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o. SEOFREDRERE
TN T2y (BUF, TREE)) 13, MEERIEE L TUASERN SN TV DN, s
ELT, B0 88, TEERMKORTOHLBRE ), HERFEEOH D
BE TEEREEEOH L EBHE |, THEERISERAEOH HEBE ), TRFIOSZIZE Ui
BUEDBEEREO S 5B KO 7 A Y UgE GEAT 1A RYEHREUFEANC K HWhE5E
EOFR) xZORAEROH 5 HBE ) BNEREINTWD,
SR, —BARENEN  AAREBEERE S (LT, [9%) ) KV, TiRosEbmicik-S
EAEOERBEDO YL, [EERBFREEOH LEH] | [HELRUEEAROS 5 EBH
(ZOWTEBIRR OB R 22 T | JRAT BB RS - AT RE R EHR Ao R T 5 4 3
H 3 BT, MNATBAEN  EFMEREISR GRS (LUT, Tt ) 1o LT A3 o
ARREEICET DA AR LT,
O HIERITENTWVWBRE, A RTA4 VIRV, AKITIEAT 1 1 FHERER
3 (LUF. INSAIDs) ) (ZH~RHERE, il 254 5 52803072 <. NSAIDs
DME R BE IS D IR & e 2 B cs i Tnwa 2 &

® EKIZHWT, AEIIBEEEDOH L BE LR ED H 2 BE I3 LT H
SNDT—ANDRLL 2N bDOD, ZIHDBENEQITRESNTNDZ LT,
Y72 GO F Il »TWDH Z &

BT, Bk o R0, BETHRE, HA KT A VEITRBW T, REITMEIEE .
MK DR TT A Y UMEO 5 5 BEITK LT HIRRGRINE & 725 S0 RS- 2
Enn (. 23~25 HZM), S£AofiRPELIh HEERBREEOH LB, [EHE
RUHEER 2O H HEBE ) 1IN T, WHLHEEEOH 2 8%, EERMROBREDOH 5



BE] KO T7AEY U B GERAT a4 RHERETRANC X W BRIEOFHER) U2 D
BEREO & 5 BHF ) 12O T, BEMROW G2 TiatT o2 & & L, o, A
HANTIN Z | AFEZ B AT HELEH S O TRETT 223, LN OBLEANZ DU Tid, NSAIDs
EEATHEO, SROBBMEROXNEMBIITED RN & L L,
@ HUFNUTIR-TERNTI /)72y KD T oA TR AF LU
U F VR R A A
¢ HVUFNANTIR-TEIN I /)72 WKW T=2Afr P T =TI <A
>R A A
® (VT AT UFENY - TENTI /) T2 TIUNAYTaELTEFIVR
Fo KD T A VEAH

FEMEDOZNG 5 SDOEMOECORERMEIL, LTDEBY Thotz,

ARIERR A TIX, R 6 FEITHNEE - 2. FE - RSB 2 Rl Thiiofif e L
T (PR 6 49 H 8 AR 779 BIRARIEG MR @ 23 5 i aEARs R PRk 6 4R
(£ 2) 122\ TY), RRFICHFHMIIZ 2T 5N EEHEM & LU THREL T 72 NSAIDst & &
Bz, ROBEIFRE LW L) BUEOEER) OHHIZING 5 SOEMPREI N
77

K%%ﬁ**\F%%-ﬁ&ﬁé%%%f%%ﬂﬁ%&ﬁt?ﬁh?i/71y@mﬁ%
Wi B4 DAGRHIGEIC DWW T (CFAk 19 45 3 A 28 A AHIR A A J 45 0328001 )

D& NERME OB A BN D 2R - BRIk - RIS D GRS — S KGR
W72 SITFRL 19 4 9 HIZ, AERAOAZ BB ITETRRE SN,

AHPEFFN TIE, WIEAREERC, ZRMET 0 7 7 A VAR O] & B S 03772 518
RN EHWT S TR, ARESE CEK 2546 ) NOROAIEF—ONE TR H
E STz,

N7~ R=NEBE -T2 N7 ) 72 VALY T T 0 VP RearA v
VUt edl-AF N7 = RYUIEMIE - P72 e RIIVH Y FAEBE - TR T/
Ty s TRENVYNVRBREGA] G, 77400 TR N7 72 UERE
Fl) TiX, AEDREG END 2 LICESE, WIEFARIVEGR (22 23 4 4 A KDY
Rk 1443 H) 20 BAIORR DA & [F— DO NE TR R E Sz,

k. M, AW THEMBHE I L TR Y | AEM O HFMEBITHHAS

VEHAERL TS T, RICEIT A0 2GR0 LTERTLIHAIDS B, Zhhe - iR LT A
SRS, THOEERERE) . TRKE O, TAMKE R, TRMERGERYYE ), (2t ERGEZ) . THxEA
#K1, TERER) T TRk 268372500,

TAEY v (A 270 h TP AR ERL), TACI U TAI=0A, TENTI ) 72y (BHIZR
I AV RAZY Y (RHBHERAZRLS), =T o F IR, EBRUPZ I e v, U FARE
aYr, ANEY r (BFERLS), 7T



i HICOWTOFMEENLOHR LHFICAS S, TEERLEREGG ST 55N

W E a9 %5 (FR% 20 4 12 H 25 HAF20 4 8 5) OHEIC LY 54 LT,

M. #EckiT2FEOHE

1. WAV CEOTTERI

SO M B O CKE, BEU, EE, KA4Y, 77 0A hFH A=A TV 7T)
A SCEICRBWT, NHMEMEEROH 5 8% ), [EERMKOREOH L BE), THERE
BEOHLEE], THEROEEAEOH LBF ] KO T7 A U R XEE ORBEERED
b5 BE ] ICHETAFERNIE, k208 Thotz, v, ¥ 7u7 40U -7 R
TR 7 = UFRAANIOW T, AR 2B E LTV 2 AN TIRRE S
TR,

11 BRBOEIZEBIT L8k

AFE (HAD 2o T, EFE 5 DOEMDBEERICHE STV DIMINAMT SCE L e h o
77

BB, NI R ERE - T N T2 ) 7 2 VAN OWT, BT EIBIT DTN
i HERBREORE (7 1LT7F=27 U772 A0N30mLI AN | DEERICHRE S
NTWDHD, UREIL. T~ F—/E&F RGN LT 2016 45 6 A 0% 7= # Bl 252
SORICEY 2017 £ 1 HIGEBRENTEHDOTHD (BT HIZBWTH, AK (HA) o
T SCETIE, YRR FERICRE I TV,

1.2 BELSOEIZRIT 5 T8
A (HAD RO T~ K=V - 72 b7 2 7 7 = VEAFIO—EROWSNIAT SCE
IZBWTC, BRSO T 2R, BEEOH 2 BE KT 25 FROIEE,
BEFICHAL ToALEHIN T (FR), b, ATITBTLAFE (BHA) oMk - H
BT, @, BREHERREIE 4~6 FFLLE, 1 AR5 RO ERIZRA I NETERER
4,000 mg 1% 60mg/kg (7272 L. /NEO A EIZRADOHEEZ B Z 720 2R EINTED
B R ot 2 ik - HEOWEEICE T 25E8IT 2V, NI~ R—EgE - 7 N7
27 = UEEHIORE - ETIE, @, RERERIT 4RI E 1B 885 (A¥EL LT
2,600mg) ZEBRZTHRE LW L, LERESNLTVD,

(1) A (HA)

FR 5] WA SCEIC BT DRt

RAA | KA FEEEE IR EEOBENHERIN, 7L T7F= 2T T
AW 10 MLy ARG OYE L, &GFE GaE X 6 ) #47< &

H 8 HRFHICIER T HMENRH D, £o, BRATIE L HRE G &0 2
g #HEx TE7e b 7euy,

2 ARFIEFANCHONT, FLRKR O 2 R0 RITx LTk 1 B 580 LIRIT 30 mgkg LRE SN
TV,



TIUA | VT F=r s VT T AN 10Uy R OEAE., B GE
WX 6 BEl) 27t 8 FFMICER T AL ENH D, £z, 1
HiaBe 582 39 2B X TEe b0,

kot BRIR T — 22 o< & AANTIEHER EERE I L, AFITHE
FE R L CTHHATE D, 2L, UEAEICBWTABIORELE S
FEZXDRETHY, RHIFEATGAICIIEMOER T CTo 4
ERH D,

F— 2 b | BEFELZHSNTRBEIL. AR OFERRNCEMOZEZSIT, H
U7 HICEGTHVLERD D,

BH | RAY JVTF= VT T AN 10mUSy R OBA L., &5 (GE
FiX 6 i) 247K L b SHFICIER T ANEND D,
TSR | PV TF=o s VT T AN I0mMUS R OSET, B GE
I 6 RFRH]) A 8RFMICIER 35 Z Lt I D,

