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DEFINIZIONE

La minaccia d'aborto si caratterizza per una perdita ematica vaginale
durante la gravidanza che non incontra i criteri diagnostici dell’aborto
spontaneo

prima della 20a settimana di gestazione

WHO: “pregnancy -related bloody vaginal discharge or franck
bleeding during the first half of pregnancy without cervical dilatation”

Circa il 25% delle gravidanze presentano un qualche grado di
sanguinamento nel primo frimestre; di queste circa il 50% esitano in
aborto spontfaneo



SEGNI E SINTOMI

perdita ematiche genitale da lieve a moderata

nessun passaggio di tessuti o prodotto del concepimento dal canale
cervicale

Cervice chiusa
embrione vitale

puUO associarsi anche dolore addominale, dolore lombare , senso di peso
sovrapubico

LA DIAGNOSI VIENE EFFETTUATA SIA CON L'ESAME PELVICO CHE CON
L'ECOGRAFIA TV PER VALUTARE SIA LA VITALITA" DELL'EMBRIONE SIA CHE LA
CERVICE CHIUSA



RUOLO DELL'ECOGRAFIA: Linee Guida SIEOG

Raccomandazione 5

MNelle donne sintomatiche con dolore o perdita ematica vaginale in gravida <13 sattima-
na, &d in quelle con acografia non diagnostica o gravidanza a localizzaziona incarta, si
raccomanda la esacuzione di ecografia transvaginale, considarata strumento diagnostico
di scelta per la diagnosi di gravidanza extrauterina tubarica con sensibilita del’87-999% a
cpacificith del 94-99,99%,.

B RACCOMAMDAZIONME POSITIVA FORTE _

B RACCOMANDAZIONE TRATTA DA LINEE GUIDA D1 QUALITA ALTA

Raccomandazione 6

In caso di dolore o perdita ematica vaginale in gravida <13 settimane, o di ecografia non
diagnostica o gravidanza a localizzazona incerta, & raccomandato informare la donna dei
limiti dalla accuratazza della diagnosi di aborto spontanad con una singola ecografia, in
particolare ad epoche gestazonali precoci

B RACCOMANDAZIONE POSITIVA FORTE

B RACCOMANDAZIONE TRATTA DA LINEE GUIDA DI QUALITA ALTA,




DIAGNOSI DI ABORTO SPONTANEO

Analisi della letteratura ad interpretazions delle prove

Le Line Guida NICE 2019b raccomandano nel caso di non visualzzmzione del battito
cardiaco embrionale di misurane la lunghezza vertice-sacro @ di misurane il diametro medio
-::I-Hl ':1-:..:..-"”._:|H"t arionale solo sa il |..-' o embrio/fetale non & visibile.

Sa lalunghezza vertice-sacro & infariora a 70 mm con un'acografia transvaginale @ non é
visibile alcun battito cardiaco oil diametro medio del sacco gestazionale éinferiorea 25,0mm
con un'ecografia transvaginale & non & presante alcun polo embrio/fetale visibile, & racco-
mandato eseguine una seconda ecografia ad un intervallo minimo di 7 giorni dalla prima.

Si pud formulare diagnosi di aborto intemo se:

non s visualizza "attivitd cardiaca in un embrione con lunghezza vertice-sacro uguale
0 "'|J|.';-E|fi-"'-rE| a 70 mm =1||"'-"'-'._.'|r£1f£1tr§r|"" aginale, oppure

non s visualizza "attivitd cardiaca in un embrione con lunghezza vertice-sacro uguale
0 E-IJ|.:I'H1'I""rH a 10,0 mm all'acografia transaddominale, oppure

non s visualizza l'embricne in un sacco gestazionale con diametro medio uguale o
suparone a 25,0 mm.

_ . _ . Secondo le indicazioni date dal NICE (2019b) si pud formulare diagnosi di aborto com-
Il pannello di esparti ha considerato il fatio che in talia gli esami ecografici (con la sola 5045 g non si evidenzia tessuto trofoblastico allintemo della cavitd uterina in paziente
esclusione di alcune ecografie di supporto alla visita dinica) sono eseguitl da medici-chi- nella quale una precedents acografia ha dimostrato la presenza di camera gestazonale
rurghi & non anche d. n Bretagna. Partanta non & L T R e e T BT
nuta applicabile al contesto assistenziale italiano la necessita di far confermara la diagnosi intrauterina. In assenza di una pracedente ecografia ben documentata, la gravidanza va
di aborto imema in ques da un secondo operatone come invece suggerito dal NICE. dascritta corme gravidanza a localizzazione sconosciuta. Va consigliato a queste donne di
Ers.vaguire il follow-up (WCG, acografie) fine a guando non &i ottiens una diagnesi definitiva.
Si pud formulare diagnosi di aborto incomplets e 5 evidenzia la presanza :1|| intarn

".j'H“d G :'I'l.lltd utunru -'.:Il H'L.lll II.JHTH".:.E"'QHHI L-Hn -::Iu’r'rlltl -'.:|=1 rerrer a TH.-IJT“ tr"f" v

E:ta.!iﬂ-r'u.ala intrautarina.




EZIOLOGIA

L'eziologia della minaccia d’'aborto e dell’aborto spontaneo € spesso
sconosciuta

Gli aborti spontanei nel 50 % dei casi sono dovuti ad anomalie cromosomiche, quindi
saranno comungue non prevenibilie non modificabili

Altri fattori di rischio di aborto spontaneo ( a volte modificabili a volte non modificabili):
anomalie strutturali dell'utero
esposizione a sostanze tossiche ( lavorative) o teratogene
Esposizione a sostenze stupefacenti, alcool, fumo
infezioni virali o batteriche nelle prime seftimane di gravidanza

salute materna: diabete scompensato, malattie tiroidee scompensate, stato
nutrizionale non oftimale sia in eccesso che in difetto

Fattori immunologici: alterazione del processo di regolazione del riconoscimento
immunologico tra gli antigeni materni e quelli fetal

trombofilie
etd materna e paterna avanzate

Eventi trumatici, violenza domestica



PREVENZIONE DELL'ABORTO SPONTANEO

« Con il counselling preconcezionale possiamo a volte intervenire sui fattori di
rischio modificabili, quali il compenso di malattie metaboliche, la correzione di
malformazioni uterine, l'intervento sugli stili di vita e/o l'allontfanamento da un
ambiente di lavoro malsano.

