm
100 mm VAS) I Iy 160 + 129 mm 172 + 138 mm 202 + 149 mm
R—=RF A inb 123 + 129 mm 143 + 136 mm 100 £ 146 mm
DUGEE (43%) (46%) (32%)
TR DHE 11% 13% -
Tridural B vs 7*5 EREOHEMED P E
200 mg : P=0.0504 | 300 mg : P=0.0162
WOMAC £ {£HRE Tridural 77K
YT A=A 2(1T x| =R F A 999 + 323 mm 1096 + 349 mm 1051 + 325 mm
100 mm VAS) B 3 493 mm 543 mm 668 mm
N—=ZAF7 405 367 mm 421 mm 267 mm
DUGEE (45%) (46%) (27%)
TR DHE 11% 12% -
Tridural B vs 75 Y REEOHEMED P i *
200 mg : P=0.0450 | 300 mg : P=0.0211

'"WOMAC oD% 7 24—/ BRI 5 A, 100 mm VAS (0 : 472 L, 100 mm : R KORH) . T A4

—/L (0-500 mm)

2WOMAC & ik#tetr 7 24— . BRI 173 H. 100 mm VAS (0 : 5 EF 0. 100 mm : S KOG EE) . 7
Zr— 1 (0-1700 mm)

> g

4 )T A Y v ANCOVA



NS-24 1.6 NEICHF5FERAKREICRET LEH Page 87

MDT3-002 3BR IV T, A0 EFHFHE (Patient Global Rating of Pain) ¢ TRIDURAL 300 mg %
T U H BMZEN AT DT EBE D 3% DA XIIIEFICENROIIK LT, TR ET X A
(ZED AHT BT B TUE 59% 3G %0 UTIER 1A #N Td o 7=, TRIDURAL 300 mg #E L 77 AR
BELDEIT, FEICAETH -7 (p=0.0008), M\ 7 ERDRIZED, ORER T A —X
TIEHEICE B R Z2ITG oo T,

FIB2 D EEH

En%

k7~ R—/ VI, 2-[(dimethylamino) methyl]-1-(3-methoxyphenyl) cyclohexanol HCI (FH X412
EHT 2 6 ER LA TH D, ZOERIERIX, p-AEF A FFE~DOT7 T =2 MEH L E
)T X UMRERASDIOEBUASR L ERM O/ &b 2 SO LB Fr 208 U CHiE Y 5 &
Ex2bND, ZNHOMIERIL, IEFEKROEME T /L TOFURFIEM I N in vitro FERIZIS W T
RO BTz, Invitro MERIZEWT, FTI~ F—Wd/ vz x7 ) kU w =2 OBEUAZ
T ARE LIFIEFR CRE T, 7y bO u-A A RZHRIE~OFREEREEEZR LTz, p-
FEAA FZEERHEEROE ) 7 I OBBUAZOREEED Ki i3z th 2.0 KUK 1
pmol/L Th o7z, MR & MAEF A FZFEIRIIHT D T~ R—ro@iftt (Ki=17 pmol/L)
X, 7y MRAERLY DTRUEr T, SERENLSNS, I~ R—dd et (4 FTROH
Lo —EHOFER & 5| i Z e H D,

T~ R— UL, BE, Freth, BME S TARRRBE EIEARE O S £ SRR ERE T T L THE IR
PRI TH D, HOHEORBRICBNT, I~ F—LOHREEROEFZ2EET D01, %
AR DE BAFEH IR A AW, Fu % Y UI3E L e XOHUREER 2 52202 2 0l LT,
RFEORBRIZBNT, T~ R—LOHEEEMT I ax Y AL > THHICIH S h b ic &
EEotz, &I, BAEXROFUREERIL -7 RUTF U U ZRIKEFESETH LI B B T
o h=UERERETEIRTH LY X ot ) TR o THES ARV, b ofFFEIIENZ
NI~ = LOPUREEHZHEIE S, ZALOHIRBRNL, A4 A REROE T I v
OWIERETN R 7~ F— L OHUREFERICH ST 2 2 L NRBIND,

SEW AR RBIC I T MAO BLESRR OV R T =Ly 7 SV ORiSIc kY . I~ F—
WZEDBENRKRIBIZHEKRT 52 EnRBOLNT, T~ F—=LOHUREFEMIL, v eEY — Vg
L7 e b OfABGICL>THEE L, FT7=Av7aIililoTTEAEMHIENT,
T4 AFTINE, RRARIGEVWHETO F I~ R—= W X HURESZAER 28 L7z,
N7~ R= VIZFBERREE N 3 72 | Db AW OREGIELZFHET 2 ITEAMK AT E
5720, b T~ R—=Il - T, BERFHE IR ARG O EICE S\ - O KW FE AAER 23 &
U5 agErEIE 20 b,
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EBRE

VIR, Ty PROA XTI R—= 2RO #E535 L, #B0NCRINEINTE, A XIZThT~
R—/L 20 mg/kg (Avicel 7 F o 7 /VHA]) ZHERE O &L LTz & & OSFEEHE A 7 1 F|
I 81.8% Th 1, Hm M hi B REIFIILN | B Th -7, T v F OBIRMIC C-1E7%
T~ R— &k h L%, BEHEMEIZESCONTHRENIZ 046 L, FFCie b @ VO BE O B e
MO BT,

B 5% 2 R CAN ORMIN O BHE M LU L~V RS TH - 72 2 &b ARFNT MR-
B Zim 35 Z EFE Sz, B M, R OBECBITAEES, MEHRELD LEo
7=

FRMAHREEIL, YU A, Ty b, NARXZ— ENAEY b, UHFEORE N EERRE Ei
L7z CHEICIZIERCTH Y . THEOE (N-XT O-ii A F /LI NS 4-8 R iob
1t 8 SOREMW) KO WMKS (Z A7 v U iad IR ; 13 OfREH) o5 IciE5
T5, M THDHE/-O-ATF AR M) FHREENZET 5, ELFRBRICBWT,
FEFA RZHERITKH L TEWEfmtEZ 645 (£) £ /-O-ATF VT~ F—=LKEDNF
FMERIT, WIS T 7 I VIRVIAARERE LTONTENENOBULEM XL D K)o
776

AR 2 3 LB Tk, FICBRBICE s TR Sz, 7y RO ISR ARG L%
OEFHHINTIR 13%TH Y . “C-HEik b T~ F—/L 3 51% 72~216 FERILLPIC B 0D 80%7)3 IR
izt SNz, BBk 72~216 BERILINICIRPICHRit S 7z b T~ F— L OREBIED &I,
i (K 1%) Zvbe b ($30%) OFHRLnol,