EAL | K| 2 L7 F =00 )7 AR MU oA, TR
B, ARHIO 1 ARBG RO TREN D,
S LT F =7 U T T AR 0MUSLL F OB AL, B &

< &Y 6IFMICIER T 5 Z LRI D,

KA JVTF =7 )T T AN 10 mU R OSE L. B RE Ga
WL ARER) & 6 FFIIER 75 Z RSN D,

77 A | EGMWE EEIZARER) 2. LT F=0 27 VT T A 10~50
mL/r DA 6 FEfEL 10 mL/y R O5E41T 8 R R 325
EWRH D,

1 H JVTF = VT T AN 30mMUS LA FOBA L., %5 MR % 4
EL. 1 BRBEERZHOTZENEZ LWEARH S,

F =AM | ZVTF=o 27U T T AN 30 mMUSLLTOSRAE, &5 L6
U7 R LA E Tl e 67220,

(2) FIR—=VIEEBRE - TR T 7 = UEAA

EPdEs:iE AT SCEBIC BT D E0#

KE JVTF=2 7 VT T AN 30 MUK OSGEIL, AEIOFK 58N 12
B E 288 (B . 78 7/ 722 650mg) 2 XV E9IZ
BeH5 5 LRI NS,

EU BMAEOBRE TIX, BFEOERICG L T, HEMBOILERE &8 B\
HVHENSH D, VT F7 VT T AN 10 MLy A O A I3
HERE XL 7e 0,

F—A N7 | BAROBEFH T, BEOIERIS LT, H5MREOIER ZEEICHRGTT

vy DL B,

2. SEERE LISEATOREDOFERICEATIHME. VA FIA FoOLERNR
QI EERRBEFEOHDBE

(1) &
1) BHRIETRE IR ZENEE~ =27/ —CKD BEDEMBIEBEELDORA > b
L EH) (A AIRBEIAIMSERE. 2014)

(45 0 & 3BFFEEMIEHIN T ORG] @ [3) S-Cr i 3.0 mg/dL DL E OB HEREIR T &
FHA~DOBFEEMEA OB ) DIEIZ, NSAIDs DI & L CARREZFHEIT & TH D EN,



[4) BT T DB EEMEREF OS] OHIZ, EBRICEERBREEICIIZERTHD
NSAIDs ARSI T BHTEF I L THERIZEG SN TWD BN SN TV D,

2) BAOEZHBE  RADEBTaTH) %275 (BRERFSME, 2016)

(7% JwALOEYRE CTRENTI /) 72 Ol TR 7208
WL LTOMESIT) OHO [£1 TN 7 ORI EET IZBWT, Bire
LT FOENRZET B TE Y, NSAIDs OFIWEM (BifE, BHEREE, HifHms) o
fEIRIK T2 H 3 5 BE0. kxR TEEDIR T LT\ D EEnE ok LT, £, WHBEH
FHNC RS E D BRGEICIIAREEZF ~ICE 2 DX THDIENRRHINTN D,

o IHEERRICHT DRIER R 720

o HREREREENIFEICHV

o I /IREEEEIIHIE R 23D 20

o T AV UEREORIENITE A E TR

3) FR BABRMT T HA KT v 7 (AAREMESEE, 2017)

MEUER~RT A b OO 11ER @ —NSAIDs- 7 F7 X/ 7= O] DI
BT DIREORA e LT, B, BHEREZ A3 2 88126 L TIENSAIDs Tl
IR ARFEZ BT 2 FERFEE SN TN D,

2 HA KR4

1) BB OB IEER VA N5 A 8 3RS 4 ET (B ARBREME S, 2015)
XIXA 2 17BN/ 7= 4) HEA 2) 5] OB, BREE L LTUT

O~D@DHRZETF LN TVDHH DD, NSAIDs & Ll L TAED T v A% 7 F ¥ ARk EE

MiThE<, 2 b OBREDHXEERICHY T2 SIXV X2V ERTEH I TN D,

HALHER B O & 5 B

HERMIREEOMEDO S HBE

HERIFEREEEDH 5 BE

HELRBHEEREED S HBE

HEROEERA2OH 2 BE

AR L CRBUE DB E D & 2 B

TAEY Uk R E I OBEOH D HBE

Qe 6o

2) EinEOERMBIEMAOES (Kinm) (EL£%E4E. 2018)

B 1 @l CULH SN A A OFEARN B ESR] © 1L HRERIE] OmEIz, A3
1% NSAIDs (2T B S 2008 T RS H OB RERE | Ol B B E S O F HEFHRD
U A7 D NSAIDS |[ZHARTIRWEE X 5 s BB STV 5D,



3) TEF L RICHESL CKDBRA A KT A~ 2018 (AAEWES, 2018)

[45 15 % SR E] O CQL: D& % CKD BT NSAIDS 1T & kT S ) 7=y
DUFIAEIE S D52 | 1K L B0 b 2 1BHEREIE (CKD) M~ S 51235
WTTHE, FRICBIMEC R ER IR IR & (GFR) D) LT 5 &lin %2 H 0 SRS NSAIDs
KO LR AREMEN S | REOMHZHLET 523, RHIRGREOZEMHIIAHEETHLE
DR STV D,

4) BAEROEYEIECETEHA KT A2 2020 FERR (B ABRERES 2020)

o= FEsk © 15 EFeAHA FERE 2. 7B NT7I /720 10 Y
BIRHE OIS, RIIETT AV Y v L0, MEVERZ b OFAREM TH L0, i
PIEVERNITIEF 1255 < . FICRE LS TRIT/ER L CERIERZ2 BT 560 LEZ bR
TR, HEE, BHEE, f/MEgRE, ORI 2D RN EBZ L, Zhb
DFEET NSAIDs MEH LIZK WIHRICE VWA Z ENRTE 2 RS Tn 5,

(3) CwR
R B IR SAUIARMLSCHR K OBITES 4 ORHIZRA 2 VT 1994 40 B RFAflifs R LARE
DEELREERE O H L BE T DIEGIHE Z RV IZARFRD 5 B, AEDOLT;ERE
RN 5 R A L7ofE R, BB U A7 2R T AREITERO b o Tz,
o, BEEDOH 5 BETOREDOHEMEIT 2 LT Ok Z R L,

D) B THLVERET R T I/ 72 (BHEEE 2009; 28: 109-16)

AIEOVEFFEFIL NSAIDs & 13H 72> CTRY | IR TAKICIEM L C R M8 % ik
UREMER 2, F 740K & RIMECEIC/ER L O Bl s F 5 S 8mERA 25T L& 2
SN TV E, AFRITRR D COX-1 X COX-2 ([ZIFEM LW 7= Ot SIEVEM 1T F T & 72
W, NSAIDs IZ35@ T D RWER N E E A ERBLL RV ORRR TH D BN FLd ST
%o F 12 AFOARIRGAT CETIL NSAIDs & 4 < RIS THEEMEE S, EE R migo BE .,
HELFEE, EEQESE, 720 U OBEITIIER] EORRR LN, Z

iﬁﬁmﬁé%ﬂﬁ ML TR LT, AHICBWTAIEN NSAIDs Th 5 & ifif S
NH—RWERSTWDENGEHINTVD,

2) YL 20 EEFMEESFNE 7 NEZESHRE SRERB L OEEERREE ~DHEE
RIEMRIECETHHE - R ~ TEBLRTEE) BT 285 MBI 2HE~F 2
W (B ARBeRAIRMSHERE 2009; 45: 1023-6)

AAREEOR - BHTEME 283 4 (BIRANF 56.3%., WIREF 17.6%, NEH 10.4%, sFH
7.5%. TEEREENEL 5.0%, %@ﬂﬁsz%) BRI, BURIEICHET 2 ERAE O — b
) AEELIZEZAH, BHEOKIREHICBIT DAROMGTRIL, AT REEET
39.8%. AL T 22.0%., “HEEE T3L2% ThoeERRE SN TV D,



3) BAERIIXT 2EYEIE—I A A1 FEBEE— (AXRBEERMREESEE  2017; 37
355-60)

M NSAIDs & 7% F7 X/ 7 =Dk (1)) OIHIT, NSAIDs ILIHbAE , BHEEE.
I/ NRAEERERE S 3L = 0 oy, AR IR . BERE. I/ MREEREREE D 2R
JOVHALRE . BRERE, (/MRS SR & 72 5 B3 ~1%, NSAIDs |3l A2 IR+ 2 5
DR INTND, o, TAEY U EOYA S NSAIDs O I 5§, fidi ST
Wd (£,

<F#E1 TEFTI/ 7L NSAIDs DL > (Hiky)

TENTI ) T2 NSAIDs
TE IR HOAX PR KA D COX [
H IR BIFEEED U 2 7 13K BB D & 2 BAE T I13AH 28
75
R P RERE REREREE D U 2 7 TR X REREAR T R I T 2 e T B
(72z72L Cer 10 mL/min LA F O3 | (BHERED FEME L T\ 2356 (M
Bl G MRE 8 Rl H T %) PR) X 2L BB 2D T
fiki F AT RE
M/REHIER | 28T/ S W HE R MIRREEN B D5 1364 H
ZBET B
TAEY UMgE | FEHTE S (EEUEHEND) | BHZRT 5

[VII BHEEEEEICRBIT A7 M7 2 7= O OMHEIC, BHRERERE IS L
T, ARFEIINSAIDs LW ZRIEHATED L Ebhs s, REICIEERLETHDIE, &
BEREFEE BT TIX I N2 T4 AAE IR, REBIA RSN P Sz < < RIEDGIFE
B (BAE. BRI MEZDEEZLNTNDZ LD, HEREAZR S THEOEENL
HTHDHE. LU HARGNREYRET 2= OEEHTIE Cer 10~50 mL/min Tl 6 ] 2 & |
Cer 10 mL/min LA R TIX 8 Fffl] & & O GEAHER SN TV D EREE ST\ 5,

