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Background. Oral anticoagulants used in clinical practice in atrial fibrillation, deep vein thrombosis, pulmonary em-
bolism (PE), as well as in heart valves protesis, heart thrombosis. Warfarin is the medicine with the largest evidence base
and a long history of use more than 70 years. The optimal anticoagulant effect of warfarin is INR from 2,0-3,0 with 70% of
measurements (T'TR 70%). In one case there is a risk of ischemic stroke in non-compliance, in another - bleeding. Although
cutaneous manifestations are rare, however, warfarin-induced skin necrosis is extremely dangerous.

Present's clinical case of progressive venous thromboembolism on the background of anticoagulant therapy in a 64-year-
old woman with comorbid pathology. The described clinical, laboratory and instrumental data, that confirmed thrombotic
and thromboembolic complications, which were ineffective in relation to the traditional anticoagulant strategy

Aim: to describe a clinical case and analyze the challenges in diagnosing and treatment of progressive venous throm-
boembolism in a patient with concomitant diabetus mellitus type 2, obese,cirrhosis of liver , ineffective anticoagulants and
developing warfarin skin necrosis.

Materials and methods. The article presents the clinical case of pulmonary embolism, progressive venous thromboem-
bolism in a 64- year -old woman with concomitant diabetus mellitus type 2, obese,cirrhosis of liver that was observed in IUC
in the Hospital” Medbud’

Results. A 64-year-old woman, was hospitalized in the therapeutic department of «Medbud» with a previous diagnosis
of cirrhosis of the liver unknown etiology, Child-Pugh class A, hepatolienal syndrome, articular and hemorrhagic syndrome,
de novo diabetus mellitus of type 2, paroxysmal atrial fibrillation tachisystolic variant. Preliminarily prescribed dabigatran
without “bridge therapy”at a dose of 150 mg twice a day every other day on the recommendation of a gastroenterologist. Sus-
pected pulmonary embolism made adjustments to treatment and anticoagulant therapy was switched from NOAC to UFH,
then to LMWH with the addition of warfarin. There was progression of venous thromboembolism in the upper and lower
limbs with the appearance of warfarin skin necrosis.

Conclusion. Thus, cumulative influence of start therapy dabigatran without bridge heparin therapy, disturbance dabiga-
tran regimes and drug interaction with glucocorticoids, postinjection phlebitis, liver disease, thrombocytopenia and hypo-
thetical insufficiency antithrombin-III, protein C had influenced on progressive venous thromboembolism on background
diabetus mellitus type 2, obese. Warfarin-induced skin necrosis is rare complication, but is often dangerous. In the absence of
protein C, antithrombin - III, if possible, consider an alternative anticoagulant. The failures of anticoagulant therapy are not
only associated with delays in its appointment, switching of anticoagulants, but also taking into account the drug interaction,
concomitant pathology, the choice of the optimal drug and the prediction of its adverse effects.

Key words: pulmonary venous embolism, progressive venous thrombosis, warfarin skin necrosis, diabetus mellitus of
type2, cirrhosis of the liver, heparinresistance.

160 ISSN 2664-472X. e ISSN 2664-4738. Medical science of Ukraine / Meduuna nayxa Ypainu, 2024, Vol. 20, Ne 3



PROGRESSIVE VENOUS THROMBOEMBOLISM AND WARFARIN-INDUCED SKIN NECROSIS ON BACKGROUND DIABETUS...

