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Preterm delivery]

20.968

3-450

Preeclampsia
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2.822

IUGR
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Cause di1 mortalita neonatale — 2001
In/100.000 nati vivi]

Freterm / LBW

Birth defects

Maternal
complications

Flacenta / cord
complications

g, Obstet Gynecol 2007




e Parto <37 settimana = il cut off minimo varia
nel vari paesi

e Presso il termine = >34 settimana [60-70% ]

« Media prematurita = 32 — 33° settimane
[20%]

« Grave prematurita = 28 — 31° settimane
[15%]

e Estrema prem

RL Goldenberg et al, Lancet 2008




JA Martin et al, Pediatrics 2005
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Parto
Prematuro
Spontaneo

Delivery because of
Spontaneous maternal or fetal

preterm labour infections

Premature preterm rupture
of the membranes (PPROM)
Preterm labour

RL Goldenberg et al, Lancet 2008




—A— Medically indicated

—— All preterm births

—- Spontaneous preterm birth
O- Ruptured membranes
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Year

CV Ananth et al, Obstet Gynecol 2005




O PP Spontaneo B PP Indotto B PP Iatrogeno

23 24 25 26 27 28 29 30 31 32 33 34 35 36

Eta gestazionale
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Con sindrome si intende, in medicina, un insieme di sintomi e
segni clinici [quadro sintomatologico] che puo essere dovuto a

piu malattie o a piu eziologie

The preterm parturition syndrome

Uterine ‘ Cervical disease \
overdistension

Abnormal allograft
reaction

Ischaemia

Allergic
phenomena

Infection

Endocrine
— disorder




« Grave — Estrema prematurita = <32
settimane

— Elevata mortalita perinatale: inversamente
proporzionale al’EG

— Ogni giorno guadagnato tra 23 e 27 settimane

~ -_— - - -_— e - —

 {I sopravvivenza del 3%
« { morbilita dal 31% a 23 settimane al 7% a 27




Fattori di1 Rischio
Precedente Parto Prematuro

Term/Term PTD/Term Term/PTD PTD/PTD

Jbstet Gynecol 2007




Fattor1 d

ischio

A .

Precedente Parto Prematuro

Crestation of earliest prior preterm delivery

(Crestation Ne prior 1322 wk 2327 wk 2834 wk 35-36 wk Any prior preterm

at delivery preterm {n =98) {n=549) i1 = 167) (= 86) delivery (N = 410)

i current defivery

pregniancy (= 1301) Relative Relative Relative Kelative Relative
ikl (%) % sk % risk % risk % risk % risk

@ 0.23 1.0 4.4 5.1 22.1% 3.0 13.07 1.2 5.0 2.4 10.67,

; 0.46 2.0 4.4 5.1 11.0* 3.6 7.8% 1.2 2.5 2.9 x:§j
<32 0.85 3.1 3.6 0.2 12.071 5.4 6.4 3.5 4.1 5.1 6.1
=37 2.5 8.2 3.3¢% 20.3 8.31 14.4 5.871 12.8 5.21 13.4 J
<37 8.8 15.3 1.7¢ 27.1 311 24.0 2.7t 20.9 241 21.7 2.5

Relative risks are for spontaneous preterm delivery in current gestation compared with risk for gravid women with no prior sponta-
neous preterm delivery.
*P< 01,

TP< .001.
FP<= .05,

ostet Gynecol 1999



Fattori di1 Rischio
Caratteristiche della donna
PP & BMI

ynecol 2005

Eta <18>35
Lavoro faticoso [3.9]

Stress psico sociale
[2.58]

Stile di vita, fumo,
abuso di droga

Malattia parodontale




2t Gynecol 2003




Vescica vuota

Sonda TV nel fornice
anteriore

Sezione sagittale
NO pressione

Ingrandimento
OUI = OUE
Minore di 3 misure

Pressione fundi




Relative Number of women
risk

Number of women
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Length of cervix (mm)
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Percentile

et al, N Engl J Med 1996
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Lunghezza cervice
Lunghezza funnel
Ampiezza funnel
% funneling

Cervical index=
[1+lunghezza funnel]/
lunghezza cervice
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i i . Iperdistensione
Attivazione asse 1IS Infiammazione Emorragia . Al
I < - - o ] r
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Contrazioni Uterine
Modificazioni cervice

PROM

PARTO PREMATURO




Donne asintomatiche

< 34 settimane

< 37 settimane

Donne sintomatiche
7-10 g8

< 34 settimane

< 37 settimane

Test Negativo

H Honest et al, BMJ 2002

Test Positivo
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Donne con precedente PP

e

Fibronectin positive Fibronectin negative

. <25 mm - 25-35 mm . > 35 mm

et al, Am J Obstet Gynecol 1998
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Donne nullipare

@ Entrambi negativi O C <= 25 mm O {FN + B Entrambi positivi

64,7
58,8
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5,8

<35 wks

al, Am J Public Health 1998
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Donne multipare

B Tutti negativi 0 PPP @ PPP e Cervico @ PPP e fFN + B Tutti positivi

60
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<35 wks

, Am J Public Health 1998




Ce

Costosa
Non affidabile se:

— Visita <24 ore

— Gel, sapone, disinfettanti, creme
— Rapporto sessuale <24 ore

— P previa o sanguinamento

Semplice
Non criteri di esclusione
Migliora la predittivita di
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PP <32 settimane PP <35 settimane

n= 48 n= 48 n= 107 r= 107
Sowrce of Test Cases %o Controls % OR Cases Significant Sowrce of Toest % Positive % Positive OR Cases  Significant
Factor Data or Maid Cutoff Positive Fositive v Controls (P = .05) Factor Data or Fluid Cutoff Controls V Controls P 5)

