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la psoriasi a placche 
• Migliora nel 55-56 %  

• Rimane stabile nel 16-21%  

• Peggiora nel 23-24% circa  

 

l’artrite psoriasica 
• Migliora nell’80%  

  

•Farber , Nall, 1974; Dunna & Finlay, 1989;  Ostensen, 1992; Boyd et al, 1996; Mowad et al, 1998; Raychaudhuri  et al 
2003; Murase et al, 2005 

Impatto della gravidanza sulla psoriasi 

la psoriasi a placche 
• Peggiora nel 50-65% 

• Rimane invariata nel 20%  

• Migliora in meno del 10% 

 

l’artrite psoriasica 
• Esordisce nel 30-40% 

dei casi  

• Peggiora nel 70% 

 

 In gravidanza  Dopo il parto 

L’aumento  del rapporto 
estrogeni/progesterone correla con il 
miglioramento della psoriasi.                 
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Presentation Notes
Approximately 55% of patients improve during pregnancy, 21% remain stable and 23% evolve with worsening of clinical manifestations. Moreover, a worsening
of symptoms in the postpartum period is observed in about 40-90% of patients. Psoriatic arthritis occurs in 10-30% of patients with psoriasis. Pregnancy may act
as a triggering factor for the articular disease and 30- 40% of women relate the onset of psoriatic arthritis to the postpartum period. Generally, patients who experienced an improvement during their first pregnancy showed a similar response during their subsequent pregnancies and those who experienced worsening of their psoriasis during their first pregnancy also developed flares in later pregnancies.
Il decorso della psoriasi in gravidanza è imprevedibile.
Il peggioramento si verifica di solito nelle 6-8 settimane dopo il parto.





Impatto della psoriasi sul decorso  
della  gravidanza e sul suo esito 

 Severità di malattia  

 Comorbidità  

 Stile di vita (es.fumo,consumo di alcolici,etc) 

 Esposizione ai farmaci in corso di 

concepimento e nelle diverse fasi della 

gravidanza 
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Inoltre altre patologie infiammatorie con simili meccanismi patogenici immunomediati sono stati associati a nascite pretermine e basso peso alla nascita.





Br J Dermatol. 2016 Sep;175(3):464-72. 

“ We hypothesized that the immune dysregulation occurring in 
psoriasis, as in other autoimmune diseases, will negatively 
affect the normal progression of pregnancy and result in 
adverse pregnancy outcomes (caesarean section, small for 
gestational age, low birth weight, very low birth weight, premature birth, 
congenital abnormalities, macrosomia, spontaneous abortion and stillbirth)”. 
 
 
The primary objective of this systematic review was to 
determine whether psoriasis has any effect on fetal 
morbidity and mortality in adult women with psoriasis 
compared to women without psoriasis 
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La psoriasi risulta essere un fattore di rischio indipendente per  parto pretemine associato a basso peso alla nascita che rappresenta la causa maggiore di morbilità e mortalità perinatale nei paesi occidentali
In their retrospective cohort (n=162), Lima and colleagues found an OR=2.02 (95% CI: 1.09-3.76) for a “poor composite outcome” they created consisting of prematurity and low birth weight after adjusting for a propensity score containing all potential confounders for which information had been collected
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Yang and colleagues conducted a large retrospective cohort (n=1463) stratifying women with psoriasis into a mild and severe groups based on the need for systemic therapy or phototherapy within two years before the index delivery.12 They reported an increased risk for low birth weight with an OR=1.4 (95% CI: 1.04-1.89) in women with psoriasis who had severe disease only (n=645). This study adjusted for multiple covariates including: sex of infant, parity, maternal age, maternal educational level, parental age difference, mother’s marital status, gestational hypertension, diabetes, coronary heart disease, anemia, and family income



Br J Dermatol. 2016 Sep;175(3):464-72. 

 
Limitations  
 
“ This systematic review attempted to answer a research question 
with very limited published data and therefore our sample size is 
relatively small and may be underpowered to detect the 
uncommon pregnancy outcomes we examined”. 
 
