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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.
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Abstract.
Antiphospholipid syndrome (APS) is an acquired 

multisystem autoimmune disease characterized clinically by 
vascular thrombotic events, or pregnancy complications or 
nonthrombotic manifestations in the presence of persistently 
elevated antiphospholipid antibodies (aPL). We highlighted 
our case, which fulfills both the old APS classification criteria 
(1999,2006) _and the newest one (2023). The latest demonstrates 
very high specificity (99%) for APS diagnosis, compared to the 
older revised Sapporo criteria (86%). According to the new 
recommendation, the criteria are classified into 6 clinical and 
2 laboratory domains, patient must accumulate at least 3 points 
from each clinical and laboratory domains.

Our patient was diagnosed with antiphospholipid syndrome 
in 2018, as she had transient ischemic attack (TIA) without 
any changes on magnetic resonance tomography (MRI), and 
laboratory tests revealed triple positive antiphospholipid 
antibodies (12 points). Additional diagnostic tests were 
performed_thrombocytopenia, aortic valve thickening was 
noteworthy (4 points). 

Thus, TIA which had similar strength to stroke as the 
manifestation of arterial thrombosis by old guidelines, it is 
rejected according to the new recommendation, so the patient 
lost minimum 2 points; On the other hand, the current criteria 
added nonthrombotic events as weighted clinical domains, 
which gave the points to our patient. In conclusion we fully and 
highly specifically confirmed APS diagnosis as ACR/EULAR 
suggests.

Key words. Antiphospholipid syndrome, Classification 
criteria, Antiphospholipid antibodies, Valve thickness, 
Thrombocytopenia.
Introduction.

Antiphospholipid syndrome (APS) is an acquired 
multisystem autoimmune disease characterized clinically by 
vascular thrombotic events, or pregnancy complications or 
nonthrombotic manifestations in the presence of persistently 
elevated antiphospholipid antibodies (aPL). Classification 
of APS is based on Sapporo criteria published in 1991 and 
revised Sydney criteria 2006. The revised classification criteria 
included clinical features (arterial and venous thrombosis, 
pregnancy complications) and laboratory tests (Lupus 
anticoagulant LAC, anticardiolipin IgM/IgG antibodies aCL, 
anti–β2-glycoprotein I antibodies IgM/IgG anti-β2GPI) with 
double positive results performed in 12 weeks apart. American 
College of Rheumatology (ACR) and European League 
Against Rheumatism (EULAR) further refined, organized, and 

developed weighted criteria by the scoring system and defined 
threshold for APS classification. In 2023 they published new 
rigorous classification criteria to identify patients with high 
likelihood of Antiphospholipid Syndrome (APS). According 
to the latest recommendation it is mandatory to identify at 
least one positive antiphospholipid antibody (aPL) performed 
within 3 years from clarification of any APS associated clinical 
manifestation. Clinical criteria are divided into six domains 
(macrovascular venous thromboembolism, macrovascular 
arterial thrombosis, microvascular, obstetric, cardiac valve 
disorders, and hematologic changes) and laboratory criteria into 
two domains (lupus anticoagulant functional coagulation assays, 
and solid-phase enzyme-linked immunosorbent assays for IgG/
IgM anticardiolipin and/or IgG/IgM anti–β2- glycoprotein I 
antibodies) presented in Figure 1. Patients matching at least 
three points each from the clinical and laboratory domains are 
classified as having APS [1,2].

Epidemiology of APS by 2024-year needs revision. For 
2000-2015 years the annual incidence of APS was 2.1 [95% 
confidence interval (CI): 1.4–2.8] per 100000 population, and 
the estimated prevalence was 50 per 100000 adults. By Gaspar 
P. and et al APL positivity was found in 13%, 11%, 9.5% and 
6% of patients with stroke, myocardial infarction, deep vein 
thrombosis and pregnancy morbidity. Bidirectionally the APS 
manifestations deep venous thrombosis, stroke and myocardial 
infarction were registered respectively in 40%, 20%, 5,5% of 
patients [3], while obstetrical complications were found in only 
9.7% of patients [4]. Micro-thrombosis manifestations can be 
found in up to 12% of APS patients [3]. Thrombocytopenia 
was detected in 20-46% of APS patients and associated with 
an increased risk of thrombosis [4]. Cardiac valve disease was 
observed in 3-4.6% of APS patients [5,6].

