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Pesiome

bonesHb BunnebpaHga (bB) — Hanbonee pacnpocTpaHeHHas HacneaCcTBEHHAs reMoppa-
rmyeckas remoctasuonatus. [iuarHo3 BB 6a3npyeTcsi Ha OLeHKe KJIMHUYECKUX MPOosB-
NEHWI, CEMENHOTO aHaMHe3a, AaHHbIX abopaTopHoro obcnegoBaHus. B cBs3u ¢ pasHo-
obpazmem KNMHNYECKUX 1 N1abopaTOPHbIX NPOABNIEHNI 3a601eBaHMSA C LIeSIbIO CKPUHMHTA
cneynduUecKnx anob 1 aHamHe3a PasINYHbIMU LLeHTpamMu pa3paboTaHbl HECKONBbKO Ba-
PUaHTOB GaNfbHbIX LKaJ, KOTOPblE MOMOrAT Bpayy BbIABUTb MOTEHLMANbHbBIX NaLueH-
T0B C bB. Pa3Ho06pa3ure 06bACHAETCS NONYASLUOHHBIMM OCOOEHHOCTAMY MY TaLMIOHHOTO
CTaTyCa, YaCTOTOWN BCTPEYAEMOCTU Pa3nMYHbIX TUMOB BB 1 0cO6EHHOCTAMM KNMHUYECKIMX
nposBneHnin. AKTyaslbHOCTb pPa3paboTKM U NCMOJIb30BaHMA B NEPBUYHOM CKPUHUHTe BB
METOAA aHaNM3a *anob 1 remopparnyeckoro aHamHesa nauveHTa B BUAE OpUTMHaNbHOM
6annbHOW WKasnbl 06ycnoBiieHa HeOOXOAMMOCTBIO MOBbILEHNA BbISBIAEMOCTY 3ab0neBa-
Hua B Pecnybnuvike benapycb. BHegpeHne meToga paHHel gnarHocTnk BB no3sonut He
TOSIbKO YNYYLNTb BbIABAAEMOCTb AaHHOW NaTONOMMK1, HO M NOBLICUTb KaYeCTBO MegnLH-
CKOW NOMOLLM AaHHOW KaTeropmu nalmeHToB.

Marepuanbl n metopbl. B nccnegosaHnm NpuHAny yyactme 128 nauneHTtos: 47 nauu-
€HTOB C YCTAHOBJIEHHbIM AnarHo3om 6onesHy Bunnebpanfa (rpynna uccnegoBaHus),
81 npakTnyeckn 300POBbIN YenoBek (rpynna cpaBHeHua). Cpean MauMeHTOB rpymnmbl
nccnepnoBaHus 6610 34 KeHWKHbI (72,3%) 1 13 My»KuuH (27,7%). Mpynna KOHTpons Tak-
e B 60JIbLUMHCTBE Oblna NpeAcTaB/ieHa NIMLaMK XXeHCKOro nosa — 65 yenoeek (80,2%),
My>CKoro nona - 16 uenosek (19,8%). Cpeamn »KeHLWWH rpynnbl UCCeQoBaHNA pofabl
6bUIM OTMEYeHbI Y 24 nauuneHTok (70,6%), cpenm rpynbl UCCefoBaHUs — y 58 XeHWwnH
(89,2%). CpegHuin BO3pacT NaLUeEHTOB B rpynne ncciegoBaHma coctasun 43 (35-52) roaa,
B rpynne cpaBHeHusa — 40 (29-57) net. [pynnbl Obify CONOCTaBMMbI O BO3PAcTy U Nony
(p>0,05). NaymeHTam rpynnbl UCCIeAOBAHNA U CPaBHEHUA NPeaoCTaBAANCA ANA 3aMnosHe-
HUA OMPOCHUK AN1A OLEHKN BblPa)KeHHOCTN reMmopparmyeckoro CMHAPOMa, BKOYaoLwWwmum
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napameTpbl 6anIbHON LWKanbl OLEHKN FeMOPPArnYeckoro CMHAPOMA, a TakXKe AOMOHK-
TefIbHO NofobpaHHble MoKasaTenu: Hannume xenesoaedMumMTHON aHEMUN B aHaMHe3e,
SHAOMETPUNO3a (ANA XKEeHLMH), MMOMbl MaTKM (818 KEHLWWH), KNMHUYECKUX NPOABEHUI
reMoppos, A3Bbl »KeNnyJoUYHO-KMILEYHOrO TPAKTa, YKa3aHU Ha TpaHCPY3Mi0 JOHOPCKMX
SPUTPOLINTOB.

