R Thubc ban theo don

HUONG DAN SIF DUNG THUOC
+ Boc &hu&nﬂ diin sir dung trwére khi ding.
+ Néu cin thém théng tiny, xin hoi y kién béc sy.

= hameln

Pethidine-hameln 50 mg/ml

TEN SAN PHAM

Pethidine-hameln 50 mg/mi

Hoat chét: Pethidin hydroclorid

THANH PHAN VA CHAT LUQNG:

1 6ing 2 ml dung dich thudc tiém chira 100 mg pethidin hydrochlorid.
Danh muc th dwoc dy di, xem myc Danh myc t4 dvge

Dang dwgc ly
Dung dich thubc tiém
Dung dich trong subt, khéng mau

DAC DIEM LAM SANG

Chi dinh
Gidm dau vira va dau nding

Lidu lrgng, cach ding va thesi gian sir dyng

1 6ing 2 mi dung dich thuéc tidm chira 100 mg pethidin hydroclorid.
Ngudi fen

Tiém bép va tiém dudi da: 50-150 mg pethidin hydroclorid

- Tiém finh mach: 50-100 mg pethidin hydroclorid

Liéu c6 thé duoc I3p lai cach 3 aén 4 giér.

Lidu t6i da 1 i4n khéng qua 100 mg.

Liéu hang ngay khong vurgt qua 500 mg pethidin hydrociorid.

Han nira, vige ting lidu c& nhan khang lam tang téc dyng giam dau,
chi lam tang tac dung phy.

Tré em vé tré vj thanh nién

Chura cb tai lidu lién quan v& d¢ an toan khi sir dyng Pethidine-
hameln 50 mg/ml cho tré em va tré vi thanh nién dudi 16 tubi.

Lidu diing 1-1,8 mg/kg thé trong, lidu t&i da 1 14n khéng qua 100 mg.
Bénh nhén réi loan chire ndng gan va than

Suy gan c6 thé lam ting ndng 84 pethidin trong mau, nén cAn phai
chinh lidu.

Trong truémg hop i logn chirc ndng than, khodng céch lidu phai
dugre kéo dai va/ hodc gidm libu d& ngan sy tich Iy chit chuyén
hoa cbn hogt tinh cla pethidin.

Bénh nhén cao tubi

Phai gidm lidu di voi bénh nhan 1én tudi (xem myc Cinh béo dic
bigt va thiin trong khi ding).

Cach ding va ther gian st dyng

Dung dich thude tiém durere ding chi yéu qua dwémg tiém bép, tigm
vao bp thit én nhit c6 thé. Tuy nhién, cb thé ding tiém duwéi da
hay tinh mach,

Tiém tinh mach phai duge tién hanh chdm (vi dy khoang 1 t&i
2 phut), 3& giam bt cir tac dung phy co thé xdy ra. .

©4 dgidu trj dau cép tinh, lidu dom 1 d0. Treemg hep ngoal 18 néu
c&n thiét, Pethidine-hameln 50 mgimi c6 thé dugc tism 1ap lai vér sy
gidm sat chét ché trong vai ngay.

V& cor ban nén lya chon lidu nhé nhét 6 hiéu qué giam dau. Trong
trrdmg hop Pethidine-hameln 50 mgiml dugre ding dé dibu trj dau
man tinh, lidu ding phéi dugc tun theo thv gian cé dinh.

Khdng nén sir dung Pethidin trong théi gian dai vi gay nhifm déc
thén kinh cao do chdt chuyén héa chinh norpethidin,

Chéng chi djnh

Khéng dung Pethidine-hameln 50 mg/mi d8i v&i bénh nhan:
- Méugcc&nvm Pethidin hay bét ctr thanh phin ta dwoc ndo cia

thude.

- Bénh gan nang, suy chirc ndng gan ndng o kém theo rdi loan v&
duérng mét.

Suy thdn ndng

Suy h& hép, bénh phdi nghén man tinh, hen phé quan.

Téing &p hyc ndi sg, tdn thuwong nao.

Lu 1n, kich ddng, co giat.
Bau byng chira cd chudn dodn.
Bidu tr @dng thér v chdt Grc ché MAO hodic trong 14 ngdy sau
khi két thuc didu trj (xem phén Tiwromg tac véi cc thube khac
va céc dang twong tac khéc).
- Tré dudi 16 tudi (xem myc lidu ding).

anh béo dic bigt va thin trong khi ding

Khéng dung Pethidine-hamein didu tri dau man tinh. Pethidine-

hameln chi ding didu tri giai doan cép tinh véi treémg hep dau

vira va dau niing d tranh tac dung phy thir cAp do sy tich ty chét
chuyén héa norpethidin,

Thén trong d3c bigt khi diing Pethidine-hameln 50 mg/ml véi:

- Bénh nhan 1§ thudc thubc cé nhdm oploid hodic cac chit khac
(nhue reguu, thudc).

- Bénh nhén bj réi loan y thirc.

- Bénh nhan bj rdi logn trung tam hé hdp va chirc ning hd hip
hoéc bénh Iy trc ché trung tam hd hép.

- B&nh nhan bj chén thuong & diu hodc tang ap e ndo.

- Bénh nhan bi ha huyét 4p trong khi gidm luu hweng mau,

- Bénh nhan réi loan chiic nang gan nang (vi dy nhur xo gan) va
bénh nhéan réi loan chirc nang than (do tich ty pethidin vahosc
céc chét chuyén héa hoat 8dng cila nd).

- B&nh nhan ct tién sir dng kinh.

- Bénh nhan suy gidp hodc curimg gidp.