« Ricordiamo che I'aborto spontaneo anche quando ricorrente, spesso, non €
correlabile ad una patologia ben definita, e la sua causa rimane inspiegata (
abortivita ricorrente idiopatica)

« Epidemiologia:

. | datiindicano inoltre che una minaccia d'aborto possa presentarsi in ogni
gravidanza, indipendentemente da eta materna, razza, stato socioeconomico
e stile di vita; una gravida che abbia avuto un sanguinamento nel primo
trimestre in una passata gravidanza ha un rischio aumentato che cio succeda
anche in una successiva

« Piu aborti spontanei ha avuto una donna, maggiore € il rischio che I'abbia in

RSB e 5 e
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One previous miscarriage

Subtotal (7 studies; n=70,283 w omen) <> 17.0(9.0,27.0) 108
Tw oor three previous mscarriages
]
Subtotal (22 studies; n=16,717 w omen) 0 28.0 (20.1, 36.4) 316
1
1
Four previous miscarriages 1 100 -
1
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1
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Five previous miscarriages : .
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0% 50%, 100% Fig. 2 Risk of ancuploid and euploid miscarriages by the number of previous miscarriages,

Fig. 1. Risk of miscarriage by the number of previous miscarriages: a meta-analysis. Systematic review methods Dambases MEDUNE
EMBASE, CCTR, (IDSK, DARE: Search period: From respective datbase inception o June 2019; Search terms | MESH ): Recurrent miscarrigge
(habitual abortion, pregnancy [oss, fetal loss, foetal loss, fetal demise) AND prediction and prognosis (significance, score, marker, role,
mdex, indicator, nomogram, forecast, goal, calculate, estimate, project, Ekehhood extrapolate, mplication or profolype ); Review Outcorme:
Miscarriaee cotegorised by previous number previous pregnanoy [osses.




VALUTAZIONE CLINICA DELLA
MINACCIA D'ABORTO

La storia clinica, un esame pelvico ed un’ecografia
transvaginale/transaddominale sono mandatori per stabilire se ci troviamo
di fronte ad una minaccia d’'aborto o ad un quadro di aborto
spontaneo/in atto

Nelle prime settimane di gravidanza puo essere utile anche un dosaggio
del beta HCG

La diagnosi differenziale va fatta oltre che con I'aborto spontaneo
propriamente detto con le IVU, cerviciti e/o patologie neoplastiche causa
di sanguinamento vaginale, polipi del c.c. o altre cause di sanguinamento
del collo uterino



EMATOMA SUBCORIALE

The effects of subchorionic hematoma on pregnancy

i (0) i i - . . . :
Approximately 18% of women with first outcome in patients with threatened abortion

trimester vaginal bleeding and an IUP will
be diagnosed with a subchorionic
hemorrhage. If the hematoma seen is less
than 25% of the gestational sac area,
then the prognosis for the pregnancy
generally is good. However, subchorionic
hematomas are associated with an

Yavuz Emre Sikii, Géksu Goe', Osman Kose®, Gokhan Acmaz®, Batuhan Ozmen’,

ibjectives To assess the sfects of ultrasonographically detected subchoronic hematomas on pregnancy outcomes in patbents with vaginal

increased risk of miscarriage, as well as pleedng vilio e s halffpragrany. o e e et ae b v e oo s
. . =r e 1 Patients diagnosed with threatened abortion due to painless vaginal bleeding and who were followed up in an in-
| ate p reg nan Cy | 0SS an d com pl |Cat| ons. patient service during the Grst vaginal bleeding betwesn January 2009 and December 2010 wers included in this retrespective cohort stedy:

Patients wers divided into vo groups according to the presence of subchoronic hemnatormna. Miscarriage rates and pregnancy outcomes of
ongoing pregnancies wers comnparsd betwesn the groups.

La presenza dl un ematoma Schorlale e Repults Thers were no statistically significant differences between the groups regarding dernographic pararmeters, incleding age, parity, previ-

5 5 5 . oUS misc u'nag: = history, and gestatonal age at first vaginal bleeding. While 13 of 44 pregnancies (29.5%]) with ;1_-1:l1.:|n- mic hernatorna resultad
|a Sua grandezza aumentano || rlSCth dl in miscarriage, 25 of 193 pregnancies [12.6%) without subchorionic hematoma resulted in md gestaticnal age at miscar-
. riage and the duration behwesn first vaginal bleeding and miscarriags were similar between the groups. The o e measures of ongoing

aborto SpO nta.n eO ne”e graVIdanze Con pregnancies, such as gestational week at delvery, birth weight, and delivery route, were also similar betyveen th ups.

minaccia d’aborto, come anche vi puo e e e g e e o g et
essere un aumento di complicanze della T

gravidanza, soprattutto rottura pretermine LI ECE TR L LE

delle membrane , probabilmente poiché la
raccolta di sangue, determina una

placentazione anomala
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ORIGIMAL PAPER
SUMMARY
Introduction: Patients with threatened misamage assockebed with adverse pregnancy outoomeas because of assoclated pregnancy and labor
complications. Objectives: To evaluate the affect of threatened miscarmage on early and late pregnancy outcomea. Methods: A retrospective case
controlied study was performed on BY women with threatenad miscarmage (study group) at Maternity and Children Hospital Buraidah, KSA from
January 2010 to Decemdsar 2000, They weare matched for age and parity to 45 cases (control group) attending route antenatal ciinic at the =ame time.
Data recorded induded, demographic chamacteristics and detalled pregnancy outcome and uitresound finding Including gestational age, candiac
activity and subchorionic hematoma. Results: The overall adverse pregnancy cutcome was significantly higher in the studied cases compared to
the oontrod group (p=015).The miscarmage rate was significantly higher in study group companed to the controds group, (6. 9%ys 2 2% p=0000).
Preterm dellvery, babiles with low birth weight and premature rupéure of membranes weare significantty higher In the miscarriage group comipared
to the controls growp, (15.7% ws 2.29%, p=0000T1), (157% v= 22%), p=0001) and (6.7%) vs 4.45), p=0.016). There wera no signilficant differences in
other pregnancy outcomes. Condusion: threatened miscamiage Is assoclated with increased incidence of adverse pregnancy cutcome. The risk
Is spacially Increasad In premature rupture of the membranes, preterm dellvery and neonatal birth walght.
K=y words: adverse pregnancy, threatened miscamiage, preterm dellvery, neonatal birth welght.