PesynbraTbl. B COOTBETCTBMM C NpeAcTaBfieHHbIMU pe3ynbTaTamn Cpeamn nauueHToB C
YCTaHOBNEHHbIM AnarHo3om 6onesHn BunnebpaHaa 3HauMMo GONbLUMIA OTHOCUTENIbHO
rpynnbl CpaBHEHNA YAENbHbIA BeC /UL C HOCOBbIMU KPOBOTEUEHUAMU, CUHAKaMU, Ha-
nMynem KpoBOoTeUYeHWI U3 NMOBEPXHOCTHbBIX PaH, N3 NOIOCTU PTa, XenyAoUHO-KMLLIEYHbIX
KpPOBOTEUEHUI, KPOBOTEUEHWIA NPY YAaneHnn 3y60B, NP BbINOAHEHUN XUPYPTUYECKMX
BMeLlaTeNbCTB, MOCNEPOAOBbIX KPOBOTEUEHM, MOJKOMHbIX Y BHYTPMMbILLIEYHbIX KPOBO-
W3NNAHUIA, FeMapTPO30B, a TakXe L, C yKa3aHeM Ha Hanuune TpaHcdy3nm fOHOPCKMX
3pPUTPOLUUTOB B aHaMHe3e C LieNblo KYNMPOBaHWUA BblPaXXeHHOro aHeMUYeCKoro CUHAPO-
Ma Mo CPaBHEHWIO C NPAKTUYECKM 300POBbIMM NnLaMm. Takum obpa3om, yKasaHHble na-
pameTpbl 6b1IM pacLieHeHbl Kak pakTopbl prcka Hanuumna 6onesHn BunnebpaHga y nauu-
€HTOB rpynnbl cpaBHeHUsA. B gnarHocTtrke 6one3Hun BunnebpaHaa 6annbHan oueHKa Bbl-
paKeHHOCTW remopparmyeckoro cCMHapoma =4 nmeet yyscTeutenbHoctb 100%, cneun-
$MUYHOCTL — 87%, NONOXMTENIbHOE NPOrHOCTUYECKoe 3HadeHne — 0,20, oTpuuaTenbHoe
nporHocTnyeckoe 3HayeHve — 1,00. Cpean npeacTaBuTenein rpynnbl CPaBHEHUA — NpaK-
TUYECKN 300POBbIX NunL, — Y 24 yenoBek (29,6%) oueHKa remopparnyeckoro CMHAPoOMa
cocTaBuia =4 6annoB. YKasaHHble NauuneHTbl 6bIM HanpaBfieHbl Ha foobcnefoBaHne K
Bpauy-remaTonory no mMecty Xutenbcrtsa. /13 24 yenosek y 13 nauymeHTtoB (54,0%) akTvB-
HocTb dakTopa BunnebpaHpa (PB) coctaBuna <50% (o1 15% po 35%), uto € yueTom Hanu-
ynA remopparnyecknx NPOABAEHUN ABUIOCb OCHOBaHMEM ANA NOCTaHOBKM AnarHo3a bB.
3aknioueHune. [pegnoxeHHble B BMAE OMNPOCHMKA NapaMeTpbl reMmopparnyecknx npo-
ABneHnin bB n 6annbHaA WKana OUEHKN BblPaXKeHHOCTM remopparnyeckoro CMHapoma
MMEIOT BbICOKYIO UYBCTBUTENbHOCTb M CneunduyHOCTb B AMarHOCTMKe 3ToW Hamnbonee
pacnpocTpaHeHHOW reMopparmyeckon remoctasmonatnm. Hannume y naymeHTta remop-
parnyecknx NPosABAEHNIA MO NPeASIOKEHHON LWKane, BblPaXXeHHOCTb KOTOPbIX =4 6annos,
ABNAETCA NOKa3aHMEM K BbIMOSIHEHMIO TABGOPATOPHbIX ANArHOCTUYECKNX NCCNEROBAHNIN.
Takum obpasom, obecneunBaeTcs 06bEKTVBU3ALUA NEPBUUYHOTO CKPUHWHIA NaLMEHTOB 1
NCKNoYaeTcst He0O6OCHOBAHHOE BbIMOSIHEHME JOPOrOCTOALMX MCCIeAOBAHMIA MALMEHTAM
C He3HAUYMTENIbHOW KPOBOTOUMBOCTbIO 1 6e3 TaKOBO.

KnioueBble cnoBa: 6one3Hb BunnebpaHpga, remopparnyeckue npoasneHns, bannbHas
WwKana
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Abstract

Von Willebrand disease (VWD) is the most common hereditary hemorrhagic
hemostasiopathies. The diagnosis of VWD is based on an assessment of clinical
manifestations, family history, and laboratory examination data. Due to the variety
of clinical and laboratory manifestations of the disease, in order to screen for specific
complaints and anamnesis, various centers have developed several options for scoring
scales that help the doctor identify potential patients with VWD. The diversity is explained
by the population characteristics of the mutational status, the frequency of occurrence of
various types of VWD, and the characteristics of clinical manifestations. The relevance of
the development and use in the primary screening of VWD of the method of analyzing
complaints and hemorrhagic history of the patient in the form of an original scoring scale
is due to the need to increase the detection of the disease in the Republic of Belarus.
The introduction of the method of early diagnosis of VWD will not only improve the
detection of this pathology, but also improve the quality of medical care for this category
of patients.

Materials and methods. The study involved 128 patients: 47 patients with an established
diagnosis of von Willebrand's disease (study group), 81 practically healthy people
(comparison group). Among the patients of the study group, there were 34 women
(72.3%) and 13 men (27.7%). The control group was also represented in the majority by
females — 65 people (80.2%), male gender — 16 people (19.8%). Among the women of the
study group, childbirth was observed in 24 patients (70.6%), among the study group —
in 58 women (89.2%). The average age of patients in the study group was 43 (35-52) years,
in the comparison group — 40 (29-57) years. The groups were comparable in age and
gender (p>0.05). The patients of the study and comparison group were provided with a
guestionnaire to assess the severity of hemorrhagic syndrome, including the parameters
of the point scale for assessing the hemorrhagic syndrome, as well as additionally
selected indicators: the presence of iron deficiency anemia in history, endometriosis (for
women), uterine fibroids (for women), clinical manifestations hemorrhoids, ulcers of the
gastrointestinal tract, indications for transfusion of donor erythrocytes.
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Results. In accordance with the presented results, among patients with an established
diagnosis of von Willebrand'’s disease, the proportion of persons with nosebleeds, bruises,
the presence of bleeding from superficial wounds, from the oral cavity, gastrointestinal
bleeding, bleedingduringtoothextraction,andduring surgical interventionsissignificantly
larger relative to the comparison group, postpartum hemorrhage, subcutaneous and
intramuscular hemorrhage, hemarthrosis, as well as persons with an indication of the
presence of a history of transfusion of donor erythrocytes in order to relieve severe
anemic syndrome compared with practically healthy individuals. Thus, these parameters
were regarded as risk factors for the presence of von Willebrand disease in patients of the
comparison group. In the diagnosis of von Willebrand disease, a hemorrhagic syndrome
score of =4 has sensitivity 100%, specificity — 87%, positive predictive value - 0.20, negative
predictive value — 1.00. Among the representatives of the comparison group — practically
healthy individuals - in 24 people (29.6%), the assessment of hemorrhagic syndrome
was =4 points. These patients were referred for additional examination to a hematologist
at the place of residence. Out of 24 patients, in 13 patients (54.0%), von Willebrand
factor (VWF) activity was <50% (from 15% to 35%), which, considering the presence of
hemorrhagic manifestations, was the basis for the diagnosis of VWD.

