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3URSRIRO
�Q LQG�NVL\RQ YH LGDPH GR]ODUÕQGD NDUDFL÷HU IRQNVL\RQODUÕQD HWNL HWPHGL÷L ELOGLULOPHNWHGLU� %L]

GHQH\VHO oDOÕúPDPÕ]GD LQG�NVL\RQ YH LGDPHGH WHN DQHVWH]LN RODUDN WHNUDUODQDUDN NXOODQÕOGÕ÷ÕQGD SURSRIRO
�Q

NDUDFL÷HU IRQNVL\RQXQD HWNLOHULQL DUDúWÕUPD\Õ DPDoODGÕN� /RNDO HWLN NRPLWH L]QL\OH \DSÕODQ DUDúWÕUPDGD� ��

DGHW VD÷OÕNOÕ� HUNHN� � D\OÕN ����±��� JUDP D÷ÕUOÕNWD <HQL =HODQGD WDYúDQÕ LOH oDOÕúÕOGÕ� øNL JUXED D\UÕODQ

WDYúDQODUGDQ LON RQ WDYúDQD �� J�Q V�UH\OH J�Q DúÕUÕ �� GDNLNDOÕN V�UHOHUOH �� PJ�NJ LQG�NVL\RQ� ��

PJ�NJ�VDDW LQI�]\RQ GR]XQGD SURSRIRO YHULOGL� øNLQFL JUXS WDYúDQ D\QÕ ODERUDWXDU úDUWODUÕQGD WXWXODUDN

NRQWURO JUXEX RODUDN oDOÕúPD\D GDKLO HGLOGL� 7DYúDQODUGD NDUDFL÷HU IRQNVL\RQXQX GH÷HUOHQGLUPHN �]HUH NDQ

|UQHNOHULQGHQ EL\RNLP\DVDO SDUDPHWUHOHULQ YH NDUDFL÷HULQ KLVWRSDWRORMLN LQFHOHQPHVL JHUoHNOHúWLULOGL�

.RQWURO JUXEX\OD NDUúÕODúWÕUÕOGÕ÷ÕQGD WRWDO OLSLG YH WULJOLVHULG GH÷HUOHULQLQ SURSRIRO X\JXODQDQ JUXSWD \�NVHN

VHYL\HOHUH oÕNPDVÕQGDQ EDúND� LQFHOHPHGH KLVWRSDWRORMLN YH\D EL\RNLP\DVDO DQODPOÕ ELU GH÷LúLNOLN

VDSWDQPDGÕ� 7HNUDUOD\DQ GR]ODUGD SURSRIRO
�Q NDQ OLSLG VHYL\HOHULQL HWNLOHPHVL GÕúÕQGD NDUDFL÷HU

IRQNVL\RQODUÕQD HWNLVL] ROGX÷X VRQXFXQD YDUÕOGÕ� >7XUJXW g]DO 7ÕS 0HUNH]L 'HUJLVL ��������������@

Anahtar Kelimeler:3URSRIRO� NDUDFL÷HU IRQNVL\RQX� WHNUDUOD\DQ GR]ODU

Biochemical and histopathological effects of repeated propofol administration on hepatic
function

In our study, we aimed to determine the effects of propofol administration on hepatic functions. Having
approval of local ethic comitee, 20 males, 3 months old, New Zealand rabbits weighing 2500 ±750 g were
assigned to two groups. While 10 rabbits were studied as the control group in the same laboratory
conditions, on the other 10 rabbits following an induction dose of 10 mg/kg, anesthesia was maintained with
an infusion of propofol administered at a rate of 50 mg/kg/h. The average duration of infusion was 20
minutes giving intervals of 24 hours between the infusion periods the procedure lasted for 20 days. 24 hours
after the last infusion period, 10 ml samples of blood were collected to determine serum ALT, AST, alkaline
phosphatase, GGT, tryglicerides, total lipid, total cholesterol, glucose, total bilirubin, plasma albumin, and
total protein levels. Following hepatectomy, histopathological indices were compared. Mann-Whitney U and
Chi-Square tests were used to analyse the data and p< 0.05 was considered as significant. No differences
were found in all of the biochemical parameters other than serum trygliceride and total lipid levels showed a
statistically significant increase as compared the control group. Also no histopathological change was
observed in the propofol group. As a result we conclude that monitoring blood lipid concentrations during
repeated administrations of propofol is essential in order not to lead any effect to high lipid levels. [Journal
of Turgut Özal Medical Center 1998;5(1):7-10]
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3URSRIRO X\JXODQPDVÕQÕQ NDUDFL÷HU IRQNVL\RQXQD HWNLOHUL 7� 7R÷DO YH DUN�

