PE3IOMETA HA HAYYHUTE TPYJOBE
HA JI-P AETEJIMHA CTOUJIOBA KEJIA3KOBA, IM

|. TMCEPTALIMOHEH TPY ]

1. CrounoBa /I. KlMHMKO — MMYHOJOTMYHHM KOpEJIALUUA NpPU TALUEHTH C
MHosecTBeHa CKIiepo3a /MpoQuil Ha IUTOKUHHU, XeMOKHHH U aJXE€3MOHHU MOJIEKYIH
— MOBJIMSBAHE OT WMyHOMonyiupariata tepamus ¢ Interferon-p/. ducepraruonen
TPYA 3a IpHUCHXKIaHe Ha oOpa3oBaTelHa M Hay4yHa CTENeH ,,JokTop®. Tpakuiicku
yauBepcuret, Crapa 3aropa, 2012, 203 c., ABTopedepar 66 c.

Pe3ome: MHoxectBeHara ckiepo3a (MC) e 3abonsBaHe Ha LiEHTpaJHaTa HEpBHA
cuctema (LIHC), xapakTepu3upaiio ce ¢ IMyHOMEIHUHUPaHa IeCTPYKIUs Ha MUEIHHA,
acTporiimo3a M BapuaOWIIHA MO CTENEeH aKCOHOMATHs. Bh3ManuTeNHusAT nporec npu
MC, mnpenmecTBam pa3BUTHETO Ha JAEMHUEIMHU3AIMS, BBBIMYA €THOBPEMEHHO
KJIETKH Ha UMyHHaTta cucrema u LIHC, xakTo u mpoaynupanuTe OT TSIX Bb3NATUTCITHH
MEINaTOPH: IIUTOKUHH, XeMOKHHH M aJIXC3MOHHH MOJICKYJIM HA €HIOTEITHUTE KIIETKH.
Beopeku cbliecTBeHUss Nporpec B U3ACHSABAHE Ha HEBPOMMYHOJIOTHMATA MU
HeBponarosiorusita Ha MC B MOCIEAHOTO JleceTuieTue, OoyiecTTa Ha TO3U eTall
ocraBa 0e3 nepuHuTHBHO seyeHue. Ilonacrosmem IFN-B ce sBsBa Haii-IIMpoKo
U3I0JI3BAHOTO UMYHOMOAYJIHpalIo JiedueHue npu MC, HO TOUHUAT My MEXaHU3bM Ha
neiictBue He € HambiHO u3sicHeH. |IFN-B nma mMHOMecTBO edexTu BbpXy MMyHHaTa
crcTeMa, HO BCE OIIe HE 3HAaeM KaK T€ OOYCHaBAT IOJIOKUTEIHHUS TepaneBTHUYCH
epextr mpu MC. ILlen Ha HacrosmMs TpyA € WH3CIEIBaHE HAa KIWHUKO-
UMYHOJIOTHUHUTE Kopemamuu npu MC, dYpe3 mnpoydyBaHe acoIMalusiTa MEXITY
KIMHAYHKS XO0J] Ha 0OJecTTa W HUBOTO HA IIMTOKWHHM, XEMOKHHH U aJIXC3HOHHH
MOJIEKYJIM, OT €[lHa CTpaHa, KaKTO W 4Ype3 yCTAaHOBSBAHE HAJMYMETO Ha KOpeNaIus
MEXJy KOHLEHTpalHsITa Ha UMYHOJIOTHYHUTE MapKepH U TepaneBTUYHHS ePeKT Ha
IFN-B. B pamkuTe Ha HacTOALIMS TPYA € U3cineaBaH TepaneBTuyHus eext Ha IFN-f
npu 135 mamuenra ¢ npucTbinHO-peMuTeHTHA MC, ¢ M3MOJ3BaHEe Ha JIBa OCHOBHH
KIIMHAYHA KPUTEPHS 32 OLEHKA: TOJIUIIHA YECTOTa Ha MPUCTBITUTE - TIPEAN U Ciel 2
roguiiHa tepanus ¢ IFN-f 1 Hanuure Ha TOTBBP/ACHA MTPOrpecusi B MHBATUAU3AIUATA
cieq BkIouBaHe Ha jedeHuero ¢ IFN-B. YcranoBenuTe pesynratu cien 2-roguniHa
Tepamus MOKa3BaT: CHTHHU()HKAHTHA PEIYKIHMS B TOAMIITHATA YECTOTA HA MPHUCTHITUTE
Ha MC (c 65%), BucOK mpoueHT marueHTu 0e3 npuctbiu (47%), KaKTO ¥ MHOTO
HUCBK Js1 OOJHM C JaHHU 3a mporpecus B nHBanmuau3anusata (9%). JonbaHuTeHO
ce uscienaxa HuBara Ha murokuHute |L-4, IL-10, IL-12 u TNF-0, xeMokuHuTe
CCL2, CCL3, CCL5, CCL17, CXCL10 u anxesuonnute moiekynu SICAM-1 u
SVCAM-1 mpu o6mo 155 marmenta ¢ MC, 060co0eHH B TpH TPYNH: C MPHUCTHI HA
MC; 6e3 mpucten u 6e3 tepanus ¢ IFN-B; 6e3 mpucten Ha Tepamus ¢ IFN-p.
W3cnenana Oe u rpyma oOT 3ApaBu KOHTPOiHM. CTAaTUCTHUYECKUAT aHaIu3 Ha



MOJTYYCHUTE JaHHU TI0Ka3a CHUTHU(UKAHTHA pasiuka B cekpenusara Ha sICAM-1,
CCL17, CXCL10 c¢ mo-Bucoka xonmentpamus Ha SICAM-1 u CXCL10 npm
nanueHtute Ha Tepanus ¢ IFN-B u chorBeTHO mo-Hucku HUBa Ha CCL17 B chmiata
rpyna. CTaTUCTUYECKU 3HAYMMa MEKIYTrpyloBa pa3jiuKa c€ YCTAHOBSBA M B HUBATa
Ha CCL2 u TNF-0, nokaro 3a ocrananute uicineaBanu Omomapkepu: 1L-10, IL-12,
CCL3, CCL5 u SsVCAM-1 He ce ycraHOBSIBAaT CHUTHHU(DHKAHTHU pa3IU4Us B
KOHIIEHTPALIMUTE MM 33 YETUPUTE H3CIEABAHU Tpynu. B 3akioueHue, HACTOSIIUTE
KJIMHAYHYU JIaHHHW TTOTBBPIKIaBatT OnaronpusatHus TepaneBTudeH edext Ha IFN-B mpu
MC, kaKkTo 1Mo OTHOIICHHE HA PEAYKIUS Ha FOJUIIIHATA YECTOTa Ha MPUCTHIIUTE, TaKa
U 3a CMeTKa Ha 3a0aBsiHe Ha MporpecusTa B MHBanuauzauuara. OT apyra crpasa,
pe3ynraTuTe MOTBBPXKIABaT, 4e MMyHOMoaynupamara Tepanus ¢ [FN- moiussa
3HAYUMO TIpo(dUiIa Ha [IUTOKWHU, XCeMOKHHH M aJXe3MOHHU MOJICKYJIH MPH MaIlUCHTH
¢ mpucthliHO-peMuUTeHTHa MC, Karo dYacT OT MeXaHW3Ma Ha JICWCTBHE Ha
MEIMKaMEHTA.

Abstract: Multiple sclerosis (MS) is a disease of the central nervous system that is
characterized by immune-mediated destruction of myelin, astrogliosis and axonal
damage in variable degree. Inflammatory process in MS prior to the development of
demyelination involves both immune cells and cells of the central nervous system, as
well as inflammatory mediators produced by them: cytokines, chemokines and
adhesion molecules of the endothelial cells. Although during the last decade there has
been a significant progress in respect with understanding the MS neuroimmunology
and neuropathology, there is still no definitive treatment for this disease. Currently,
interferon-beta (IFN-B) is the most widespread immunomodulatory therapy for MS,
yet its precise mechanism of action has not been thoroughly understood. IFN-§ have a
variety of effects on the immune system, yet we do not know exactly how these
effects translate into the positive therapeutic effect in MS. The aim of the present
work was to investigate the clinico-immunological correlations in MS patients by
studying the association between the disease clinical course and the levels of
cytokines, chemokines and adhesion molecules, as well as by finding out is there a
correlation between the concentrations of the immunological markers and the
therapeutic effect of IFN-B. The present project studied the therapeutic effect of IFN-f
in 135 patients with relapsing-remitting MS by using two main clinical evaluation
criteria: annualized relapse rate — before and after 2-year IFN-B treatment and
sustained disability progression after IFN-B has been included in the therapy. The
results after 2-year therapy showed: a significant reduction in annualized relapse rate
(by 65%), high proportion of patients without relapses (47%), as well as very low
share of patients with data for sustained disability progression (9%). Within the
present project the levels of IL-4, IL-10, IL-12, TNF-a cytokines, CCL2, CCL3,
CCL5, CCL17, CXCL10 chemokines and sICAM-1 and sVCAM-1 adhesion
molecules were studied in total of 155 patients with MS, divided into three groups:
with relapse of MS; without a relapse and without any therapy; without a relapse and
with IFN-B treatment. A group of healthy controls was also studied. Statistical
analysis of the received data showed significant difference in the concentration of



SICAM-1, CCL17, CXCL10 with higher concentration of SICAM-1 and CXCL10 in
patients with IFN-B therapy and lower CCL17 level in the same group. Statistically
significant difference among the groups was found in the concentration of CCL2 and
TNF-a, as well, while the rest of the biomarkers did not show any statistical
differences in respect of their concentrations for all studied groups. In conclusion, the
present clinical data confirm the beneficial therapeutic effect of IFN-f in relapsing-
remitting MS, both in respect with the annualized relapse rate reduction and regarding
the disability progression delay. On the other hand, the results confirm that
immunomodulatory therapy with IFN-p affects significantly the profile of cytokines,
chemokines and adhesion molecules in patients with relapsing-remitting MS.

