






 

1.1 Declining Human Fer}lity: The Role of Environmental Exposures  
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affecting them at concentrations below 1 μM. An equimolar mixture of the three flavonoids 

20 μM. This effect was linked to a decrease 



(Křížová 

 







Akın 

as <BPA free=, their safety is yet to be proven. Rochester and Bolden reviewed the results from 





 



hands, and calves. Dermal exposure ranged from 0.129 to 8.25 μg/(kg·day), with seven 

uptake rates of 0.0014 μg/kg bw/μg m³/h for D4 DEHP and 0.0067 μg/kg bw/μg m³/h for D4

hydrolysed by esterase or lipase into their metabolite9s monoesters within 2h of th









 









 









1.2 The Ovary

 



 

<initial recruitment= <primordial follicle activation=. Histological features of such 



stored inside a cavity called <antrum=. The domina
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1.3 The Endometrium

 

cells, who9s role includes immunosurveillance, tissue regeneration and creating the optimal 

each menstrual cycle, underscoring the tissue9s remarkable regenerative 



 

m called <pinopodes=. During this phase, 
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2.1 Human Granulosa Cell Line 5 (hGL5)

₂

2.2 Human Primary Granulosa Cells Collec}on and Isola}on 



compounds, are incubated for 24h to 48 hours in (Dulbecco9s Modified Eagle Medium: 

2.3 Compounds

Luiz, MO, USA) and 39.49.7

2.4 Cell Prolifera}on Assay 



2.5 Cytotoxicity Assay 

The possible toxic effect of Genistein, BCA, Daidzein, 39497

2.6 Mitotracker

2.7 RNA Extrac}on and Complementary DNA Prepara}on



2.8 Western Blot Analysis 

50 μg 



β

2.9 Oil Red O Staining and Morphological Observa}on 

H₂



2.10 Transmission Electron Microscopy

2.11 Elisa Test 

2.12 Sta}s}cal Analysis



 

3.1 Endometrial Tissue Collec}on

ȏ

3.2 Endometrial Glands Isola}on and Organoid Assembly

digestion, the supernatant is filtered through the 100 μm sieves (

) at a 1:25 ratio (vol:vol). Small 25 μL droplets of this 

at 37°C, and then covered with 250 μL of organoid Expansion Medium (ExM) 



rough a 40 μm cell strainer (

first three days of culture, the ExM was supplemented with 10 μM Y

3.3 EEO Treatment 

cells were treated with a mixture of phthalate, called <BAD ctor= mixture 



3.4 Viability Assay



DMSO was used as a vehicle and didn9t exceed final

100 μL of reagent to 100 μL of medium containing cells). 

3.5 Sequencing and Di昀昀eren}al Gene Expression and Enrichment Analysis

the treatment conditions, β

by RNA High Sensitivity Assay kit (Qubit™, Thermo Fisher Scientific) and 4150 Tape 
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was <~ donor + condition=, which accounted for individual donor effects while focusing on the 



 

4.1 hGL5 Cell Line Expresses Bi琀琀er Taste Receptors
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4.2 E昀昀ect of EDCs Exposure on Viability of hGL5 Cells



 

4.3 EDCs Act as Agonists on TAS2Rs A昀昀ec}ng hGL5 Mitochondrial Footprint
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4.4 BCA and Ca昀昀eine A昀昀ect TAS2Rs Rela}ve Abundance 



BCA and caffeine. β

4.5 BCA and Ca昀昀eine A昀昀ect Intracellular Lipid Storage and Steroid Secre}on 







4.6 Primary human granulosa cells: BCA a昀昀ects TAS2R14 and TAS2R43 

expression and regulates steroidogenesis





 pregnenolone to 17α



function, outperforming the effects of the PPARγ agonist. Specifically, KDT501 reduced 

17β
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4.7 BCA a昀昀ects Lipid droplet (LD) homeostasis 

In contrast, CITRO, didn9t 



4.8 TAS2R antagonist reverts the e昀昀ect of BCA on mitochondrial dynamics.
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5.1 Establishment and characteriza}on of EEOs as a suitable model for in vitro 

analyses 



implantation failure. Though its precise role remains unclear, MAOA9s marked increase during 



like β

ntracellular signaling pathways critical for cellular functions. β







5.2 Op}miza}on of In Vitro Parameters for Using EEOs as a Plavorm to Screen 

EDC
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5.3 Modula}on of Molecular Pathways by Phthalate Mixture
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κB signaling. Additionally, 





such as mTOR, NFκB, and MAPK are 



5.4 E昀昀ect of the "Bad Actor" Mixture on the Transcriptome of EEOs: Focus on 

the Mid-Secretory Phase
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rooting for me and offering a helping hand whenever needed. My grandparents didn9t understand very 

joy, showing me a beautiful reality of balance between work and life that i9ll always remember. Keiu, 
Meruert, and Ana, thank you as well for being amazing and so supportive. I9m also grateful to Akila and 



Azione IV.4 <Dottorati e contratti di ricerca su tematiche dell9innovazione=

<Dottorati su tematiche Green=
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