3URSRIRO LQWUDYHQ|] DQHVWH]LN DMDQ RODUDN NÕVD YH

X]XQ FHUUDKL JLULúLPOHUGH YH VHGDV\RQ DPDFÕ\OD \R÷XQ

EDNÕP �QLWHOHULQGH NXOODQÕOPDNWDGÕU� $\UÕFD \DQÕN

SDQVXPDQÕ� UDG\RWHUDSL� �UHWUD GLODWDV\RQX� OLWRWULSVL

JLEL NÕVD D÷UÕOÕ JLULúLPOHUGH WHNUDUOD\DQ GR]ODUGD KÕ]OÕ

GHUOHQPH YH D] \DQ HWNLVLQGHQ GROD\Õ WHUFLK

edilmektedir (1-3). 6D\ÕODQ endikasyonlardan GROD\Õ
NÕVD JLULúLPOHUGH ROJXODU VÕN VÕN DQHVWHWLN PDGGH\H

maruz kalabilirler, bu maddelerin klinik olarak organ
IRQNVL\RQXQD N�P�ODWLI WRNVLVLWHVLQLQ ROPDPDVÕ

LVWHQLU� 3URSRIRO LOH \DSÕODQ PXOWLSO GR] oDOÕúPDODUÕQGD

RUJDQODUD WRNVLN YH\D SDWRORMLN HWNLVL J|U�OPHGL÷L�

LQI�]\RQ úHNOLQGH NXOODQÕPÕQÕQ WRWDO OLSLG� WULJOLVHULG

YH WRWDO NROHVWHURO GH÷HUOHULQL \�NVHOWWL÷L UDSRU

HGLOPLúWLU� $\UÕFD WHN GR] SURSRIRO NXOODQÕPÕQÕQ

NDUDFL÷HU HQ]LPOHULQH HWNLVLQLQ ROPDGÕ÷Õ UDSRU

HGLOPLúWLU ������

%X oDOÕúPDPÕ]GD WHNUDUOD\DQ GR]ODUGD SURSRIRO

NXOODQÕPÕQÕQ NDUDFL÷HU IRQNVL\RQXQD HWNLVLQL GHQH\VHO

RODUDN DUDúWÕUGÕN�

MATERYAL VE METOD

+DVWDQHPL] HWLN NRPLWHVLQLQ L]QL\OH +ÕI]ÕVVÕKKD

Enstitüsü bünyesinde bulunan, hayvan deney
ODERUDWXYDUÕQGD �� DGHW HUNHN� � D\OÕN� ����±750 g
D÷ÕUOÕ÷D VDKLS <HQL =HODQGD WDYúDQODUÕ LOH DUDúWÕUPD

\DSÕOGÕ� $\QÕ ODERUDWXYDU NRúXOODUÕQGD EXOXQDQ ��

WDYúDQ ��
DUOÕ LNL JUXED D\UÕOGÕ� $QHVWH]L YHULOPHN

�]HUH KD]ÕUODQDQ WDYúDQODUD SUHPHGLNDV\RQ \DSÕOPDGÕ

ve kulak marjinal veninden 24 G intraket ile damar
\ROX DoÕOGÕ� )OHFNQHOO YH DUN�
QÕQ ��� oDOÕúPDODUÕQGD

EHOLUWWLNOHUL JLEL� WDYúDQODUGD X\JXQ NDQ

NRQVDQWUDV\RQXQX VD÷OD\DQ �� PJ�NJ� *OHQ YH DUN�
QÕQ

EHOLUWWLNOHUL ���� WDYúDQODU WDUDIÕQGDQ WROHUH HGLOHQ GR]

olan 15 mg/kg dozu göz önünde bulundurularak,
birinci gruba 10 mg/kg propofol indüksiyonunu
WDNLEHQ �� PJ�NJ�VDDW KÕ]GD �� GN� SURSRIRO

