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Amagy Sitghkoom PO enielnt aktvieesian csieer Bk ve hormonal . fakiérlede
defsebildige bbomekedie. Bu pedenle: kaeaciferde stiokeom: P50 enmimiennden
CYPIAL ve OYVTIAL s fodan metabolize edilen ve penel anesfex simismeda ortaya
cikabilecek sempatomimetik komphkasvonban dnlemek srmior il kallaolan hdokainn
de bu fakwderden etkilenmes @60 konwsa olalalhie Bir cok iluca metabolizovsmdan
sorumle alan bu ocugrmlerden CYTIA2, krooak sigasn kullanime de anduklendijy,
CYTIAL ocnehn akivitesioun se seks hommoalanndan edkilendii: Talinmekiedc
B pedende buoeoenamlenn akineandeks hechang biedefimkiik bu oenzimleele
viktban daclaom merzbolizmalani da depstebilmekteder,

Arasnomarngda kromk sigara kullimne ovkiso el besadaeda penel anesten
ik sl '.1:.'5;|.1]:L:L'.1r1 lidokary sezum duzest  degeclenmn, kachin-erkek: ve
menaper oncestsonrs durma gore karplastnlmas anaglanaostie,

Gereg ve yinmem: Avisnrmacey, swaseda yas ormalamase (BL3245, 320425 we
SO0E2 3 0l olan alo erhek hasm, aln premenapozal kadm hasts ve aln postme-
napozal kadm hasea kanlde Elastalars genct anesteia mditksvenundan Goee Img ke
ev. Idokan uyiilandiden sorica 1, 50 10, 20, 40 ve 600 dukikalarda 1 ml wvende kan
il

Bulgular: Elde e Dulpulara gore, oleilen samonlords senn ldokam
komsunirasyvonbarmeda daogrophor assmeda stossuksel olaeak aolambe fBrklilik gos

drneklen alinarak serus ldokan Juieevt olgun iy

lenmredi. Yine efin alnnda kadan alan [N (060) up/ml/dak] ve terminal eli-
TOLETLIA N T

sarhsirme Gereiode (o V)
Sonug: Song o

wruplar wewsandi wnbaml Gack Gleomede (p=0,05),

wak kronik sy gclenade serum bdokam dieevienmn cunsivet
fackingdun ve kacdhinlarda menoapos fekeddenonden etkdenmedg diiganilda.
Anahtarsozciikler: Lidokun, CYTTAZ CYPIA cinsiver, menapos

SUMMNARY

Objective: 1t 15 knowa that the actoanye of the human ovochrome P430 15 affecred
by pender or menopeuesal o Thus e s posaible ey bdocame which s
metirholized by eyviocheoone OV and CYTLAZ can alse e affecied Froorn thes
factoes. Gendee differences 13 more pronounced with CYP3A whereas CYPTAZ 1
mduced by chrome smoking mamly. Theretore any changes of the ashviy of these
peoenvmes iy comptimsse the therapeone eftfee) of the deugs metaholised by these
ISHCHMICS,

Tlees stuedy was desyned o dewrmine the elfects of gender and menopuuse facior an

serun bdocame levels in chioque smuokers under the peiveral snesthesta,
Marterials and method: Six men, six prestenopausil women and S8 posnmenopau-

sal women aged respectively (32 4.5, 53210 £ 25 and, 3000 £ 23 years) received Ly
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bdocaine  (Inng/ kgl belore andiucnon of geneial  anesthesin, Serum  hdocaine
eoncentrion were medsured wsap the enzvme multplied immunoissay wclinigue
“i-.\l[i-l.rh_ll ar b3, 10, 200 40 and 60 minutes

Results: “There svere ne sipgnificant difference in the messured Jevels of seram
bckocaine a1 any nme paint berween the srrowps. Stmalirly, there were oo sipfican

chutges segurding 1o Hee areiouader the enive [AUC (02600 Ly Amld msan] aod rerminal
chosingno Bali-hEe (¢ V2 of Udocaine berween e gromps (P03

Conclusion: [n concludon, these resulis suppest that pender and menopause Bad oo
eftect onserwm bdocmme levely any cheonte smnkers.

