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        Primary Immune ThrombocytoPenia   
(no longer Idiopathic Thrombocytopenic Purpura) 

 
•  Primary = absence of any initiating/underlying disease 

(opposed to Idiopathic) 

•  Immune =  immune-mediated pathogenesis 
 
•  Avoid Purpura: a minority of patients present bleeding at 

the onset of the disease 
 
•  ThrombocytoPenia:  to save acronym ITP (utility in 

electronic database search) 
 
 



Incidence of Adult Chronic ITP  
 
• 58-66 new cases/1.000.000 per year  
(Mc Millan 1997) 

• Affects mainly women in childbearing age,  
Female:Male ratio = 3:1  
(Waters 1992) 

• ITP occurs in 1 per 1000 to 1 per 10.000 
pregnancies  
(Gill & Kelton 2000) 



Rate	of	maternal	low	platelet	count-associated	
diseases	during	pregnancy		

(Burrows	and	Kelton,	NEJM	1993)	

	
	
	
Type	of	disease				n.				 	 		%	rel.			%	ass.		
	
GestaConal 		 	756 	 	73 	 	4.8	
Hypertensive 	 	216 	 	21 	 	1.4	
ITP	 																											 	31									 			3						 	0.25	
LES	 	 	 			 		8 	 	0.8					 	0.005	
Other 																		 	13											 	1.2					 	0.08	
	
Total:												 			1027/15471										 	 	6.6  
   

Platelet < 150 x 103/µL 
at partum 
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Maternal	platelet	count	in	756	
gestaConal	thrombocytopenia		

(Burrows	and	Kelton,	1993)	
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Frequency	of	platelet	count	in	mothers	with	gesta>onal		
Thrombocytopenia	

	

n	pa>ents	



Cause	of	thrombocytopenia	 Time	of	the	most	

common	onset	

Grade	of	thrombocytopenia	 Biochemical	abnormali>es	 Clinical	symptoms	

Gesta>onal	 III	trimester	 mild	 no	 no	

ITP	 I-II	trimester	 mild	to	severe	 no	 bleeding		in	severe	cases	

Eclampsia	 III	trimester	 mild	to	severe	 DIC(4)	proteinuria	 hypertension	

HELLP(1)	 III	trimester	 mild	to	severe	 DIC,	hemoly>c	anemia		

↑	AST/ALT	

no	or	complex	

presenta>on	

TTP(2)	 II	trimester	 mild	 hemoly>c	anemia	 fever,	CNS(5)	

HUS(3)	 Post	-	partum	 mild	 hemoly>c	anemia	 fever,	renal	failure	

AFL(6)	 III	trimester	 mild	 DIC,	hemoly>c	anemia,	

hypoglycemia	

complex	presenta>on	



ITP in Pregnancy: Maternal Outcome  
(Webert et al, Blood 2003 ) 

Retrospective study, patients from 2 hospitals: 92 ITP, 123 newborns, 119 
pregnancies 

 

 
 Bleeding symptoms during 116 pregnancies: 
•  76 (65.5%) no symptoms 
•  15 (12.9%) mild (purpura) 
•  21 (18.1%) moderate (epistaxis, post-trauma 

hemorrhage, muco-cutaneous bleeding) 
•  4 (3.4%) severe (2 hematuria, 1 gastrointestinal 

hemorrhage); platelet count: 3 - 117 x109/L 



ITP in Pregnancy: Maternal Outcome  
(Webert et al, Blood 2003 ) 

 
 	Need of therapy during 119 pregnancies: 

 
•  82 (69 %) no treatment   (plt 32-521 x 109/L) 

•  37 (31 %) therapy to increase platelet count 
(response in 46% cases) : 

      20 Ig  i.v. 
        8  Steroids 
        7  Ig  i.v,+ Steroids 
        1  anti-D Ig + Steroids 
        1  Ig i.v.+ anti-D + Steroids 



ITP	in	Pregnancy:	Maternal	Outcome	
(Webert	et	al,	Blood	2003	)	

Delivery outcomes (119): 
•  98 (82 %) vaginal         21 (18 %) cesarean section 
    Plt: 88 x109/L                  Plt: 75 x109/L     (p=0.16) 
 
•  Bleeding at partum: 4 women with blood loss > 1 L, no 

relationship with platelet count (54-321 x109/L) 
    (17 cases,15% with plt < 50x109/L at partum) 
 
•  Bleeding post-partum (74 cases): 
     2 hemorrhages, no need of transfusion 
            1 with plt 119x109/L, vaginal 

            1 with plt  39x109/L,  cesarean section 



ITP in Pregnancy: Neonatal Outcome 
•  Real incidence of thrombocytopenia not clearly 

established (ranging from 16% to 56%) 
–  No consensus on the level of platelet count required to define 

severe thrombocytopenia   (<20, < 30, < 50 /109/L) 

–  Variability in the timing of platelet count assessment 

 

•  Severe bleeding complications ~ 1% (?)  