LQI�]\RQX \DSÕOGÕ� øQI�]\RQODU J�Q DúÕUÕ RODUDN ��

J�QGH WDPDPODQGÕ. øQG�NVL\RQ �� PJ�NJ SURSRIRO LOH

VROXQXP NRQWURO� DOWÕQGD \DSÕOGÕ YH HQMHNVL\RQ V�UHVL

20 saniyeden uzun tutuldu.  Anestezi idamesi 50
PJ�NJ�VDDW KÕ]GD SURSRIRO LQI�]\RQX LOH VD÷ODQGÕ�

øQI�]\RQ 9LDO 0HGLFDO 6( %	0 %HFWRQ 'LFNLQVRQ

LQI�]\RQ SRPSDVÕ\OD �� GDNLND V�UG�U�OG�� øQI�]\RQ

VÕUDVÕQGD WDYúDQODUD IL]LNVHO X\DUDQ YHULOPHGL� 2Q

WDYúDQD �� J�Q V�UH\OH J�QDúÕUÕ �� GDNLND SURSRIRO

LQI�]\RQX \DSÕOGÕ �������� øNLQFL JUXS D\QÕ

ODERUDWXYDU úDUWODUÕQGD NRQWURO JUXEX RODUDN NDEXO

HGLOGL� 6RQ LQI�]\RQODUGDQ VRQUD �� * L÷QH\OH NDOSWHQ

�� PO NDQ |UQHNOHUL DOÕQGÕ YH VHUXPODUÕQD D\UÕOGÕ�

bekletilmeden laboratuvara gönderildi. Örnekler
DOÕQGÕNWDQ VRQUD KLVWRSDWRORMLN LQFHOHPH LoLQ

KHSDWHNWRPL \DSÕOGÕ� <LUPL WDYúDQGDQ DOÕQDQ

serumlardan Encore III Chemistry System  otoanalizör
ile alanin amino transaminaz (ALT), aspartat amino
transaminaz (AST), alkalen fosfataz, gama glutamil
transpeptidaz (GGT), trigliserid, total kolesterol, total
lipid, total protein, glukoz, albumin, total bilirübin
GH÷HUOHUL WHVELW HGLOLS NRQWURO JUXEXQXQ GH÷HUOHUL\OH

NDUúÕODúWÕUÕOGÕ� � �� OXN IRUPRO LoLQGH NRUXQDQ

NDUDFL÷HU |UQHNOHUL KHPDWRNVLOHQ HR]LQ LOH ER\DQÕS

SUHSDUDW KDOLQH JHWLULOGL� ; ��� E�\�WPH LOH ÕúÕN

PLNURVNREXQGD LQFHOHQGL� .DUDFL÷HUOHUGHNL IRNDO

nekroz, hidropik dejenerasyon, fibrozis, granülom
ROXúXPX KHU LNL JUXS SUHSDUDWODUÕQGD LQFHOHQLS

NDUúÕODúWÕUÕOGÕ� 9HULOHULQ LVWDWLVWLNVHO

GH÷HUOHQGLULOPHVLQGH 0DQQ�:KLWQH\ 8 YH .L�.DUH

WHVWL NXOODQÕOGÕ� S����� DQODPOÕ RODUDN NDEXO HGLOGL�

BULGULAR

3URSRIRO YH NRQWURO JUXSODUÕ DUDVÕQGD GHPRJUDILN

YHULOHUGH LVWDWLVWLN RODUDN IDUNOÕOÕN VDSWDQPDGÕ

(p>������ 3URSRIRO LOH DQHVWH]L X\JXODQDQ WDYúDQODUÕQ

KLo ELULQGH LVWHPVL] NDV KDUHNHWL� KÕoNÕUÕN YH DOOHUMLN

ROD\D UDVWODQÕOPDGÕ� $\UÕFD SURSRIRO LQG�NVL\RQ YH

LQI�]\RQXQGD VROXQXP GHSUHV\RQXQD NXOODQÕODQ

GR]ODUGD UDVWODQPDGÕ�

7�P NDQ EL\RNLP\DVÕ SDUDPHWUHOHUL 7DEOR �
GH

J|VWHULOPLúWLU� 7�P WDYúDQODUÕQ NDUDFL÷HU

KLVWRSDWRORMLN YHULOHUL 7DEOR �
GH J|VWHULOPLúWLU�

3URSRIRO X\JXODQDQ JUXS LOH NRQWURO JUXEX DUDVÕQGD

ALT, AST, ALP, GGT, total protein, albümin, glukoz,
WRWDO NROHVWHURO� SDUDPHWUHOHUL NDUúÕODúWÕUÕOÕQFD DQODPOÕ