Kev words: Lidocaine, CYPLAZ, CY13:04, getder, menopatse

Ladekain, genel anestez sieasinda hasoalarda endo-
trakeal entithasvonla ortava ahabilecck makardy hiner-
tansivon ve kardiak aciim gl sempatomimenk vani-
lan onlemck ve Gksurik refleksm baskilamak amacwla
Rullimlmakmdar {1,230 Komciperde stokrom 743510
YT enmmlen arcbin de wikidan lidokan meabo.
lzmasinda CYP3A4 ve CYPIAZ mocnamlent rol oy-

namaktadie (3)

Cinsivetin ve hormonal fakedrlerm (menapaz, we-
belik ve menstruel wkius gmibd), laccok ilaon farma-
kokineugin ethaledsin Bilimmekeedin. Tlac farmakok:-
netigint etkileven  cnsivere bagh fokorler gessinda
ceeellikle enam aktvitesinde degsikbkler ve vugd/kas
kalest orant gt duramlar savdmakeade (4300 Aras-
tirmalar taclarin Soemll e ksmimin metabiolizma-
sindan sorumly Glan CNTIAS proeneim akrivitesinm
kadmlarda erkeklere gore diha vithsek oldupunu gos-
termckte ase de (3, b arastrmakicda da (OVPAAA
nhuvitesmde ke et arsidn tark lenmedizn Beli-
MWimektedic (51 CYPLAZ akoviesr e erbeklends k-
dinfardan dabn yuksek bulunmusiar (3 Yae kronik
st Kullummunm CYPLAZ se ONP21E] poenzimle-
i mmedekleverek Lo toenzmlerde vikalan bw ilaclarin
metabolzmasin ethilevelnldifn  bildinlmekiedie (6
Anecak baz arssnenwlarda, krontk aparn kullinankarda
serum hdekain L1[lzL*}"|L‘1'i:ti:5 S I-ilI;':l:]'.ir‘.".ﬁ:.'ﬁ[:l;‘I.f'.l

gore farkhilik géstermedige helienlmusoe (7.5,

Aragurmamivatla Bronth siger kullumanlarda,
CYP3A4 ve CYPIAZ wmaemzmbert araclif ile meta-
bolize edilen lidokatnin seruns duzevlen zenne, cns:-
vl fackimin ve kadinlards menapay fakroronun etkilen

mncelénmisor,
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Bl genn we primulla haswalardan yazal onay almnsne

Veastrriars ortoped, Rulak-buran-Bogas ve penel
cerraly bitlimlennde cestth nedenlerde eleknt olarak
aporasvond alman ASA 1D grubu 18 cnskin bt
kauldi Yaglin 24-060 amsmda defisen hastalar alooer
kek, ala premenapozal kadm hasma ve alo posime.
napoval kadin hasta olmak dzere ug grupin defer
lendinldt, Premenaposal kadin hasealar her av dozenl
mrenstumsronun. olust, pestmenapoga] hastalar e
rensturisyonun ofmavist veosteak basmast, gece rerles
treelert gaby semprombam en ez e vidde o olmis ile
mmmilande. Calssmava dalnl edilen wom hasulann kaea
cijer Tonksmvon wstlen (AN, AL ve babeek Tornksi-
von testlen (BUN, Keeatinn) normal simirhe scenisin:

devdi

Chvkidstinge Delirgm kamdger, kalp vo ndralopk
trastalin olin vada (Y PIA2 vada CYPIAL enzimilerng
l.'1|(lh‘.j.t‘.|]lh:x‘.t:|-’. It:l:l.':'.:]r:yl'| bir il Kolliavan hastdar v
hormon replasman tedavis alan postmenapoeal kadin
fastalae aeasnemava dodel eddemedi Aeasurmuea dalid
celileny hustalinn en az 10 il sare te kool g
bullanmeen ohmast ve athol kallamoy ovkuse olmaomast

hedellenmisur

[Listalar operasyondan b gtn Goee oral diee-
pam dle premedive edildiler ve cabsma suresince
clektrohumlivagram, pebe wduimess vo kapnograd (1112
et verlelln GRS MI094E: 1 abe meonstose aidil
dider: Hlaclar antekibcal vene verlesuclen o Rmal

.'lj':'l-:'l'LIE;I tler '.!_l.'glji;lllnll. Foan ormeklen difior kola verlest
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rlen kanGlden abndn Anestezs mdiksyonundan hes
micn Guee L2k hdokamden Img/ kg 13 alarak hiin
tasradarn uvgubimdn Tion graplmds gened anestes
mdiksvonunds 1 upkp fentaml ve 3 mp/kp tye
pental Ly, boles olarik uygnlanekian sone (L1 mgdke
vekuromvom wv bolus venlerek wakbastk ik dakika

subea endeteakeal enridasvon gerceklesaeld,

Svrum  liedokam diveeylessmn Glouma agm L
Lo 10020, A GO daks-

kalarida | ml wentie kan grmeis almdl Kan drncklen

Iecdcakeaen verildhikten sonrm |

N rpien e santeifa) edbldibies sonen =207 e sak-
L. Ladokinn oletimil igin EMITT Syva, Pale Alte,
CAY nean kan kullamldy Lidokaun reraponk arabf
53-6 ug/ ml olup, hdokain kitnin olgum amlig 0,16