Corticotropin Corticotropin

releasing facror Serum 9 Gile 16 4.3 2.7 d releasing factor Serum 90" Gile 8.3 1.5
Alpha fetoprotein Serum a0t ile 36.1 G.4 8.3 Alpha fetoprotein Serum a0t Gile 135 3.5 &
Alkaline Alkaline -

Phosphatase Serum a0 Gile 22.9 4.2 6.8 phosphatase Serum 0™ Gile 14.9 3.3 5.1 @
Beta,macroglobulin - Serum 90" Gile 6.3 2.1 3.1 Beta,-macroglobulin Serum 90" Gile 5.1 6.8 0.7 !
Ferritin Serum 90 Giile 14.6 2.1 8.0 Ferritin Serum 0™ Gile 9.9 T4 1.4 No
Interstitial cell Interstitial cell

adhesion adhesion

molecule-1 Serum 90 5 23.4 6.4 4.5 molecule-1 Serum 90" Gile 16.4 9.1 2.0 No
Interleukin-G Serum anth o 10.4 2.3 1.2 Interlenkin-6 Serum 10.0 92 1.1 No
Creactive protein Serum a0t o 10.4 6.3 1.7 Crreactive protein Serum 8.5 6.7 1.3 No
Cortisol Serum a0t o 10.4 2.1 5 Cortisol Serum 12.6 7.6 1.8 No
Lactoferrin Serum ant ¢ 11.6 0.5 Lactoferrin Serum 8.8 114 0.8 No
Defensins Serum agth o 20,9 47 5.4 Defensins Serum 18.4 10.5 1.9 No
Relaxin Serum 0™ G 10.9 10.9 L0 Relaxin Serum 13.6 8.2 1.8 No
Interleukin-10 Serum a0 i 6.4 12.8 0.5 Interleukin-10 Serum 4.5 10.3 0.4 No
Granulocyte colony Granulocyte colony

stimulating factor  Serum 90" Grile B.5 10.6 0.8 stimulating factor Serum 90™ Ghile 7.7 7.7 Lo
Activan Serum Pos 8.5 10.6 0.8 Activan Serum Pos 117 L3
Interleukin-b Cervix AT Gile 20.4 6.1 3.0 Interleukin-6 Cervix 2.4
Lactoferrin Cervix a0+ Gile 4.3 0.0 Inf Lactoferrin Cervix Inf
Defensins Cervix 0™ Gile 10.5 18.4 0.5 Defensins Cervix L8
Sialidase Cervix 90" Ghile 8.2 6.1 14 Sialidase Cervix 1.0
Short cervix Ulerasound 44.9 12.2 5.8 Short cervix e o
Fetal fibronectin Cervix/Vagina 40.0 2.0 32.7 fﬂal ﬁlh'] onectin Vi vagina ~a :l
Gram stain score Vagina 30.0 24.0 1.4 l:I]ilm stain score ,\__:g”:: = ‘;"_’;
P Vagina 425 184 3.3 Chlamydia '\'_f'lgtilil i‘L;s ;7
Chlamydia Vagina 15.2 6.5 2.6 l‘lrc:'imis SPB ”‘i:im“ Pos i3
Previous SPTR History 42.0 14.0 4.5 Contractions Historr Pos s
Contracdons History 24.0 32.0 0.7 : : S ) )
Bleeding History 36.0 24.0 L8 No Bleeding History P.US 21

s s . T : 5 Body mass index Measured <10.8 2.1

Body mass index Measured 14.6 2.4 No

n Perinatol 2003
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Infezione endouterina in donne
asintomatiche

| 2
U

Infection site

Marker

Amniotic fluid
Cervix or vagina

High IL 6 level

Bacterial vaginosis

High IL-6 level

High ferritin level

High fetal fibronectin level

High a«-fetoprotein level

High human chorionic gonadotropin

High prolactin level

High C-terminal propeptide of procollagen

High G-CSF
High ferritin level
Defensins

10CI

Infezione endouterina in donne

in travaglio

Infection site

Marker

Amniotic fluid

Cervix or vagina

Bacteria

Low glucose level

High white blood cell count

High G-CSF

High IL-1 level

High IL-6 level

Bacterial vaginosis

High G-CSF

High tumor necrosis factor-« level
High IL-1 level

High IL-6 level

High IL-8 level

High fetal fibronectin level

High G-CSF

High IL-6 level

High tumor necrosis factor-« level
High C-reactive protein level

RL Goldenberg et al, Am J Obstet Gynec
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P<0.001
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Term delivery Preterm delivery

Groups

seri et al, Ultrasound Obstet Gynecol 2008
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P <0.0001
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Sensitivity

[T Urocortin

113.9 pg/ml

Term Preterm

Within 7d  After 7d

Delivery

Preterm Delivery

100-Specificity
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Vero vs falso travaglio

Cervicometria + Fibronectina per fare e
“eraduare” nel tempo la diagnosi

PP idiopatico? Ma abbiamo cercato ed
escluso tutte le possibili cause??

I1 50% delle diagnosi non sono corrette = il

50% delle diagnosi di travaglio prematuro
non finisce cor Y

2, BJOG 2003




e Test biochimici:

— Per capire il meccanismo fisiopatologico che
ha portato al PP?

— Per identificare la popolazione ad alto rischio
per studi di intervento?

— Per selezionare una nnp()lu

utilizzare uno specifico 1ntervento‘?

— Per selezionare una popolazione a basso
rischio per evi -

erg et al, Am J Obstet Gynecol 2005
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