1. IYBJIUKALIMUU U JOKJIA/IU B HAYYHU U3JAHUSA,
PE®OEPUPAHU U HTHIEKCUPAHU B CBETOBHOU3BECTHHA
BA3N JAHHU C HAYYHA NTHO®OPMALIUA

2. Cherninkova S., Tzekov Chr., Bussarski V., lliev I., Nachev S., Gudeva T.,
Stoilova D. Neuroophthalmologic symptomatology in 246 patients with orbital space-
occupying processes. Neuro-ophthalmology, 27, 2002, 1-3: 45-54

Abstract: A total of 246 patients with orbital space-occupying processes were treated
at the Clinic of Neurosurgery, University ‘Alexandrovska’ Hospital, in the period
1986-1999. There were 119 males and 127 females, aged between 2 and 76 years. The
pathologies were orbital pseudotumor (14.6%), mucocele of the orbital walls (14.2%),
hemangiomas (13%), tumors of the optic nerve and chiasm (9.8%), secondary tumors
(11.4%), metastases (6.9%), tumors of the lacrimal gland (4.5%), tumors of peripheral
nerves (4.5%), bone tumors (4.0%), tumors of fibrous tissue (4.0%), dermoid and
epidermoid tumors (3.2%), lymphomas (1.6%), rhabdomyosarcomas (1.6%), multiple
myelomas (1.2%), and other rare tumors. The main clinical symptoms were proptosis
(76.8%), limitation of ocular movements (60.9%), diminished visual acuity (52.4%),
eyelid swelling (20.7%), orbital pain (26.0%), local tumor (20.7%), optic disc
swelling (15.0%), and optic atrophy (20.3%), with the incidence varying among the
individual nosologic entities. All patients underwent an operation and the
collaboration of the neuro-ophthalmologist, otorhinolaryngologist, and plastic surgeon
was requested in some of the cases.The results of treatment depended directly on the
nature of the pathological process. Post-operative complications were observed in
4.5% of the patients operated, with surgical lethality in 1.5%.

3. Cherninkova S., Stamenov B., Nakova An., Stoilova D. Cortical blindness
associated with bilateral posterior ischemic optic neuropathy after generalized cerebral
hypoxia — a case report. Neuro-ophthalmology, 27, 2002, 1-3: 103-109



Abstract: The case presented here involves a 42-year-old woman. Bilateral blindness
was observed at the moment of her recovery from general anesthesia following a
gynecological surgical intervention. A neuro-ophthalmologic examination revealed a
combination of cortical blindness, as assessed by CT scan and MRI data, caused by
bilateral occipital ischemia and bilateral posterior ischemic optic neuropathy, as
revealed by ophthalmoscopic data. The condition resulted in a partial optic atrophy
during the observation period. We assume that this pathological combination
appeared as a consequence of generalized cerebral hypoxia during the operation. The
possibility of transneuronal retrograde degeneration or another additional disease is
considered less probable.

4. Kounin G., Romansky K., Traykov L., Shotekov P., Stoilova D. Primary
spinal melanoma with bilateral papilledema. Clinical Neurology and Neurosurgery,
107, 2005: 525-527

Abstract: A case of primary leptomeningeal malignant melanoma localized in the
cervical region in a 41-year-old woman is presented. The only clinical finding was
intracranial hypertension with papilledema. A diagnosis of primary CNS melanoma
was made after dermatological and ophthalmological consultations, ruled out a
metastatic lesion. Primary leptomeningeal melanoma is an extremely rare spinal
tumor. Its clinical presentation with signs of increased intracranial pressure but
without cord symptoms is unusual. Clinical features of this case including the
radiological and histologic findings are described. Diagnosis as well as management
is discussed.

5. Petrov I., Kempf W., Stoilova D., Broshtilova V., Mateev G., Balabanova M.
Disseminated dermatophytic pseudomycetomas arising in an immunocompromised
patient. British Journal of Dermatology, 155, 2006: 628-630

Abstract: Skin infections due to dermatophytes are common and are generally
associated with a low degree of morbidity in normal hosts. However, in
immunocompromised patients dermatophyte infections are more extensive and often
present an atypical clinical picture. Dermatophytes frequently invade the dermis 1-3
and even disseminate to internal organs. We report a case of disseminated
dermatophytic pseudomycetomas, arising in an immunocompromised patient, as a
result of an infection with a common dermatophyte — Trichophyton mentagrophytes.

6. Baleva M., Stoilova D., Shotekov P., Nikolov K. Annexin V antibodies in
multiple sclerosis and SLE/APS. Cent. Eur. J. Med. 8(2), 2013: 225-228

Abstract: Multiple sclerosis (MS) is an autoimmune disease with unclear
etiopathogenesis. Some MS patients have anticardiolipin (ACL), anti-beta-2-



glycoprotein-1 (B2GPI) and anti-annexin V (AnV) antibodies. These antibodies can
also be found in systemic lupus erythematosus with antiphospholipid syndrome
(SLE/APS). The aim of our study was to compare the levels of ACL, B2GPI and AnV
antibodies in MS and SLE/APS. Materials and methods: We investigated serum levels
of 1gG and IgM ACL, B2GPI and AnV in 21 MS patients, 30 SLE/APS patients and
30 controls using ELISA. Results: Mean levels of IgM and IgG ACL and B2GPI in
MS were comparable with controls and lower than SLE/APS (p<0.05). Mean levels of
IgM AnV in MS were higher compared to SLE/APS and controls (p<0.05); mean
levels of 1IgG AnV in MS were higher than normal but similar to SLE/APS (p>0.05).
Discussion: The results show that MS with negative “classic” autoantibodies (ACL
and B2GPI) and without clinical data for antiphospholipid syndrome may have other
positive antiphospholipid antibodies, such as AnV. Larger studies are needed to
clarify whether AnV are epiphenomenon of the vascular and organ damage or they
play a pathogenic role in the development of MS.

7. Koleva 1., Stoilova D., Shotekov P. Neurorehabilitation for amelioration of
the quality of life of multiple sclerosis patients. J Neurol Sci 2013; 333 Suppl 1, E539

Abstract: Structuration of a neurorehabilitation algorithm in MS and clinical
approval of our physiotherapy programme and comparative evaluation of the effect of
the application of different rehabilitation complexes; by a synergic combination of
natural and preformed physical modalities: physiotherapy, kryotherapy, ergotherapy,
pulsed magnetic field, electrostimulations, education of MS patients in activities of
daily living.

I11. IIYBJIUKAIIUU B HEPE®EPUPAHU CIIMCAHUSA C HAYYHO
PELHEH3UPAHE NJIM TYBJINKYBAHMU B PEJJAKTUPAHU
KOJIEKTUBHHU TOMOBE

8. UepnunkoBa C, Ctomnosa /l., llekoB Xp., lumoBa B. Panna auarnoctuka
HAa MO3bYHM HEOIJIa3MH C [pWiIaraHe Ha aBTOMaTu3upaHa (KOMITIOTBPHA)
nepumMeTpus. bearapcka neBpoxupyprus 6, 2001, 1-3: 59-62

Pe3ome: [Ipunarane MeToabT Ha aBTOMaTH3UpaHa (KOMIIOTbpHA) MEPUMETPUS 3a
JETEeKINs HAa HAYaJIHU OTHAJaHUs Ha 3pUTEITHOTO IMOJIE C OTJie]l paHHA JUAarHOCTHKA
Ha MO3BYHHU HEOIUIa3MH, KOMIIPUMHUpAIIHA apepeHTHATA 3pUTEITHA CUCTEMa, € Ie Ha
HACTOSIIOTO U3oxkeHue. M3non3pan e kommorspeH nmepumersp DICON TKS 5000 —
nporpama 11/120 Pt. QMP — full field u 9/76 Pt. Threshold — central grid.
W3cneaBanu ca aBe rpynu OOJHU € TUArHOCTUIIMPAHU U ONEPaTUBHO BepuULIMPaHU
/mipy moBeueTo/ MO3BYHM Heoruta3mu. IIbpBara rpyma ce cberon ot 73 Oomuu (15
MBKE U 58 )KEeHH) CbhC cpeHa Bb3pacT 39.5 ronuHu, ¢ JaHHHU 32 MO3BYHU TYMOPH B
xua3manHa obnact. Illectaecer u mer 601HU ca ¢ XunoduzapHu aAEHOMH, OT KOUTO



