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一、中文摘要

評估 propofol 保護巨噬細胞免於一氧化氮
(nitric oxide: NO)傷害的作用機制。實驗結果顯示由
NO 所造成巨噬細胞的死亡和凋零作用，可以被
propofol 所拮抗。此一結果說明 propofol 對臨床病
人的免疫功能可能具有一定程度的保護作用。

關鍵詞：Propofol、一氧化氮、細胞凋零

Abstract
To evaluate the potential effects of the clinically 

relevant concentrations of propofol on cell viability 
and nitric oxide-induced macrophage apoptosis. The 
amounts of nitric oxide in mouse macrophage-like 
Raw 264.7 cells were time-dependently increased 
when incubated with sodium nitroprusside.  Parallel 
to the increase of nitric oxide, sodium nitroprusside 
simultaneously caused the cell death of macrophage in 
a concentration- and time-dependent manner. A 
therapeutic concentration of propofol (30 µM) 
exhibited no cytotoxicity to macrophages. After 
incubated with sodium nitroprusside for 1 and 6 hours, 
propofol could completely or partially block 
nitric-induced cell death, respectively. Administration 
of sodium nitroprusside to macrophages resulted in the 
time-dependent increase of apoptotic cells. Similar to 
the results of the cell viability analysis, propofol was 
able to protect macrophages from nitric oxide-induced 
apoptosis in 1 and 6 hour-treated groups but not in the 
24 hour-treated group. Propofol per se did not alter the 
amount of basal and sodium nitroprusside-provided 
nitric oxide in macrophage. Propofol, at therapeutic 
concentrations, can protect macrophages from nitric 
oxide-induced cell apoptosis as well as cell death and 
might play a significant role in cellular functions of 
clinical patients.

Keywords: Propofol, Nitric oxide, Apoptosis.

二、Introduction
PPF (2, 6-diisopropylphnyl), an intravenous 

anesthetic agent, is widely used in varieties of surgical 
operations for induction and maintenance of 
anesthesia.1  The beneficial effects of PPF in clinical 
applications are rapid onset, short time of action and 
rapid elimination. However, certain side effects of 
cardiac depression or hypotension is possibly observed 
in surgical patients applied by the intravenous 
anesthetic agent.1-3  Studies of human neutrophil and 
alveolar macrophages reveal that PPF can inhibit cell
chemotaxis, phagocytosis, reactive oxygen species 
(ROS) production and cell numbers, as well as 
modulate intracellular calcium concentration.4-5  PPF 
could have potential effects on suppression of immune 
responses.

Structurally, PPF is similar to phenol-containing 
�-tocopherol and butylated hydroxytoluene, and has 
been reported to possess an antioxidant characteristic 
from the examination of electron spin resonance 
spectroscopy.6  Previous studies have shown that PPF 
could protect varieties of tissues, cells or organelles 
from different types of free radicals or ROS induced 
oxidative insults.7-11  ROS, comprised of superoxide, 
hydroxyl radical, hydrogen peroxide, NO, and other 
oxidative derivatives, are constitutively produced as 
by-products of aerobic metabolisms in mammalian 
cells or are induced by pathophysiological conditions 
or xenobiotics.12  Transformed and nontransformed 
cells can induce intracellular ROS through autocrine 
and paracrine mechanisms, and the induced ROS 
would interfere with endogenous survival factors 
leading to cell apoptosis.12-13  In a 
chemiluminescence study of stimulated human 
leukocytes or cell-free systems, PPF has been verified 
to have the ability to scavenge hydroxyl radical, 
hydrogen peroxide and superoxide.10

NO, produced from L-arginine by nitric oxide 
synthase (NOS), is a gaseous radical with varieties of 
biological activities.12,14  NO is one of the important 
ROS in mammalian cells.12  Immunologically, the 
role of NO seems like a double-edged sword.  NO is 
regarded as an important mediator of non-specific 
cell-mediated immunity because macrophages can 
release the radical to kill a range of infected 
pathogens.15  However, NO induced by 
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proinflammatory cytokines or endotoxin 
lipopolysaccharide is cytotoxic to cells.15-17  On the 
other hand, the massive induction of NO can cause 
macrophages themselves and neighboring cells 
undergoing apoptosis, which is related to severe 
medical symptoms, including sepsis, type-I diabetes 
mellitus or certain neurological disorders like 
Alzheimer’s disease.15-21  To reduce NO-induced 
oxidative stress will be helpful for the recovery of 
patients suffering from surgical operation.  Study 
about the interaction of PPF and NO-induced 
oxidative stress is little.