- Bénh nhan bj bénh Addison.

- Bénh nhén nhip nhanh trén tht.

- Egh nhan rdi loan tuyén tién list va nigu dao (nguy co gitr nude
tidu).

- Bénh nhan c6 triéu chirg dau bung cAp tinh.

- Tréem va tré vi thanh nién dudi 16 tudi,

- Bénh nhan lén tubi (khuyén céo gidm lidu).

Nguy co 1§ thuec thubc va hji chimg cai thube
Pethidine-hameln 50 mgiml ct kha nang I& thuéc thudc nhat. Dung
nap thuéc va sy 1§ thudc vé thé chit va tinh than tang i&n khi sir
dyng kéo dai. Xy ra dung nap chéo voi cac thubc nhém opioid
khéc. Khi didu trj kéo dai ma ngirng thudc ot ngdt, cb thé xdy ra
hdi chieng cai thubc (xem myc Lidu Iwgng, cich sir dung va thei
gian ding). Nhirng trigu chirng nay bao gbm céc triéu chirng v&
tdm thn kinh nhu kich ddng, lo &u, trdm cam, kich thich va/hodic
c4c trigu chimg thén kinh thyc vt nhir d& mé héi, dau byng, nén
mira, suy tuln hoan.,...

Vi nhieng thudc o6 anh hwéng trén than kinh trung wong lubn cb
nguy co lam dyng thubc. Trudre khi ké don Pethidine-hameln 50 mg/
mi cho b&nh nhan — nhiing nguwedi dang hodic da tirng phy thude vao
rurgry, thudc hodic nhirng ngudni o6 khuynh hudng lam dung thubc
ké don, vide chi dinh phai dugc kiém tra cin than va viéc sir dyung
Pethidine-hameln 50 mg/ml phai dwoc giam sat chat ché.
gmﬂvﬁitrudmgw;i xo clrng co sau khi 1ap lai tiém bép nhidu

Huwdmg didu trj

Viéc ding déng thirl Pethidine-hameln 50 mg/ml v&ri cac thuée Gc
ché than kinh trung wong nhu morphin, barbiturat, bezodiazepin
lam téng nguy co' irc ché hé hip va cb thé gay tir vong.

Ch&m séc d#c bigt nu bénh nhan cb tidn sie bj co giat.

Trong trwrérng herp rédi loan chirc nang than, khodng cach giira cac
iBu phai duwgc kéo dai va/hodc gidm lidu béi vi co gidt cb thé xay
ra do sy tich ldy chét chuydn héa norperthidin. Trong tneéng hop
bénh ddng kinh, Pethidine-hameln phai degc diing chung véi thubc
chéng co git.

Sau khi tiém tinh mach, (rc ché hd hip co thé xdy ra thieeng xuyén
va nghiém trong hon.

Téc dyng kich thich hé thdng than kinh trung wong (run, co thét co
khéng didu khidn dugc...) xdy ra thudmg xuyén hon sau khi tiém
wai ligu cao hon.

& bénh nhan cac tui, ngay & lidqu khuyén céo, gidm huyét &p ng-
hiém trong b thé xdy ra khi tiém finh mach.

Diing Pethidine-hamein 50 mg/mi c6 thé cho két qua duwong tinh khi
kidm tra chét kich thich b cém sir dung khi thi 8&u thé thao (doping).
Ding Pethidine-hameln 50 mg/mi nhwr mdt chiit doping ciing cb thé
géy hai cho strc khde.

Pethidine-hameln 50 mg/ml chira <1 mmol sodium (23 mg)/ lidu, tirc
1a pethidine-hamein gin nhu 1a khdng chira mubi. :
Twong tic véi cac thube khic va cic dang trong tic khéac
N&ng d¢ chét chuydn héa norpethidin trong huyét tuong cb thé
ting béi ritonavir do db than trong khi ding ddng theri pethidin va
ritonavir.

Chuyén héa qua gan clia pethidin co thé ting bdi phenytoin. Diing
ddng theri o6 thé lam gidm theri gian ban théi va sinh kha dung cla
pathidin va tang ndng d& norpethidin do d6 cAn than trong khi diing
ddng théri pethidin va phenytoin.

CAn than treng khi ding ddng thai cimetidin va pethidin vi cimetidi
lam gidm a8 thanh thai va thé tich phan bé ctia pethidin ciing nhur
hinh thanh chét chuyén héa norpethidin.

Sir dyng pethidin-hameln 50 mg/ml ciing lic vé&i thire ubng c6 cdn
hay cac thuéc irc ché thén kinh trung weng (bao gbm barbiturat) din
téri gia tang curéng A6 1An nhau va kéo dai tac dyng trén hé thAn kinh
trung wong (vi dy an than va trc ché hd hap) do d6 cin than trong
khi diing ddng thevi.
Dung ddng theri pethidi
ha huyét ap.

Sir dyng dbng théri Pethidine-hameln 50 mg/mi va dibu trj lau dai véi
phenobarbital din dén tang chuyén héa pethidin. Nguy co tng tac
dyng phy [a khéng loai trir.

Diing pethidin ctiing vé&i thubc chi van tirng phin dbi khéng thy thé
opiat {pentazocin, nalbuphin v buprenorphin) c6 thé 1am gidm tac
mmmgdﬁm dau va din dén tridu chieng cai thubc do sy dbi khang
thy _ugnh tranh.

C4n than trong khi ding két hep v cac thube gidm dau manh va
céc thube chiing co gidt khéc.