4) Influence of acetaminophen on renal function: a longitudinal descriptive study using a real-
world database (Int urol nephrol 2021; 53: 129-35)

AFRINZFBNT, REORIEHN BRI KT T RELRET L L2 HBE L, 2EHD
185 JEPE D2k T — # N— A L, BIEARER OB ML 2 A3 5 A 2 L.
121,142 5 % fEAT I 52 (ot HRAE @ 109,412 5], NSAIDs B : 8,950 i, AJERE : 2,780 f5) (4
HidefiE (fEPH) : 78.0 5% (65~1017%)) & L= AMEETH D,

O AT D ARFEDMLTT FHE
ARIEDMSTEIGIL, 2010 4 (K9 5%) 75 2016 45 (K9 40%) & NSAIDs (Z bz LAF ~

7



HINL Tz, Fio, X—=ZF A @ eGFR 2% 30 mL/min/1.73m2LL F @ BEF DEIG I,
AHEHET 9.6%, NSAIDs #ET 2.8%, XITREET 42%TH V| BHREI T B CIIAKD
B R B E o T,

@ AIITBT 2AREORHIM A & BHERRIC KT TR
65 ik LA LD EF I D 2 4EM D 1SCr (M7 LT F =) &7 7 M Ak LTk
M7 B RE DI, ARZREEAY NSAIDs BEIZ bbis LA K- 72,

22ERRUBRRA2EDH 5 BE
(1) &
1) ¥FhR BABRTF T A 7 v (BAREMSERE, 2017)

[V BALISNDIRBA~DEN S, 77 7 —F 2 JEERIEER (4) REERZERTH
BF 2 IERA~OXIS ] O, ERIx LTE, AT WHO 7 7 —I2%E 5 23, BitknE
i s A SO BT RE L D U 2 7 235 % NSAIDs (1, AERHEE S 2 BNGEHEH SN
Tn5,

2) LDASEMT 7T OERELICET DS (B ARBEEARS, 2021)

(5 DAREAREFN S T O FRFERIT KT D HANDE 2 F - v 5-7 &) DIEIZ, A
(BT D 0REEE O 7T 2 2EMA THIZ Lz 531 fiklldun T, S
TEEFEEDME ] STz 403 Jligk D O B 99 fiax (25%) TAFENMEN S NZE. KOOI E
BEOEREI L LT, ARIEIINSAIDs & #7220 | KMEICHIT 5 COX HEEMITIZEA L
RN OIS BIMIEA N 72 < BRENRE W E N TWD Z & DARRIER] CTIEBHEEEIK T
EAPFLTV0D Z NS, BHERTEL L bEERTHRBAEKR LI TWnEH L
WD, REEF RIS LE T 52 ENZE LVWENTHI LTV,

2 AL FKFA4 v
1) Ef£21 (2) 1. 2. 4 EFELC,

2) AME-BHLREBRIA RI4 2 (2017 £HETHR) (A AEREES . 2017)

[XI. #7777  ARMOARIZE T DR & RHLE (4.2 9R) ] OIEIZ, NSAIDs I%
KO ARBEIZB O CEERREE OBLERIRITEOHEDO Y A7 RhHeH, TED
PR 225 G ROFERREMESREIE & U CIIARSK DS HEDE &S 4u, A AR & L8 R 3
BREAICITA A A ROBIMEENEEIND ERGRHS TN D,

3) 2021 FFEUEThR TREREBFEABICKIT 5T 71T 28RS (HABRBZES/ BARLAR
ERES{ETA T4, 2021)

(7 BUIEROFA & 77 7.2 IBEIRPIEOER~OxtE  7.2.2 FEHA~OxAL | DI
(2 DAERE ORI 7RO ~OR L E Ui, £PARRONIR UL A& 5 &2 Bt



L. SR ABNEE L L TH AN F oo LN VEDOHERZEZETHE . RORIE R O
JEMBEEDEH THRER R E1T. EAEXEDF A A ROERE2EETLE
MR I TV D,

(3) CwR

FRD O S TARMLSCER S OIS 4 RS0z VT 1994 4 00 A R LARE
DEELROEEREDH 5 BE T DIEFIRE ZFRWVIZARERD 5 b, AEDLTTHE
B L EVEICRE 2 AR AT A L72i R, ISR U R 7 2R TR SCHRITER D b2z as
ole, Filo, DHEREAED H D BE TOAEDMIZEIY D LU Ok & MR L7z,

1) Reduced distribution and clearance of acetaminophen in patients with congestive heart failure
(J Cardiovasc Pharmacol 1983; 5: 697-9)

9 o MR OAREE 12 I ONEEE &M, REL B S E7o /R 12 filic, &
3K 650 mg Z HRIEFIRN B G L7k R, Ao 7 V7 7 v 2%, BEFERR A (4.59 mL/min/kg)
&g LT o iR AR AR (3.56 mL/min/kg) T L (p<0.025) IR I L#ER] T A
BETHSTLENRESNLTWD, Lk, el oifiden,

23 HLHEIRE O H 5 BE
(1) peE
1) EfE21 (1) 2), 3) ¢RL,

2) The Washington Manual of Medical Therapeutics 36th edition (2019)
[Chapterl Inpatient Care in Internal Medicine | @ [Pain: TREATMENT : Nonopioid Analgesics |
DIFHIZ, AIEOFRFEE LT, BHEA~OEERRN ETHLENEHINL TN,

3) Harrison's principles of internal medicine 21st edition (2022)
'PART2 : Cardinal Manifestations and Presentation of Diseases| @ [Treatment : Acute Pain :
ASPIRIN, ACETAMINOPHEN, AND NONSTEROIDAL ANTIINFLAMMATORY AGENTS
(NSAIDS) | ®IHIZ, AT K ER LG CTIIMEER A LN DD, BHMEEELZ 7272 L1
FENT, MR ZLET 5 Z L I3V ENTH I TN D,

2 AL FKFA4 v
1) EE21 2 1., 2, 4 ELRELC,

2) RMERERER BT A KT 42 2015 (BRMEEBZRIA FI74 VHEZRS : BAEHRA
E2s BATIA <) - FTEERZES BAEZHHNRES, BAERBRARZS, AR
mENRFS, 2015)



[EXE AMEMEOFIIER ] O CQL05 12 AMEIE DO IE I N8R L LT,
IR AR DFER X2 X 59K 1,000 mg OFFARNEE G- B HERE S TR Y ARSI BRI NE L,
HEROBGARETHI TH L BNLEH I N TV D,

3) HLHEBBRZEAI A FF A 2020 (BETHE 3R (HAELERES. 2020)

(@& 2 ) > (LDA) 5% [FBG]) o BQ5-15 DR 15 1 EEHILAE o
U A7) 8z, EHWN 14 figk CHEHE L 72 iE Bl FRBFZEIZ I8V T AREA A L7z EEEeE
MEFE OFHEEA » XEIT 0.8 [95%EHHIX] 0.3~1.9] ThDHENLHMI LTV D,

(3) #k

BIR 4 ORI S22 VT 1994 4 D PR R LARE DTRG0 & 2 BF T 5
JEFIHRAE Z RN T-ARIERD 5 B, RIS FRES R EVEICBIT 2 Uik 2 A L 7= i 5.
B 5070 ) A7 BT AR SCITRD b o Tz, iz, HBMERIEO H % B TOARZK
OAERIZEAT 2 LU N O SR & sl L7,

1) EfE21 (3) 1), 3) ¢RL,

2) Dose-response relationships between individual nonaspirin nonsteroidal anti-inflammatory
drugs (NANSAIDs) and serious upper gastrointestinal bleedings: a meta-analysis based on
individual patient data (Br J Clin Pharmacol 2002; 54: 320-6)

NSAIDs J OARSE & EEE 72 LA HIL & OBEZRFT L2 A Z T F U v ADFER, K
L, mHEICBON TS RETHEE i & OBTEMENMEL | $EEOE —BIRE T & TH
okt i RV A QA

QAEBLRMBORFEOH D BE
(1) peE
1) EfE21 (1) 2), 23 (1) 3) ¢RL,

2 AL FKFA4 v
1) EfE21 (2 1), 4 LEL,

(3) CwR

B 4 OS2 VT 1994 4E O FFRTARRE AR AR O B 72 ik O 55 O & 5 A IS
B3 DIEBIHRE Z PRV TZARIG|D 5 B AFEOT R L MBI 5 kA A L
Tt e, ISR ) 27 R ARERITRD LR o Tz, £lo, MKRE DH 2 BHET

3 Case-control study on the association of upper gastrointestinal bleeding and nonsteroidal anti-inflammatory drugs
in Japan (Eur J Clin Pharmacol 2006; 62: 765-72)

10



DAZEOM IS 25 LLT O STk fEad L 72,

1) k21 (3) 1), 3) ¢RL,

2) Arandomized controlled feasibility trial of paracetamol during febrile neutropenia in hemato-
oncology patients (Leuk Lymphoma 2019; 60: 1540-7)

FEEMEAT P ERISVE (LUF, TEND) A 8E U 72 RN B 22 il 2 kf 52l AR%E (13 441))
X7 TR (9F]) 485 LIziiR, FN BEER 24 B OKILO ©— 7 HI13 77 B REFIC
HARTAERETHEIELS | IREROHBICAEDOEWERNIIE N TV ARVWENRES
nNTn5,