Background. Vitamin K antagonists (VKA), in
particularwarfarin duetoitshigh efficacyare widely
used for both primary and secondary prevention
and treatment of thromboembolic complications
(2,10,11,12]. The main requirements for any
anticoagulant are safety and efficiency. Warfarin is
one of the medication that is not always predictable.
Having a high bioavailability, the therapeutic
effect can be variable and depending on the factors
that pharmacokinetics and pharmacodynamics.
First, the dose required to provide therapeutic
anticoagulation is often high and variable. One of
the patients enough to obtain the anticoagulant
effect of 2,5 mg of warfarin, in other cases,
according to the literature, the dose reached 30
mg. The dose of warfarin in the elderly is not
unambiguous. In most cases, the dose in the elderly
is lower to maintain the anticoagulant effect, while
overweight people require a revision of the dose to
increase it. In particular, the recommendations on
Pulmonary embolism observed an age-dependent
approach (VPE, 2019). The recommended dose of
warfarin in people under 60 years - is 10 mg, over
60 years - 5 mg [11]. Dose selection is influenced
by different pharmacogenetic patterns, such
as gene polymorphism: the pharmacokinetics
of VKA depend on the cytochrome CYP2C9
gene, which regulates hepatic metabolism, and
the pharmacodynamics of the VKORCI gene.
Secondly, the combined use of other drugs, such as
anti-inflammatory, antibiotics, antiplatelet, statins,
antidepressants, amiodarone, antifungal drugs,
antiretroviral drugs and dietary supplements
[13,14]. Changes in diet or drinking alcohol affect
the effectiveness of VKA, requiring adjustment
of the maintenance dose. The latter, given this
variability and the narrow therapeutic window of
VKA, monitoring is required to ensure a proper
anticoagulant effect within the TTR of 70% [9].

Among the complications, skin manifestations
are rare, but warfarin-induced skin necrosis
(WINS), which occurs in only 0.01-0.1% of
patients receiving warfarin, is often dangerous
[1,3]. WINS is more common in women (ratio: 9:
1.3; according to other data, 4: 1), but the cause of
the susceptibility is not found out. The first case
of WINS was described in 1945 of Flood E.P. et
al., who observed breast skin necrosis in a 49-year-
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old woman, and treated it as migrating thrombosis
(thrombophlebitis migrans disseminate). In 1954,
Verhagen H. confirmed the correlation of skin
necrosis with warfarin (dicoumarol). WINS occurs
within 10 days from the start of warfarin therapy,
according to the literature, the peak of the lesion
occurs on the 3-6th day (83-90% of cases) [4,5].

Aim: to describe a clinical case and analyze
the challenges in diagnosing and treatment
of progressive venous thromboembolism in a
patient with concomitant diabetus mellitus type 2,
obese,cirrhosis of liver , ineffective anticoagulants
and developing warfarin skin necrosis.

MATERIALS AND METHODS

The article presents the clinical case of
pulmonary embolism, progressive  venous
thromboembolism in a 64- year -old woman
with concomitant diabetus mellitus type 2, obese,
cirrhosis of liver that was observed in IUC in the
Hospital” Medbud:.

Case report. A 64-year-old woman was
hospitalized in the therapeutic department of
«Medbud» with a previous diagnosis of cirrhosis
of the liver unknown etiology, Child-Pugh class
A. Patient had hepatolienal syndrome, de novo
diabetus mellitus of type 2 in subcompensation
stage, steatohepatosis, paroxysmal atrial fibrillation
tachisystolic variant. Patient complained of severe
pain in the lower and upper extremities, which
intensified with the slightest movement; general
weakness, nausea, pain in the right site under the
ribs and fever.

Anamnesis: patient before admitted to the
hospital treated for 2 weeks in the endocrinology
department of another clinic, where dabigatran
was prescribed at a dose of 150 mg twice a day,
probably due to the paroxysm of atrial fibrillation.
Preliminary administration of Low molecular
weight Heparin (LMWH) before the appointment
of dabigatran in the medical history is not
documented. According to the patient, on the
2-3rd day after the appointment of dabigatran,
there was pain in the lower and upper extremities,
the intensity of which increased with the slightest
movement. Isolated haemorrhagic rashes appeared
on the skin of the forearms. In addition to
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dabigatran 150 mg twice daily the patient received
enalapril 5 mg, atorvastatin 20 mg, and metformin
1000 mg, amiodaron 400 mg [14].

Objectively the patient's condition severe. BMI
35kg/ m2. Position in bed is passive due to severe
pain sharply limited range of motion in the upper
and lower extremities, on palpation of the muscles
of the extremities - sharp pain. Hemodynamic
stable: pulse 105/ min, BP 134/74 mm Hg. Heart
borders are slightly shifted to the left. Sound
heart tones, tachycardia. Percussion shortening of
percussion tone in the lower parts on both sides.
Auscultations breathing is decreased in the lower
parts on both sides, liver is +3 sm, sensitive, the
edge is rounded. Joints of normal configuration,
color, warm to the touch, there is a sharp limitation
of movement due to severe pain.