D4 co bao cao vé tuong tac din dén de doa tinh mang trén hé thin
kinh trung wong, hé hép va tudn hoan ca pethidin & cac tneémg
hep bénh nhan da duoc didu tr trede 46 bing thube (e ché MAO
trong vong 14 ngdy trrérc khi dung thubce c6 gbe thuéc phién.

Pa cb bao cao v& héi chirng serotonin: kich déng, tang than nhiét,
nhip tim nhanh, tiéu chay, run, 88 md hoi va (chong mat kiu sip
xiu) bét tinh va tinh trang twong ty nhur qué lidu thube o6 ghe thube
phién: hén mé, suy hé hip néing va ha huyét 4p.

Mang thai va cho con ba

Mang thai
Khéng dugre ding Pethidine-hameln 50 mg/ml trong thri ky mang
thai, dgic biét 1a 3 théng dAu cila thai ky va trong khi sinh, do chura
cb ddy Al di ligu 1Am sang. Cho dén nay chura cb bac céo vé diu
hiéu gia tang nguy co khuyét tit bam sinh & ngudi.
M&n tranh s dyng Pethidin 18u dai trong sudt thei ky mang thai,
béi vi c6 thé din dén quen thudc & tré va tridu chimg cai thubc
sau khi sinh.
Tron% khi sinh, pethidin chi dugc dung tiém bip & lidu thap nhét
cé thé. Pethidin khing lam gidm co thét binh thudng cia ti cung.
Sau khi ding pethidin trong khi sinh:
- Cothé gay (rc ché hé hAp & tré so sinh do pethidin @i qua nhau
thai (&nh hudng nay phy thudc vao ku ding va thei gian).
D& cb bao cao vd suy gidm hanh vi va thay dbi dién nao abd
(EEG) & tré sor sinh cho dén 6 ngdy sau khi sinh.
- Khé naing séng co thé bj giam & tré cé nguy co cao.
Do @6, tré so sinh phai dugc theo déi cho dén khi khong cb thém
tinh trang suy ho hdp néing nao nira (va it nhét Ia 06 gidy). Tuy thudc
vao tinh trang 14m sang (déc biét chi ¥ ven d& hd hip sau khi sinh),
khuyén céo ding thube ddi khang opiat (nhur naloxon} cho tré so
sinh.
Cho con bu
Pethidin va chit chuyén hoa clia né norpethidin di vao sira me. Do
tac dyng phy nghiém trong co thé xdy ra & tré bl me, cn phai can
nhéc Igi ich cla vigc cho con b siva me véi loi ich clia viée didu
trj cho ngudri me, vé quydt dinh ngirng nudi con bang sira me hosic
ngirng didu tri véi pethidin.
Anh hwérng trén kha néng lai xe va vin hanh may méc
Phéi thang béo cho bénh nhan khong dugc 14i xe va van hanh may
mée trong khi ding pethidine-hamein 50 mgiml do gidm tap trung
va l&n 1Bn.
Tac dyng khdng mong muén
Rét thuémg gdip (21/10)
Thuérng gép (21100, <1/10)
It g&p (21/1.000, =1/100)
Hiém gap (21/10.000, <1/1.000)
RAt hiém gap (<1/10.000)
Khéing rd ty 18: khdng thé tinh dwoc tr cac dir ligu b sin.

va cac phenothiazin co thé tang nguy co

Réi loan h§ théng mién djch

Khéng r6 ty Ig .
Phan (rng qua mén (phan v8, mirc A% phan tmg c6 thd din t&i nguy
co tr vong).

Ha huyét 4p varhodic nhip tim nhanh, 6 birng, 48 m hai va ngira
do gidi phéng histamin.

R&i logn tim thén

Thudmg gdp

L&n 1gn, tam trang thay déi (chii yéu 12 phén chén, doi khi bbn chén),
thay ddi khd naing nhan thirc va cam gidc (vi dy nhu kha ndng dua
ra quyét dinh cling nhw nhan thire vén @&). Tinh trang nay ciing cb
thé bao gbm cac trang thai kich thich, hirng cam, do gide...")
Khéng ré ty I¢

Mét phurong hueng, mé sang, phu thudc vao thubc ké don, hdi
chimg cai thuc.

Réi logn hé thén kinh

Thueng gép

Budn ngd, chéng mat

Khong r5 t 1é .

Run, clr ddng co khéng tyr chd, co gidt (d3c biét & du cao hon, &
nhing bénh nhan suy gidm chirc nang than va nhirng bénh nhan (vi
dy do cm (rng thudc) gia ting kha ning co giat)

R&i loan trén mét

Khéng ré ty 1§

Co déng t&r (d&c bigt la sau khi idm tinh mach)

Réi logn trén tim

Khong rb ty ¢

Nhip tim nhanh, nhip tim cham

Réi logn mach

Khéng rd ty 1&

Phan img hia huyét ap & hé tudn hoan

Réi loan dwémg hé hdp, ngyre va trung thit

Thuomg gép

Suy hé hép?)

Khéng rd ty 1&

Co that phé quan, néc cuc (hodc ca hai dac bigt sau khi tiém tinh
mach nhanh).

Réi logn dwémg tisy hoa

Khéng ré ty 16

Buén nén, ndn (hoac ca hai dc biét sau khi tiém tinh mach nhanh)
Téo bon {do gidm trrong e co tron & dudmg tiéu hoa, dac bist khi
ding kéo dai), khd midng. o
R8I logn gan, tui mit vi bang quang

Khong r6 ty 16

Co that dng din méat

Rbiloan thin va dudmg tiét nigu

Khéing r6 ty 1é

Vén a8 vé tidu tién (do gidm trrong lyrc cor tron dudmg iét nidu, dic
bigt khi dung kéo dai)

R6i logn toan than va vj tri tém

Khang rd ty ig

Quen thuéc nhanh

Vi tigm tinh mach: dau, d6 da va may day doc theo tinh mach
chiju dnh hudng

Véi tiém bép: hoai tir cor, thn thiromg thAin kinh

"1t4¢ dung phy réi loan tam thin khéc nhau v& curémg d va loai gitra
cac ca nhan (ty thuge vao tlng nguei va théi gian ding thubc).