IDUNOÕOÕN VDSWDQPDGÕ (p>0.05). Tekrarlayan propofol
LQI�]\RQX \DSÕODQ JUXSWD WRWDO OLSLG YH WULJOLVHULG

GH÷HUOHULQLQ DQODPOÕ ELU úHNLOGH \�NVHOPLú ROGX÷X

VDSWDQGÕ �S<0.05). Histopatolojik incelemede iki grup
DUDVÕQGD LVWDWLVWLNVHO RODUDN IDUNOÕOÕN J|U�OPHGL�

7$57,ù0$

Propofol ile tek bolus dozdaki tolerabilitesini
EHOLUOHPH\H \|QHOLN \DSÕODQ KD\YDQ GHQH\OHUL

VRQXFXQGD WDYúDQODUGD �� PJ�NJ YH IDUHOHUGH ���

PJ�NJ SURSRIRO
 �Q L\L WROHUH HGLOGL÷L YH X\DQPDQÕQ L\L

NDOLWHGH JHUoHNOHúWL÷L J|]OHQPLúWLU ������� %L]LP

oDOÕúPDPÕ]GD GD �� PJ�NJ EROXV YH �� PJ�NJ

LQI�]\RQ GR]XQGD VROXQXP GHSUHV\RQX ROPDNVÕ]ÕQ ��
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Tablo 1. .RQWURO YH SURSRIRO JUXSODUÕQÕQ EL\RNLP\DVDO

GH÷HUOHUL �2UW ± SD).

Kontrol grubu Propofol grubu
Total bilüribin (µ/mol/L)  66.82±13.95 63.02±9.82
Glukoz (mg/dl) 186±9.69 144.6±8.94
Total protein (g/L) 67.15±6.15 67.27±1.43
Albumin (g/L) 30.76±0.75 30.99±0.58
Total lipid (mg/dl) 429.5±53.7 924±68.8 *
Total kolesterol (mg/dl) 15.1±1.27 13.5±3
Trigliserid (mg/dl) 77.2±3.68 721.3±66.7 *
ALT (U/L) 21.5±4.45 27.4±12.16
AST (U/L) 39.3±13.37 18.5±11.1
ALP (U/L) 67.9±16.28 85.5±19.27
GGT (U/L) 23.6±9.26 27.2±4.39

* p<0.05

Tablo 2. .RQWURO YH SURSRIRO JUXSODUÕQÕQ KLVWRSDWRORMLN

GH÷LúLNOLNOHUL�

Kontrol grubu
(n:10)

Propofol grubu
(n:10)

Fokal nekroz 2 -
Hidropik dejenerasyon 3 3
Fibrozis 2 3
*UDQ�ORP ROXúXPX - 2

GDNLND LQI�]\RQ \DSÕOPÕú� X\DQPD L\L NDOLWHGH

JHUoHNOHúPLú� LVWHPVL] NDV KDUHNHWL YH KÕoNÕUÕ÷D

UDVWODQPDPÕúWÕU�

3URSRIRO
�Q NDUDFL÷HU IRQNVL\RQX QRUPDO LNHQ

subklinik hasarlarda bile minimal derecede de olsa
DUWÕú J|VWHUHQ $/7 YH $67 HQ]LPOHUL �]HULQH HWNLOHUL

DUDúWÕUÕOGÕ� dHúLWOL DUDúWÕUPDODUGD EL]LP WDNLS HWWL÷LPL]

