Odgovor recezentima posle druge recenzije
Postovani, 

zahvaljujemo se na zaista korisnim savetima. Postupili smo po nalogu recezenata:

Recezent B:

Rad "Significance, aetiology and prevention of venous thromboembolism in
pregnancy and puerperium" je značajno poboljšan u odnosu na prvu verziju.
Obratiti pažnju u finalnoj lektorskoj korekciji na sitne omaške u pisanju
referenci, na primer u ref 17, Stevenson MD pisati odvojeno.

U poboljšanoj verziji rad  se preporučuje za publikaciju u časopisu VSP.
Pohvale autorima na uloženom trudu za unapređenje kvaliteta rada koji će
kliničarima koji se bave ovom problematikom biti od značajne koristi.


Za ovu poboljsanu verziju rada recezenti imaju velike zasluge, jos jednom se zahvaljujemo na sugestijama. Ponovo smo pregledali tekst i ispravili sve slovne greske koje smo uocili. Kad god se neki tekst ponovo cita, uvek se nadje po neka slovna greska, gotovo da se covek zapita da li ih ima beskonacno mnogo.

Recezent C:

- Nedostaju podaci o trombogenosti genskih  mutacije za PAI.

U odeljku Risk factors for VTE, deo o Inherited thrombophilias, dodat je sledeci pasus:

 - 4G/5G sequence polymorphism in PAI 1 (plasminogen activator inhibitor 1) gene promoter: PAI 1 is produced by endothelial, smooth muscle, liver cells and platelets and represents a principal inhibitor of fibrinolysis.  Its plasma level steadily increases during pregnancy and at term it is three fold higher than in non-pregnancy state; there is also PAI 2, produced by placenta.29,30 They both contribute to hypercoagulable state seen in every pregnancy. DVT risk could be augmented by the presence of mutation changes on 4G/5G base-pair region on PAI 1 gene, that modulate PAI 1 synthesis. 4G allele is to small to bind gene transcriptional repressors, so 4G/4G allele homozygosity leeds to three to five fold higher level of circulating PAI 1, and was associated with metabolic syndrome and a greater risk for cardiovascular and thrombotic disease.30-35 Sartar et al. report a greater risk of thrombosis both in sympthomatic  thrombophilic patients (OR 2,85, 95%CI 1,26-4,46) and idiopatic DVT patients (OR 3,1, 95% CI 1,26-7,59) with 4G/4G phenotype.36 In pregnancy, this disorder is frequently associated with FVL mutation, or antiphospholipid syndrome, or protein S deficiency, further predisposing these women to thrombosis as well as implantation failure.30,32,35,37,38
Dodato je i 12 novih referenci, medju njima i jedna iz 2014 godine, pet iz 2013.
- Takodje je potrebno tabelarno dati najnoviji predlog preporuka za tromboprofilaksu.
U odeljku Recomandations for VTE prophylaxis in pregnancy and puerperium

dodata je sledeca tabela (odgovarajuce reference su citirane u tekstu):

Table 3: Thromboprophylaxis in pregnancy / puerperium according to risk assessment

	risk degree
	risk factors
	thromboprophylaxis

	
	
	antepartal
	postpartal

	very high
	                                 AT III deficiency
 - recurrent VTE   +            or

                                        APLA

   
	high dose

LMWH
	at least

6 weeks
high dose

LMWH/warfarin

	high
	                                     documented 

                                    thrombophilia   

 - previous VTE    +              or

 (unprovoked                    positive family                        

 or recurrent                    history of VTE                                                                                            

 or idiopathic                                    or

 or estrogen-provoked)      other risk factors
 - asymptomatic    +   positive family

  thrombophilia          history of VTE

(homozygous for FVL or homozygous for prothtrombin gene mutation or combined defects)
	prophylactic or intermediate dose LMWH 
	6 weeks
prophylactic dose or intermediate dose LMWH 

	intermediate
	- previous VTE
(provoked by a transitient risk factor no longer present, without other risk factors)
- asymptomatic thrombophilia

