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& . Al % WEED T 4 )V a—T 1 Tk
ot i — 0
A & T ( mm ) FEf:155 H&E:68 EX:54
H g ( mg) 454

(2) HAIDYE
FZUERZ L

(3) #RIO—F
SERIAKICESE : b7 oty N JG

(4) pH, ZBELL, #E, HE. BREODERURER pH HE
B=192/4%

2. BYEIDERL

(1) BYWRES (EMERD) DS
1 $Erh
HE rI7¥F-)UEKRIE 37.500mg &H
HE 7tb7I/7x> 325.000mg &H

(2) #n0n
BEEKTAB., SEto—X, RUE=Z)VT7I)IVa—)v ERaFAL) . v Aa—Ah)V
VL ATTV VYTV A, B 7o Xo—A, ¥7ad—)V 6000, B{tFY . YU
7. BE="EK. VoY

(3) ZDAth
E=19244%

3. &AL ZLBIDDREICHT DER
&AL



4. HEIDBERHTICHIIDREM

7oy MiEEsE [JG]

O hnEzER
TR . OPTP g%

QONZaE

REFESEM - 40+1C/75+5%RH
REFHART . 6 » A
AERIEE - MR, AR, MEHER. "HAY R, BB, cE25R
B S:TR: FI~¥F—=)b, AC: 77 /T

OPTP @&
%ﬁ“ VRIS o=
SKEATEE | MR TR e | 151t *ﬁ?i;‘;i"%ﬁ E%;If%ﬁ
B 6 6
| | 1) ) 3@l e ]| ®© D )
B3Gr | — TR | AC — — — — TR | AC TR AC
gggﬁﬁ ae Es | me | as | me | Es | me | 100] 99 | 1003 | 100.1
1 nA% | Ee | — | — | — |@a | @& | — |100] 99 | 1014 1014
3 »H% @ | — | — | — |@a|@Ea| — | 99 | 98 |100.1 | 1004
6 »H | Ea | Es | Es | Es | Es | Es | @A | 99 | 99 | 997 | 99.2
(OVAWASIE
WA | .
ABEE |t | mEsm | MEmlm | g | Do | TERDER
e 6 6
| | (1 ) @ lw|l e ® D ®)
B3RGT | — TR | AC — — — — TR | AC TR AC
ggﬁﬁ Ee | e | Es | Ee | Ee | Es | @& | 100] 99 1003 1001
1 A% | @s | — | — | — |@a|@a| — | 99| 99 | 1004 | 100.0
3 »B% | Es | — | — | — @& ma| — | 100] 99 | 99.9 | 1001
6 »Hk | Ea | Es | Es | Es | Es | Es | Ea | 99 | 98 | 997 | 995

(D) BEEDT 4 )V T —T 4 VT TH S,

QEE /O~ T T 14— FBRBEDHEZARY D R B, EEEED S5/ ARy
FD R EIZFELW,

Q) WEr7ax r 777« —  BERERRUEEBSR I o/oN I F=VRU T2 T
27 ORFBEFEZENENE LN, 2. ZNHDE =T DIRINARY MViEZEN
ZNE—REIZERRDEE DIRINZ D 5o

(4) EE . SRBHRO T2 N T X 7 o Tk d SRR 1.33 KU 1.70 O
—7DEF 0.1%UTTHO, BEREED NI~ K=, T b7/ 7z RO EEDH



DE—7 DEIF 0.2%UT ThH D, iz, BRBERD M I F—)b, T b7 /TP
NOE—7 DEFEIZ 0.5%UTTH D,

5)4-7 /7 x/—)V:50ppm SN TH 5,

(6) BB | HIEED 15.0% 2B AR,

(7) 30 73fE. 85%LAE (OK900mL. /YKL, 50rpm)