% & lidu o thc dyung gidm dau, pethidin co thé gay irc ché ha hip &
cing mirc 48 gidng nhir morphin. (o ché hd hip o6 thé 1am tang
ndng a6 CO, va lam tang thém 4p lyc ndo do d6 Pethidine-hameln
50 mg/ml khéng nén ding véri bénh nhan b ting 4p Iye ndi sp (xem
myc Cénh bdo d@c bigt va thin trong khi ding).

Qué lidu

Lidu pethidin gay chét & ngudi lon khang nghién ma iy 14 khodng
1 g. Nguy cor qué lidu theding hay giip & ngueri cao tudi, nguii b
suy nhirgre, ngui bi tng ap lye ndi so.

Trigu chimg: Céc trigu chirng ngd ddc pethidin rét gidng cac trigu
chirng ngd ddc morphin. Trwéng herp néng cb ddu hiéu hd hdp bj e
ché {gidm thn sé thér va gidm thé tich lwu thdng, kidu thér Cheyne -
Stockes, xanh tim), ngl g4 tién dén ngo ngac sting sér hay hdn mé,
co xwong mém nhio, da lanh va Am, d8i khi cb ca tin sé tim cham
va huyét &p thép, Nhirg frrémg hop niing hom - nhét 14 do tiém tinh
mach - ¢6 ngirng thé, tryy tubn hoan, ngimg tim va co thé t&r vong.
Didu trj: Chn chil y trsére hét dén viéc phyc hdi hd hip, thang khi
bang cach dam bao cho durerng din khi cia ngudi bénh dugc théng
va tién hanh hd hép hd trg. Phai cé sn oxy, cac dich truydn tinh
mach, cac thubc co mach va cac phuong tién hd trg khac dé st
dyng dung khi cAn thiét. Thudc gidi ddc dac hidu 14 naloxon: Tiém
cham vao tinh mach lidu ban dAu 0,4 mg/kg (ngui Iom), 0,01 mgl?
{tré em), sau d6 tang dAn lidu mdt cach thén trong cho dén khi hét
suy hé hdp. D8I khi cin phai truyén tinh mach li8n tuc. Khdng duge
diing naloxon khi khiéng c6 déu higu 1am sang rb rét vé suy hd hip
ho#c tudin hoan. Nhung khi da ding thi phai ding naloxon ddng theri
véi vige nd e phyc héi hd héip cho ngwdri bénh. Trong tredmg hop
bj ngd ddc hay qua lidu do ubng pethidin dudi dang vidn nén thi cin
Ioai thude khdi da day béng cach gay ndn hodc rira da day nhibu
14n, phéi hop véi cho uéng than hoat.

V6i nhirng trrérng horp nding, cAn theo ddi chit chi chirc néng than,
pH méu (nhidm acid) va can bang dign giai & didu chinh néu can
thiét. Can theo dai chit chd nguen bnh a& & phang phl phéi.

CAC PAC DIEM DUQC LY

Biic diém dirge Iy hoc

Nhom duegre 1 thube gidm dau, thudc nhom opioid, dan xust phenyl-

piperidin.

M3 ATC: NOZABO2.

Pethidin 1 dn xu#t phenylpiperidin, 13 chit chi van opiat. N6 ¢6 &i

ligc manh voi thy thé u va cb 4l lyc nhe véi thy thé 5 va k. Pethidin

of téc dung gidm dau manh, an thin va (rc ché hé hip. N6 lam gidm

huyét &p va tang nhip tim.

Durge ddng hoc

Sau khi tiém tinh mach 25 mg pethidin hydroclorid, ndng 46 t6i da

:ghgamc trang huyét thanh 1a 100-200 ng/ml, va sau khi tiém bép
a4 téi da trong huyét thanh so s&nh dat dugc trong 15 phit.

T, 14 7-18 pht va sinh kha dung la 93-08%,

Khi ding dwérng udng, T,, 14 11-60 phit. Véi lidu 100 mg pethidin

hydroclorid, gié trj C_ 170 ng/mi d3 dugc xéc dinh sau 1-2 gidr. Vi

duing diing nay, thudc bi chuyén hda manh qua gan 1an ddu nén

sinh kha dung chikhodng 48-63%. Gia iri C___ cta chét chuyén héa

dAu tién norpethidin dat dugc 2-8 gitr sau khi dat ndng 46 téi da

pethidin. Sau khi ubng lidu pethidin hydrociorid 1,6 mg/kg thé trong,

néing douuglmauaa( duge 13 102 ngfml. Néng 88 norpethidin vn

gilr nguyén tbi da trong vai gidr va sau db gidm tir tir.

Lién két véri protein huyét twong tir 37-73%.

Chét chuydn hoa chinh cla pethidin 14 norpethidin c6 hoat tinh

duge ly va carboxylic acid sinh ra do sy thiy phan cia pethidin

vé norpethidin, cht yéu ducce bai tiét & dang lién két. Nhimg chét

chuyén hda khac chiém mot legng nhd 1a pethidin-N-oxid, 4-hy-

droxypethidin, norpethidin-N-oxid va N-hydroxynorpethidin.

