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The article concludes that, compared with tranexamic acid, the Uman-complex is much more effective for the
prevention and control of massive obstetric bleeding, and also does not lead to thrombotic complications after its use.

NPOTPOMBHH KOMILIEKCH KOHIIEHTPATJIAPH BUJIAH KYIT MUKJOPJIA AKYIIEPJIMK KOH
KETUIIWUHUHI OJAUHHA OJINII
Y. 10. Ocynos, P. I1I. Ymmarosa, H. Y. badag:koHoBa
PecmyOimka MXTHCOCTAIITHPIIITAH aKYIIESPINK Ba THHEKOJIOTHS MU -aMannii THOOMET MapKasH,
TomkeHT, Y36eKHCcTOH
Yoy makonara xypa, ¥YMOH-KOMIUICKCH TPaHEKCAMHUK KHCIIOTa OMIIaH COJNMINITHUPraHa, Kyl MHUKIOpAa aKy-
HIEpJAUK KOH KETUIIMHM Ha30paT KWIMII Ba OJUMHU OJHILJA CE3WJIapiu JapakaJa camapaid dKaHJIWTH aHUKJIaHIU.
Bynnau tamkapu doiinananuiigan KeHUH TPOMOOTHK acopatiiap Ky3aTHiIMau.

MPOPUIIAKTUKA MACCUBHBIX AKYIIEPCKUX KPOBOTEUEHU KOHIEHTPATAMM
MNPOTPOMBUHOBOT'O KOMILJIEKCA
Y. 10. Ocynos, P. I1I. YmmaroBa, H. Y. badag:koHoBa
PecnyOnmkaHCKU crieliMaIn3UPOBaHHBIA HAYIHO-TIPAKTHYCCKUH MEIUIUHCKIH [ICHTP aKyIIepCcTBa M THHEKOJIOTHH,
TamikenT, Y30ekucran

CornacHO JaHHOW CTaThe, YCTAHOBICHO, YTO Y MaH-KOMITICKC 3HAYUTENBHO 3(h(heKTUBeH B O0ph0e ¢ MacCcHB-
HBIM aKyIIEpCKUM KPOBOTEYEHUEM U €r0 NPeIOTBPALIEHUH 10 CPABHEHUIO C TPAHEKCAMOBOM KHCIOTOH, KpOME TOTrO
MoCJIe €r0 MPUMEHEHHS TPOMOOTHUECKHUE OCIIOKHEHUS He HaOII0AaITUCh.

Every situation that can be predicted can be prevented. Prevention of MOB should be carried
out at the stage of preconception preparation. In the presence of a scar on the uterus, placenta in-
growth or placenta previa, it is necessary to monitor the integrity of the muscles of the uterus
through ultrasound or MRI. In cases of suspicion of the above risks, plan observation and delivery
in a level III clinic.

Prevention of PDNLP and pre-eclampsia should be carried out from the antenatal period,
where it is necessary to assess uteroplacental blood flow, correct BCS from early pregnancy until
delivery.

According to the WHO recommendation, MOB analysis should be carried out not only ac-
cording to the protocols of confidential analysis of maternal deaths, but also according to NEAR
MISS indicators (eng - “barely survived”), or all critical cases of massive obstetric bleeding that
developed during pregnancy, during childbirth and during 42 days after them. Together, "near
miss" and maternal mortality make up the so-called. maternal outcomes [4].

Serious changes have taken place in the Republic of Uzbekistan over the past three years.
Increasingly, extragenital diseases are becoming the cause of maternal death (26.6%). However,
massive obstetric hemorrhages continue to occupy a leading place in the loss of maternal life
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(22.7%). Severe forms of preeclampsia also continue to be the most formidable life-threatening
conditions (19%). Consistently high figures in the MOB structure continue to be occupied by con-
genital and acquired disorders of the blood coagulation system, the so-called. coagulopathy and
systemic diseases (systemic lupus erythematosus). In the last decade, there has been an increase in
the incidence of coagulopathic bleeding from 0.9% to 2.1% per 1000 births [2].

It should be noted that massive obstetric bleeding is characterized by the suddenness and
speed of blood loss, which, in the presence of extragenital pathology and / or pathology of preg-
nancy, leads to the rapid development of coagulopathy, the development of shock and MODS
(multiple organ failure syndrome). Almost any obstetric bleeding exceeding 25% of the CBV leads
to the development of consumption coagulopathy, or more precisely, to coagulopathy due to acute
loss of components that provide blood aggregation, or the so-called. syndrome of disseminated
blood coagulation. First of all, in the laboratory, this is expressed by a significant decrease in all
factors of BCS, including a decrease in the number of platelets and their aggregation properties
[7].