(other than those mentioned above)
- medical comorbidities

(heart / lung / sickle cell / inflamatory disease / SLE / cancer / nephrotic sy / surgical procedure /  BMI > 40 kg/m2)
	consider

prophylactic

dose

LMWH 

(not routinely)
	7 days to 

6 weeks

prophylactic dose LMWH

	lower risk
	 - age > 35 years

 - BMI > 30 kg/m2
 - parity > 3

 - gross varicose veins

 - immobility

 - preeclampsia

 - dehydratation / hyperemesis 

 - OHSS / ART

 - multiple pregnancy 

 - smoker

 - current infection 

 - postnatal:

            - caesarean section,

            - prolonged labour

            - postpartal haemorrhage  > 1 l  

              or blood transfusion
	- with more   

  than 3 risk 

  factors:  

  consider 

  LMWH 

  prophylaxis

  dose

- with less than 3 risk factors: mobilization and rehydratation


	- with 2 or more risk factors:

at least 7 days prophylactic dose LMWH

- with less than 2 risk factors:

mobilization and rehydratation




Abreviations: AT III – antithrombin III, APLA – antiphospholipid-antibody syndrome, LMWH – low molecular weight heparin, FVL - Factor V Leiden, SLE – systemic lupus erythematosus, BMI – body mass index, OHSS – ovarian hyperstimulation syndrome, ART – assisted reproductive treatment

-… i dati tabelarni prikaz trombogenosti različitih genskih mutacija.
U odeljku Risk factors for VTE, deo o Inherited thrombophilias, dodata je tabela:

Table 1: Risk of pregnancy associated venous thromboembolism (VTE) in women with thrombophilia and without previous VTE.

	Type of thrombophylia
	Relative VTE risk

OR (95%CI)
	Estimated absolute VTE risk (per 1000 pateints)

	AT III deficiency
	 4.7  (1.3 – 17.0)
	4/1000

	Protein C deficiency
	4.8  (2.2 – 10.6) 
	4/1000

	Protein S deficiency
	         3.2  (1.5 – 6.9)
	3/1000

	Factor V Leiden

       homozygous

       heterozygous
	34.4 (9.9 – 121)
    8.3 (5.4 – 12.7)
	34/1000

8/1000

	Prothrombin G20210A

       homozygous

       heterozygous
	26.4 (1.2 – 559.2)
6.8  (2.5 – 18.8)
	26/1000

6/1000

	MTHFR C677T 

(homozygous)
	0.74 (0.22 – 2.48)
	1/1000


OR – Odds ratio 

CI – confidence interval

AT III – antithrombin III

MTHFR – methylene tetrahydrofolat reductase

Izvori su citirani u tekstu. U ovoj tabeli su  navedene one genske mutacije za koje, u dostupnoj literaturi, postoje tacni podaci.
- Takvi tabelarni prikazi su od posebnog praktičnog značaj za čitaoca.


U odeljku Medication options for thromboprophylaxis in pregnancy and puerperium, dodata je i sledeca tabela:

Table 2: Thromboprophylactic low molecular weight heparin (LMWH) dose regimen in pregnancy / puerperium

	LMWH
	subcutaneous doses (for women weighting 50 – 90 kg.)

	
	prophylactic 

(low)
	intermediate

(moderate)
	weight adjusted

(high dose)

	enooxaparin


	40 mg/24h
	40 mg/12h
	1 mg/kg/12h or

1.5 mg/kg/24h

	dalteparin


	5000 U/24h
	5000 U/12h
	100 U/kg/12h or

200 U/kg/24h

	tinazaparin
	4500 U/24h
	4500 U/12h
	175 U/kg/24h


Odgovarajuce reference su navedene u tekstu.

Jos jednom se zahvaljujemo recezentima. Ako postoje dodatne sugestije i to cemo da uvazimo.

Sa postovanjem, autori.