Conclusion. The parameters of hemorrhagic manifestations of VWD and the scoring
scale for assessing the severity of hemorrhagic syndrome proposed in the form of a
questionnaire have high sensitivity and specificity in the diagnosis of this most common
hemorrhagic hemostasiopathy. The presence of hemorrhagic manifestations in a patient
according to the proposed scale, the severity of which is >4 points, is an indication for
laboratory diagnostic tests. Thus, the objectification of the primary screening of patients
is ensured and the unjustified performance of expensive studies in patients with and
without minor bleeding is excluded.

Keywords: von Willebrand'’s disease, hemorrhagic manifestations, scoring scale

B BBEJAEHWE

BbonesHb BunnebpaHaa (BB) — Hanbonee pacnpocTpaHeHHasA HaceiICTBEHHAsA reMop-
paruyeckas remocTasuonatus. lNpuumHoi bB siBnseTca gedekT KoHUeHTpaumm, GyHKLMM
n/vnu cTpykTypbl dpakTopa Bunnebparnga (OB), uto onpegenseT pasHoobpasue KAHU-
YecKmx 1 NabopaTopHbIX NPosBNeHWI 3aboneBaHna [1]. CnegyeT OTMETUTb, YTO OCHOB-
HbIM KOHTVHIEeHTOM nauuneHToB ¢ bB, HabnogaoLWwmxcs y remaTonora, ABASIOTCA KeHLWU-
Hbl. 3TO 0OYC/IOBNEHO TEM, UTO €CJIN CPEAU BCEX XKEHLUMH B MEHCTPYANIbHOM NePUoae OKo-
1o 12% cTpagaoT MeHOPPArnamMm, TO CPeaM XKeHLWKH ¢ 6o5e3Hblo BunnebpaHaa s1a gons
MOXeT Bo3pacTtu go 95% [2].

[OunarHo3 BB 6a3upyeTcs Ha OLEeHKe KIMHUYECKUX MPOSABNIEHNI, CEMENHOro aHaMHe3a,
JaHHbIX NabopaTopHOro o6cnenoBaHnA. Hanbonee 3HaUMMbIM KINMHWYECKM NPOSIBNIEHN-
eM 3aboneBaHusA ABNAETCA MeHopparnua. YyBCTBUTENIbBHOCTb MEHOPPArnn Kak NpeauKkTo-
pa BB coctaBnsieT 32-100% co cneunduyHocTbio 5-20% [3]. Cpenm ppyrux xapakTepHbixX
NPOABEHNIN NOBbILEHHON KPOBOTOUMBOCTU Y NauneHToB ¢ BB cnegyeT Ha3BaTb KpoBoOTe-
YyeHUA 13 CIN3MCTON MONOCTM HOCA M PTa, KPOBOTOUMBOCTb B MECTaxX HE3HaUNTENbHbIX MO-
BPEXAEHNI KOXXHbIX MOKPOBOB, MOC/IE ONEPATUBHbLIX BMELLATENbCTB, SKCTPaKLui 3y6oB,
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BO3MOXXHO Pa3BUTME FreMapPTPO30B 1 MEXKMbILLIEYHbIX FeMaToM. B cBsi3un ¢ pa3Hoobpasunem
KNMHNYECKNX U NabopaToOpHbIX NPOABEHWI 3ab60neBaHNA C Lefblo CKPUHUHIa cneuu-
duryecknx xanob U aHaMHe3a pPasMUYHbIMK LeHTpamMmK pa3paboTaHbl HECKONbKO Bapu-
aHTOB 6annbHbIX LKa, KOTOpble MOMOratloT Bpayy BbIABUTb NOTEHLMANbHbIX NaLMeHTOB
¢ BB. CywiecTByeT WKana, oOCHOBaHHaA Ha MeXAyHapOAHOM MYNbTULIEHTPOBOM UCCNefo-
BaHMK [4], eBponenckom nccnegosaHum [5], HugepnaHackom nccnegoBaHum [6], wkana
ISTH [7]. Pa3HoOGpa3me 06bAcHAETCA NONYNALMOHHBbIMU OCOOEHHOCTAMY MY TaLIMOHHOTO
CTaTyca, YaCTOTON BCTPEYaEeMOCTM Pa3NinyHbIX TUNOB BB 1 ocobeHHOCTAMYN KNMHNYECKIMX
NpoABNEeHNN.

AKTyanbHOCTb pa3paboTKM 1 UCNOSIb30BaHNA B NepBUYHOM CKpUHUHIe BB meTopa
aHanM3a »kanob 1 remopparnyeckoro aHamHesa nalueHTa B BUae opurmHanbHom 6annb-
HOW LWKanbl oBycnoBieHa HeO6XOAMMOCTbIO MOBbILLEHUA BbIABAAEMOCTY 3aboneBaHmA
B Pecny6nuke benapychb. Tak, Ha 2019 rog B HauMOHanbHOM perucTpe coctoanu 194 na-
umenTa ¢ bB, uto coctaBnset 1,9 uenoseka Ha 100 Tbic. B obuien nonynauun. AnAa cpas-
HeHuA: pacnpocTpaHeHHOCTb BB Ha 100 Tbic. HaceneHna B Apyrux CTPaHax CoCTaBAsAeT,
Hanpumep, B ABcTpanun — 8,5 [8]; B BennkobputaHum — 16,05 [9]; B Utanum — 5,3 [10];
B CnoBakum — 11,2; B Yexnn - 7,7; B BeHrpun — 14,5; B MonbLe - 4,5.