TRATTAMENTO : prevenzione
alloimmunizzazione - Controverso

E stato dimostrato che I'antigene D & presente sulla superficie dei globuli rossi fetali a
partire dalla 7° settimana di gestazione e che 0.1mL di globuli rossi fetali sono sufficienti

per determinare un'immunizzazione materna . Il parto rappresenta I'evento immunizzante anti D
piu frequente in caso di gravidanza Rh (D) negativo con feto Rh (D) positivo ma, anche durante la
gestazione, si possono verificare emorragie feto-materne misconosciute po’renzmlmen’re immunizzanti. Nelle
donne RH (D) negative non immunizzate € consigliata immunoprofilassi Rh al dosaggio di 300 Hg al verificarsi
delle seguenti condizioni che possono favorire il passaggio di eritrociti fetali nel circolo materno :

Diagnosi prenatale invasiva (amniocentesi, funicolocentesi, villocentesi)

Embrioriduzione di uno o piu feti (IVG selettiva), terapia fetale (infroduzione di shunt, trasfusione fetale
intrauterina)

Traumi addominali diretti, indiretti aperti o chiusi

Emorragia ante partum

Morte intrauterina fetale

Rivolgimento fetale esterno

Interruzione volontaria di gravidanza con metodi chirurgici e/o medici

Aborto spontaneo comple’ro o incompleto seguVro da revisione strumentale della cavita utering,
|nd|(|cj)?nden’remen’re dall’eta gestazionale. Nell'aborto, in assenza di manovre fraumatiche dell’'utero o nelle
perdite

Nell'aborto, in assenza di manovre fraumatiche dell’utero o nelle perdite
ematiche durante il | trimestre di gravidanza, il rischio di immunizzazione e del
1,5-2 %. Le societa scientifiche raccomandano la somministrazione di 120mcg
di Immunoglobuline anti-D prima delle 12 settimane e 300 mcg dopo le 12



TRATTAMENTO

Nella minaccia d'aborto in realtd non vi sono terapie assodate che
migliorino certamente |'Outcome della gravidanza, i dati scientifici anche
sull’utilizzo del Progesterone sono controversi

Spesso come primo approccio si consiglia il riposo, I'astensione dai rapporti
sessudli, I'allonfanamento da eventi stressanti, ma non vi & alcuna
dimostrazione scientifica che tali astensioni determinino un outcome
favorevole, soprattutto fino alla 8° settfimana di gravidanza quando le
cause di aborto spontaneo sono soprattutto genetiche

La condotta d'attesaq, |'utilizzo di antidolorifici, non FANS, e la
raccomandazione di eseguire controlli ecografici scadenzati potrebbero
essere il principale approccio

TERAPIEe?2<e?



PROGESTERONE

Sporadic pregnancy loss and recurrent

miscarriage

Il porogesterone € un ormone essenziale per lo stabilirsi, prepara
I'endometrio a trasformarsi in deciduafavorendo I'impianto , ela
prosecuzione della gravidanza

Dai primi studi sui conigli nel 1910, in cui si scopri che il progesterone
prodotfto dal corpo luteo era essenziale per il mantenimento della
gravidanza, si € ipotizzato che il progesterone potesse avere un ruolo
terapeutico anche nel mantenimento e nel prolungamento della
gravidanza stessa, e quindi un suo uso terapeutico nell’aborto spontaneo e
nella minaccia d'aborto

Il Deficit della Fase Luteale ( difetto di produzione di progesterone da parte
del corpo luteo, con bassi livelli di ormone) si ipotizza sia una delle cause di
aborto spontaneo euploide, in cui si pensa che una non adeguata
produzione di progesterone da parte dell’ovaio sia il determinante della
perdita fetale, ma anche qui i dati sulla certa esistenza di questa patologia
non Ci sono



PROGESTERONE

Contents lists available at S.

&

eDirect

Best Practice Research Clinical

Obstetrics and

journal homepage: wwww.

3

Sporadic pregnancy loss and recurrent
miscarriage

Adam J. Dewall, PhD, Senior Clinical Trials Fellow,
Agari Coomarasamy, D. Professor of Gynaecology ~

. Colleze of Medical and Dental Sciences, Universio of

Si e tentato quindi di ufilizzare il progesterone in virtu delle sue proprieta in
due condizioni che aumentano il rischio di aborto: I'aborto spontaneo
ricorrente e la minaccia d'aborto, soprattutto in quelle condizioni
caratterizzate come aborti Euplodi, che aumentano all’aumentare del

numero di aborti

| dati dei vari studi presi in esame sarebbero a favore di un effefto positivo
sull’esito favorevole della gravidanza della somministrazione di
progesterone nelle gravide con aborto ricorrente

The largest and most recent trial conducted to date to examine the effect of progesterone supple-
mentation for prevention of miscarriage in women with a history of recurrent miscarriage is the
PROgesterone in recurrent MIScarriagEs (PROMISE) Trial [31]. This is a large, a high-quality trial, with
computer-generated third-party randomization, allocation concealment, double-blinding, placebo-
control, excellent follow-up rate, and a pre-specified statistical analysis plan that was diligendy
implemented. A total of 836 women were randomized to the trial, and women were randomly assigned
to receive either 400 mg of vaginal progesterone (Utrogestan®) twice daily or placebo from the time of
positive pregnancy test up to 12 weeks of pregnancy or placebo. The primary outcome was live birth

=24 weeks. The primary analysis of the PROMISE Trial found that the live birth rate was 6 262/398)
in the progesterone group versus 6 71/428) inthe placebo group (RR 1.04, 95% A 0.94-1.15). There
was a 3% higher live birth rate with progesterone, but the trial finding was reported as not statistically
significant due to the large P value (P = 0.45) and the consequent statistical uncertainty. A pre-specified
subgroup analysis was also performed by the number of previous miscarriages women had suffered;
the smudy population was split into two subgroups—one included women who had 3 previous mis-
carriages, and the other included women who had =4 miscarriages. A subgroup analysis by 3, 4, 5

biological gradient existed within these subgroups. The findings appeared to suggest a trend toward
greater benefit with increasing number of previous miscarriages (Fig. 4). While the small sample sizes
in the subgroups and the large P value for test of subgroup interaction (P = 0.41) suggested an
inconclusive subgroup effect, the findings generated a hypothesis thart a subgroup effect existed with a
biological gradient related to the increasing number of previous miscarriages.



PROMISE TRIAL

Progesterons [nfN) Placebo (nfk)

Risk Ratie [95% CI]

Fre-spacified Subgroup analysis (© value fof nlerackon = 0052]

Number of previous miscarmiages
3 148/ 218 129 § 236
=4 114 / 180 112 r 182
Posi-hoc Subgroup analysis
Number of previous miscarriages
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& /T o103
2B/ 55 21748
=6 26 /48 21741

All Participants 262 1 198 2717428

1.01 {0.88-1.14)
1.08 {0.92-1.28)

1.01 {0.85=1.14}
1.12 (0.93=1.34)
116 (0.77=1.78)
110 {0.75-1.63)

1.04 {0.94-1.15)

Favors Placebo Favors Progesterone

Fig. 4 PROMISE Trial subgroup analysis by number of previous miscarriages on the outcome of live birth >24 weeks.




PROGESTERONE
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Fig. 3. Meta-analysis of all progesterone and progestogen studies for the outcome of live birth or ongoing pregnancy [24-39.54].
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Nella metanalisi I'utilizzo del progesterone migliora I'Outcome della
gravidanza nella minaccia d'aborto

I trial piu importante e il PRISM trial che ha dimostrato che I'effetto positivo
del progesterone era evidente soprattutto nelle gravide che soffrivano di
aborto ricorrente , con un gradiente positivo: piu aborti precedenti
avessero avuto maggiore era |'effetto

Progestorones (WH]  Flacobo (ndH} Risk Ratio [35% GI] % differenca ——

Pre-Spaciied Swubgroup

Mumber of previous miscarriages
b m2 5 1111 0.9 {0, 95-1,04)
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1008 (103115}

Al Paricipants 1513 F 2025 1458 2013 105 [1.001.07] 1.03 [1.00-1.07)

.75 1 125
— e

Favwers Placabo Fawors Progesinrorns

Fig. 5. PRISM Trial subgroup analysis by number of previous miscarriages on the outcome of live birth =34 weeks.