SNP is a clinical medicine used to release NO 
for vasodilation.  The NO donor is decomposed to 
NO under the presence of biological tissues, reducing 
agents or visible light.22  The use of SNP has its 
biochemical advantage because the donor permits the 
investigation of NO’s role in signaling transduction 
pathways without interfering with NOS-involved 
second messenger systems.  The present study is 
designed to investigate the protective role of the 
relevantly clinical concentration of PPF in 
NO-induced cell insults using SNP as the NO donor 
and mouse macrophage RAW 264.7 cell line as the 
biological model from the aspects of cell viability, 
apoptotic analysis and NO quantification.

三、Mater ials and Methods
This study was designed to investigate the 

effects of PPF on NO-induced cell insults.  To 
achieve this specific aim, mouse macrophage Raw 
264.7 cell line, which was purchased from American 
Type Tissues Collection (Rockville, MD, USA), was 
used to be our bio-model.  The immune cells were
maintained in RPMI 1640 medium (Gibco, BRL, 
Grand Island, NY, USA) supplemented with 10% fetal 
calf serum, L-glutamine, penicillin (100 IU/ml), and 
streptomycin (100 �g/ml) in 75-cm2 flasks at 37oC in 
a humidified atmosphere of 5% CO2.  Macrophages 
were grown to a confluence prior to PPF treatment.

PPF, a kind gift from Zeneca Limited 
(Macclesfield, Cheshire, UK), was stored under 
nitrogen and protected from light, heat and moisture.  
This intravenous anesthetic agent was freshly diluted 
with dimethyl sulfoxide (DMSO) for each independent 
experiment.  To rule out the effect of DMSO on 
cytotoxicity, the solvent concentration in the medium 
was less than 0.1%.  SNP was dissolved in PBS 
buffer (0.14 M NaCl, 2.6 mM KCl, 8 mM Na2HPO4, 
1.5 mM KH2PO4) to a 200 mM of stock concentration, 
then stored at –20oC, protected from light until it was 
used in related experiments.

The clinical plasma levels of PPF are between 
10 and 50 �M.23  Preliminary analysis of 
macrophage viability, influenced by 3, 30 and 300 
�M PPF, revealed that higher than the therapeutic 
concentration of PPF was cytotoxic to macrophages, 
but less than or equal to the therapeutic concentration 
did not cause cell death.  Therefore, PPF at 30 �M 
was chosen to be the administered concentration in the 
present study.

Following treatment of macrophages with SNP, 
PPF, and a combination of PPF and SNP for 1, 6 and 
24 hours, cell viability was analyzed using a variation 
of a colorimetric 3- (4, 5-dimethylthiazol-2-yl) -2, 
5-diphenyltetrazolium bromide (MTT) assay, which 
was based on the ability of live cells to reduce MTT to 
a blue formazan product.24 Ten thousand macrophages 
were seeded in 96-well tissue culture plates for 
overnight.  After treatment with the drugs, cells were 
renewed with a medium containing 0.5mg/ml MTT 
and then cultured for another three hours.  The blue 
formazan product in cells was dissolved by DMSO 
and measured spectrophotometrically at a wavelength 
of 550 nm.

Apoptotic analysis was carried out by detecting 
the sub-G1 DNA content which resulted from cleavage 
of DNA during apoptosis to determine if PPF could 
block NO-induced cell programmed death according 
to the method of Nicoletti et al. (1991).25  After 
treatment with the drugs, macrophages were harvested 
and fixed in 80% ethanol.  In the process of 
centrifugation and washing, the fixed cells were 
stained with propidium iodide.  The fluorescence 
intensities of individual nuclei was analyzed using a 
FACScan flow cytometer on the basis of a 560 nm 
dichroic mirror and a 600 nm band pass filter for 
collecting the red fluorescence due to the propidium 
iodide staining of DNA.

