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SAZETAK

CILJ ISTRAZIVANJA: Istrazivanje moguée regulacijske uloge IL-16, IL-17, i [L-18 u trudnodi
utvrdivanjem njihove ekspresije na fetoplacentnoj povrsini misa tijekom implantacijskog
razdoblja u singeni&nim i alogeni¢nim (normalnim i resorptivnim) kombinacijama krizanja.
MATERIJALI | METODE: Koristeni su uzorci tkiva fetoplacentne jedinice BALB/c i CBA/J Zenki
mi§a. Ekspresija IL-16, IL-17 i IL-18 utvrdena je imunohistokemijski, dok su razine IL-17 i IL-18 u
supernatantu kultiviranih stanica decidua i placenta kvantificirane E i
metodom. Imunocitokemijskom metodom, pomocu dolichos biflorus (DBA) lektina, specifiéno
smo obiljezili uterine NK stanice (UNK). Ekspresiju glasnicke RNA za IL-16 utvrdili smo semi-
kvantitativno lanéanom reakcijom polimeraze (PCR), dok smo ekspresiju glasnicke RNA za IL-
18 kvantificirali PCR reakcijom u realnom vremenu (RT-PCR), koristenjem LightCycler sustava.
REZULTATI: Koriétenjem imunohistokemijskih metoda utvrdena je slaba ekspresija IL-16 i IL-17
te jaka ekspresija IL-18, u decidualiziranoj stromi uterusa tijekom implantacijskog razdoblja
trudnoce. Tijekom 9,5-10,5 dana trudnoce, na implantacijskom mjestu (decidua basalis) pronasli
smo kratkotrajnu, jaku ekspresiju I1L-18 u stanicama NK (uNK). Siroka distribucija IL-18 u decidui
tijekom implantacijskog razdoblja trudnoce, kao i kratkotrajna jaka ekspresija u UNK, ukazuje na
moguéu regulacijsku ulogu IL-18 tijekom rane trudnoce. Rezultati dobijeni ELISA-om pokazaii su
da je produkcija IL-18 bila vi§a u decidua nego u placenta u oba kori$tena modela, kao i da je

razina IL-18 produkcije bila signifikantno visa u decidua i placenta CBA/J Zenki krizanih s

" e i i i b a Sinni i
BALB/c muzjacima, nego s DBA/2 muZjacima. Molekularnim metodama

znakajno veéu ekspresiju glasnicke RNA za IL-18 u deciduama nego u placentama u svim
koristenim modelima. Osim toga razina ekspresije glasnitke RNA za IL-18 bila je gotovo
dvostruko viga u deciduama i signifikantno visa u placentama CBA/J Zenki parenih s BALB/c
muzjacima nego s DBA/2 muzjacima, tijekom implantacijskog razdoblja trudnoée. Molekularnim
metodama smo utvrdili i slabu ekspresiju glasni¢ke RNA za IL-16.

ZAKLJUGAK: Niska razina ekspresije IL-16 i IL-17 ukazuje da oni ne utjetu bitnije na proces
implantacije u miga. Dvije neovisne metode (ELISA i RT-PCR) kojima smo utvrdili ekspresiju IL-
18 glasnike RNA i bjelangevine, pokazale su da je ekspresija bila statisticki znacajno veca u
decidua i placenta CBA/J Zenki parenih s BALB/c muzjacima. Time rezultati rada pridonose
novim spoznajama 0 mogucnosti da IL-18 pokazuje uginak Th-1, kao i Th-2 citokina tijekom

normalne trudnodce.

KLJUCNE RIJECI: Decidua: IL-16; IL-17; IL-18; Feto-placentna jedinica ; Imunologija trudnoce;

Imunotrofizam; Placenta; Th1/ThZ obrazac;
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TITLE :
POSSIBLE ROLE OF THE INTERLEUKINE-16, -17 AND -18 ON THE FETOPLACENTAL
INTERFACE IN MICE

SUMMARY
OBJECTIVES
Research of the possible regulation role of IL-16, IL-17 and IL-18 in pregnancy by establishing
their expression at the mice fetoplacental interface during the implatation period in the syngenic
and alogenic (normal and resorptive) cross-breeding combinations.
MATERIALS AND METHODS
Tissue samples of fetoplacental unit BALB/c and CBA/J female mice were used. The expression
of IL-16, IL-17 and IL-18 was investigated by immunohistochemistry (IHC), while the values of
IL-17 and IL-18 from supernatant of decidual and placental cultivated cells were quantified by
the ELISA immunoensimatic method. Uterine NK cells were specifically labelled by dolichos
biflorus lektin (DBA). The expression of IL-16 mRNA was determined semi-quantitatively by PCR
reaction, while the expression of IL-18 mRNA was quantified by Real Time-PCR, using
LightCycler System.
RESULTS
Using immunohistochemistry methods we found a weak expression of IL-16 and IL-17 and a
strong expression of IL-18 proteins in basal proliferative uterine stroma during the implantation
period of pregnancy. During 9,5-10,5 day of pregnancy, a brief but strong expression of IL-18 in
the NK cells (uUNK) on implantation site (decidua basalis) was observed. Wide distribution of IL-
18 in decidua during the implantation period of pregnancy, as well as a short but strong
expression in UNK, point at a possible regulation role of IL-18 in early pregnancy. The resuits
obtained by ELISA showed that the production of IL-18 was higher in deciduas than in placentas
in both models and that the production level of IL-18 was significantly higher in deciduas and
placentas from CBA/J females mated with BALB/c males, than with DBA/2 males. Statistically
significantly higher expression of IL-18 mRNA was determined in deciduas compared to
placenta in all investigated models using molecular methods. The IL-18 expression level was
almost twice higher in deciduas and significantly higher in placentas from CBA/J females mated
with BALB/c males, than with DBA/2 maies, during the impiantation period of pregnacy. By using

molecular methods, we also found a weak expression of [L-16 mRNA.




CONCLUSION

No relevant effect of IL-16 and IL-17 during implantation in mouse was found according to low
level of their expression. Two independant methods (ELISA and RT-PCR), by which we
determined the IL-18 mRNA and protein expression, showed that the IL-18 expression was
statistically significantly higher in deciduas and placentas from CBA/J females mated with
BALB/c males. The results of our work contribute to new understanding of IL-18 role, both Th-1
as well as Th-2 cytokine during normal pregnancy in mice.
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