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Percocet 5, 10, tablets
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oxycodone 5 or 10 mg
paracetamol 325 mg

'WONY MYIRNA 'IMAN

For the relief of moderate to moderately severe pain.

[22x7 J1'7v2 DADTY

'NIN7 W' ;0"N 20N 'MW 'DFT? DNA7 07178 N9INNN ;Y7 WIin'w'7i NNdANnY nNa? 717w nsnnn
DNA7 717V |1 170N NDINNA WINN W'Y ;0N 207 n717V NN X7 n9'wn .0 T YW DT awan
DY 727N win'y ;N NI7'WA7 DNA7 2195w 2mox1s n'7'on nonnn ;T17' n'7'a namon 7w nysiny
win'y 197" 2 71951 qon yTn) 'R NIYSIN? 0NA71 DT VoI 71D DX NNWYT 717V NID0N NIDNN
.("nonna

D'2¥Y NDYN NIXKITAN NNNK NISNN ,0'OTRITITIAN NNOYNN NISINN OY IT 9NN N7'0)
,('MN'w1 1D'T) NN'wl MYR Ny NIMNY' NYINNY 0Na7 0717y 209X IR (0o 7713) nfdn
JImi nnTIN

NIV 1'N1,YINN YIN'Y2 'y ,NNONNNYT DNA7 NI717Y D T'RIPDIND NNOWNAN NI9INN
DINA7 QNI N'O'R NN'YWID XVINNYT D7D AN [1I'A7 DN AN (1'A71 VY7 WIN'YY 7R'YI019
Ball)ay

219100 Ywn L, INnn DN, NRI7 'Y (N ,N9NNN DY NIX 1D 2 D XTI
.D"7N'YI0I9N D1I1D'0NI RN NIVOIN

NIYRA RIXAY [N NNDANNYIE NN J12'0N NITIK 901 YT'n

1743 NPT DOUYN YN
180N

2624761 NN X19N 10347 1.7
04-8475700 : 50

04-8727165 : OP




https://www.health.gov.il/UnitsOffice/HD/MTI/Drugs/risk/DocLib/opioids he.pdf

N9NNA vIn'y 194 .2

:0OX N9INNA Ynnwa I'R lg

- .OX"NN TI'Y RXN1D 'K AYKD IXK MMpiIan X7 N2'202 N9MIN IX NN N'Y7RDINA NANOXA 7110 NNX ®

—(—B%H*H-H—FHH-HB—%—H—)—FF&%FHBLHH

.D"YNN IN N2PN 7W NNX'NN 7210 NNRY IR )27 TYN Y'Y IR 0D'YN NN'ONN 7110 NNX @
.(MNX ARIN X9NNN N72PNN D DX K7K) DM IR MDA N e

NONNA WIN'Y'YT NIyana NiITnim nnnmﬂl

D217V AUNX Y7 WIN'WYI NNDANNYT 7R'YI019 721 12'0, 07010 0112'0] DA L,LOIPI9 WIN'WN e
D'NDTN IX 7IND7X DY VOIPID 7w 7PN WIN'WA N71Y 17'K NIYSINY [12'0N NN N N7 DAY
DTX? NONNN DX NNY 'R INIYN7 DNa%7 7219 Qwimn vim'y .n'monn 0'axyn Novn 7¢ 0N
NINONN YIN'N7 NN 7V NNX N2 NDNNN DX 2'0907 'K .NYI7 WIN'WI 122 11910 [AN7 W' .JNK
.("noNNn N%'01 NX '09n NNX DX q'WO NXIY) N7MA

.D'Y7MIMN DI '97 NP7 TWRD 17'9X ,0'N DON 'MN'YI HDIT? DNAY 717V VO WIN'WN e
NI N7NNN 072100 079101 .|11'AN N7TAN INRT IR 719'0N N7'NNA 7T 'R 1DIT7 (1D'oN
N7NN 2y 775-17172,270 7w I TNn Y 9wWD1 N Tan) MK A7 ,nNimn nnd nmnton
[AN9 qTIY) N197719'N ,(]¥NAN2 10IN) N'ORIDN ,'MIYAWN [DIXA NDINI NIXM N712'7 ,(N1IND NIRN
DIT 7710 ,NN9M 'MN'W1 gNT7 122 |12'02 0'X¥N] 719'0N DIV DVPY 'MN'WI YT IR (NN 1T
DIT? 72107 717V N2 7910101 NNITA 11'RY 'MN'WI DT .V0IZI9 7w D'X7n1IN 0111'N2A 17'9X ,NN'Y)
I¥NN 1T AN TIV7? DNA7 717V DFT'RIPDIN] WIN'WN ARXIND MW 13T LD 10D .DINYI NNt
NN57 Y' NN'WI "YU INNONN IX 'MN'YI DT NNIT DX .DN7W DYTON UPOX NX 1MNNY7I DT
JIRI9N NTYY

NIX [ONKYT Y' NIl 'Mn'wl '1DYT7 DNAY N7217V,0077' 7T 9V TN 00119 7w Mdn X7 n7'01 e
ITNY T' NI9Y W' Maldn X7 n'7'01 7w NN .0 17 7w 0T AW 7N0n,NNI0A NI N9NNN
Jmn

TI7U0 7w N NITNY DNAY 717y L (K7 IR D'RI9Y) NNon 77 ,1M 170na N9NM Winn win'y - e
N7 717V ,0M21an 78X N7'Na NIMONY TIANA YUK ,NT70 INK7 X AT TI7'a n'7'na namonyi
.JAT2 N7910N1 NNITA X7 DX D''N N1d0N

DINN N'TOIN D'AYY NDIYN 'ROTA IX D'I'DTRITITIA 210N NIDINN DY VOIS 7W apna vy e
|'K .Mt (NATIN) NNl ,'MAtwa T L, ARINY N'NTO7 N1 0T YN'77 DAt 219y 1009 7710
.("NIMonNn 2 NRN/NrYZI0IR" 9'Wo NXI) XD NNAYN K77 772N 17X NIDSINN2 wnnwn?

[120) 251 P450 2D6 -1 P450 3A4 nind10'Y Nindynn NISINN QY VOIPI9] 7Apna win'y e
NIYOIN NIX 1122071 DT [ITIR'OPIX T DX NI7WN7 217V (TIVIE IR0 S ATRARIOR 'Y MINNMIR
TIN D'9'0IN TWKD TNI'MA NIXT .0"'N [201 'MN'YI '1DFT7 DNAZ1E NYDIN AT IR JIRNYT IR RN
TIX 112NN 19NN 7Y NP0 L|DIX ININA .VO0IPID 7w X! (117 NYan INX7 N2dYNN N9NNN
7122 D77 DAY D717V (]'RI0MDI 'OTNAING ,['ONXOM [120) Tad1a P450 3A4 nindivu'y ni7'ye
JNYBIN AT IR JIRNT IX 'RIT7D NIYOIN NX 122071 DT VOIND
7¢ No9n IX Tad2 P450 3A4 nndiv'y NIy NX NNRAANN NISINN DY 7270 Win'y ,|'o17'n?
,DT2 VoI 'TID NTINYT DNA7 D717V , 7201 P450 3A4 nindiv'y Ni7'wo NX N2dyNN N9NN
0017191 NIYN NN'OY 791VNA N7'NA NNONYT IN NONNN NI7'YWA NTIY

757 D'IN'O .0*'N 20N NIFNY7 717V TWKR 2¥N L0700 DNNIF NVIPA NP'D0 'R7 DNA7 717V VOIS e
17X D'1'ON DX .)IN1 DT YN'7I NINTNO ,AY7IN ,NISM'Y ,[IAX'N 10IN ,NIXZN ,N'7'NA NI 071!
.DTPN2 N'RID NITY? NN9Y7 v o'vpnn

7NN YN70 DX )20 DRYINDI I¥AN 1T [AN9N TIDX DR NI7YNT7 N'"01 W' NIFT'RIPDIN NISINNT - e
XN DX A1MNNY7 0717 NIN2 07172 IR 0TI 'N71272 1M yn'? N
YIN'N7 W' LUKID NIYIYD DY 0791010 2¥N2 NINNNN 017 IX NINAXR 7Y NIYpnT n2717Y noNnn
.(MmTN) NniEa IR N7971YNn N1dN DY 079100 WIN'wN