v mlve =0 ngd ml kerelasven kassavis (U9 Pdee

Ladeiain dor Bopsantrasven waman ofnst ceele
i L
L= 0l Je/ml/ clak]

ve termdnal elamnasion vanlioma Gmrd hesspland

reky edr altinda-kakan alan [FAN |

Somuclir orialima £ SH olavak ghstenldn Hae altedy
kalan alamn hesaplanmas: [EAN o ppfmis dak)

mecs tapedondal metodin wapildn Terminal elims
PRS0 }.':trl|F|::rt-E."= (TN ||4.::-t.'l.|‘.u|:h1::1;.::a1m|,:| rter=In
2R formdlin wvpulands, Flasa kaeakoensakied non
Foruskal-WWalls

(CrraphPad Tostar =, 19901999 GraphPad Sofowice

]'\Llrm'i“.r?l'f.-\'. teatr e pnabe edilsds
VtEs 954 | SEAN Grenplar st Fark M- Whithey
L7 tesry kullaslazak hesaplands P=005 stausnksel

clacik anlammly kabual edilel

BULGULAR

Grouplar arasinda kalp st hoe e anenyel kan
basier depecermde muisuksel olarak Grkhbk poral
medi (p=HUSL Tim hastalan s Sullanim savt ve
surest stemsavie 212 & b ader we 2055 B2 ol olioak
st Calismmava alman hasalarn an demografis
ozelhibier Table PMde gostentmisur, Cihsma suresinee

bichie buastads ldokate toksisiies) 2 lenmedi,

Ladehaimn ssstemik bolus aypulanmasidan sonra
L. dakikna artalama degen {1,536 £ 0.2 pyy/ml), 60 dakika
sortuantali wlasiban prtalamn deger e (03 £ 002 pgdml
olark belilende Oleslen smmanlinda serem hdokam
Eorsantrasvonlan dy hasta propla acastda anlandy

farkhlik gostermeds (el 1) (p=003)
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Gruplic amsinda; ofm alinda kalan alanlarda
[EAA

Linama dendiclesinde (0

oo, B mlfdak] ve rerminal eliminasyen yan-
Yab de mserstiksel elarak ankarml
bae farklilbk mlenmeds (Tablo 11} (p=(L05).

TARTISMA

atacizerde ulenan ve lar cok thon metbaole
rrastidan sonunln olarsoolkeon P45 eoenzmmlernun
mcdiklenmest va da inhibisvonusun, bu engim amali
e vikilan slaglinn metabolsmmalanm ethileverek, toks
ststte vaodn erkmhgmde analmava vol agmaka olidigu
gostertlnugne (% Lidokauen aos mictaboltl olan
MG R e dontswmunun de sirakeom: P30 mocmanmu
alan CY13A] ve OYPIAZ  aricild de oldugu bl
mektedie 13,9 jLu; mctbohrmasnun kadindlacda me
mapo, gebelilk ve menstrutsvon b cmsivere ozel
fukttielereen, erkeklerde ise daba vaygn kullalan
s veoslkolden ethibendyn bldimbmekeedae (4 Se-
jrac kullinumy sitokrom P40 ensmilenmi mdikleyerek
dachann metabolzmasn arurmktadic. CYPIA2 ve
CNTZED hromik st kulliname le mduklenen baghes
eoen#Fanlerdic (6. Ancak sipaen ullioomson CYTPIAD
e yikilan Tidokatnm seram doseving cthilemedia de
gstertnusue (7 Cimsivet Birkann ilag metaboalsana-
stnedi ve elmmasvonunda esus olarik sterond hormeon
chgent e thshile oldug baldirtbmekie ve birgok lacin
mchbalpmasndan soeumiu olpn CYPAAS eienmimin
kadinlardy erheklerden dalue piiksek aktvire posterdipy
tldintmekredr (41, Huno ve ack (107 CYP3AD oo
zunt dle ki metilpredinizoloen klirensinin kadmlards
datn hieh oldugunn wlemislesdin. Ancak baze arasor
CYPIA

cthilenmediint belirmislerdir, Ornepin, Kashuba ve

nectar akbvitesiun emsneet akidbrinden
ark (11 mudazolanmy de yapubklan bieo aragoremada
mudagnlarm klirensinin sk cing arasinda Backblk gos-

rerirecdimn Bulmiglardir,

Aernea UV TUEAZ akoviresunn de kadm seks hors
erronlavioudan glilendid powerilmekiiedic (457 Relling
v ark (125 kaltm demtlamasidan sont incelenen
CATLAT aknviresinm kadmlarda dabia disololdaiun
dapramslardie. Yine esas olarak CYPIAZ ancilbip ile
metabalize ol b anopstkouk ajan olin Klozapin
chizeyler: de kadin hastalardn erheklere pore dubm vik-
sek ulumnstur ve bunun kadinkarda CYPLAZ aktivi

testrun chisuklugane bagh oldesy dusunulmusior (13)
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Tablo L st groplitinm demogrfik dzelliklen
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(n =) Kadin (n = 6) (n =10)
Yag _ 44,3443 T A=