Haemorrhages are noted on the forearm,
which are regarded as a thrombohemorrhagic
syndrome, taking into account both the
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underlying disease (liver cirrhosis) and using of
dabigatran. The gastroenterologist recommended
taking dabigatran every other day. Differential
diagnosis was performed between polymyositis,
rhabdomyolysis, idiopatic myopathy, Hyena-Barre
syndrome, polyneuropathy of diabetic origin,
acute spinal circulatory disorders, fracture of
the femoral neck. The patient was consulted by
a neurologist, traumatologist. Peripheral neuro-
myopathies and pathology of the musculoskeletal
system were excluded. Swelling of the left shoulder
is caused by post-injection phlebitis. Ultrasound
of the vessels of the upper extremities revealed
subcutaneous thrombosis of the v.cephalic on
the left in the lower third due to post-injection
thrombophlebitis (Fig. 1).

Laboratory examination was scheduled to
verify diffuse connective tissue disease, vasculitis,
antiphospholipid syndrome.
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Fig. 1. Subcutaneous thrombosis v.cephalica sinistra
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Given thatupper extremity thrombosisoccurred
with dabigatran, the regimen was changed from
oral anticoagulant to LMWH (enoxaparin at a
dose of 0.4 mg twice a day), which according to the
new recommendations for venous thrombosis had
certain preferences over Heparin (NFH). Based
on the data of the clinical picture - muscle pain,
stiffness, and laboratory control- CRP 72.74 mg /1,
rheumatoid factor 76.7 IU / ml, ALT 131U /1, AST
181U/1,CPK 91,9 units/1, prescribed proton pump
inhibitors and corticosteroids - esomeprazole 40
mg / day, dexamethasone at a dose of 16 mg / day,
which was accompanied by clinical improvement
with a decrease in the intensity of muscle and joint
syndrome from the first day of corticosteroids,
temperature normalization. The patient began to
move independently, the movements were carried
out in full.

According to fibroelestography: the right lobe
of the liver with signs of fatty hepatosis 1 st, fibrosis
according to Metavir 4 degrees.

On the 6th day of hospitalization appeared
paroxysmal tachysystolic form of atrial fibrillation
(CHADSVasc-6 points, HASBLED-5 points) and
the resulting unmotivated dyspnea, the patient was
transferred to the intensive care unit (ICU). When
assessing the probability scales of pulmonary
embolism on the WELLS scale - 7,5 points (high
risk): on the risk scale of 30-day hospital mortality
PESI - 198 points (grade 5) is very high risk.

Given the concomitant pathology of liver
cirrhosis and the fact that pulmonary embolism

o

|

—~g

occurred on the background of taking LMWH in
therapeutic doses and available contraindications
to thrombolysis, it was decided to replace
enoxaparin with NFH. The level of creatinine
95 umol/l, urea 8,1 mmol/l, troponin 0,71 ng/
ml, D-dimer 627 ng/ml, glycemia 5,4 mmol/l
Indicators of coagulogram APTT-35s., Fibrinogen
3,5 g/l, INR 1,8. Despite NFH therapy, the
development and progression of thrombosis of
the right upper extremity was noted. According
to ultrasound: thrombosis of v. cephalica dex.,
complete thrombosis of v. basilica dex. in the lower
and middle third. Partial thrombosis of v. cephalica
sin. persisted in the upper and middle third of
the left upper limb. Against the background of
heparin therapy revealed clinical signs of venous
thrombosis of the left lower extremity, which were
confirmed by sonographic examination.