The same occurs in severe preeclampsia, liver disease, and congenital and acquired coagulo-
pathic conditions. However, in this contingent of pregnant women and puerperas, massive obstet-
ric bleeding develops initially due to coagulopathic disorders.

In modern obstetric practice, the issue of assessing the state of the blood coagulation system
is acute. Performing a standard hemostasiogram is difficult in most level II obstetric facilities, and
takes more than 50 minutes in level III facilities. With MOB, laboratory assessment of the state of
hemostasis should be accessible, reliable and fast. That is why, in the national standards in the Re-
public of Uzbekistan for combating bleeding, the bedside test (Lee-White test) continues to be rel-
evant.

Thus, dynamic monitoring in the antenatal period should include: - systematic monitoring of
the state of the BCS, the number of platelets and their aggregation properties, determination of the
level of homocysteine, the content of antiphospholipid antibodies, genetic markers of thrombophil-
1a, indicators of vascular resistance in the uteroplacental blood flow from the III trimester of preg-
nancy up to childbirth [2].

From the literature sources, autoplasma transfusion is actively used in a number of countries
for the prevention of massive obstetric bleeding associated with coagulopathy. The use of fresh
frozen plasma for bleeding caused by pathology in the BCS is the most pathogenic, because plas-
ma contains all the necessary factors to ensure proper blood aggregation. The use of autoplasma
does not carry the risk of infection of the recipient, prevents post-plasma transfusion complica-
tions, and is more cost-effective than the use of donor plasma preparations [6].

However, the procurement, storage and transportation of autoplasma, as well as donor plas-
ma and its components, also presents significant difficulties. First of all, the duration of storage of
autoplasma from the moment of harvesting to its use is unknown. And violations of the conditions
for the duration of storage can lead to unpredictable consequences of its use. With regard to donor
plasma or its components, it does not exclude the risk of infection of the recipient with formidable
viral diseases, including HIV and hepatitis.

Tranexamic acid has also been successfully used in a number of countries to stop or prevent
MOB. It should be noted that tranexamic acid is included in the WHO list of essential medicines.
The antifibrinolytic effect of tranexamic acid consists in the reversible blocking of lysine binding
sites on the plasminogen molecule, which prevents its conversion into fibrinolysin (plasmin), and
also prevents the combination of plasmin and tissue plasminogen activator with fibrin. This pro-
vides suppression of fibrin degradation. In addition, tranexamic acid enhances collagen synthesis,
which enhances the stability and strength of the thrombus. But, according to the researchers, the
effectiveness of the action is significantly reduced 12-16 hours after the administration of the drug.
Repeated administration of tranexamic acid prolongs the main effect of the drug. The most com-
mon complications in the form of nausea, vomiting, diarrhea, allergies and orthostatic collapse are
observed in isolated cases. The most formidable complication in the form of deep vein thrombosis
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was also recorded very rarely (3.5).

Since 2020, SSAPMC of Obstetrics and Gynecology of the Ministry of Health of the Repub-
lic of Uzbekistan has conducted clinical studies to evaluate the effectiveness of preventing bleed-
ing in pregnant women at risk for massive obstetric bleeding registered in the Republic of Uzbeki-
stan. concentrate prothrombin preparation Uman-Complex D.I. (Uman Complex D.i) by KEDRI-
ON S.p.A. (Italy).

The main group consisted of 10 pregnant women with a decompensated form of liver cirrho-
sis and 10 pregnant women with congenital thrombocytopenia, who, in order to prevent massive
bleeding, 24-36 hours before delivery, received Uman-Complex PCC in the amount of two doses.
The drug represents a balanced complex content of the three main human blood coagulation fac-
tors - I, IX, X. The pharmacological effect of the drug is hemostatic. PCC compensates for the
lack of blood coagulation factors and eliminates hypocoagulation in patients with its deficiency.

The comparison group consisted of 20 patients with liver cirrhosis and congenital thrombo-
cytopenia, who received tranexamic acid according to the standard scheme to prevent bleeding a
day before the expected birth.

Clinical and laboratory studies included complete blood count (CBC), blood coagulation
analysis (BCS) with platelet count, international normalized ratio (INR), bedside test (Lee White
blood test), calculation of blood loss, volume of transfusion of blood components and so on.

