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K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
Georgian and Russian materials). With computer-printed texts please enclose a CD carrying the same file titled
with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).
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11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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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—B2-glycoprotein I antibodies IgM/IgG anti-B2GPI) with
double positive results performed in 12 weeks apart. American
College of Rheumatology (ACR) and European League
Against Rheumatism (EULAR) further refined, organized, and
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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 1gG/IgM anti—f2- 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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2023 ACR/EULAR Antiphospholipid Syndrome Classification Criteria

Entry Criteria®
At least 1 documented clinical criterion listed helow (domains 1-6)

A positive antiphospholipid antibody (aPL) test
{2 lupus anticoagulant test. or moderate-to-high titers of anticardiolipin or anti=f-glycoprotein | antibodies [IgG or ighl)
within 3 years™ of the clinical criterion

If absent, de not attempt to classify as APS — If present, apply additive criteria

Additive clinical and laboratory criteria™
Do not count a clinical criterion if there is an equally or more likely explanation than APS.
‘Within each domain, only count the highest weighted criterion toward the total score.

Clinical domains and criteria Weight Weight
D1. Macrovascular (Venous Thromboembolism [VTE]) | D2. Macrovascular (Arterial Thrombosis [AT])
= VWTE with a high-risk VTE profile® 1 » AT with & high-risk CVD profilet 2
» WTE without a high-risk VTE profile™™ 3 » AT without a high-risk CVD profile™ 4
D3. Microvascular D4. Obstetric
= Suspected (1 or more of the fallowing): 2 + =3 consecutive pre-fetal (<10w) and/or 1

Livedo racemosa (exam)

Livedaid vasculopathy lesions (exam)
Acute/chronic aPL-nephropathy (exam or lab)
Pulmonary hemosrhage (symptoms and imaging)

-

Established (1 or more of the foliowing): 5
Livedoid vasculopathy {pathology™)
Acute/chronic aPL-nephropathy (pathology'™)
Pulmonary hemasrhage (BAL or pathology™)
Myccardial disease (imaging or pathology)
Adrenal hemorrhage (imaging or pathology)

D5. Cardiac Valve
= Thickening 2
+ Vegetation 4

I Laboratory (aPL) domains and criteria™ Weight

D7. aPL test by coagulation-based functional assay
(lupus anticoagulant test [LAC])

early fetal (10wd-15w6d) deaths

Fetal death (16wld-33wed) in the absence 1
of preeclampsia (PEC) with severe features
or placental insufficiency [PI) with severe features

PEC with severe features (<34w0d) or Pl with 3
severe features (<=34wid) with/without fetal death

PEC with severe features (<34wid) and Pl with 4
severe features (<3dw0d) with/without fetal death

D6. Hematology
« Thrombaocytopenta 2
(lowest 20-130 = 10%diter)

Weight

D8. aPL test by solid phase assay (anticardiolipin

antibody [aCL] ELISA andfor anti-pB.-glycoprotein |

« Positive LAG (single — one time) 1 antibody [ap.GPI] ELISA [persistent]
= Paositive LAC (persistent) 5 » Mederate or high positive (IgM) (aCL and/or ag.GPI 1
= Moderate positive (igG) (2CL and/for af:GPI) 4
= High positive (lgG) (aCL or aGP{) 5
» High positive {lgG) (aCL and ap.GFI) 7
TOTAL SCORE

at least 3 points from clinical domains AND

Classify as antiphospholipid syndrome for research purposes if there are at least 3 paints from laboratory domains

“ Rebdr bx Tably 1 for the defaitions of clineal and el * « i Pl m.l-cpmmpm anlibady (sCL) IGGaM o0 w.-p,-gwm—n 1
atibody (aB.GPT} 10/ Igh pesitivity.  Ambeapheliped .m-h-e-!r [:FI,} pea.lmly mw, be Wnl‘mscd. wathis o/~ thiee ywara of the decumemied By medisal reeands) dinszal
citerion, " Relor 1o Tabde 2 foe ihe delin@ions of highiak profdes Eriiticn Bod sach dhieeg B abudd b fivat TlfiBed, ™ Foe the praprage of

Isharmiory domein seoning: 1) “persisent” aFL 108t resulle (01 losst 12 weeks apait] should be scomd based on teo consosoter posive lupus seticcagulam (LACH, twa
Gindaculivg highist 0L arelies twa doedpagin highsesl a P redulls (bwd congeculivg resulls wilh oi imcdSerabe pSditive and onir high pattes 80LMSDGP shauld Be inadosd
a3 "madirabe poaitid” il Bare ane oo additionsl consecutive high mw-a meailablek 21 For prodpoctive date collection, T condeculivg peditien 871 tesslts ane regpaned within thae
years of 1 ht‘d-lru:alu'llrlmn 3 Tex v data e posren 3PL mpoits and o1 least ane peaitive oFL resul within three yeara of the clinical ceandon
e faquised: 4) i thers e altiple LAC aidays perlonmed on pan'lmla eCEEEe [witdinin ¥ Il | Bepaim, derect o unlwltﬂla |r'dlrrc-'. Faddor Xa
inhilitee], the ety of the fests performed withoul anticoagalants shoud be included in the ssseasment unkas the rasdts of the tests serformed with antlcossdants an
reviewedconhined by aa Rdeddual whe bas apedise in petormeng/mieipreting the LAC assay (feler to Talde 1 Tor detadal 5) modeate (40-79 units) and huh [ =81 uwsitah hevel
alilrap,GP ame based on enoyre-licked mmunosorbem assays (ELESAz) (refer 20 Table 1 Tor detelsl ard &) for prompective studies, the most recert 2PL test (LAC ardior
rgderabe-bigh lreel alLAa M) should be positive 16 makian homogeneity of eseirch coborts, I =08 = dormins 1=, CVD = cardiovastular dissase, BAL = brorchoalveolsr
lereurge: Exam = physical examination, Lab = laboralory tesis

