


• Pregnant women nowadays are exposed to an average of 2.6 medications 

Pre-existing medical conditions

• Infertility
• Hypertension
• Diabetes mellitus
• Depression
• Seizure disorder
• Endocrine disorders
• Substance abuse
• Autoimmune disorder

Conditions caused by/co-existing in pregnancy

• Nausea and vomiting of pregnancy
• Preterm labor
• HDP/preeclampsia
• Gestational Diabetes Mellitus
• Depression
• Infections
• Pain

➢ Starting new drug treatments: medical problems may occur, or old ones may be 
exacerbated during pregnancy

➢ Adapting the dose to volume distribution changes throughout the pregnancy

Quale è il problema del clinico 



Cosa dovrebbe fare il clinico ?

• The assessment of the pregnant patient requiring medication involves a 
multidisciplinary approach, with the obstetrician at the center of the 
decision making and of the communication to the patient. 

• The assessment involves: 

1. a thorough physical examination and history with an understanding 
and prioritizing of various medical conditions that may affect the 
pregnancy;

2. a complete medication history and reconciliation of the medication 
regimens to establish current medications (including supplements and 
over-the-counter products), indications, and the patient’s responses to 
these medications.



3. evaluation of all evidence related to the effects on the fetus; 

4. an open discussion with the patient on her current attitudes toward taking her 
medications during pregnancy along with their inherent risks; 

5. determining medications to be continued during pregnancy with a clear 
description comparing benefits to the patient and risks to the fetus; 

6. developing an ongoing monitoring plan to assess the efficacy of medications 
during pregnancy and evaluate the effects on the fetus. 

• A variety of health care professionals can collect and analyze these informations 
and provide a team recommendation to the obstetrician. 

Cosa dovrebbe fare il clinico ?



•Importance of efflux pumps to drug
distribution in the placenta 
➢ they transport substrates from the 

intracellular to the extracellular
compartment

➢ P-glycoprotein has been detected in 
human trophoblasts

•Current hypothesis :  placental P-
glycoprotein protects the developing
embryo and fetus from toxic substances
and suppresses teratogenesis

Farmaci e “barriera placentare”



- REPROTOX 🡪 an online database of summaries regarding drugs and known toxic effects, which is owned by a non-profit 
foundation
www.reprotox.org

- LactMed peer reviewed, free database that is maintained by the National Library of Medicine and updated monthly
http://toxnet.nlm.nih.gov/newtoxnet/lactmed.htm

- MotherToBaby evidence based info on medications, pregnancy registries, ongoing studies, maintained by the 
Organization of Teratology
www.mothertobaby.org

- Centro antiveleni e tossicologia c/o Bergamo

- Treating for Two initiative of the CDC aims to improve both the evidence base and guidance for safer medication use in 
pregnancy to inform decision making
https://www.cdc.gov/pregnancy/meds/treatingfortwo/index.html

- National Institute of Child Health and Human Development  aims to improve the understanding of obstetric PK and PD 
through pre-clinical and clinical studies
https://www.nlm.nih.gov/toxnet/index.html

Risorse per i clinici

http://www.reprotox.org/
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Antidepressivi e gravidanza

Overall, the effects of AD exposure during 

pregnancy on neonatal outcomes have been 

extensively studied, but few of the associations are 

graded as high quality evidence. More prospective 

studies and large collaborations with comprehensive 
standardised reporting of analyses are needed. 

Rischio di parto pretermine 1.43

Rischio di distress 
respiratorio alla nascita

1.33

Rischio di malformazioni CV 1.25



● Ambulatori dedicati per patologia psichiatrica: 2
● Psicologi consultoriali
● Psicologi connessi ai servizi di maternità
● Rete RIMI
● Importanza ITOSS
● Screening EPDS

Antidepressivi e gravidanza: ATS Brianza



Antibiotici e gravidanza



Antibiotici e gravidanza

A. common infections: urinary tract and upper respiratory tract

B. Untreated infections increased prematurity and low birth

weight (antibiotics account for 39% of all dispensed drugs during

pregnancy)

