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Introduction 2 Kisspeptin is correlated with adrenergic activity in the ovary.

According with the World Bank reproductive health indicators, in the last 13 years the world rate of

fertility has declined, especially in the upper middle and high income countries (rate of 1,9 and 1,7 birth A) 6 months 8 months 10 months 12 months B)

per women respectively). One possible cause of this is that in the present decade couples have Total Release (%) g 4ip.8e 114013  13.844,3% 19.7:1.2 s

decided to delay motherhood when women are close to the subfertility window (near 35 years). This ke ovary): 51,2227 46417, 78,3:27,3 64,5:15,8 Kisspeptin and NA realese correlation

also has increased consultation in fertilization programs. Furthermore, recent evidence indicates that 0.0, et 31

an early menarche in women is associated with premature depletion of ovarian follicular reserve | el -

(Weghofer A, 2013). Because of this, understanding the mechanism of follicular development during s 15 l I 5 ,.

the subfertility period is now critical. In this regard, it has been described that during the subfertility § O

period occurs an increased loss of follicular reserve (Faddy et al, 1992) and an increase in the ovarian £ s [1 I %

iInnervation (Heider et al, 2001). Particularly to this, our group is interested in identifying key actors of E k 1 2 1

follicular development, and its alteration during the subfertility period concerning to the change in £ 25 @

nervous system functioning. To asses this we use Sprague-Dawley rats, which during their J -h T‘ lh '1 * P=0.081

reproductive senescence (8 to 12 months) has an increase in ovarian sympathetic tone. This SETIYITE ?H”’ f;,”, "-::t”"' 0 - - - - !

iIncreased sympathetic tone, has been associated with a decrease in corpora lutea, antral follicles and 0 > %1:A ; :5 20 25

an increase in follicular cysts (Acufia et al, 2009). Also we described that young ovaries have the ability time of superfusion (min) salese

to Increase kisspeptin prgductign under a B_adrenergic stimulation using isgprgtereng| (Ricu et a|1 Figure 2.- Correlation of kisspeptin with noradrenaline. A) Release of noradrenaline was induced by electric-induced depolarisation. Results are expressed as a
: \ C : \ \ \ total 3H-NA released by electric depolarisation and uptake of NA. B) Correlation between kisspeptin protein level showed in the Fig 1B and NA release showed in A.

2012). Since kisspeptin is a peptide that is present in the ovary, and yet has not been associated to a The graphs era plotted asthe mean + SEM. Correlation was obtained witha Pearson test. p <0.05 = * and p<0,01 =**.

particular ovarian function, we want to investigate if kisspeptin changes during ageing. Our results

show that kisspeptin is increased during ageing in the ovary, and when we blocked the sympathetic 3 Ovarian kisspeptin d|m|n|5h under a B-ad renergic blockade

tone the kisspeptin levels decreased. This can open the possibility to consider kisspeptin as a new

pharmacological target to consider in females within the subfertility period. with Propran0|0| .
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Figure 3.- Kisspeptin diminish under a b-adrenergic blockade. A) Kisspeptin transcript levels in ovaries under a b-adrenerqgic blockade with propranolol (5mg/Kg)
_ _ iy o i or saline control vehicle for 2 months. mMRNA levels were quantified by a RT-gPCR and normalized with 185 gene. N=6 (minimum) for each group B) Protein levels
Superior Ovarian Nerve e o . quantified by western blotting, each sample was assessed 3 times in triplicated. Kisspeptin values were normalized with GAPDH protein. Pixels were counted with

> =" oy ImagedJ, N=5 (minimum) . C) Representative image of western blotting of each age condition. The results are plotted as the mean + SEM. Significance was obtained
with a Studentt-test, between saline control and Propranolol for each age. p <0.05=*and p<0,01 =**,

Ovarian kisspeptin diminish under a surgical denervation of
ovarian superior nerve (SONX).
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Figure 3.- Kisspeptin diminish with SONX. A) Kisspeptin transcript levels in ovaries after a surgical denervation of SON. Control corresponds to
A) Ki . RNA C) Ovarian NE content ovaries whit out intervention. mRNA levels were quantified by RT-qPCR and normalized with 185 gene. N=4 for each group B) Protein levels
Isspeptin m 500 quantified by western blotting, each sample was assessed 3 times in triplicated. Kisspeptin values were normalized with GAPDH protein. Pixels
5 x | % % were counted with ImagedJ, N=4. C) Representative image of western blotting of each age. The results are plotted as the mean + SEM. Significance
was obtained with a Student t-test, between saline control and Propranolol for each age. p <0.05="*and p<0,01 =**.
400 -
E" Eam- Figure 1.- Kisspeptin increases C | :
;i' ° during reproductive aging. 0 n C u S I 0 n S
- g A) Kisspeptin transcript levels in the
2 200 ovary of Sprague-Dawley rats . - . u u .
< 2- 2 quantified by RT-GPCR. mRNA evels - Kisspeptinis elevated during ageing in our experimental model.
160 were normalized with 185 gene. N=6 . . . L .
(minimum) for each group B) Protein - Kisspeptin has a high correlation with the NA content and nerve
levels quantified by western blotting, _ ;
0- py o o 0- o o N each sample was assessed 3 times in achlty N the Ovar‘y
N " ® W triplicated. Kisspeptin values were ] ] - i
Age (months) Age (months) nermalized with Bei oo, - Kisspeptin levels responds to sympathetic nervous system tone.
ntraovaric kisspeptin ot A" S e - Kisspeptin could be an important pharmacological target to be
B) : SEM. Statistics: for aranh A the consider in future fertility treatments.
* '?3'? significance was obtained with a
j f éﬁ. Gﬁ.@b Eruskal—w;?lllis test fnllnweFd I:E
unn's multiple comparison. For
21 LY qu ,$« Qf and C signiﬂc[;nce waes obtained with Re fe re n Ce S

a One-way ANOVA, followed by the

Kiss . . i )
15kD E Eﬂgglpig?gﬁr;ﬁnpieﬂshi I:_:Shers « Acuna E, Fornes R, Fernandois D, Garrido MP, Greiner M, Lara HE, Paredes AH. Reprod Biol Endocrinol. 2009 Jun; 16,7:64
o ‘ ' « Faddy MJ, Gosden RG, Gougeon A, Richardson SJ, Nelson JF. Hum Reprod. 1992 Nov:7(10):1342-6.

GAPDH « Heider U, Pedal |, Spanel-Borowski K. Fertil Steril. 2001 Jun;75(6):1141-7.

36kD + Ricu MA, Ramirez VD, Paredes AH, Lara HE. Endocrinology. 2012 Oct;153(10):4966-77
+ Weghofer A, Kim A, Barad DH, Gleicher N. Fertil Steril. 2013 Oct;100(4):1039-43

Kiss/GAPDH (RU)

=
1

® ® K W

Age (months)

17th European Congress of Endocrinology 16-20 May 2015, Dublin Ireland Grants: FONDECYT 1120147 (AP), Beca Doctorado CONICYT 21120454 (DF)

Poster
e COIN

5 Pocter
resented  PESPRRRPIT e ]
NIRRT T e | Tk §eSSionOnlina

17th EUROPEAN CONGRESS OF ENDOCRINOLOGY