SDUDPHWUHOHUGH DQODPOÕ GH÷LúLNOLN ROXúPDGÕ÷Õ

ELOGLULOPLúWLU �������� 6WDUN YH DUN� ��� propofol' ün
LQVDQ NDUDFL÷HU HQ]LPOHULQL HWNLOHPHGL÷LQL

EHOLUWPLúOHU� 5RELQVRQ YH DUN� ��� GD DQHVWH]LN GR]GD

$67� $/7� $/3 QLQ SURSRIROGHQ KLo HWNLOHQPHGL÷LQL

UDSRU HWPLúOHUGLU dDOÕúPDPÕ]GD NDQ JOXNR]X �]HULQH

HWNLOHU DUDúWÕUÕOPÕú� 6HDU YH DUN� ��� UDSRU HWWL÷L JLEL

NDQ JOXNR]XQD HWNL J|U�OPHPLúWLU� 7RWDO SURWHLQ YH

albumin düzeyleri tekrarlayan anestezide
IDUPDNRNLQHWLN DoÕVÕQGDQ |QHPOLGLU� %X

SDUDPHWUHOHULQ DUDúWÕUPDPÕ]GD WHNUDUOD\DQ GR]ODUGDQ

HWNLOHQPHGL÷LQL J|]OHGLN� 3URSRIRO� PO
GH ��� J \D÷

LoHULU� %X VR\D \D÷ÕGÕU� D\UÕFD JOLVHURO YH \XPXUWD

lesitini içerir. Gottardis ve ark. ���� \DSWÕ÷Õ oDOÕúPDGD

X]XQ V�UHOL VHGDV\RQ DPDoOÕ SURSRIRO LQI�]\RQX

\R÷XQEDNÕP KDVWDODUÕQGD SDUHQWHUDO EHVOHQPHGH

NXOODQÕODQ OLSLGOHULQ \HULQL WXWX÷XQX EHOLUWPLúOHUGLU.
Albanese ve ark. (15) oDOÕúPDODUÕQGD SURSRIRO
 �Q \D÷

PHWDEROL]PDVÕ ER]XNOX÷X RODQODUGD VHUXP OLSLG

G�]H\OHULQL \�NVHOWPHVLQGHQ GROD\Õ GLNNDWOL

NXOODQÕOPDVÕ JHUHNWL÷LQL ELOGLUPHNWHGLUOHU.

dDOÕúPDPÕ]GD WDNLS HWWL÷LPL] VHUXP WRWDO OLSLG YH

WULJOLVHULG G�]H\OHULQLQ \�NVHOPHVL� |]HOOLNOH \D÷

PHWDEROL]PDVÕ ER]XNOX÷X RODQ KDVWDODUGD VHUXP OLSLG

PRQLW|UL]DV\RQXQXQ JHUHNOLOL÷LQL YXUJXODPDNWDGÕU�

Propofol'ün biyotransformasyonundan ana sorumlu
RUJDQ NDUDFL÷HUGLU� $VÕO PHWDEROLWOHUL SURSRIRO

glukuronid, 1 ve 4 quinol glukuronidler ve 4 quinol
V�OIDWWÕU ���� <D\ÕQODUGD SURSRIRO NOLUHQVLQLQ NDUDFL÷HU

NDQ DNÕPÕQGDQ GDKD KÕ]OÕ ROGX÷X J|VWHULOPLúWLU�

Propofol' ün hepatik klirensi önemlidir çünkü
NDUDFL÷HU NDQ DNÕPÕQD ED÷OÕGÕU� .DUDFL÷HU IRQNVL\RQ

ER]XNOX÷XQGD ELOH �VLUR]� SURSRIRO
 �Q DQHVWH]LN

SRWHQVLQLQ GH÷LúPHGL÷L |QH V�U�OPHNWHGLU �����

dDOÕúPDPÕ]GD WHNUDUOD\DQ GR]ODUGD LQI�]\RQ \DSÕOGÕ÷Õ

KDOGH OLSLG VHYL\HOHULQGHNL DUWÕúWDQ EDúND EL\RNLP\DVDO

ve  histopatolojik bozukluk görülmemesi, tekrarlayan
dozlarda verilmesinin kan lipid seviyesi takip
JHUHNOLOL÷L GÕúÕQGD J�YHQOL ROGX÷XQX J|VWHUPHNWHGLU�

6RQXo RODUDN WHNUDUOD\DQ GR]ODUGD X\JXODQPDVÕ

GXUXPXQGD NDUDFL÷HU IRQNVL\RQODUÕ DoÕVÕQGDQ

propofol'ün güvenli bir intravenöz anestezik ajan
ROGX÷X NDQÕVÕQD YDUÕOPÕúWÕU�
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