R F=E, RUAROAS RO b7~ ) 72 F 7 —BIEEOBRVFEHTH 5,

=it

aVESEF

TRIDURAL 100 mg, 200 mg K Tf 300 mg $EDQMREHITHLHa F T I F (B ¥ 7reifk
U UG T ) X, TRIDURAL $EDRFRFEIZEI S35, TRIDURAL 100 mg, 200 mg &
V300 mg HEIT T TITKE, BKINT 20 » EHLUL LR O XD 7 5 ETEREINTEY, TR H0HE
DL THRAERTEF ThH D, a2 M7 I NIFELIN E LTHRIH S, 2O HITEHRIC
TR ENTWD, AfhIE, 21 CFR 78— | 172.892 L[] U< USP-NF 30 K& OV ShAEA LS S0 D ft
B FER SN TV D B AR OB ICEEG T 2, 2 M7 I FOZEMT 07 7 A UF, 1
DO KL O 1 SOMEEIFIRE RSN (T— 5 ZRER) ([ZBW TSN TN D,
ZHHDORFRMNL, kO FuXxo 7 m e ikl VERARET T OB A RS 5,



NS-24 1.6 NEICHF5FERAKREICRET LEH Page 89

T N o e atmEERE D, 2 T I REROKEE Lo & & D LDs fElE 2000 mg/kg KL
DRE Mol BRXAIAIREARRAT Lm0 o Tz, ZORERIT, U UV BRZEET 7 Ikt LT
HESNTEmWEED LDsoflE & —F Lz, v VA, Tv b, BAEY b, VXXX 2IEBITD
U UBEBNET 7 D LDsofEIE. EALEd 24, 35, 18, 10 XN 9 ghkg KV HREWT EAFR

ST, MEEIRZRE RGN (=— A 2R ER) 1IZBWV T, 5000 pg/~7' L — hE TORETIX, =
VT RSB RFEMAZ R T AREEIEERD Do To, o0 ORI TREHT L A ST —
Zix, R 25%DE Raxvra bl VRENET v 7 a B R T AREERE 3 » AMESE

L7=T v Mo, BERBEEERAPORNZ EEZRLTWS, EMERBROT—21 513, BFES
2% M U 7- IS T 25T 1L 1 D7D 37 g 20 3 HEMICHREE L7Z5E1C, B Raf
T a ALY VERERET T U BN AR R R T E W D FEILUEIER O b o T, BRET v

VERK 2%EA T HREHEIL. ATHE
KIFEF, F3 R oOMEHRE» S

ETHOUIR AR TR U < IFBEALWIRIE ORI E %
1. &%‘k 55@?55@% nm&)gﬁ/bfiiﬂoﬁ_o

i ad | %
~UA, Ty b, UK, BT RS XTBWT, N T~ R VIR O2EEE A Rt
L7z, LDspfEDERKI &K 5177,

=5 HHRBROEN
EabzEi y=E; 252 B T#5 RN G | ARNEE | IEERNEE | BEBNRS
LDsof (mg/kg)
Ak 328-785 197-265 47-68 179-184 178-200
7 v b 151-572 240-293 56 - - 540-662
S 300-450 - 20-40 100-150 160
E/NLEY b |850-897 23-250 -
A X 100-450 >50<100 >50<100 - -
M~ VA TO I < R *“/V@fs:@rflﬁ A ETHEFORK, ERLE, BROS, BOVIREE, BARMET W
nh, 7/ —%
RS

7 v P EOA XIZE

WC, RIE®E G mEE

RUIRKEHRGRBROM R L ERT 5,

AR a7 o7, K6

2. 7y PR XIZ

BiF52o50
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®6 BUAETORIKRSHHHBROERN

whifE, SRR, BilER. M Bh BHAE BIANE s MR EE S
i, IR e 5411 B (mgkg)
Z > b, Wistar, 20 PC+HfE20PC #20 R T~ F— U, RE, & RERT.RFE
Hi30-35 H, /1 HERE 18 % 0 Ik 4/20, M 020 FHREZLOKSE KROVKSERE
IRE : A 7.5 HE 120, HE0/20 Bk, ERARAEIR., oI, fhiXie
1 83 g, 15 KE2/20, ME2/20 MEFRIFRE, (8 L,
I 78 g 30 HE 1720, #f2/20 M, FRARAS. #EAE

EE, MR
A X, Beagle, HE4PC+HHfE4PL/1 f&O FT~ F—b L, KE, & BEOEERD
A1t » A, HERE. 528MH 0 HERWKGE BFEEOERT, M
N 10 W&, BRER, 13722 L,
 10.4-13.6 kg, 24 T 1/4% MR,
1 6.6-10.4 kg 40 i, PRERAT, HHEARE

HE, AR
EO P HERED 1 TTERRE ., REEE, 204 X3 37 BEISEAIC LA REHEOT-DFEL LT, ks L
DOBFE7R L,
BNAREM

~ U A 24 5 AROEGRBRLEORT v k30 v HRRAOEG5ERD 2 SO0 AR MR A FEi L7z,
INHLORBRTIE, b o 1 HIgEAEDOK 4 ffOMEELHRFT LIz, I~ R—ABBARMEZE
AT EWVIREUTIRED Lo T-, ~ 7 AT, 0, 7.5, 15 XL 30mgkg/ HD k7~ K—/L%
EMIREL Lz 2 A, Ha~OEBIRO LT, BB LM Lishotz, i~ 7 AIZ
BWTHRET DEEORRRIL, DT O TED L2030 ARIC EF L, RU&ES5E%Z 30 % A
M5 L7277 v R Tik, BAFIEO ATREME 2 R 5HUI 2RO b oz,

ZERMY
;waﬁ%(HmmmT\W&Uﬁﬁ@$M®#fﬁTT®7?x)/7¢~7ﬁ% RSIANEN
kT~ R VR R 0O 28 BT M <ﬂ%én@ﬂoto7?%)V7¢~7ﬁ%:£mfﬁ
ﬁ@$M®fﬁTTﬁ£E$®#%ﬂﬂ GO, bR E LUV O EE
LB kMO LDOTH -7, In vivo Eitgﬁ (TR, T FRONARZ—ITEIT 5 /MR ER)
DFERIF, BYETH o7z, NLAZ—ITBIT 2B ERBROMRITZETHY . T~
AR HEEBERB LA L Th o7,