Exact pathological pathways for APS development are still 
unclear, because of its multifactorial mechanisms_the main 
role plays immunothrombosis and vasculopathy. Researchers 
proposed ‘Two-hit’ hypothesis in APS pathogenesis: the 
presence of aPL induces endothelial injury -procoagulant state 
(‘first hit’), and the ‘second hit’ condition such is inflammation 
or infection, or pregnancy triggers thrombosis [7]. This may 
explain that 5% of healthy population is aPL career, and still 
without any APS clinical manifestation [8].

Our aim was to present and discuss our own APS case in terms 
of older and current ACR/EULAR recommendations.
Case presentation.

A 48 year old woman admitted to our Hospital Emergency 
unit on April 2018 with a 10 minute history of speech and visual 
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Figure 1. Modified  by journal of brown hospital, 2023 ACR/EULAR classification criteria, Retrieved from https://twitter.com/brownjhm/
status/1697054803027796328/photo/1.
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disturbances, syncope, preceding with all-day headache.
Her medical history showed that she has suffered from arterial 

hypertension and frequent headaches (not diagnosed before) 
since 2015, also laboratory findings have revealed prolongation 
of activated Partial Thromboplastin time (APTT) and 
Erythrocyte Sedimentation Rate (ESR). She was recommended 
for general internist consultation, but she has not visited.

She had a family history of father sudden death.
At admission to our hospital, she complained of headache 

and general weakness. She was hemodynamically stable and 
physical examination was unremarkable. She was consulted by 
neurologist, due to her recommendation brain MRI was done, 
which showed post traumatic gliosis and atrophic changes in the 
right parietal lobe, brain computed tomography revealed cystic-
atrophic changes also in the right lobe. Electroencephalography 
(EEG) did not detect any pathological or paroxysmal activity. 
Patient’s condition was assessed as Transient cerebral ischemia 
(TIA), and frequent headache episodes were attributed to 
migraine.

Laboratory findings were as follows: Platelets (PLT) 135× 103/
mm3 (n.v. 150-500), Prothrombin time 56 sec (n.v.25-38), 
activated Partial Thromboplastin Time (aPTT) 104,9 sec. (n.v. 
26-38), Erythrocyte Sedimentation ratio 55mm/hr (n.v. 2-15), 
total cholesterol (CHOL-T) 237mg/dL (n.v. <200), High density 
lipoprotein- cholesterol (HDL-CHOL) 40mg/dL (n.v. >55), 
Low density Lipoprotein Cholesterol (LDL-CHOL) 173.4mg/
dL (n.v. <130). All other routine tests were in normal range.

Patient was evaluated by hematologist and rheumatologist 
because of suspicion autoimmune disease. Workup of 
autoimmune disorder revealed antiphospholipid IgG 
autoantibodies high positive levels: anticardiolipin (aCL) 
antibodies 640 U/mL (n.v.10), anti-β2 glycoprotein I (anti-
β2GPI) antibodies 867 U/mL and mild positive IgM levels of 
the same antibodies 30.3U/mL and 32.4 U/mL respectively 
(n.v.10U/mL). Lupus anticoagulant (LAC) was performed with 
aPTT and Diluted Russell Viper Venom Time (dRVVT) test 
in three steps (screening, mixing and confirmatory), and it was 
positive. Other laboratory findings for rheumatologic diseases 
were negative.

Echocardiography reported pathological changes of aortic 
valve, especially left coronary leaflet was thickened (5mm) 
involving its proximal and middle portion, moderate aortic 
insufficiency (+3/+4), with eccentric regurgitation flow through 
mitral valve anterior leaflet, which makes premature mitral valve 
closure (PMVC). Systolic function in normal range (Ejection 
fraction 60%), diastolic disfunction of impaired relaxation form. 
Other structural and functional changes were not remarkable.