(8) RFRED 95.0~105.0%

R EEEm AW IR (40°C. HHEE 75%. 6 » A) OfER. BEOHEIETIT
BWT3FHLZETHD Z LRI N,

O EEEEIRRE TOZE M BR 2
B OIREICHT 22EMHE - 40+2C. 3 A (B - &B5H)
OEEITH T 2R EMSER - 25+2°C/75+5%RH. 3 » A GEYt - B
@NITH T DR EMRER | MRERE 120 77 lux - hr/25°C (4000lux * ¥+ —L+5
w7 (T7%))
ABRIEE MR, MEEER. BHER., EEHE. EE
B S:TR: FF~¥F—=)b, AC: 7 r7I /T

SAEBIEE MR | MERR | meEEg ) | CEBR (%) EEN%
1t O | @ | 3 4) ) ©)
ERHL ~ I T = 1T tm]a | m®R]| a | -
SRR AAES @s | ms | @s | 100 | 99 | 1006 99.0 | 165

: o | \ mt | B | B | B | B
O | 32R% | L0 | B8 | BE | L0 | 54U | mL | &L | &L
: | | \ mit | B | = | = | B
@R | 3AR% | L0 | BE | S | LU | 5U | mL | &L | &L
. | 1205 | = | . \ mit | e | = | = | M
©t | x-nr | &L | BF | BE | 45U | %LU | mL | &L | &L

(D) BKEEDT 4 VLT —T 1 V75T bo

(2) ERYE  ARBHOT 2 T2/ 7 2 TR BRI 1.33 XO¥ 1.70 ¥
— 7 DEIF0.1%LUTTHD., HERERD b I~ F—)b, 7 b7 /7 = VRO EEDS
DE—=T7 DEIZ 0.2%UTTH D, Fiew HRHBEBRD I F—)b, TEEFTI /T2 VL
NDOE—2 D&EETEIZ 0.5% T Th b,

(3)4-7 /7 x/—)V:50ppm AN TH 5,

(4) 30 77fE. 85%LAE (K 900mL. /¥ RV, 50rpm)

(5) XFRED 95.0~105.0%

(6) ZEfE

ZEMOFEIE [#8A] « /17 2)VAIDEEERETOREERBIEICONWT (BH) Frkll F
8 H 20 HI (TEEH S N7z S5 BIEE DFHlEHEITHE > 720



. AERUBREOREE
B2=19224%

. fFIEDESZEL WIR{LFRIR(E)
ZUER 2L

el

(EHZE D RIFIEXISIELIE]

FT Ity MEESEE [JG] ¥

[RREZRROEMZRESEHER T KA L ED—EHRERCODNT (F24F2H29H
BEER 02295 10 %) 1 IZ# D

HERGE | HAEFT —REBREEHEABE YRR

pH1.2 | BARF; EHEERS 1K
50rpm pH4.0 | #D7z Mcllvaine DEEWR
[OlER %/ AR IR pH6.8 | BARFT EHEERS 2’
7K HAZFTG BEK
100rpm pH1.2 HARE BHEERSE 1R
AEBRKE - 900mL  FEROE : 12 Xvt)b

S |k ax 5T 10—

ABRSRAT

< h T F—)VIEEEIE >

- iR
oy | e e
pH1.2
=0 pH4.0

H6.8 FHEREAEIH 15 57 APNTIFE 85% LA EEH T B0, Xid 15 47kl
PHo. 5 ERBREIE D SIGE R HVEERIFI DSEIE HE + 1 5% DEFITH 5,
7K

100 pH1.2




- FBRIGR

(50rpm. pH1.2)

100 + ®
80 |
Qo
S g0 |
Rao |
ool —o— b7 Ity MEASE [JG)
—e— IFMERIA| (BLA#E. 37.5mg)
O | | |
0 15 30 45

iSiE1NG))

(50rpm. pH4.0)
100 | . . .