 
“There were a wide variety of clinical settings from which patients 
were studied, differences in the concomitant exposure to drugs and 
type of drug used around the time of pregnancy and variations in 
how or if the severity of psoriasis was defined, all of which can have 
an impact on the outcome”. 
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Presentation Notes
The uncertainty surrounding whether psoriasis worsens pregnancy outcomes compared to the general population is largely rooted in the paucity of studies on this topic.
Recent studies suggests that changes in TH1, TH2, and TH17 cells govern the success of a pregnancy with an immunosuppressive role played by regulatory T-cells (Tregs), which induce tolerance by inhibiting the proliferation and cytokine production of many immune cells. The importance of the increased activity of TH1 and TH17 cells in the immunopathogenesis of psoriasis has been well established.5 Therefore, it may be that dysregulation of the immune system as a consequence of psoriasis can potentiate poor pregnancy outcomes in affected mothers. For example the TH1 pro-inflammatory cytokines IL-2 and IFN-γ may be important for implantation as they direct vascular remodeling. This environment is altered in psoriasis and could be affecting the delicate balance of immune cells required for the normal progression of pregnancy 
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Questo ntidio dimostra che le donne incinte con psoriasi mostrano una prevalenza di fattori di rischio per la gravidanza superiore alle donne non psoriasiche..On average, women are diagnosed with psoriasis type I around the age of 28 years; thus many women of childbearing potential are impacted by the disease . However, several common comorbidities that are associated with psoriasis, including hypertension, obesity, dyslipidaemia, psychiatric disorders and smoking,4–8 are of great importance to women of reproductive potential. Smoking during pregnancy has been associated with the risk for oral clefts, reduced birthweight and placental complications. A better understanding of the prevalence of these and other potentially modifiable risk factors among women with psoriasis who become pregnant can help improve birth outcomes of psoriatic women . Understanding the increased risks that psoriatic women face compared with nondiseased women during pregnancy is crucial in the management of their psoriasis and preparation for a healthy pregnancy and delivery. This study found that pregnant
women with psoriasis are more likely to have several important and potentially modifiable risk factors for adverse pregnancy outcomes. First, women with psoriasis were more likely to be overweight ⁄obese than their nondiseased counterparts. This finding is consistent with what is known about BMI and psoriasis in the general population. Setty et al.,5 using the Nurses’ Health Study data, reported a dose–response relationship across age groups between BMI and subsequent onset of psoriasis. As maternal overweight ⁄obesity has been shown to increase the risk of congenital anomalies, hypoglycaemia, admission to intensive care, low Apgar scores and preterm birth, it is of great importance that physicians treating pregnant women with psoriasis be aware of the increased prevalence of obesity in patients of childbearing age and the potential for reducing risks by modifying body weight prior to conception. In addition, pregnant women with psoriasis in this sample were more likely to smoke in the first trimester, and were thus at increased risk for certain congenital anomalies, spontaneous abortion, and placental and growth problems. Therefore, screening and counselling for tobacco use, preferably prior to conception, should be made a priority in the treatment of psoriatic women. Finally, prenatal ⁄multivitamin or folic acid supplement use around the time of conception was also found to be significantly lower in the psoriatic group, a finding that to our knowledge has not previously been reported. This pattern of behaviour is clinically relevant because the periconceptional period is the critical window for the protective effect of vitamin supplementation with respect to reducing risk for birth defects. . In conclusion, this study found that there are significant differences
in potentially modifiable risk factors between pregnant psoriatic women and nondiseased comparison women that are relevant for the clinical care of prepregnant and pregnant psoriatic women. These factors include increased prevalence of overweight ⁄obesity, maternal depression, tobacco use, and failure to take periconceptional folic acid supplements 



Esistono pochi dati riguardanti                                                  
l’uso di farmaci in gravidanza                                                 
poiché questa categoria di                                                      
pazienti viene di norma esclusa                                                     
dagli studi clinici per motivi etici.  

 

La maggior parte delle informazioni sugli effetti dei 
farmaci sul feto derivano dall’inavvertita 
esposizione della donna non ancora 
consapevole del suo stato di gravidanza o dal 
loro utilizzo in altra tipologia di pazienti.  