The most common complication in pregnant women with a high risk of massive obstetric
bleeding is placental abruption (PDNLP). This is primarily due to the low aggregation potential of
the blood and dysfunction of endotheliocytes. Injury of the soft birth canal is an expected compli-
cation of childbirth, potentially threatening MOB only if it is diagnosed late, or if bleeding devel-
ops, which has a coagulopathic character. Since this contingent of women has the highest risk of
developing coagulopathic bleeding, a comparative assessment of the effectiveness of the PCC
Uman-complex and Tranexamic acid for the prevention of MOB was the purpose of our study.

Of the laboratory parameters, the decrease in Hb - (76-91) g/l, Ht<22, the number of erythro-
cytes <2.2 drew attention. In biochemical analyzes, there was a decrease in total protein <48 g/1, an
increase in the normative indicators of direct and indirect bilirubin and enzymes. The state of BCS
in pregnant women at risk for MOB indicates that there was a significant decrease in the number
of platelets (111£21) thousand units; in pregnant women with liver cirrhosis, (99+29) thousand
units. — in women with thrombocytopenia (p<0.1). Fibrinogen levels decreased to 1.5-1.8 g/I,
platelet aggregation decreased to 45-60%. Clinically, this was manifested by gingival and nasal
bleeding, post-injection hematomas and petichial hemorrhages on the mucous membranes and skin
of varying degrees of intensity. The Lee-White bedside test exceeded 12 minutes (12.5-16.0) in
almost all pregnant study groups.

All pregnant women of the main and compared groups were consulted before delivery by
highly qualified hepatologists, infectious disease specialists and hematologists. All pregnant wom-
en were delivered conservatively through the natural birth canal at 35-38 weeks of gestation.

In the intensive care unit of the SUPSSAPMCOIG, 24-36 hours before the expected birth,
intravenous administration of PCC Uman-complex - 400 IU and Tranexamic acid - 1.0 intrave-
nously by drip was carried out, according to the scheme recommended by the manufacturers.

After the use of the drugs, clinical and laboratory monitoring of the clinical manifestations of
hemorrhagic syndrome and laboratory blood parameters was carried out. After the introduction of
two doses of the PCC Uman-complex, all patients noted the disappearance of gingival and nasal
bleeding. After the introduction of tranexamic acid, gingival and nosebleeds were not observed in
7 out of 10 pregnant women, in three patients the intensity of bleeding from the gums and nose
decreased significantly, but didn't disappear.

In laboratory parameters, a slight increase in the number of platelets draws attention, but this
was not significant. However, aggregation of blood increased significantly. This was manifested
by an increase in fibrinogen levels up to 2.4-3.5 g/, an increase in platelet aggregation up to 71-
92%. Lee-White bedside test scores dropped to 6-8 minutes.
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Complications observed in childbirth are presented in table No. 1. Injuries of the birth canal,
both in the main and in the comparison group, were observed in two puerperas in the form of rup-
tures of the soft birth canal and perineum of the Ist degree. In all cases, the volume of blood loss
did not exceed 150.0+30.0 ml. However, he draws attention to the fact that in women, in order to
prevent bleeding in the prenatal period, the PCC Uman-complex was used, after restoring the in-
tegrity of the vaginal and perineal mucosa, reliable hemostasis was clinically fixed, despite a sig-
nificant decrease in the number of platelets. In BCS, fibrinogen levels exceeded >2.8 g/l, platelet
aggregation rates >84%. Blood clotting time according to Lee-White did not exceed 8 minutes.

In puerperas of the comparison group, who were treated with tranexamic acid to prevent
bleeding, clinically hemostasis after restoring the integrity of the tissue in the perineum was mani-
fested by slight spotting bloody discharge from the wound. The number of platelets, as in the main
group, was below 76 thousand. Fibrinogen levels were in the range of 2.4-2.8 g/, platelet aggrega-
tion was above 72%. The time of formation of a clot according to Lee-White is within 9-10
minutes.

The most formidable complication in the form of placental abruption in the first stage of la-
bor was noted in a woman with liver cirrhosis, where tranexamic acid was used to prevent MOB,
which required emergency abdominal delivery. The volume of blood loss before delivery was esti-
mated at 200.0 ml. Two doses of FFP were administered intraoperatively. The total volume of
blood loss was estimated at 650.0 ml.

