ODGOVOR RECEZENTIMA SA DETALJNIM KOMENTAROM KOREKCIJA 

recezent B

General comment: 
Rad je prihvatljiv za publikaciju uz izvršene popravke
Zahvaljujemo se recezentu. Izvršili smo sve tražene popravke.
Drugi pasus: u rečenici The most significant consequence of VTE is massive
PE. wich ends by sudden death in 20%, dodati may ispred ends

Rečenica sada glasi: The most significant consequence of VTE is massive PE, which may end by sudden death in 20% of cases, leaving no time for any medical intervention.10
U odlomku Inherited thrombophyllias, u rečenici: In pregnancy it increase
the risk of VTE 3-10 times ... na kraju odlomka dodati referencu iz koje je
preuzeta

Dodato, referenca 8: 8. Weitz JI. Prevention and treatment of venous thromboembolism during pregnancy. Catheter Cardio Inte 2009;  74 (S1):  S22-S26.

Pokušati da se u odredjivanju procenta onih koji imaju deficit proteina
S,C, antitrombina definiše koji je udeo svakog ponaosob ( napisano zbirno
manje od 10%), postoji klinički razlog da se ovi deficiti posebno
definišu.


U okviru razmatranja naslednih trombofilija je dodato sledeće:
Protein S, protein C and antithrombin (AT III) deficiency are less common. Prevalence of AT III deficiency in women with pregnancy-associated VTE is 1-19%, prevalence of protein C deficency 2 – 14%, and for protein S deficiency 1 – 12% .11

…

In cases of protein C and protein S deficiency the risk of VTE is increased 2-4 and 3 fold respectively.8
…

Estimated absolute risk of pregnancy-associated VTE in thrombophylic women without prior VTE (Odds ratio) is 34,4 for FVL homozygosity, 8,32 for heterozygosity; 26,6 for homozygous prothrombin gene mutation,6,8 for heterozygous; 4,76 for antithrombin, 4,76 for protein C and 2,19 for protein S deficiency.9,20 Based on these estimates,  American College of Chest Physicians  (ACCP)  recommended in cases of thrombophylia with no prior VTE,  antepartal low molecular weight heparin (LMWH) prophylaxis only for  homozygous women with FVL or prothrombin gene mutations, who have a positive family history for VTE.26
Popraviti omašku u kucanju reči thrombophrophylaxis, u rečenici koja
počinje: Fabinger et al. Koristiti samo

Omaška je ispravljena. Iza pomenute rečenice je dodato i: 

In their retrospective cohort study Van Vennep et  al.33  tried to evaluate effectiveness of low dose LMWH prophylaxis in woman with intermediate risk for VTE (during six weeks postpartum) and with high risk (during entire pregnancy and six weeks postpartum). They had 5,5% VTE recurrence, all in high risk groop and concluded that low dose LMWH might not be sufficient in high risk pregnant patients. Stratta et al. 34  emphasize that it is important to estimate the risk properly and determine the appropriate LMWH dose and dosing regimen (once/twice daily) for each risk level.  
Koristiti samo? 

U pismu koje smo dobili od Redakcije nedostaje deo ove rečenice. Ako su potrebne dodatne ispravke, vezane za ovo, biće učinjene..
Objasniti skraćenicu IUGR ( intrauterine growth restriction)
Skraćenica IUGR je prethodno korišćena u tekstu (prethodna strana) i objašnjena kao , fetal intrauterine growth restriction (IUGR):
It should be mentioned that the inherited thrombophilias are involved in development of other obstetrics complications associated with insufficient feto-maternal circulation, such as early and late abortion, preeclampsia, placental abruption, fetal intrauterine growth restriction (IUGR). 25, 29-31

Koristiti samo jednu skraćenicu za antiphopholipid antibody sindrom
Obrisana je skraćenica APS, ostavljeno APLA. Na kraju odeljka o APLA je dodata preporuka iz 2012. koja se odnosi na APLA. 
ACCP recommends antepartum administration of heparin combined with low-dose aspirin (75-100mg/day).26
ref. 26: Bates SM, Greer IA, Middeldorp S, Veenstra DL, PrabulosAM, Vandvik PO.