127793 TPNPIY NOUYN 1IN
140N

2624761 NN X191 ,10347 7.1
04-8475700 : 50

04-8727165 : DP9




TARD

T2D N7NWNL NIX? DNAT 710' X D'MYWYIEL,N9MIN TAD NP'90-'K71 TAd7 771 DNA7 717V 71N0xX1D e
UKD NN
FOURA-ASHRAHRY——e

MNOPRPHHIAT A RRRFT BRYTHF IO YARYURTIN—e

71218971012 ,|'91272 ,|'XITVID :[12D) D'T'RI'DINN NNOWAN D'9011 D'AXD 'DOWN N7'0IN YINN7 W' e
NIX TINT 717V VOIIDY YWIN'WN DY 217'W2 17X NIDINNA YIN'Y VOIS DY TN (]'911N19I1Al
.N7'12 NIMONY7 DNA? IX/1 VOIS 7W D'ANIN TAN VPOX

[12'02 17X NI'OIMINY [N ,0'W7N IX D'YIND ,0'W'YR D'7IN2 NN WUNNWUN7? W' e
.0"N [pON 'MN'Y1 '1D'T7 N

['N ,71M0X¥I9 0'7'ONN DN'WON N7'0IN AXRYIND NINIY 'RIZ NIYOIN QYA NNN'O OX - @
DN .NNMAN NIMIY NIYSINYT 2IY 1N K7W 1D ,710X19 0'7'onn 0'won 72101
exanthemous |12 nnmn N 'Ri? NIWsIN? nNa? 7217y 72mox1s .0
toxic epidermal necrolysis -1 (SJS) j1021'2-012'00 Mamon ,pustulosis (AGEP)
7U NIYXIN NYOINN NIX7 NONNA WIN'WN DX 7'0907 W' .Niin%? nNa? ni7zn'w (TEN)
AN NIYIAN 7w 09011 DIN'0 IX NIV NNMD

:0'771> 107 D'IN'O .7INLVXNY] YWIN'YWA ,0'0177'9IX AN NIYAN 7w DM INNT - e
T2 ,NNM9 ,(NTOI0) NP'OIIR ,N'NN'YI APIXN L|NAN ,N9N ,0190 7w NIN9INN
TNX NYOIN DY .0N'N 719'0 WITA 12 0'077'9IX 7V NIIT DT DN .NIRPNI
JNI91 719'07 NNIDYI T NODNNN NX 7'0907 W' 1770 0'In'on

D"'YNN NIMYINA 0T 01 DITRIFDIRD NNOWNA NIDOI NIDNNI [ITIZ'ORIR - ©
.MImn NNYY7? 0N 01l

DNA7 0717V DYT'RI'DIX .NNAN 0% IXN 27171 NI'va oy 0'7IN7 NDNNN NN NTN7 W' e
.07 TX7'Y D'TIRN NnN2 n7ye

NXXIND ,0"'N NID0N X NN'TI NINON NI'NYL|I1I0IN0 NINONYT DNA7 717V VOIS e
nn1 nityn) SNRI/SSRI 125 Niran2101nN0 NIDSINN DY DFTRI'DIK 7w 7270 win'wn
N271nn Nd>wn 7y niv'ownn nivsiNn ,5-HT3 moin ,nnauoo , TCA's ,(ja1oino
TNT'OPIN 'aRNIN 20YN L, (ITRARIL L[ITITRIO0 L|'OXTRUMA [12D) [1IVN0 7w N'aXyN
[7'Nn1 721127 1120 0INR DN (NIMVRD'09 NIY19Na 719107 n'wnwnin) (MAOI)
JIFANI0N0 NIDNNA WNNWAYT [IDNN IX WNNWN NNX OX X9NY7 NIT? W ' 7m0
T N'RI9T NITYT7 NID7 W' NIINON7 0'IN'0 D'NNSNN OX

7219 120 ,(MAOI) TXT'ORIX |'aR1IN NI2dYN NIDNNI D'T'RIDIN W 72N win'y e
12T [122) DFT'RI'DIX NI7'YAYT IX 10100 NIMONY DNA7 D717y T71T1*71 "N ¥ 7aR0
Ix MAOI nisnna o'wnnwn? y'7min 11' 001719 WIN'WN .(NNTIN IX 'MN'Y)
.om' 14 5w nnva MAOI niIsNNa win'yin NN 17'090NY 0*7910Nn"7

219101011 THIVY 2740) FHRYY 9D 109 47 DDIN 12101 Y 70000 XONT Y TIR7 Y7y e
AT
.DIX AT IT N9NN 7w (Y7nmn 71221) N jum NN vinin7 wr e

;DN X91N% 190 LOII9A 21910 19Y |

,(IxN2 10IN) N'ORID'A ,NNNON [120] NINMIN IX NN'WIN NDIYN TIZ9NA 7'M 12Yd N710 IR 7210 NNX
7w 7¥d1 N7TAN) "MXM 27 ,N1ND TMN'oN NIRM N7NNA 'MW DT L(1XNN 1T PND 9TIV) N119719N

IN T2ON TIPONA '1j7*M 12V N720 IX 7210 NNX;[(NND NIk n7nn 2py 795-11T2,2%0 7w na Tnn
N YN'7M WK NY'A9N 12V D720 IX 7210 DX DY NN NI'van 7210 DK DX I MWD Nwn/n'on
AARFBYA-RAZRRA Y- RTI0-IN-FHO-NRAN, AZRAZRANHRI-BYAT ,NIN] D'71T'AN IX 12am 'M7171a
BYA- BRI RYSURA-INNRD-RHYSI RHYIA-7HO-ARNR ;NINYN 11V D720 IX 7210 NNX :A95AH
NNdNNN 771) 0'ND DMININA NYY7 Yin'wn 710 IX 7210 )NNOUNN INUM IX NN {RHeHB-nTDe9)
NI'van 7210 NNKX;([IND'T [122) w1 N7NNn 720 IX 7210 YNNOYNN YN IX NNX ;(71N07X7 IX o'oY
.Jb22 nIvN

nrnsoinn |'a ﬂllllﬂ/ﬂl'XﬂWU]'Nm

127793 TPNPIY NOUYN 1IN
140N

2624761 NN X191 ,10347 1.1
04-8475700 : 50

04-8727165 : DP9




TARD

190 ,NMITN '90INI OWAN K77 NISNN 7710 NN NI9SNN ,NINNXY? NNRY? DX IX NPI7 NN DX
:NZ17 NNIX DX TN .NAPNY7 IXN X977 Py

SATRAPIOR ' ¥'NNAX (a0 P450 2D6-1 P450 3A4 nindiv'y Tad1 D'TIRN NIX NI2dYAN NI9INN
[10N0N NN 2y NIY'DYAN NIDINN ;("NONN2 WIN'Y? Nvann DITnrm NNNTR" 9'wo nX) IR0
,5-HT3 1109¥17 0'0011AVIX ,010910 ,0"77'¥0 [IXD'T *Tan ,.SNRIs ,.SSRIs nnownn nivNN :nd
['MRIIM 20N L (7mMKRI0 L JITITRIO L ['OTONNA 11ND) [2IVINON NDYN 7V NIY'DWNAN NISO0I NIDINN