During dynamic control, the D-dimer increased
insignificantly to values of 685 ng/ml. After a
two-day infusion of NFH on the background of
which thrombocytopenia (70 x109/1) was noted,
it was replaced by LMWH (enoxaparin 0,8 bid).
Given that thrombocytopenia is an unfavorable
prognostic factor for the initiation of thrombosis,
on the other hand, it was important to exclude or
confirm the antiphospholipid syndrome. On the
4th day of stay in the intensive care unit, platelet
levels were restored. According to the results of
the laboratory study, systemic connective tissue
diseases, antiphospholipid syndrome, systemic
vasculitis were excluded. Prescribed therapy

Fig. 2. MSCT with contrast confirmed bilateral pulmonary embolism of segmental and small branches of the pulmonary artery.
On Echo-CG moderate pulmonary hypertension
(pulmonary artery pressure — 55 mm Hg), RV — 35 mm, E/A ratio 2,2.
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required correction of carbohydrate metabolism
by selection of insulin doses.

The general condition of the patient has
improved: consciousness is clear, the patient is
contact, hemodynamically stable, movements
within the bed are performed in full without
pain, RR 20, O2 Sat 96%. However, despite taking
LMWH in therapeutic doses, the picture of venous
thromboembolism of the veins of the left lower
extremity continued to grow and ultrasound of
the veins revealed: complete thrombosis of the
external iliac, common and superficial femoral
veins, popliteal vein. It was decided to add warfarin
under the control of INR (until the level of 2.0-
3.0) to prevent generalization of thrombosis. Thus,
the picture of migrating venous thrombosis of
the upper and lower extremities with pulmonary
embolism was observed.

The initial reception of VKA from a dose of
2,5 mg with gradual increase in a dose under
control of INR to 5 mg is begun. On the 4th day
of warfarin in the patient on the right upper
extremity, the rash of hemorrhagic nature
rapidly increased and turned into subcutaneous
hematomas. Significantly increased the incidence
of renal and hepatic insufficiency, appeared a
neurodeficiency - 9 points of GCS; glycaemia 7.4
mmol/l, creatinine level 195 umol/l, urea 18.7
mmol/], levels of transaminases, albumin and total
serum protein within the reference values. In the
general analysis of blood hemoglobin level - 84 g/l
with anisocytosis and leukocytosis, 12,5 x 109/1 ,
platelet levels 127 x 109/1. Given the anamnestic
data, the objective status of the patient, namely
liver disease, the picture of severe progressive
thrombosis despite anticoagulant therapy and
the appearance of hemorrhagic rash, which is
regarded as warfarin necrosis of the skin, there was
an assumption of a possible deficiency of protein
C, which are synthesized at the liver. Probably
antithrombin failure in patient with liver cirrosis
initiated heparin resistance and migrating venous
thrombosis(6,8).

After immediate discontinuation of warfarin,
a constant infusion of NFH was restarted and
vitamin K and infusions of single-group fresh-
frozen plasma were administered. After additional
examination, cerebrovascular disorders were ruled
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out. The phenomena of acute renal failure and
acute cardiovascular insufficiency, which could
not be further corrected, increased significantly.
Hemorrhagic-necrotic changes of the upper right
limb are presented (Fig. 3).

Fig. 3. Warfarin skin necrosis.

DISCUSSION

Hypercoagulation inherent from the first days of
warfarin is offset by the simultaneous appointment
of LMWH and only when the INR reaches 2,0-
3,0 LMWH are canceled. A similar tactic applies
to dabigatran, in contrast to rivaroxaban and
apixaban, which are prescribed immediately for
low-risk pulmonary embolism. Dabigatran is used
after a five-day LMWH administration.

The pathogenesis of warfarin-induced skin
necrosis (WINS) is not fully understood, there
are possible pathophysiological mechanisms, such
as thrombosis, direct toxic effect, factor VII and
protein C deficiency, hypersensitivity, hemorrhage.
It was found that while taking warfarin there is an
imbalance of vitamin-K-dependent procoagulant
factors of coagulation and anticoagulant proteins
C and S, which can cause paradoxical transient
hypercoagulation, especially in the first days of
its use [1, 3]. Thus, warfarin is not prescribed as
monotherapy, but simultaneously with heparin.
The early suppressive effect of warfarin on protein
C is not able to compensate for the anticoagulant
effect caused by a decrease in other vitamin
K-dependent factors (II, IX and X) [4, 5]. The result
is transient local hypercoagulation, which can
cause thrombosis of capillaries, venules and veins
of the skin, subcutaneous fat and their necrosis.