C. Several antibiotics are known to cross the placenta

D. Changing of maternal microbiome may affect maternal immune

system and conveying modified bacterial flora to the fetus

E. Concerns about implications of antibiotics use on adverse

neonatal outcomes

F. Limited evidence on safety and efficacy of antimicrobials
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14 RCTs, 7800 donne con parto 
pretermine in assenza di segni clinici 
di infezione, 6000 casi da Oracle II

Outcome Beneficio (RR) Significatività (95% CI)

Infezione materna 0.74 0.63 - 0.86

Parto entro 48 ore 1.04 0.89 - 1.23

Parto prima di 36 o 37 settimane 0.98 0.92 - 1.05

Morte perinatale 1.22 0.88 - 1.69

Morte intrauterina 0.73 0.43 - 1.26

Morte neonatale 1.57 1.03 - 2.40

Morte dopo 28 giorni 1.06 0.68 - 1.67

Distress respiratorio 0.99 0.84 - 1.16

Enterocolite necrotizzante 1.06 0.64 - 1.73

Sepsi neonatale 0.86 0.64 - 1.16

Emorragia intraventricolare 0.76 0.48 - 1.19



1. Gli antibiotici non sono consigliabili nel parto 
pretermine spontaneo senza segni clinici di 
infezione

2. Lieve aumento rischio CP

3/15/20 Anna Locatelli

Antibiotici e gravidanza



Progestinici e gravidanza



Progestinici e supporto della fase luteale



Progestinici e gravidanza



Progesterone for sPTD prevention among women with a Short Cervix



Il paradosso della tocolisi in Italia

Non tutti i progestinici sono uguali: 
P4 o 17hP

Nessuna differenza 



Eparina e gravidanza

LDA with prophylactic LMWH (usually enoxaparin 40 mg 
subcutaneously daily) is the standard  for pregnancy prophylaxis in 
women who meet criteria for OB-APS



Eparina e gravidanza



i.e.: A 29-year-old pregnant woman who is heterozygous for the factor V Leiden mutation was referred to your clinic to 
discuss the potential benefit of low-molecular-weight heparin to prevent future pregnancy complications. She has a history
of 6 pregnancy losses (8, 11, 16, 17, 21 and 25 weeks gestation). She has one living child who was delivered at 29 weeks by 
cesarean section. She has no personal or family history of venous thromboembolism . Testing for antiphospholipid
syndrome was negative.

▪ a) Effect on trophoblast:
▪ promote the differentiation and invasion of the trophoblast in vivo  
▪ Quenby S Ob Gyn 2004, Leach RE  Dev Biol 2004

▪ b) Effect on inflammation:
▪ prevent monocyte adhesion to activated endothelium Manduteanu B Pharmacology 2007

▪ inhibit tumor necrosis factor a-induced leukocyte rolling Wan MX Inflamm Res 2001

▪ Prevents complement activation Girardi G Nat Med 2004

▪ c) Effect on perfusion:
▪ decrease vascular resistance, in vitro and in vivo 

Mello Hypertension 2005
Reantragoon S Arch Biochem Biophys 1994
Torricelli M Ultrasound med Biol 2006

Eparina e Adverse Pregnancy Outcome



BLOOD 2014

PE ( 70%ePE), SGA ( 10°pct), distacco di placenta e MEF>20 sett

Eparina e gravidanza



Sottopopolazioni che 
potrebbero giovarne

Eparina e gravidanza



Farmacologia in gravidanza



Prospettive future

1. Favorire team multidisciplinari/esperti che considerino i differenti punti di 
vista

2. Confronto tra esiti di popolazioni che mostrano uso differente dei farmaci
3. Studi pragmatici specifici per la gravidanza
4. Importanza degli studi osservazionali di coorte population-based per definire 

i rischi di una popolazione esposta vs non esposta  (Canova, Cantarutti Int. J. Environ. Res. 
Public Health 2020, 17, 5276; doi:10.3390/ijerph17155276)  


