———

-

T 1S
Rl

S

i

’ T _m&; M - ,._‘
P N N R U R
AY LT TS
: 14939 313} i':?g‘-\;f'éff{"';',:,-ﬁ

A 0018080881111 oo

B syl
AL T
R 11111111,

s, ' . ' e A2 :
= ‘ ' o L ks
". ¥ Alnroninon aninn i1 s e ORI
- - | ' "t ey - $ - ) Py pass g g e e A
ot all i Olan OONET T
3 % poi piv Pie §
‘ L HIIL S - 3
. ok 3 7
. e ol Wit il aapl e R
':' 5 ’ & £ e —. e
1] - . G — — 5 -
. R - - - - - - .
I l o ~ 2oy poees, y;
A s e

NS

P

N

MATERNAL MELATONIN OR AGOMELATINE THERAPY REPROGRAMS
THE DEVELOPMENT OF HYPERTENSION IN MALE RATS BORN BY
MOTHER EXPOSED TO CONTINUOUS LIGHT

You-Lin Tain! and Chien-Ning Hsu?
IDepartment of Pediatrics and Pharmacy, Kaohsiung Chang Gung Memorial Hospital, Kaohsiung, Taiwan

OBJECTIVES METHODS

1. Hypertension can originate from early- 1. Female Sprague-Dawley pregnant rats randomly divided into four groups: controls,
life Iinsults. Whether maternal rats exposed to continuous light (Light), exposed to continuous light plus treated
continuous light exposure can induce with agomelatine (50mg/day 1.p.) (Light+A), and exposed to continuous light plus
programmed hypertension in adult treated with 0.01 % melatonin in drinking water throughout pregnancy and lactation
offspring remains unclear. period (Light+M). Male offspring (n=10/group) were sacrificed at 12 weeks of age.

2. We examined whether maternal 2. Blood pressure was measured In conscious rats by an indirect tail-cuff method.
melatonin or its analogue agomelatine 3. kidney cortex samples (n = 3/group) were pooled for whole-genome RNA NGS
therapy prevented maternal continuous analysis.
light exposure-induced programmed 4. Components of the RAS, AMPK, clock genes, and sodium transporters were
hypertension in adult offspring and analyzed by gqPCR.
explored the melatonin signaling 5. Protein levels of melatonin receptor-1 (MT1R) and -2 (MTZ2R), and retinoid-related
pathway In the kidneys. orphan receptor-a (RORa) were determined by Western blot.
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Fig. 3. A, Representative Western blots show MT1R (37 kDa), ; é Fig. 4. Effect of maternal exposure to cc_)ntinuc_)us Iig_ht, agomelatine, and
MT2R (40 kDa), and RORa (59 kDa) bands in offspring A . . 5 * 3 melatonin on gene expression of A, renin-angiotensin system components, B,
kidneys with maternal exposure to continuous light and/or : g sodium transporters, C, Clock controlled genes, and D, AMP-activated protein
treated with agomelatine or melatonin at 12 weeks of age. 3 AN B s e CHE N N kinase pathway In offspring k_|dney5 with mf_itemal exposure to continuous light
Relative abundance of renal B, MR1R, C, MT2R, and D, N S R oL and/or treated with agomelatine or melatonin at 12 weeks of age. *P<0.05 vs
RORa were quantified. E, Renal melatonin level. O e of b e e e T oo control; #P<0.05 vs Light; $P<0.05 vs Light+A.
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3. Our NGS findings highlight that maternal exposure to continuous light can
Induce a large number of transcriptomic changes in the developing offspring
Kidney.
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