19 - ¢ MukpoageHomu; 4 ca ¢ MGCHUHIMOMHU U 4 — ¢ KpaHuodapuHruomu. Bropara
rpyna ce cberou or 29 Gomuu (15 mbxe u 14 xeHHM) ChC cpeaHa Bb3pacT 34.1
TOAWHHU, C JaHHHU 32 MO3bYHU TYMOpH, KOMIIPUMHpPAILU PETPOXHAZMAIHUTE OTAEIH
Ha 3pHUTENHATa cHcTeMa (C TeMIIOpalHa, MapUeTO-TEMIIOpAIHA WM OKIMIHTAIIHA
nokanu3auust). llerHamecer OonHM ca C  [MIMATHU  TYMOpPH  (acTpOLIMTOMY,
OJIUTOJICHAPOTIIMOMH, TIMoOIacToMu); 8§ ca C MEHHUHTHOMH; 6 — C METacTasw.
Pasnpenenenuero Ha nepumeTpuuHus Aedekt npu Hammure 73 GomHu ot I-Ba rpyna e
ClIeAHOTO: NpH 14 GONHU € ycTaHOBeHa OMTEeMIIOpalHa XEMHAHOICUS — ITbJIHA WJIH
HenbJHa; pu 16 60JIHM € Haule OTHalaHe B TOPHUTE TEMIIOPAJIHU KBAJPaHTHU; MIPU
3 OONHM € YCTaHOBEHO JOJIHO OWUTEMIIOPAJIHO OTHaJaHe; HpU 8 — eAHO- WM
JBYCTpaHEH IIEHTpaJeH CKOTOM + pasHopojeH nepudeper naedext (2 oT Tax ¢
“junctional scotoma”); mpu 3 — KOHIEHTPUYHO CTECHEHO 3PHUTEIHO TIOJC;
MOHOKYJapeH AedeKT e yctanoBeH npu 4 6oxan. HopmanHna nepumMeTpruyHa HaXxoaKa
e Hanuie rpu 25 6oxau (18 oT X ca ¢ MukpoaaeHom). [lpu namure 29 Gomaam ot -
pa Tpyma pasmpeneieHneTo Ha jAedekra € CIeJHOTO: MhJHA XOMOHHMMHA
XEMUAHOIICUS € HaluLe Npu 7 OOJIHU, HE'bJIHA - CHOTBETHO NMpH 6 OOJIHU; HAIU4YUE
Ha FOpHAa WJIM JI0JIHA XOMOHHMMHA KBaJpaHTONCUs — IpU 9 OOJIHYU; aNTUTYIUHAIHU
negekTu — mpu 2; KOHLUEHTPUYHO CTECHEHO 3PHUTEIHO IO0JIe — MpH 2 MalUeHTH.
Hopmanna Haxonka e yctaHoBeHa npu 3 6onHu. Ilpu romasima yact ot Hammure 00JHU
ot |-Ba rpyma u nipu vact ot ll-pa, HAMEpEHUAT TUCKPETEH MEPUMETPUIEH e(eKT C
METOAa Ha KOMIIOTBpHA MEPUMETPHUsS, IO TMOBOA HA HETUNHYHH 3PUTEITHH
OIJJAKBaHMsI, € OWJI TMOBOJ 3a MPOBEXKIAaHE Ha HEBPOM300pa3siBalli METOIU Ha
n3cneaane — CT u MRI Ha rmaBeH MO3BK, JTOBEJIO JI0 TUArHOCTUITUPAHE HA TyMOpa.

Abstract: The purpose of this exposition is the application of the method of
automated (computed) perimetry for detection of early visual field abnormality and
early diagnosis of brain neoplasms, compressing the afferent visual system. For the
purpose is used a computed perimeter DICON TKS 5000 with application programs
11/120 Pt. QMP — full field and 9/76 Pt. Threshold — central grid. Two groups of
patients have been examined, who are with diagnosed and surgical verified (most of
them) brain tumors. The first group consists of 73 patients (15 men and 58 women)
aged average 39.5 years, who have brain tumors in the chiasmal area. Sixty five
patients have an adenoma of the pituitary gland (19 of them have a microadenoma),
four — have a meningioma and four - have a craniopharyngioma. The second group
consists of 29 patients (15 men and 14 women) aged average 34.1 years, who have
brain tumors compressing the retrochiasmal areas of the visual system (with temporal,
parieto-temporal or occipital location). Fifteen patients have glial neoplasms
(astrocytoma, oligodendroglioma or glioblastoma), 8 have a meningioma, 6 have a
metastatic tumor. The arrangement of the perimetric defect in our 73 patients from the
first group is the following: in 14 patients is detected a bitemporal hemianopia —
complete or not, in other 16 patients is detected a superior temporal quadrants loss; 3
patients have an inferior bitemporal defect; in 8 of the patients is found one or both
eyes central scotoma together with varying peripheral defect (2 of them with a
junctional scotoma); in 3 patients is found a concentric constriction visual field.



Monocular defect is found in 4 patients. Twenty five patients have normal results
from the visual field testing (18 of them have a microadenoma). The arrangement of
the visual field defect in our 29 patients from second group is as following: a
complete homonymous hemianopia is found in 7 patients, incomplete — in six. Nine
patients have an inferior or superior homonymous quadrantanopia; altitudinal defects
are found in 2 patients; concentric constriction visual field — in two. Three patients
have a normal results. In most of our patients from the first group and in part from
second group the detected discrete visual field defect by the method of computed
perimetry prompted by nontypical visual symptoms was the reason for neuroimaging
examination.

9*, KrouykoB M., HuxoeBcku H., lllorekos II., boxunoB B., fnueBa C.,
Crounosa J[. Be3manurennu 3adomnsBanus Ha [ITHC. Yuebuuk nmo neposorus (Pes.
I1. lorekog), 2001, Codusi, MU ,,Apco”, 163-189

10. [Motexor II., Cromnoa JI. HeBpomporekuus mpu MO3b4YeH HH()APKT.
bovarapcka neBposorus, 2, 2002, 1: 4-7

Pe3iome: IlepcriekTBUTE B CHBpEMEHHATAa Tepamusi Ha MO3bUYHUS HH(PAPKT ce
CBBP3BAT C JIBA OCHOBHH JICYeOHHM MOAX0/]a. EMMHHUAT OT TAX — BH3CTAHOBSIBAaHE Ha
LUpKyJalusaTa B 3acerHarara TEPUTOPHsS 4Ype3 peKaHalIM3alus Ha 3alylleHara
apTepHs ¢ U3IMOJI3BaHE HA paHHA TPOMOOIUTUYHA Teparmus € Bede peaTHocT. Bropusr
MEPCHIEKTUBEH TEPareBTUYEH MOAXOJ — HEBPONPOTEKLHMs, LEJNSI] IMOBJIUsABaHE Ha
BBTPEIIHUTE ThKAaHHU MEXaHU3MH Ha UCXEMHUYHA MO3bUYHA YBpeJa € BCE OIIE BBIIPOC
Ha Obnemnte. [leTaltTHOTO M3sCHSIBaHE HA MATOOMOXUMUYHHUTE U MATOPU3UOIOTUIHHU
MEXaHWU3MH Ha UCXEMUYHA HEBPOHAJIHA JIE3Hs 1€ /1aJIe Bb3MOKHOCT 3a pa3paboTBaHe
U BBBEXJaHE Ha epEeKTHBHA HEBPONPOTEKTHBHA TEpalus HA MO3BLHUS HHQAPKT.
Hacrosimoro wu3n0keHHE pa3ucKBa OCHOBHUTE NATOTEHETUYHHM MEXaHU3MHU 3a
UCXeMHYHA MO3bYHA YyBpeAa U pa3pabOTBaHUTE IOHACTOAIIEM TOTEHIIHMATHO
HEBPOIPOTEKTUBHH CYOCTAHIIUH 32 TSIXHOTO MOBIIMSIBAHE.

Abstract: The perspectives in the contemporary therapy of acute ischemic stroke
involve two major approaches. The first of them — restoration of circulation in the
affected territory by recanalization of an occluded artery with administration of early
trombolytic therapy is already reality. The second major therapeutic approach —
neuroprotection, aiming to influence the intrinsic tissue mechanisms of ischemic brain
injury is yet a question of future. Detailed study of pathobiochemical and
pathophysiological mechanisms of ischemic neuronal injury will enable researchers to
create and introduce effective neuroprotective therapy of acute ischemic stroke. The
present exposition discusses the main pathogenetic mechanisms for ischemic brain
injury and potential neuroprotective substances for their influences, which are tested
nowadays.



11. Yepuunkosa C., Crounona J[. KbM KIMHHYHATA KapTUHA U AUMArHO3aTa HA
TOHHWYHATA 3CHUIIA C ONTMCAHNUE Ha TPU clydas. bearapcku odraaMoorudeH mperie,
XLVI, 2002, 2: 18-21

Pe3tome: IlpencraBenu ca Tpu KIMHMYHM ciydas — Ha 17, 11 m 38 rogunixu
MAIMeHTKHA ¢ KapTHHA Ha M30JUpaHa eIHOCTpaHHa ,,TOHH4YHA 3eHuia™ (tonic pupil),
BCJIC/ICTBUE YBpela Ha NapacUMIIATUKOBUTE IOCTraHIJIMOHApHU BiakHa. [lpu
OOJHHUTE € HaIULIe MbJIHATa KOHCTENAlMs Ha TOHMYHA 3€HMIIA, BKIIOYBAILA CJICIHUTE
cuMOTOMHU: 1) enHOCTpaHHa IMIMPOKAa 3€HHUIAa ¢ Hee(eKTHBHA, MOYTH JIMIICBAIIa
peakiusi Ha CBETJIMHA; 2) ChXpaHEHa, HO 3a0aBeHa peakihs Ha 3CHUIIaTa Ha OJIM3KH
CTUMYJIM ¥ TOHHWYHA, 3a0aBeHA peIaTalys Py MOBTOPHA HAriaca Ha IMorieaa OT
O0mm30  Hajmanmede; 3) mape3a Ha - akoMmojanuAaTa;, 4)  JIeHEpBaIMOHHA
XUIMCPCEH3UTUBHOCT KBbM pa3pelIcHW XOJWHEPTruYHH pa3TBopu. [lpm nBere OonHH
Hali-BeposiTHaTa MPUYMHA 32 TMOsABa HAa TOHMYHA 3C€HUIIA € MpeKapaHa BHUPYCHA
uHpekuus (Bapulena, TPUM), JOKATO MPH Tperara OOJIHA ETUOJIOTHSTa OCTaBa
HEU3SICHEHa, T.€. HAJIUIIE € UIMOTaTUYHa TOHUYHA 3CHHUIIA.