,T'21T2'7 :120) DINK TXT'ORIN ["MNNAIN dYNnl NIMOKR'D'0D NIYI9NA 719'07 nrTvimin (MAOI) TR T'OIN
DNT'07 DNA7 717V D'T'RI'DIN DY N7 NID9NNA YIN'Y _(|"MN9'X7IXI0 ,|'T719 ,' T IN [N 172 |'7'Nn
DY D78 NI9NN2 win'y .0NnxN oM 14-2 MAOI nisnna nunnwin oX X9N'7 190 ;|110N0
NNOWNN NISO0I NIDNN (NI ,'NN'WI '1ID'T) DFTRI'DIX NIV IR [210N0 DNTI'07 DNA7 717V DM TRI'DIN
7w D'aND NDOWUN NYOWN '0PNYT7 D17V — 71191101A1 {OFHRHOFIST ,|'D1271 ,|'¥ITVID D' T'RI'DIND
-'0AX NI9NN DY NONNN 7Y 72702 Win'Y -NIAN*71D-'0IX NIDINN ;N7'NA '1'NONYT DINA7 IX VOID
-|IMn Ny ni717a ;0vn nn'on’? 0N 0717V ,nmn NNy IR/ DY DK 107 2170 niranatin
DIXNYXY7 DA -7'WD DND ;NNT79NN 1NN '12'97 NIyronl 71nVXI9 7¥ 0NN N'YNN AT IX NINYNX¥N
DIXNYY? DNA7 717V VOIPND] WIN'WN -|"AN0INNT ;AN [12' TNKRY? TN NP7 TWKRD 71N0XID 7¢ Naoon
.DT2 TN DTN APY [FAN0IMK7 79 NS INN NIYsSwnl

7w DTRIN 17'27 NPT NIRXIN 7V Y'OWUNT 0717y (71M0XI01 [ITIR'0OIX) VOIPID 7W DA'DINNN TNX 7D
.92 178 DN 7w NIRXN'D KTIH7 NI 72V N NIFD'NO0 NIPPTA WNNWNT7 W' WA MIRINNN IR 'K
[ 7

:2101DYX NN NONNA win'y ]

,[2 N2 .T2D2 NY*AD7 [12'0N NXK 11aN7 D717V 9NN WIN'WN N1 2INDR NUNY - 200X 1NX7 'R
MN'YI DT L,ANTO ,N'TINN DRAXVN DDA DT 7W nyswnn DX 11an7 717 21Inn7Ra 7apna win'y
mv 1ol

INIMISI D7D ,||'1'n|1|
YiN'yn 1197 XD yVI'NT W' |IMN7 010'07 N11dNA IX [N DX OX QY7 2117 DNa7 217y 0oI71o
.N9NN

NI7N7 DNA7 0717 DFT'RIPOIX LD 17D .21V 'MN'WA 1D T? DNAT D717V1 1a1Y7 117 0710 DFTRIPDIR
D'IN'0 .0'"'N 1201 NI'N7 D'712' AWK DNINN N7'a '1'nonn 71207 717y 1170 ,nT'70 nNY .aiva
LJINPD ,NNINNNY ,DOIX D ,0ANN N1'Y '0IDTI NIMYOPRIDYN ,NIAYY 0771 TI7'2 N'7'na N1mony

1AW '9'¥D0N T'RI'DINA DN TI7'"2 N7'Nan NMINON NININE YN ,NIXI9NN .77wna N7y Yoini DY
CTI20 7T 20 mINN PIN9 QX1 NINNKY DRN NYNNWN 12 NIMdALINTIN ,WIN'WN Jwn L IYNANwn

N'ol NN'YW MY 71207 071791 DNXYA NIZN INNS' DYT'RI'DINA NIPN NIV NINNKY 1IT70W NI
.N7ma

T190 79 M) DT NNWORND 7720 N1 N [N 197 Tl n T 170N 0'wa7 Ynim 'R 0olio
NI9DNI WN LPTIN NY7NN 2PV DTN AT IR 1IRN7 0717V ,0017719 DN ,DFTRIPDIN D'AND 'DOWUN
.NT70 NIR XP7 DA 712! VOIPIDY WIN'WI APy 1I'K DT OPOX ,NINT DY 0NN

STI70 99 M T NYRNN NYOYN7 NNWORKRN 7721 NN win'wn A 7207 'K L7 M

DXN 7W 'RI9IN NIXN 717X PI'NN NIRNALNINNONN 11D 2NN 7¢ NIRNN'D DR 217 X9Nn
DNINNNA TAKR L|ITIR'ORIR .VOIPI9] NIZ91IVNN NINAKRNA D'PAIFN NIPIIFNA 'RITD NIWDIN 7¢ NiNonni
nN'Y1 "YU NI9YY NIMNRY' 79 0T ONIFT 1I'N1D'DIN 0TIDMA DXN 2701 WI9In ,N9NNA 0'7'yon

AYNRD D721 NIPIYNA Y9I 0217V 07! '1'MoN L9012 .N9NNN NX 1701 TWX NIz 0'Y1 7¢ NIZI'Na
D'TI>2'2 DX 27N W19IN 71n0X19 DA .NPINN NIX N7'09N DXRN TWKRD IX NOINNN DX 7107 Nj'05Nn DXN
.0'IN

127793 TPNPIY NOUYN 1IN
140N

2624761 NN X191 ,10347 1.1
04-8475700 : 50

04-8727165 : DP9




TARD

NIMIo
.N2'ON IT NYAD DX VIT X7 .N1MI92 ny'a97 DNAa7 717y D' T'RI'DINA IND WIn'y

NNDN YIN'YI DA EI

[ 7V1 ,N12210N0 NITIYD VINAT? NWNTN N720101 N'T'ON N712'21 NINYA DIAD? 217V 1T N9NN2 wIn'wn

7w 7apm win'ya .Nnay narNnn Ni7o 7511 Nidion Nidn N7ysna 1572 DA NNTaYNN

AIN17 X7 Y71 NI90I11 NN DAXY NOIWN NIXDTA NIDINN DY IX D'I'OTX'TITIA 2101 NISINN DY VOIS
JI9NNN 27'Y 7w NIYOSWNN NYR7 TV NIdIoN NRdN 7'Yon7 IX 107

4oLl iy La wm'wlﬂ

.N{?T21 X7 0772 Win'wa NiN‘uani Niya

By 699 Hyn pigby Y RTYIR T ROIRR

TR MIRLA-RO0R-ASNA- PRI RS- P Sy Youna o AT BN Y

DUl wm'wm

71ITan 12'0N TWKD 17W 'RII7N NIYDINYTI VOIPND7 MNIF D'W AN NI 0717V (65 72 7un) D'w'w D'7910N
[12'02 IX [PNM) 790100 K9 T 7Y DYNIY [11'M7 DRNNAT NINTY WNNWN? W' . Nn'l YT RN NI
7Y TN TIPONT7 NNI2AN NINDWAL 'MSNN 719'0 I 07NN 7¢ 0'7'27n nyswnl awnn' XoNn (NI ina
HighUlelpblala b hRNE ks h e nbh

17 *T2D TIiPON Dy 0'Y910Na win'w ||

ANX 101 T2 N (NI M1 (1R IX PN 1N DX DRNY XD 1Y TAd TIPON Dy 0791una
N2 DT YRYZI ANXTO 'MW DT 12D K17 NIYOIN

M7 ' TIPON oy 0'7910N2 wm-wlﬂ

ANKX 101 T2 N (NI M (1R IX DAY [N DX D'RNTXONN RY MY TIRoNn oy 079100
N2 0T yNYZ1 AYTO ,'MN'WA DT 1A K17 NIYOIN

150N (YN N2 NYNNYAY INKR7 0VOIPI9Y WIN'WN DK NIMIKNOY 7'0907 |'N e
.N9NN2 YIN'Ya N'MATTN NjP09N7 X91N2A YVII'nT7 W' NIviaY

U T wIntYh 0t7a00 DR NIXNT XD DTN LN L, npan v pnt nin bty o7 'R e
.N'YNN NKRY T TN D'RYNN Y DR V17T

—apyni Nip'M
.07 (N210) TIRI7A7 NN NPT 7 NIFAY NIRXINYT DNA7 717V 7mox1o

-N1 79 M ATNY IR XON7 T D19 ,N9NNN N T7' Y72 NIYLA DX IX ANI' DIAA [12'n NIyva N701 DX
29 XD 0N ITIR'ORZIN 7Y AN [11'N7-D1N'0N N'R NONNN NTIR XANI,2102 WN DNXK OX DA D710
PHUHATR Y PR RS SHAR-RSHNA-RRNAIA- NP AT] NN'WIN DT ,DIWRD
NATENNAN NIIX'P NINNRY ,NT0N [TAIN ;RS0 RRWA ) REDIR-IRWA-RIZOSA-ANDIRARD
YNn7 ,(N'M7*T1) 'O'R 2917 ,NINQ NPYA DMWY N7 1Y, T7WUN MY (100, NNTIN IR NN 719WY
B HARRLHIAS NN NIMYOIN K7 NN'ND ,NN'WIN DT 7w AR IR NN nn'on 1M1 0T