25 7 AR Y U B XX ZEDBEEROH 5 BE
(1) peE
1) EiE21 (1) 2) ¢RI,

2 AL FKFA4 v
1) EE21 (2 1) ¢FEC,

2) WEETEL - EEHA FTA 2 2021 (BET VAF—2ESWmETA F7 A VEMHE,
2021)

[7-1AERD (NSAIDs j#fh# B, N-ERD, 7 ALY L 0E8) | o [5) JgEYLNRFE D5 )
DIED 3% 7-1 AERD (NSAIDs @i £, N-ERD, 7 At YU W) 1Z%H3 256 alHE 7
A 12BN T, %< D Aspirin-exacerbated respiratory disease (AERD) T#¢5-JE72 £ 5K b
D—o& LTAZE 1[5 300 mg LLFRFEHE STV D, 7, AIITHAIZETH DM,
1 [A] 1,000~1,500 mg & fif T 4% MERFEREIR F 2R LW 0 . AARANTIE 1A 300
mg L FIZTRETH L ENLHS N TN D,

3) MEBEEBRTA T4 2022 (AAMEZES, 2022)

5.5 0HE - BEOMIHE] @ [5-6 NSAIDs & E (N-ERD, #FF : 7 ALY V) |
DIAD [F% 5-8 NSAIDs IBHE B2 31T D NSAIDs DR | 12BN T, [oR0fEk (550 COX-
1FEERZEORAD ) & LT, A 1[E 500 mg LLE2S, (224 (COX-1 BR5EEH
WD IR WERA) | & LT, ARSE 1[0 300 mg LA RS REHE S LT D,

(3) Tmk

BITS 4 OIS Z2 FHWT, 1994 4O PR LA D 7 A v U g BT Z OREFEE
D& HRERFIZHET DIEFIRE ZBRWTZAREHRD 5 B, KIEOWFERESCLZEMEICET 5
SCHRZ A LTRSS, BHS 2 U R 2R T AR CHITRD bz noiz, £72. 7T AE Y
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> Wiy BBE TOARIEDME IS % LU T O SRR A fERd L7,

1) EfE21 (3) 1), 3) ¢RL,

2) Systematic review of prevalence of aspirin induced asthma and its implications for clinical
practice (BMJ 2004; 328: 434-7)

—RENAE S D T BRI OBR IS 27 A Y U BEE TOREKRZ
PEEIZOWTHRN LIV AT YT 4 v 7 L Ea—0DfR, RERZMEORARTA 770
T TO98%, ST uFETLI00%, /a7 2t TOBUTHST=DIZx L, AFETIE
DINTINTH -T2 &b, TAED U RBEEOE BRI E L THEE S D LR
nNTn5,

3) Aspirin exacerbated respiratory disease: Current topics and trends (Respir Med 2018; 135:
62-75)

TAEY UREREE IR LT, AREOMHAE (1 [l 5-E 500 mg ) (i e T
HDHOIK L, AEDOEHAE (1 [m&%58>1,000mg) Tix, 7 A Y U EERE D 28~34%
TERE O BSOS ZFHEIRT D RetErnd ) . AEOE LN 1,500 mg UL EOGE, Z OH|
AT E I 6% 2 lREEA G STV D,

3. BUEHRFEARR % OENBEWERES#®E

544 5 B E TITHEEIZERE S oiiAsd SR ah B OENEWEEFRED 5 b,
FEGIZED TEIRE « GOFE - BEERE ) M OTHED 64 RIRET L TW S EREE IS YT 5]
REMEDN B 0 | OB EREE OBRGERH (EROEM L - BIESUTEB 2R 9 124U T 5
FEB 2 LU FIORT, Zed, LUTFOEFNZIW T, &G & OREBRAGE TS e
FEBIIFR D 7R N0 72,

3.1 AF (BHHA)

o HERWRIIESTBEELATHEEILTI0FORENH V| FETIZE S T-AERT 33
B, %BIBIEDH D I1X 10 B, RIEIEIL 27 B ThH -T2,

o LEEEOH LEE 8 BRI LIEEE OB b, EERIRIFICETE
e LT, FEEICESTIEFITZ LB TH -T2,

o HILMEHEEZ AT 5EE 8 Bl LIERIEOEANRO b, EERIRIFICE
STIERIE LT, LIRS TEFNL 2 1], %BBIED D OIERID 1Ll TH - 7=,

o HERRRIIE-MIRIEEZAT2EFILNFORENRH Y | HTICE S TIEFIT
14 6, %IBIEDH VI 361, REHEIZ 1461 TH -7,

t EFRROW[HPLT, RBIEDH Y, XITREETH Y, VEFICEENLIHMEFROO b, KHEE
b0 FEC>HREEDH Y >REIE) 245 LT,
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o B XIIFOREEROH HHEE T FlEBI S 0ELFBD bz, EERIRRICE
STIEFNT 2o T2,

32 hI~F—NEBE - TR T I 7= VEEAE

o HENRFICE-SLBEELATHEEILIFORENH Y | FETITE - I EHIE 25
B, %EIEH D IT LB REEIL 13 HITH > 7=,

o DEREE OB B B 13 Bl AFNONREE E O BAL GRS bz, EERERIRCE o I E
fBlE LT, FEEICESTIEFNIL 26 TH -T2,

o VHLMEEBEEZ AT HBRE 4 FIRFIHEMEEREOELS’RD b, HERERFICE
STIENT e o 72,

o HERBRIIE-STMEMEELZAETHEEIL U FAORENH Y, FLTICE S TIEFNIT
8 i, RIEEIXIFITH-T=,

o WHEXITZEOBEREDH HEE 5 HIEFIHEOEANEO b, BEERIRFICE
STIEBNL 2 o T2,

330 T4 YV TR 7 U EEREH

o HERBFIIESTDIBEEL AT L2RFILLEIOBRENRH D | ETITEST-, 2B,
AIEFNL, BRELROMEFESE AT 2EE TH Y | I BREEIMKESEEZ T 5
BEOWEIT 2D -T2,

o WHWEMEEEZATLEAE. KUWEXITZEOBEREO H 5 BE ORE TR0 > T,

4. TFRBEROHNEEBERE

AR S5 B OKGRISHE L 0. SFI54E2 A 21 B E TICHREICHE S FgE el &
OSAEHESRED > B, THLMEHEE O & 2 B, THEERMKORE OH 2 8E), [EHE
REEEOHHBE |, [EHERUMEEREOHHEBE | KO T7 A Y Uit B UL OREE
D& 5 EF ) ICEET 2WE L. LTOMERE L ThoT,

(1) Analgesic use and associated adverse events in patients with chronic kidney disease: a
systematic review and meta-analysis (Br J Anaesth 2022; 128: 546-61)

CKD #BHIZK T LR EMARM PN E DA EERERMEL VAT YT 4 v/ b=
— e AZTF VU ADOWETH S, Medline, Embase, CINAHL K T CENTRAL % F\ 7= 3L
BRARZRIC K 0 B KA RIS B2 62 (- OiF7e OB 3B O/ EF SR 5 33 1+
OWFZER R S, ZE4 230 T AKLTY 300 T ADT —# Zfida LT Sivlz, #ia
fEMT DFER. CKD B3 D 41%705EHANCERIEZ M LTk . FEABITIZ, 72 73
/ 7 x> « hydrocodone Bl &A1 ik % < (9.6%) ., WKIZAFT 2 K (3.6%), FT7~ F—
Jb (2.0%) . propoxyphene (1.3%), 7 =% =/ (1.0%) %HDIETH L Z Lo/rESnT- (84
T B DA EFF R OMHNTHR RIZIBN T, AT 5LHITRD e s> 70),
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5. PAEMRELZESE X T-EE Rl oW T
HAEIE, ERL 1 ~4. OFEEITo MR, SRE L72SEHIC W T, LFO X 91T
W L7z,

51 {HLEERE O H 5 BE . ERERIKRORE D H 5 BERUVERRLMEEREDOH 5 BE
L, UToREZEE 2, NHEMEEEOH 28 ), TEERMKORE O H 2 B
RO THEER DA RO H 5B ITOWTERZMRT 5 L &bl AL TnEE
IREEME AR ET D Z & AN &I L7,

& FE HARTAL, BRELMFELY, REOHEANHREEI N TND Z L,

® AN CETIE, YUKEH IHARICRESL TV RN L,

52 ERRBREEDH D BE
BT, UToSRZHEL, EERBEEOHLEHE] ITONWTHBEMERTLLE LD
2, FERNCER U C B e M 25 E T 5 2 & 03l &l L7,

® iE. WA RTAY, AELEELY, REOFEHS/HERSI LWL Z &,

& I HDRNT~ K=V - TR T 7 = VEAAIORMIGE TR, TEE
REEOBE (VLT F=2 7 VT T AN I0mMUS RN | NERICERESHTH
L0, b7~ R—NAEBREICER LZb0THD (.11 HEBM), )+ F LSO
AARATSCE IR, YT IR ES LTV RN &y