Sicurezza del Progesterone

Nei due piu grandi frial € stato utilizzato il progesterone micronizzato che ha

un profilo di sicurezza maggiore di altri progestinici quali il dirdogestrone ed
il 17 OH progesterone caproato, ed € quello consigliato

The use of steroid hormones in the first rimester is a serious issue as organogenesis takes place at
this time, and therefore there is the possibility of harm of not only congenital anomalies, but also of
long-term, and even inter-generational effects. Synthetic progestogens, which include dydrogesterone
and 17-hydroxyprogesterone, have a different molecular structure, pharmacodynamics and pharma-

cokinetics, as well as a different safety profile [41-43]. It is worth notng that dydrogesterone is not
currently a licenced drug in the UK or USA, and there are studies suggesting potential harm from this
drug, particularly congenital heart disease [41]. Therefore, the findings from vaginal micronized pro-
gesterone are not generalizable to other synthetic progestogens.
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Implications for future research

Further research is required to enhance our understanding of LPD and develop and validate tests to
identify women with LPD-related pregnancy losses. The increased effectiveness of progesterone with
increasing number of miscarriages indicates that endometrial defects are a major driver of higher-order
miscarriages. Yet, even after multple miscarmages, the live birth rate and cumulative live birth rate in
these patients remain high. Presumably, this means that the underlying endometrial defect is inter-
mittent rather than persistent and that its frequency (i.e. number of ‘normal’ versus ‘abnormal’ cycles)
determines the likelihood of miscarriage. This disease model is compatible with emerging biology
demonstrating that tissue homeostasis in the cycling endometrium is dependent on recruitment of
bone marrow-derived stem cells and uterine NK cells. Both *homeostatic’ mechanisms are perturbed in
recurrent miscarriage [51-53). A ‘'dynamic’ disease model may help to explain the failure of current
diagnostic approaches, such as screening for luteal phase defects.

Currendy, we rely on clinical history to profile patients who may have a high risk of progesterone-
related problem. However, this is imprecise. Accurate endometrial tests may allow more precise tar-

fnay also help to better risk-stratify women who may benefit from progesterone rherap-y: the role of
routine karyotyping using modern genetic analysis needs further research, including the health eco-
nomic implications of such an approach. Our research focused on first trimester use of progesterone;
research is also needed to explore the effects of luteal phase progesterone use. Development and
validatoon of tests, along with therapeutic trials to determine the efficacy of luteal phase progesterone
and other potendal interventions, are needed.
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1.5 Management of miscarriage

Threatened miscarriage
151 Advise a womanwith a confirmed intrauterine pregnancy with a fetal heartbeat
who presents with vaginal bleeding, but has no history of previous miscarriage,
that:

if the bleeding stops, she should start or continue routine antenatal care. [2012,
amended 2021]

Offer vaginal micronised progesterone 400 mg twice daily to women with an
intrauterine pregnancy confirmed by a scan, if they have vaginal bleeding and
have previously had a miscarriage. [2021]

If a fetal heartbeat is confirmed, continue progesterone until 16 completed
weelks of pregnancy. [2021]

n Movember 2021, this was an off-label use of vaginal micronised progesterone.

Bco

e MICE's information on prescribing medicines.
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C O c h ra n e Progestogen for treating threatened miscarriage.

Cochrane Database of Systematic Reviews 2018, Issue 8. Art. Mo.: CD005943.

Li b ra ry DOI: 10.1002/14651858.CD005943. pubs.

b Progestogen for treating threatened miscarriage (Review)

Background

Miscarriage is a common complication encountered during pregnancy. It is defined as spontaneous pregnancy loss before 20 weeks'
gestation. Progesterone's physiological role is to prepare the uterus for the implantation of the embryo, enhance uterine quiescence and
suppress uterine contractions, hence, it may play a role in preventing rejection of the embryo. Inadequate secretion of progesterone in early
pregnancy has been linked to the aetiology of miscarriage and progesterone supplementation has been used as a treatment for threatened
miscarriage to prevent spontanecus pregnancy loss. This update of the Cochrane Review first published in 2007, and previously updated
in 2011, investigates the evidence base for this practice.

Objectives

To determine the efficacy and the safety of progestogens in the treatment of threatened miscarriage.

Treatment of miscarriage with progestogens compared to placebo or no treatment probably reduces the risk of miscarriage; (risk ratio
[RR) 0.64, 35% confidence interval (CI) 0.47 to 0.87; 7 trials; 696 women; moderate-quality evidence). Treatment with oral progestogen
compared to no treatment also probably reduces the miscamriage rate (RR 0.57, 95% C1 0.38 to 0.85; 3 trials; 408 women; moderate-quality
evidence). However treatment with vaginal progesterone compared to placebo, probably has little or no effect in reducing the miscarriage
rate (RR 0.75, 35% Cl 0.47 to 1.21; 4 trials; 288 women; moderate-quality evidence). The subgroup interaction test indicated no difference
according to route of administration between the oral and vaginal subgroups of progesterone.

Treatment of miscarriage with the use of progestogens compared to placebo or no treatment may have little or no effect in reducing the
rate of preterm birth (RR 0.86, 95%: Cl 0.52 to 1.44; 5 trials; 538 women; low-quality evidence).

We are uncertain if treatment of threatened miscarriage with progestogens compared to placebo or no treatment has any effect on the

rate of congenital abnormalities because the quality of the evidence is very low (RR 0.70, 35% Cl 0.10 to 4.8Z; 2 trials; 337 infants; very-
low quality evidenca).