Déi v pethidin, ther gian ban thai trong huyét thanh 1a 3,2-8 gie,

trong khi d6 norpethidin 14 8-12 gidr.

Pethidin va chét chuyén héa clia né dugc bai tiét chi yéu qua than.

65,4% lidu 83 dugre fim thiy trong nudre tidu 24 gidr.

Trong nurérc tiéu 24 gidy, cb thé tim théy 5-10% pethidin, 7-13% nor-

pethidin, 5-7% pethidin acid ty do, 13% pethidin acid- glucuronid,

4-10,5% norpethidin acid va 16% norpethidin acid glucuronid.

Trong trirdrmg hop réi loan chire néing théin, norpethidin cé thé tich

Gy v& géy ra nhirng tac dung phy trdm trong {co giat).

Pethidin di qua hang rao nhau thai ma gin nhu khéng bj can trér va

cling c6 thé di vao sira me.

& tré mdi sinh, thévi gian ban tha trong huyét trong cia pethidin do

dwere 14 8,5-39 gidy, nhidu hon 2-7 10 5o véi nguedd im,

$6 ligu an toan tién 1am sang

a) Déc tinh cdp:

Lidu chét LD, & chudt nhit la tir 165-193 mg/kg, & chudt cbng trong

khodng 167-240 mg/kg va & tho 1a tir 380-660 mgikg (Xem muc

Qua lidu).

b) Béc tinh man:

Xem muc Mang thai va cho con bd va muc Tde dung khéng

mong mubn.

©) Khé nang gay aét bién va gy ung thu:

Vén chura ¢6 nghién ciru d& xac dinh dt bién gen. Trong nghién

ctru in-vivo cho thdy rd tinh ch&t gay nhidm séic thé cla pethidin. Do

85, o6 nghi ngér Pethidin c6 téc dung gy A4t bién & nguréri.

Vin chwa c6 nghién clru dai han vé kha nang gdy ung thu cla

pethidin & ddng vat.

d) Bgc tinh sinh san:

V&l fidu don pethidin trong gial doan thai ki sém & chudt, di tat &

s (tat nivt 5) A& xay ra tir lieu thép nhét dugrc thir nghiém 127 mg/

kg trong lrgmg cor thé,

Cho dén nay di ligu thyc nghiém & nguwdi voi x4p «f 270 phu nir

mang thai bj phai nhidm trong 3 thang dAu thai ky, khéng cb bing

mqngv&nguyoag&yquat thai. Khéng loai trir nguy co thodt vi ben.

‘Dic didm dwgc phdm

Danh myc té dugc
Dung dich sodium hydroxide.
Muére cit pha tigém.

Twong ki

Ngoai trir dung dich NaCl ddng trwong, Pethidine-hameln 50 mg/mi
khéng dugre ding chung véi cac thube khéc.

Han ding

36 thang ké tir ngay san xuét,

Bdo quén

Bdio quan duéi 30°C. Khong dong lanh. Bao quan thubc trong hdp
carton tranh anh sang.

Quy céach dong goi

Ong thity tinh khédng mau logi 1. Hép 10 éng x 2 mi.

Thin trong djc bigt khi xir Iy thudc

Bdo quan, Iru tri va x( Iy pethidin-hameln phai tuéin theo cac quy
dinh trong Dao luat v chit gy nghién clia Birc.

Tiéu chudin: Nha san xubt

Théng bao cho bac s§ vé céc tic dyng khéng
mong mubn gip phai khi sir dyng thube.

8 xa tm tay tré em!
NHA SAN XUAT
Siegfried Hameln GmbH
Langes Feld 13 '

31789 Hameln, Germany/ Bic
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R Prescription Drug

INSTRUCTION FOR USE
« Read the insert paper carefully before use.
+  For more information, please consult your doctor.

= hameln

Pethidine-hameln 50 mg/ml

1. NAME OF THE MEDICINAL PRODUCT
Pethidine-hameln 50 mg/ml

Active substance: pethidine hydrochloride

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
1 ampoule of 2 ml injection solution contains 100 mg pethidine-
hydrochloride.

For a full list of excipients, see Section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection.

Clear, colourless solution.

4. CLINICAL PARTICULARS

41 Therapeutic indications

For the relief of moderalte to severe pain

Unknown: Incidence cannot be d based on available data.
Disorders of the inmune system

Incidence unknown

Hyp itivity reactions (anaphylaxia, possibl ging gh to
potentially fatal shock).

due

Hypotension andlor tachycardia, flushing ting and p
to release of histamine.

Psychiatric disorders

Common

Confusion, mood changes (mostly euphoria, occasicnally dyspho-
ria), changes in cognitive and sensory capacity (e.g. ability to make
decisions as well as pereeplion prohlems) This may also include
states of excitation, mania, hallucinations etc. '}

Incigence unknown
Disorientation, deliium, dependency on prescription drugs, with-

4.2 Posology, method and of drawal syndrome.

1 ampoule of 2 ml injection solution 100 mg pethidi Disorders of the nervous system
hydrochloride. Commeon

Dosage for aduits Sedation, dizziness.

The individual dose is: Incidence unknown

- for intramuscular and subcutaneous administration: 50-150 mg
pethidine hydrochloride

- for slow intravenous administration: 50-100 mg pethidine hydro-
chioride.

The individual dose can be repeated at 3-4 hour intervals.

The daily dose should not d 500 mg pethidine-hyd

Any further increase in individual dose does not produce an en-

hanced analgesic effect but merely exacerbates the side effects.