No	Treatment		
(n	137)	

IVIg		
(n	=	47)	

Steroids	
(n	=	51)	

Maternal	age		
mean	(SD)	

	
32.7	(4.1)	

	
31.1	(4.8)	

	
30.5	(5.1)	

	

Age	at	ITP	diagnosis	
mean	(SD)	
	

	
24.9	(7.2)	

	
27.2	(6.5)	

	
26.7	(6.0)	

Maternal	pre-
treatment	platelet	
count	(x	109/L)	
mean	(SD)	
	

	
	
	
NA	

	
	
	

49	(25)	

	
	
	

50	(22)	













Splenectomized	pa>ents	
21/235	(9%)	

16/137	(12%)	no	treated	

Mean	platelet	count	at	delivery	 243	x	109/L	(	±128)	

Mean	platelet	count	nadir	 197	x	109/L	(	±135)	

Mean	neonatal	platelet	count	nadir	 189	x	109/L	(	±106)	

Neonates	<	150	x	109/L	 5	(28%)	



Partum	management	

No	treatment	 IVIg	 Steroids	

Opera>ve	vaginal	
delivery	

9/106	(8.5)	 1/35	(2.9)	 1/43(	2.3)	

Cesarean	sec>on	 53	(38.7)	 20	(42.6)	 15	(29.4)	



Neonatal	outcomes	

Treated	pregnancies	 Untreated	pregnancies	

Mean	neonatal	platelet	
count	nadir	

182	x	109/L	(	±104)	 205	x	109/L	(	±74)	
	

Cranial	ultrasound	in	25	neonates	(45%)	
2	with	intracranial	hemorrhage	(one	with	a	platelet	count	of	135	
x109/L;		one	with	a	cord	platelet	count	of	186	x	109/L	and	18	x	109/
L	3	days	aaer	



•  June 1994 
  -female patient, 11-years old 
  -platelet count: 2 x 109/L 
  -bleeding symptoms 
  -ITP diagnosis 
  -no response to PDN/Ig 

•  December 1994 
  -splenectomy: CR 

Case	n°	1:	Elisa	



•  December 2010 
  -bleeding symptoms 
  -platelet count 10 x 109/L 
  -diagnosis of relapse of ITP 

•  Weak response to PDN/Ig 
•  After 3 months (PDN 10 mg/day) 

  -platelet count ~10-15 x 109/L 
  -WBC 24.000/µL 
  -no bleeding symptoms 

•  Therapy “on demand” 
 



•  September 2011 
  - bleeding symptoms 
  - platelet count 10 x 109/L 
  - start therapy with Eltrombopag 

•  June 2012 
 - bleeding symptoms 
 - platelet count 10 x 109/L 
 - stop Eltrombopag 

•  August 2012 
  - platelet count ~10-15 x 109/L 
  - start therapy with Romiplostim 
  	



•  April  2014 
  - platelet count 90 x 109/L 
  - stop Romiplostim (pregnancy planned) 
  - relapse of ITP  
  - “on demand” treatment with Ig (transient 
response, side effects after infusions) 
   

•  February  2015 
 - start pregnancy 
 - platelet count 16 x 109/L 
 - moderate bleeding symptoms 

 
WHICH TREATMENT DURING PREGNANCY ? 	



Recommendations for the treatment of ITP in 
pregnancy		

Target platelet counts for treatment: 
 
•  Throughout the first 2 trimesters, treatment is 

initiated when: 
–  the patient is symptomatic 
–  platelet counts fall below 20 to 30 x 109/L 

 
•  Platelet count assessed monthly until 34 w 

 
 

Gernsheimer T, Stasi R. Blood 2013 



Recommendations for the treatment of ITP in 
pregnancy		

•  Oral corticosteroids or IVIg are considered first-line 
treatment (Grade C recommendation) 

•  Management options for pregnant ITP failing first line 
treatment: 
–  Combining first-line therapies 
–  IVIg + azathioprine for patients refractory to corticosteroids   

•  Splenectomy is rarely performed in pregnancy, but is 
best performed in the second trimester if absolutely 
necessary (Grade C recommendation)  

Gernsheimer T, Stasi R. Blood 2013 





Lupus. 2012 Dec;21(14):1571-4.  
Successful treatment of severe thrombocytopenia with romiplostim in a pregnant patient with 
systemic lupus erythematosus. 
Alkaabi JK1, et al. 
 
We present a case of a pregnant woman at 27 weeks of gestation with systemic lupus 
erythematosus who developed severe thrombocytopenia presenting with melena, epistaxis, 
gum bleeding and frank hematuria. She was resistant to most treatment modalities, including 
steroids, intravenous immunoglobulins (IVIG), rituximab, IV cyclophosphamide and 
eltrombopag. She responded to romiplostim with normalization of her platelet count, which 
enabled her to be delivered safely at 34 weeks of gestation. 