BHeppeHve meTtoaa paHHel AnarHOCTUKM bB He TonbKo NO3BOANT yNyulNTb BbIABNA-
€MOCTb JaHHOW NATONOMN, HO 1 MOBBLICUT KAaYeCTBO MeAULIMHCKOWM MOMOLLM AaHHOW KaTe-
ropuv nauyneHToB. CNOXHOCTb AnarHoctuku bB obycnoeneHa mHoroobpasvem dpopm 3a-
6oneBaHNA, ero KNMHNYECKNX (remopparnyeckmx) NPoABAEHNIN, CIOXKHOCTBIO U BbICOKOW
CTOMMOCTbIO TabOPATOPHbLIX ANArHOCTUYECKNX NCCNELOBAHWUI, 6ONIbLUMHCTBO N3 KOTOPbIX
BbIMOJIHAKTCA CErOAHA NULLIb Ha YPOBHE pecnyb/IMKaHCKMX HayYHO-MPaKTUYECKNX LieH-
TPOB U B pAfde 06MacTHbIX yupexaeHnii 31paBooXpaHeHrs. ITo 06bACHAET HeJoCTaTou-
Hyt0 BbiAaBNAemocTb BB B benapycn n coxpaHeHve BbICOKOrO pUCKa XU3HEYrpoXKatoLLmx
KPOBOTEUYEHUI y NaLMEHTOB C HeBbIABNEHHOW BB npn npoBegeHnn onepaTnBHbIX BMeLLa-
TeNbCTB, poAopa3peLLeHns, TpaBMax 1 ap.

B LIEJIb NCCNEOAOBAHNA

PaspaboTka 1 onpepeneHve 3GpGEKTUBHOCTM aNropuUTMa paHHel AUarHoCTUKK 6o-
nesHu BunnebpaHaa Ha ocHoBe GanibHON WKabl OLEHKU XapakTepa 1 BblPaXKEHHOCTU
remMopparmyecKrx NposBeHW.

B MATEPWAJIbl U METObI

B HacToAwwee nccnegoBaHme BKAOYEHbI NALMEHTbl OpraHM3aLmin 34PaBoOXpaHeHNs,
HaxogALmeca Ha aMbynaToOpHOM nedeHnn y Bpayeli-rematonoro Y3 «MUHCKUIN KNHWYe-
CKUIN KOHCYNbTaLMOHHO-ANarHoctuyecknii LeHTp» (MuHck, Pecnybnuka benapycsb), a Tak-
e y obnacTHbIX Bpaueli-rematonoros Pecny6nuku benapyco, a Takxe cnyLiatenm Kypcos
noBblleHUsa KBanudmkaumm, npoxogmslime obyueHne Ha 6a3e Kadeapbl KIMHUYECKON
rematonorum u TpaHcdysunonorum benMAIMO B neprog ¢ 23.03.2020 no 24.12.2021.

Kputepun BKNoueHNs NaunmeHToB B UCC/ieoBaHMe: BO3pacT OT 18 neT u cTapLue, am-
6ynaTopHble NauneHTbl C YCTaHOBNEHHbIM AnarHo3om 6onesHn BunnebpaHga, npakTnye-
CKM 3[40pOBble LA, Hannyme NMCbMEHHOro MHGOPMMPOBAHHOIO COFNacKA OT KaXaoro
yuyaCTHMKA Ha BK/IOYEHUE B UCCNejoBaHMe.

Kputepumn ncknioyeHus: oTCcyTCTBME XeflaHWA y4yacTBOBaTb 1 OTKa3 OT NMOAMNUCK WH-
$bopMMpoBaHHOro cornacus.
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B nccnegosaHumn npuHanm yyactne 128 naumeHToB: 47 NaumMeHTOB C YCTaHOBAEHHbIM
avarHosom 6onesHu BunnebpaHga (rpynna uccnepnosaHus), 81 npakTMyecky 300poBbIi
yenoBek (rpynna cpaBHeHuA). Cpefm NaLMeHTOB rpynbl MccneqoBaHua 66110 34 KeHwu-
Hbl (72,3%) 1 13 My>KumH (27,7%), UTO OTpaxeHo Ha puc. 1. Tpynna KOHTpona Takxe B 60b-
WMHCTBeE Bbina NpeacTaBieHa NMLaMmM XXeHCKOro nona — 65 venosek (80,2%), My»cKoro
nona — 16 yenosek (19,8%) (pwnc. 2). Cpeau »KeHLWWH rpynmnbl UCCefoBaHNA Poabl Obinu
oTMeueHbl Y 24 nauuneHToK (70,6%), cpen rpynnbl MccnefoBaHma — y 58 xeHLwuH (89,2%).
CpenHMIN BO3pacT NaLMeHTOB B rpynmne ncciefoBaHua coctasun 43 (35-52) ropa, B rpyn-
ne cpaBHeHuA — 40 (29-57) net. [pynnbl 66111 cONOCTaBUMbI MO BO3pacTy 1 nony (p>0,05).

BonesHb BunnebpaHaa

B KeHwWwuHbI
MyXunHbl
Puc. 1. PacnpegeneHue nauneHToB Nno noay B rpynmne nccnefoBaHus
Fig. 1. Distribution of patients by gender in the study group
MpakTnyeckmn 3goposbie
B KeHwWwHbI
MyXunHbl

Puc. 2. PacnpeaeneHue nauneHToB Mo Noay B rpynmne cpaBHeHUA
Fig. 2. Distribution of patients by gender in the comparison group
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MaumeHTam rpynnbl UCCnefoBaHUA U CPaBHEHUA NPeAoCTaBnAnCA Ana 3anofHeHnn
OMPOCHUK A1 OLEHKM BbIPaXKEHHOCTU reMopparnyeckoro CUHAPOMA, BKIKYaOLWMIA
napameTpbl 6anIbHON LWKanbl OLEHKN FeMOPPArnyeckoro CMHAPOMA, a TakXKe AOMOHU-
TesIbHO NofobpaHHble MoKasaTenu: Hannune xenesonedmMumMTHOM aHEMUN B aHAMHe3e,
SHAOMETPUNO3a (ANA XKEeHLWMH), MMOMbl MaTKN (815 KEHLWH), KNMHUYECKUX NPOABEHUI
reMoppos, A3Bbl »KenyJoUYHO-KMILEYHOrO TPAKTa, YKa3aHU Ha TpaHCPY3mMi0 JOHOPCKMX
SPUTPOLINTOB.