127793 TPNPIY NOUYN 1IN
140N

2624761 NN X191 ,10347 1.1
04-8475700 : 50

04-8727165 : DP9




IaRo DIIY'R NIANTNN 0N 0'S011 D'IN'Oo Ma#—mqﬁaqaﬂma#a—nm%eqa—,nﬂlw—aﬁ—unm#

.(Ixnn2a YoiIn) n'opI1o'n Dy A17'wa
(I ) I

wNINNY 0'719Y |2 103 .0"'N 201 N7 1YYD [1' 1970 T2 701 WNNNng 217y ,7mox1s 7w ant i'na
TAd1 N'O{710 NY'A97 O'NTZIN D'IN'0 .NYWMR NI'YAI OTA 1210 7W NdINI NNINA NRXIND NATIN M7 7m
7 V'oInT 01717y 'T2d 7017 0'NTAYNAl 0177 00 LNY77D 71N NYWINDI AN DYTH L NIRPD ,N7'N] 0N
.N9NNN N7'01 NK7 NIYw 48-72

N9NNN N'7'01 NX 7'09N NNN DX

TV D'A' 190N WAL 17910 TWKX D'7910N2 .N9INNN 7Y NIAA [12'N2 JWINN 719'0 NROSN 197 KON YVIIN
JNANTN [DIX2 NONNA 719'0N DX 7'0907 W' 719107 NI DPIRPT DI'NI ABHRW-IS0RAIRE NIVIAY

N7 ,NYT NN 10IN 07100 0'7'N2A '1'NoNYT7 DNA7 D17V NMIVAWA [12'a DTN IX NTMINND Nj7090
,0'719 'AND ;22 'AXD ,NTIN ,NNAYXY ,DAIY'RN NIANTNNT DNMY AR ,NNIMINY N Nyt L,0yeIn'

IN ,NN'YIN 2¥72 ,0TN YN Nty 072109 NIRZN ,N'011IX ,N'7'NA ,N1'Y "TIT L|0a DX ,NY7In

Y TFRAS-INHF R RRR YR Y- WA 019 0R TR R-HYOYRR SR RYASA RS RRTS.170 2y

i [12D) NNXIND DA WNINN7 0717V n'7'na namon
.(]'9111912,'0127X1 , 711DV, |'PITRVID) DIIY D1123IN *7Y2 D'INKR DFT'RIYDIR DFARD DOWN IX (]9oN7X]

XI'7 NIYOIN 4
NN'YI KIPN? 702N X .0'wNnennn 7702 'RNY NIYsIN? 0Na? 717y 001191 win'wn ,ndNn 731 1nd
A NNX QXN 720N X7 PN RITD NIYDIN
NN 'RI7 NIYSIN
:OX X917 T'n NN9Y7I N9INNA YIN'YN NX 7'097Y7 W'
12T 7210 NNX ;(respiratory arrest) nn'wi nim 7210 NNKX ;(apnea) NIt nn'wa Nizosnn 7110 NNX
NIY'SYNY NISNN DY 72N win'wa (11010 DNTI'0 NNSN NNKX ;(circulatory depression) Niv71to
DIN2 N7V NIXAN NIYOINA [U9INN L9122 [2I0N0N NINNA NI2I0N N'7VUN VAN A¥N) 110N0 YNNY 7y
, TV, NIPTN L NIMIXY 'M72 NIYVIAN L, 71292 1120 *70110 A¥N] 'Y WK QXD ,NTNA D'ANRD NN 7917 ,91a
NI NN 7210 ANX ;(N297 'wIgl DY 'Y 7219 07" N ,nyTa L NID7YNN DY NNy
,ANM9 NN NV "W I 'MW DRI L,D'OAN IN/I [NAN L [IW70 ,0"N9WN ,0190 NINDINN :[1AD)
AV NI7NNA NY9INT ,0' T DNPNA DNAY 710" 71n0X19 ;(N'07'7'9IX NAIAN) NN'WI XIR L (NIRPNETIA
NIMIY NI NIYDIN .N2ANN1 NIV N9 NIMNIDYY ,NNN9 ,0TIX N7 0710 [07W D'IN'oNY NI9IN
DX .N'WAa K77 7IMOXI5 7'von 2NN DX DY7'ONN D'WON N701 12y OX DA Y'OINYT NI7I7Y NI9N
D"II'Y W D'IN'O D'VY'OIN ;TN |DINA KOINT7 NIIDT7I 719'0N 2'09N7 W' NIMIY 'RII7 NIYDIN NIV'OIN
DT, DMITR DT 'RN2 DTN DRXIND NI7R N2 NIZ?T DINNSNA ,NNIAN ,0'AIM'T ;12> DTN NdvNl
NTN AT 7W DT DNPNR DA INNT .0TN RN 7702 2T, DTN NI'0L NINdA AT ,D'Y7'91N0'IIN NINdA
1n0x¥191 win'wa (0'TI0'XI7INNAK) DTOMXIRI7N 'RN2 NAdIoNI

:NID0N 'XII'7 NIYOIN

JININ 'R, 1MN ZUn2 0T R0ANNN (ANTIX) D20 [MN [ININ2 110NN NIMMRITIR NN
JIY'WN 1IN DYIND,NA07R N2RN L, N'0R7'9IX N2IAN (9122 NIY770 NN ;NIMID 'K IX NOoI TV
NN AN NN L,NN2AM YT UKD AR ,XAY L (NINI9) 1M 912 DIN,DIN ,NTN2 D'AXD ,NI9"Y
DTN 'NN 190N NAT 1A AT L(DI91I0YIANNN) OTH NI'0V NINNdA AT DTN Y70 NdIWNA
NN (D27 0T 'RN 7Y 210) D'7'91N0'IIN 190N 0T, (N'DIVNID) DT NI'OVNI DMITRN ,027N
UIN'y ¥ qwpna InNT (D127 0T 'KN2 IMN 11onn) o'TIVYXIZINAR 7Y DM DMEn JN'o'7Imn
¥ (Mjxa) NN NINGINN L(0'077'9I1X) NOIN NANIR NANN_IN' NIV 7Y NN ;7imox1oa
AN L(NM7'0NIR) NN LN NpYa L(DTO01011N) NIRIDN'ON NIV ,NANOKX L,(NNTRIAIX) VN
,N9INNY7 NI7'20 ,N9NN2 NYI7 WIN'Y ,N9NNA NITN NIMUKD'09 NIARN ;(T'RIVP7'9IX) NN
NITARNAL|IND'T NI NITA ,NNAXY ,NN0N 7 DNNSIM NN L,0pPW-'R ,ATIN 71272 ,n1'w Tim

127793 TPNPIY NOUYN 1IN
140N

2624761 NN X191 ,10347 1.1
04-8475700 : 50

04-8727165 : DP9




NN NPXA NN 7RIyl NN N9V ,NN'wI xR NRIN'oN NIV NN'WIN NN NN
N7 WK, NN'wIN DOT? (DIXNIN LN L )ITA) DT DN 7w (N9'RY) NXI'O0XK ,NINMIN NN
NUI72 NP'S0 'R ;NPNOoN ,NNMD NN ,NIMINTX DN NN ;N2 Ny L, (nrx7'011 19'0) 7o0on
N> .0'"N pON NI'N7 YYD [11' 17N T2 Pnl wNONnY? 717y ,0'012a 011n'a ;(70TX) N0 nane

UNINNY? 017 NP9 NNTINI NN NINIANA P L)

X917 [17v2 DTV

WARNING: ADDICTION, ABUSE, AND MISUSE; LIFE-THREATENING RESPIRATORY
DEPRESSION; ACCIDENTAL INGESTION; NEONATAL OPIOID WITHDRAWAL SYNDROME,
CYTOCHROME P450 3A4 INTERACTION; HEPATOTOXICITY and RISKS FROM
CONCOMITANT USE WITH BENZODIAZEPINES OR OTHER CNS DEPRESSANTS

Addiction, Abuse, and Misuse

PERCOCET exposes patients and other users to the risks of opioid addiction, abuse, and misuse,
which can lead to overdose and death. Assess each patient's risk prior to prescribing PERCOCET,
and monitor all patients regularly for the development of these behaviors and conditions [see
WARNINGS].