Obstet Gynecol. 2014 Aug;124(2 Pt 2 Suppl 1) 
Rescue therapy with romiplostim for refractory primary immune thrombocytopenia during 
pregnancy. 
Decroocq J1, et al. 
 
BACKGROUND: Primary immune thrombocytopenia is not a rare event during 
pregnancy, and it must be carefully managed to avoid hemorrhagic complications for the 
mother. After failure of first-line treatments, the teratogenicity and toxicity of other 
therapeutic agents limit the available options and treatment. 
CASES: We describe the cases of two pregnant patients with corticosteroid-refractory 
immune thrombocytopenia who were successfully treated by romiplostim, a 
thrombopoietin receptor agonist, without any fetal or maternal complications. 
CONCLUSION: Romiplostim may represent an important alternative treatment choice 
during pregnancy for immune thrombocytopenia cases refractory to first-line therapy, 
especially because of its speed of action and high efficacy 



Mul>center,	open-labeled,	single	arm	study,	aimed	to	determine	the	safety	and	
efficacy	on	rhTPO	in	pa>ents	with	steroids/IVIg	–	resistant	ITP	in	pregnancy		









•  December 2014 
  -female patient, 40-years old 
  -platelet count: 25 x 109/L 
  -mild bleeding symptoms 
  -ITP diagnosis 
  -transient response to PDN/Ig 

Case	n°	2:	Monica	



•  January 2015 
 - start pregnancy 
 - platelet count 25 x 109/L 
 - moderate bleeding symptoms 

 
 - low dose prednisone (12.5 mg/day) 
 - PLT 30-40 x 109/L during pregnancy 

 
•  Last WBC before partum: PLT 37 x 109/L 
 
 

WHICH TREATMENT before DELIVERY ?  	



Recommendations for the treatment of ITP in 
pregnancy		

Target platelet counts for treatment before 
partum: 
 

•  PLT count assessed weekly at 34 w 
 
•  ≥ 50 x 109/L (uncomplicated vaginal delivery 

with 20-25 x 109/L, but risk of cesarean 
section conversion possible)  

•  ≥ 75 x 109/L for spinal or epidural anesthesia 

Gernsheimer T et al, Blood 2013 



Recommendations for the treatment of ITP in 
pregnancy		

Therapies 
 

•  Prednisone, 1 mg/Kg b.w./day  
 
•  Intravenous Ig high dose (1 g/Kg b.w.) single infusion 

•  Combinations of IVIG, corticosteroids and platelet 
transfusions can be used  

 
•  The use of platelet transfusions before delivery in 

pregnant women with ITP has been reported in 
5%-18.9% of cases 

Gernsheimer T et al, Blood 2013 



•  October 2009 
  -female patient, 32-years old 
  -platelet count: 15 x 109/L 
  -mild bleeding symptoms 
  -ITP diagnosis 
  -partial response to PDN/Ig 

Case n° 3: Rosanna 



•  March  2013 
 - start pregnancy 
 - platelet count 25 x 109/L 
 - moderate bleeding symptoms 

 
 - low dose prednisone (12.5 mg/day) 
 - PLT 50-70 x 109/L during pregnancy 

 
•  Last PLT before partum: 75 x 109/L 

 - caesarian section for fetal distress 
 - cord platelet count : 9  x 109/L 

 
Mode of delivery ? 
WHICH neonatal TREATMENT ? 

 	



Management of delivery 
•  Mortality rate of babies <1% 
•  Incidence thrombocytopenia (< 50 x 109/L): 9%- 14.% 
•  ICH: 0% - 1.5%  
 
•  There is no evidence that cesarean section is safer than 

uncomplicated vaginal delivery  
•  Most hemorrhagic events occur 24 to 48 hours after delivery at the 

nadir of the platelet count 

The	mode	of	delivery	in	ITP	pa>ents	should	
be		

determined	by	purely	obstetric	indica>on	



Management of delivery 

•  Procedures during labor that may be associated with increased 
hemorrhagic risk to the fetus should be avoided 

 
•  The American College of Obstetricians and Gynecologists 

recommends against operative vaginal delivery in a fetus with a known 
or suspected bleeding disorder 

 
•  However, ”ad hoc” studies are lacking 
 
•  These recommendations must be balanced against risk of maternal 

and neonatal morbidity of cesarean section in the second stage of 
labor (elevation of impacted fetal head) 



Neonatal management  

•  After delivery, platelet count assayed by venopuncture of a cord 
vessel 

•  Avoid intramuscolar injections 
 
•  Transcranial ultrasonography performed on neonates with 

platelet count < 50 x 109/L 

•  In thrombocytopenic neonate a daily platelet count could be 
performed (nadir after 2-5 days) 

•  Treat (IVIg)  neonates with bleeding or with platelet count  < 20 x 
109/L 











Grazie!	