Additionally, it was performed bubble study for the exception 
of patent foramen ovale, a shunt was ruled out.

No episode of atrial fibrillation was detected on 
electrocardiography (ECG) and Holter ECG monitoring.

According to the medical history, clinical and laboratory 
features, and ruling out associated autoimmune diseases, 
diagnosis of primary antiphospholipid syndrome was made.

At 12-week follow-up was performed on the basis of the APS 
consensus recommendation, repeated aPL tests were done, and 
again detected medium high positive results aCL anti-bodies 
IgG 242,63U/mL, and IgM 84.33 U/mL, anti-β2GPI antibodies 

IgG 63.55 U/mL and IgM 10.27 U/mL, LAC-positive. Also, 
platelet count was 162 × 103/mm3; PTT-41.5 sec, aPTT-43.4 
sec. Therefore, the presence of APS was confirmed.
Discussion and Conclusion.

New 2023 ACR/EULAR recommendation for APS combined 
heterogenous aPL-related clinical and laboratory manifestations 
into a set of hierarchically clustered, weighted, and risk-stratified 
classification criteria with high specificity, and simplified 
making diagnosis of APS for practitioner doctors and improved 
foundation for APS research.

Contrasting differences between new and old recommendations 
are noteworthy and are summarized in Table 1 [7].

A significant distinction concerns the issue of Transient 
cerebral ischemia (TIA), by the 2006 consensus TIA and stroke 
fell within the spectrum of arterial thrombosis; thus, TIA was 
applied [9]. On the other hand, in the 2023 recommendation 
TIA has low specificity for APS, and it is eliminated [1]. If TIA 
would be approved by ACR/EULAR our patient was given two 
points as is weighted Domain 2: Arterial Thrombosis with High 
risk cardiovascular disease (CVD) profile she had 3 moderate 
CVD risk factors: grade 1 arterial hypertension, moderate 
hyperlipidemia (CHOL-T- 237mg/dL, LDL-CHOL_173.4mg/
dL), obesity (BMI≥30 kg/m²). Regardless she was triple positive 
aPL patient, she would be classified only as ‘aPL career’ or 
‘false negative’ by current recommendation, but additional 
findings aortic thickening by echo, and thrombocytopenia, 
which are the newest classified clinical criteria in domain 5 
and 6, gave her 4 points. We controlled her laboratory tests for 
aPLs several times, the minimum interval was 12 weeks. As 
the repeated tests show again positive results, she matched the 
highest points from laboratory criteria -12 points, as she had 
persistently positive LAC (5 points), and high positive values of 
IgG aCL AND anti-β2GPI (7 points).

Another important issue is that the current guideline strictly 
specifies the laboratory method of antibody testing LAC must 
performed and interpreted based on the International Society 
of Thrombosis and Hemostasis (ISTH) guidelines, a 3-step 
procedure (screening – mixing– confirmation) with 2 test 
systems (diluted Russell’s viper venom time and a sensitive 
activated partial thromboplastin time ), aCL and anti-β2GPI 
should be determined based on standardized ELISA results, not 
based on other testing modalities. It also defines only a moderate 
(40–79 units) and high (>80 units) value of aPL, which gives the 
corresponding points. We performed laboratory tests following 
the rules at the same laboratory unit and revealed high positive 
results several times, so the aPLs were persistently elevated. 

It is noteworthy that even in the current recommendation 
nothing is said at all about the different cutoffs used due to inter-
laboratory variations and a lack of international standards, also 
it does not consider weakly positive levels of aCL and aB2GP 
antibodies to be clinically relevant and a level at or above the 
99th percentile [10]. So, if these patients do not match laboratory 
criteria, even if the clinical domain is positive, they remain as 
APL carriers. Pablo R. and et al. retrospectively analyzed 138 
aPL careers, thirteen patients (9.4%) developed thrombosis 
after an average period of 73.0 ± 48.0 months. Independent 
risk factors for thrombosis were smoking, hypertension, 
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2006 Revised Sapporo 2023 ACR/EULAR 