Authors' conclusions

The results of this Cochrane Review suggest that progestogens are probably effective in the treatment of threatened miscarriage but may
have little or no effect in the rate of preterm birth. The evidence on congenital abnormalities is uncertain, because the quality of the
evidence for this cutcome was based on only two small trials with very few events and was found to be of very low quality.
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. . 1
Pregnancy-related complications R
Progesterone is essential for the maintenance of pregnancy. Several small trials have suggested that progesterone supplementation may and perinatal outcomes following progesterone
reduce the risk of miscarriage in women with recument or threatened miscarfiage. Cochrane Reviews summarized the evidence and found supplementation befare 20 weeks of pregnancy
that the trials were small with substantial methodologic weaknesses. Since then, the effects of first-trimester use of vaginal micronized : . :
progesterone have been evaluated in 2 large, high-quality, multicenter placebo-controlled trials, one targeting women with unexplained in Spontaheousw HChlev.Ed Slr:'glemn
recurrent miscarmages (the PROMISE [PROgesterona in recument MiScamiag] trial) and the other targeting women with eafy pregnancy pregnanmes: a SyStemat'c review and meta-
bleeding the PRISM [PRogesterone In Spontaneous Miscariage) trial). The PROMISE trial studied 836 women from 45 hospitals in the United analysis
Kingdom and the Netherlands and founda 3% greater [ive hirth rate with progesterone but with substantial statistical uncertainty. The PRISM Hangiin W', Songying Thang’, Xia
trialstudied 4153 women from 48 haspitals in the United Kingdom and found a 3% greater|ive birthrate with progesterone, but with a Pvalue
of .08. & key finding, first observed in the PROMISE trial, and then replicated in the PRISM trial, was that treatment with vaginal micronized
progesterone 400 mg twice daily was associated with incraasing Iive birth rates according to the number of previous miscarnages. Pre-
specified PRISM trial subgroup analysis in womenwith the dual risk factors of previous miscarriage(s) and current pregnancy bleeding fulfillad
all 11 conditions for credible subgroup anatysis. For the subgroup of womean with a history of 1 or more miscamiage(s)and current pregnancy
bleeding, the |ive birth rate was 75% 58 9914) with progesterona vs T0% (619/886) with placebo rate difference 5%; risk ratio, 1.09, 95%
confidence interval, 1.03—1.15; P=.003). The benefit was greater for the subgroup of women with 3 or more previous miscannages and
current pregnancy bleeding; live birth rate was 7 2% (28137 with progesterone vs 57% (B5/148) with placebo (rate difference 15%; risk
ratio, 1.28, 95% confidence interval, 1.08=1.51; P=.004). Mo short-term safety concerns were identified from the PROMISE and PRISM
trials. Therefore, women with a history of miscamiage who present with bleeding in early pregnancy may benefit from the use of vaginal
micronizad progesterone 400 mg twice daily. Women and their care providers should use the findings for shared decision-making.
Key words: bleeding, luteal phase deficiency, meta-analysis, recurrent miscamiage, threatened miscamiage, vaginal micronizad progesterone




Use of Oral Progestogen in Women With Threatened Miscarriage in the First Trimester

A Randomized Double-blind Controlled Trial

Diana Man Ka Chan; Ka Wang Cheung; Jennifer Ka Yee Ko; Sofie Shuk Fei Yung; Shui Fan Lai; Mei
Ting Lam; Dorothy Yuet Tao Ng; Vivian Chi Yan Lee; Raymond Hang Wun Li; Ernest Hung Yu Ng
Hum Reprod. 2021;36(3):587-595.

Abstract

Siludy k()Quz‘esiion: Will use of oral progestogen in women with threatened miscarriage in the first frimester reduce the miscarriage rate when compared with
placebos

Summary Answer: Use of oral progestogen in women with threatened miscarriage in the first frimester did not reduce miscarriage before 20 weeks when
compared with placebo.

What is Known Already: Miscarriage is a common complication of pregnancy and occurs in 15-20% of clinically recognized pregnancies. Use of vaginal
progestogens is not effective in reducing miscarriage but there is still no good evidence to support use of oral progestogen for the treatment of threatened
miscarrioge.

Study Design, Size, Duration: This was a randomized double-blind conftrolled trial. A total of 406 women presenting with threatened miscarriage in the first
frimester were recruited from 30 March 2016 to May 2018.

Participants/Materials, Setting, Methods: Women attending Early Pregnancy Assessment Clinics because of vaginal bleeding during the first trimester were
recruited and randomly assigned to use dydrogesterone 40 mg orally, followed by 10 mg orally three times a day or placebo until 12 completed weeks of
gestation or 1 week after the bleeding stopped, whichever was later. The primary outcome was the miscarriage rate before 20 weeks of gestation.

Main Results and the Role of Chance: The two groups of women had comparable age, BMI, number of previous miscarriages, gestation and ultrasound findings
at presentation. The miscarriage rate before 20 weeks of gestation was similar in both groups, being 12.8% (26/203) in the progestogen group and 14.3%
(29/203) in the placebo group (relative risk 0.897, 5% CI1 0.548-1.467; P = 0.772). The live birth rate was 81.3% in the progestogen group versus 83.3% in the
placebo group (P = 0.697). No significant differences were found between the two groups in terms of obstetric outcomes and side effects.

Limitations, Reasons for Caution: The primary outcome was the miscarriage rate, rather than the live birth rate. Women were recruited from Early Pregnancy
Assessment Clinics and those with heavy vaginal bleeding might be admitted into wards directly instead of attending Early Pregnancy Assessment Clinic. The
severity of vaginal bleeding was subjectively graded by women themselves. The sample size was not adequate to demonstrate a smaller difference in the
miscarriage rate between the pro?es’rogen and placebo groups. We did not exclude women with multiple pregnancy, which increased the risk of miscarriage
although there was only one set of twin pregnancy in the placebo group.

Wider Implications of the Findings: Use of oral progestogen is not recommended in women with threatened miscarriage in the first trimester.

Study Funding/Competing Interest(S): This study was funded by the Health and Medical Research Fund, HKSAR (reference number 12132341). All authors
declared no conflict of inferest.

Trial Registration Number: ClinicalTrials.gov with an identifier NCT02128685.
Trial Registration Date: 1 May 2014.
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Vitamin supplementation for preventing miscarriage (Review)
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Vitamin supplementation for preventing miscarriage.

Cochrane Database of Systematic Reviews 2016, Issue 5. Art. No.: CD004073.

DOI: 10.1002/14651858.CD004073.pub4.

Vitamin A supplementation

Mo difference was found in the risk of total fetal loss (RR 1.01, 95% Cl 0.61 to 1.66, three trials, 1640 women; low-quality evidence); early or
late miscarriage (RR 0.86, 95% Cl 0.46 to 1.62, two trials, 1397 women; low-quality evidence) or stillbirth (RR 1.29, 95% CI 0.57 to 2.51, three
trials, 1640 women; low-guality evidence) between women receiving vitamin A plus iron and folate compared with placebe or no vitamin A
groups. There was no evidence of differences in the risk of total fetal loss or miscarriage between women receiving any other combination
of vitamin A compared with placebo or no vitamin A groups.

Multivitamin supplementation

There was evidence of a decrease in the risk for stillbirth among women receiving multivitamins plus iron and folic acid compared iron
and folate only groups (RR 0.52, 95% CI 0.85 to 0.99, 10 trials, 79,851 women; high-quality evidence). Although total fetal loss was lower
in women who were given multivitamins without folic acid (RR 0.49, 95% CI 0.34 to 0.70, one trial, 907 women); and multivitamins with
or without vitamin A (RR 0.60, 95% CI 0.39 to 0.92, one trial, 1074 women), these findings included one trial each with small numbers of
women involved. Also, they include studies where the comparison groups included women receiving either vitamin A or placebo, and thus
require caution in interpretation.