Abstract: Three cases of a 17, 11 and 38 year - old female patients with unilateral
isolated tonic pupil due to involvement of the postganglionic parasympathetic fibers
are reported. The typical syndrome of a tonic pupil with following clinical signs is
described: 1) a large pupil with poor reaction to light; 2) normal, but slow reaction to
near stimuli with tonic and delayed redilatation after constriction; 3) accommodation
paresis; 4) denervation hypersensitivity to cholinergic drugs. The presumable cause of
a tonic pupil syndrome in two of our patients is a viral infection (varicella, grippe),
while in the third patient the etiology is unclear and idiopathic tonic pupil is assumed.

12. YepuunkoBa C., CrounoBa JI. AHanu3 BBPXY MET clydas ChC CHHIPOM

,TOHUYHA 3eHUIla”. bbharapcka HeBposorus, ncuxuarpus u HeBpoxupyprus, |, 2002,
3:11-13

Pe3iome: IlpencraBenu ca meT ciydas ¢ €JHOCTpaHHA M30JMpaHa TOHUYHA 3E€HUIIA,
BCJIEJICTBHE HA 3acsiraHe Ha MOCTTaHIIMOHAPHHUTE MapacUMITaTUKOBH BiakHa. Hamure
€ TUIMYEH CHHJPOM Ha TOHWYHA 3€HUIA ChC CIEAHUTE KJIMHUYHU XapaKTEPUCTHUKH:
1) mupoka 3eHHIa ¢ OTCIabeHa peakilus Ha CBETJIMHA; 2) ChbXpaHEeHa, HO 3a0baBeHa
peaknus Ha ONM3KM CTUMYJIM C TOHMYHA, 3a0aBeHa penuyiaTanus cjel] CBUBaHE Ha
3eHHIIaTa; 3) TMape3a Ha akoMojalusTa; 4) IeHEepBallMOHHA CBPBXYYBCTBHTEIHOCT
KbM XOJIMHEPTUYHH cpejcTBa. [Ipenmonaraemara mpuyrHa 3a CHHIpOMa Ha TOHHYHA
3€HMIIa NPU TpUMa OT HAIIWTE MAlUEHTH € BUpycHa WMHGpeKus (Bapuuena, rpun),
JIOKaToO TpHU JBamMa OOJIHM €THOJOTHATAa € HEesICHA M ce Mpearojiara uauonaTuyHa
TOHUYHA 3€HUIIA.

Abstract: Five cases with unilateral isolated tonic pupil due to involvement of the
postganglionic parasympathetic fibers are reported. The typical syndrome of a tonic



pupil with following clinical signs is described: 1) a large pupil with poor reaction to
light; 2) normal, but slow reaction to near stimuli with tonic and delayed redilatation
after constriction; 3) accommodation paresis; 4) denervation hypersensitivity to
cholinergic drugs. The presumable cause of a tonic pupil syndrome in three of our
patients is a viral infection (varicella, grippe), while in the two of patients the etiology
is unclear and idiopathic tonic pupil is assumed.

13*. IllorexoB II., CrommoBa [I. Sermion u HeBpomporekius. CrapeemusT
MO3bK. Sermion B kiauHuuyHaTa mnpaktuka (Illorexos II., Crommosa /., SxueBa Cr.,
Jackanos M., Tpaiikos JI.), 2002, Co¢wus, 1-9

14. lllorekos I1., Crounosa [I. COMT unxubunus npu [lapkuHconoBa 60ecT.
brearapcka nesposorus, 3, 2003, 1: 13-20

Pe3ome: JleBonoma wma JBa OCHOBHH IBTS 3a mepudepeH MeTaboIu3bM.
KonBepcusTa Ha 1ieBoiona B JONaMHMH C yYaCTHUETO Ha €H3MMa Jlona JAeKapOoKcuiia3a
(DDC) e rnaBHara karabonHa peakius. Bropusar nbt e O-MeTwiIMpaHe Ha JieBoJona
ot katexon-O-meruntpanchepaza (COMT) no 3-O-metunpona. [lpu npunoxenue Ha
koMOuHHMpanu npenapatu Ha jgeojgorna ¢ DDC, COMT npunobuBa nomuHupaiia
pons. Jlo6assnero Ha COMT mHXHOUTOpP KbM CTaHAapTHATa TEpaIus C JEBOJOIA U
DDC wunxuburtop oOyciaBs peAykuus B mepudepHus MeTaboIU3bM Ha JIEBOJIOINA,
yIbIDKaBaHEe Ha IMMUHAIIMOHHUS W MONY>KMBOT, 0e3 mpomsiHa B HeitHata Cmax. B
pe3ysiTaT Ha TOBa CE€ YCTAaHOBSIBA I0-BUCOKAa W KOHCTAHTHAa OMOHAJIMYHOCT Ha
neBojona npu nauveHtute ¢ [lapkuHcoHoBa 60JeCT U KaTo CIEACTBUE C€ peAylupa
o0miara /j03a ¥ ce MOBIMSIBAT (DIYKTyal[MUTe B OTITOBOpA Ha BCAKa Ji03a JIEBOJOIMA,
KOUTO 00MYailHO ChI'BTCTBAT MPOABIKUTENHATA Tepanus ¢ Hes. Bropara reneparus
COMT wunxubutropu (Entacapone, Tolcapone) ca MOIIHH, BHCOKO CEICKTHBHH,
o0paTuMH U e(pEeKTUBHHU MPHU MEPOPATHO MPHIIOKEeHHE areHTH. KpaTtkoTpaitHoTo min
nbarotpaitHo no6aessae Ha COMT uHxubuTOp KbM Tepamnusita ¢ neBogona u DDC
MHXHOUTOp 00yclaBs CUTHU(PHUKAHTHO MO-100Bp OTTOBOP KbM JIEBOJOIA B CPABHEHHE
ChC CaMOCTOSITEIHOTO UM MPUJIOKEHHE NPHU MALKUEHTU C JBUTATETHU (QIIyKTYyallUH.
ToBa nogoOpenue ce otunta kato yBenuuenue B ON mepuona, namanenne Ha OFF
¢azara u no-uucwk coop mo UPDRS — o0mia ckana, qBUrareiHa u JHEBHA aKTHBHOCT.
Jlo3ute neBojona ca CUTHU(UKAHTHO MOHMXEeHU. Hail-uecTute cTpaHuyHU ePeKTH
Ha COMT unxubuTopuTe Cca JONAMUHEPTHYHU U C€ aCOLMUpPAT C MOTEHLMpaHe Ha
epexkrute Ha neomoma. Ho, COMT wunxuOutopbr Tolcapone e cBbp3aH H CbC
CEpUO3HHM UYEPHOJIPOOHM YBpPEXKIAaHUS — OMUCAHU ca 3 ciydyas Ha OCThp, (aTaleH
¢ynMuHaHTeH XxemaTuT. Te craBaT npuyMHa 3a u3TerisHe Ha Tolcapone ot
EBporeiickust mazap 1 3a CTpOrd peCTPUKIMY 3a npuiioxeHnero my B CAILL.

Abstract: Levodopa has two main metabolitic pathways. The conversion of levodopa
to dopamine by the enzyme dopa dexarboxylase (DDC) is the main catabolic reaction.
The second is O-methylation of levodopa by catechol-O-methyltransferase (COMT)



to 3-O-methyldopa. During the combined administration of levodopa plus DDC
inhibitor, COMT becomes the most important pathway. The coadministration of a
COMT inhibitor with levodopa and a DDC inhibitor results in a decreased peripheral
metabolism, longer elimination half-life and no increase in its Cmax. As a result, there
IS a greater and more consistent bioavailability of levodopa in patients with
Parkinson's disease and, therefore, reducing the total dose of levodopa and improving
fluctuations in the response to each dose of levodopa, which usually develop after
chronic treatment. The second generation COMT inhibitors (Entacapone, Tolcapone)
are potent, highly selective, reversible and orally active agents. The short or long-term
coadministration of COMT inhibitors with levodopa and a DDC inhibitor results in a
significant improvement in patients response to levodopa compared with the
administration of levodopa and a DDC inhibitor alone in patients with motor
fluctuations. This improvement is observed as increased patient ON time, decreased
OFF time and an improvement in the UPDRS - total, motor and activities of daily
living scores. Levodopa doses are significantly decreased. The most common adverse
events of COMT inhibitors are dopaminergic, which are related to their ability to
potentiate the effects of levodopa. But, the COMT inhibitor Tolcapone has been
associated with serious hepatic reactions - three cases of acute, fatal fulminant
hepatitis are described. These cases led to the withdrawal of Tolcapone from the
European market and the very rigid monitoring guidelines in the USA.