A hEERER

v A, Ty NEORUHFICBIT L —HO 6 DOFERAEBRICBNT, FT7~ M= L0 AdEE
PEAVE U2 Al REME A 3 L 7=, S D ORBROFE RS, IR0 AR L1 (T 50 mg/kg.
MET 75 mg/kg £T) THoThH, bT~ R— LIMEET v b OEFHREIZRE L KIF S0 &N
R I N, v U A, ?y%ﬂi&%%h%n%n\%ﬁmm8oxmxmmyg®k7vF~
NEFRE L L Z A, TR E SN AR Doz, BIRRE OB ERD & O AT E b2 %
AT R EMEIE. T~ R— ok Ke NHED 3~15ELL EOH&ETA U, RHMEEMER
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3 E N O E

AR GBI BB OREZBIEE L, MO 28R VRS O EIER R RN 70D K95
EAREAITO 2L, HE - MEOHLIEL. 1 H 100mg o179 Z ENEE L,
A IS HRE BT DR O BN S (LAF 22—« F—X)

AFIR LR DGR L 2 G AR ARG O N T 5 B TRIERMAREL L 256
X, EHIZ b T~ M= U ERE R A O BRRRE N 5 21T > TR 21X 5 2 &, B
MG 1 B EEIT., ERESTOAFO 1 BED 1/8~1/4 2R O#%ET52 L, 2771,
Fo~ F—ERRE L LT 1 B G&EIL400mg X RN &,
5. 5% 5 DOkt

TP R ICRB VT, AR GBMAH 4 B 2808 L TL ABHfT 2088 5520
BAE, OB RIBIR~OERE BRI 52 &, £2, EHIITER R ODRE MR L.
P 5- DR D MBEPEIZ SOV TR 5 Z &,
6.8 5- O Ik
(AR OG- ZVFEL L 2o TG EIE I BEIER OB Z L) STeOITIRA ICBET 5 2 &,
QP AR BEIZIB T, AFID 1 B OERR G &)Y 300 mg THEIR RN R+ & 7e o725
H. AROESZHRIEL, B ERFEORA AL RERA~OELEEZETH L, TD
BAIIE, ERRERED 1/5 OBEOROTLE X 2R GREROALZETHZEREEL
WV, Fio, BOTLE RUSNOEA E A A REFAICERE T 541, ROTLE R EOH
RATRGEZRDDZENEE LU,
7. =l E A~ OG-

75 Lk B @ Tk, ARAIOMAHPEREAmVIRIE TR L. 1EA LK ORIER 23583 5 %5
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1.8.2.2 R EARBL
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~ F— Ul & LT 100~300mg % 1 H 1 FfE A& 53 5, 72386, IEIRICIS U Tl BT 5,
272U, 1 H400mg X 7202 L35, | & LT, LUFICHE - HEORERMLE 72 530
F AR OHER % 773,
DS AP
N7~ — N A TENLNTERI Y bR — LV ENTBAERBEE 255 E LT, NS24 131 H 1
[l 5 CHIfC 720 1 B 4 [ 5T5$ 5 ISP RGEE S vz (NS24/P3/01)
DN AR BB 1Tk LT, NS-24 1% 100~400 mg/H > 1 H 1 E# 52T, EME (&FK 24 #
M) B 7288 ah R U, E70, M3 2 42 U 2 ATREME IRV & 55 2 H a7z (NS24/P3/02) .
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A A A N SRR S A BD 3E IR 20 R A4 22 MR L2k L CL NS-24 100~400
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KT D23 ST,
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T DT LITEY LT LT,
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(1) el b
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D3 A TS

AN BRE Zxtg & LTz NS-24 DK TIX., b7~ R—/VIERERME FH 00N ALK BE
KT D REHIIT - TR0, Ly L7eds B BV A & k5 & U 7= iR iR (NS24C/P3/01,
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NS24C/P3/02 &% TN NS24C/P3/03) Tl, 7~ N—/ /UHEERE AR HREFITx LT 100 mg/H 2> 5%
LBt L. AR ORI A 7L & FRROFER G DT,

DS AR 28 & L72 NS24/P3/01 iR ClX, NI ~— A 7B TERF2 Y hr—/L ST
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L LT, 2R, Bl B e &hE) D “EERYIO NS-24 FE~OBATHI O " H
BRI DAL 72 VEED D NS24/P3/02 3k (NS-24 $¢5.) ~OBATHIICIB W T, BAIGIHE 12
£ VAS EA~DREITIRD Loz, £o, U 2% 2 BWREILINICEURN R R +4r THIEX
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BT 5 _EHEREBMAE 1| BB THRE L7z NS-24 BEE ORI 72 A BEOA EFS, NS24/P3/02
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BT H NS-24 BER ORI A 7B AR R E RZEITRD o T,
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— VBTV ERERIZ 100 mg/ H B EG-A2BRMGE L, b 7~ R— UIEEE RS 0 581 0 B 2
LD aiE. BIBERAID 1 At &, BERIREKOFEIERZZE L CHERGEERETDH 2 L&
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2 © = A RIIE30% R, R Ry, RY =7 ba—L (45
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600+ = 600

Fr<RF—v M1
500 - 500
—H- 100mg —&— 100mg
—0- 200mg —0- 200mg
3907 —¥— 300mg 400- —¥ 300mg
i
B 300- 300
£
200
(ng/ mL)
100 100 § % % %
0 . . T & 0
0 12 24 36 48 0 12 24 36 48
g (hr)

kT~ R EREREEZ HER N 5#% 0 T~ F—1
K ONMI D i EHERS

b7~ R VRRBERGE 2 15 LT & S DY BHE T XA —¥
F o~ F—n

m 100mg 200mg 300mg

C,(ng/mL) 123439 257+89 444+ 117
() 9.5+2.8 9.6+3.2 11.6+1.3
t,,, 5 (h) 6.44+1.07 6.63+1.99 6.97+1.08

AUC, _..(ng*hr/mL) 264011020 5500%2480 9720£2820

M1
RNTA—H 100mg 200mg 300mg

C,.(ng/mL) 25.9%+5.9 56.1+13.8 86.6+26.1
t,,.,(hr) 11.5+4.0 9.6+3.6 12.0%0.0
ty5,5(hr) 7.02+1.37 7.34+1.89 7.93+1.51
AUC,_.(ng-hr/mL) 610159 1290260 2090 +520

TEMEERERE (n=10)

2) HERERR A B 24 flic, b T~ R—/LIEERERISE (200mg) % HE
B XL o~ F—AEEEy 7L (50mg) % 1 B 4 [6], Z2fgh
RN L&D h T~ F—L RO ML O b HeER %
e Uiz, WA E S L&D T~ R— LK ML O C,,
TN AUC, (2 ZEITRD B otz Y,