AsapEican Uik

deriene: @ular |

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) 135x 10%/
mm?® (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 S5mm/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-B2 glycoprotein 1 (anti-
B2GPI) 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 (Smm)
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-B2GPI antibodies
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IgG 63.55 U/mL and IgM 10.27 U/mL, LAC-positive. Also,
platelet count was 162 x 10°/mm?®, 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/m?). 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-B2GPI (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-B2GPI
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,



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

2006 Revised Sapporo

Classification Criterion

Clinical Criteria

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

Considered as non-criteria-
manifestations:

-Heart Valve disease Yes
-Livedo racemosa Yes
-Thrombocytopenia Yes
-Nephropathy Yes
-Neurological manifestations Yes
-Pulmonary/Adrenal hemorrhage Yes
Laboratory Criteria

Persistent positivity (at 12 weeks) Yes

Timeline of aPL positivity and
clinical criteria

Thresholds of aCL and / or af2GPI aP2GPT:>the 99th percentile

Antibodies for Laboratory

criteria:

-Positive LA Yes
-1gG aCL or ap2GPI Yes
-IgM aCL and/ or aff2GPI Yes

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
etal [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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Pesome

Onenka nanueHTa ¢ aHTH(OCHOIUNHMIHBIM CHHIPOMOM
mno HOBBIM KJIaCCH(PMKANMOHHBIM KPUTEPUAM
antudochoaunnanoro cungpoma ACR/EULAR 2023 rona
— OTYeT 0 ciIyyae

Apuas H', Uymoypunze B'?, Kakaypunze H>.

'Meouyunckuii gpaxynomem, Tounucckuil 20Cyoapcmeenviil
yrusepcumem umenu Heane /icasaxuweunu, Tourucu, I pysus

’[lenmp Kapouonozuu um. Axao. Yanuoze, Tounucu, I pysus

SMeouyunckuii paxynemem, Tounucckuii 20cyoapcmeeHblil
meouyunckutl yuusepcumem, Tounucu, 'pysus.

Antudochonumunnsiii cuaapom (APC) — npuodpeTeHHOE
MYJIBTUCHCTEMHOE ayTOMMMYHHOE 3a00JIeBaHHE, KIMHHYECKH
XapaKTepU3yIolmeecs:  COCYAUCTBIMH  TPOMOOTHYECKHUMHU
SIBIICHUSIMH, OCIIOXHEHUSIMU OGepeMeHHOCTH G0
HETPOMOOTHYECKHMH TPOSIBICHUSIMUA B HPUCYTCTBHH CTOHKO
TIOBBIICHHOTO YPOBHS aHTU(QOCHOIMIHUIAHBIX aHTHTEN (ADA).
MBI BBIAECTWIM CITy4aid, KOTOPBIH COOTBETCTBYET O0OMM
kputepusiMm kinaccuuramun ADC: crapomy (1999, 2006 r.)
n HoBeitfmemy (2023 r.), mOCIenHBIN AEMOHCTPUPYET OYECHBb
BBICOKYIO cnenuduyHocts (99%) s auarnoctukn APC mo
CPaBHEHHUIO C IEPECMOTPEHHBIMH KpuTepusimu Carmopo (86%).
CornacHo HOBOM PEKOMEHAALUU, KPUTEPUH DPa3[eNeHbl Ha 6
KIIMHUYECKUX M 2 J1abopaTOpHBIX pasjiena, MalHeHT JOJDKCH
HaOpaTh He MeHee 3 OALIOB IO KaKAOMY KIMHHYECKOMY U
nabopaTopHOMY pa3Jeny.

VY nameit nanmentkd B 2018 romy OBl amarHocTHpOBaH
aHTU(OCTIONIMIIUAHBIA  CHHAPOM, TaK Kak y Hee Obuia
TpaH3WTOpHass wuiIemudeckas artaka (THA) 0e3 Kkakux-
m00 WM3MEHEHWH 1O JaHHBIM MarHWTHO-PE30HAHCHOM
tomorpagun (MPT), a naGoparopHble aHaIM3bl BBISBHIN
TPOWHBIC TIOJIOKUTENbHBIE aHTH(OChOMUIUAHEIE aHTUTENA
(12 6annoB). [IpoBeneHB! AOMOTHUTENBHBIC HATHOCTHYECKHE
WCCIIEIOBAHMS, BBISIBIICHA TPOMOOIMTOIICHHUS, YTOJIIICHHE
aopTaJIbHOTO KJanaHa (4 Oamra).

Tax, TUA, nmeromas BEIpaKeHHOCTb, ONN3KYIO K HHCYJIBTY,
KaK TpOSBICHUE apTepUalibHOrO TpoM003a, IO HOBOU
PEeKOMEHJALUU OTBEpPraercsi, TaKk Kak TMalUeHT IOoTepsI
MHUHAMYM 2 Oamna; C 1pyroi cTOpOHBI, HOBasi PEKOMEH/IAIHS
MOCTaBMIa HETPOMOOTHYECKHE SIBJICHHUS B KadeCTBE HOBBIX
B3BELICHHBIX KPUTEPUEB B KIMHMYECKHX 00JACTIX, YTO Jajio
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0ajuTbl HalleMy ManueHTy; Takum 00pa3oM MBI MOJHOCTHIO
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