Classification At least 1 Clinical Criterion and 1 Laboratory 
Criterion

3 points from clinical domains AND at least 3 points from 
laboratory domains

Clinical Criteria Entry criteria and scoring: count the highest weighted 
criterion towards the total Score

2-Clinical Criteria’s 
1. Vascular thrombosis:  One or more clinical 
episodes of arterial, venous, or small vessel 
thrombosis, in any tissue or organ 
2. Pregnancy morbidity

6-Clinical domains
1. Macrovascular-Venous Thromboembolism 
2. Macrovascular-Arterial Thrombosis 
3. Macrovascular 
4. Obstetric 
5. Cardiac Valve 
6. Haematology

Considered as non-criteria-
manifestations:               
-Heart Valve disease Yes No
-Livedo racemosa Yes No
-Thrombocytopenia Yes No
-Nephropathy Yes No
-Neurological manifestations Yes No
-Pulmonary/Adrenal hemorrhage Yes No
Laboratory Criteria
Persistent positivity (at 12 weeks) Yes No
Timeline of aPL positivity and 
clinical criteria Less than 5 years of clinical criteria within 3 years of clinical criterion

Thresholds of aCL and / or aβ2GPI aCL:>40 GPL or MPL, or the 99th percentile 
aβ2GPI:>the 99th percentile

aCL or aβ2GPI: 
Moderate 40-79 units 
High >80units

Antibodies for Laboratory 
criteria: 
-Positive LA Yes Yes
-IgG aCL or aβ2GPI Yes Yes
-IgM aCL and/ or aβ2GPI Yes Yes. If isolated: are not sufficient (weight only 1 point)

Table 1. Main differences between 2006 revised Sapporo and 2023 ACR/EULAR classification criteria for antiphospholipid syndrome.

thrombocytopenia, and triple aPL positivity [11]. aPL careers 
and other controversial clinical scenarios (seronegative patients 
and patients with clinical AND laboratory criteria but NOT 
fulfilling the APS classification criteria ) are discussed as ‘false 
negatives’ by the new recommendation. This high-priority 
antiphospholipid syndrome (APS) events need future research 
and update of the 2023 ACR/EULAR APS classification 
criteria[1]. APS manifestations in seronegative patients have 
been perfectly described in review article by Pignatelli P. and 
et al [7].

Despite the above-mentioned uncertainties, the new 2023 
ACR/EULAR APS classification criteria have a specificity 
of 99% compared to the 86% specificity of the 2006 Revised 
Sapporo criteria. In conclusion we were able to diagnose 
APS perfectly firstly due to 2006 Sapporo criteria and high 
specifically confirmed it as 2023 ACR/EULAR suggests.
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Антифосфолипидный синдром (АФС) — приобретенное 
мультисистемное аутоиммунное заболевание, клинически 
характеризующееся сосудистыми тромботическими 
явлениями, осложнениями беременности или 
нетромботическими проявлениями в присутствии стойко 
повышенного уровня антифосфолипидных антител (АФА). 
Мы выделили случай, который соответствует обоим 
критериям классификации АФС: старому (1999, 2006 г.) 
и новейшему (2023 г.), последный демонстрирует очень 
высокую специфичность (99%) для диагностики АФС по 
сравнению с пересмотренными критериями Саппоро (86%). 
Согласно новой рекомендации, критерии разделены на 6 
клинических и 2 лабораторных раздела, пациент должен 
набрать не менее 3 баллов по каждому клиническому и 
лабораторному разделу.

У нашей пациентки в 2018 году был диагностирован 
антифосполипидный синдром, так как у нее была 
транзиторная ишемическая атака (ТИА) без каких-
либо изменений по данным магнитно-резонансной 
томографии (МРТ), а лабораторные анализы выявили 
тройные положительные антифосфолипидные антитела 
(12 баллов). Проведены дополнительные диагностические 
исследования, выявлена   тромбоцитопения, утолщение 
аортального клапана (4 балла).