400+ o e 400
ek —n M1

300

200

pa¥ e =y

(ng/mL) 1004

e ()

k7~ R—VIERERBGE & BB A% 5%~ 7~ F—LIE R
WA 7% 1 B 4RRAESHO T~ R—L KR ML O
IR EEHERS

k7~ = VBRI EE X b 7~ R—VIERIE ) 72 v %
B Lz & & OB N T A —4

F7~ K=
RS A—H M hissE 7
200mg 50mg X 4 [A]

C,.(ng/mL) 283166 30867

AUC, _..(ng*hr/mL) 58801660 5810£1770

M1
IRFGA—H WRIRGE h T
200mg 50mg X 4 [A]

C,.(ng/mL) 59.823.0 63.6=21.8
AUC, ..(ng-hr/mL) 1370+450 1370+400
PEIE AR ZE (n=24)

MSGE ()

I MEFERR A M 9 iz b T~ N — iR isE (200 & OF 300mg)
Z1H1ES5 HEEBEAORE L&, #5 2 HAMDRKE
HAONT 7 1#] ib‘fa%@ﬂ%%&:;ﬁwf HIFF—EDMEERL,
53 HRICITEFRREICEL TV D b LS Y,

(2) EFHORE

1) IR fr
TR AN BE 12 Bl N 5~ F— VA sE (200mg) %22
IR & OV % 30 471 ’ilfxl BB Lz e &, iEh I~ R —/v&
O'MI BEHESIZ =T < . BFORBITRD bzhrol Y,

) EfEEmr e ) —f&
faEE R N B 29 B kT~ F—/UIEERIE A e (200mg) %22
B ORBICHEBIRAO#ES Lt &, ABOMER T~ F—1
KM @D C,. ziﬁﬂﬁﬂ#t TR 50% B L7223, AUC, 1328
boleholz, GNEANZLLZT—4)

(3) FEtkn
fEREREEE 20 B (66~82 1%) I b 7~ F—/LIgHsHE B 7" & /L 50mg
EROFL LI ZomiEh N7~ F—/VREIL, @EERmE 8
B (22~47 %) OFER L RO EZ R LT, —J, 5l E (8
) Ti%. 65 LAk 75 AR (12 61) (2R TiiER T~ K—
VD Cpon AUC, . e OVR R HEIER 2 30~50%tm71u L. oty KOV
MRT 239 1 BFREIER L7z, UMEANC K BT —4)

(4) PR B
R BFE 12 Bl b7~ F—/VHEERIE 1 7 2L 50mg Z#R O 5-
Lok &, @BRERALERLChER N7~ F—1ro C, KD
AUC) o FBREITHIM L |ty 1369 2.6 fiFICHER L7, (GHELAIC L
55 —4)

(5) E hRE B
BREERE 21 (7 L7 F=227 YT TR 80ml/min BLF) IZ
b7~ F—/UHERet 100mg &R G- L7 L & migHh o~
F—= Dty s ROVAUC, I THEFEHA DZNENHEKT LEERT
25 Thote, MNEANZLDZT—%)
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() MEEA~OBAT (T 1)
UC- N T~ R—/ VIERE 2 1 Z » MIT 30mg/kg RO L7,
TESFTREREITIE & A K OB T G% 1~2 R ClR@mEic s L,
B ht% 1 R OAL P L TR, B O C < L b
SRR DK 15, 13 KON 1S TH - 7o, PO KT RERL 13 M i
DY 2 fEm Do To, BHEED S OBUHE O I E &[RRI <P
N CTHY . HETHERLE 1P 5.1 24 BRI CREMED 10% L FIIE T
L7-2,

(2) & R e CRdENTR)
UC- kT~ R— HERRIE O IMIE S 27 FEAFHRIT, 0.2~10 4 g/mL
DOHFIFAT 19.5~21.5% TH ¥ |, A RICIRERIFIEITTZD Hivien

>7 9,
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() 7~ F—=LOFERMRBREEIL, O-K R NPLAF AL (F—FK
W5 WONCF RS ONRE D 77 v B IIREE S (5 HIK
) Thotz v,

(2) h T~ R—=® O-Jii A F/LIIGITIE CYP2D6 235, NIl A F 1k
SRR CYP3A4 AT G LTz 9,

4. et

ERERR AT 6 Bl N T~ R— LIRS 7 7" L 25,50 X1 100mg
%WHEH# ICHERR O Lc b & 5% 24 B E Co R PR

WCHEFRTEIT AL, HERED 12~16%0NRE(E L LT, 12
~15%7ME~/ O A F AR (M), 15~18%72% M1 DfuakE L
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1. NAERE

(1) “E 5B TRER AR (EINE 1)
BEMPIC T~ R—/UIEREYE 7 7781 100, 200 X% 300mg/ H C
I br— /L SN TWD B ASLIFRE 121 flaxtg s L, Bl
WO N7~ R—NVIEBRE A 72V ERl—0 1 HHABRETARAIZ 1H 1
[\ SRS (b T~ N— U 7 2or) & 1 B 408, 7 AR
(Be b5 BeH LT,
wE 24 FEILAN O e A DOFREE (VAS) Z4EiEE L, FE
SME E TH DG T BAT 3 AR & B T HET 3 B
VAS EEMEDZEA BT DN T ARFNEEO 3 RIERE )T 5 FELH N

FRAE S 4L72,
VAS EYIE & = D2 b8 Kk OFER
el AFE SHRERRRE
FHEH 61 60
BIEAE T HAT3 ARAO VAS S (nm) 9.43+7.56 | 9.42+7.47
P53 T B3 ARAO VAS SEEE (m) © 8.53+8.33 | 8.81+8.72
VAS FHEOZH VR (mm) ° -0.90+6.11 | -0.61+5.33
AHIRE L ST VAS SEEOZE b7 mm) -0.29
(95%f SHEIXTHD (-2.35~1.78)
a) A ME + YR 7

(2) IEE Mk 5388 (EIPNES T 4E)
CEERIPATEER R (ENEE L) ER T LA AVETE
F 107 Bl z%tge & L, AH| 100~400mg & 1 H 18], FE 24 #E
Be b Uz, Ak FTRE 72 g TIk, ZEAHMlEE Th 2K
iy b u—LRPUSRBR I 2 LT R TR Tho Tz,