15*. bycapcku B., Pomancku K., CroumnoBa /[. Tymopu Ha neHTpanHara

HepBHa cucTtema. nuonatuyHa uHTpakpanuana xunepreHcus. Hesponorus (Pen. I1.
[otekos), 2004, Codus, MU ,,Apco”, 249-262

16. Paituea M., TpaiikoB JI., Mexpabuan IlI., IlerpoBa U., Kpymko X.,
Capador C., Auapeea A., BaneBa C., Cromnosa /l., Hukoescku H., Illotexos II.
PaGoTHa maMeTr M €K3eKyTHBEH KOHTPOJ MpU ManueHTH ¢ MHOXecTBeHa CKIepo3a,
nekyBanu ¢ npenapara Interferon beta 1 b. bsarapcka veBponorus, 7, 2007, 1: 22-26

Pe3ome: Haii-uecto HabOmogaBaHuWTe KOTHUTUBHHM HApYIIEHUS IMPH MAlMEHTH C
MHOXecTBeHa ckiepo3a (MC) ca 3arpyaHeHO ydyeHe Ha HOBa HHGOpMaIus,
orpaHudeHata paOOTHa MameT, HapyIIEHHWsTa B CIOXHHTE (OPMH HAa BHHUMAaHHE,
3abaBeHata mpepaboTka Ha wuHopmanuara. Ilpenmomara ce, 4Ye HaMaJCHHUTE
KalmaluTeT M CKOpOCT 3a o00paboTka Ha wuHQoOpmanusTa, KaTo CIEICTBUE OT
HApyImIEHOTO TpelaBaHe Ha WMITyJica B HEpBHATa KJIETKa, JIeKAaT B OCHOBaTa Ha
HaOr01TaBaHUTE KOTHUTUBHE Neduuuth. [Ipuema ce, ue neuenueto c Interferon-beta-
1b (INF-beta-1b) e edexTnBHO 3a peaynupaHe Ha 4yecToTara Ha TPHUCTBIIUTE IMPH
npuctbnHo-pemureHTeH (IIP) xom nHa MC, HO Bce ome HsAMa JOCTaThYHO
KaTerOPUYHHM JAaHHU 32 OJAaronpusTHOTO MY BB3ACHCTBHE U BBPXY KOTHUTHBHOTO
¢dbynknunonupane. Llenta Ha TOBa OTBOPEHO MPOYYBAHE € JIa CE M3CIE/Ba BIMSIHUETO
Ha INF-beta-1b (Betaferon) Bspxy paGoTHaTa mamMeT W CK3eKYTHBHHS KOHTpPOJI Ha



MAIMEHTH C TPUCTHITHO-PEMUTEHTEH X0J Ha nporndyane Ha MC u Jieka CTerneH Ha
unBanuau3anus (EDSS ot 2 10 4). [IpoBeeHo € YeTHPUKPATHO U3CIICABAHE C €HA U
Chllla HEBPOIICHXOJIOrMYHa TecToBa Oarepus — Paced Auditory Serial Addition Test
(PASAT), Stroop Color-Word Test (tect na Ctpym), Digit Symbol Test, Trail Making
Test (TMT). B mbpBOTO H3CIIC[iBaHE MPEIH 3all0YBaHE Ha JICYCHUETO ca 0OXBaHATH
52 manMeHTH, OT TSAX Ha IIECTUS MECEIl OT JICYCHHETO ca M3ciie/BaHu 34, B Kpas Ha
mepBata roguHa — 21, a camo 15 ca mpocneaeHu o0 Kpas Ha BTOpaTa TOJUHA.
[TocTmkeHusiTa HAa MAMEHTUTE Ca CHIIOCTABEHU C KOHTPOJHA Tpymna oT 23 3/IpaBH
nuina. Pesynratute oT TOBa mpoy4yBaHE IMOKa3BaT HapyIICHHS B paOOTHATa IaMer,
€K3eKYTHBHHS KOHTPOJ U BHUMAHHUETO IPH TAIIMEHTH C JIEKa CTETICH Ha MPUCTHITHO-
pemurenTHa popma Ha MC. Crien IBEroAMIIHO MPOCIEAsIBaHE HA T€3H KOTHUTHUBHU
nporecu Ha ¢ona Ha sedenue ¢ INF-beta-1b (Betaferon) ce nabmiromaBa TeHaeHIHS
KBbM IIOJ00pSBaHE HA TMOCTIDKEHUSATA KAaKTO IO OTACTHUTE HEBPOIICHXOJIOTUYHH
TECTOBE, TaKa M B 3aBUCHUMOCT OT IPOABIKUTEIHOCTTA HA MPHEMa HA MEIMKAMCHTA.
Haii-cpmectBena mpomsiHa ce oTtuumta npu Tecta PASAT mo orHomenue Ha
MPOIYCKUTE CIIEN IIECT MECEYHOTO JICUCHHE, a CJIe]] TOBAa MOA0OPEHHUTE MOKa3aTeIH
HE JOCTHraT HHMBAa Ha 3HAYUMOCT M C¢ HaOJI0JlaBa OTHOCHUTEIHO 3aJbpiKaHe Ha
MOCTHKCHUSATA.

Abstract: Patients with multiple sclerosis (MS) have been consistent ly found to
display deficits on tasks combining elements of complex attention, working memory
and information processing speed. Reduced information processing efficiency,
consequent to impaired neural transmission, has been proposed as underlying various
cognitive deficits in patients with MS. The study was aimed to evaluate the effects of
Interferon-beta-1b (INF beta-1b) on the specified cognitive functions. The subjects
were 52 patients with relapsing-remitting MS, mean age 31.2 and 23 healthy controls,
corresponding to age and education. Patients were assessed with neuropsychological
battery (Paced Auditory Serial Addition Test — PASAT, Stroop Test, Trail Making
Test Digit Symbol) at four time points - at baseline (52 patients), at 6th month of
treatment (34 patients), after one year (21 patients) and 15 patients - two years after
starting treatment with INF beta-1b. The results demonstrate significant difference
between performance of MS group and control group at baseline assessment of all
studied cognitive functions. Significant effect was found on PASAT (errors of
omission) and Stroop Test at the second assessment (6 months after starting
treatment) (p<.05). The follow up at the end of the first and the second year show
slight improvement of the performance without reaching the significant level. The
clear dynamic was evident in PASAT performance. CONCLUSIONS: Our results are
in line with the evidence that INF beta-1b has beneficial effect on information
processing speed and working memory capacity in patients with relapsing-remitting
MS.



17. lllynreBa O., Auapeesa A., Crounona [l., Banesa C., Auros I'., Kannauku
P., I'puropora O., lllotekoB Il. Tpom603a Ha JOoMHUS caruTajeH cuHyc. bwarapcka
HEBPOJIOTHYHA M TICUXHaTpuyHa npakruka, |V, 2007, 1: 3-4

Pesrome: TpomOo3aTa Ha UHTPaKpaHUHAJIHM BEHU U CUHYCH € IO-psjaKa
MO3bYHOCH/I0BA MATOJIOTHSI B CPaBHEHHE C apTepUAIHUTE OKIy3uu U creHosu. [lo
Ta3yW MpUYMHA M TOopagu (akTa, Y€ BEHO3HOTO KPBBOOOpAIEHHE KAaTO TOMNMKA Ce
pasnuyaBa OT apTEpUAIIHOTO, MOHAKOIa JMarHo3aTa Ha MOJOOHU CiIydau € Tpy[Ha.
Knunuunata kapTuHa € pa3HooOpa3Ha M B OCHOBaTa CH € B 3aBUCUMOCT OT
JoKanmu3anusaTa Ha Tpombo3ara. Tpom603u u TpomMOO(IeOUTH HAa TypAITHUTE CUHYCH
BB3HUKBAT M30JHPAHO WK TMPU TPOoMOO3Hu U TpoMOOo(haeOuTn Ha MO3b4YHU BeHH. [1o
paBUiIO TPoMOO(DIeOUTHTE BBH3HUKBAT I0O-4E€CTO IO CBHCEICTBO, OTKOJIKOTO IPH
cucreMHn uHOpekuuu. Ilpu TpomOodnedutute € Hammume M OOUIOMH(EKIINO3CH
cuspoM. [1o oTHOIIEHHE Ha NOBEJJCHUETO Ce MPENnopbyYBa AaHTUKOATYIAHTHA Teparnus
IIPU JIMIICA Ha NPOTUBOMNOKA3aHUA, KaTO CIOHTAaHHATa peKaHaIu3alMs € Bb3MOXKHA.
IIpunara ce u anTUOMOTHYHA Tepanus npu TpomoOoduedur. IIpencrapsime nanueHTKa
Ha 24 roauHUW, XOCIUTAIU3UpaHAa U JIEKyBaHa B HallaTa KIMHHKA, MPHU KOATO
puexme, 4e ce kKacae 3a Tpom003a Ha JOJIHUS caruTalleH cuHyc. [IpaBu ce onucanue
Ha aHaMHe3aTa, KIMHUYHUS XOJ, AMarHo3aTa M MOBEICHUETO NpU Ta3u OoJiHa, clen
KaTro ca MpPeACTaBeHHM OO0O0OIIEHO KIMHUYHUTE CHUMIOTOMH IpH TPOoMOO3UTE Ha
pa3IMYHUTE MO3HYHH BEHH U CHHYCH.

Abstract: Thrombosis of intracranial veins and sinuses is a less common
cerebrovascular pathology than arterial occlusions and stenoses. For this reason, and
due to the fact that anatomically venous circulation differs from arterial, the diagnosis
of such cases is sometimes difficult. The clinical picture is diverse and basically
depends on the location of thrombosis. Thrombosis and thrombophlebitis of the dural
sinuses arise alone or in thrombosis and thrombophlebitis of cerebral veins. As a rule,
thrombophlebitis occurs more often in neighboring infections than in systemic
infections. There is also a general infectious syndrome in thrombophlebitis.
Anticoagulant therapy is recommended in the absence of contraindications, and
spontaneous recanalization is possible. Antibiotic therapy for thrombophlebitis is also
used. We present a 24-year-old patient, hospitalized and treated in our clinic, where
we assumed that it was thrombosis of the inferior sagittal sinus. The anamnesis,
clinical course, diagnosis and treatment of the patient are described after the clinical
symptoms of various cerebral veins and sinuses thrombosis are summarized.