BHE (%)
N
(@]

20 L —o— 7Tty MiEaHE [JG)
—e— FHERIAI (BL&9E. 37.5mg)

0 15 30 45
K (6

ABREANZ 15 T PAPITTFT 85% L EEH L
THO. A1 P71 VOHEREITEE LTz,

ABREANZ 15 T PAWITT 85% L EEH L
THO, A P71 OHEREITESG LTz,

(50rpm. pH6.8)

100 |
@ 80 -
- 60
3 40 |

8 00 | /J o b7ty MESSE [JG)
—o— BN (5. 37.5mg)
0 ‘ ‘ ‘
0 15 30 45

iSiE1NG))

(50rpm. 7K)

100 | . . .
o 80 |
~ 60 |
3 40 |

2ol o h7 5ty A [IG)
e HHEHF| (BASE. 37.5mg)
O 1 1 J
0 15 30 45

e (92)

ABREANE 15 7 DI 85%A E¥EH L
THO. A1 R VOHEREITEE LTz,

ABREANE 15 o AN 85% LA B L
THEOD. HA FIA OHEREEITEEG LTz,

BEHEEDOBELMEDHE (FIEEHE)

_ H|E FEEHE (%)
S | v = - o
(rpm) | PR | e EEsy (Eaje. | RBEE (b7 vy bE | HE

(min) 37.5mg) &5t [JGD)

pH1.2 | 15 88.2 95.6 Pra)
oo | PH40 | 15 90.5 100.4 PEra)
pH6.8 | 15 86.4 101.6 Fra)
K 15 91.1 96.9 Fra)

X pH1.2 OFEE. /¥ FIWE, 50 EERIZEHENWT 30 7 LINITEHERA], SEREA] & H (1T 85%
PAEEH U7z, T4 R I A 2HE->T 100 OERDFHEBRZ &M L 72,




<TEKTI/Tz2>

. YIEEHE
Eﬁiﬁ -; N \zp[ == ¥
(rpm) AR HEHHE
pH1.2
pH4.0
50 Teg | BURELAILS 15 S LIPS 85%L LT B, XU 15 5312l
PHo. D ERBREIHE D A R HEERIF DO SFIEHE + 1 5% DEH I H 5,
7K
100 pH1.2
- AHERER
(50rpm. pH1.2) (50rpm. pH4.0)
100 | 100 . R e
.80 80
60 | S 60
& 40 % 40
K 20 L —o— b7 Ity FEE#HE [JG] Kog L o FT Sty NEEEEE [IG)
e EMEMIE| (BASE. 325mg) . e fEEEMIFE (RASE. 325mg)
0 | . ) I L )
0 15 30 45 0 15 30 45
B (99) B (99)

ABREANZ 15 T PAPITTT 85% LI EEH L
THO, K1 P71 VOHEREITEE LTz,

ABRELANZ 15 T PAWIT T 85% L EEH L
THO, A P71 OHEREITEG LTz,

(50rpm. pH6.8)

100
;\a 80
~ 60
3 40
K 20 —o— N7 Tty FEESHE [JG)
e fEEEMIE (B&SE. 325mg)
0 | | ]
0 15 30 45
B (99)

(50rpm. 7K)

100 |
< 80 |
g 60 |
3 40 |
2ol o b7 Iy MEASE [JG)
e EMENE| (EASE. 325mg)
0 | | ]
0 15 30 45
B (99)

FBREANZ 15 T PARITF 85% L EEH L
THO, K1 R4 OHEREITES LTz,

FHERRANZ 15 AT 85%LL EEH L
THD. HA RIA OHEREIES LT,




10.

11.

12.

13.

14.

BHEFHOFELMEOHIE (HIEHR)

aew || HE TAGVEHR (%) »

(rpm) | P (ﬁ!ﬁ EEmE (et | BBRE (7 5ty M | HE
min) 325mg) & [JG))

pH1.2 15 919 90.5 EE

., | PH40 | 15 92.2 95.0 e

pH68 | 15 89.0 95.9 e

K 15 94.5 93.3 e

X pH6.8 DFERR. /¥ RV, 50 BIERIZIHW T 30 7 LAWITIEREERIA, EREAI & & (T8 85%
D EBEH U720, A BIA N2> T 100 EERDHE 2 &8 L7z,

o T

ERERIA & R A OFITE LR L MR U7 & 2AH WITNOHBFRFITE N TE [REERER
DAEMZRIREEHRT A K1 2] OHEREITHES L T\,
PAE& D, BRERF & HBEA OB HES OFELMEIHER S iz,