IMPIEGO E SAFETY DEI FARMACI  
PER LA PSORIASI  IN GRAVIDANZA 
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Classificazione FDA per il rischio farmaci in gravidanza
Categoria A: Studi controllati non dimostrano alcun rischio
Categoria B: Nessuna evidenza di rischio nell’uomo
Categoria C: Il rischio non può essere escluso, ma il beneficio che ne deriva giustifica l’accettazione del rischio
Categoria D: Evidenze positive per il rischio, ma potenziali benefici potrebbero sopravanzarne il potenziale rischio
Categoria X: Controindicati in gravidanza in quanto i rischi ne sopravanzano il potenziale beneficio




• Classe X : uso assolutamente controindicato in gravidanza 
– Acitretina 
– Methotrexate  
– Leflunomide 
– Tazarotene  
– Re-PUVA-terapia 

• Classe C : l’uso è da riservarsi a quei casi in cui il beneficio giustifica il rischio potenziale  
        -  Calcipotriolo e altri derivati della vit. D3 

– Corticosteroidi topici e sistemici 
– Ciclosporina A  
– Ditranolo e derivati antrachinonici 
– PUVA-terapia 
– Tacrolimus  

•    Classe  A : nessun rischio emerso da studi controllati in donne in gravidanza 

       Nessun farmaco  
•  Classe  B : Non hanno mostrato effetti teratogeni, né tossicità negli animali. Non  
       esistono studi controllati nell’uomo. 
       -  Farmaci biologici  
           La scarsità dei dati disponibili sulla sicurezza di tali farmaci consigliano di  
            interrompere il trattamento in gravidanza e nell’allattamento 
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Pregnancy: Methotrexate is teratogenic, or lethal (abortifacient), to embryos of all animal
species tested. Fetal risks are dependent on maternal dose and timing of exposure.
Methotrexate placental transfer is not physiologically established until week-4 post conception.
Review of human methotrexate-exposed pregnancies, suggest that the maternal dose necessary
to induce defects is >10mg per week, and the postulated critical period is between 6-8 weeks
post conception. Exposure outside the proposed critical period (6-8 weeks post conception)
appears not to raise baseline risk significantly. Rate of miscarriage is increased in
methotrexate-exposed women and the longer the period of exposure post conception, the higher
the risk for miscarriage. It is common to stop 12-weeks before conception as methotrexate may be stored in both kidneys
(weeks) and liver (months). The weekly folate supplementation should be increased to daily.49-
50 It may be possible to re-introduce low-dose methotrexate (e.g. 7.5-10 mg/week) in the later
stages of the 2nd trimester, but little safety data exists.45-46
Acitretin 
Pregnancy: Fetal exposure to acitretin can result in the classic retinoid syndrome, consisting of
well-characterized craniofacial, cardiac, thymic and CNS malformations (and
neurodevelopmental problems).29-30 There have been 318 prospectively reported cases
(http://www.drugs.com/pro/acitretin-capsules.html) involving pregnancies and the use of
etretinate, acitretin, or both. In 238 of these cases, the conception occurred after etretinate (103
cases), acitretin (126), or both (9). Fetal outcome was unknown in approximately one-half of
these cases (62 were terminated, 14 spontaneous abortions). In 118 pregnancies with known
outcome, 15 were abnormal (including cases of absent hand/wrist, clubfoot, GI malformation,
hypocalcemia, hypotonia, limb malformation, neonatal apnea/anemia, neonatal ichthyosis,
placental disorder/death, undescended testicle, and 5 cases of premature birth).
Despite its short t½, acitretin has been detected two months after the last dose as, in the
presence of alcohol, acitretin can be retro-converted to etretinate (t½ - 120 days). The
recommendation is therefore to discontinue acitretin two years before conception.31-32 In
individuals who can follow strict alcohol abstinence during therapy, and for at least 2-months
after cessation, a shorter washout period may be acceptable, but it is best to seek expert
advice.32
Limited information indicates that maternal doses of acitretin of 0.65 mg/kg
daily produce low levels in milk (approximately 1%). Because there is no published experience
with acitretin during breastfeeding, opinions vary on the advisability of breastfeeding during
acitretin therapy
Tazarotene (ADEC category D)
Pregnancy: Tazarotene is rapidly converted after skin application to the active metabolite
tazarotenic acid. Pharmacokinetic studies show that less than 6% of the administered dose of
tazarotene (or tazarotenic acid) is absorbed, even when applied to psoriatic skin. A small risk cannot be excluded but considered unlikely.
Expert advice is to discontinue topical tazarotene four weeks prior to conception, and avoid
during pregnancy. 
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       esistono studi controllati nell’uomo. 
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           La scarsità dei dati disponibili sulla sicurezza di tali farmaci consigliano di  
            interrompere il trattamento in gravidanza e nell’allattamento 
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Most topical psoriasis treatments can be used during pregnancy
Calcipotriol (ADEC category C)
Pregnancy: Systemic absorption may occur. Animal studies show increased incidence of
skeletal abnormalities, incomplete ossification of pubic bones and forelimb phalanges of
fetuses following oral calcipotriol. No data from humans. Maternal vitamin D toxicity may
Tacrolimus (topical – not classified, systemic - ADEC category C)
Pregnancy: There is almost no data on topical use of tacrolimus in pregnancy. Oral tacrolimus
is associated with prematurity and low birth weight,96-97 but systemic absorption is minimal,
particularly if applied to small areas, for short duration (e.g. <5gm/day for 2-3 weeks).
Unintended exposure: No action needed.
Breast-feeding: No specific concerns.
Phototherapy–PUVA (ADEC category C)
Pregnancy: The safety of systemic PUVA with psoralens is unknown; mutagenic potential has
been shown in rat studies. In a study of 107 patients, limited cases of premature labor and fetal
abnormalities were reported.89 A subsequent study was more reassuring.90 Expert opinion,
however, recommends avoiding PUVA during pregnancy.
Topical corticosteroids,, are classified B3. A long
history of use indicates they are safe if used in appropriate doses, duration and amount. Potent
topical corticosteroids are absorbed and can have systemic effects. Animal data and human
data show dose dependent risks of placental insufficiency and low birth weight
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Ostensen M. Ann N Y Acad Sci 2014; 1317: 32–38 