18. Konoma JI., boueBa A., CrommoBa J[., Kammauku P. Hesponoruuna
CUMIITOMAaTHKa TPH TMOJUXOHAPUT — 0030p M TMpPEACTaBSHE HAa KIMHUYCH CITyYai.
brarapcka HeBpoJOrHMYHA U ICHXHAaTpUyYHA npakTuka, 1V, 2007, 1: 8-10

Pe3ome: PGLII/II[I/IBI/IpaH_[I/ISIT MOJIMXOHAPUT € CIMU30ANYHO U YCCTO IbTU NPOTPECUBHO
BB3MNAJIUTEIIHO 3a00IsIBaHe C HEU3BECTHA CTHOJIOTUA, 3aciaraio mpeaIuMHO XpyHidia



Ha YIIUTE, HOCA U TPaxeo-OpOHXHAIHOTO IbPBO, KAKTO M BBTPELIHUTE CTPYKTYpHU Ha
OKOTO ¥ ymuTe. Hanuiie e u BacKyauT U 3aToBa MpU OOJTHUTE MOXKE J1a ce HabJto/1aBa
CUMITOMAaTHKa OT CTpaHa Ha IIeHTpaJlHaTa U nepudepHaTa HEpBHA CUCTEMA, KOATO /1a
Ch3/1ajie CepUO3HU NU(epeHINATHO-IMarHOCTHYHH 3aTpyaHeHus. 1o Ta3u npuuuHa u
nopaaud (akra, 4e PpEHUAMBUPALIUAT IOJUXOHAPUT € PAIKO M clabo MO3HATOo
3a00JsiBaHE Cpejl HEBPOJIO3UTE, IMPEICTaBsIME KPAaTKO OMMCAHWE Ha 3a00JIsBaHETO,
HEeroBara naToMop¢oJoruyHa ¥ KIMHUYHA KapTUHA, TUarHo3ara u AudepeHuuainaTa
quarHosa. OmnucBamMe M €QUH Cllydad Ha MalMeHTKa OT Hamara KIMHHKA C
JByCTpaHHa aMOJMONHS U KapTUHA HA MYJITUUH(ApKTHA eHledatonaTus, mpu KosTo
Oellle yCTaHOBEH PEIUAUBHUPAI MTOJIUXOHAPUT KaTO €THOJIOTHSI.

Abstract: Recurrent polychondritis is an episodic and often progressive inflammatory
disease of unknown etiology, affecting mainly the cartilage of the ears, nose and
tracheobronchial tree, as well as the internal structures of the eye and ears. There is
also vasculitis and therefore patients may experience symptoms of the central and
peripheral nervous system, which can cause serious differential diagnostic difficulties.
For this reason and due to the fact that recurrent polychondritis is a rare and little-
known disease among neurologists, we present a brief description of the disease, its
pathomorphological and clinical features, diagnosis and differential diagnosis. We
also describe a case of a patient from our clinic with bilateral amblyopia and a picture
of multi-infarct encephalopathy, where recurrent polychondritis as an etiology was
found.

19. Crounosa [I., IlekoB Crt., IllotexoB II. Tpommuecka cmacTU4YHA
napanapesa. bbpiarapcka HeBposjornyHa u ncuxuatpudHa npaxktuka [V, 2008, 3: 2-6

Pestome: 3a nbppBu nbT B bbirapus ce onucsa ciydail Ha Tponudecka cracTHYHA
napamnapesa Mpu TaIlMeHT, 3apa3eH B JloMuHMKaHCKata pemyOsimka. KnumHudnata
KapTUHA € C TUIHMYHO MPOTPECHUBHO XPOHUYHO pa3BUTHME HA MHUENONATHs C JOJIHA
CrlacTU4yHa IMaparapesa, IMOJIOXKHUTEIHU CEPOJOTUYHM M JMKBOPHU HMMYHOJOTUYHH
tectoBe 3a Human T lymphotropic virus type | u xapakrepaa MPT naxozaka. Ciydast
€ HHTepeceH ¢ Ju(epeHIHaTHO-IMaTHOCTUYHUTE TPYIHOCTH, KOHMTO MOXe Ja
Npeau3BUKa Mmopaau ciadata MHGOpMaLUs 3a TOBA 3a00JsBaHE B HalllaTa CTpaHa W
BB3MOKHOCTUTE 3a CHhBpPEMEHHA Tepamnus MpH paHHA JMarfHo3a Ha 3a00JsBaHETO.
HampaBen e mmpox mperyieq Ha ChbBPEMEHHHMTE IO3HAHUS 3a TOBAa TPOIUYECKO
PETPOBUPYCHO 3a00JIIBaHE.

Abstract: We described the first case in Bulgaria with Tropical spastic paraparesis,
which is contagioused in Dominican Republic. The clinical development is for typical
progressive chronic myelopathy with spastic paraparesis of the legs, positive
serological and liquor immunological tests for Human T lymphotropic virus type |
and typical MRI images. The case is interesting with very difficult differential
diagnosis, because of absent of information for this disease in our country and



possibility for contemporary therapy in early diagnosis. We reviewed the
contemporary knowledges for this tropical retrovirus disease.

20*. bycapcku B., CrounoBa [I. Tymopu Ha IieHTpaJiHaTa HEpPBHA CHCTEMa.
Wnnonatnyna wHTpakpanuanHa xumnepreHcus. Hesposorus (Pen. II. Illortexos),
2010, Codusa, MU ,,Apco”, 287-306

21. Crounosa /[I., Illotexos I1., TepueB MB. Th1/Th2 muroxuHu, XeMOKHHHA U
aIXE3MOHHU MOJIEKYJM B IMAaToreHe3ara Ha MHOXECTBEHa CKiiepo3a. bearapcka
HespoJorus, 10, 2010, 2: 46-49

Pe3rome: B marorenernuen mian MC ce pasriexaa KaTo npeaoMHHaHTHO Thl
umMyHoMmenuupaHo 3abomsBaHe. Ilpm doBeka CD4+ xnerkure ce 00ocobsBaT B
3aBHCUMOCT OT Npo(duia Ha MUTOKMHOBA CEKpEIHs Ha YETHPH OCHOBHM CyOTHMA:
Thl, Th2, Th3 u Th17. llutokunure, acolMupaHi OCHOBHO ¢ Thl KIeThUHHU peakiiuu
ca npouHdaamatopuute: uaTephepon rama (IFN-y), Tymop Hekpotusupai (haktop
anda (TNF-0), uarepneskun 2 (IL-2) u IL-15. Th2 aconuupaHuTe HUTOKHHH Ca
antunHpramaropan u BrmrouBat IL-4, IL-5, IL-6, IL-10 u IL-13. Xemokunure u
TEXHHUTE PELENTOPH UTpasiT BakHa poJis B Tpaduka Ha uH@IaMaTOpHU T KIETKU KbM
HHC u ce sBsSBaT KIIOYOBH MEAMATOPHM Ha BB3NaIuTenHus mporec mpu MC.
XEeMOKMHUTE MHIYLHMpAT U aKTUBHUPAT JIEBKOLIUTHUTE a/IXe3nOHHU Moisiekynu LFA-1
(lymphocyte function-associated antigen-1) u VLA-4 (very late antigen-4), xouto
OCUTYpSIBAT TUIBTHATA aX€3Hs KbM €HJI0TENa, a CHIO TaKa Ch3JaBaT XeMOTAKCHYCH
KOHIIEHTPALlMOHEH TpaJueHT, KOHTo o0ycnaBs mnpemuHaBanero um kbM [[HC.
VYCTaHOBEHO €, 4Ye B3aWMOBPBH3KHUTE C E€HJOTEIHUTE aAXe3MOHHU Moyiekynu VLA-
4/VCAM-1 (vascular cell adhesion molecule-1) u LFA-1/ICAM-1 (intercellular
adhesion molecule-1) ca pemraBaiy 3a MHUrpanusaTa Ha aKTUBUPAHU T KIETKH KbM
IHHC u ce sBABaT KPUTHUYHO 3BEHO B 3aITyCKAaHETO Ha OOJIECTHHS TPOIIEC.

Abstract: In respect of pathogenesis MS is considered as predominantly Thl
immunomediated disease. In humans there are four major subtypes of CD4+ cells
according to their cytokine secretion profile: Thl, Th2, Th3 and Thl7. Cytokines
associated mainly with Thl cell reactions are proinflammatory: interferon-gamma
(IFN-y), tumor necrosis factor-alpha (TNF-a), interleukin 2 (IL-2) and IL-15. Th2
associated cytokines are antiinflammatory and include IL-4, IL-5, IL-6, IL-10 and IL-
13. Chemokines and their receptors play a significant role in the traffic of
inflammatory T-cells to the central nervous system and represent key mediators of
inflammation process in case of MS. Chemokines induce and activate LFA-1
(lymphocyte function-associated antigen-1) and VLA-4 (very late antigen-4) white
blood cell adhesion molecules which ensure strong adhesion to the endothelium and
establish chemotaxis concentration gradient which enables their transportation to the
CNS. It was found that the mutual relations with VLA-4/VCAM-1 (vascular cell
adhesion molecule-1) and LFA-1/ICAM-1 (intercellular adhesion molecule-1)



endothelium adhesion molecules are decisive for the migration of activated i-cells to
the CNS and represent a critical point in disease inducing.