The literature proposes a hypothesis about the
direct toxic effect of warfarin on the endothelium
as one of the mechanisms of WINS development
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[1, 3]. However, this hypothesis has not been
experimentally confirmed. It has been suggested
that hypersensitivity reactions to warfarin may
be one of the causes of WINS, but this is unlikely.
According to the results of allergy skin tests with the
drug in patients with a «pathology» allergy history,
no hypersensitivity reactions of the immediate and
delayed type were detected. It should be noted that
conditions characterized by low levels of protein
C include: VKA therapy, liver disease, vitamin K
deficiency, acute thrombosis, sepsis, disseminated
intravascular coagulation (DIC) syndrome,
hemopoetic stem cell transplantation [5, 9, 10].

In this clinical case, the basis of the pathogenesis
of progressive, migratory thrombosis is most
likely a hypothetical deficit not only of protein
C synthesis, but also AT-III due to liver disease,
which caused the inefficiency of NFH. The so-
called "clinical heparin resistance", in particular in
our patient, is probably due to impaired synthesis
of AT-III, not only due to liver disease but also
spleen, renal clearance [8]. It occurs in about
22%. Increased thrombogenicity at some stage
was maintained by thrombocytopenia, which
was due to the underlying disease and could be
initiated by the introduction of NFH. Although
these complications occur in only 1%, but require
a review of treatment tactics.

Unwanted provoking factors of progressive
thrombosis were forced immobilization of the
patient due to severe pain, corticosteroids, violation
of the regimen of dabigatran (it is unacceptable
to take the drug every other day), post-injection
thrombophlebitis, type 2 diabetes mellitus. It
should be noted that skin necrosis develops
mainly in areas of overdeveloped subcutaneous
fat, such as buttocks, thighs, abdomen and chest,
sometimes observed on the back, arms, legs, face.

Localization is more often unilateral, but in
30-35% of cases — bilateral and with multiple
localizations was observed. In 80% of patients,
WINS is observed in the lower half of the body.
In women, it is most often the mammary glands,
then the buttocks and thighs. In men, skin lesions
in the chest are rare, but the pathological process
may involve the skin of the penis. The skin of
the torso, face and limbs can be equally affected
in both men and women [3]. In case of warfarin
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necrosis, VKA should be stopped immediately to
prevent the progression of necrosis and NFH or
LMWH should be prescribed until the affected
areas of the skin improve and the skin lesions
heal. In addition, parenteral vitamin K and fresh-
frozen plasma are administered to reduce the
effects of warfarin and restore the level of vitamin
K-dependent coagulation factors and proteins C,
S.

This tactic was chosen in the patient. It is
possible to use protein C concentrate (in patients
with proven deficiency), as well as prostacyclin,
the positive effect of which is clinically and
histologically proven; concentrate of 4-component
prothrombin complex (PCC), which contains
coagulation factors (II, VII, IX and X) and proteins
C, S, which, similar to fresh-frozen plasma, reduces
INR and increases the concentration of proteins C
and S faster and more efliciently at a lower volume.

The literature provides data on the use of
activated protein C and AT-III ( 10). If necessary,
warfarin can be resumed, in these cases it is
recommended to titrate the drug starting from
lower doses (with a gradual increase of 1-2 mg/
day) with concomitant use of heparin (bridge
therapy) and its subsequent cancellation only
when reaching the target level of INR. Monitoring
of the patient's condition is mandatory. These data
are highlighted by the recommendations of the
American College of Thoracic Surgeons (ACCP)
in patients taking warfarin for the treatment of
deep vein thrombosis [9].

The goal of this warfarin regimen is to
achieve a balanced reduction in protein C levels
and coagulation factors. Prolonged heparin
therapy and LMWH may be prescribed, but
possible complications such as osteoporosis and
thrombocytopenia should be considered. Despite
drug therapy, more than 50% of patients with
WINS require surgery. Surgical treatment of the
affected areas and staged necrectomy are required,
in some cases there may be a need for dermoplasty
or even amputation of the affected areas.