Life-Threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression may occur with use of PERCOCET. Monitor
for respiratory depression, especially during initiation of PERCOCET or following a dose increase
[see WARNINGS].

Accidental Ingestion
Accidental ingestion of PERCOCET, especially by children, can result in a fatal overdose of
PERCOCET [see WARNINGS].

Neonatal Opioid Withdrawal Syndrome

Prolonged use of PERCOCET during pregnancy can result in neonatal opioid withdrawal syndrome,
which may be life-threatening if not recognized and treated, and requires management according to
protocols developed by neonatology experts. If opioid use is required for a prolonged period in a
pregnant woman, advise the patient of the risk of neonatal opioid withdrawal syndrome and ensure
that appropriate treatment will be available [see WARNINGS].

Cytochrome P450 3A4 Interaction

The concomitant use of PERCOCET with all cytochrome P450 3A4 inhibitors may result in an
increase in oxycodone plasma concentrations, which could increase or prolong adverse reactions and
may cause potentially fatal respiratory depression. In addition, discontinuation of a concomitantly
used cytochrome P450 3A4 inducer may result in an increase in oxycodone plasma concentration.
Monitor patients receiving PERCOCET and any CYP3A4 inhibitor or inducer [see CLINICAL
PHARMACOLOGY, WARNINGS, PRECAUTIONS; Drug Interactions].

RISKS FROM CONCOMITANT USE WITH BENZODIAZEPINES OR OTHER CNS
DEPRESSANTS
Concomitant use of opioids with benzodiazepines or other central nervous system (CNS) depressants,
including alcohol, may result in profound sedation, respiratory depression, coma, and death [see
WARNINGS, PRECAUTIONS; Drug Interactions].

e Reserve concomitant prescribing of PERCOCET and benzodiazepines or other CNS

depressants for use in patients for whom alternative treatment options are inadequate.
e Limit dosages and durations to the minimum required.
e Follow patients for signs and symptoms of respiratory depression and sedation.
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Effects on the Cardiovascular System

Oxycodone produces peripheral vasodilation which may result in orthostatic hypotension or syncope.

Effects on the Endocrine System

Opioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luteinizing hormone
(LH) in humans [see ADVERSE REACTIONS]. They also stimulate prolactin, growth hormone (GH)
secretion, and pancreatic secretion of insulin and glucagon. Chronic use of opioids may influence the
hypothalamic-pituitary-gonadal axis, leading to androgen deficiency that may manifest as symptoms as
low libido, impotence, erectile dysfunction, amenorrhea, or infertility.

Effects on the Immune System

Opioids have been shown to have a variety of effects on components of the immune system. The clinical
significance of these findings is unknown. Overall, the effects of opioids appear to be modestly
immunosuppressive.

CONTRAINDICATIONS

PERCOCET is contraindicated in patients with:

e Significant respiratory depression (see WARNINGS)

e Acute or severe bronchial asthma in an unmonitored setting or in the absence of resuscitative
equipment (see WARNINGS)

e Known or suspected gastrointestinal obstruction, including paralytic ileus (see WARNINGS)

WARNINGS
Life-Threatening Respiratory Depression

Serious, life-threatening, or fatal respiratory depression has been reported with the use of opioids, even
when used as recommended. Respiratory depression, if not immediately recognized and treated, may lead
to respiratory arrest and death. Management of respiratory depression may include close observation,
supportive measures, and use of opioid antagonists, depending on the patient’s clinical status (see
OVERDOSAGE). Carbon dioxide (CO,) retention from opioid-induced respiratory depression can
exacerbate the sedating effects of opioids.

While serious, life-threatening, or fatal respiratory depression can occur at any time during the use of
PERCOCET, the risk is greatest during the initiation of therapy or following a dosage increase. Monitor
patients closely for respiratory depression, especially within the first 24 to 72 hours of initiating therapy
with and following dosage increases of PERCOCET.

To reduce the risk of respiratory depression, proper dosing and titration of PERCOCET are essential (see
DOSAGE AND ADMINISTRATION). Overestimating the PERCOCET dosage when converting
patients from another opioid product can result in a fatal overdose with the first dose.

Accidental ingestion of PERCOCET, especially by children, can result in respiratory depression and
death due to an overdose of PERCOCET.
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Neonatal Opioid Withdrawal Syndrome

Prolonged use of PERCOCET during pregnancy can result in withdrawal in the neonate. Neonatal opioid
withdrawal syndrome, unlike opioid withdrawal syndrome in adults, may be life-threatening if not
recognized and treated, and requires management according to protocols developed by neonatology
experts. Observe newborns for signs of neonatal opioid withdrawal syndrome and manage accordingly.
Advise pregnant women using opioids for a prolonged period of the risk of neonatal opioid withdrawal
syndrome and ensure that appropriate treatment will be available (see PRECAUTIONS; Information
for Patients/Caregivers , Pregnancy).

Risks of Concomitant Use or Discontinuation of Cytochrome P450 3A4 Inhibitors and Inducers

Concomitant use of PERCOCET with a CYP3A4 inhibitor, such as macrolide antibiotics (e.g.,
erythromycin), azole-antifungal agents (e.g., ketoconazole), and protease inhibitors (e.g., ritonavir), may
increase plasma concentrations of oxycodone hydrochloride and prolong opioid adverse reactions, which
may cause potentially fatal respiratory depression (see WARNINGS), particularly when an inhibitor is
added after a stable dose of PERCOCET is achieved. Similarly, discontinuation of a CYP3A4 inducer,
such as rifampin, carbamazepine, and phenytoin, in PERCOCET-treated patients may increase oxycodone
plasma concentrations and prolong opioid adverse reactions. When using PERCOCET with CYP3A4
inhibitors or discontinuing CYP3A4 inducers in PERCOCET-treated patients, monitor patients closely at
frequent intervals and consider dosage reduction of PERCOCET until stable drug effects are achieved
(see PRECAUTIONS:; Drug Interactions ).

Concomitant use of PERCOCET with CYP3A4 inducers or discontinuation of an CYP3A4 inhibitor
could decrease oxycodone hydrochloride plasma concentrations, decrease opioid efficacy or, possibly,
lead to a withdrawal syndrome in a patient who had developed physical dependence to oxycodone
hydrochloride. When using PERCOCET with CYP3A4 inducers or discontinuing CYP3A4 inhibitors,
monitor patients closely at frequent intervals and consider increasing the opioid dosage if needed to
maintain adequate analgesia or if symptoms of opioid withdrawal occur (see PRECAUTIONS; Drug
Interactions ).

Risks from Concomitant Use with Benzodiazepines or Other CNS Depressants

Profound sedation, respiratory depression, coma, and death may result from the concomitant use of
PERCOCET with benzodiazepines or other CNS depressants (e.g., non-benzodiazepine
sedatives/hypnotics, anxiolytics, tranquilizers, muscle relaxants, general anesthetics, antipsychotics, other
opioids, alcohol). Because of these risks, reserve concomitant prescribing of these drugs for use in
patients for whom alternative treatment options are inadequate.

Observational studies have demonstrated that concomitant use of opioid analgesics and benzodiazepines
increases the risk of drug-related mortality compared to use of opioid analgesics alone. Because of similar
pharmacological properties, it is reasonable to expect similar risk with the concomitant use of other CNS
depressant drugs with opioid analgesics (see PRECAUTIONS; Drug Interactions).