CTaTUCTMYeCKNIA aHanu3 JaHHbIX 1 06paboTka pe3ynbTaToB UCCIefOBaHMA NPOBO-
AMANCb C ncnonb3oBaHnem nporpamm Microsoft®Office Excel 2010 nakeTa npuKnagHbix
nporpamm Microsoft®Office (Microsoft, CoegnHeHHble LLTtathl Amepukm) n STATISTICA for
Windows 10,0 (StatSoft.Inc., CoeguHeHHbie LLTtaTbl AMepurKi). OLeHKY HopManbHOCTHY pac-
npegeneHna KoNMYyeCcTBEHHbIX NMPU3HAaKOB NPOBOAWMAM C UCMOMb30BaHNeEM Metoaa Kon-
moropoBa - CMupHOBa. [INA KONMYeCTBEHHbIX MPU3HAKOB, MMELWMX pacnpepeneHune,
OT/IMYHOE OT HOPMAaJIbHOrO, pPe3ynbTaTbl NPeACTaBAANM B BUAe MeanaHbl (Me) n mexksap-
TunbHoro nHTepsana (Q1-Q3). 1na cpaBHeHNA NapameTpOoB B ABYX HE3aBMCUMBbIX rpyrnnax
ncrnonb3oBany HenapameTpuueckun kputepunn Mann — Whitney. AHann3 B3aumocsA3u
ABYX Npr3HaKoB 6e3 yyeTa xapakTepa Ux pacnpefeneHns NnpoBOAUAN C NOMOLLbIO Hena-
paMeTpu4ecKoro KoppenaunoHHOro aHanmsa no metogy Spearman. Pesynstatbl Koppens-
LIMOHHOrO aHanM3a npeacTaBnsany KoappuumneHTom Koppenaumm R n s3HaueHrem p.

BoNbWNHCTBO AaHHbIX 6bINO NpeAcTaBNeHO BEIMYMHAMK, N3MEPAEMbBIMU MO NopAd-
KoBoW wWKane. CpaBHEHNA HE3aBMCUMbIX FPYMNM NO OTHOCUTENbHbIM YaCTOTaM KauyeCTBeH-
HbIX MPU3HAKOB MPOBOAWAN C UCMOMb30BaHMeEM KpuTepua X? Pearson u Fisher exact, two-
tailed. B kauecTBe KpuTEpUA OLEHKM CBA3M Mexay daKTopamy pucka U UCXOAOM 6bin
NCnonb3oBaH KoapduumeHT conpsaxkeHHocTn MupcoHa (C): 0,20-0,40 — cpepHen cunbl,
0,41-0,70 — oTHOCUTENbHO CUNbHaA. Pe3ynbTaTbl Ha BCeX 3Tanax NCCNefoBaHNA cYUTann
CTaTUCTUYECKM 3HAUMMBIMU, €CIIN YPOBEHb CTAaTUCTMYECKOW 3HAUMMOCTM (p) 6bin MeHee
0,05.

B PE3YJNIbTATbl U OBCYXOAEHNE

B Tabn. 1 npeacTtaBneHo pacnpepeneHvie NaumeHToB rpynnbl ucciefoBaHmsa (c 6ones-
Hbto BunnebpaHpa) 1 rpynnbl cpaBHeHMsA (MPaKTMUeCcKn 340pOBble N1LLa) No pe3ynbTatam
OLIeHKM 3aNOSIHEHHbIX MW OMPOCHUKOB.

OueHKa MeHCTpyanbHOWM KpoBonoTepy NpoBoAannack NyTem nogcyeta rnobanbHOro
MEHCTPYanbHOro cyeta (Mo NMKTorpamme) 1 6bina conocTaBnma Cpeaun NaLMeHToB rpyn-
Nbl UccnegoBaHnA 1 rpynnbl cpaBHeHWA (1130 n 890 cooTBeTCTBEHHO, P>0,05).

B cooTBeTCTBMM C NpeAcTaBieHHbIMU pe3ybTaTaMi Cpean NaLmMeHToB C yCTaHOBEH-
HbIM AnarHo3om 6onesHn BunnebpaHga 3Haurmo 60MbLNA OTHOCUTENbBHO FPYMMbl CPaB-
HeHVA yaesbHbIN BeC 1L, C HOCOBbIMU KPOBOTEYEHMAMMU, CUHAKaMM, Hanunem KpoBoTe-
YEHUN 13 MOBEPXHOCTHBIX PaH, U3 NOMOCTU PTa, XeNnyAoUHO-KMLLIEYHbIX KPOBOTEUYEHWN,
KpOBOTEUEHUI NpU yaaneHnr 3y6oB, Npu BbINMOMHEHUN XUPYPTrMYEeCKUX BMeLLATENbCTB,
NnocNepoAoBbIX KPOBOTEUEHUI, NOAKOMHbBIX Y BHYTPUMbILIEYHbIX KPOBOU3UAHWUN, re-
MapTPO30B, a TakXKe NULL C yKasaHUem Ha Hannume TpaHcdy3num JOHOPCKMX SPUTPOLMTOB
B aHaMHe3e C Lienblo KyNMpoBaHWA BblpaKEHHOro aHEMNYECKOro CMHAPOMA NO CpaBHe-
HMIO C MPaKTUYeCKM 300POBbIMM NiMLamMmu. Takum obpa3om, yKasaHHble napameTpbl H6binu
pacueHeHbl Kak GakTopbl prcka Hanuuma 6one3Hn BunnebpaHaa y naumveHToB rpynnbl
CpaBHeHMA.
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Ta6nuua 1

PacnpepieneHne nauneHToB rpynnbl UCCIefJOBaHNA U CPaBHEHUSA MO NapaMeTpaM ONPOCHMKA
ANA OLLeHKI NPOABNIeHNIA remopparn4eckoro CMHapoma, a6e. (%)