SNP was decomposed to NO under the presence 
of visible light, simple reducing agents or biological 
tissues.21  To evaluate if PPF could directly scavenge 
NO, the amounts of NO in the culture medium of 
macrophages treated with SNP, PPF and a 
combination of PPF and SNP were determined.  
After treatment with the drugs, the culture medium 
was collected and centrifuged, and then the 
supernatants were stored at -70oC.  NO has a short 
half-life that is easily oxidated to nitrite and nitrate.  
The amount of NO was assayed by reacting nitrite in a 
culture medium with sulfaniamide and 
N-1-napthylethylenediamine to form a colormetric azo 
compound according to the technical bulletin of 
Promega’s Griess Reagent System (Promega 
Corporation, Madeson, WI, USA).

Statistical analysis was carried out between 
control and drug-treated groups by the Students t-test, 
and it was considered as a statistical difference when 
the P value was less than 0.05.  The values between 
PPF and a combination of PPF and SNP-treated 
groups were considered as a statistical difference when 
the P value of the Duncan Multiple Rang test was less 
than 0.05.

四、Results
SNP was a NO donor that spontaneously 

released NO under visible light.  Treatment of 
macrophages with SNP conentration- and 
time-dependently increased NO in macrophages (data 
not shown).  In the 1 hour-treated group, SNP at 1.5 
and 2.0 mM lead to 10 and 15% of macrophage death, 
respectively (Fig. 1).  In the 6 hour-treated group, 0.5, 
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1.0, 1.5 and 2.0 mM of SNP suppressed 10, 17, 22 and 
35% of cell viability, respectively.  After treatment 
with 0.5, 1.0, 1.5 and 2.0 mM of SNP for 24 hour, 
macrophage viability was inhibited by 48, 75, 96 and 
96%, respectively.

Administration of macrophages with 2 mM SNP 
for 1, 6 and 24 hours resulted in 15, 31 and 96% of 
cell death, respectively (Fig. 2).  Under the present 
treated conditions, the relevantly clinical concentration 
of PPF was not cytotoxic to macrophages.  In 1 
hour-treated group, PPF completely blocked 
NO-mediated macrophage death.  In the 6 
hour-treated group, the intravenous anesthetic agent 
partially but significantly protected macrophage from 
NO-caused cell death.  In the 24 hour-treated group, 
PPF did not inhibit macrophage death caused by SNP.

Apoptotic analysis revealed that treatment of 
macrophages with SNP for 1, 6 and 24 hours 
significantly augmented 18, 35 and 53% of cells 
processing apoptosis, respectively (Fig. 3).  The 
therapeutic concentration of PPF did not affect 
macrophage apoptosis.  In the 1 hour-treated group, 
PPF completely protected macrophages from 
NO-induced apoptosis.  In the 6 hour-treated group, 
the anesthetic agent partially but significantly blocked 
NO-mediated macrophage apoptosis.  In the 24 
hour-treated group, PPF did not protect macrophages 
from NO-induced cell apoptosis.

Administration of macrophages with 2 mM SNP 
for 1, 6 and 24 hours resulted in about 5-, 6- and 
7-fold increase in NO (Table 1).  PPF at a therapeutic 
concentration did not affect the amount of NO in 
macrophages under the present treated conditions.  In 
a combination of PPF and SNP, the intravenous 
anesthetic agent did not change the amounts of NO, 
which is released by SNP.

五、Discussion
Macrophages play a crucial role in bacterial 

defense for pre-, intra- or post-operated patients 
suffering from microorganism invasion.  
Macrophages can produce ROS to attack and 
decompose the invaded microorganisms and tumor 
cells.15  However, over-production of ROS 
simultaneously harms macrophages themselves and the 
surrounding cells.18  NO, one of the important ROS, 
can either be the effector of non-specific cell mediated 
immunity or be the cause of the pathogenesis of 
autotissue injury during inflammation.26  NO is 
enormously produced by inducible NOS in endotoxin 
lipopolysaccharide- or cytokines-activated 
macrophages, and high concentrations of the free 
radical can drive macrophages to undertake a 
apoptotic pathway which uld lead to other more severe 
syndromes such as septic shock, neurotoxicity, 
autoimmune diseases and chronic 
inflammation.15,17,19,20,22  Surgical operation is a 
typical treatment for intensive care unit patients 
suffering from sepsis.  PPF is one of the widely used 
intravenou anesthetic agents, and structurally, the 
anesthetic has a potent antioxidant effect on hydrogen 

peroxide, hydroxyl radical and superoxide induced 
tissue or cell injury.6-11  From the viewpoint of basic 
research and clinical application, to evaluate the 
effects of PPF on NO-induced macrophage insults is 
important.