W ERiE
B2=19224%

SRIP OB DB

OO 1= Asd Wi R
@QWErZ7ax T T T 1 —

BRIPOEMRDDEEE
Rikrzax 7574 —

paLiii
B4=19224%

AT ORI D &H D IEEY)
TEhT7I /T

FLEEEME & L Tid 4-aminophenol & diacetyl-4-aminophenol B FEX N5, ¢

ERDWELRES - SMRNERBSEICE T DIER
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ZDfth
B2=19224%




V. BEICEIHIEH

1. EEXITEHR
A EA 1 FERA CIHRNE 2 TEORBICH T HER
FED AR
TREER DT

ot - WRICHHET BIER LOERD |
 BHAREEEIC BT, ZOREY R SBEIE. DB - 4 R0ER, ) 2 EED |
| USRI T, AR DR S DB A EEICHNTT 5 2 |

2. BiERUAE
FEMAEBIEAR
WE, RAIZIE 10818, 134 EROKST 5, K5ERIE 4 RN EZEDTDZ &,
¥, RIS U GEEEREYT 52, 1028, 1 H8#2BA TIRELR\WI &, /. ZiEk
DEEITET DT EDNEE LU,
PRk DRI
WE, A 10 2 EE2ROK59 2.
mk. BIKE5T 25GI121E K5MHRz 4 FELEZED, 1828k, 1 B 8EzBATRE LA
W2 &, 7o, ZERORSIIEITDIENEL LU,

(1) £S5 DkisE
BIABEEICSWT, AFREHIEE 4 BRZEEL THLBHGT 2HRV/LNZN |

BEE. OB RERNOBRELBN T 52 &, Fo, EHRITERROMRZHA L.
BEDMBDOMEEIT ONWTRETT 5 Z &,

(2) Z&EDHIE
BUERRBBEIEWT, ARG 2HBELE L ko755813, BEEROFRR 2 <72
WITHRITHET D Z Lo

3. ERPRALAE

M BRT—F Ny 7—2
FZEER L

(2) BRERZHER
FZHEER R L

(3) ERPREEIEEER
B) =2V

(4) FEFRBVEAER
ZEERZ L

(5) tREEAVEABR
1) BAFRLIL TRERMGEER

FZHUER 2L



2) LEEEHER
BRI L

3) B4 ER
ZEER L

4) BE - TRRERIEER
BRI L

(6) BEHER

1) EFMRERE - S EFERAMERR (FhIRAR) - RSIRFERIRRGER (MIREERRGIER)
ZHER L

2) EeRkMF & UCERFEDABXISEE U T RERDETE
B2=192/4%



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE

(1) bo~ F—)ViEEEE

TV RREEKAIY. A0 R ARBIEKAY. 271 ) VERIEKFIY
Q7vbT7I /72>

7=V VR REGERIE AR

2. EE{EH

(1) {EFREBRNI - {FFtERR
AENZ, NI R—)UEBIENROT YN T/ 7 2V DEREHITH S,
~ o~ F—)VIGMIE
FAELTA FeAEFA FOmADOEEEZET D, T R=)LPZD CYP2D6 1T & BiEER
B, B/ -O-BAFIVE (ML) . u ZEEITHT 282 RT . BEEREIDIZS N
10 BEEBRWE SND, BV rOFEMEICHERT L, 22 1/1,000, 1/100 TH 5,
EREAIGREOZATIIENILERD 1/5 LEND, O b= /)T RUF U OB AAZ
WHEIL . TRMERBHIERZRET 2ERALHFEE - TS0, B AABEEERII=ZERTTD
ORELHEKTHEE5<{, 1/100~1/1,000 TH 5,
TYrT7I /)T
FREGERE, >/ a4+ F—EHBERIIEE R <. BRTEOMKRAETTXII/ER L TR
BINE 2RI 8 TRIEZ T 5, SERERIIRRE AREEDREREZ 21D LITL 5
LHEEIND, Y

(2) Eoh7=EA(T 1T D BRANIE
BRI L

(3) EFARIRISRT - iR
ZHER L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

MR L
(2) BEMhRERERSR
REEFAA BT
SRl 58 mEmE | gemm | o
1 %% FIR=)V
_ 1.240.6
RasE [JG) £L T 37.5mg, . RS
= T 7T/ TV 7T/ X 09408
&£ LT 325mg) Sz