If the decision is made to prescribe a benzodiazepine or other CNS depressant concomitantly with an
opioid analgesic, prescribe the lowest effective dosages and minimum durations of concomitant use. In
patients already receiving an opioid analgesic, prescribe a lower initial dose of the benzodiazepine or
other CNS depressant than indicated in the absence of an opioid, and titrate based on clinical response. If
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an opioid analgesic is initiated in a patient already taking a benzodiazepine or other CNS depressant,
prescribe a lower initial dose of the opioid analgesic, and titrate based on clinical response. Follow
patients closely for signs and symptoms of respiratory depression and sedation.

Advise both patients and caregivers about the risks of respiratory depression and sedation when
PERCOCET is used with benzodiazepines or other CNS depressants (including alcohol and illicit drugs).
Advise patients not to drive or operate heavy machinery until the effects of concomitant use of the
benzodiazepine or other CNS depressant have been determined. Screen patients for risk of substance use
disorders, including opioid abuse and misuse, and warn them of the risk for overdose and death associated
with the use of additional CNS depressants including alcohol and illicit drugs.

Life-Threatening Respiratory Depression in Patients with Chronic Pulmonary Disease or in
Elderly, Cachectic, or Debilitated Patients

The use of PERCOCET in patients with acute or severe bronchial asthma in an unmonitored setting or in
the absence of resuscitative equipment is contraindicated.

Patients with Chronic Pulmonary Disease: PERCOCET-treated patients with significant chronic
obstructive pulmonary disease or cor pulmonale, and those with a substantially decreased respiratory
reserve, hypoxia, hypercapnia, or pre-existing respiratory depression are at increased risk of decreased
respiratory drive including apnea, even at recommended dosages of PERCOCET (see WARNINGS; Life
Threatening Respiratory Depression).

Elderly, Cachetic, or Debilitated Patients: Life-threatening respiratory depression is more likely to occur
in elderly, cachectic, or debilitated patients because they may have altered pharmacokinetics or altered
clearance compared to younger, healthier patients (see WARNINGS; Life Threatening Respiratory
Depression).

Monitor such patients closely, particularly when initiating and titrating PERCOCET and when
PERCOCET is given concomitantly with other drugs that depress respiration (see WARNINGS; Life
Threatening Respiratory Depression). Alternatively, consider the use of non-opioid analgesics in these
patients.

Adrenal Insufficiency

Cases of adrenal insufficiency have been reported with opioid use, more often following greater than one
month of use. Presentation of adrenal insufficiency may include non-specific symptoms and signs
including nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. If adrenal
insufficiency is suspected, confirm the diagnosis with diagnostic testing as soon as possible. If adrenal
insufficiency is diagnosed, treat with physiologic replacement doses of corticosteroids. Wean the patient
off of the opioid to allow adrenal function to recover and continue corticosteroid treatment until adrenal
function recovers. Other opioids may be tried as some cases reported use of a different opioid without
recurrence of adrenal insufficiency. The information available does not identify any particular opioids as
being more likely to be associated with adrenal insufficiency.

Severe Hypotension

PERCOCET may cause severe hypotension including orthostatic hypotension and syncope in ambulatory

patients. There is increased risk in patients whose ability to maintain blood pressure has already been

compromised by a reduced blood volume or concurrent administration of certain CNS depressant drugs

(e.g. phenothiazines or general anesthetics) [sce PRECAUTIONS; Drug Interactions]. Monitor these
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patients for signs of hypotension after initiating or titrating the dosage of PERCOCET. In patients with
circulatory shock PERCOCET may cause vasodilatation that can further reduce cardiac output and blood
pressure. Avoid the use of PERCOCET with circulatory shock.

>
s,

Risks of Use in Patients with Increased Intracranial Pressure, Brain Tumors, Head Injury, or
Impaired Consciousness

In patients who may be susceptible to the intracranial effects of CO, retention (e.g., those with evidence
of increased intracranial pressure or brain tumors), PERCOCET may reduce respiratory drive, and the
resultant CO, retention can further increase intracranial pressure. Monitor such patients for signs of
sedation and respiratory depression, particularly when initiating therapy with PERCOCET.

Opioids may also obscure the clinical course in a patient with a head injury. Avoid the use of
PERCOCET in patients with impaired consciousness or coma.

Risks of Use in Patients with Gastrointestinal Conditions

PERCOCET is contraindicated in patients with known or suspected gastrointestinal obstruction, including
paralytic ileus.

The administration of PERCOCET, or other opioids may obscure the diagnosis or clinical course in
patients with acute abdominal conditions.

The oxycodone in PERCOCET may cause spasm of the sphincter of Oddi. Opioids may cause increases
in serum amylase. Monitor patients with biliary tract disease, including acute pancreatitis, for worsening
symptoms.

Increased Risk of Seizures in Patients with Seizure Disorders

The oxycodone in PERCOCET may increase the frequency of seizures in patients with seizure disorders,
and may increase the risk of seizures occuring in other clinical settings associated with seizures. Monitor
patients with a history of seizure disorders for worsened seizure control during PERCOCET therapy.

Withdrawal

Avoid the use of mixed agonist/antagonist (e.g., pentazocine, nalbuphine, and butorphanol) or partial
agonist (e.g., buprenorphine) analgesics in patients who are receiving a full opioid agonist analgesic,
including PERCOCET. In these patients, mixed agonist/antagonist and partial analgesics may reduce the
analgesic effect and/or precipitate withdrawal symptoms.

When discontinuing PERCOCET, gradually taper the dosage [see DOSAGE AND
ADMINISTRATION]. Do not abruptly discontinue PERCOCET [see DRUG ABUSE AND
DEPENDENCE].

Risks of Driving and Operating Machinery

PERCOCET may impair the mental or physical abilities needed to perform potentially hazardous
activities such as driving a car or operating machinery. Warn patients not to drive or operate dangerous
machinery unless they are tolerant to the effects of PERCOCET and know how they will react to the
medication [see PRECAUTIONS; Information for Patients /Caregivers].

Addiction, Abuse, and Misuse

Inform patients that the use of PERCOCET, even when taken as recommended, can result in addiction,
abuse, and misuse, which can lead to overdose and death (see WARNINGS). Instruct patients not to
share PERCOCET with others and to take steps to protect PERCOCET from theft or misuse.
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Life-Threatening Respiratory Depression

Inform patients of the risk of life-threatening respiratory depression, including information that the risk is
greatest when starting PERCOCET or when the dosage is increased, and that it can occur even at
recommended dosages (see WARNINGS). Advise patients how to recognize respiratory depression and
to seek medical attention if breathing difficulties develop.

Accidental Ingestion

Inform patients that accidental ingestion, especially by children, may result in respiratory depression or
death (see WARNINGS). Instruct patients to take steps to store PERCOCET securely. In the case of
accidental ingestions, emergency medical care should be sought immediately.

Serotonin Syndrome

Inform patients that opioids could cause a rare but potentially life-threatening condition resulting from
concomitant administration of serotonergic drugs. Warn patients of the symptoms of serotonin syndrome
and to seek medical attention right away if symptoms develop. Instruct patients to inform their healthcare
providers if they are taking, or plan to take serotonergic medications (see PRECAUTIONS; Drug
Interactions).

Monoamine Oxidase Inhibitor (MAOQI) Interaction

Inform patients to avoid taking PERCOCET while using any drugs that inhibit monoamine oxidase.
Patients should not start MAOIs while taking PERCOCET Tablets [sce PRECAUTIONS; Drug
Interactions].

Adrenal Insufficiency

Inform patients that opioids could cause adrenal insufficiency, a potentially life-threatening condition.
Adrenal insufficiency may present with non-specific symptoms and signs such as nausea, vomiting,
anorexia, fatigue, weakness, dizziness, and low blood pressure. Advise patients to seek medical attention
if they experience a constellation of these symptoms (see WARNINGS).

Important Administration Instructions

Instruct patients how to properly take PERCOCET [see DOSAGE AND ADMINISTRATION,
WARNINGS].

Advise patients not to adjust the medication dose themselves and to consult with their healthcare provider
prior to any dosage adjustment. Advise patients who are treated with PERCOCET for more than a few
weeks not to abruptly discontinue the medication. Advise patients to consult with their physician for a
gradual discontinuation dose schedule to taper off the medication.