A complication of the third stage of labor in the form of hypotension and atony of the uterus
was recorded in only three women. The standard treatment of uterine hypotension was carried out,
approved by the protocol of the Ministry of Health and the standard of the SURSSAPMCOIG. In
one woman of the main group with liver cirrhosis, the volume of total blood loss was estimated at
350.0 ml. External-internal massage on the fist with the simultaneous use of uterotonics allowed
for an increase in tone and stable hemostasis. Of the two patients in the comparison group, in one
conservative methods of increasing the tone were sufficient to stop bleeding. The volume of blood
loss was estimated at 500.0 ml, which required the additional use of uterotonics and repeated intra-
venous administration of trenexamic acid and infusion solutions to replenish the CVB. In one case,
continued bleeding required surgical hemostasis. Laparotomy with uterine extirpation provided
reliable hemostasis. Intraoperatively, in order to ensure reliable hemostasis, the patient additionally
underwent intravenous transfusion of tranexamic acid-1.0 and FFP in the amount of two doses.
The total blood loss in the patient of the comparison group was 1200.0.

Fibrinogen values in the patient of the main group after bleeding relief amounted to 2.4 g/l,
platelet aggregation - 72%, Lee-White clotting time 8.35 sec. In the patient of the comparison
group, who had enough conservative measures to ensure hemostasis, fibrinogen values were 2.1 g/
1, platelet aggregation was 66%, the Lee-White clotting time was 9.20 sec.

In a patient with bleeding requiring surgical treatment, fibrinogen levels decreased to 1.8 g/
L, platelet aggregation was 51%, the Lee-White thrombus formation time exceeded 12 minutes.

In pregnant women of both groups with thrombocytopenia, coagulopathic bleeding was ob-
served during childbirth in one patient of the main group, and in three women of the comparison
group. To stop bleeding in all patients, conservative measures were sufficient to increase the ag-
gregation properties of blood. In one patient of the main group, after the placenta was released,
one-stage bleeding in the amount of 400.0 ml was noted. Standard measures with repeated intrave-
nous administration of oxytocin 10 units. and PCC Uman-complex made it possible to achieve re-
liable hemostasis five minutes after the administration of drugs.

In three patients of the comparison group, immediately after separation and separation of the
placenta, bleeding was noted in the amount of 350.0-550.0 ml. Immediate standard measures to
stop bleeding, which required repeated intravenous administration of uterotonics and tranexamic
acid in a volume of 2.0, did not allow achieving stable hemostasis in two patients. Only after an
additional transfusion of FFP in the amount of one dose, it was possible to stop the bleeding.

The indicators of BCS in the main group before the use of PCC Uman-complex recorded a
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decrease in fibrinogen to 1.8 g/l, platelet aggregation 68%, clotting time according to Lee-White
10.40 sec. After the use of the PDA Uman-complex, fibrinogen levels increased to 2.4 g/l, platelet
aggregation was 88%, the Lee-White clot formation time was 8 minutes. In the comparison group,
all three patients with profuse bleeding had a decrease in fibrinogen <1.7 g/l, platelet aggregation
was less than 70%, and the Lee-White clotting time was more than 12 minutes. After carrying out
emergency standard measures to stop bleeding by additional administration of uterotonics and
tranexamic acid, one and after the introduction of FFP, two puerperas managed to significantly
increase the aggregation indicators of BCS. Fibrinogen levels exceeded 2.2 g/l, platelet aggrega-
tion up to 82%, the Lee-White time was reduced to <8.32 sec.

In the postpartum period, there were no repeated episodes of bleeding in both groups. How-
ever, on the 4th day after delivery, one patient of the comparison group had clinical signs of deep
vein thrombosis of the leg of the right leg, which required a consultation with a vascular surgeon
and additional treatment and rehabilitation measures to stop thrombosis. This patient had a sharp
increase in platelet aggregation to 93% and a Lee-White clotting time < 5.20 seconds.

Thus, compliance with approved national protocols and local clinical standards for the pre-
vention of massive obstetric bleeding in pregnant women and parturient women at risk should in-
clude drugs that increase blood aggregation properties. The most effective of them should be rec-
ognized as a concentrate of the prothrombin complex Uman-complex, which has proven itself as a
tool that reliably provides a stable increase in blood aggregation characteristics. Compared to
tranexamic acid, Uman-complex is much more effective for the prevention and control of MOB,
and also does not lead to thrombotic complications after its use.
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