(Mean+S.D.,n=44)
(3) ERREHER ClEsR S NIz migE
(&= NEEERER] ©
[ RERROEMZRRISEMESREBRS 1 R T1 ED—HREIZONT (FRi24FE2H29H
HREEER 02295 105) ] ITHS,

FT Ity MECESE [JG] LEERFIZ, 7oA —N—KiZibZEnEn 18 (FF< F—
VIBBRIR, 7R b7 /7L TENLN 37.50mg. 325mg) BRMASFITH RO
5 L CIERFPRRLFREZHEL . §onREYERE/ T A -5 (AUC, Cmax) T2
W 90%EFEXEREIT THisHEIT 21T > 72#5R. log (0.80) ~log (1.25) D#EENTH O,
MR DAY ZHIREE DR S 7z,

< h T R—)VIGERIE >
7~ N— UIEERIE
(ng/mL)
250
—o— F7 Ity MNEEEHE [JG)
—o— fHEEMIA| (BL&$E. 37.5mg)
Mean=®S.D., n=44

250 7

\e)
o
o

200 1

)

01234 6 12 24 36
HE#ZOKH (hr)




<EWENEE/ ST R — 4 >

HENT A= SENTA—F
AUC 56 Cmax Tmax T,
(ng-hr/mL) (ng/mL) (hr) (hr)
WA 1075.29+316.65 | 164.76+34.62 | 1.2+0.6 | 5.8+0.9
Ba&sE [JG) 29+316. 76+34. 2£0.6 | 5.8%0.
i Y 1]
@Eéﬁfﬁ%ﬁng )| 1087.93+£307.82 | 170.42+45.81 | 14+1.0 | 5.7+0.8

(Mean=+S.D.,n=44)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKMOL - KEED
FHERRMT L > TR DO D D Do

<[FEMEDHIE-ER>
AUC, g6 Cmax
2 BHEIDNEIHED 7= log (0.9869) log (0.9822)
90%EHFEX log (0.9656) ~1og(1.0087) | log(0.9266)~log(1.0411)
<TrvbrI/ 72>
TENTI )TV
(ng/mL)
8000 1 —o— +7 5ty MNEARE (]G]
£ 2000 | 8000 1 v o g (Rease. 325mg)
i 7000 Mean=+S.D., n=44
E 6000 |
7:7 5000 |
2, 4000
< 3000
*
% 2000 7
(&
# 1000
FE
001234 6 8 12 24 36
BEHOBE (hr)
<ERWNENEE) ST A — >
HIFE/NT A —=H SE/INT A5
AUC 5 Cmax Tmax Ty
(ng-hr/mL) (ng/mL) (hr) (hr)
NVAA AV
BasE [JC) 18231.40+£3946.52 | 5751.0+1850.2 | 0.9+0.8 | 4.3*+1.0
FEHERIE]
(®&sE. 325mg ) 18365.38+4017.95 | 5994.3+2355.5 | 1.1+£09 | 4.5+1.1

(Mean+S.D.,n=44)
MEFEFRETNZ AUC, Cmax FD/37 A—5 13, HEBEEOZFER, FERORIRDOIE - FEED
FHERRMT L > TR DO D D Do



<[EIFMEDHIERER >

AUC 56 Cmax
2 HAEDONHIEDZE log (0.9943) log (0.9908)
90% X 10g (0.9754) ~log (1.0136) | log(0.8745)~log(1.1226)
(4) hE1E
ZEERRL
(5) RS - HEEORE

VI Z&M% (ERLOFEES [TBETSIEE -7. HEER] DESR
(6) B&EH (REaL—23Y) BRICKDHBUICENHABREEEER
ZEERR L

2. FYNEERA/NS X —5

(1) Bt 7ai&
FZHEER R L

(2) RINEEER
B) =AY

BN APRAISEUT «
ZHEER L

(4) HREEEL
fEERRRASS T

A+ K’5E8 HEma K55 kel (hr?)