Table 1

Distribution of patients in the study and comparison groups according to the parameters
of the questionnaire for assessing the manifestations of hemorrhagic syndrome, abs. (%)

pynna lpynna Cratuctnyeckas
MpusHak nccnefoBaHuA,  CPaBHEHUA, | 3HAYMMOCTb
n=47 n=81 pasnuuun
1 2 3 4
Mokasartenn 6annbHON WKasNbl OLLEHKN reMopparnyeckoro CMHApoma (Buabl remopparnyeckux npo-
ABNEHNN)
X>=46,839;
HocoBble KpoBOTeUeHUs 30 (63,8) 6(7,4) =0,001
X>=30,972;
CrHAKM 34(72,3) 18(22,2) p=0,001
2— .
KpoBoTeueHuna n3 He6onbLMX paH 31 (66,0) 15(18,5) )F();OZ?J&B
2— .
KpoBoTeueHuUs U3 CM3MCTON NOMOCTY pTa 28 (59,6) 19 (23,5) )F(>=_(; (6),06197'
F=0,00014;
KenypnouHo-KuLleyHble KpoBOTEYEHNA 13(27,6) 3(3,7) p=0,034
X=27,81;
KpoBoTeueHus npu yganeHun 3y6os 36 (76,6) 23 (28,4) =0,001
X*=9,425;
KpoBoTeueHMA Npu XMpypruyecknx BMeLlaTenbCTBax 19 (40,4) 13(16,0) =0,003
F=0,0001;
Mocneponosble KPOBOTEUEHMA 22(91,7) 10(17,2) p=0,024
n x>=10,636;
OAKOXHbIE 1 BHYTPUMbILLIEYHbIE KPOBOV3NNAHUA 29 (61,7) 26 (32,1) =0,002
F=0,00198;
KpoBoTeueHus B cycTaBbl 6(12,8) 0 p=0,014
[lononHuTenbHo noao6paHHbIe NoKasaTenu
KenesopgeduuntHan aHeMuns B aHamHe3e 22 (46,8) 42 (51,9) ¥>=0,303; p=0,583
SHOOMETPKOo3 4(11,8) 12(18,5) x>=0,739; p=0,391
Munoma maTku 5(14,7) 9(13,9) ¥*=0,014; p=0,908
KnuHunuyeckme npossneHns reMmoppos 12 (25,5) 20 (24,5) ¥>=0,011; p=0,916
f13Ba eNyA0UHO-KMLLIEYHOrO TPaKTa 6 (6,4) 5(6,2) X*=1,646; p=0,200
2—, .
TpaHcpy3nm AOHOPCKNX IPUTPOLIMTOB B aHaMHe3e 33(70,2) 8(9,9) )F():_ggg133’

CTeneHb CBA3M MeXAy BbIABNEHHbIMY NMapameTpaMmn Cpean NaumeHToB rpynrbl ncce-
AoBaHWA 1 AnarHosom bB npeacrasneHa B8 Tabn. 2.
BbifiBNEeHHble NapameTpbl 4EMOHCTPUPYIOT CPELHIO 1 OTHOCUTENBbHO CUSIbHYIO CTe-

neHb CBA3K C Hannumem BB.

npOBe,D,EH aHaJin3 BbIPaXXeHHOCTU remopparnyeckmnx I'IpOﬂBﬂEHVIVI Yy nauyneHToB rpyn-
nbl NCccnenoBaHnA 1 rpynnbl CPaBHEHUA. XapaKTepI/ICTVIKa Bblpa*€HHOCTN remMopparu-

UeCcKuX NPOsBAEHNI NpeAcTaBieHa B Tabn. 3.

bannbHaa oueHka BblPpa*€HHOCTU I'IpOFIBJ'IEHVIVI remopparmyeckoro cmHapoma AsnA-
€TCA pe3ynbratoM CYMMUPOBAHUA OLEHOK B 6anniax caMbIx TAXKENbIX aNnM3040B KPOBOTO-

UMBOCTM MO Karkaom CTPOKe.
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Pa3pa60TKa MeTOoAa NepBUYHOIO CKPUHKHIa 6onesHn Bl/mne6paH,qa Ha OCHOBe
6annbHom OUEHKN BblpaXeHHOCTN remopparmnvyecknx I'IpOHBJ'IeHI/IIZ no pe3ynbraTtamM OoNpoca NauneHToB

Ta6bnuua 2

OueHKa cBA3N mexnpy 4>a|(TopaM|/| PUCKa 1 ncxona no nokKasartesnAam remopparnyeckoro cmHgpoma,

npeo6nagalowWum B rpynne ucciefoBaHus
Table 2

Evaluation of the relationship between risk factors and outcome in terms of hemorrhagic syndrome

prevailing in the study group

MpusHak

CraTucTnyeckas sHauu-
MOCTb pasnnuun

Koa¢ppuyumeHT conps-
eHHocTn MupcoHa

Hocosble KpoBoTeyeHusA

X2=46,839; p=0,001

C=0,518

CrHAKN ¥*=30,972; p=0,001 C=0,441
KposoTeueHuna n3 He6onbLIMX paH ¥>=29,073; p=0,001 C=0,430
KpoBoTeueHus N3 cnmsncTomn NonocTu pTa ¥*=16,697; p=0,001 C=0,340
MKenypouHo-KulueyHble KpoBOTeYeHUA F=0,00014; p=0,034 C=0,330
KpoBoTeueHus npwv yganeHun 3y6os ¥*=27,81; p=0,001 C=0,422
KpoBoTeueHus Npv Xupypruyeckrx BMewaTenscreax | x2=9,425; p=0,003 C=0,262
MocnepopoBble KpOBOTEUEHUA F=0,0001; p=0,024 C=0,570
MofKOXHble N BHYTPUMbILLEYHbIE KPOBOU3ANAHMUA ¥*=10,636; p=0,002 C=0,277
KpoBoTeueHua B CycTasbl F=0,00198; p=0,014 C=0,280
TpaHcdy3unm AOHOPCKUX IPUTPOLUTOB B aHaMHe3e ¥>=49,733; p=0,001 C=0,529