BB, ARICET D N T~ R—/UERRIERA OS> H 1 B 1 BT 2 BHEGOREET

3. TEEARBEEREDDH 5 BRE ] PERBICRESNTWD DD, BG83 35 MR
OFRENHETHH Z EEBHE LZLDOTHY 5, EHRAILOHERNSD F T~ F—UIE
el - 78 b7 X 72 UEEAIE RO ML - HE&ETH 5 OD SETIX, HiZEF I3 RIT
BE STV,

o, RO ML - FHEOFH 2 B3 5 BREEORE K OB E FiEIC DN T, WANE
F3CED L - HEOFEHICET 20 IS E TR . TA N7 A E S AR E -
AEORENZET 25TV, LT L —EO MBS L THzwyy (L2 HE W
M21HEEM), Lo T ABRBEEEICEENCSET L2 LT EOHIBRRH D L DD,
WEANRAT SCE Tl R A O L - HEZHAMT 2 FoRfiEsnTna 2 b, THE
REEED D HHEE ) I3 LT, REOE G EK O GRIRBOFE 25 83 5 5 O R i
INEEEZ D,

537 A UBEBEXIIFEDOBERDSH 5 BE
R Ix, UToS2BE2, [7TAEY) U EXIFOBEROH HHBE ] 2oV TER

5 02 b7 A5E100mg HFEEEHETE 183, Y — N7 ABES0mg il EEMEE (SF1248 A6 BFD)
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EIRBRT D & L b, EAICEE L CREREEME 25 ET 5 2 L ANy &k Lz,

® iE. HARTAY ., AELEELY, REOHFHS/HERS L TWDZ &,

® AN CE TR, UBMBE IERIIRESN TV RN &,

7277 L, M251H (2) ([Zitdk LSRR CoOMBIZES X [7 A Y UG EUELE OBE
FHBEOHHEE ] 1T LTIE, A L1E300mg L FETHEOEEBRENLELEZ D,

o, FENRLEO I B, LEEFICAI 325 mg 2 E5H LT\ D b7~ K— LR -
TENT I 72 BAFICOWTIE, LT XL2cEZ 5,

o WHFAFNTII2 OIS DD, DO L, WEHEN 18] 2 5 (A% 650 mg)
Thsd [HEEkOER 3L T, [7AE) UigR U2 OBEROH 5 BE
T, BlEFEMZLE LTREL TR Z &3y & L,

& 4O 1 OIS THD IFENANEIEEN ) GEWAE 1115 (K3 325mg) T
1A 268 (ARZK650mg) FCTHEAFGEL SN TWD) IR LTI, @ HESIL25
H (2) OHA RTA T gL LS Tnd EfRD 1181 300mg %% L <
Bz TR, TR0 & &N TW5 1[E 500 mg BLE & iF—ERETEREL TV
L2800, LFOEEMWEZIIMNELEZZ D08, [7TAEY Ui X 3Z OREERED
b LERF ) OB AEMRT 2 Z L IXaTRe & Hllr Lz,
> 11§ (CK$HE325mg) 452 L,
> WEEAFIEZANT, o7 TR 7 = UREE RV ERE A2 EE

T5HZ L,

V. Bt

1. AEBREH LI AEROESHMEROFEIZONT

ARAL RIS H OEE SR ERIZ BT 28 ol (IM.5.1~11.5.3 ) T2\ T, &2 TDOEM
ZENO RIS,

2. BRMRR%E OFEMA~DOEEBREIZOVWT
Mg YW (M1.5.1~M1.5.3 IH) I[ZESWRIR 3 OWFTRONE CIHEEME 217> Z &
IZOWT, 2 TOHEMEEND RSN,

V. #REHib
BgIE, DL RO a2 E 2 BIR 3R T LB 0 IRA SCEOHH EOEE 2 %ET LT
Lz 720 &l L7z,

LIk
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— A

GRS

BEE - AR -

TENTI ) 720 (%

mPil))
(205
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YEE 114 fiRE\GHE
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BhRE - SR
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Mk - A&

JRA)  (BE)  GHRRD)

(& FEE B L OYERIZ I 1 2 $10)
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mg AT %, 7ods, Fn, ERICE 0 EEHEET 5,
72770, FATE LTLH2B\IETE L, 1 HAK 1500 mg
EIRE LT 5, 7o, EERFORG T 2 2 EnE
F LUV,

CNRBMEIIZ IS T B fEEL - 88
W, R, SRR ORI R T I o7 2bL
T, (AE1kgH7=v 1H10~15mg #FEAHK G5 L, &5
FIRRIE 4~6 IFFILL B &35, 7ods. HFilim, FERIC L VD @
HHIHT 528, 1 HiREE LT 60 mg/kg Z[REET 5,
=72, RAOHEZBZ 2\, £7-, ZZERF OG- 130
JEREDZZERLEELL,

TN )72 (FE
i)

(1) 7L =—A% 50,
[ 44741 100, [F] 44741 200

(2) 7o e SARK N
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N
(2) ~1 7 EPD &

ZhHE « DA
ANEBMEIEIZ 31T D MREN - S

Mk - &

® o mg. [FIAEHI/NEH 200 mg | [Rl&tt @WE. IR, REOVNRICETE RN T I 72 b L
(CEAh 48 114 fRENGE e
o) (3) v —RHINR | (3) HARIEEEX | T, AE 1kg H729 18] 10~15 mg & EENIZHE AT
50, [AI46%4] 100, [FI2RHA] | 24t 5, wERIEIX 4~6 R EE L, 1 HEE LT 60
200, [mI44#1 400 s mg/kg ZFRIE &35, 735, HFln, AERIZ X0 wEEHE T
=3 Do 1272 L, MADOHEZBZRU,
TERTI )Tz 7 & U FHERE 1000 D NEE « %
® ESV% AR mg / - THEE « Zh 3

(FEHFI)

v 7
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L, &5HREIT4~6 FFELLEE 35, 1 HiREE LT
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(BRANICET B 3EY
WE . RACIET T2 7 =0 & LT, 1E 300~500
mg % 15 537 CRIRN I G- L B 5-MRR 1T 4~6 REF LA
EEFD, B, i, EIRIC X EEEET 508, JFA
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B 2

WA RAT SCGE ORI
1 CREWSCEORLER D
i ympail A TSI
W 76 4 ACETAMINOPHEN 325MG- | ik 72 4 : Acetaminophen Suppositories — For | ik5c4: : OFIRMEV (acetaminophen) injection
acetaminophen tablet Children
2021 4= 2 A IRt 2016 4= 2 A hit 2018 4% 3 A i
Do not use Do not use 4 CONTRAINDICATIONS

+ with any other drug containing acetaminophen
(prescription or nonprescription). If you are not
sure
whether a drug contains acetaminophen, ask a
doctor or pharmacist.

- if you are allergic to acetaminophen or any of
the inactive ingredients in this product.

+ with any other drug containing
acetaminophen (prescription or nonprescription).
If you are not sure
whether a drug contains acetaminophen, ask a

doctor or pharmacist.

Acetaminophen is contraindicated:

-in patients with known hypersensitivity to
acetaminophen or to any of the excipients in the
intravenous formulation.

-in patients with severe hepatic impairment or
severe active liver disease [see Warnings and
Precautions (5.1)].

8 USE IN SPECIFIC POPULATIONS

8.7 Patients with Renal Impairment

In cases of severe renal impairment (creatinine
clearance < 30 mL/min), longer dosing intervals
and a reduced total daily dose of acetaminophen

may be warranted.




N~ R—)VIE@RE - 72 T2 7 = UEAH

vyuaz 4 )T RS
2T = EREA

74 : ULTRACET

ML

2023 42 AhR

2.4 Dosage Modification in Patients with Renal Impairment

+ Severe Renal Impairment: Do not exceed 2 tablets every 12 hours.

4. CONTRAINDICATIONS

ULTRACET is contraindicated for:

+ Children younger than 12 years of age[see Warnings and Precautions (5.4)]

- Postoperative management in children younger than 18 years of age following tonsillectomy and/or adenoidectomy [see
Warnings and Precautions (5.4)]

ULTRACET is also contraindicated in patients with:

- Significant respiratory depression [see Warnings and Precautions (5.3)].

+ Acute or severe bronchial asthma in an unmonitored setting or in absence of resuscitative equipment [see Warnings and
Precautions (5.13)].

+ Patients with known or suspected gastrointestinal obstruction, including paralytic ileus [see Warnings and Precautions
(5.17M)].

+ Previous hypersensitivity to tramadol hydrochloride, acetaminophen, any other component of this product, or opioids
[see Warnings and Precautions (5.18)].

+ Concurrent use of monoamine oxidase inhibitors (MAOIs) or use of MAOIs within the last 14 days [see Drug
Interactions (7)].




8.7 Renal Impairment

The pharmacokinetics and tolerability of ULTRACET in patients with renal impairment has not been studied. Based on
studies using tramadol extended-release tablets, the excretion of tramadol

and metabolite M1 is reduced in patients with creatinine clearance of less than 30 mL/min.

In patients with creatinine clearances of less than 30 mL/min, it is recommended that the dosage of

ULTRACET not exceed 2 tablets every 12 hours. [see Dosage and Administration (2.3)].

The total amount of tramadol and M1 removed during a 4 hour dialysis period is less than 7% of the administered dose
based on studies using tramadol alone.

Monitor closely for signs of respiratory  depression, sedation, and hypotension.

2. EU IR CEOTHEIRN

N~ R—)VIE@RE - 72 T2 ) 7 = UEAH

vruaz 4V TR
2T = EREA

Hr7e4 : Tramcet 37.5 mg/325 mg film-coated tablets

ML

2023 4 12 H 16 AR

4.2 Posology and method of administration
Renal insufficiency/dialysis
In patients with renal insufficiency the elimination of tramadol is delayed. In these patients prolongation of the dosage

intervals should be carefully considered according to the patient’s requirements.