VTE, thrombophilia, antithrombotic therapy and pregnancy. Antithrombotic therapy and prevention of thrombosis. 9th ed. American College of Chest Physicians Evidene-Based Clinical Practice Guidelines. CHEST 2012;141(2 Suppl): e691S-e736S.
U istom poglavlju, na kraju pasusa o ART, dodata je preporuka ACCP iz 2012.(ref.26):

In cases of pregnancies after ART routine thromboprophylaxis is not recommended, but in cases of OHSS, LMWH prophylaxis is recommended after a resolution of a syndrome.26
U istom poglavlju, nakon odeljka o preeklampsiji, dodat je pasus o gojaznosti kao faktoru rizika:

Among other risk factors (advansed age,parity, maternal comorbidity etc) maternal obesity should not be forgotten, because it is global epidemic nowadays.43 Hypercoagulability, venous stasis and endothelial function in pregnancy are exacerbated by obesity. Body mass index (BMI) over 30kg/m2 increases the risk for VTE 1,5-5,3 fold 5,7, so it is recommended that all  women with morbid obesity (BMI over 40kg/m2) should receive  seven days postpartal LMWH prophylaxis.4,32,43  In cases of increased body mass higher LMWH doses may be needed, but dose estimation according to actual body weight could lead to overdosing. In such cases it would be wiser to use lean body weight for appropriate dosing, with plasma anti-factor Xa level monitoring.43
U poglavlju Medication options for thromboprophylaxis, predzadnji odlomak na
strani napisati completely ( e umesto i)

Ispravljeno.
Korigovati unošenjem novih literaturnih podataka rečenicu: At least 36h
before labour induction or Cesearean section LMWH should be stopped.
Najnovije preporuke ACCP 2012, VTE, Thrombophyllia, antithrombotic therapy and pregnancy, iz časopisa Chest 141 (2).. navode da LMWH treba prekinuti najmanje 24 h posle primene " adjusted dose" LMWH. Objasniti da u slučaju renalne insuficijencije može postojati produženo vreme eliminacije LMWH i da tada treba čekati duže do intervencije, raditi analizu anti Xa za
monitoring efekta. Navesti specifičnosti pri primeni niskih profilaktičkih
doza LMWH u odnosu na prekid terapije pre elektivne operacije. 

Unete izmene i dodaci u delu o heparinu:
             Nevertheless, in certain situations  LMWH dose adjustment is necessary and that demands antiXa level assessment. Pregnancy changes LMWH pharmacokinetic. Together with the increase of cardiac outpt and plasma volme, glomerular filtration rate progressively increases from first trimester; at term it is 50-60% higher than in non-pregnant state, with increased volume of distribution and drug clearance.34  This could result in subprophylactic anti-Xa level in 26%of patients.6,7,34 Anti-Xa activity is inversely related to body weight,so, in cases of maternal obesity LMWH doses should be modified.14,43 On the other hand, in patients with renal disease and creatinine clearance below 30ml/min, standard LMWH doses may lead to accumulation of heparin, higher anti-Xa level and increased risk of bleeding. In such cases LMWH dose should be reduced (based on anti-Xa level) or UFH used instead.18,26,50
             According to dose regimen, LMWH doses used for VTE prophylaxis in pregnancy could be prophylactic (for example dalteparin 5000units or enoxaparine 40 mg, subcutaneously every 24 hours), intermediate (dalteparin 5000 units or enoxaparine 40 mg, subcutaneously every 12 hours) or adjusted ( dalteparin 200units/kg once daily or 100units/kg/12h; enoxaparin 1mg/kg/12h).26
…

Cutaneous allergic reactions (delayed type 4 hypersensitivity reaction) occur more frequently in pregnancy (1,8-29%) than in general population, but they are seldom severe.26  This problem may be resolved by switching to another LMWH preparation or danaparoid or fondaparinux.1,58  

…

64  LMWH discontinuation is recommended 24 hours before induction of labour or planned Cesarean section.7,26,64  High risk patients can be converted to intravenous UFH (aPTT monitoring required), which can than be stopped 4 – 6 h before the induction of labour.1,6,26,62  If hemostasis is adequate, thromboprophylaxis could be continued 6-12 h after vaginal and 12-24 h after Caesarean delivery.  1,4,7,9,26,32,62,64

           With increased use of neuraxial anesthesia in labor, we should be aware of its possible complication – spinal hemathoma with subsequent paraplegia.65  In order to reduce the risk of such event, epidural cateter can safely be inserted 12 h after prophylactic and 24 h after therapeutic LMWH dose; it can be remowed 12 h after the last dose.4,7,16,63 Anticoagulation can be restarted  4 – 24 h after cateter remowal.   8,9,20,27,32,50,63,66
...