Ta6bnuuya 3

PacnpepieneHne nauneHToB Mo BbIpa)KeHHOCTU NPOSABJIEHNI1 reMOpparnyeckoro CMHAPoOMa
no 6annbHON WKane cpeAyn NaLuNeHToB FPyNnbl UCcNefoBaHnA U cpaBHeHus, abc. (%)

Table 3

Distribution of patients according to the severity of manifestations of hemorrhagic syndrome on a point
scale among patients of the study and comparison group, abs. (%)

lpynna nccneposanns, | lpynna cpaBHeHus,

ULELET n=47 n=81
1 2 3
HocoBble kpoBoTeYeHMA: 30(63,8) 6(7,4)
1 6ann 6(20,0) 5(83,3)
2 6anna 2(6,7) 0
3 6anna 12 (40,0) 1(16,7)
4 6anna 10(33,3) 0
CuHAKK: 34(72,3) 18(22,2)
1 6ann 29(85,3) 17 (21,0)
2 6anna 4(11,8) 1(1,2)
3 6anna 0 0
4 6anna 12,9 0
KpoBoTeueHs n3 HebonbLNX paH: 31 (66,0) 15(18,5)
1 6ann 18(58,1) 14(93,3)
2 6anna 5(16,1) 0
3 6anna 2(6,5) 0
4 6anna 6(19,4) 1(6,7)
KpoBoTeueHna 13 cnn3mncToi NonocTy pra: 28 (59,6) 19(23,5)
1 6ann 17 (60,7) 14 (73,7)
2 6anna 4(14,3) 3(15,8)
3 6anna 1(3,6) 2(10,5)
4 6anna 6(21,4) 0
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OKOHuaHve Tabnmubl 3

lpynna nccnepoBaHus, |fpynna cpaBHeHus,
LLELET n=47 n=81
1 2 3
MKenypouHo-KuleyHble KpoBOTeUeHUA: 13 (27,7) 3(3,7)
1 6ann 6(46,1) 1(33,3)
2 6anna 2(15,4) 0
3 6anna 5(38,5) 2 (66,7)
4 6anna 0 0
KpoBoTeueHus npu yganeHun 3y6os: 36 (76,6) 23(28,4)
1 6ann 9(25,0) 13 (56,5)
2 6anna 2(5,6) 5(21,7)
3 6anna 12(33,3) 5(21,7)
4 6anna 13 (36,1) 0
KpoBoTeueHua npu xupypruyeckrx BMeLlaTenbcTBax: 19 (40,4) 13(16,1)
1 6ann 0 2(15,4)
2 6anna 0 1(7,7)
3 6anna 7 (36,8) 6 (46,1)
4 6anna 12 (63,2) 4(30,8)
MeHcTpyanbHble KpoBOTeUeHUA: 34(100,0) 65 (100,0)
0 6annos 0 35(53,8)
1 6ann 8(23,5) 11(16,9)
2 6anna 13(38,2) 17 (26,2)
3 6anna 11(324) 2(3,1)
4 6anna 2(5,9) 0
MocnepopoBble KPOBOTEUEHUSA: 22 (91,7) 10(17,2)
1 6ann 5(22,7) 2(20,0)
2 6anna 4(18,2) 4 (40,0)
3 6anna 13(59,1) 3(30,0)
4 6anna 0 1(10,0)
[NoAKOXHble 1 BHYTPUMbILLEYHbIE KPOBOU3NAHUA: 29 (61,7) 26 (32,1)
1 6ann 9(31,1) 22 (84,6)
2 6anna 14 (48,3) 3(11,5)
3 6anna 3(10,3) 1(3,9)
4 6anna 3(10,3) 0

B amarHoctmke 6one3Hun BunnebpaHga 6annibHas OLeHKa BbIPaXXeHHOCTU reMoppa-
rMyeckoro CMHApPomMa =4 MmeeT 4yBCTBUTENbHOCTL 100%, cneunduyHocts — 87%, no-
NoXUTeNnbHOe MpPOrHocTnyeckoe 3HauveHue — 0,20, oTpuuaTenbHoe MPOrHOCTMYECKoe
3HayeHue — 1,00. Yem 6onbLue BENMYMHA NOKa3aTena 6anibHOWM OLEHKM, TEM BblLLE BEPO-
ATHOCTb HaNMuMA y NauueHTa reMopparnyeckom reMocTa3monaTy, BKaYasa 1 6onesHb
BunnebpaHga.

Cpean nauMeHTOB rpynmnbl NCCNefoBaHUA C YCTaHOBIEHHbIM AnarHo3om bB Ha mo-
MeHT NpoBefeHNA NccnefoBaHUA TONbKO 3 NayMeHTa UMenn OLeHKY reMopparmyeckoro
cmHppoma <4 6annos, y 44 nayuneHToB (93,6%) oLeHKa cocTaBuna >4 6annos.

Cpepu npeacTaBuTenein rpynmnbl CPaBHEHMA — MPAKTUYECKN 300POBbIX L — Y 24 ye-
noBeK (29,6%) oLeHKa remopparnyeckoro CMHAPoOMa coctaBuna =4 6annoB. YKasaHHble
naumeHTbl 6biNK HanpaBneHbl Ha fOO6CNe0BaHMNE K Bpauy-remMmaTtosiory no Mecty »XuTesb-
ctBa. U3 24 yenosek y 13 naymeHToB (54,0%) akTMBHOCTb ¢pakTopa BunnebpaHaa (OB) co-
ctaBmna <50% (o1 15% [0 35%), UTO C YyYETOM HaNMuMA reMopparnyecknx NpPosaBIeHNI
ABUNIOCb OCHOBaHMEM AJf1A MOCTAaHOBKM AnarHo3a bB.
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Pa3paboTka MeTofa NepBrYHOro CKpUHUHIa 6onesHun BunnebpaHga Ha ocHoBe
6annbHO OLIEHKN BbIPaXXEHHOCTY reMopparuyeckux nposBaeHuUin No pesynbratam onpoca NauneHToB

CpenHaAa aktusHocTb OB B rpynne nccneposaHna coctasuna 11 (5,6-13,2)%, cpean
naLMeHTOB C BrepBble BblsiBIeHHON BB — 22 (14,6-28,1)%. CpeaHAs akTMBHOCTb $paKTopa
cBepTbiBaHMA Kposu VIII cpeam naumeHToB rpynnbl nccnegoBaHna coctasuna 41 (31,6—
44,2)%, cpepu NaLMeHTOB C BrepBble BbiiBlieHHOW bB — 51 (44,7-49,6)%.

