"o

o
navesilnlamilrademhimedmdsnnluinnowaiod

UBNOIFLHYI

winfinANRnl uaaginad

’mmﬁﬂuﬁﬂlﬂuu‘mﬁﬁa'uaqmsﬁms1muné‘nqmﬂ?q;qpm&’1mmwml'mﬁn
MAIVUNGYIN
vasdiningds gwisansalumineids
Un1sfinw 2539
ISBN 974-634-852-3

J
dvimBveafadininnds gmaanitiumInede

T1ey33t



Effect of Ketoconazole on Bioenergetic Functions
of Isolated Rat Liver Mitochondria.

Mr. Sakdipat Sangsuriyong

A Thesis Submitted in Purtial Fulfillment of the Requirements
for the Degree of Master of Science in Pharmacy
Department of Pharmacology
Graduate School
Chulalongkorn University
Academic year 1996
ISBN 974-634-852-3




Thesis Title' >~

RAT LIVER MITOCHONDRIA
By Mr. Sakdipat Sangsuriyong
Department Pharmacology '
'Thesis Advisor Associate Professor Prakorn Chudapongse,

Ph.n.

Accepted by the Graduate School, Chulalongkorn University
in Partial Fulfilment of the Requirements for the Master's

degree/

Sfml’ #m?"m

PSSO TNSASARRNES .l.l..l.l..l.......".'..'.l'Dm of wuate sch“l
(Associate Professor Santi Thungsuwan, Ph.D.)

Thesis Committee

Troopn. Pae & Chairman
(Associate Professor Pornpen Pramyothin, Ph.D.)

%ﬁﬁm #r.Thesis Advisor

(Associate Professor Prakorn Chudapongse, Ph.D.)

vevstedetesanatansoarsnansenansnsesassansess-MEmber

(Associate Professor Pragan Dhumma-upakorn, Ph.D.)
l...%".‘.IIIIIII l.l.l'.l....l..tf.'..l..’;‘..“emb“

(Assistant Professor Withaya Janthasoot)

~

:_,-ﬁimc'r OF KETOCONAZOLE ON
i BIOENERGETIC FUNCTIONS OF ISOLATED



o & (¥ [*) ) oy [4 o = :" A ¥ =1
‘ﬂH‘NFI‘H'Q‘IJ‘U‘UTIﬂﬂEIEl'}ﬂi’]1uﬂ'i!ﬁﬂ'lﬂ1uﬂ'iEl‘U'ﬂ!'llﬂ’J‘H!'ﬂﬂ\il!l’ﬂlulﬂﬂ')

! findAvani umagroan : navesd Talnu Tendemhiimedmdauveslula
noMIAT ufUENIINFUMYNI (EFFECT OF KETOCONAZOLE ON THE
IOENERGETIC FUNCTIONS OF ISOLATED RAT LIVER MITOCHONDRIA)

msAnwavesd InTrnTendendiimad misnuiidiguesluTasnoueiofuon
indunyvimuATalmnTeailnaidnnniamelely sae 3 ung sae 3u vodluTanou
m’iunﬂmtﬂali NAD -linked substrates (glutamate + malate, (L-ketoglutarate, B-hydroxybutyrate
une pyruvate + malate) (HJudaaim Tﬂuﬁ'fn'(ﬂm'fmnmwzﬂonqnfﬁmfamwudqﬁmnmou
TugnTomiolof complex 1 FurnWnszuiumseendiniivinemiedindu uazgarumansolums
Jueszd ATP vodluTamownivasns AlalmnTeafus Tduflezeengnidudntzuoums
sondininonedinduidnaiu e pH 1D4 incubation medivm (Suiue Tuvnis bovine
serum albumin wnI0v gnavesh lalaut Teanans 1dpdeiited Wam1eada dithiothreitol i

) : J L : - -
finalumanldewnlasgninedudanszuumimelveslulansueTolashlalmnlea  Ala

¥

Tnunlanhifiwado ATPase activity manzzqunanioleveslulaneumIsAeunaidougnive
) ¥ - o J b4 : o »
148208 TnTaunToa venanil i laTmunTeadessigni unsduds monoamine oxidase Gansdoaiy

msfinyde 1t awavesf TaTnuiTeadeninfinadmssuves 1y Taneuiniodanauneades

- ra -‘ - o o q’ . !
i lufugnimundyineunrmTeviyine1vedwi i

[y
P2
4 aa
AV e BAEITIVY  ooooeevesoerseessssesn mustevevian .. (MY ...

R 3TR 1 B DN mulletoowsimi3nm / .................................. '

-

‘ !
Unvdnv............ 255 ARV OB IVITINUINMIIVY oo




e oo ur wr . o~ -~ v ~A 1 ¥y ~ r ~
Ui g J'II!']'I'I!‘I"i‘U]iJ]']Uthll]ﬁl]'l_l tll"'lil‘l".lﬂl. MU )

##C775432 ,pmajor PHARMACOLOGY

KEY WORD: :  RAT LIVER MITOCHONDRIA/KETOCONAZOLE/MITOCHONDRIAL
:BIOENERGETICS
ISAKDIPAT SANGSURIYONG : EFFECT OF KETOCONAZOLE ON THE
'BIOENERGETIC FUNCTIONS OF ISOLATED RAT LIVER
MITOCHONDRIA. THESIS ADVISOR :ASSO. PROF. PRAKORN
[CHUDAPONGSE, Ph.D. 98 pp. ISBN 974-634~852-3

;The study investigates the effects of ketoconazole on the
bioenergetic functions of isolated rat liver mitochondria.
Ketocomlizole decreased rate of state 3 and 3u respiration with NAD'-
link substrate (glutamate,oa-ketoglutarate, B-hydroxybutyric acid,
pyruvate) probably by inhibit complex I of the respiratory chain
leading! to lessen oxidative phosphorylation and ATP synthesis. The
inhibitory effect of ketoconazole probable declined when the
incubation medium pH was acidic, but not significantly. Bovine
serum | albumin attenuated the action of ketoconazole,
Dithiothreitol could not influence inhibition of ketoconazole. No
. any effect on ATPase activity while ketoconazole could suppress
| MAC activity. And express inhibitory effect on calcium stimulated
‘ respiration. It remains to be determined whether these
- mitochondrial effects of ketoconazole contribute to  the
- pharmacological and/or toxicological action of this drug,
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