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Prima gravidanza Molte
precoce gravidanze

R - @D - O - = 140/160 cicli

Menarca Allattamento di Pochi cicli
tardivo lunga durata

Presente Prima gravidanza
tardiva

. = 450 cicli

Menarca Molti cicli Allattamento di

Ridotto numero di figli
precoce breve durata

Dal punto di vista evolutivo, cos’e normale?




Che cosa succede
durante la

mestruazione,
Sla haturale,
sla da privazione?

A.Graziottin, 2015




Perimenstrual phase or luteo-follicular transition.
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FISIOPATOLOGIA DELLA
MESTRUAZIONE 1.

[UN PROCESSO INFIAMMATORIO

Il distacco “a stampo” del’endometrio si
associa a IperattivitLe degranulazione del
mastociti nello strato basale e ad
aumento di citochine sistemiche

A. Graziottin, 2015
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FISIOPATOLOGIA DELLA
MESTRUAZIONE 2.

LA MESTRUAZIONE NON O NECESSARIA

La mestruazione Llépifenomeno
genitale di eventi endocrini ed

Inflammatori sistemici

A. Graziottin, 2015




La caduta premestruale di estrogeni e
progesterone

Aumenta la degranulazione del mastociti e la
produzione di molecole inflammatorie

A. Graziottin, 2015




TRENDS in Immunology Vol.27 No.1 January 2006

Cytoklnes sing the blues: inflammation

and the pathogenesis of depression

Charles L. Raison, Lucile Capuron and Andrew H. Miller

StressLimmune interactions and depression
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(a) Activation of NF-kB = inflammatory response

(b) release of the proinflammatory cytokines

(c) access of cytokines into the brain

(d) cytokine signals participate in pathways known to be
involved in the development of depression, including:

(i) altered metabolism of relevant neurotransmitters
such as serotonin (5HT) and dopamine (DA);

(i) activation of CRH in the paraventricular nucleus
(PVN) and the subsequent production and/or release
of ACTH and glucocorticoids (cortisol)

(iii) disruption of synaptic plasticity through alterations in
relevant growth factors [e.g. brain-derived
neurotrophic factor (BDNF)]

(e) stressors  promotes increased outflow  of
proinflammatory sympathetic nervous system responses
(orange).

(f) stressors also induce withdrawal of inhibitory motor
vagal input [release of acetylcholine (ACh),

(g) activation of the mitogen activated protein kinase
pathways, inhibit the function of glucocorticoid receptors
(GR), thereby releasing NF-kB from negative regulation by
glucocorticoids released as a result of the HPA axis in
response to stress (blue)



Inflammation and Its Discontents: The Role of
Cytokines in the Pathophysiology of Major Depression

Andrew H. Miller, Vladimir Maletic, and Charles L. Raison
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Activated mast cells in close proximity to colonic
nerves correlate with abdominal pain in IBS

Tryptase +ve cells

Tryptase Severity of abdominal pain (\/IAS)
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Barbara et al, Gastroenterology 2004




EFFETTO DELLE MESTRUAZIONI SUI SINTOMI
DIGESTIVI IN DONNE CON E SENZA IBS

B controlli (n 149) WM IBS (n 42)
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dolore add flatulenza gonfiore stipsi diarrea crampi
Heitkemper et al, Am J GE 2003; 98:420-430

* p<0.001 vs controls
Cortesia di V. Stanghellini, 2012




A.Graziottin, 2015
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Maybin JA et al, Mol Cell Endocrinol 2011,
Evans J et al, Rev Endocr Metab Disord 2012.




Dismenorrea:

fattori di rischio ostetrico/ginecologicl

No of women
Factor No of trials Cases  Controls (Cases:Controls) SMD (99% CI) OR (99% Cl)