1 8¢ NI R—=)l

(h 5% F— L iamE M - 0.1231£0.0180

X LT 37.5me. :
7t M’i/’]zg‘/ TerTs  |EOES 0.1707+0.0458
¥ LT 325mg) Jxv o

(Mean+S.D.,n=44)
B)YTUPSVR
ZUERRL
(6) PTHBIE
FZUER L
(7) MEIFEOBEE
~ oY R—)VIEERIE
UCEBEOMEESY > /37 #EE531Z 0.2~10ug/mL O#HFH T 19.5~21.5% ThH 5, 7
TENTI /T
Mmi#gE7-AEBEEERIE 25~30%ThH b, ¥
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TN/ T
HitE Y
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(3) At DT
VI Z&M (EALOTEES [TBTSEE - 10. @ik, ER. RARENOKRS] OESHR
(4) BERNDBITIE
FZHEER LU
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TV R—)VIEEEIE
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T~ R—)VIEEEIE
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(3) VEEEMNRDEERVUZNDEIS
ZUERLRL
(4) KEMDBEDEERULLE
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BEUEREY. £/ -O-lAF)VE (ML) D u REFITHT MM 2R 90, EEREY
DIFH>HM 10 BEEEBE\NEIND,
SRS DORER/ NS A —S
ZUERRL

~

(5

6. HEittt
(1) HEHBRRI R UREE

~ o~ R—)VIEERIE -
fERERA AT 25, 50 XiZ 100mg 71 7' t)Vi & ZEIERF BER 11 5 U 72 f, #54% 24 B =
TORPHRERICHERDZEIZZ L, 58D 12~16%0EKEtE L LT, 12~15%ME
J-O-Bi A F )V (M1). 15~18%»iEEREY (M1) Dfaakl TRt n/z, 7

TEbTI /T
lg ZRBOKE LBG. 5808 3%BREMED £ £ THRtx., EO ORI IFER
BEMTH D7)V urigiaatk (AG) RUmBEEEHE (AS) &L THRitan S, ¥



(2) HEitttR
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ZEERR L
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ViI. 224 (BERELEDZFEFH) CEY DIRHE

G)$ﬂ CKOEELRHEENRET OB ENLH DI EITERL. 77X/ 72D 1 H
WEMN 1500mg (KAl 4 #8) 2B mAEB CRIRES I 2H5ITIE. EHNICHEES =
wddRE, BERIKRET DL, (EEREFNER] DIESR)
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1+ I AR Z&5H00EE. X35tttk 14 HUROEE (MBEER] O
HSH)

(4) FIVAT = BEIEZRESHhOEENIIHRS5HIEE 1 BEMADOESE ((HBEER] 0ES
)

(5) BEICL D+ REENINTORNWTANAVERE DERVPELT 282005 5]

6) BItHEEBEDH HEE UERONBILT 28 ZN1H 5]

(7)) BEELZMBOEREDHDEE [EELRELRE L DBZNLNH D]

(8) EERIEBEDHZEE (EELRGREZL28ZNWNHS (NBERS] DESR)]

9) BEELREBEEOHLEE (EELRGRZLLIBTNNDH D]

(10) EELROEEEREDH D EE (ERROD/NT Y ANELRDOI., ODAENEET 2E8ZNMN
»H5]

(11) 7AEY VisE GEXT oA FHEANCL 2EEBREDFR) XIZDBMERDOHHEE [T
AV VIRBDRIEICTTORY 75 Y VERHEERMNES L TWb EEZ 51 5]
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HH e ELEAE
KEDHME | 8 USE IN SPECIFIC POPULATIONS
(2017 & 8 A) * | 8.1 Pregnancy

Risk Summary

Prolonged use of opioid analgesics during pregnancy may
cause neonatal opioid withdrawal syndrome [see Warnings
and Precautions (5.4)]. Available data with ULTRACET in
pregnant women are insufficient to inform a drug-associated
risk for major birth defects and miscarriage.