U istom poglavlju, odeljak o danaparoidu, dodato je:
In newest ACCP recommendations danaparoid is suggested over lepirudin or fondaparinux for treatment of HIT during pregnancy.26,67
A u odeljku o fondaparinux-u rečenica:

It  has been used in pregnant patients with HIT.57
U odeljku o GCS dodato je:

Using GCS also reduces the risk of postthrombotic syndrome.2
Dodati referencu iz koje su preuzeti citati u rečenici Patients with very
high VTE risk are those with previous VTE ... i sledećoj rečenici koja
počinje sa For them, antepartal high dose ...
Takođe i u narednim odlomcima nedostaju reference

Sve ovo je navedeno u ref. 32 (RCOG), koja je sada navedena na kraju svakog odeljka.. Još uvek nema novijeg vodiča RCOG-a:

Patients with very high VTE risk are those with previous VTE on long term warfarin/ AT III deficiency/ APLA with previous VTE.  For them, antepartal high dose LMWH and at least 6 weeks postpatral LMWH or warfarin are recommended.32

In high VTE risk are  women with previous recurrent or unprovoked or estrogen provoked VTE, previous VTE with thrombophillia or with familly history of VTE and those with asymptomatic thrombophillia. For them antepartal  and 6 weeks postpartal LMWH prophylaxis is recommended.32

Women with intermediate VTE risk are those with single previous VTE provoked by transient risk factor no longer present, without thrombophillia, family history, or other risk factors and those with mild asymptomatic thrombophillia or with medical comorbidities, or BMI over 40kg/m2. In this group consider antepartal  LMWH prophylaxis and apply 7 days - 6 weeks postpartal prophylaxis.32

Lower risk group consists of women older than 35 years, with BMI higher than 30 kg/m2, or systemic infection, or OHSS, preeclampsia, ART, immobility, varicous veins, multiple pregnancies, operative delivery, postpartal blood loss more than 1000 ml. If there is a combination of more than three of those risk factors ante partum and more than two postpartum, LMWH prophylaxis is given ante partum and at least 7 days post partum.32 If there is less than three factors ante and two postpartum, early mobilization and rehidratation are sufficient.32
Bibliografija / Reference:
: 
dobra, ali se savetuje da dopuni novim literaturnim podacima
, na primer Bates SM, Greer I, Middeldorp S et al. VTE, thrombophillia,
antithrombotic therapy, and pregnancy. Chest 2012;141 (2) (suppl): e691-736S

Dopunjeno novim podacima (25 novih referenci: 5 iz 2010., 9 iz 2011., 5 iz 2012. i 6 iz 2013).
Predlog da se iz apstrakta, druga rečenica briše ( Trudnoća je sama
sebi visoko trombogena ... ,), isto će biti objašnjeno u tekstu.

Uradjeno. Abstrakt je nestruktuiran, kako je i navedeno u uputstvu autorima. 

Korišćenje warfarina u trudnoći je strogo ograničeno zbog
efekata štetnih po fetus, naročito u prvom trimestru i poslednjem mesecu
trudnoće.

Navedeno:

U rečenici: za trudnice u grupi visokog rizika se preporučuju
profilaktičke doze.. post partum staviti u italic ili koristiti srpski
prevod. 

Uradjeno.

Virhovljeva trijada se piše Virchow's triad, popraviti u tekstu na
engleskom.

Ispravljeno. Svaki put kada se neki tekst pročita, pronadje se neka nova štamparska greška. 
Smanjiti broj ključnih reči

Nove ključne reči:

Key words: pregnancy, venous thromboembolism, thromboprophylaxis. 
Iz pisma redakcije se vidi da sistem dodeljuje ključne reči. Mi smo postupili po nalogu recezenta.
Rad ima veliku kliničku važnost, treba ceniti veliki trud autora da
sistematizuju dosadašnju literaturu i stavove o profilaksi venskog
trombembolizma u trudnoći, ali je pre publikacije potrebno izvršiti
određene ispravke i dopune literaturnih podataka, zameniti stare preporuke
iz 2008. godine, novijim iz 2012. godine

Ranija referenca br. 45 (Bates 2008) je zamenjena novijom iz 2012 (ref. br. 26)
Dodatni Komentari Ukoliko želite dodajte  dopunske  komentare
(uključujući i komentare, sugestije, sugestije na internetu dodatne
materijale, ukoliko postoje postoje): 
Rad visokog prioriteta za publikaciju zbog značajnosti problematike u
kliničkoj praksi, ohrabriti autore da izvrše korekcije i objave rad. U
tome će imati pomoć recenzenta

Zahvaljujemo se recezentu na konstruktivnim i dragocenim primedbama. 