PSR 2 b — /R QYR =1 > b i — L R

FERR = v b a— ki
- > P hr—L
Bk 153 153 1% (95% 5 HE X )
(%) (%) (%)
- 73 19 15 68.2%
2 it 1071 682 | a7.8) | (14.00 | (58.5~76.9%)
p 63 14 11 71.6%
8 it 8 | 18 | (59 | (2.5 | (61.0~80.7%)
" 33 5 5 76.7%
AW B 57 | (1.6 | (11.6) | (61.4~88.2%)

a) —HE B HOEATRER LGB (ENEE M) o 5301# T B A3 B
D VAS % FAEfE & U, A E RO VAS [EOHER L 0 LT
DERYHE LT,

B4t ¢ [HEYEME+10 mm) AN THB LTV 2
IRIEEAF - THEEYER+20 mm) IR THRB L TW5
RE  [JEHEfE+20 mm) M X THB L TS

b) [BAf] ZRTBEOEEZEF 2 ha— LV REFE (%) &L,

2. igER

(1) 7 > & MMEIBE T 17 T R IR e iR (E P 1 F) 2

D) ZFPERIEIE & W S, FEAT v RYEEAEREA] (NSAIDs)
DR G L0 03 e BRI MG b 72 B MR R B & Xkt
Sl L, EEMRFT 1I~5HRMDNT T 100~400mg/ H DFPH T i
B L%, —HERWA~OBITREEL - L72BE 171 Fli
AHNXIET TR ET & MEBIM T L 4 BEES Ls (RAIRE
87 Hil, 77 & AHE 84 i),
THEMR T TOERDEATDEA N e LizA Xy hEE
TOHMIZ, 7T BRREL i LARIBE CHEICEN 72 (17
Z I RUE : P=0.0047),

10)

MSGE ()

1001
% 80
X
60 -
F¥
ot 404
(%) 201
0 T T T T T
0 7 14 21 28 35
Fv# MEBORERA S (R)
A 7R
Kaplan-Meier ¥:12 X % #8520 B Fpfi
2) WRFLB AR & W & v, EA B A1 REEEAl (NSAIDs, 7

LAIRY Ah) OREAEGICT XY 8RR NG D g
MEIREREZ R E L, HFER T T I~5 M2 T 100~400mg/
H O#EPH Tl I L2 %, —HERM~OBITRAEE - L
BE 172 Blic, REIUET 78R %E T o Z 2MEEIRT L 4 B
U7 (KAIRESS B, 7 Z AR 84 ),

CHER T COBERMBERTDEARS D E LToA Ny MREAEF
TOHMIZ, 7T BREEL i LARIBE CTHEBEICEN -2 (v 7
Z 27 KE : P<0.0001),

(%) 204
0 T T T T T
0 7 14 21 28 35
T U E MELOREER S (A)
AFIE 77 AR
Kaplan-Meier {512 & 2% 880/ 2h B Frfpe %

(2) I EHRELB G (ENE N4 0

FRGE (BrEBIEE, EWAE, B D '7'«% T BARE
WIS AN . AR IERE R IR R | AR AR
BE. MRMERDIRE) ISR DB A2 A L, A A A N A
(NSAIDs, L ANV Al) OfA# 52 X0 45 72 885m R A
SFoNRVEE 171 flExgE L, A#lZ 1 H 1B, 100~400mg
DHFEPH T I LR 52 B G- Lz,

VAS JEOFEEMEIE, #E5-/70> 61.4mm (2% LT, 6 I
WWIKRTF L, £0% 52 BETIFE—EDETHRS L,

1% 30.8mm

R

1. EBEERICET 2885 (n vivo) 210

(D~ AR T y bEHW=TFA v TiE Ry N7 L— MEROT
=7 Yy 7R K SRERBERICBWC, M T v PR

AR O, BEIEN SO TR CER R A R Lz, R M1 0
Meti%d 7 v MCERIRNIR G LI GE. 7— 7 U v 7RI X H1RE

ﬁ&ﬁméb77%~»ﬁﬁﬁ;0%ﬁmgﬁ%mﬁtto
Q=T AERNW =T =7 v I (RERNGIEICBNT, 8T

7F~»ﬁ@ﬁéﬁkm&ﬁbtﬁmﬁﬁwmiﬁtﬁ%F%E

REEHERTH DT e Y UERBE Il Sz, —FH., a7 R



TV URFERERETHL I e B UERER O e h=r 2 W
ZREEFETH D) Z o) Uid, ~ T R T~ F—LU gl
% BB B G U 7= oD SR VR A B L 72,

(3) 7 v b OAB IR AR FEER LI AR PR £ T MR\ T
h 7= R AR N 5T v 7 =T ER 2R LT,

2. EARICET B8RE (in vitro)

(1) 7 v MMERWEZEEREEERICBO T, b7~ F— LRI
SRk ~FEFA RZEELY b u—F A A FZHERITE O
EEFEE R Lz MUERBIEO T > b p 4 B4 A RIS
DREAHTIMEL, B e RIEREEICE D OO b T~ F—/UHREE
L v@Enoi,

(2) 7 v MiZRWZE D AR IR T, b T~ F—/VHERRIE
AT RLFY RO R b =Y OB ABFRER L, 2
DFFEY IAZRICRTT D MLIEBSEOMEIERIX, b7~ M=
Rt & ARREE & 5\ NI 552 o 7,

AVRSIEAYT SELEFEMAR

—f&% : T~ F—/LIRRIE (Tramadol Hydrochloride) ~(JAN)

1E%E4 : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)—
cyclohexanol hydrochloride

2FR : CgH,NO, - HCI

SFE :299.84

E#EER :

CH:0 B Oitg Sk

R - AT EEORE XUIEREOM R TH D,
AEIIK, A =TT, T RSl TETIC
<y,

FhA : 180~184°C

RBEH

IS D A7 FHEHE AR EO F, MUNCERTHZ &,

o

kS L8 100mg : PTP 100 §E, 500 §&

FEXH
D) EPE T« GRS 351 5 HIl R DR A0 5k (FAHT
SEHEPEEED

2) kT~ F—/UIEREYE OFAKE AT aAER (B AHTRALNE R

3) b T~ R— UEREE O Mg S o 37 A RER (B AHRENEED
) b Tv R=EEE o v NRPREDOMEFT (B APPSR
5) b T~ R— VIR D in vitro (RETERER (A ARBIRAENEED

6) KAEIRAERIZ A « BRIRESE, 26(8), 497(2010)

) ENE LA BNAEIRE %G & Uiz SR TR beisks (B

AR AL PNE R

8) [ENG 11 A8 : MAKIE & x5 & Lk 5ok (B AHEAN
Rk

9) EINEE I FH : ZSTMERISEIE 2 %t 5 & U7=BRIREE N1 AEEER (A AT
HAEPNE L)

10) [EIPNES AR« BRRES AR 2 k4 & U 7= BRPREE MRS (A
AL NE R

1D EWNE AR MR 2 55 & Lo R S30 (B ARBEEEN
@K

12) Raffa R.B. et al. : J. Pharmacol. Exp. Ther., 260(1), 275(1992)

13) Hennies H.H. et al. : Arzneimittelforschung, 38(1I), 877(1988)