22. Crounosa /l., Illorexos II., Tepues MB. Thl/Th2 nutokuHOB mpodui,
HHBO Ha XCMOKHHHM M aJXC3HOHHH MOJIEKYJIM MPH MalueHTH ¢ MHOKECTBEHa
CKJIEpO3a — KopeJalys ¢ TepaneBTHUHUs e()eKT Ha UMYHOMOYJIHPAIIOTO JICUCHHE C
Interferon-f. beirapcka nesposnorus, 10, 2010, 2: 50-53

Pe3ome: Buo3namurennust mnpomnec npu MC, mnpeamiecTBall pa3BUTHETO Ha
JeMHeNIMHU3allks, BbBIMYa €JHOBPEMEHHO KJIETKM Ha uMyHHata cucrtema u L[HC,
KaKTO W TPOAYILHUPAHUTE OT TSAX BB3MAIUTEIHU MEAHATOPU: LIUTOKUHU, XEMOKHUHH,
a/IXe3MOHHU MOJIEKYJIM Ha €HJ0TeTHUTe KieTku. [Ipeanonara ce, ye 6IaronpusTHUST
tepaneBTiueH edekr Ha mHTepdepon Oera (IFN-B) e omocpeacTBaH OT HIKOIKO
pa3MYHA MEXaHW3Ma, CBbP3aHU C OT/ACTHH 3BEHA OT IaToreHe3ara Ha 3a00JIsIBAHETO:
MOJTyJIaTOPEH ePEeKT CIPSAMO MUTOKUHOBATA CEKPELUs; MHAYKIMS Ha HEBPOTPOPHIHH
¢dakTopu; pemykuus Ha kierbuyHata murpanus kpM L[HC; waxuOuropen edekt
CHpSMO MPOIYKIMSATa HAa MATPUKCHH METaloNnpoTenHa3u. B Xxonga Ha TepamusTta ¢
IFN-B B peauua mpoyuBaHus € YCTAHOBEHO CUTHHU(PHKAHTHO TOHMKEHA CEKPEIHs Ha
npoungamaropar nutokuHu (TNF-a, IFN-y, IL-12) u mokauBaHe HHBOTO Ha
antuuagmamaTopaure (IL-4, IL-10). Jlanaure OT H3CIEIOBATEIUTE, KAaKTO 3a
[UTHPAHHUTE TI0-TOpE IMTOKMHH, TaKa M 3a IOBJIMSABAaHE HHUBOTO HA XEMOKHWHHU H
€H/IOTEJIHA a/IX€3MOHHM MouieKyiau oT jedeHuero ¢ |IFN-B ca mpoTtuBopeunBH.
Hacrosmusar o0030p pasriexna axkTyalHUTE pe3yiaTaTd OT U3CIeBaHHUATA Ha
6uomapkepu npu nauveHtd ¢ MC Ha tepanus ¢ IFN-B ¢ ornen 3Hauenuero um 3a
U3sICHSIBAHE MEXAaHW3MHTE Ha JICHCTBUE HA MEAMKAMEHTA M OLIEHKA Ha BH3MOKHOCTTA
Te3W MMYHOJIOTUYHM TIOKa3aTeldd Ja Ce H3IMO0J3BaT KaTo paHeH INPEeAUKTOp 3a
OYaKBAaHUS TEPANEBTUYECH €(EKT.

Abstract: Inflammation process in MS precedes the development of demyelinization
and implicates both immune system and CNS cells, as well as the inflammation
markers produced by them: cytokines, chemokines and endothelium cell adhesion
molecules. It is supposed that IFN-B advantageous therapeutic effect is mediated by
several different mechanisms associated with different components of disease
pathogenesis: modulation effect on cytokine secretion; induction of neurotrophic
factors; reduction of cell migration to CNS; inhibitory effect on the production of
matrix metalloproteinases. A number of studies demonstrate that in the course of IFN-
B therapy secretion of proinflammatory cytokines (TNF-a, IFN-y, IL-12) is
significantly decreased while there is significant increase in the levels of
antiinflammatory cytokines (IL-4, IL-10). Reported data from various authors are
contradictive in respect with the aforementioned cytokines, as well as with the way
IFN-B influences the levels of chemokines and adhesion molecules. The present
review deals with the latest results from the studies on biomarkers in cases of patients
with MS treated with IFN- in order to clarify the mechanisms of action of the agent



and in order to estimate the possibility these immunological indicators to be used for
the early prediction of the expected therapeutic effect.

23. CrounoBa [I., CrosnoBa K., Banea C., Kapamemer A., Illorekos II.
[Mporpecupany xoruutuBeH aeduiut cruex ynedenue ¢ Natalizumab - Mynrtumiena
ckiepoza unu [Iporpecupama wmyntudokanHa JeBkoeHledanonarus. bbiarapcka
HEBpOJIOTHYHA U TICUXHaTpuyHa npaktuka, VI, 2010, 2: 6-9

Pe3ome: IIporpecuBHata wmyntudokaina JeBkoeHunedanonatus (IIMJI) e
3a0oJsiBaHe ¢ HEOIAaronpusTHA MPOTHO3a W B TOJIEMHS MPOIEHT CIIydau 3aBbpIIBa
daTamHO B paMKUTE Ha HSAKOJKO Mecella clie[ TocTaBsHe Ha nauarnosara. C
BBbBOXKIaHEeTO Ha Tepanusata ¢ Natalizumab npu nanuentn ¢ MHOKeCTBEHa CKiIepo3a
(MC) gecrorara Ha [IMJI ce yBennuyu HSAKOJKOKPATHO M pa3rpaHUYaBaHETO Ha TOBA
TEXKO ChCTOSIHHE OT peruauB Ha MC e OT KpUTUYHO 3HAYCHHUE 3a OMpECIsTHe Ha
TEparneBTHYHUS TOIXOJ Tpu TakuBa OomHu. [IpencraBsMe ciaydail HAa MalUEHT C
MPUCTHITHO-PEMUTEHTHA opma Ha MC, IpH KOTOTO CJe]l MPOBEXKIAHE HA TEPaIus C
Rebif, ¢ MunuManen epekT U 6e3 MOCTHraHe Ha CHINECTBEHA PEAYKIHS B TEKECTa
WIM 4YeCcTOoTaTa Ha MPHUCTBIIUTE, 3@ MEPHOJ OT 2 TOAMHU € MPUIOKEHO JICUCHHE C
Natalizumab karo monorepanus. IlapanenHo ¢ MPUITAraHOTO JICYEHHE MPH HEro Ce
MOSIBSIBAT KOTHUTHBHU HapylICHUsT ¢ (QIyKTyUpall XapakTep, KOHTO BBIIPEKU
npekpaTsBaHe Ha Tepanusra ¢ Natalizumab mporpecupar g0 cremeH Ha yMepeHO
M3pa3eH JEMEHTCH CHHAPOM B PAaMKHUTE Ha HIKOJIKO MECEIa.

Abstract: The progressive multifocal leukoencephalopathy (PML) is a devastating
disease with severe prognosis and poor outcome in less than several months. With the
approval of Natalizumab for treatment of relapsing remitting multiple sclerosis
(RRMS), the incidence of PML increased significantly and the early diagnosis of this
serious condition is critical for clinical decision making and therapy. We report a
clinical case of patient with RRMS, treated with Rebif with minimal or no effect, and
consequently — Natalizumab as a monotherapy was applied. Concomitant with the
treatment the patient developed a fluctuating cognitive impairment. The treatment
with Natalizumab was discontinued instantly, nevertheless the patients cognitive
impairment deteriorated further.

24*, Bussarski V., Stoilova D. Tumors of the central nervous system.
Idiopathic intracranial hypertension. Neurology (Ed. P. Shotekov), 2015, Sofia, Arso
MPC, 252-269

25. Crounosa J[. UMyHOMOyIaTOPHO JIEUCHHUE MPU MYJITHILIEHA CKIIEpo3a —
ChBPEMEHHHU TE€PANeBTUYHH BB3MOXKHOCTU. Meaukapt, XI, 2017, 5: 52-56

Pe3rome: Jleuenuero Ha mynturuieHara ckieposa (MC) oTOens3a ChIecTBEH MPorpec
B TIOCJICJIHUTE TOJIWHH, TPe3 KOWTO B KIMHUYHATA MPAKTUKA CE BBHBEIOXa HIKOJIKO



BUCOKOC(EKTUBHU U C MPHUEMIIUB NMpoQuyl Ha Oe30MacHOCT HOBH Tepanuu. Tes3u
MEIMKaMEHTH NOBJIMABAT OTAEJHU 3BEHA B naroreHe3ara Ha MC, kaTo Bb3JeHCTBAT
OCHOBHO BBbPXY BB3MAJUTEIHUTE MPOLECH B Mepudepuara U B LIEHTpalHaTa HEpBHA
cucrema (LITHC), Ge3 ma mocturaT KOHTPOJ BbPXY BCHYKH ACIEKTH Ha 3a00JISIBAHETO
(neBpompoTekuus, peMuenrauzanys). Llenta Ha HacTosuMs 0030p € Jla MpeacTaBH
BB3MOXKHOCTUTE Ha ChBPEMEHHATa UMyHOMOTyJinpaiia tepanus npu MC.

Abstract: The treatment of multiple sclerosis (MS) has made significant progress
over the last years, when several highly effective and with an acceptable safety profile
new therapies have been introduced in clinical practice. These medications affect
individual components of the pathogenesis of MS, acting mainly on inflammatory
processes in the periphery and central nervous system (CNS), without achieving
control over all aspects of the disease (neuroprotection, remyelination). The purpose
of this review is to present the possibilities of the current immunomodulatory
treatment in MS.