Eatler g A5, 04340 AR E3 Y
A (AT 571 G40
Oiperasvon opr (L0 Oes Ei4i1 32l

HL{ L2160 pfdls) [ 4208 13,0401

Al (3951 g/dl) 3 Ea00 3G6ED2
Flon (%30 36) 41,343, LTS I
ALT 091 UL 243535 7,3423

AT {0-50T /1) 2H50TH ZH5%43
BLUIN (6-20 g L) 1B 5EDS 13,5517
Creatnin (0,8-14 my/dl) ] Lk

Kaullamiban sigars mikian (sdet fnl) 3000508 6230 B e B

64,3443
301
tea 4

13,505
ki | B
ARG
206217
23324
1344101
09500
E3.322,1/ 21050

DXegerier wrtalamg T NTIN aduract gisrerdoniiier, 4= Lapaeiatans, Or= prdapedib e, O= Olorfnofarinsolyid ceriaby

|=t:= Pargp

— i— '|:|'I]|:|.

bl Bl =113

3 -

| E s

-EII_'“.I

=

2 2

S

5:-

£ 15

“é e

£

2

=

£ .

205 T —— ;

'-E - —— e = = e = .
| it :

i 1) 20 §1 44 3t
Zaman (dak)

Sekil 1, Serunt ldokain Eomsan sy on-xu

An et

Cornh (2 Febads bacitr Cormfr 22 presenapogzad Eaden )

122 ARASTIRMA

wiar, Carp 37 Pastwenaposal fadue hastalar

DEU TIP FAKULTES|I DERGISI AGUSTOS 2003



Slgara kullananlarda cinsiyet ve menapozun serum lidokain diizeyleri Gzerine etkileri

Table I1. Lalokonm Groikokineuk parimerrelen

E ek Pre- Pist-
menapaaal menapoyal
keaclin Ladin
T2 i, S6.E 4 H 33 3R 20 3, T+ 50

pr/ enlf dak
Vs idakik B st B

Ll L et

iy |

Menapesdn ormya cthan hormenal depisikliklenn
deositokrom pd3laknvitesiel ethiledifn bildinlmekre,
dzellikle CYPIAL enzim aktivitesinin postmenapogal
kadinbirds premenapozal kadindasa pire daha dosuk
oldugu distinilmckiedie. Yun veark {14)'da CYP3IAS
oenzimit e metabodize olan alfentanil klirensinm
premenapozal kadinbarla karplisunldidinda posime
mapaxal dinemdekl kadintarda daha dusik eldugunu
postermmisierdir. Yine CYP3A4 e menmbobize olan
predoizelon klizensmig postmenaporal  Jadinlarda,
premenapozal kadimlam gore azaldién bulunmustur
(13). Anesk bu akovirenin menapozh, depizmedigin
posteren galigmalar da meveuttur fﬂ}rnr_-g:;:n Harris vie
ark 16 ONT3A4 akazesinm belimteor obirak kol
CYPAAY

ARV ITes PRCLAPLE VO DICICna o ll(_r[tl._'."l'll{'rl,:]l.i{_'k'i

bmmlan crtronusin e degedendivdiklen

kadiminr geasuida L'!vg}l;:n‘_{-digin: gtistermmislerdir,

Arsgntmanuzin sonucunda kronik spara kulla-
manlarda emsiver ve menapor faktodennn Ldokam
kan kemsantrasven-zaman egrst wzerne herhang: bir
cthust saptanmade Oledlen samantacdaki serum lide
kamn dizeylen de gruplar amsinda farkhlbk postermeds,
altds kakin alan [EAA [0 600

WSl dak] ve weminal elimmasyvon vailanma om-

Ladodkainm efn

e (!

Ao erkek bBasealar premicnapoy Ve menapos
donemundeks kadin hosealar arasreda b Gekhibk gan-

tammnc,

Sonne olarsk, CYIPAZ poenenn indiklevices: si-
parayt  keonik kullaman ksdeede, v wh dos olaeal
uyvpulznan lidokaimn serum dilzevlerinin, anstyet fark:
v kadimlarda

menapoz  fakidronden etkalenmedig:

prolenmisne,
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