14) Kaneko K. et al. : Neurosci Lett., 562(Mar 6), 28(2014)

15) Frink M.C. et al. : Arzneimittelforschung, 46(11), 1029(1996)

MSGE ()

XEREERE
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1.9 —RRIB TR EXE
1.9.1 JAN

W 194 8 A 6 Bff  SEBFETRE 0806001 & [FRAEICFIT 5 EHKS ORI FROLH
IZOWT (D 1) | I2k5d,

JAN :
(BA&%) 7~ F—/ MR
(J4) Tramadol Hydrochloride

b¥%4
(AAAL) (IRS2RS)2-[(VAFNT I I)ATFN]-1-3-A b ¥V 7 == /v 7 a~x¥ /) —)
a3

(3544) (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)cyclohexanol hydrochloride

1.9.2 INN
ARIEDOEEE— M4 (INN) (22 TlX, Recommended INN: List 14 (Supplement to WHO
Chronicle, 1974, Vol.28, No.10, p.9) (ZIN#E ST\ 5,

INN : Tramadol
=== (*)-trans-2-[(dimethylamino)methyl]- 1-(m-methoxyphenyl)cyclohexanol
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1.10 EXE - BEZDETEEREHDELD
(BAT7)
224 - B4 (IR2R) . N18,28)-2-F A F VT 2 ) AFN-1-3-A ¥ 7 ==Ly 7 a~Fki )
- —L (B4 R T~ R—L) | ORDE RO DRLHE]
CHy
“‘H N/
fﬁ\cm
G SHC

K UGG FEAR

[ b ~—/L{E 100]
TEOR B S ONTIRREIC BT 5 R
KR, TR
[hT~—NH TN 25mg, [FH 7 &1L 50mg]
FEAEAA NER A CIERREE e TRLE RIS T 5 8
PRI % O A5 Tl
EERE S

[~ ~—/L1 100]

WE. RAZIE N T~ F— Vs & L C 18] 100~150 mg % ANIZ S L,
ZDBWENTE U C 4~5 R IR 35, 7eds. kI K0 @EEHRT
50

I TR [N T ~— BT &N 25mg, [FA 7/ 50 mg]
WE, RAIZIE N7~ F— s & LT 1 H 100~300 mg % 4 [1|Z 5y E#e 0 %
595, 7ok, RIS U CEEHET 5, 72720 18100 mg, 1 H 400 mg % #
AN LT B,
BB OIRE | JR A& OLAI & 1251
JFUR © NI~ R— VIR
Ml KO | A . P T ~— 7100 (1% 2QmL) H. 7~ F—/LHEERH 100 mg & A)

sy - oy R

NT~—N A 7' 25mg (1 7/, kT~ R—IHEEEE 25 mg & 4)
N Z~—nN 7N 50mg (1 77/, kT~ R—/UEERIE 50 mg 54)

B
Hq:

Bl Gt (GEmh)

EUb7i & # AR AN
VA LDs, : 286 mg/kg LDsy : 48 mg/kg | LDso : 298.7 mg/kg
? LDs, : 447 mg/kg LDsy : 48 mg/kg | LDsp : 258.1 mg/kg
Fvh A LDsg : 279 mg/kg LDso : 60 mg/kg | LDso : 327.1 mg/kg
? LDso : 289 mg/kg LDsy : 62 mg/kg | LDsy : 244.4 mg/kg
AX | BEOBFEE > 60 mgkg
? | BEOBIER : > 60 mg/kg




NS-24 110 5% - AIRFOEFETEHOTLD Page 2
A B G-
k5 k5. Beh & pili A Uy L
DR |y | i | (mekeday) | (me/kefday) ELPTR
EL/IP Y ESNE I N
PRME, DB - BAREETT
_ , 10, 25, 60 HE, FEFE, FERAEE,
S R N RN O R o
b, FFRRaRE D/ Nk,
= Jiti B & O AN
10, 24, 40 N
A% | 2@ | g0 | CEETo 10 G, RSB, 2
1 Ei 2@&5 ﬁﬁi@{@i@\
WEUR KN, B BRE
PRECRE . HRIEENL T,
. - 5,15,45 fi& ALT - ALP b5,
TVENCARABAN | gy | P | pammoskEresi,
FERERR ORI 2, B IR
HIAE RN oD R [E R B
[ R F~—/L¥E 100]
RIERZBLER  21.4% (14661/683%1) | O_FBSE  34.2% (338151/988f1)
BIlVEF OFEE DSBS
T 8.3%
GOV 7.9%
A 4.4%
el 3.7%
L
[T ~—H 7 &I 25mg, [AH 7 &L 50 mg]
(DN AYETR)
BIVERELER (R R T L8 % 5 Tr) 181/267=67.8%
BIlVEF O FEHL=R Bl DR A 5 D FE A FEBLH
5 R 30.0% AST (GOT) #/n  4.5%
EEVTIN 29.2% ALT (GPT) #8/n  4.5%
- A 19.5% AL-P #4010 1.5%
HIER AR 18.7% LDH H 1.5%
BRI 8.6% CK (CPK) 4/ 1.5%
FEMED F 8.6% £ =5 1.5%
SRR 6.4% 3
(MR
EIVERELER (R R E L8 % 5 Tr) 647/762=284.9%
BIlVEF O FEHL=R Bl DR A A B D FE A FEBLH
BRI 50.5% AST (GOT) #m  1.2%
GV 49.0% ALT (GPT) #4n 1.2%
AR 29.5% Al-P 5870 0.8%
M = 18.5% e E S| 0.8%
FERED F 18.4% CK (CPK) H4jm 0.4%
M8 9.3% M+ E5& 0.4%
E=an A AT R A1
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GBI
54 - ik
i
FEAEAA FEYRAI TR NEER TREICR T S 8
RIRE - AR VIR & P O TR
18 MR
v - R WH L AT S T~ F— Ui ERet & LT 100~300mg & 1 A 1R AR G35,

B, GEIRIZIS U CEEERT 5, 72720,

1 H400mg ZHZR2NZ & LT 5,

B DFEE

i e OH

sy - oy R

JFAK . b T~ R— LR
K. U2 M T AEE100mg (18EF, b7~ F—/ LR 100 mg &A)

s
(U b L8 100 mg]
(DN AYET)

BIVERRELR (FRARRAM R L8 % 5Tr) 45/115=39.1%

BIlVEF OFEE FEELH Bl DR A A 5 D FE A FEELH
5 R 12.2% JRAHE A 1.7%
B 10.4% ALT (GPT) #4in 0.9%
g 6.1% AST (GOT) ¥ 0.9%
AR 3.5% I A R BN 0.9%
FERED F 2.6% PR A I BAE 0.9%
% 9 PEIE 2.6% £ =& 0.9%