CONCLUSION

Thus, cumulative influence of start therapy
dabigatran without bridge heparin therapy,
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disturbance dabigatran regimes and drug
interaction with glucocorticoids, postinjection
phlebitis, liver disease, thrombocytopenia and
hypothetical  insufficiency  antithrombin-III,
protein C had influenced on progressive venous
thromboembolism on background diabetus
mellitus type 2, obese and liver disease. Warfarin-
induced skin necrosis is rare complication, but
is often dangerous. In the absence of protein
C, antithrombin - III, if possible, consider an
alternative warfarin anticoagulant. The failures
of anticoagulant therapy are not only associated
with delays in its appointment, switching of
anticoagulants, but also taking into account the
drug interaction, concomitant pathology, the
choice of the optimal drug and the prediction of
its adverse effects.
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AxTyanpHicTb. [lepopanbHi aHTMKOATYISHTY IINPOKO 3aCTOCOBYIOTHCS B KTiHIUHIN mpakTuii mpu Gpiopusnii mepen-
cepab, TpoMb03ax IMMOOKMX BeH KiHI[iBOK, TpoMO0eMO 071l TereHeBOI apTepil, a TAKOXK Py IPOTe3yBaHHI K/IallaHiB cepLis,
TpoMbax B IIOPOXKHMHAX ceplis, Toio. BapdapuH € npenaparoM i3 HaitbinbLIOK KOKa30BO0 6a300 i [aBHBOW icTOpiE0
3aCTOCYBaHHA OiblI HDK 70 pokiB. ONTUMaNTbHIM aHTUKOATY/IIHTHUM e(heKTOM Bap(papuHy BBaXKAEThCA Jlialla30H JOCAT-
HyTtoro MHO Bix 2,0-3,0 i3 70% Bumipis (TTR 70%), a mpy HeOTpUMaHHi - B OFHOMY BUIIAJKY iCHY€ PUSHK ilIeMiTHOTO
iHCynpTy, B iHIIOMY — KpoBoTed. I X04a HIKipHi IposiBK 3yCTpi4ar0ThCs PifKO, IPOTe BKpail HebesneyHuM € BapdapuH-iH-
IyKOBaHMIT HeKpo3 wKipy. HaBogumo KiHIYHMIT BUIIA[JOK IPOrPeCy0Yoro BeHO3HOTo TpoM60oeM60/1isMy Ha (HOHI aHTH-
KOATy/IAHTHOI Tepartii y XBOpol 64-pokiB 3 KoMop6igHoo maTosorieo. Omncani KIiHi4Hi, TabopaTopHi Ta iIHCTpyMeHTaIbHi
IaHi, DifTBepAIM TPOMOOTIYHI Ta TPOMO0eMOOMTIYHI yCK/IafHEeHHS, sIKi BUABMINCH HeepeKTUBHMMI I[ORO TPARULiTHOL
AQHTMKOATY/IAHTHOI CTpaTerii.

ITine: omycaty KTiHIYHWIT BUMAIOK Ta [IpOaHaIi3yBaTy IIpo6ieMI JiarHOCTUKI Ta JTIKYBaHHSA IPOrpecyr4oi BeHO3HOI
TpoMb0eMO601il Y XBOPOI i3 CYIyTHIM LIYKPOBUM HiabeTOM 2 THUILY, O>KMPIHHAM, LIPO30M IIe4iHKY, Hee()eKTUBHICTIO aHTH-
KOATy/IAHTHOI Tepaiii Ta po3BUTKOM Bap(papiHOBOrO HEKPO3Y MIKIpH.

Martepianu Ta MeTogM. Y CTaTTi HaBefleHO KIIHIYHWMIT BUNAJJOK TPoM60eMOOIil TereHeBoi apTepii, Iporpecyodoi Be-
HO3HOI TpoMb0oeMOboil y XKiHKM 64 POKIB i3 CymyTHIM LYKpOBMM fAiabeTOM 2 TUITY, OXKMPIHHAM, LMPO30M II€HiHKY, 110
criocTepiraBcs y KiiHini mikapHi «Men6yzm».