Так, ТИА, имеющая выраженность, близкую к инсульту, 
как проявление артериального тромбоза, по новой 
рекомендации отвергается, так как пациент потерял 
минимум 2 балла; С другой стороны, новая рекомендация 
поставила нетромботические явления в качестве новых 
взвешенных критериев в клинических областях, что дало 

баллы нашему пациенту; Таким образом мы полностью 
и высокоспецифично подтвердили диагноз АФС, как 
предлагает ACR/EULAR.

რეზიუმე
ანტიფოსფოლიპიდური სინდრომის მქონე 

პაციენტის შეფასება ACR/EULAR-ის ახალი 2023 წლის 
ანტიფოსფოლიპიდური სინდრომის კლასიფიკაციის 
კრიტერიუმების მიხედვით_შემთხვევის განხილვა

არჩაია ნ1, ჭუმბურიძე ვ1,2, კაკაურიძე ნ3.
1მედიცინის ფაკულტეტი, ივანე ჯავახივილის 

სახელობის თბილისის სახელმწიფო უნივერსიტეტი, 
თბილისი, საქართველო

2ჩაფიძის კარდიოლოგიის ცენტრი, თბილისი, 
საქართველო

3მედიცინის ფაკულტეტი, თბილისის სახელმწიფო 
სამედიცინო უნივერსიტეტი

ანტიფოსფოლიპიდური სინდრომი (აფს) არის 
შეძენილი მულტისისტემური აუტოიმუნური დაავადება, 
რომელიც კლინიკურად ხასიათდება სისხლძარღვთა 
თრომბოზული გამოვლინენებით, ან ორსულობის 
გართულებებით, ან არათრომბოზული შემთხვევებით 
მუდმივად მომატებული ანტიფოსფოლიპიდური 
ანტისხეულების (aPL) ფონზე. ჩვენ განვიხილეთ 
პაციენტი აფს-თი, რომელიც აკმაყოფილებს აფს 
კლასიფიკაციის ორივე კრიტერიუმს, ძველს (1999,2006) 
და უახლესს (2023), უკანასკნელი ხასიათდება ძალიან 
მაღალი სპეციფიკურობით (99%) საპოროს განახლებულ 
კრიტერიუმებთან შედარებით (86%). ახალი 
რეკომენდაციით, კრიტერიუმები კლასიფიცირებულია 
6 კლინიკურ და 2 ლაბორატორიულ ნაწილად, პაციენტმა 
უნდა დააგროვოს მინიმუმ 3 ქულა თითოეული 
კლინიკური და ლაბორატორიული კრიტერიუმიდან.

ჩვენს პაციენტს 2018 წელს დაესვა 
ანტიფოსფოლიპიდური სინდრომი, კლინიკურად 
მას ჰქონდა გარდამავალი იშემიური შეტევა (გიშ), 
მაგნიტურ-რეზონანსული ტომოგრაფიული (მრტ) 
კვლვევით ყოველგვარი ცვლილების გარეშე, 
ხოლო ლაბორატორიული ტესტებით სამივე 
ანტიფოსფოლიპიდურ ანტისხეულზე გამოვლინდა 
დადებითი შედეგი (12 ქულა). ჩაუტარდა დამატებითი 
დიაგნოსტიკური კვლევები, საყურადღებო იყო 
თრომბოციტოპენია, აორტის სარქვლის გასქელება (4 
ქულა).

ამრიგად, გიშ, რომელიც ითვლებოდა ინსულტის 
მსგავს არტერიული თრომბოზის გამოვლინებად, 
ახალმა რეკომენდაციამ უარყო იგი, შესაბამისად 
პაციენტმა დაკარგა მინიმუმ 2 ქულა; რაც შეეხება ახალი 
რეკომენდაციით არათრომბოზული გამოვლინებები 
შეყვანილია კლინიკურ კრიტერიუმებში, რამაც 
ქულები მიანიჭა ჩვენს პაციენტს. აქედან გამომდინარე 
ჩვენ სრულყოფილად და მაღალი სპეციფიურობით 
დავადასტურეთ აფს დიაგნოზი, როგორც ამას ACR/
EULAR გვთავაზობს.
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