& 3
RIEH
(MR

EIVERELR (AR M BT L8 %2 5T) 585/646=90.6%

BIlVEF O FEELH Bl DR A A 5 D FE A FEELH
5 R 61.9% CK (CPK) H4jm 0.9%
B 51.9% ALT (GPT) #4in 0.8%
AR 28.2% AST (GOT) #/m  0.8%
AR 22.6% 1.4 LDH #4450 0.8%
FERED F 18.4% I AR SEHEN 0.8%
) 6.5% .9 CRE #4/0 0.8%

& %

=t




1.12 HREHEH—FE

B3 (EV1—I3)  REICETIXE

32 T—4

XIFHEE

32s RE (rs<r—uEEE. D

TGRS S A v EE W | fBlGs | RHE/2E
3251 —MkIEHR

3.28.1.1 B2 H AT 5 EN - At
3.28.1.2 i H AT 5 EIN - At
3.28.13 — A H AT 5 EN - At
3282 #E

32821 RIEEE H AT = - AL
3.2.5.2.2 BEHER T aE R« 3 hr—)L A AE 3K = - B
32823 JEAP o P H AT = - AL
3.28.2.4 HE TR N O E ] (R B H AT = - Bl
3285.25 TR NYTF =gy Tk A H AT = - FEAL
3.25.2.6 RS TR OB DOREAE H AT R = - Bl
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E—HEMNE L

abegq

I



RS EHE & A A v EE W | B#EGE | Mt/
3.2.5.3 #M

3.253.1 HEE 2 Ot o Hetk D R H AT 3K EN — AT
3.25.32 R H AT 3K EN — AT
3284 REDNDERE

3.254.1 AR M OGRIBR 05 1 H AT M — FTA
3.2.5.4.2 BT (OHT7E) H AHT 38 EHN — B
3.2.543 HRFiE (O HIE) o) F—v g H AT 38 EHN — B
3.25.44 =R H A 38 EN - FFAM
3.2.5.45 JRRE I OV BR 5 1 D 2 24 1 H AT 38 M — R
3.2.85 BERXIIEZEME

3.285 FEUE T AR Y H AT 3K EN — A
3.2.5.6 BHRRUMERR

3.256 e K Ok H AT 38 =N - PR
3.25.7 REM

32871 LEMDE LM O H AT 3K EN — A
325872 TRFR% O % E MR B D VERR M OVSE S H AT 3K EN — A
32573 BEET — X H AT 3K EN — A
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325 RE (+svrF—uiEBE.

TGRS S A v EE WA | felGs | RHE/Z2E
3251 —MIEHR

3.28.1.1 B H AT 3 EN - At
3.28.1.2 i H AT 5 EN - At
3.28.13 — A H AT 5 EN - At
3282 #E

32821 RIEEH H AT =P - AL
3.2.5.2.2 BEFER T aE R« 3 hr—)L A AE 3K = - A
32823 JEA B 0 P H AT = - A
3.28.2.4 HE TR N OV E ] (R B H AT = - Bl
3285.25 TR NYTF =gy Tk A H AT = - FEA
3.25.2.6 RE TR OBRFE DOREAE H ACHT R = - AL
3283 %

32831 382 OO R O iR B A AT 3K EH - A
3.28.3.2 ANHEA) ERSEIE S EN - At
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RS EHE & A A v EE W | B#EGE | Mt/
3254 RENDEHE

3.25.4.1 HRS K OV BR 7 1 H AT 3K N — AT
3.2.54.2 R TE (k) H AT 3K EN — AT
3.254.3 R TE (O L) oY F—v a3 v H AT 3 EN — A
3.25.4.4 = N i H AT 3K EN — A
3.25.45 FURS K OGRBR ik D 24 BN N — A
3285 BERXITEEME

3.2.85 FEYE S S VA Y S H A3 38 EW — B
3.25.6 BHRRUIERR

3.256 A M O e % H AT 3K EN — i
3.25.7 REM

3.258.7.1 REMDFE Lo KUk H AT 38 EW — FTA
3.258.7.2 AGBT% D22 EVERBR G O VERL & O fE H A 38 EWN — ST
32573 LBEWT — X H A 38 =N - PR
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3.2.P HHA

TGRS S A v EE WA | fBlGs | RHE/Z2E
32.P.1 HERUVMA

32.p.1 U Fe OS5 ERSE S = - AL
3.2.P.2 HAFRRDRERE

3.2pP21 ARk Sy ERSIES sl - AL
3.2P.2.2 e ERSIES = - AL
32.P23 BiE TR BIFE O %k EENCES =l - A
3.2P24 A2 KOs % H AT = - AL
3.2P.25 WA FHIBLIS DN & I T RF K H AT = - AL
3.2P.26 AR R O R &R R & O & H AT = - Bl
32.P3 H&E

3.2pP3.1 REH H ASHT 3K EN - At
3.2P.3.2 LSy uyyg H ASHT 38 EN - At
3.2P.33 METRLEO TR -2 ha—L SRR S EN - At
3.2.P.34 TR R OV P R D A PR H AT E - A
3.2P.35 Tut A NYF =gy Ta A ERSEIE S 5l - At
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TR HA Fv e WA | fBHGE | FHE/2E
3.2.P.4 HMEIOEE-NEERSERMY

3.2pP4.1 Btk K O BR 7 1 ERSIES = - B
3.2.P42 RERTiE (T H7iE) ERSIES = - A
3.2P.43 RRTiE (TR O TF—var H ASHT 3E = - B
3.2P.4.4 Bl K OFBR T 15 D 2% 4 7k H AT R =P - B
32.P4 FHMEDEE-ErFOXFITOELLY) VEEEBTUTY

32P41 Fiks Kk OB TT 1% ERSES E - FEAth
32.P4.2 BRI (T ) H AT 3K EH - A
32.P43 RS E (R OV TF—a v H AT E - AL
32P44 Tk S OB G 15 D 24 1 A AT 3K EH - FEATh
32.P4 FHMEDEE-FEEE ZILEE - RE FUIESY

3.2pP4.1 Btk K OB 7 15 H ACHT R = - A
3.2P.4.2 mERTiE (T H7ik) H AT = - A
3.2P.43 REBRIE (IR ONYF—va v H AT = - AL
3.2P.4.4 Bk B OGRIBR 7 15 0D 2 24 1 ERSES E - AL
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RS EHE & A A v EE W | B#EGE | Mt/
3.2.P.4 FmEIOEE