NO released by SNP is cytotoxic to 
macrophages.  The basal level of NO in the untreated 
macrophages is detectable (data not shown).  SNP is 
an NO donor that can be enzyme or non-enzyme 
metabolically decomposed to NO.20  After treatment 
with the NO donor, the amount of nitrite, an oxidative 
product of NO, in the culture medium is significantly 
augmented in a time dependent manner (Table 1).  
This means that the oxidative stress in macrophages is 
excited after SNP administration.  Treatment with 
SNP causes concentration- and time-dependent 
decreases of macrophage viability (Fig. 1).  The 
present results are similar to previous studies, which 
report that NO at high concentrations is cytotoxic to 
macrophages.21,29,30  Macrophage NO in inoculated 
mice seven days after injection of Salmonella 
typhimurium mediates immunosuppression in the 
infectious inflammation.27  Lipopolysaccharide is an 
endotoxin derived from invaded bacteria and is one of  
the important causes for bacterial induced 
immunosuppression.  Our unpublished data reveals 
that administration of mouse macrophage Raw 264.7 
cells with lipopolysaccharide resulted in about a seven 
fold increase in NO, similar to five to seven fold 
growth of NO magnified by SNP (Table 1).  Thus, 
over-production of NO derived from SNP treatment, 
like the lipopolysaccharide stimulation, would result in 
the increase of intracellular oxidative stress leading to 
macrophage death.

Macrophage death induced by NO is basically 
through the apoptotic pathway.  Apoptosis, or 
programmed cell death, is an energy-dependent model 
of cell death with certain characteristics, including 
shrinkage morphology, chromatin condensation and 
DNA cleavage.28,29  Cells undergoing apoptosis are 
preceded by chromatin cleavage, and the reduced 
DNA content of apoptotic nuclei causes a unequivocal 
hypodiploid DNA peak in flow cytometry analysis.25  

Administration with SNP leads to the macrophage 
shrinkage (data not shown), and the increase of 
apoptotic cells, which corresponds to the appearance 
of the hypodiploid DNA peak (Fig. 3).  Several lines 
of evidence from the morphological observation and 
flow cytometry analysis reveal that NO released by 
SNP causes macrophage apoptosis.  Nevertheless, 
Dypbukt et al. (1994) reports that high concentrations 
of NO donors cause LDH release and necrotic cell 
death.30  SNP at high concentrations did not rule out 
the possibility that the NO donor could partially 
induce macrophage necrosis.

A therapeutic concentration of PPF could block 
NO-induced cell death.  During anesthesia, the dose 
is an important factor to determine whether the 
administered anesthetic agent is therapeutic or toxic to 
patients.  The concentration of PPF used in this study 
is 30 �M, which is in the range of clinical plasma 
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levels of PPF.23  The relevantly clinical concentration 
of PPF is not cytotoxic to macrophages (Fig. 2).  In 
preliminary studdies, 300 �M PPF causes a 
time-dependent increase of macrophage death (data 
not shown).  In the treatment of a combination of 
PPF and SNP, the anesthetic agent sgnificantly 
protects macrophages from NO-induced cell apoptosis 
(Figs. 2 and 3).  PPF has antioxidant characteristics 
to protect from lipid peroxidation in isolated liver 
mitochondria,7 hydrogen peroxide-induced 
derangements in the isolated rat heart,31 lipid 
hydroperoxides-caused haemoglobin oxidation,32 2, 
2’-azobis (2-amidinopropane) dihydrochloride-, a free 
radical generator, induced death of isolated rat 
hepatocytes,11 and non-receptor-mediated oxidative 
glutamate toxicity of neuronal cells.33  This is the 
first time to verify that PPF is able to protect from 
NO-induced cell death.