Dosage for children and adolescents

Thers is no empirical data available on safety of use for Pethidin-

hameln 50 mg/ml among children and adolescents aged under

16 years.

1-1.8 mg/kg body weight, the single dose should not exceed 100 mg.

Dosage for patients with liver and kidney dysfunction

Liver failure can cause an inct d corn ion of pethidine in the

blood so the dose must be reduced accordingly.

In cases of renal dysfunction, the interval between doses must be

i,
ride.

Tremor, involuntary ! {especially at hiqtv
er doses, in patients with impaired renal function and in patients with
[e.g. drug-induced] increased tendency to convuisions).

Eye disorders

Miosis {esp lly following intr.
Cardiac disorders

Incidence unknown
Tachycardia, bradycardia.

Incidence unknown
Hypotensive circulatory reactions.
Disorders of the airways, thorax and medlastinum

Common
Respiratory depression. 7)

B b

hiccough (both especially following rapid intrave-

extended and/or the dose reduced to p t an acc lation of
active metabolites of pethidine.

" for elderly patient:
For elderly patients, the dose should be reduced (see Section 4.4).

Method and duration of administration

The injection solution is mainly admini d by lar injec-
tion into the largest possible muscle. However, it can also be admin-
istered subcutaneously or intravenousty.

The intravenous injection must be administered slowly (i.e. over 1-
2 minutes) to minimise any possible side effects.

A single dose is often sufficient to treat acute pain. If necessary,
Pethidine-hameln 50 mg/mi can be administered repeatedly and with
special care over several days.

E ially, the smallest effective analgesic dose should be selected.
If, asan n, Pethidine-hameln 50 mg/ml is to be used to treat
chronic pain, the dose should preferably be administered according
to a set schedule.

Pethidine should not be used for prolonged periods due to the high
neurotoxicity of the main metabolite norpethidine.

4.3 Contraindications

Do not use Pethidine-hameln 50 mg/mi for patient

- with hypersensitivity to pethidine or one of the excipients,

- on concomitant treatment with MAQ inhibitors or within 14 days of
the last dose {see also Section 4.5),

- with severe liver disease or severe hepatic dysfunction with bili-
ary disorders.

- with severe renal faiiure,

- with severe respiratory failure, chronic obstructive pulmonary dis-
ease, asthma,

- with raised intracranial pressure or head injury,

- suffering from confusion, agitation, seizures,

- with undiagnosed abdominai pain,

- who are children aged under 16 years.

44 Sp and p ti for use

Do not use Psthldme hameln 50 mg/ml to treat chronic pain. Pethi-

dine-hameln 50 mg/ml should only be used to treat acute episodes

of moderate to severe pain so as to avoid secondary side effects due

to accumulation of the metabolite norpethidine.

Take special care with Pethidine-h In 50 mg/ml in

- patients with dependence on opicids or other substances (e.g.
alcohol, medicinal products),

- patients with impaired consci

- patients with disorders of the respiratory centre and respiratory

nous admlrdstranon)

Disorders of the gastrointestinal tract

Ingidence unknown

Nausea, vomiting (both especially following rapid intravenous ad-
ministration).

Obstipation {due to reduced tone in the smooth muscies in the gas-
trointastinal area especially with prolonged use), dry mouth.

Disorders of the liver and gall bladder

Incidence unknown

Contraction of the gall ducts.

Disorders of the kidneys and urinary tract

Incidence unknown

Micturition problems (due to reduced tone in the smooth muscles in
the urinary tract area especially with prolonged use).

General disorders and symptoms at the administration site
Incidence unknown

Tachyphylaxis.

With i.v. injection: pain, red skin and wheals along the affected vein.
With L.m. injection: muscle necrosis, nerve damage.

" The diverse psychiatric side effects differ in severity and type be-
tween individuals {depending on perscnality and length of medica-
tion).

2 |n equal analgesic doses pethidine causes roughly the same de-
gree of respiratory depression as morphine. This can Iead toa nse
in CQ, ¢ tion with subseq rise in l

F'eihndlne hameln 50 mg/ml should not be used with ralsed eracra-
nial pressure. See Section 4.4.

4.9 Overdose

Lethal dose of pethidine in adults not addicted to drugs is approxi-

mately 1 g.

The risk of overdose is more common in elderly people, people that

are debilitated and people suffering from increased intracranial pres-

sure.

Sy The symp of p poisoning are very similar

lo syrnpton-ns of morphine puisofing In cases of serious overdose
ion occurs (di in respiratory rate andfor

udar volume Cheyne-Smkes raspiration), somnolence progressing

to stupor or coma, skeletal muscle flaccidity, cold and clammy skin

and sometimes bradycardia and hypotension. In severe overdosage

- especially by intravenous injection - apnea, circulatory collapss,

diac arrest and death may occur.

function or pathologies where ion of the respi y cen-
tre is to be avoided,

- patients with head injuries or raised cerebral pressure,

- patients with h ion with hypovol

- patients with liver dysfunction (a g. cirthosis) and patients with
renal dysfunction (due to accumulation of pethidine andor its ac-
tive metabolites),

- patients with a history of epileptic seizures,

- patients with hypo- or hyperthyroidism,

- patients with Addison's msaase.

L

with
- patrenls with dnsorders of the prostate and urethra {risk of urine
retention),
tients with acute inal symptoms,
- ch||drsn and adolescents aged under 16 years,
- elderly patients (dose reduction recommended).
B " b

v potential and withdrawal synd.

Trsa@menr Prh'na'y attention should be given to the re-establishment
of ory exchange through provision of a patent
airway and Institution of assisted or controlled ventilation. Oxygen,
intravenous infusion fluids, vasopressors and other supportive mea-
sures should be employed as indicated.