YcTaHOBNEHa B3aMMOCBA3b WHTErpasbHOrO MoKasaTensa BblPaXXeHHOCTU remoppa-
rMyeckoro CMHAPOMa CO cTeneHblo geduumnta akTnBHocTM OB 1 dakTopa cBepTbIBaHMA
Kposwu VIl y vy rpynnbl nccnefoBaHmA € paHee yCTaHOBAEHHbIM gnarHo3om bB (R=0,63;
p=0,014 n R=0,56; p=0,022 COOTBETCTBEHHO) 1 BNEPBbIE BbIABNEHHbIM ANarHO30M 6ones-
HWn Bunnebpanga (R=0,53; p=0,018 n R=0,48; p=0,041 COOTBETCTBEHHO).

MaumeHTam € BNepBble BbiABEHHON BB pekomeHA0BaHO AncnaHcepHoe HabnogeHne
remMaTosnora no MecTy XUTenbCTBa.

B 3AK/TKOYEHNE

MpeanoxeHHble B BUAE ONPOCHVKA NapaMeTpbl reMopparnieckmx npossnexHnii bB un
6annbHas WKana oLeHKM BbipaXKeHHOCTV reMopparnyeckoro CUHAPOMa MMEIOT BbICOKYIO
UyBCTBUTENbHOCTb M CNelndUIHOCTb B AMArHOCTUKE TOW Hanbonee pacnpoCcTpaHeHHOM
remMopparMyeckoin remoctasmonatin. Hannuve y naymeHTa remopparnyeckux nposene-
HUI NO NPEANOKEHHON LIKane, BbIPAXXEHHOCTb KOTOPbLIX >4 6ansoBs, ABMAETCA MOKasa-
HMEM K BbIMOSTHEHNIO NIABOPATOPHbIX AVArHOCTUUYECKUX KCCnefoBaHuin. TakuM o6pa3om,
obecneurBaeTca 06bEKTUBMU3AUMA NEPBUUYHOMO CKPUHMHIA MALMEHTOB U UCKITIOYaeTcs
Heo6OCHOBaHHOE BbINOJIHEHUE AOPOrOCTOAWMX UCC/IEAOBAHNIA MALMEHTaM C He3Hauu-
TeNbHOWN KPOBOTOUMBOCTbHIO 1 6€3 TaKOBOM.

Mo pesynbTaTam UCCEA0BaHNA NPEACTaBAeH MPOEKT MHCTPYKUMM MO MPUMEHEHNIO
MeToAa NePBUYHOIO CKPUHMHIa 6one3Hn BunnebpaHaa Ha ocHoBe 6annbHON OLEHKM Bbl-
PaXeHHOCTN reMoppParmyecKmx NPOsABAEHUI MO pe3ysibTaTaM ONpoca NaUyeHTOB.

BHeapeHMne pa3paboTaHHOro MeTofa B KIMHUYECKYIO NMPAKTUKY NOBbICUT 3ddeKTrB-
HOCTb CKPVHWUHTa NauyneHToB ¢ BB 1 NO3BOMMT CHW3WTb 3aTpaTbl Ha BbIMNOHEHWE Auar-
HOCTUYECKMX JTabOopPaTOPHbIX NCCef0BaHMA.

l JINTEPATYPA/REFERENCES

Leebeek F.W., Eikenboom J.C. Von Willebrand’s Disease. N. Engl. J. Med. 2016;375:2067-2080.

24 Peyvandi F, Palla R., Menegatti M., Mannucci PM. Rare bleeding disorders: General aspects of clinical features, diagnosis and management.
Semin. Thromb. Hemost. 2009;35:349-355.

3. European Group on von Willebrand Disease (EUVWD), Castaman G., Goodeve A. Principles of care for diagnosis and treatment of von Willebrand
disease. Haematologica. 2013;98:667-674.

4, Yee A., Kretz C.A. Von Willebrand factor: form for function. Semin. Thromb. Hemost. 2014;40:17-27.

5. Haberichter S.L. Von Willebrand factor propeptide: Biology and clinical utility. Blood. 2015;126:1753-1761.

6.  Castaman G., Federici A.B. Different bleeding risk in type 2A and 2M von Willebrand disease: A two-year prospective study in 107 patients.
J. Thromb. Haemost. 2012;10:632-638.

7. Albanez S., Ogiwara K. Aging and ABO blood type influence von Willebrand factor and factor Vil levels through interrelated mechanisms.
J. Thromb. Haemost. 2016;14:953-963.

8.  Likhacheva E., Polyanskaya T., Zorenko V. International experience in the diagnosis and treatment of von Willebrand’s disease. Hematology
and transfusiology. 2013. Available at: https://cyberleninka.ru/article/n/mezhdunarodnyy-opyt-diagnostiki-i-lecheniya-bolezni-villebranda
(accessed 31.05.2022). (in Russian)

9.  Koloskov A. Von Willebrand’s Disease. Health and Education in the 21 Century. 2017. Available at: https://cyberleninka.ru/article/n/bolezn-
villebranda-1 (accessed 31.05.2022). (in Russian)

56 "Hematology. Transfusiology. Eastern Europe", 2023, volume 9, N 1