4.3 Contraindications

-Hypersensitivity to the active substance or to any of the excipients listed in section 6.1,




-acute intoxication with alcohol, hypnotic drugs, centrally-acting analgesics, opioids or psychotropic drugs,

-Tramadol hydrochloride/Paracetamol should not be administrated to patients who are receiving monoamine oxidase
inhibitors or within two weeks of their withdrawal (see 4.5. Interactions with other medicinal products and other forms of
interaction),

-severe hepatic impairment,

-epilepsy not controlled by treatment (see 4.4. Special Warnings).

4.4 Special warnings and precautions for use
Wanings:

-In severe renal insufficiency (creatinine clearance <10 ml/mm), Tramadol hydrochloride/Paracetamol is not recommended.

3. HERMSCGEOTHARN

& F 741 AL F T
Hx7¢4 - Pracetamol 500 mg Tablets Hx7e4 . Paraserts 125 mg Suppositories Hx7¢44 : Perfalgan 10 mg/ml Solution for Infusion
2021 4 1 A hR 202246 A 8 AhK 2021 -5 A 21 HHR
Do not take: 4.3 Contraindications 4.2 Posology and method of administration
« If you are allergic to any of the ingredients. Hypersensitivity to the active substance, to any of | The minimum interval between each

the excipients listed in section 6.1, soy or peanuts. | administration in patients with severe renal
insufficiency must be at least 6 hours.

It is recommended, when giving paracetamol to
patients with severe renal impairment (creatinine
clearance < 30 mL/min), to increase the minimum

interval between each administration to 6 hours




(See section 5.2)

4.3 Contraindications
PERFALGAN is contraindicated:

« in patients with hypersensitivity to paracetamol
or to propacetamol hydrochloride (prodrug of
paracetamol) or to one of the excipients.

- in cases of severe hepatocellular insufficiency.

5.2 Pharmacokinetic properties

Renal insufficiency

In cases of severe renal impairment (creatinine
clearance 10-30 mL/min), the elimination of
paracetamol is slightly delayed, the elimination
half-life ranging from 2 to 5.3 hours.

For the glucuronide and sulphate conjugates, the
elimination rate is 3 times slower in subjects with
severe renal impairment than in healthy subjects.
Therefore, it is recommended, when giving
paracetamol to patients with severe renal
impairment (creatinine clearance < 30 mL/min),
to increase the minimum interval between each

administration to 6 hours (see section 4.2.




Posology and method of administration).
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fiR7e44 : Paracetamol AbZ 500 mg Tabletten IR5244 : ben-u-ron 75 mg Zapfchen iR 72 4 : Paracetamol B. Braun 10 mg/ml
Infusionsldsung
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4.2 Dosierung und Art der Anwendung
Besondere Patientengruppen
Niereninsuffizienz

Bei Patienten mit Niereninsuffizienz wird eine

Dosisreduktion empfohlen und ein minimales

Dosisintervall von 6 Stunden, siehe Tabelle unten.

Bei schwerer Niereninsuffizienz (Kreatinin-
Clearance < 10 ml/min) muss ein Dosisintervall
von mindestens 8 Stunden eingehalten werden.

Ohne érztliche Anweisung ist bei Erwachsenen

eine tagliche Dosis von 2 g nicht zu Gberschreiten.

Erwachene

4.2 Dosierung und Art der Anwendung Besondere
Patientengruppen

Schwere Niereninsuffizienz

Bei schwerer Niereninsuffizienz (Kreatinin
Clearance < 10 ml/min) muss ein Dosisintervall

von mindestens 8 Stunden eingehalten werden.

4.3 Gegenanzeigen
ben-u-ron darf nicht von Patienten angewendet
werden, die Uberempfindlich gegen Paracetamol

oder einen der sonstigen Bestandteile sind.

4.2 Dosierung und Art der Anwendung
Schwere Niereninsuffizienz

Es wird empfohlen, bei der Anwendug von
Paracetamol bei Patienten mit schwerer
Niereninsuffizienz (Kreatinin-Clearance =30
ml/min) die Dosis zu reduzieren und den
Mindestabstand zwischen den Verabreichungen

auf 6 Stunden zu verlangern (siehe Abschnitt5.2).

4.3 Gegenanzeigen
- Uberempfindlichkeit gegen Paracetamol,
Propacetamolhydrochlorid (Prodrug von

Paracetamol) oder eine der in Abschnitt 6.1




Glomerulére Dosis

Filtrationsrate

10-50 ml/min 500 mg alle 6 Stunden

< 10 ml/min 500 mg alle 8 Stunden

4.3 Gegenanzeigen

Uberempfindlichkeit gegen den Wirkstoff oder
einen der in Abschnitt 6.1 genannten sonstigen
Bestandteile.

genannten sonstigen Bestandteile.
+ Félle schwerer hepatozellularer

4.4 Besondere Warnhinweise und
VorsichtsmaBnahmen fiir die Anwendung
Paracetamol sollte in folgenden Féllen mit
\orsicht angewendet werden:

+ Schwerer Niereninsuffizienz (Kreatinin-
Clearance =30 ml/min) (seine Abschnitte 4.2
und 5.2)

5.2 Pharmakokinetische Eigenschaften
Niereninsuffizienz:

Bei Patienten mit Niereninsuffizienz (Kreatinin-
Clearance 10-30 ml/min) ist die Elimination von
Paracetamol leicht verzdgert, wobei die
Eliminationshalbwertszeit zwischen 2 und 5.3
Stunden betragt.

Bei Patienten mit schwerer Niereninsuffizienz ist
die Eliminationsgeschwindigkeit der Glucuronid-
und Sulfatkonjugate dreimal langsamer als bei
gesunden Personen.

Daher wird empfohlen, den Zeitabstand zwischen




6 Stunden zu verlangern, wenn Paracetamol bei
Patienten mit schwerer Niereninsuffizienz
(Kreatinin-Clearance =30 ml/min) angewendet
wird (siehe Abschnitt 4.2).
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k7244 : PARACETAMOL MYLAN PHARMA

500 mg, comprimé effervescent

k5244 : PANADOL 125 mg, suppositoire

W 72 4 : PARACETAMOL KABI 10 mg/mL,

solution pour perfusion
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4.2. Posologie et mode d'administration
Insuffisance rénale

En cas d'insuffisance rénale sévere (clairance de la
créatinine inférieure a 10 ml/min), l'intervalle
entre deux prises sera au minimum de 8 heures.
La dose de paracétamol ne devra pas dépasser 3 ¢

par jour, soit 6 comprimés.

4.3. Contre-indications

- Hypersensibilité a la substance active ou a I’'un

4.2. Posologie et mode d'administration
Insuffisance rénale

Les patients qui ont ete diagnostiques comme
insuffisants rénaux doivent demander un avis
médical avant d’ utiliser ce médicament. Chezl’
adulte, en cas d’ insuffisance rénal et sauf avis
medical, il est recommandé de réduire la dose et
d'auamenter lintervalle minimum entre 2 prises

selon le tableau suivant :

4.2. Posologie et mode d'administration

Insuffisance rénale

Chez les patients insuffisants rénaux, I’intervalle
minimal entre chaque administration doit étre

modifié selon le schema suivant :

Clairance de la Intervalle d'

créatinine administration
Cler =50 ml/min 4 heures
Clcr 10-50 ml/min 6 heures




Clcr < 10 ml/min 8 heures

des excipients mentionnés a la rubrique 6.1. Clairance de la Intervalle d'

- Insuffisance hépatocellulaire sévere. créatinine administration
- Enfant de moins de 6 ans, en raison des risques >10 ml/min 6 heures
de fausse route. <10 ml/min 8 heures

4.3 Contre-indications

rectrorragies.

Hypersensibilité a la substance active ou a I’un
des excipients mentionnés a la rubrique 6.1.
+ Insuffisance hépatocellulaire sévére.

- Antécédent récent de rectited, d'anites ou de

4.3. Contre-indications
PARACETAMOL KABI est contre-indigué :

- en cas d'hypersensibilité au paracétamol ou au

chlorhydrate de propacétamol (prodrogue du
paracétamol) ou a I'un des excipients,
- en cas d'insuffisance hépato-cellulaire sévére.

a4 )TN
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fR5E4 : TRAMADOL / PARACETAMOL SANDOZ 37,5 mg/325 mg, comprimé pelliculé

B
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4.2. Posologie et mode d'administration

Insuffisance rénale / dialyse

L’élimination du tramadol est retardée chez les insuffisants rénaux. Chez ces patients, une augmentation de I’intervalle

entre les prises doit étre soigneusement évaluée en fonction des besoins du patient.

4.3. Contre-indications

+ Hypersensibilité aux substances actives ou a I’un des excipients listés en rubrique 6.1.




psychotropes.

« Insuffisance hépatique sévére.

Mises en garde spéciales

créatinine <10 ml/min).

4.4. Mises en garde spéciales et précautions d'emploi

+ Intoxication aigué par I’alcool, les médicaments hypnotiques, les analgésiques centraux, les opioides ou les médicaments

+ TRAMADOL / PARACETAMOL SANDOZ ne doit pas étre administré aux patients qui sont traités simultanément ou
qui ont été traités dans les 2 semaines précédentes par les IMAO (voir rubrique 4.5).