The protective effect of PPF on NO-induced 
macrophage death is time-dependently descended.  In 
the 1 hour-treated group, PPF completely protected 
NO-induced cell death, but the effect decreased and 
even no effect in 6 hour- and 24 hour-treated groups, 
respectively (Figs. 2 and 3).  PPF has a clinical 
advantage of rapid onset and elimination.1  The 
anesthetic agent is metabolized through cytochrome 
P450-dependent monooxygenases-involved 
mono-oxygenation to 2, 6-diisopropyl-1, 4-quinol or 
UDP glucuronosyltransfease-participated 
glucuronidation to glucuronide complex.34  
Cytochrome P450 isoenzymes are detectable in the 
untreated and inducer-treated murine macrophage cell 
line, RAW264.7.35  In untreated macrophages and 
benzene-treated macrophages, UDP 
glucuronosyltransfease activity is detectable and able 
to be elevated.36  Therefore, the lessened contents of 
PPF in macrophages owing to its metabolism by the 
related enzymes may explain the descent protection 
effect of the intravenous anesthetic agent on 
NO-induced cell death in 6 hour- and 24 hour-treated 
macrophages.  Another possible reason for 
explaining the time-dependent decrease of the 
protective effect of PPF is that, due to the light and 
oxygen sensitivity of the anesthetic agent, PPF may be 
time-dependently decomposed after exposure to the 
visible light and aerobic conditions.

PPF does not affect NO production in control 
and SNP-treated macrophages, and, consequently, the 
protective mechanism of the intravenous anesthetic 
agent from NO-induced insults is not through direct 
scavenging of NO.  Petros et al. (1993) reported that 
PPF was able to stimulate NO production in cultured 
porcine aortic endothelial cells from the determination 
of increased cyclic GMP formation.37  The present 
study directly assays the amount of nitrite to represent 
the corresponded NO production in macrophages.  
The present data reveals that PPF does not influence 
the NO production in untreated and SNP-treated cells 
(Table 1).  PPF, structurally similar to a free radical 
scavenger butylated hydroxytoluene and �-tocopherol, 
has more efficacies than the known antioxidant in 

scavenging riboflavin radicals and in blocking 
malondialdehyde formation derived from lipid 
hydroperoxides of arachidonic acid.38  In a human 
leukocyte chemiluminescence study, Demiryurek et al. 
(1998) reported that PPF possesses a direct scavenging 
effect on hydroxyl chloride, superoxide, hydrogen 
peroxide and hydroxyl radical.10  The data presented 
here have revealed that PPF has not such effects on 
direct scavenging of NO.  Therefore, the protective 
mechanism of PPF against NO-mediated damage may 
be through other signal transduction pathways.

There are multiple mechanisms of NO-induced 
cell apoptosis. The massive production of NO from the 
NO donors or inducible NO synthase mediates 
macrophage apoptosis or necrosis.12,28-30  Toxicity of 
NO may result from the interaction with thiol- or 
iron-sulfur-containing proteins leading to protein 
dysfunction, or direct damage to DNA by NO itself or 
its oxidation product, peroxynitrite.18  Hortelano et al. 
(1999) reports that the NO-stimulated release of 
cytochrome c from mitochondria precedes the change 
of mitochondrial transmembrane potential and causes 
macrophage apoptosis.39  PPF has a high lipophilicity 
so that it might accumulate in the mitochondrial 
membrane and block NO-induced cytochome c release 
and membrane potential change.  Other 
NO-signailing apoptotic or anti-apoptotic proteins, 
including p53, bcl-2/bax, and cyclooxygenase-2, 
probably interact with PPF and lessen the NO-induced 
toxicity.18,28,29

In conclusion, this study has demonstrated that a 
therapeutic concentration of PPF could protect mouse 
macrophage RAW264.7 cells from NO-induced cell 
insults from the aspects of analyses of cell viability 
and apoptosis.  By directly detecting NO production, 
the present study has also revealed that the protective 
mechanism of PPF might not be through the direct 
scavenging of NO.  It will be an interesting subject 
for future studies to investigate the possible protection 
mechanism of PPF from NO-induced macrophage 
insults.