3.2.P45 t b SUTEM IR O TR H AT 38 EN — AT
3.2.P.4.6 FrHEA H AT 38 4] — AT
3.2P5 HEDEE

3.2P5.1 FRRE K OVRBR 51k RN S EN — AL
3.2.p5.2 RERTE (O k) EENTE S EHN — B
3.2.P53 HRFiE (O HIE) o) F—v g A AT 3 EHN — B
3.2.P54 7y hAT ERN<[P EN - FFAM
3.2P55 Al D BN EN — E il
3.2P56 JRAE R OVRBR 51k D 2 4 1 BN =N — AL
3.2.P.6 EBERXIIEZEME

3.2.P6 FEUE S AR ) H AT 38 EN — A
3.2.P.7 BHBRUMERR

3.2P7 Ros K Ofte & A A B 3 =N — AL
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E—HEMNE L

7 abeg



RS EHE & A A v EE W | BHEEE | /2%
3.2P8 REM

3.2.p8.1 ZEMDE LD RO H AT 3K EN — AT
3.2.p.8.2 B O 2 EMERBRFHE O VR & OV fi HARHT I EN — BT
3283 WENET — X BN EN — A
3.2.A F0Oih

RS EHE & ZA v e W | BHEEE | /2%
3.2A1 HEHHRRUEE

BRI L

3.2A2 HSEMRREMYE DTS

MR L

3.2.A.3 A

32.A3 WhHl (e Fefxvrae bl UREEET v 7) ERN TS E AN — FFAM
3.2.A3 Wil (Befik e = VR - A e RUREAY) A ASHT I E N — S
32.A3 WNF (P %7 0) H A3k EN — FFAM

32R BIBDEREH

Rl
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3.3 SEXH

AT E R EH. ZA b, BHEEE
Karhu D, El-Jammal A, Dupain T, Gaulin D, Bouchard S. Pharmacokinetics and dose proportionality of three Tramadol Contramid OAD tablet strengths. Biopharm Drug
3.3-1 .
Dispos. 2007;28:323-30.
3.3-2 B R BRI ORE RO ON T, IFRFL1L725 CEA194E11H 29H) .
3.3-3 WEfRE = /LRSI, ARSI INA 2 MRidl. S Asindyde it 2007, HOAC: 48 A it 2007. p.115.
3.3-4 RERY. BARERLISINAIG S . BRIy S8 2007, #0395 B #At; 2007. p.253.
335 TUVVRRIRT N A, FORE RS IRANAI T 2 . B3N S 2007, FOAC 89 B ikt 2007, p.318.
3.3-6 R MK AR, AR SLIRINA 2 AR, RSN gl 2007, HUL: S B #itt; 2007, p.97.
3.3-7 Wiemann C, Hellwig J. ||| || | N 'vorhitised, acute oral toxicity in rats. 10A0033. ] Aktiengesellschaft, 1999.
33.8 Mellert W, Deckardt K, Kittler K, van Ravenzwaay B. || || | | | JJEEEE. 'vorhitised - subchronic oral toxicity study in Wistar rats administration in the diet for 3 months.
' 5050033. JJ] Aktiengesellschaft, 2001.
339 Engelhardt G, Hoffmann HD. Salmonella typhimurium /Escherichia coli reverse mutation assay (standard plate test and preincubation test) with ||| EGNGzG
' lyophilized. 40M0033. [JJJ] Aktiengesellschaft, 2000.
3.3-10 Engelhardt G, Hoffmann HD. In vitro gene mutation test with ||| . 'yorhitised in L5178Y mouse lymphoma cells (TK™" locus assay, microwell version).
' 52M0033. [ Aktiengeselischaft, 1999.
3311 Engelhardt G, Hoffmann HD. Cytogenetic study in vivo with ||| | | | | BB 'vorhilised in the mouse micronucleus test after two intraperitoneal administrations.
' 26M0033. [l Aktiengesellschaft, 1999.
Schilling K, Hellwig J. || | | | BB 'yorhilised — prenatal developmental toxicity study in Wistar rats oral administration (gavage). 30R0033. i}
3.3-12 .
Aktiengesellschaft, 2000.
3.3-13 Wiemann C, Hellwig J. |||} BB 'vorhitised, acute eye irritation in rabbits. 11H0033. ] Aktiengesellschaft, 1999.
3.3-14 Wiemann C, Hellwig J. || | | ] BB 'vorhitised, acute dermal irritation / corrosion in rabbits. 18H0033. [JJJj Aktiengesellschaft, 1999.
3.3-15 Wolford SR. 6-month oral gavage toxicity study of Kollidon SR in dogs with a 4-week recovery. 8230096. ||| | | | N '"c 2011
33-16 Smart C, Hackett A, McDonald A. [**C]Kollidon SR: pharmacokinetics, distribution and excretion in the rat after single oral dosing. VFF1335. ||| N I

2011.
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3.3-17 FHo 7T A AARERGEIAIGS . ERSEINYFIL 2007, H 50 39 H #fl; 2007. p.75-6.

33.18 IPCS INCHEM [homepage on the Internet]. Ontario: International Programme on Chemical Safety. 619. Xanthan gum (WHO Food Additives Series 21). Available from:
' http://www.inchem.org/documents/jecfa/jecmono/v21jel3.htm

3.3-19 Xanthan gum. World Health Organization Technical Report Series. 751. Geneva: World Health Organization; 1987. p. 27-8.
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SE5%8 (EPa—IL5) : ERIRABRIRESE

52 =RKRHAB—E

b/ G W £ Sp A o Sp A o e WiE oy FEA/

ST RE Y ERv? o R 52 1 4 sEEiEE | Nt | s |

52 |AEKEER -

53 BRIRABRIEE

531 4EYRFFHABRKRSE

5311 NAFAFRASE) T4 (BA) HBRWES

I 2 b L] i BRI s A T

NS-24DHEFERL A B 3517 D Hila] f OV AR #% 5-38R . =

533115 | [\soupion] — e L i o i

53.1.2 HEBAREBREUVAEYFMRIFE (BE) HERHREE

B

5.3.1.3 InVitro-In Vivo DEE Z#& 5t L - HBRIREE

MR L

53.14 S£YZEHERVEBLEZHITERTBRESE

IS 5 54 b [REE 5 i BRI 01T sginion | T | s |
53141 NS-24f5 R HIFRBR IC BT 5 b M REREEAY F— 1 — 2 ) ~ 2! s N 4

> [BP-NS24-100805]
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532 E MEKREAMZAW-EYIREEEDHERKREE

R ER R L

5.3.3 BEREMEIE (PK) HEBRHREE
5331 BEEBRECSITAPKRUVBESERBRREE

[NS24/P1/01]

I pp b Lk ] i BB SE AT S A T
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