We found no difference in the risk of total fetal loss (RR 0.96, 95% CI 0.93 to 1.00, 10 trials, 94,948 women; high-quality evidence) or early or
late miscarriage (RR0.98, 95% Cl 0.94 to 1.03, 10 trials, 94,948 women; moderate-quality evidence) between women receiving multivitamins
plus iron and folic acid compared with iron and folate only groups.

There was no evidence of differences in the risk of total fetal loss or miscarriage between women receiving any other combination of
multivitamins compared with placebo, folic acid or vitamin A groups.

Folic acid supplementation

There was no evidence of any difference in the risk of total fetal loss, early or late miscarriage, stillbirth or congenital malformations
between women supplemented with folic acid with or without multivitamins and/or iron compared with no folic acid groups.

Antioxidant vitamins supplementation

There was no evidence of differences in early or late miscarriage between women given antioxidant compared with the low antioxidant
group (RR 1.12, 95% Cl 0.24 to 5.29, one trial, 110 women).

Authors' conclusions

Taking any vitamin supplements prior to pregnancy or in early pregnancy does not prevent women experiencing miscarriage. Howewver,
evidence showed that women receiving multivitamins plus iron and folic acid had reduced risk for stillbirth. There is insufficient evidence
to examine the effects of different combinations of vitamins on miscarriage and miscarriage-related outcomes.
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I\ Cochrane Alla minaccia d’'aborto e stata spesso correlata
(ﬁ[ Library un'aumentata contrafttilita uterina, anche se non €
Cochrane Database of Systematic Reviews Chioro Se eSSO SiG UHO COUSO Od UnO Conseguenzo

degli eventi che determinano la minaccia ( ES il
Uterine muscle relaxant drugs for threatened miscarriage (Review) san 9' namen TO)
LedeRLDuleyt DISCUSSION Isossisupring, ritodrina e salbutamolo come beta 2

Studies evaluating uterine muscle relaxant drugs were conducted OgOﬂiSﬂ Ogiscono sulla muscolatura miometriale
over 20 years ago. Results of the single small trial included inibendone la confrazione, ma hanno comungue

in this review should be interpreted with considerable caution.

As discussed above, the methodological quality of this study is effeﬁl CO”OTGI’O“ impOrTOﬂﬂ ed il loro uso per ViO
unclear. Also, outcome after birth for the babies is not reported. OrO|e pore Comunque dl pOCCI UTI'ITd

Although the study reports a reduction in intrauterine death, this is
difficult to interpret without any information about survival up to

discharge from hospital, and beyond, and it requires confirmation Gll SposmO”ﬂCi invece Vengono USGﬂ per ridurre |O
in other studies. It is also important to have reassurance about contrattilita della muscolatura liscia per il

any possible effects on neonatal morbidity, and on later growth . . . . o (Lo . c
and development for the child. This single study is insufficient traffamento di coliche infestinali biliari e
evidence forany reliable conclusions about whether uterine muscle

relaxants are worthwhile for women with threatened miscarriage.  Lede RL, Duley L.

Uterine muscle relaxant drugs for threatened miscarriage.

Cochrane Database of ematic Reviews 2005, Issue 3. Art. No.: CD002857.

DOI: 10.1002/14651858.CD002857.pub2.

AUTHORS' CONCLUSIONS

Implications for practice

There is insufficient evidence to support the use of uterine muscle
relaxant drugs for women with threatened miscarriage. Any such
use should be restricted to the context of randomised trials.
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Abstract Sub-endomerrial junctional one peristalsts 1s Incraased by ovartan stmulation and traumaric embryo transfer, and Is linked
with gecreased Implantation and pregnancy rates In assisted reproduction reatments. Various agents have been used 1o INhibit uterine
nyper-peristalsts at the tme of embryo transfer with conflicting results. This systematic review aimed to identify If utering retax-
ants administerad in the pert-implantation pariod during assisted reproduction reatments Could Improve pregnancy ouLcomes through
irerature search with no laNgUage rastrictions. The review reports on 3546 patients In 17 randomized controlled trials published between

The use of oral or transdermal agents is generally more ap-
pealing to patients and clinicians. In this review, the only ora
agent that showed a significant effect on clinical pregnancy
was the anticholinergic agent, hyoscine. This was, however,
based on single clinical trial, which included a relatively smal
number of patients with low quality assessment grading an
no reporting on the primary outcome of live birth rate (Za
et al., 2013). Another small trial showed improvement of bio-
chemical pregnancy rate with hyoscine but no clear data or
clinical pregnancy rate (Sohrabvand et al., 2009). There-
fore, caution must be taken when drawing any definitive con-
clusions for the use of these agents in routine clinical practice
No statistically significant effect was found on live birtt
or clinical pregnancy from meta-analyses of other oral or trans-
dermal agents. In the only RCT that exclusively included pa-
tients with recurrent implantation failure, however, :
statistically significant effect was reported on clinical and
ongoing pregnancy rate in the treatment arm using ntodrine

In cenclusion, insufficient evidence is currently avaailble
to support the use of uterine relaxant agents around the
time of embryo transfer in routine clinical practice. Given
the methodological short comings of the current evidence,
however, larger robust RCTs are clearly needed to nvesti-
pate the userulness of these agents I any (in particular,
anticholinergic agents, oxytocin receptor antagonists and
calcium channel blockers). It is possible that careful patient
selection for the use of these agents might show greater
benefit in future RCTs, e.g. patients who reported pain after
previous embryo transfer, thes2 where difficult embryo trans-
fer 1s anticipated or patients with adenomyosis/endometriosis.
With better scanning techniques and equipment, uterine
hyper-poristalsis might be more readilydotoectzblo. Ths would
allow the improved identification of patients who might benefit
from these agents.
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preterm birth: Time to put this fallacy to bed. Aust N 7 J
Obstet Gynaecol. 2020 Oct;60(5):813-815. doi:

_ 10.1111/0jo.13212. Epub 2020 Jul 20. PMID: 32691407.
(ﬁ( Cochrane
yiof Librar
y Abstract
Cochrane Database of Systematic Reviews Activity restriction has traditionally been recommended to

pregnant women, especially high-risk patients, to reduce
preterm birth. However, there is no scientific evidence that bed-
) ) : : : rest reduces preterm birth and, in many studies, women on bed-
Bed rest during pregnancy for preventing miscarriage (Review) i g higher rates of delivering preterm. Bed-rest in
pregnancy is associated with significant physiological and

Aleman A, Althabe F, Belizén JM, Bergel E. psychosocial sequelae and reduced neonatal birth weight and
Bed rest during pregnancy for preventing miscarriage. be cannot be endorsed, even in women with a short cervix. The
Cochrane Database of Systematic Reviews 2005, Issue 2. Art. No.: CD003576. practice of prescribing bed-rest in pregnancy is outdated and
DOI: 10.1002/14651858.CD003576.pub2. should be abandoned.