- Epilepsie non controlée par un traitement (voir rubrique 4.4).

TRAMADOL / PARACETAMOL SANDOZ n’est pas recommandé en cas d’insuffisance rénale sévére (clairance de la
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Contraindications:

Hypersensitivity to acetaminophen or to the
ingredients of this formulation (see Dosage
Forms, Composition and  Packaging).
Allergic reactions (primarily skin rash) or reports

of hypersensitivity secondary to acetaminophen

2 CONTRAINDICATIONS

« ACET is contraindicated in patients who are
hypersensitive to this drug or to any

ingredient in the formulation, including any non-
medicinal ingredient, or component of the
container.

CONTRAINDICATIONS

+ OFIRMEYV is contraindicated in patients who
have previously demonstrated hypersensitivity to
acetaminophen, to any ingredient in the
formulation, or component of the container (see
DOSAGE FORMS, COMPOSITION, AND

10




are rare and generally are controlled by
discontinuation of the drug and, when necessary,
symptomatic treatment.

Do not use with any other product containing

acetaminophen.

Warnings and Precautions:

Renal :

Based on available clinical data, acetaminophen
can be used in patients with chronic renal disease
without dosage adjustment. Martin 7 found that
patients with chronic renal failure had higher
plasma concentrations of acetaminophen and the
inactive glucuronide and sulfate metabolites than
healthy subjects during repeated dosing up to ten
days.

Several single-dose studies demonstrate
accumulation of acetaminophen metabolites in
patients with moderate chronic renal failure and in
anephric patients 8-10 for whom hemodialysis
appeared to be the major route of elimination -
The habitual consumption of acetaminophen

should be discouraged. If indicated medically, the

For a complete listing, see 6 DOSAGE FORMS,
STRENGTHS, COMPOSITION AND
PACKAGING.

PACKAGING).
+ OFIRMEYV is contraindicated in patients with
severe hepatic impairment or severe active

liver disease

Renal

Use caution when administering acetaminophen in
patients with severe renal impairment (creatinine
clearance < 30 mL/min). Longer dosing intervals
and/or a reduced total daily dose of
acetaminophen may be warranted in these

patients.

11




long-term use of acetaminophen should be
supervised by a physician.

A National Kidney Foundation position paper
notes that physicians preferentially
recommend acetaminophen to patients with renal
failure because of the bleeding

complications associated with ASA in these
individuals 2. Acetaminophen was
recommended as the non-narcotic analgesic of
choice for episodic use in patients with
underlying renal disease
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CONTRAINDICATIONS
TRAMACET (tramadol hydrochloride and acetaminophen) tablets is contraindicated in:

+ Patients who are hypersensitive to the active substance (tramadol and acetaminophen) or
other opioid analgesics or to any ingredient in the formulation. For a complete listing, see the
DOSAGE FORMS, COMPOSITION AND PACKAGING section of the Product
Monograph.

12




+ Patients with known or suspected mechanical gastrointestinal obstruction (e.g., bowel
obstruction or strictures) or any
diseases/conditions that affect bowel transit (e.g., ileus of any type).

- Patients with suspected surgical abdomen (e.g., acute appendicitis or pancreatitis).

+ Patients with severe hepatic or renal impairment (creatinine clearance of less than 30 mL/min and/or Child-Pugh Class
C).

- Patients with mild pain that can be managed with other pain medications.

- Patients with acute or severe bronchial asthma, chronic obstructive airway, or status asthmaticus.

« Patients with acute respiratory depression, elevated carbon dioxide levels in the blood, and
cor pulmonale.

- Patients with acute alcoholism, delirium tremens, and convulsive disorders.

- Patients with severe CNS depression, increased cerebrospinal or intracranial pressure, and

head injury.

- Patients taking monoamine oxidase inhibitors (MAQIs) (or within 14 days following
discontinuation of such therapy).

- Women who are pregnant, nursing or during labour and delivery.

- Any situation where opioids are contraindicated, including acute intoxication with any of the following: alcohol,
hypnotics, centrally acting analgesics, opioids or psychotropic drugs.
TRAMACET may worsen central nervous system and respiratory depression in these

patients.

- Pediatric patients less than 18 years of age who have undergone tonsillectomy and/or
adenoidectomy for obstructive sleep apnea syndrome.

+ Pediatric patients less than 12 years of age.

13
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4.3 CONTRAINDICATIONS
Contraindicated in patients with a previous history
of hypersensitivity to paracetamol or to any of the

excipients.

4.4 SPECIAL WARNINGS AND
PRECAUTIONS FOR USE

Use in renal impairment Paracetamol should be
used with caution in patients with impaired kidney
function: Administration of paracetamol to
patients with moderate to severe renal impairment
may result in accumulation of paracetamol
conjugates.

Patients who have been diagnosed with kidney
impairment must seek medical advice before

taking this medication.

2. What should I know before | use Panadol
Children Suppositories?

Do not use Panadol Children Suppositories if:
- you are allergic paracetamol, or any of the
ingredients listed at the end of this leaflet.

Always check the ingredients to make sure you

can use this medicine.

Do not use this medicine if your child is taking
any otherprescription or non-prescription
medicines containing

paracetamol to treat pain, fever, symptoms of cold

and flu, or to aid sleep.

4.3 CONTRAINDICATIONS

Paracetamol 10 mg/mL solution for infusion is
contraindicated:

-In cases of hypersensitivity to paracetamol or to
propacetamol hydrochloride (prodrug

of paracetamol) or to any of the excipients

-In cases of severe hepatocellular insufficiency
-In patients with hepatic failure or decompensated

active liver disease.

4.4 Special Warnings and Precautions for Use
Use in renal impairment

Paracetamol solution for infusion should be used
with caution in cases of severe renal insufficiency

(creatinine clearance <30 mL/min).

5.2 Pharmacokinetic Properties
Renal impairment

Paracetamol should be administered with caution

14




to patients with renal impairment.

In cases of severe renal impairment (creatinine
clearance < 30 mL/min), the elimination of
paracetamol is slightly delayed, the elimination
half-life ranging from 2 to 5.3 hours.

For the glucuronide and sulphate conjugates, the
elimination rate is 3 times slower in subjects with
severe renal impairment than in healthy subjects.
It is recommended that there be an interval of at
least 6 hours between administrations in patients
with severe renal impairment (creatinine clearance
<30 mL/min) (see section 4.2 Dose and Method

of Administration).
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4.3 CONTRAINDICATIONS

+ hypersensitivity to tramadol, paracetamol or to any other components of the tablet,

+ acute intoxication with alcohol, hypnotic drugs, centrally-acting analgesics, opioids or psychotropic drugs,

« tramadol/paracetamol tablets should not be administered to patients who are

15




receiving monoamine oxidase inhibitors or within two weeks of their withdrawal (see
section 4.5 - Interactions with other medicines and other forms of interactions),
+ in cases of severe hepatocellular insufficiency
+ in patients with severe respiratory disease, acute respiratory disease and respiratory depression
+ in patients with hepatic failure or decompensated active liver disease,
- epilepsy not controlled by treatment (see section 4.4 - Special warnings and precautions for use).

4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Use in renal impairment

In patients with renal insufficiency the elimination of tramadol is delayed. In these patients
prolongation of dosage interval should be carefully considered according to the patient’s

requirements.

16
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#1 Acetaminophen/THor 7 7 X/ 7 = /AL or /X7 & % & —/L/AL or Acetaminophen/AL or Acetominophen/AL or Acetaminofen/AL or "Acetyl
Aminophenol"/AL or "Acetyl-Aminophenol"/AL or Paracetamol/AL or APAP/AL

45 - 7,985 1

#2 THALMEVEZSTH or YHALPETEES/AL or VH{LIEBS/AL or B+ fEIEE/AL or A K L Z{EEE/AL or "Peptic Ulcer"/AL or "Gastroduodenal
Ulcer"/AL

3k : 49,122

#3 #1 and #2

5 - 114 1
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"))
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L1 19617 SEAACETAMINOPHEN+NT/CT

L2 31902 SEA ACETAMINOPHEN?OR ACETOMINOPHEN? OR ACETAMINOFEN?0ORPARA(W)ACETYL(W)AMINOPHENOL? OR
ACETYL(1W)AMINOPHENOL? OR PARACETAMOL? OR APAP

L3 80095 SEA PEPTIC ULCER+NT/CT

L4 72821 SEA (PEPTIC? OR ?GASTRL? OR ?DUODENAL?)(2A)ULCER?

