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FUNDAMENTAL PHARMACOLOGICAL MECHANISMS

s13
IS ALPHA-GLYCYRRHETINIC ACID SUPPRESSES GIS-
PHASE TRANSITION AND INDUCES APOPTOSIS IN
GINGIVAL FIBROBLAST ISOLATED FROM A PATIENT
THAT PRESENTED WITH NIFEDIPINE-INDUCED GINGIVAL
OVERGROWTH

Takeucli R, Ono M., Arikaa K., Akimoto Y., Fuji A.. Matsuoto H.

Backgrounds The gou of his investigaton was 0 cssblish the hasis
of a pharmacahenpy for nifedipineinduced gingival overgrowth.
Nifsiine induced gingival overgaowth is an cal diease prescning
hyperplastic gingiva and it compromises both oral function and facil
sppcarince. Nifedipine secondarly can tesolt in the increased b
blst proferuton and the sccumulaion of callagenors componeris
in the gingiva. Nifedipine induced singival overgzonth has heen
stibuted to the. enhanced growth of gingival fibrobssts duc o cdl
cyel. aheatons and decrased apopioss dusing inflammation
cxpentre to ifadipine. The man treatment of this dicuse s sogica
removal of the hyperplastic gingival tisue with damuge. The com.
pound 18 alphaglyeymbetnic acid (18 GA) cliis el growth infibi
ory. apoptesis promoting. ae ans-inflammdory eficts. In his sudy.
we imestigaed the cffsts cicisd by 182-GA on the growh, cdl
cyce, apoptoss s the regultons of these procenes in gingal fi-
broblsts sclated from & utint that presented with mfecipine idoccd
gingival overgroth.
Methods: The propos 1 use the singival smples was approved by
the Commitce on Stics involving Human Being of Nihon Univr-
sty Schonl of Dertity a Matsodo (EC 05.006) Culures of o
blastlike ol wee stimulad by DMEM contining 1% faal hovine
serum withwithot 182G and then the cel countng. the cell cycle
analysis, the DNA symhess sy, the oplosis sy, the westrn
bloing anslysis. snd. the detection of caspase activity were dekr-
mincd
Resulss We found that 184-GA ibibis the growth of gingivl G-
blasts by suppressng the GLS:phase rasition and by iducing apep-
s, These cffects et from decreased  expresion | and
phosphrylaion of Rh (7780 and S07/S11) followed by an inhibiion
of excline A and DI, Cdks 2 and 6,  increse i caspase 3 and cas.
pase: activiy an inrease in the expresson of eytochrome ¢ proscin.
and a decresse in the cxprssion of Bl L. and Bel 2 protcins during
L g—
Condusion: In conclusion, 183-GA might pecatially be spplicd a5
phermacahcrapy fo the rfedipine indused gingival overgronh.

14
3-UTR LENGTH POLYMORPHISMS OF THE DRUG
TRANSPORTER P-GF: IMPLICATIONS ON MICRORNA
REGULATION

B O, Dreri K. Zumsirul P.. Rider . Cascorbi 1.

Backgrounds The 3 UTR is an important egulatory mai of ne
expresson nd the main binding site for micRRNAS. I sico anlysi
of the 3-UTR of the maor drug tansporer ABCBI (P-glycopmotcin)
usig comman databases eveale conflcting da 0 commerially dis-
bt vectors containing the ABCB 3"UTR linked to epertr gene
contructs s in adiion 0 repored microRNA bindin sies. which
ur ot located vithin the ¥ UTR s deseibe. The sm of this sty
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was 1o idenify the exact length and possibl sequence varitions of
the ABCBI ¥ UTR a5 an impertant rgulatory motive of the g
ransporir ABCBI
Methods: A twosicp 3 Rapid Amplification of cDNA Ends (3
RACE) was performed applying €DNA.of diferent human cell lines
and.primry haman liver tise (on-mlignint peiumoral tsse)
Scquences detcmined with two diffeent prmer combinations orering
the whole ABCBI 3"-UTR wer: aligoed ind compared 10 ecent dat
e cnris and sequences of commercialy distibuted vectos. Based
on the experimentally validaied sequenees. rporied ABCBI regulating
microRNA binding sits wer: maraly .
Results: The predominint experimentally validaed 3-UTR is i total
agreement wilh the recent 1000 genomes database enry and s lighily
diferent o the NCBI duahase enty and i in sl 384 noclotides
long. Therefore, the validuted 3-UTR scquence is ahout 230 bp
shorcr than the seguence uied in eablished reprter gene asays of
previous studics. In sddion 4 second 3"-UTR length varant was
olerval tht s forher shortened than the precominnt vaiant com-
prised of 246 rackordes,
Conclusions: The 3-UTR of the msjo dno ramsprter P-glycopo-
tein (ABCBI) used in established and commercaly disibuted repor-
{er gene assays is ok cqual o the cxprimentaly verifid ABCBI -
TR and recent dabase entics. Previons reports of ABCBI regult
g microRNAS mist be recomidered @nd posible sherative microR-
NAVDNA inteutin regultey rocesses must be taken into sccount.
In aditon it seems likely that shorcning of the 3" UTR cnibles P-gp
‘cscape from microRNA dependent postranscripiondl regulation
leading 1o inceased P-gp expresion i drug resistant cels.

515
45G=T POLYMORPHISM OF ADIPOQ AFFECT THE
'RESPONSIVENESS TO ANTIHYPERTENSIVE THERAPY IN
PREECLAMPSIA BUT NOT IN GESTATIONAL:
HYPERTENSION

Sundbin V. Machado 1. Pal A Tauus Sans 1. Cavall R

Bockground: Variatons of the adipancein (ADIPOQ) gene have
been assciated with hyperiemive disorders of pregnancy. Moreover,
adiponectin shows importanly effeat on vasculr ology promoting
ilataion through niric oxide symhesis. We examined whether ADL
POQ polymorphisms ffct the anibyperensie therapeatic resporses
of women with gesttionl hyperersion or precclanguis

Methods: We studiad 275 hyperensiv pregnunt women (132 gest
tionsl hypertemsion nd 143 prcedampuia). who were stfied sccord
ing to clincal and lsbomionl pammetas of thempaic
responsiveness. The genotyping were peformed using Tagman”
probes snd genomic DNA was exraced from vencos blood. Appeor
s for e af humun subjcts were abtined from the IRB.ad all par
ficipints providad writn informed comser

Results: We compured the feguencies of four ADIPOQ genctc poly-
merphisms. 1391GoA_(51730059), L3TICG (:266729)
SSTEG (R2241766) amd 276G5T (1S01299) in respansive and o
responsie precclampsia (n = 70 and n = 73, respectivly) and gest
tional hypertemive paients (n = 114 and 1= I3, repctively). We
found sinifcant diffrences i polymerphism 4ST>G genotype i
quencies when respansive presclampia was compaed o noniespon:
sive PE (P = 00D, Specifclly the GG genotype was okl more
fequent in ponsspansive than esporsive resclampsa. Regardin the
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