Main results

Only two studies including 84 women were identified. There was no statistically significant difference in the risk of miscarriage in the
bed rest group versus the no bed rest group (placebo or other treatment) (risk ratio (RR) 1.54, 95% confidence interval (Cl) 0.92 to 2.58).
Meither bed rest in hospital nor bed rest at home showed a significant difference in the prevention of miscarriage. There was a higher risk
of miscarriage in those women in the bed rest group than in those in the human chorionic gonadotrophin therapy group with no bed rest
(RR 2.50,95% C] 1.22 to 5.11). It seems that the small number of participants included in these studies is a main factor to make this analysis
inconclusive.

Authors' conclusions

There is insufficient evidence of high quality that supports a policy of bed rest in order to prevent miscarriage in women with confirmed
fetal viability and vaginal bleeding in first half of pre
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Table 2. Mean with standard deviation ROS, SOD, and HIF-1a levels in missed abortion and early
pregnancy control groups

Group n ROS fluorescence intensity  SOD enzyme activity unit (U/mg prot) HIF-1a (mg/ml)
Missed abortion 758.41 + 86.48 043 +022 038 +0.05
Early pregnancy 44584 + 70.12 139+ 049 162+0.25

Studio di confronto fra i livelli di stress ossidativo (ROS), i livelli di antiossidanti (SOD) ed i
livelli di HIF-1a (fattore di trascrizione che regola le risposte adattative all'ipossia) nei
trofoblasti di pazienti con aborto spontaneo idiopatico (N=28) e pazienti con aborto indotto
(N=32).

| livelli di stress ossidativo sono risultati aumentati nei trofoblasti di donne con aborto
spontaneo idiopatico. | trofoblasti delle pazienti con aborto spontaneo hanno evidenziato
anche una bassa presenza di antiossidanti endogeni e di HIF-1a.
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Our study showed that the ROS and HIF-1o lev-
als weara inversealy correlated 1n both the missed
=|hr~r’r|ﬂr| and control groups. This finding sug-

asts that lower HIF-La availlability 1s associat-
ed with higher ROS |levels, and it supports the
notion that ROS have an inhibitory action on
HIF-1oi. Our results are consistent with a patho-
genesis of missed abortion involving three
aspects. First, ROS may cause lipid peroxida-
tion damage to embryos, The generated oxygen
radicals may attack the combined HIF-1o and
hypoxia response element (HRE) sites, such
that HIF-1a cannot bind HRE to promote the
tran.;::nptu::n of ,gErl 1es downstream of the HRE

gradually degraded, resulting in low levels of

embryo, w hll._h then, in a vicious cyele, produc-
as aven more BOS5S,
|

| ROS sono coinvolti nella patogenesi
dell’aborto spontaneo perché

1 — causano perossidazione lipidica
delle cellule dell’embrione

2 —riducono le concentrazioni di HIF-
la e di conseguenza la capacita di
adattamento alle condizioni di
ipossia

3 — come conseguenza del punto
precedente, il trofoblasto entra in
un processo di ischemia-riperfusione
che danneggia 'embrione,
aumentando ulteriormente i livelli
di stress ossidativo




N N W i YD S . . - B W W

\' \L .V J ‘I

Presente nel nostro organismo anche se in piccole quantita, veniva
considerato un elemento vitamino- simile, da alcuni

e chiamato
In realtd non € una vitamina; ne sono ricchi alimenti di origine animale

Appartiene al gruppo degli (presenti naturalmente nel
nostro organismo) ed ha diverse proprieta farmacologiche:

o
Radicali IibeN

Antiossidanti idrofili () e lipofili )

Attivo sia in fase acquosa che lipidica
Antiossidante sia nella forma ossidata che ridotta
Rigenera altri fondamentali antiossidanti (Vit. E, Vit. C, Glutatione, CoQ)
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Benefits of a-lipoic acid in high-risk pregnancies (Review)
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Secretion COX-2

T Imbalance between THF, Thrombin, MFxB=
l Th17 cells —»

f Thi, Th, Treg Degradation of the extra-
PgE2/NO Intolerance to the callular matrix of the
hemiallograft cervical membrane

L1, IL6, L8, IL17, IL1B IL4, IL10, IL35, TGF 4. Conclusions
Miscarriage(Preterm delivery Reduced protective action

Pro-abortive rola in early

S eanancy ALA/DHLA acts as potent immunomodulatory redox couple.

with a specific role in preventing miscarriage and premature
delivery. The administration of ALA may represent a prom-
ising therapeutic strategv in several obstetric pathologies, such
BALANCE | RESTORED as complicated pregnancies with abnormal placentation/exag-
gerated maternal vascular inflammatory response (15), or
hypoxia/perinatal ischemia caused by various factors (04).
Validation of this therapeutic indication requires further
studies. The onset of hyvpoxic or ischemic injury should be
diagnosed accurately to determine the appropriate timing and
dose for ALA administration.

MNorrmal pregnancy
Course

Figure 1. Schematic illustration of the role of specific cytokines, growth factors, chemokines and helper T cells in the etiopathogenesis of miscarriage and
preterm delivery. ALA, o-lipoic acid, COX, eyclooxygenase; Pg, prostaglandin; NO, nitric oxide; Th, T helper; Treg, regulatory T cell.
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Alpha Lipoic Acid (ALA) effects on subchorionic
hematoma: preliminary clinical results

G. PORCARO', E. BRILLO', |. GIARDINA', R. DI IORIO?
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PATIE_NTS AM_D METHDDS: Nineteen PFEQI‘Ii’!ﬁt RESULTS: In bath groups, the subjects im-
women in the first trimester of gestation, with proved significantly but, in general, a belter and
threatened miscarriage and ultrasound evidence faster evolution in the major signs of threatened
of subchorionic hematoma, were included in the A e o e pIectS et

. AL h ed with ALA and Progesterone. In these patients,
trial and randomly divided in two groups: con- the speed of resorption of subchorionic

trols, treated with 400 mg Progesterone (200 mg gﬁﬂ?}‘:r";g :"51;;%‘:";’";*‘?‘;: IELTAQE%EJ ;‘ig‘zggf
2 times per da'.'!’).- given b'!" Vaginﬂ-l SUPF“:’S““HE'S.- terone group showed a faster decrease or di._sap-
and case study treated with the same Proges- pearance of all symptoms than that observed in
y g h I h h iff
terone dosage, plus ALA, given orally at the hot significagt. T owever the difference was
dose of 600 mg (300 mg 2 times per day, DAVE,
Lo.Li. Pharma srl, Italy). Sixteen patients com-
pleted the trial. Treatment was performed until

complete resolution of the clinical picture.

