Disorders Etiology Work-up Management
Idiopathic Normosomic Kallmann - Brain MRI - Transdermal estradiol
hypogonad P of GNRHR, hWQMim - FSH, LH patch; gradually increase
hypogonadism ANOS1, FGFS/FGFR1, migration from nasal dase
(THH) TACR3, CCDC141, NELF+ : FGFR1, ANOS1 - Conjugated equine
(KAL), FGFS, FGF17, estrogen with Cydic
IL17RD, DUSP6,
FLRT3, KLB, PROK2, 10mg 12-14 days/month
WDRI11, SEMA3A, SEMA3E, contraceptive pill
IGSF10, SMCHDI, - Fertility treatment:
8 CCDXC141, FEZF], HESX1 i FSH, human
g menopausal
E e
5 Septo-Opto - Vascular insult in 6th-7th week of embryogenesis |- Brain MRI - Neurodevelopmental
3 Dysplasia - HESX1 mutation - FSH,LH monitoring
- Associated risk factors: - Combined oral |
g g - 1" trimester bleeding L CF::'u-I H mmﬂ
= - Illicit drug use : msa i
g - Primiparity estradiol with cydic
1 medroxyprogesterone
o
o g' Panhypopituitarism | - Pituitary tumors - Brain MRI - Combined oral
S 5 - Traumatic brain injury - FSH,LH contraceptive pill
E - Inflammatory changes ((Mycobacterium - TSH,ACTH ' Esu'adlo’legatd\or oral
E Tuberculosis, histoplasmosis, syphilis, viruses, RN ST
f s estradiol with cydic
protozoa, lymphocytic hypophysitis) medroxy
& - Infiltrative disease (Histiocytosis, L Civiatiothas
oo} h h atosis, sarcoidosis) inopa
i - Pituitary apoplexy, Sheehan’s synd - Fertility treatment:
- Congenital (genetic of HESX1, PROPI, recombinant FSH,
g and Pit-1) human or menopmsal
- Empty Sella Syndrome gonadotropin
Craniopharyngioma | - Embryonic theory: arises from remnants of - Brain MRI = MW subtotal
Rathke’s pouch - FSH,LH ;:esectwn
= 3 . s - Fertility treatment:
Mgupl:asuc theory: metaplasia of squamous I’Y L FSH,
epithelial cell rests from stomodeum ¥ usal
- Mutations in CTNNBI that encodes $-catenin ¥
Langerhans - S i gain of function in BRAF gene in - Brain MRI & X
Histiocytosis X 50% of cases - FSH,LH 5 Emm endocrinopathy
. : - Fertility treatment:
Prolactin, TSH, ACTH el 1
- Basic metabolic profile 5
gonadotropin (hMG)
Polycystic Ovarian |- Multifactorial - Total - Combined oral
Syndrome - Candidate genes mutated: GLUT4, miR-93 - 17- contraceptive pill
- Fertility treatment:
hydroxyprogesterone Firet lnt}\;-l b
- Dehydroepiandrostene line-
-dione sulfate clomiphene citrate
- 2-hour glucose cn
tolerance test
2 - Lipid panel
- Transvaginal
g ultrasonography
-,;85 - Hyperprolactinemia | - Prolactinoma - Prolactin n ine
s 3 - Primary hypothyroidism - TSH ® anoc'n!xme .
: - Autoimmune disorders - MRI of the pituitary 0 Jical ¥
4 - Chronic renal failure fossa = e e
- Psychotropic medications
CE = B —
(=) .E Thyroid Hyperthyroidism Hypothyroidism |- TSH - Levothyroxine if
E dysfunction - Hashimoto’s thyroiditis -Graves disease - Total and free T4 hypothyroid
= - Lymphocytic thyroiditi - latrogenic (drug |- Consider total and free |~ 2 :
. - Radiation therapy induced, TKI, ™ R
g - Surgery INFa)
- De Quervain - Inadequate
- Infiltrative sarcoidosis lodine
- Hemochromatosis - Struma ovarii
- Drugs (Lithium, - Infection
Amiodarone)
Endometriosis - Multifactorial - Diagnostic lap py |- S _é [ ablation of
- miR-135a overexpression lesions
- Copy number variants: 1p36, 7p22.1 and 22q12 = Ovulationinduction
Primary Ovarian |- Genetic (Turner’s, Fragile X) - AMH - Combined oral
§. £ Insufficiency - quired (; i envir i} - Karyotype ma?e?hvepdl
gz = - latrogenic (ch Py agents, drugs, brain - FMRI1 pre-m N ws“d‘““‘l
g 'E = radistion) estradiol with cydic
=}
= Eoé Fertility treatment:
g &'& - Qocyte or ovarian tissue®
- IVF with donor cocytes
=} = & - Stem cell therapy”
= - AUGMENT
i‘ *still considered experimental
Table S1. Summary of group I-1ll ovulation disorders including etiology, evaluation and management.