Anti-TNF alpha e rischio teratogeno 



Il trattare la madre nel II trimetre può determinare una elevata concentrazione di 
farmaco nel sangue fetale  che supera  quella materna nel terzo trimestre 
 
Le immunoglobuline di origine maternal possono persistere nel sangue del 
neonato fino a sei mesi 

Il livello di IgG nel sangue materno 
diminuisce  durante la gravidanza in 
concomitanza con un aumento delle IgG di 
origine  materna nel sangue fetale a 
partire dalla settimana 13 di gestazione 
 
A fine gravidanza il livello di IgG nel 
sangue fetale è superiore rispetto a quello 
nel sangue materno 

Passaggio transplacentare delle IgG 

Hazes JMW et al. Rheumatology. 2011;50:1955-1968 



Psoriasi & farmaci biologici 
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Ustekinumab 
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Human mAb 
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Secukinumab Ixekizumab 
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Certolizumab: 200 mg x2 a sett 0, 2, 4 (poi anche 2x200 0gni 4 sett)
Golimumab: >100Kg 2x50mg ogni 4 sett



Biologici e gravidanza 
Passaggio transplacentare  

TNFi type Median percentage of maternal 
to cord serum level 

Infliximab  
(complete IgG1 antibody) 

160% 

Adalimumab  
(complete IgG1 antibody) 

179% 

Certolizumab Pegol (pegylated 
Fab fragment) 

3,9% 

Golimumab  
(complete IgG1 antibody) 

- 

Etanercept  
(fusion protein with Fc part) 

6% 

Ostensen M. Ann N Y Acad Sci 2014; 1317: 32–38 



Esiste un potenziale rischio di infezioni  dovuto 
all’esposione agli anti-TNF alpha durante il terzo 
trimentre di gravidanza  
 
Le vaccinazioni nei nati da madri trattate con anti-TNF 
alpha  possono essere effettuate secondo i termini 
previsti tranne che per i vaccini vivi (vaccino per 
rotavirus e BCG ) durante i primi sei mesi di vita 

Farmaci anti TNF alpha in gravidanza e rischio neonatale  
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