References

1.  Bryson HM, Fulton BR, Faulds D. Propofol. An update of its 
use in anaesthesia and conscious sedation. Drugs 1995; 50: 513-59.
2. Merin RG. Propofol causes cardiovascular depression. I. 
Anesthesiology 1990; 72: 393-4.
3. Lippmann M. Propofol: effect on the myocardium compared 
with the peripheral vascular system. Br J Anaesth 1991; 66: 416-7.
4. Mikawa K, Akamatsu H, Nishina K, Shiga M, Maekawa N, 
Obara H, Niwa Y. Propofol inhibits human neutrophil functions. 
Anesth Analg 1998; 87: 695-700.
5. Kotani N, Hashimoto H, Sessler DI, Kikuchi A, Suzuki A, 
Takahashi S, Muraoka M, Matsuki A. Intraoperative modulation of 
alveolar macrophage function during isoflurane and propofol 
anestbesia. Anesthesiology 1998; 89: 1125-32.
6. Murphy PG, Myers DS, Davies MJ, Webster NR, Jones JG. 
The antioxidant potential of propofol (2,6-diisopropylphenol). Br J 
Anaesth 1992; 68: 613-8.
7. Eriksson O, Pollesello P, Leo Saris NE. Inhibition of lipid 
peroxidation in isolated rat liver mitochondria by the general 
anaesthetic propofol. Biochem Pharmacol 1992; 44: 391-3.
8. Aarts L, van der Hee R, Dekker I, de Jong J, Langemeijer H, 
Bast A. The widely used anesthetic agent propofol can replace 
�-tocopherol as an antioxidant. FEBS Lett. 1995; 357: 83-5.



6

9. Kelicen P, Ismailoglu UB, Erdemli O, Sahin-Erdemli I. The 
effect of propofol and thiopentone on impairment by reactive 
oxygen species of endothelium-dependent relaxation in rat aortic 
rings. Eur J Anaesth 1997; 14: 310-5.
10. Demiryürek AT, Cinel Í, Kahraman S, Tecder-Ü nal M, Gögüs 
N, Aypar Ü , Kanzik Í. Propofol and intralipid interact with reactive 
oxygen species: a chemiluminesecence study. Br J Anaesth 1998; 
80: 649-54.
11. Navapurkar VU, Skepper JN, Jones JG, Menon DK. Propofol 
preserves the viability of isolated rat hepatocyte suspensions under 
an oxidant stress. Anesth Analg 1998; 66: 1256-63.
12. Lander HM. An essential role for free radicals and derived 
species in signal transduction. FASEB J 1997; 11: 118-24.
13. Dormann S, Schwieger A, Hanusch J, Häufel T, Engelmann I, 
Bauer G. Intercellular induction of apoptosis through modulation of 
endogenous survival factor concentration: a review. Anticancer Res 
1999; 19: 87-104.
14. Moncada S, Palmer RMJ, Higgs EA. Nitric oxide: physiology, 
pathophysiology, and pharmacology. Pharmacol Rev 1991; 43: 
109-42.
15. Liew FY. Regulation of nitric oxide synthesis in infectious 
and autoimmune diseases. Immunol Lett 1994; 43:95-8.
16. Xie QW, Cho HJ, Calaycay J, Mumford RA, Swiderek KM, 
Lee TD, Ding A, Troso T, Nathan C. Cloning and characterization 
of inducible nitric oxide synthase from mouse macrophages. 
Science 1992; 256: 225-8.
17. Fukuo K, Inoue T, Morimoto S, Nakahashi T, Yasuda O, 
Kitano S, Sasada R, Ogihara T. Nitric oxide mediates cytotoxicity 
and basic fibroblast growth factor release in cultured vascular 
smooth muscle cells. A possible mechanism of neovascularization 
in atherosclerotic plaques. J Clin Invest 1995; 95:669-76
18. Nathan C. Nitric oxide as a secretory product of mammalian 
cells. FASEB J 1992; 6: 3051-64.
19. Mills CD. Molecular basis of “suppressor” macrophages, 
Arginine metabolism via the nitric oxide synthase pathway. J 
Immunnol 1991; 146: 2719-23.
20. Albina JE, Cui S, Mateo RB, Reichner JS. Nitric 
oxide-mediated apoptosis in murine peritoneal macrophages. J 
Immunol 1993; 150:5080-5.
21. Le WD, Colom LV, Xie W, Smith RG, Alexianu M, Appel SH. 
Cell death induced by �-amyloid 1-40 in MES 23.5 hybrid clone: 
the role of nitric oxide and NMDA-gated channel activation leading 
to apoptosis. Brain Res 1995; 686: 49-60.
22. Bates JN, Baker MT, Guerra Jr R, Harrison DG. Nitric oxide 
generation from nitroprusside by vascular tissue. Evidence that 
reduction of the nitroprusside anion and cyanide loss are required. 
Biochem Pharmacol 1991; 42: 157-65.
23. Gepts E, Camu F, Cockshott ID, Douglas EJ. Disposition of 
propofol administered as constant rate intravenous infusions in 
humans. Anesth Analg 1987; 66: 1256-63.
24. Carmichael J, DeGraff WG, Gazdar AF, Minna JD, Mitchell 
JB. Evaluation of a tetrazolium-based semiautomated colorimetric 
assay: assessment of chemosensitivity testing. Cancer Res 1987; 47: 
936-42.
25. Nicoletti I, Migliorati G, Pagliacci MC, Grignani F, Riccardi 
C. A rapid and simple method of measuring thymocyte apoptosis by 
propidium iodide staining and flow cytometry. J Immunol Methods 
1991; 139: 271-9.
26. Nathan C, Xie Q. Nitric oxide synthase: roles, tolls, and 
controls. Cell 1994; 78; 915-8.
27. Eisenstein TK, Huang D, Meissler Jr. JJ, Al-Ramadi B. 
Macrophage nitric oxide mediates immunosuppression in infectious 
inflammation. Immunobiology 1994; 191:493-502.
28. Messmer UK, Brüen B. Nitric oxide – induced apoptosis: 
p53-dependent and p53-independent signalling pathways. Biochem 
J 1995; 319: 299-305.
29. Meβmer UK, Brüne B. Nitric Oxide ( NO ) in Apoptotic 
versus necrotic RAW 264.7 macrophage cell death: the role of 
NO-donor exposure, NAD+ content, and p53 accumulation. Arch 
Biochem Biophys 1996; 327: 1-10.
30. Dypbukt JM, Ankarcrona M, Burkitt M, Sjöholm Ä , Ström K, 
Orrenius S, Nicotera P. Different prooxidant levels stimulate growth, 
trigger apoptosis, or produce necrosis of insulin-secreting RINm5F 
cells: the role of intracellular polyamines. J Biol Chem 1994; 269: 
30553-60.
31. Kokita N, Hara A. Propofol attenuates hydrogen 