Specific antidote is naloxone: start with an initial dose of 0.4 mg/
kg for adults or 0.01 mg/kg for children by slow int aus injec-
tion, then increase the dose carefully until respiratory exchange is
re-astablished. Sometimes a continuous intravenous infusion may
be required. Nal must be administered cautiously as the dura-
tion of effect is shorter than that of pethidine. It should not be used
lnlheabsenceofcﬁnicalymgﬁﬁcuﬂ piratory or cardi I

[ i wusly with the use of naloxone complementary
measurssm recover respiratory function should be taken.

Further measures are
- with oral use: primary toxin | mrnovll lhmum gasiﬁc Iavags and

Pelhldlne-harneln 50 mg/mi has a primary di dency ial.

Tachyphylaxis and physical and mental dependency develop with
prolonged use. There is cross-tolerance to other opioids, When
long-term treatment is suddenly terminated, symptoms. of a.with-
drawal syndrome can ocour (see also Section 4.2). These - symptoms
i mental such as agitati Y, de

ducing absorption by g
In severe cases it is y to closely itor renal function,
blood pH (acidosis) and electrolyte balance to adjust if indicated.
Patients should be monitored closely to prevent pulmonary edema.

5. PHARMACOLOGICAL PROPERTIES

pression and/or vegetative symptoms such as ting, abd 51 Ph dynamic properth

cramps, vomiting, circulatory failure etc. F therapeutic group: Igesi pioids, phenylpiperidi
With medicinal products that act on the CNS, there is essentially ~derivative,

the risk of abuse. Before [ ibing Pethidine-hameln 50 mg(rnl to  ATC code: N02A902

patentsuﬂoareorhavebeen dent on alcohol or p Pethidine is a p Ipiperidine derivative with opiate ag

ceuticals or who have a tendency to abuse of prescription mediw-
tions, the indication should be carefully checked and administration
of Pethidine-hameln 50 mg/mi ciosely monitored.

ist proper-

tles it dlsplaya a pronounoed affinity to p receptors and slight affin-
ity ho deiln and Ieuppa recepwrs Pethidine has a strong analgesic,
and ive effect. It lowers blood pressure

b ) i

There have been reports of fibrous myopathy following ted im.  and raises heart rste

injection. 5.2 Pharmacokinetic properties

Directions for treatment Following intravenous administration of 25 mg pethidine hydrochlo-
With use of o i di | product ride I levels of 100- 200 ng/ml have been achieved
such as morphine, barbihuram or benzodazepnes there rs an in-  within 15 mi te with bl I levels following
L d risk of resp y dep ion which may prove fatal. intramuscular adl'rlhishraﬂm The absorption half-life was 7-18 min
Take special care if there is a history of seizures. and the bioavailability was 93-08%.

In cases of renal dysfunction, intervals between doses should be

extended and/or the dose reduced as otherwise seizures may oc-

cur due to ac lation of the metabaolite nc hidine. In cases of
epilepsy, Pethidine-hameln 50 mg/ml should only be administered

together with an anticonvulsant.

Following i.v. injection respiratory depression may be more common

and more severe.

Excitatory effects on the central nervoua syslem {lrarnor, |nwl|.n1lnry

muscle spasms elc.) occur more fi lin-

jection and at a higher dose.

In elderly patients, even at the recommended dose, critical hypoten-

sion can occur with i.v, injection,

Using Pethidine-hameln 50 mg/ml may produce positive results in

daope tests. Using Pethidine-hamein 50 mg/ml as a doping agent may

also damage heaith.

This medicinal product contains less than 1 mmol sodium (23 mg)

per dose, i.e. it is almost “sodium-free”.

4.5 Interactions with other medicinal products and other
interactions
Plasma levels of the metabolite norpethidine may be increased by
ritonavir 50 take care with concomitant use.
The hepatic metabolism of pethidine may be enhanced by phenytoin.
Concomitant administration may lead to a reduced half-life and bio-
availability of pethidine and a raised level of norpethidine so take
care with concomitant use.
Cimetidine reduces the clearance and distribution volume of pethi-
dine as well as formation of the metabolite norpethidine so take care
with concomitant use. .
Administering Pethidine-hameln 50 mg/ml and ingesting alcohol or
centrally suppressant medicinal products {including barbiturates) re-
sults in a mutual enhancement and prolongation of the effects on the
central nervous system (e.g. sedation and respiratory depression) so
take care with concomitant use.
Concomitant use of pethidine and phenothiazines can increase the
risk of hypotension.
Using Pethidine-hameln 50 mg/ml and long-term therapy with
phencbarbital resuits in increased metabolism of pethidine. An in-
creased risk of side effects cannot be ruled out.
Using pethidine together with partial opicid-receptor antagonists
(pentazocine, nalbuphine and buprenorphine) can result in a re-
duced analgesic effect and lead to symptoms of withdrawal due to
the competitive recaptor antagonism.
Take care when combined with other strong-acting analgesics and
anticonvulsants.
There have been reports of i tions leading to potentially fatal ef-
facts on the central nervous system, resp and circulation with
pethidine in cases where patients have previously been treated with
MAQ inhibitors within 14 days prior to administering the opioid. There
have been reports of a serotonin syndrome with agitation, hyperther-
mia, diarrhoea, tachycardia, sweating, tremor and (pre-)syncope and
a condition similar to opioid overdose with coma, severe respiratory
depression and hypotension.

4.6 Pregnancy and lactation

1 ¥ g P

Pregnancy .