26. CromnoBa [I. IlporpecmBHa MHOKECTBEHA CKJIepo3a — TEpareBTUYHU
BB3MOXKHOCTH U Tipenu3BukarencTsa. Menukapr, XI1, 2018, 6: 44-46

Pe3tome: [lporpecuBrara maoxectBeHa ckiepo3a ([IMC) oOxBama ManueHTHTE C
MC c nporpecuBeH X0/ Ha 0ojecTTa: Ole OT HA4aJo0TO Ha 3a00J1BaHETO (ITBPBUYHO
nporpecuBHa MC) U Te3H, KOUTO pa3BMUBAT MPOTrpecHs Clied MEepUoJ] C MPUCTBIU U
pemucuu (BropuuyHo mnporpecuBHa MC). IIpean3BHKaTENCTBOTO Ja ce HaMepH
epextuBHO JeueHue 3a [IMC e mpsko CBBbpP3aHO C NPELU3HOTO M3SCHSIBAHE Ha
MEXaHU3MHUTE, KOUTO CTOST B OCHOBaTa Ha mporpecusita. ToBa Iie JI0Bee [0
UACHTUUIMPAHE HA TIOTCHIMAIHUTE IEJH 32 Tepamus, ThH KaTo KbM HACTOSIIHS
MOMEHT TEPaleBTUYHUTE BB3MOXHOCTH Ca OTPaHWYEHH [0 HAJIMYHE Ha eIuH
MEIMKHUMEHT 3a MoJbpiKallia Tepanus npu asere popmu Ha [IMC.

Abstract: Progressive multiple sclerosis (PMS) includes MS patients with a
progressive course of the disease: from the disease onset (primary progressive MS)
and those who develop progression after a period of relapses and remissions
(secondary progressive MS). The challenge of finding an effective treatment for PMS
is directly related to the precise elucidation of the mechanisms underlying
progression. This will lead to the identification of potential treatment targets, as
currently therapeutic options are limited to the availability of a single medication for
disease modifying therapy in both forms of PMS.

27. CrounoBa /l. MIMyHOBB3CTaHOBSIBAIlla TEpanus — HOBA ajJTepHATHBA 3a
JeYeHne Ha MHOXecTBeHa ckiepo3a. Menukapt Hesponoruss u I[lcuxuarpus, Xll,

2018, 8: 22-26



Pe3tome: TepaneBTUYHUAT CHEKThP NPU MHOXKECTBEHA CKJIepo3a C€ pasllupu
CBHILECTBEHO B MOCIEAHUTE MET roguHu. HalnyHuTe KbM JAHEIIHA AaTa MEIMKaMEHTU
ce MOJpa3eisaT, CIope] MEXaHu3Ma UM Ha JeWcTBUE W HayMHa Ha MPUIOKEHUE, Ha
HeMpeKkbCcHaTa (MoabpiKalia Tepanusi) W NepUoJMyHa (MMYHOBB3CTAHOBSBAIIIA,
MMYHOPEKOHCTUTYHpalla Tepanusi). 103M TepameBTUYEH TMOJXOJ  BKIIOUBA
U3II0JI3BaHE HA MMYHOCYIPECOPH 32 MHUHHMAJICH IMEPUOJ OT BpeMe, HEOOXOIUM 3a
OCHUTYpsIBaHE Ha aJeKBaTE€H KOHTPOJ BHPXY aKTUBHOCTTA HA OosiectTa. [IpuHIMTIBT €,
4e clie/l MbPBOHAYAIIHO M3YEepIIBaHE HA CHEIU(PUUYHUTE MOMYNIAlUd UMYHHH KIIETKH,
Ta3u Tepamnus TIO3BOJSIBA HAa HMMYHHaTa CHCTeMa Ja Ce€ BB3CTAHOBH KbM IIO-
ToJIepaHTeH uUMyHeH npoduia. OcBeH TOBa, Ta3u CTpaTervs 3a JICYeHHE IMO3BOJISBA
U3MOJI3BaHE HAa BHUCOKOE(EKTHUBHA Tepamus 3a KpaThbK HEPUOA OT BpeMe, KOETO
CBEXJa 10 MUHUMYM €KCIO3UIMATAa KbM MEIUKAMEHTa U CBBP3aHUsI C TOBA PHCK.

Abstract: The therapeutic spectrum in multiple sclerosis has expanded significantly
over the last five years. Currently available medications are subdivided, according to
their mechanism of action and method of administration, into continuous
(maintenance therapy) and periodic (immune reconstitution therapy). This therapeutic
approach involves the use of immunosuppressants for the minimum period of time
necessary to ensure adequate control of disease activity. The principle is that after the
initial depletion of specific populations of immune cells, this therapy allows the
immune system to recover to a more tolerant immune profile. In addition, this
treatment strategy allows the use of highly effective therapy for a short period of time,
which minimizes exposure to the medication and the associated risk.

28. CromnoBa JI. Tepamus mnpu NOBPBUYHO TPOTPECUBHA MHOXKECTBEHA
ckaeposa. GP Medic; 2020; 2: 58-62

Pe3iome: IlaTrorenHuTe MexaHU3MH, KOMTO JIeKaT B OCHOBaTa Ha MPUCTHIUTE U Ha
nporpecusTra npu MHoxecTBeHa ckiepo3a (MC) ce paznuuaBar noMmexnay cu. Tosa e
BB3MOKHOTO OOSCHEHME 3alll0 TepaluuTe, NPUIaraHu MpU MPUCTHIHO-PEMUTEHTHA
MC, namat edext npu nepBuyHO nporpecuBHa MC (IIIIMC). Ilpu Ta3u dopma e
HEOOXOJMMO JIEYeHHE, KOETO MPEJOTBpaTsBa MpPOTpecHsTa Ha 3a00NSIBaHETO -
BEpOSITHO TIOHE OTYACTH HE3aBHCHMa OT OCTpaTa BB3MAJIUTEIHA ITaTOJIOTHS.
Hacrosmure TtepaneBtnunm Bb3MoxkHOCTH npu IIIIMC ca orpanudyeHu o0 eauH
€IMHCTBEH MEIUKAMEHT, JJOKaTO OBACHINTE JICUSOHN CTPATETHU Ca TACHO CBBP3aHHU C
ISUTOCTHOTO M3SICHSIBaHE Ha MaToreHes3ara Ha 0ojecTra.

Abstract: The pathogenic mechanisms underlying the relapses and progression of
multiple sclerosis (MS) differ from each other. This is a possible explanation why
therapies used in relapsing-remitting MS have no effect in primary progressive MS
(PPMS). This form requires treatment that prevents the progression of the disease -
probably at least partially independent of the acute inflammatory pathology. Current
therapeutic options for PPMS are limited to a single medication, while future



treatment strategies are closely related to the overall elucidation of the disease
pathogenesis.

29. Crounosa [[. Eckanupaim moaxo/1 B IEYEHUETO HA MPUCTHITHO-PEMHUTEHTHA
MyJITHIUIEHa CcKiepo3a - mnpeaumctBa u puckoBe. PRO MEDIC Hespomnorus,
[Tcuxuarpus, Pesmatonorus 111, 2021, 2: 34-38

Pe3rome: [luckycusTa OTHOCHO JBaTa OCHOBHU TepameBTHYHM mnonaxoxa npu MC
(eckanupaiia W paHHa MHTEH3UMBHA Tepamus), Bce Olle € OTBopeHa. PaHHa
WHTEH3MBHA (MHIYKIMOHHA) TEpanus O3HauaBa Jia Ce 3all0YHE JICYEHHE C BHCOKa
e(beKTI/IBHOCT BB3MOXHO Haﬁ-CKOpO, 3a I1a CC NpCAOTBPATU PA3SBUTHCTO HA aKTUBHOCT
u nporpecuss Ha Oosecrra. EckanupaiuiusaT HOAXOA IpeAronara CTapTUpaHe Ha
TepanusiTa ¢ MEIUKAMEHT C Hail-OlaronpusTeH pUCKOB Mpoduia M MpH HAJIHMYUE HA
CcyOOnTHMaJeH TepaneBTUYEH OTIrOBOP — eCKIMpaHe KbM BUCOKOE(PEKTHUBHA
tepanus. CrenoBaresiHO, MPU HMHAYKIMOHHATA CTpaTerus 3a JedeHue (POKyChT €
BBPXY TE€paneBTUYHUS €(EeKT, KaTo ce TOJepUpa MO-BUCOK TepaneBTU4eH puck. [Ipu
ecKallupauusl MOJXOJ, LedTa € MalueHThT Ja Ce€ U3J0XKM Ha MHHHMMAaJleH
TepareBTHYEH PUCK, TOKATO Ce IpeciieiBa ONTUMAJEH TepaneBTUYEH e(eKT.

Abstract: The discussion concerning the two main therapeutic approaches in MS
(escalating and early intensive therapy) is still open. Early intensive (induction)
therapy means to start with a high efficacy treatment as soon as possible to prevent
disease activity and progression. Escalating approach assumes the initiation of therapy
with a drug with the most favorable risk profile and in the presence of a suboptimal
treatment response - escalation to highly effective therapy. Therefore, in the induction
treatment strategy, the focus is on the therapeutic benefit, while tolerating a higher
therapeutic risk. In the escalating approach, the aim is to expose the patient to
minimal therapeutic risk, while pursuing an optimal treatment effect.

*- KOJIGKTUBHU TOMOBE (popMat 06e3 pe3romeTa)