peroxide-induced mechanical and metabolic derangements in the 
isolated rat heart. Anesthesiology 1996; 84: 117-27.
32. Stratford N, Murphy P. Effect of lipid and propofol on 
oxidation of haemoglobin by reactive oxygen species. Br J Anaesth 
1997; 78: 320-2.
33. Sagara Y, Hendler S, Khoh-Reiter S, Gillenwater G, Carlo D, 
Schubert D, Chang J. Propofol hemisuccinate protects neuronal 
cells from oxidative injury. J Neurochem 1999; 73(6):2524-30.
34. Simons PJ, Cockshott ID, Douglas EJ, Gordon EA, Hopkins 
K, Rowland M. Disposition in male volunteers of a subanaesthetic 
intravenous dose of an oil in water emulsion of 14C-propofol. 
Xenobiotica 1988; 18: 429-40.
35. Nakamura M, Imaoka S, Amano F, Funae Y. P450 isoforms 
in a murine macrophage cell line, RAW264.7, and enhances in the 
levels of P450 isoforms by treatment of cells with 
lipopolysaccharide and interferon-�. Biochem Biophys Acta 1998; 
1385: 101-6.
36. Ganousis LG, Goon D, Zyglewska T, Wu KK, Ross D. 
Cell-specific metabolism in mouse bone marrow stroma: studies of 
activation and detoxification of benzene metabolites. Mol 
Pharmacol 1992; 42:1118-25.
37. Petros AJ, Bogle RG, Pearson JD. Propofol stimulates nitric 
oxide release from cultured porcine aortic endothelial cells.  Br J 
Pharmacol 1993; 109: 6-7.
38. Green TR, Bennett SR, Nelson VM. Specificity and properties 
of propofol as an antioxidant free radical scavenger. Toxicol Appl 
Pharmacol 1994; 129: 163-9.
Hortelano S, Alvarez AM, Boscá L. Nitric oxide induces tyrosine 
nitration and release of cytochrome c preceding an increase of 
mitochondrial transmembrane potential in macrophages. FASEB J. 
1999; 13: 2311-7.


	page1
	page2
	page3
	page4
	page5
	page6