CONCLUSIONS: These preliminary resulis
suggest that ALA supplementation significantly
contributes to speed up the process of restora-
tion of physiological conditions in threatened
miscarriage and ameliorates the medical condi-
tions of both the mothers and the foetus, proba-
bly modulating the networks of cytokines,
growth factors and other molecules.
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Resolution of subchorionic hematoma and
symptoms of threatened miscarriage using
vaginal alpha lipoic acid or progesterone:

clinical evidences

M. COSTANTINO', C. GUARALDI?, D. COSTANTINGO?

'Department of Chemistry and Pharmaceutical Technologies, University of Ferrara, Ferrara, Italy
“U.0.C. Obstetrics and Gynecology, Valdagno Hospital, Vicenza, Italy
*Women's Health Center, Ferrara, Italy

Abstract. - OBJECTIVE: Alpha Lipoic Acid
(ALA) is a safe natural molecule that exerts a se-
lective immunomodulating activity with antioxi-
dant and anti-inflammatory properties. This ran-
domized controlled clinical trial (RCT) tested the
effect of the vaginal administration with ALA or
Progesterone, in subchorionic hematoma re-
sorption in women with threatened miscarriage.

PATIENTS AND METHODS: 400 mg of vaginal
Progesterone or 10 mg of vaginal ALA were ad-
ministered to sixty-two pregnant women, in the
first trimester of gestation with threatened mis-
carriage and subchorionic hematoma. Controls
were patients who chose not to receive any
treatment.

RESULTS: In the ALA group the subchorionic
hematoma was reabsorbed more quickly in com-
parison with the progression detected in Prog-
esterone group (p = 0.05). The other parameters
checked (pelvic pain and vaginal bleeding) did
not show any significant difference and a small-
er number of miscarriages was recorded in the
ALA group, compared to Progesterone group.

CONCLUSIONS: Our data provides the first
evidence of the efficacy of ALA, administered by
vaginal route, in the healing process of patients
with threatened miscarriage, thus supporting
the normal course of pregnancy. Clinical trial
registration number: NCT02601898 (ClinicalTri-
als.gov registry).
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Safety of oral alpha-lipoic acid treatment
in preghant women: a retrospective
observational study

E. PARENTE', G. COLANNINQ', O. PICCONI?, G. MONASTRA?

'Obstetric and Gynecological Centre “Villa dcrrr- Querce”, Naples, Italy
?National AIDS Centre, Istituto Sup i v
3Department of Experimental Medicine, \1p|cnza Hmw:mtu Rome, Italy

Abstract. - OBJECTIVE: Alpha-lipoic acidis a
natural molecule, which directly or by means of
its reduced form. dihydrolipoic acid, exerts an-
tioxidant, anti-inflammatory and immunomodu-
latory activities, very helpful also in preventing
miscarriage and preterm delivery. Used as di-
etary supplement alpha-lipoic acid was demon-
strated to be safe for living organisms even
when administered at high doses. However, no
study was made so far to verify the safety of its
continuous administration on a substantial num-
ber of pregnant women. The present investiga-
tion was performed to answer this issue.

PATIENTS AND METHODS: An observation-
al retrospective study was carried out analyzing
610 expectant mothers. They had been treated
daily by oral route with 600 mg alpha-lipoic acid,
for at least 7 weeks during gestation. The prima-
ry outcome was to verify alpha-lipoic acid safe-
ty in the mother and infant. Maternal safety was
assessed by monitoring for adverse reactions,
physical and clinical examination, including a
morbidity assessment. Laboratory and clinical
examinations were performed monthly. Neonatal
safety was assessed by the evaluation of birth
weight, gestational age, Apgar scores, neonatal
death with the related cause of death. Data col-
lected from the Birth Registry of Campania Re-
gion were used as control.

RESULTS: This study provided a very clear and
reassuring picture about the safety of alpha-lipo-
ic acid oral treatment during pregnancy. No ad-
verse effect was noticed in mothers or newborns.
The two sets of monitored data, from treated and
controls, were completely superimposable or, in
some cases, better in alpha-lipoic acid group.

CONCLUSIONS: Our results open a reassur-
ing scenario regarding the administration of al-
pha-lipoic acid during pregnancy.
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Fig. 8a: Progresso nel ri rbimento dellematoma (A percentuale della media + ES), rilevato ecografi
CARFT @ ernpi di iraiigrmenio.
Nel gruppo ALA + Progesterone n = 9  nel gruppo Progesterone n = 7.

| risultati indicano che i pazienti trattati con ALA piu progesterone hanno avuto una migliore e piu
rapida evoluzione dei segni clinici e dei sintomi relativi alla minaccia di aborto. Il monitoraggio
della risoluzione dell'ematoma, e delle modifiche nel sanguinamento vaginale, dolori addominali,
utero morbido e contrazioni uterine, ha dimostrato che tutti i segni e i sintomi (tranne l'utero
morbido) sono diminuiti o scomparsi nel gruppo trattato con ALA piu progesterone, prima che nei
controlli (progesterone da solo). Infatti, nonostante i trattamenti abbiano ottenuto risultati
comparabili nella risoluzione delle contrazioni uterine, i risultati relativi ai sintomi soggettivi hanno
evidenziato che i pazienti del gruppo ALA piu progesterone hanno mostrato una piu rapida
risoluzione dei sintomi, migliorando nettamente la qualita della vita delle donne in gravidanza.
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MANAGEMENT: IL RUOLO DEL
CONSULTORIO

LA GESTIONE DELLA MINACCIA D’ABORTO SIA NELLA DIAGNOSI CHE NEL
FOLLOWUP E' AMBULATORIALE NELLA STRAGRANDE MAGGIORANZA DEI CASI E
NON NECESSITA DI RICOVERO OSPEDALIERO

LA TERAPIA PUO’ ESSERE TRANQUILLAMENTE ESEGUITA AL DOMICILIO
IL FOLLOW UP PUO" ESSERE FATTO NEI CONSULTORI

IL CONSULTORIO HA NELLE FIGURE DI OSTETRICA E MEDICO GLI INTERLOCUTORI
CORRETTI PER LA GESTIONE DELLA PATOLOGIA

SI SOTTOLINEA DA PIU" PARTI COME LA MINACCIA D’ABORTO SIA UNA FATTORE DI
STRESS PSICOLOGICO NELLA DONNA/COPPIA SOPRATTUTTO QUANDO
RICORRENTE: NEL CONSULTORIO TROVEREBBERO ANCHE IL SUPPORTO
PSICOLOGICO

SAREBBE ESSENZIALE RIUSCIRE A RITAGLIARSI | GIUSTI SPAZI PER L’ACCOGLIENZA
DELLA PROBLEMATICA «IN URGENZA» SENZA SOVRACCARICARE | PS OSTETRICI PER
PATOLOGIE CHE POTREBBERO ESSERE GESTITE IN CONSULTORIO
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