L5175 SEA (L1 OR L2) AND (L3 OR L4)

L6 132 SEA L5/HUMAN

L7 89 SEA (L6 NOT L3(L)CI/CT) OR (L6 AND L3(L)CO/CT)

L8 89 SEA L7 NOT (MURINE? OR MICE? OR MOUSE? OR ANIMAL? OR DOG# OR MONKEY? OR CYNOMOLGUS?)/TI

L9 QUE INDUCE? OR PREVENT? OR (ADVERSE? OR SIDE?)(2A)(EVENT? OR EFFECT? OR REACT? OR OUTCOM? OR RESPON?)
L10 76 SEA L8 NOT ((INDUCE?/TI OR PREVENT?/TI OR (ADVERSE?/TI OR SIDE?/TI)(2A)(EVENT?/TI OR EFFECT?/TI OR REACT?/TI OR
OUTCOM?/T | OR RESPON?/TI)) OR L9(2A)L4 OR L2(2A)L9 OR (EXCLUD? OR RISK#

OR TOXIC?)(2A)L4 OR L2(4A)(?TOXIC? OR POISON?))
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#1 Acetaminophen/THor 7% 7 X/ 7 = /AL or /X7 & % & —/L/AL or Aceta-minophen/AL or Acetominophen/AL or Acetaminofen/AL or "Acetyl
Aminophe-nol"/AL or "Acetyl-Aminophenol"/AL or Paracetamol/AL or APAP/AL
% - 8,202 1
#2 IR TH or IR B 5 /AL or Ik > B2 5 /AL or IR AN B % AL or IR B F /AL or MRIZ ST 2 B /AL or 1Lk COHE /AL or Mk E
DO FLIAL or MLIESARI B E IAL or LRS- 72 BEH AL or ML FBJAL or K DR EBIAL or MFRIZHEEBIAL or ML HIPE FBIAL or MLIERIAL or
MR E/AL or MR OFEE/AL or Ik &2 /AL or Dysemia/AL or Hematodyscrasia/AL or hemodyscrasia/AL or hemo-pathy/AL or "Haematological
disease"/AL or "Haematological disorder"/AL or "Haematological Dyscrasia"/AL or "Hematological disease"/AL or "Hematological disorder"/AL or
"Hematological Dyscrasia"/AL or "Hematologic disease"/AL or "Hematologic disorder"/AL or "Hematologic Dyscrasia"/AL or "blood disease"/AL or "blood
disorder"/AL or "blood Dyscrasia"/AL or "Hemic disease"/AL or "Hemic disorder"/AL or "Hemic Dyscrasia"/AL
3k : 263,626 1
#3 #1 and #2
45 - 202
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)
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#5 (#4 not (M7 EU/TH and SH={b2AYF5 %)) or (#4 and (LR AE/TH and SH=5HE))
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#6 fEFE/TH or EfE/AL or EJE/AL or EER/AL or EE/AL or FEJH/AL or iy DfE/AL or A % /AL or critical/AL or serious/AL or severe/AL or
life-threatening/AL or grave/AL
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L1 20008 SEAACETAMINOPHEN+NT/CT
L2 32624 SEAACETAMINOPHEN? OR ACETOMINOPHEN? OR ACETA MINOFEN? OR PARA(W)ACETYL(W)AMINOPHENOL? OR ACE-
TYL(IW)AMINOPHENOL? OR PARACETAMOL? OR APAP
L3 600114 SEA HEMATOLOGIC DISEASES+NT/CT
L4 73004 SEA DYSEMIA? OR HEMATODYSCRASIA? OR HEMODYSCRASIA? OR HEMOPATHY? OR (HAEMATOLOG? OR HEMATOLOG? OR
BLOOD? OR HEMIC#)(2A)(DISEASE? OR DISORDER? OR DYSCRASIA?)
L5 430 SEA (L1 OR L2) AND (L3 OR L4)
L6 383 SEA L5/HUMAN
L7 201 SEA (L6 NOT (L1(L)(AE OR TO OR PO)/CT OR L3(L)CI/CT)) OR (L6 AND L3(L)CO/CT)
L8 QUE CRITICAL? OR SERIOUS? OR SEVERE? OR LIFE(W)THREATENING? OR GRAVE?
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#1 Acetaminophen/THor 7 7 X/ 7 = [ALor /~7 & % %E—/L [AL or Acetaminophen/AL or Acetominophen/AL or Acetaminofen/AL or "Acetyl
Aminophenol"/AL or "Acetyl-Aminophenol"/AL or Paracetamol/AL or APAP/AL
% 2 7,985 14
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or EiEFEE/AL or EESH/AL or /AL or L E/AL or EFEERERR H/AL or EIEEERES H/AL or BHEREAN /AL or B EERE 42 /AL or
% 7 m 33— AL or nephropath/AL or "renal dysfunction"/AL or "renal impairment"/AL or "renal damage"/AL or "renal
disorder"/AL or "kidney impairment"/AL or "kidney damage"/AL or "kidney disorder"/AL or "renal failure"/AL or "renal insufficiency"/AL or "kidney
failure"/AL or "kidney dysfunction"/AL or "impaired renal function"/AL
4 462,772 1%
#3 #1 and #2
% - 488 1
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#6 fEFE/TH or EfE/AL or EJE/AL or EER/AL or EE/AL or FEJH/AL or iy DfE/AL or A % /AL or critical/AL or serious/AL or severe/AL or
life-threatening/AL or grave/AL
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L1 19617 SEAACETAMINOPHEN+NT/CT
L2 31902 SEA ACETAMINOPHEN? OR ACETOMINOPHEN? OR ACETAMINOFEN? OR PARA(W)ACETYL(W)AMINOPHENOL? OR
ACETYL(1W)AMINOPHENOL? OR PARACETAMOL? OR APAP
L3 548945 SEA KIDNEY DISEASES+NT/CT
L4 378531 SEA (RENAL? OR KIDNEY?)(2A)(IMPAIR? OR FAILURE? OR INSUFFICIENC ? OR DYSFUNCT? OR DAMAGE? OR DISORDER? OR
INJUR?) OR NEPHROPATH ?
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L1 19617 SEAACETAMINOPHEN+NT/CT
L2 31902 SEA ACETAMINOPHEN? OR ACETOMINOPHEN? OR ACETAMINOFEN? OR PARA(W)ACETYL(W)AMINOPHENOL? OR
ACETYL(1W)AMINOPHENOL? OR PARACETAMOL? OR APAP
L3 135911 SEA HEART FAILURE+NT/CT
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L8 79 SEA L7 NOT (MURINE? OR MICE? OR MOUSE? OR ANIMAL? OR DOG# OR MONKEY? OR CYNOMOLGUS?)/TI
L9 QUE INDUCE? OR PREVENT? OR (ADVERSE? OR SIDE?)(2A)(EVENT? OR EFFECT? OR REACT? OR OUTCOM? OR RESPON?)
10 53 SEA L8 NOT ((INDUCE?/TI OR PREVENT?/TI OR (ADVERSE?/TI OR SIDE?/TI)(2A)(EVENT?/TI OR EFFECT?/TI OR REACT?/TI OR
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L11 QUE CRITICAL? OR SERIOUS? OR SEVERE? OR LIFE(W)THREATENING? OR GRAVE?
L12 2 SEA L10 AND L4(5A)L11
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#1 Acetaminophen/THor 72 7 X/ 7 = /AL or /X7 & % & —/L/AL or Aceta-minophen/AL or Acetominophen/AL or Acetaminofen/AL or "Acetyl
Aminophe-nol"/AL or "Acetyl-Aminophenol"/AL or Paracetamol/AL or APAP/AL
5. 8,202 1
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U NG EJALor 7 AR Y LA R VAL or Aspirin i E/AL or "Aspirin-Induced Asthma”/AL or "Aspirin Induced Asthma'/AL or "Aspirin-
asthma"/AL or "Aspirin asthma"/AL or "Aspirin-sensitive asthma"/AL or "Aspirin sensitive asthma"/AL or "Asthma as-pirin-sensitive"/AL or "Asthma aspirin
sensitive"/AL
8 : 1,971 1
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NSAIDs D#i S /AL or NSAIDs % JFR[K & L 72K B/AL or NSAID i@ B/AL or NSAID i B /AL or NSAID #5258 M E/AL or NSAID 75 %8 i
/AL or NSAIDs &P E/AL or NSAIDs i S /AL or NSAIDs 7% %8 M i /AL or NSAIDs 7% %&Mi /AL or "NSAID-induced Asthma™/AL or
"NSAID induced Asthma"/AL or "Non-Steroidal Anti-Inflammatory Drugs-induced Asthma"/AL or "Non-Steroidal Anti-Inflammatory Drugs induced
Asthma"/AL or "Non Steroidal Anti-Inflammatory Drugs-induced Asthma"/AL
% - 59 1
#4 #1 and (#2 or #3)
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5% 2 70

#5 (#4and CK=t N)or (#4 not (CK=4 X, 22,7 U~ 7 X YV PN uHhX =0 8 BIEKELEY MNLAX— TR, T > b T/l )
"))

% : 70 1

#6 (#5 not (77 A &'V i 2/TH and SH={L2HIF5 %)) or (#5 and (77 A &Y K B/TH and SH=5&0fiE))

ARt - 67 1

[HEs SRR
- MEDLINE
MR FEM B : 2022 4E8 7 22 H
Fizk Y — A : MEDLINE
R
L1 20008 SEA ACETAMINOPHEN+NT/CT
L2 32624 SEAACETAMINOPHEN? OR ACETOMINOPHEN? OR ACETA-MINOFEN? OR PARA(W)ACETYL(W)AMINOPHENOL? OR ACE-
TYL(IW)AMINOPHENOL? OR PARACETAMOL? OR APAP
L3 460 SEAASTHMA, ASPIRIN-INDUCED+NT/CT
L4 1623 SEA ASTHMA?(2A)(ASPIRIN? OR NSAID# OR NON(W)STEROIDAL?(3A)ANTI(W)INFLAMMATOR?(3A)DRUGH)
L5 31 SEA (L1 OR L2) AND (L3 OR L4)
L6 31 SEA L5S/HUMAN
ARt 311

<)
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