PesynbraTn. JKinka 64 pokiB rocmitanisoBaHa B TepamneBTUYHe BifiieHHs KniHiky «Menbyn» 3 momepeqHiM fiaruo-
30M: IIMPO3 MeYiHKM HeBifoMoi etiosoril, kmac A 3a Yaitng-IT'to, renatonieHanbHuit, Cyrno60Bo-reMOpariaHuii CHHAPOM,
L yKpoBuii giabet 2 tuiy de novo, mapoxcusmanbHa ¢popma GibpuaLii nepencepnp Taxicucroniunmii Bapiant. [lonepenHbo
3a peKOMEeH/Jalli€lo raCTPOEHTEPOIOra Yepes ieHb Ipy3HaumMIu fabirarpan mo 150 mMr asivi Ha 06y, 6es monepenHboi « Te-
parmii MocTa» rerapuHoM. IIpu nigospi Ha TpoMb0oeMObOIito JIereHeBol apTepii BHECEHO KOPEKTHBH B IIKYBaHHS Ta 3[iliCHe-
Ho nepexip antukoaryaaHTHoi Tepamii 3 HOAK na HOI, moriv Ha HMI 3 nogaBanusam Bapdapuny. [Ipore, crioctepiranocsh
IpOrpecyBaHH: BEHO3HOTO TPOMO03y BEPXHIX Ta HIDKHIX KiHIIIBOK. 3 TOSIBOIO Bap(apiHOBOrO HEKPO3Y IIKipIL.

BucrHoBkn. TakyM 4MHOM, KYMY/LATMBHMII BIUIMB CTapTOBOI Tepatii gabiraTpaHoM 6e3 «Tepallii MOCTa» relapyuHOM,
HOPYLIEHHsI PeXVIMIB 3aCTOCYBaHHsI fabiraTpany (depes geHb)Ta MDK/IIKapChbKOI B3a€EMOZI, HAsIBHICTD MOCTIH €KL{i/THOTO
¢brebiTy, 3aXBOpIOBaHH: NEYiHKM, TPOMOOLMTOIIEHIs Ta riIOTeTMYHA HeJOCTAaTHICTh aHTUTpoM6iny-11I, nporeiny C Brimu-
HY/IV Ha IPOrpecyody BeHO3HY TpoM60eMO071iio Ha pOHI IyKpOBOro fiabeTy 2 THUIY, O>KMUPIHHS, 110 IMOBIPHO CTAJIO IIPH-
YMHOIO» PE3UCTEHTHOCTI 10 remapuHiB». Hekpos mikipy, BUKIMKaHMIT BappapuHOM, € PiIKICHIM YCK/IaJHEHHM, aJIe 4acTo
Heb6esneunuM. Crify npu BifcyTHOCTI abo HegoctaTtHOCTi nmpoTeiny C, anTuTpoM6iny — III, AKIO MOXXINBO, POSITIAHYTH
aJIbTePHATMBHUIL 10 BappapuHy aHTUKOATy/IAHT. HeBfaui uepes Hee()eKTUBHICTh aHTMKOATY/LIHTHOI Tepallii TOB’sI3aHa He
TiIZIbKM i3 3aIli3HEHHAM Y II IpM3HaY€HHi, HEBUIIPAB/JAHOK 3aMiHOI aHTUKOAIy/IAHTIB, a /I 3 ypaXyBaHHAM MDK/IiKapCbKOI
B3a€MO[ii, CYIy THBOI [1aTOMIOrii, BLOOPOM OIITYMA/IBHOTIO IIpenapary Ta IPOrHO3yBaHHAM JI0T0 MOOiYHUX edeKTiB.

KirouoBi cnoBa: TpoM60eM60is iereHeBoi apTepii, Iporpecyounii BeHO3HMII TpoM603, BapdapuHOBIIT HEKPO3 LIKi-
P, LyKpoBuii fiabet 2 TUITY, [UPPO3 MeUiHKY, FeapUHPE3UCTEHTHICTb.
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