Hypotension

Inform patients that PERCOCET may cause orthostatic hypotension and syncope. Instruct patients how to
recognize symptoms of low blood pressure and how to reduce the risk of serious consequences should
hypotension occur (e.g., sit or lie down, carefully rise from a sitting or lying position) [sce WARNINGS].

Pregnancy

Neonatal Opioid Withdrawal Syndrome

Inform female patients of reproductive potential that prolonged use of PERCOCET during pregnancy can
result in neonatal opioid withdrawal syndrome, which may be life-threatening if not recognized and
treated (see WARNINGS, PRECAUTIONS; Pregnancy)
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Embryo-Fetal Toxicity

Inform female patients of reproductive potential that PERCOCET can cause fetal harm and to inform the
healthcare provider of a known or suspected pregnancy (see PRECAUTIONS; Pregnancy).

Lactation

Advise nursing mothers to monitor infants for increased sleepiness (more than usual), breathing
difficulties, or limpness. Instruct nursing mothers to seek immediate medical care if they notice these
signs (see PRECAUTIONS; Nursing Mothers).

Infertility

Inform patients that chronic use of opioids may cause reduced fertility. It is not known whether these
effects on fertility are reversible [see ADVERSE REACTIONS].

Driving or Operating Heavy Machinery

Inform patients that PERCOCET may impair the ability to perform potentially hazardous activities such
as driving a car or operating heavy machinery. Advise patients not to perform such tasks until they know
how they will react to the medication [sce PRECAUTIONS].

Constipation

Advise patients of the potential for severe constipation, including management instructions and when to
seek medical attention [see ADVERSE REACTIONS, CLINICAL PHARMACOLOGY].

Drug Interactions

Inhibitors of CYP3A4 and CYP2D6

The concomitant use of PERCOCET and CYP3A4 inhibitors, such as macrolide antibiotics (e.g.,
erythromycin), azole-antifungal agents (e.g., ketoconazole), and protease inhibitors (e.g., ritonavir), can
increase the plasma concentration of oxycodone, resulting in increased or prolonged opioid effects. These
effects could be more pronounced with concomitant use of PERCOCET and CYP3A4 and CYP2D6
inhibitors, particularly when an inhibitor is added after a stable dose of PERCOCET is achieved (see
WARNINGS).

After stopping a CYP3A4 inhibitor, as the effects of the inhibitor decline, the oxycodone plasma
concentration will decrease (see CLINICAL PHARMACOLOGY), resulting in decreased opioid
efficacy or a withdrawal syndrome in patients who had developed physical dependence to PERCOCET.

If concomitant use is necessary, consider dosage reduction of PERCOCET until stable drug effects are
achieved. Monitor patients for respiratory depression and sedation at frequent intervals. If a CYP3A4
inhibitor is discontinued, consider increasing the PERCOCET dosage until stable drug effects are
achieved. Monitor for signs of opioid withdrawal.

Inducer of CYP3A4

The concomitant use of PERCOCET and CYP3A4 inducers, such as rifampin, carbamazepine, and
phenytoin, can decrease the plasma concentration of oxycodone (see CLINICAL PHARMACOLOGY),
resulting in decreased efficacy or onset of a withdrawal syndrome in patients who have developed
physical dependence to PERCOCET (see WARNINGS).

After stopping a CYP3A4 inducer, as the effects of the inducer decline, the oxycodone plasma
concentration will increase (see CLINICAL PHARMACOLOGY), which could increase or prolong
both the therapeutic effects and adverse reactions, and may cause serious respiratory depression.
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If concomitant use is necessary, consider increasing the PERCOCET dosage until stable drug effects are
achieved. Monitor for signs of opioid withdrawal. If a CYP3A4 inducer is discontinued, consider
PERCOCET dosage reduction and monitor for signs of respiratory depression.

Benzodiazepines and Other CNS Depressants

Due to additive pharmacologic effect, the concomitant use of benzodiazepines and other CNS depressants
such as benzodiazepines and other sedative hypnotics, anxiolytics, and tranquilizers, muscle relaxants,
general anesthetics, antipsychotics, and other opioids, including alcohol, can increase the risk of
hypotension, respiratory depression, profound sedation, coma, and death.

Reserve concomitant prescribing of these drugs for use in patients for whom alternative treatment options
are inadequate. Limit dosages and durations to the minimum required. Follow patients closely for signs of
respiratory depression and sedation (see WARNINGS).

Serotonergic Drugs

The concomitant use of opioids with other drugs that affect the serotonergic neurotransmitter system,
such as selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors
(SNRIs), tricyclic antidepressants (TCAs), tryptans, 5-HT3 receptor antagonists, drugs that affect the
serotonin neurotransmitter system (e.g., mirtazapine, trazodone, tramadol), and monoamine oxidase
(MAO) inhibitors (those intended to treat psychiatric disorders and also others, such as linezolid and
intravenous methylene blue), has resulted in serotonin syndrome (see PRECAUTIONS; Information
for Patients/ Caregivers ).

If concomitant use is warranted, carefully observe the patient, particularly during treatment initiation and
dose adjustment. Discontinue PERCOCET if serotonin syndrome is suspected.

Monoamine Oxidase Inhibitors (MAOIs)

The concomitant use of opioids and MAOIs, such as phenelzine, tranylcypromine, linezolid, may
manifest as serotonin syndrome or opioid toxicity (e.g., respiratory depression, coma) [see
WARNINGS].

The use of PERCOCET is not recommended for patients taking MAOIs or within 14 days of stopping
such treatment.

If urgent use of an opioid is necessary, use test doses and frequent titration of small doses to treat pain
while closely monitoring blood pressure and signs and symptoms of CNS and respiratory depression.

Mixed Agonist/Antagonist and Partial Agonist Opioid Analgesics

The concomitant use of opioids with other opioid analgesics, such as butorphanol, nalbuphine,
pentazocine, may reduce the analgesic effect of PERCOCET and/or precipitate withdrawal symptoms.
Advise patient to avoid concomitant use of these drugs.

Muscle Relaxants

PERCOCET may enhance the neuromuscular-blocking action of skeletal muscle relaxants and produce an
increase in the degree of respiratory depression.

If concomitant use is warranted, monitor patients for signs of respiratory depression that may be greater
than otherwise expected and decrease the dosage of PERCOCET and/or the muscle relaxant as necessary.

Diuretics

Opioids can reduce the efficacy of diuretics by inducing the release of antidiuretic hormone.
If concomitant use is warranted, monitor patients for signs of diminished diuresis and/or effects on blood
pressure and increase the dosage of the diuretic as needed.
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Anticholinergic Drugs

The concomitant use of anticholinergic drugs may increase risk of urinary retention and/or severe
constipation, which may lead to paralytic ileus.

If concomitant use is warranted, monitor patients for signs of urinary retention or reduced gastric motility
when PERCOCET is used concomitantly with anticholinergic drugs.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
Long-term studies to evaluate the carcinogenic potential of the combination of Oxycodone Hydrochloride

and Paracetamol have not been conducted.

Long-term studies in mice and rats have been completed by the National Toxicology Program to evaluate
the carcinogenic potential of paracetamol. In 2-year feeding studies, F344/N rats and B6C3F1 mice were
fed a diet containing paracetamol up to 6000 ppm. Female rats demonstrated equivocal evidence of
carcinogenic activity based on increased incidences of mononuclear cell leukemia at 0.8 times the
maximum human daily dose (MHDD) of 4 grams/day, based on a body surface area comparison. In
contrast, there was no evidence of carcinogenic activity in male rats that received up to 0.7 times or mice
at up to 1.2-1.4 times the MHDD, based on a body surface area comparison.