In animal reproduction studies, the combination of tramadol
and acetaminophen decreased fetal weights and increased
supernumerary ribs at 1.6 times the maximum recommended
human daily dosage (MRHD). In separate animal
reproduction studies, tramadol administration alone during
organogenesis decreased fetal weights and reduced
ossification in mice, rats, and rabbits at 1.4, 0.6, and 3.6 times
the maximum recommended human daily dosage (MRHD).
Tramadol decreased pup body weight and increased pup
mortality at 1.2 and 1.9 times the MRHD.

Reproductive and developmental studies in rats and mice
from the published literature identified adverse events at
clinically relevant doses with acetaminophen. Treatment of
pregnant rats with doses of acetaminophen approximately
1.3 times the maximum human daily dose (MRHD) showed
evidence of fetotoxicity and increases in bone variations in
the fetuses. In another study, necrosis was observed in the
liver and kidney of both pregnant rats and fetuses at doses
approximately 1.9 times the MHDD. In mice treated with
acetaminophen at doses within the clinical dosing range,
cumulative adverse effects on reproduction were seen in a
continuous breeding study. A reduction in number of litters
of the parental mating pair was observed as well as retarded
growth and abnormal sperm in their offspring and reduced
birth weight in the next generation [see Datal. Based on
animal data, advise pregnant women of the potential risk to
a fetus.

All pregnancies have a background risk of birth defect, loss,
or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.

% . < https//www.accessdata.fda.gov/drugsatfda_docs/label/2017/021123
s014lbl.pdf > (2018/9/27 727 £ &)

=+ Z V705

pag|
ADEC : Pregnancy Category
(An Australian categorisation of risk of drug use in C
pregnancy)

5% | TROBIR

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



causing malformations. These effects may be reversible. Accompanying
texts should be consulted for further details.

< https:///www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2018/9/27 727 & R)

(2) /NRICBE T 2¥BoHEH
FHICH T HEALOEE VNREEADRS ] O, KEORNIENRUEED SmPC Dt
FHILLTOEBD TH D,

[(EALDFEE] INEEADES]

12 BARMEO/NRITIFRE L RN &, [BIHZENWT, 12 mKiED/NETHRCZBUERR
IFIEANFID U AT g\ & DERED D B ]

12 A ED/NRITE T 2L EMWIEHELL THRWN,

anliiil TLENE
KEORITXE 8 USE IN SPECIFIC POPULATIONS
(201758 A) ™ 8.4 Pediatric Use

The safety and effectiveness of ULTRACET in
pediatric patients have not been established.

Life-threatening respiratory depression and death
have occurred in children who received tramadol
[see Warnings and Precautions (5.3)/In some of the
reported cases, these events followed tonsillectomy
and/or adenoidectomy, and one of the children had
evidence of being an ultra-rapid metabolizer of
tramadol (i.e., multiple copies of the gene for
cytochrome P450 isoenzyme 2D6). Children with
sleep apnea may be particularly sensitive to the
respiratory depressant effects of tramadol.




Bl ELEANE
KEDRME Because of the risk of life-threatening respiratory
(20178 A) *! depression and death:

« ULTRACET is contraindicated for all children
younger than age 12 years of age [see
Contraindications (4)).

« ULTRACET is contraindicated for post-operative
management in pediatric patients younger than
18 years of age following tonsillectomy and/or
adenoidectomy /see Contraindications (4)].

+ Avoid the use of ULTRACET in adolescents 12 to
18 years of age who have other risk factors that
may increase their sensitivity to the respiratory
depressant effects of tramadol unless the benefits
outweigh the risks. Risk factors include
conditions associated with hypoventilation such
as postoperative status, obstructive sleep apnea,
obesity, severe pulmonary disease,
neuromuscular disease, and concomitant use of
other medications that cause respiratory
depression.

%1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/2017/021123
s0141bl.pdf > (2018/9/27 727t A)

HH Bl SLENE
HE®D SmPC 4. Clinical particulars
(2017 6 R) *2 4.2 Posology and method of administration
Posology

Paediatric population

The effective and safe use of Tramadol hydro-
chloride/Paracetamol has not been established in
children below the age of 12 years. Treatment is
therefore not recommended in this population.

% 2 < https://www.medicines.org.uk/emc/product/6630/smpc > (2018/9/27
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