Obstetric/gynaecological factors

Earlier menarche*** b 1357 1067 & 0.24 (0.08 t0 0.39) 154 (1.17 o 2.04)
More pregnancies/parity*** 12 7725 11270 - 024 (-0.30t0-0.18) | 0.64 (0.57100.72)
Age at birth of first child 1 50 127 e -0.53(-0.96t0-0.10) | 0.38(0.18 0 0.83)
Induced abortion 1 105 145 013 (-1.01100.75) ™ 0TS{001W0552)
Miscarriage 4 5908 9027 - 0.14(0.02 t0 0.26) 1.29 (1.05t0 1.59)
Infertility 1 37 39 e 0.23 (-0.42 t0 0.88) 1.51 (0.46 to 4.90)
Irregular menstrual cycle 2 278 397 —— 0.39(0.09 to 0.68) 2.02 (1.19 10 3.44)
Length of menstrual cycle 9 508 393 Pl 0.21(0.00to 0.41) 1.46 (1.01t0 2.11)
Duration of menstrual flow 5 442 542 e 0.48 (02910 0.67) 2.38 (1.69 10 3.37)
Heavy menstrual blood loss** 3 333 455 s 0.86 (0.60101.12) 473 (2.95107.58)
Premenstrual syndrome*** 6 819 789 - 0.49(0.34 to 0.64) 42 (1 g
Sterilisation 5 664 3217 - 0.16 (0.02 to 0.53) 1.35 (1.04 to 1.75)
Intrauterine device 3 518 1417 - 0.07 (-0.12 10 0.26) 113 (N 80 tn 1 AN
Oral contraceptive use*** 10 6641 10 423 . 023 (-0.28t0-0.19) © 0.65(0.60t0 0.71)
Pelvic inflammatory disease" * 2 836 717 . 0.25 (0.05 to 0.46)

Circumcision 1 189 61 — 0.73(0.21101.25)

OR 01 1.0 10.0

Pallavi Latthe et Al, Factors predisposing women to chronic pelvic pain: systematic review
BMJ 332; 74-755, 2006
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Table 1 Compar son between mean and standard deviation of Hab, Het, folate, B12, ESR, ferritin and Beck score in dearessed and coatrol groups

(roup Number — Hgbfo/d) Aa (%) Folaie (ngfmf) - B1Z {po/mi)  Ferritin (o) ESR Beck score
M54 M4, M=sd M54, s W=

Depressed o7 126405 3754135 9-18 50216244 26954113 78423 6124
Contro 125 137411 4131 §-14] 4844216 #3617 B1+24 6145l

Abloreviations: ESR, estimated sedimentation rate; Het, Hematocrt; Hab, hemoglobin,

European Journal of Ciical Nutriton
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La periodicit
del sintomi mestruali

e mantenuta anche
durante l[Assunzione di
contraccettivi ormonali

bifasici?

A.Graziottin, 2015
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Values shown are trough/minimum levels.
DNG, dienogest; E,, estradiol; E,, estradiol valerate; P’bo, Placebo. SD, standard

deyiation.
Zeun et al. Eur J Contracept Reprod Health Care 2009;14:221-32.




Adjusted
mean
change at

day 196

Hematocrite
(%)

Ferritine
(ng/mL)

Hemoglobin
(g/dL)
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E,V/IDNG Placebo P-value

N=76 [D.05 p<0.01

N=77 [D0.4 p<0.01

N=137 +0.7 N=76 +0.05 p<0.0001

Fraser et al., abstract and oral presentation held on 06 October 2009
at FIGO meeting, Capetown
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Maggior riduzione della severita dei sintomi di-dolore pelvico
tra il giorno 22 e 28 con Klaira® rispetto a Microgynon®

Klaira . Mean
®
Median

Microgynon® . Mean
I Median

|—P<.001 —
Baseline Cycle 6 Change from
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Jensen et Al, 2013
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Maggior riduzione della severita dei sintomi di cefalea tra |l
giorno 22 e 28 con Klaira® rispetto a Microgynon®
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La mestruazione e I'epifenomeno
genitale di eventi endocrini ed
Inflammatori sistemici

Il vissuto mestruale e condizionato dagli
ormoni sessuali, dalle loro fluttuazioni e
dalle conseguenze che esse hanno

sul cervello, sull’apparato gastrointestinale,
sulle caratteristiche del ciclo, sul dolore

A.Graziottin, 2015




La scelta di ridurre I[[@abbondanza e |la durata
del ciclo, e il numero stesso di cicli grazie a

terapie farmacologiche appropriate, pull
essere una scelta di salute

Merita di essere considerata nelle ragazze

che presentino sintomi mestruali
Invalidanti e/o vissuti mestruali negativi.

A.Graziottin, 2015




We talk a lot about
evidence-based practice,

but we need more
practice-based-evidence
@ckemmerer




Grazie per l'attenzione
www.alessandraaraziottin.it