Mutagenesis

The combination of Oxycodone Hydrochloride and Paracetamol has not been evaluated for mutagenicity.
Oxycodone alone was negative in a bacterial reverse mutation assay (Ames), an in vitro chromosome
aberration assay with human lymphocytes without metabolic activation and an in vivo mouse
micronucleus assay. Oxycodone was clastogenic in the human lymphocyte chromosomal assay in the
presence of metabolic activation and in the mouse lymphoma assay with or without metabolic activation.
In the published literature, paracetamol has been reported to be clastogenic when administered at 1500
mg/kg/day to the rat model (3.6-times the MHDD, based on a body surface area comparison). In contrast,
no clastogenicity was noted at a dose of 750 mg/kg/day (1.8-times the MHDD, based on a body surface
area comparison), suggesting a threshold effect.

Impairment of Fertility

In studies conducted by the National Toxicology Program, fertility assessments with paracetamol have
been completed in Swiss CD-1 mice via a continuous breeding study. There were no effects on fertility
parameters in mice consuming up to 1.7 times the MHDD of paracetamol, based on a body surface area
comparison. Although there was no effect on sperm motility or sperm density in the epididymis, there
was a significant increase in the percentage of abnormal sperm in mice consuming 1.78 times the MHDD
(based on a body surface comparison) and there was a reduction in the number of mating pairs producing
a fifth litter at this dose, suggesting the potential for cumulative toxicity with chronic administration of
paracetamol near the upper limit of daily dosing.

Published studies in rodents report that oral paracetamol treatment of male animals at doses that are 1.2
times the MHDD and greater (based on a body surface comparison) result in decreased testicular weights,
reduced spermatogenesis, reduced fertility, and reduced implantation sites in females given the same
doses. These effects appear to increase with the duration of treatment. The clinical significance of these
findings is not known.

Infertility

Chronic use of opioids may cause reduced fertility in females and males of reproductive potential. It is
not known whether these effects on fertility are reversible (see ADVERSE REACTIONS).

Pregnancy
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Nonteratogenic Effects

Fetal/Neonatal Adverse Reactions

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity and abnormal sleep pattern,

high pitched cry, tremor, vomiting, diarrhea and failure to gain weight. The onset, duration, and severity
of neonatal opioid withdrawal syndrome vary based on the specific opioid used, duration of use, timing

and amount of last maternal use, and rate of elimination of the drug by the newborn. Observe newborns

for symptoms of neonatal opioid withdrawal syndrome and manage accordingly (sece WARNINGS).

Labor or Delivery

Opioids cross the placenta and may produce respiratory depression and psycho-physiologic effects in
neonates. An opioid antagonist, such as naloxone, must be available for reversal of opioid-induced
respiratory depression in the neonate. PERCOCET is not recommended for use in pregnant women during
or immediately prior to labor, when other analgesic techniques are more appropriate. Opioid analgesics,
including PERCOCET, can prolong labor through actions which temporarily reduce the strength,
duration, and frequency of uterine contractions. However, this effect is not consistent and may be offset
by an increased rate of cervical dilation, which tends to shorten labor. Monitor neonates exposed to opioid
analgesics during labor for signs of excess sedation and respiratory depression.

Nursing Mothers

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for PERCOCET and any potential adverse effects on the breastfed infant from PERCOCET
or from the underlying maternal condition.

Infants exposed to PERCOCET through breast milk should be monitored for excess sedation and
respiratory depression. Withdrawal symptoms can occur in breastfed infants when maternal
administration of an opioid analgesic is stopped, or when breast-feeding is stopped.

Geriatric Use

Respiratory depression is the chief risk for elderly patients treated with opioids, and has occurred after
large initial doses were administered to patients who were not opioid-tolerant or when opioids were co-
administered with other agents that depress respiration. Titrate the dosage of PERCOCET slowly in
geriatric patients and monitor closely for signs of central nervous system and respiratory depression (see
WARNINGS).

These drugs are known to be substantially excreted by the kidney, and the risk of adverse reactions to this
drug may be greater in patients with impaired renal function. Because elderly patients are more likely to
have decreased renal function, care should be taken in dose selection, and it may be useful to monitor
renal function.

ADVERSE REACTIONS
Urogenital

Interstitial nephritis, papillary necrosis, proteinuria, renal insufficiency and failure, urinary retention

e Serotonin syndrome: Cases of serotonin syndrome, a potentially life-threatening condition, have
been reported during concomitant use of opioids with serotonergic drugs.

e Adrenal insufficiency: Cases of adrenal insufficiency have been reported with opioid use, more
often following greater than one month of use.

e Anaphylaxis: Anaphylaxis has been reported with ingredients contained in PERCOCET.

e Androgen deficiency: Cases of androgen deficiency have occurred with chronic use of opioids
[see CLINICAL PHARMACOLOGY].
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DRUG ABUSE AND DEPENDENCE

Risks Specific to Abuse of PERCOCET

PERCOCET is for oral use only. Abuse of PERCOCET poses a risk of overdose and death. The risk is
increased with concurrent abuse of PERCOCET with alcohol and other central nervous system
depressants.

Paracetamol has been associated with cases of acute liver failure, at times resulting in liver transplant and
death.

Parenteral drug abuse is commonly associated with transmission of infectious diseases such as hepatitis
and HIV.

Dependence

Both tolerance and physical dependence can develop during chronic opioid therapy. Tolerance is the need
for increasing doses of opioids to maintain a defined effect such as analgesia (in the absence of disease
progression or other external factors). Tolerance may occur to both the desired and undesired effects of
drugs, and may develop at different rates for different effects.

Physical dependence results in withdrawal symptoms after abrupt discontinuation or a significant dosage
reduction of a drug. Withdrawal also may be precipitated through the administration of drugs with opioid
antagonist activity (e.g., naloxone, nalmefene), mixed agonist/antagonist analgesics (pentazocine,
butorphanol, nalbuphine), or partial agonists (buprenorphine). Physical dependence may not occur to a
clinically significant degree until after several days to weeks of continued opioid usage.

PERCOCET should not be abruptly discontinued in a physically-dependent patient (see DOSAGE AND
ADMINISTRATION). If PERCOCET is abruptly discontinued in a physically-dependent patient, a
withdrawal syndrome may occur. Some or all of the following can characterize this syndrome:
restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills, myalgia, and mydriasis. Other signs
and symptoms also may develop, including irritability, anxiety, backache, joint pain, weakness,
abdominal cramps, insomnia, nausea, anorexia, vomiting, diarrhea, or increased blood pressure,
respiratory rate, or heart rate.

Infants born to mothers physically dependent on opioids will also be physically dependent and may
exhibit respiratory difficulties and withdrawal signs (see PRECAUTIONS; Pregnancy).

OVERDOSAGE

Following an acute overdosage, toxicity may result from the oxycodone or the paracetamol.

Clinical Presentation

Acute overdosage with oxycodone can be manifested by respiratory depression éa—deerease—m—fespﬁ&eew
rate-and/er-tidal-velume,Cheyne-Stokes respiration,-eyanesis), extreme somnolence progressing to stupor
or coma, skeletal muscle flaccidity, cold and clammy skin, constricted pupils, and, in some cases,
pulmonary edema, bradycardia, hypotension, partial or complete airway obstruction, atypical snoring, and
death. Marked mydr1331s rather than miosis may be seen with hypox1a in overdose situations.

Treatment of Overdose

Oxycodone
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In an individual physically dependent on opioids, administration of the recommended usual dosage of the
antagonist will precipitate an acute withdrawal syndrome. The severity of the withdrawal symptoms
experienced will depend on the degree of physical dependence and the dose of the antagonist
administered. If a decision is made to treat serious respiratory depression in the physically dependent
patient, administration of the antagonist should be initiated with care and by titration with smaller than
usual doses of the antagonist.

DOSAGE AND ADMINISTRATION
Important Dosage and Administration Instructions

Use the lowest effective dosage for the shortest duration consistent with individual patient treatment goals
[see WARNINGS].

Initiate the dosing regimen for each patient individually; taking into account the patient's severity of pain,
patient response, prior analgesic treatment experience, and risk factors for addiction, abuse, and misuse
(see WARNINGS).

Monitor patients closely for respiratory depression, especially within the first 24- to 72 hours of initiating
therapy and following dosage increases with PERCOCET and adjust the dosage accordingly (see
WARNINGS).
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