Using Pethidine-hameln 50 mg/ml during pregnancy, especially in
the first trimester, and during the birth is not recommended as there
is insufficient empirical data available. To date there have been no
reported signs of any increased risk of congenital defects in h

When administered orally the absorption half-life was 11-60 min.
After a dose of 100 mg pethidine hydrochloride a C__, of 170 ng/
ml was recorded after 1-2 hours. With this method of administra-
tion, due to the pronounced first-pass effact during initial passage
through the liver, bicavailability was only between 48-63%. C__ for
the key moiabolme norpethidine was achneved 2-8 hours after the
18 n'gpeﬂidh\ohydrommrideperkgbodywught it was 102 nQ:‘ml
Norpethidine levels i plat for

hours and then slowly fell.
Plasma-protein binding of pethidine is between 37-73%.
Key lites of dine are yogically active norpethi-

dine and carbonic acids resulting from hydrolysis of pethidine and
norpethidine which are mostly excreted in conjugated form, Other
metabolites occurring in smaller quantities are peihidina-N-oxide
4-hydroxypethidine, hiding-N-oxide and N-hyd
dine.

A plasma half-life of 3.2-8 hours has been measured for pethidine,
compared to 8-12 hours for norpethidine.

Pethidine and its metabolites are largely excreted via the kidneys.
65.4% of the dose has been measured in 24-hour urine.

In 24-hour urine, 5-10% pethidine, 7-13% norpethidine, 5-7% free
pethidinic acid, 13% pethidinic acid gl ide, 4-10.6% norpethi
dinic acid and 16% norpethidinic acid glucuronide were detacted.
With renal d tion can acc and cause se-
vere side effwbs (selzum)

Pethidine crosses the placenta almost unhindered and also passes
into breast milk.

In neonates a plasma half-life of 6.5-39 hours has been measured for
pethidine which was 2-7 times more than with adults.

5.3 Preclinical safety data

a) Acute toxicity '

LD,, in mice is between 165 and 193 mgikg body weight, in rats
between 167 and 240 mg/kg body weight and in rabbits between
380 and 660 mg/kg body weight (see also Section 4.9).

b) Chronic toxicity

See Section 4.6 and Section 4.8.

¢} Mutagenic and carcinogenic potential

There are no studies available to detect gene mueatms In-\nvo
studies produced clear signs of ch
of pethidine. There is therefore a suspected mutagenic ‘effect in hu-
mans.

JTIRTE

There are no long-term studies into genic potential in animal
d) Reproductive toxicity
Deformities of the skull (cranioschisis) have d from the low-

est tested dose of 127 mg/kg body weight with a single injection of
pethidine during early gestation in hamsters.

Empirical data in humans to date with approx. 270 pregnancies with
exposure during the first timester have produced no evidence of
any teratogenic risk. A possible link with the onset of inguinal hernias
cannot be ruled out.

6. PHARMACEUTICAL PARTICULARS

6.1 List of exciplents
Sodium hydroxide solution
Water for injection

6.2 Incompatibilities

Chronic use of pethidine is to be avoided throughout pregnancy as

it may lead to foetal dependency and postpartum withdrawal symp-

toms.

During the birth, pethidine should be only by

cular injection at the lowest possible dose. Pethidine does not impair

the normal contraction of the uterus.

After administering pethidine during the birth

- it may cause respiratory depression in the neonate as pethidine
crosses the placenta (this effect depends on the dose and time),

- there have been reports of impaired behaviour and EEG changes
in the neonate for up to six days postpartum and

Pethidine-hameln 50 mg/ml should not be mixed with other medicinal
praducts except for isatonic sodium chioride solution.

6.3 Shelf life

36 months from manufacturing date.

6.4 Special p tions for

Do not store above 30°C. Do not iroaza

Keep the ampoules in the outer carton in order to protect from light.
6.5 Nature and ts of .

Colourless glass, type | containing 2 mi solution. Box of 10 ampoules.
x2ml

- the ability to survive of at-risk infants may be further impairad

The neonate must therefore be monitored until no further major im-
pairment of breathing is to be expected (and for at least & hours).
Depending on the clinical profile (e:a|:oeciall5|r mmdh.ll of the breathing
problems postpartum) it is i g opiate an-
tagonists (e.g. naxolone) to the neonate.

Lactation

Pethidine and its metabolite norpethidine pass into breast milk. As
severe side effects may occur in the nursing infant, the benefit of
breastfeeding to the infant must be weighed against the benefit of
the treatment for the mother and a decision taken over whether to
terminate breastfeeding or treatment with pethidine.

4.7 Effects on ability to drive and use machines

The patient must be informed that they are no longer able to drive
and use machines whilst taking Pethidine-hameln 50 mg/ml due to
impaired concentration and confusion.

4.8 Adverse effects

Very common: 21/10;

Common: 21/100, <110;

QOccasionally: 21/1000, <1/100;

Rarely: 21/10 000, <1/1000;

Very rarely: <1/10 000;

6.6 Special precautions for disposal and other handling
Storage and handling of Pethidine-hameln should follow the German
laws.

6.7 Specification: In house

Inform your doctor in case of any undesirable
effects occuring related to drug use.

Keep out of reach of children!

7. MANUFACTURER

Siegfried Hamein GmbH

Langes Feld 13

31789 Hameln, Germany

B. MARKETING AUTHORISATION HOLDER
Binh Viet Duc Co., Ltd (BIVID CO., LTD)

62/36 Truong Cong Dinh St., Ward 14
Tan Binh Dist., He Chi Minh City, Vietnam



