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bnarogapHocTt

(0] Ha cuHoBute Urop w WBaH, wn cornpyrotr /bynyo 3a €eMOTUBHAaTa
rnoapLuKa LUTO ja MMaB 3a Le/10 BpeEME Ha NnoArotoBkara n nlpaborkara Ha
AOKTopckata aguceptaumja. VIm 6narogapam 3a TprieHNeTo u pasbupareTo
Koe goripuHece 3arno4YHaTtnoT Tpy4 Aa ro 3aBpLuam.

0] [lount mn 6narogapHocT Ha rpo¢g. A4-p. JopaaH JaHeB, MEHTOP Ha
MOJOT Maructepcku TpyAa W AOKTOpckarta Auceprauyuvja, 3a Hacokute U
rnogplukara, 3a nepmMaHeHTHUOT MNOTUK, CTPYYHUTE COBETU, KOHCY/Taummn v
MHTEpPECUPaH-€ 3a TEKOT Ha n3paborTkara.

0] HeusmepHa 6narogapHoOCT 4yBCTByBaM KOH rpog. A-p. CrojaHka
KocToBcka, Koja HanpaBu Aa ja pa3bupam v ga ja 3acakaMm XxemMocrasara,
3a CTpy4yHUTE HanarcTBuja BO wn360pOT Ha METoAUTE, TOJIKyBam€ Ha
pe3y/ITatuTe, KOPUCHUTE Cyrectumn BO rMpuripemMara v peasamsaumjara Ha

TPDyAOT.
0] OcobeHa 6s1aro4apHOCT KOH:

o Buonera HeuyeBa Aa-p cuu, 3a u3paborkara Ha J/1abopatopuckuTe
UCMNTyBara,

o aoy. A-p Mwunka 3apaBKoBCKa-JaHKyJ/I0BCKa, 3a CTraTtucTtmykara
obpaboTka Ha rogaTtoumTe,

o npo¢g. HeseHka AHAOHOBCKa v A-p buijaHa AHAOHOBCKa M-p cuM,
3a rocrojaHara nogpluka,

o JinnjaHa AHresnoBcka, Avna. uHr. 6uosior m Emunuja Criacecka,
Anrl. papmaleBT, 3a rnogpLukara n copaboTtka.

0] KoH konermte o4 KiauHukata 3a opasHa xupypruja npu J3Y

YHuBep3unterckn CTOMarosIoWKN KIMHUYKM yeHTap “CBetun lNaHTenejMoH”,
3a gobpara copabortka.

o Ha BpaboreHute Ha OpgesieHneTo 3a xemocrasza u Tpombosa rpu
Penyb6inyknotr 3aBog 3a TpaHcgysumosiormja Bo Ckorje, 3a p[obparta
copaboTka BO TeK Ha u3paboTtkata Ha /1abopaTtopuUCKNTE UCIINTYBaHa 04

0BOj TPYyA.



KJIMHUYKA NOAIrotTOBKA U NPOLIEHA HA OBE3BEAEHATA
JIOKAJTHA XEMOCTA3A NP OPAJTHOXUPYPLUKUNOT TPETMAH KAJ
NAUMEHTU CO TPOMBOTUYHU 3ABOJTYBAA

ANCTPAKT

OpanHoxupypwkuTe npoueaypu Kaj naymeHTuTe CO opaliHa
aHTMKOarysnaHTHa Tepanuja bune cekoralw KOHTpaBep3HU 3apau guneMaTta
nomery BUCOKMOT PU3NK O XeMoparmja HacrnpoTu MOXHOCTa 3a eMbonuja,
AOKOJIKY Ce NpeKkunHe opanHaTa aHTuKoaryslaHTHa Tepanuja.

Pusmkotr 3a Tpomboembonuja e 3aBUCEH O HEKOSKY daKTopu,
BK/IyYyBajKM M KJAMHUYKUTE MWHAMKAUMM 3@ aHTMKoarysnauuja. lNoseke
pas/IN4HM NPOTOKOSN Ce CyrepupaHu 3a TPETMaAHOT Ha OBME NauMeHTH,
BK/ly4YyBajku ja Cynctutyumjata Ha oOpanHUTE aHTUKOoarynaHcum co
XernapuH, npeonepaTMBHO HaMaslyBake Ha HMBOTO Ha aHTMKoarynaumjaTta,
6e3 M3MeHN Ha aHTMKOoarysaHTHUOT TPeTMaH.

NMpBaTta uen Ha oBaa [AOKTOpcka Te3a bewe pa ce noTeHuumpa
nogrotoBkata (KAMHWMYKM W nabopaTopuCKM  MUCOUTyBaka) npea
OpPaNHOXMPYPLUKNOT TpeTMaH Kaj opasiHO aHTUKoaryampaHu nauueHTu.

naBHaTa uen bewe ga ce nNokaxe AeKa Kaj nauMeHTUTe CO opasHa
aHTMKOArynaHTHa Tepanuja MOXHO e ga ce wu3Beaat 6e3beaHun
OpaNHOXMPYPLIKN MHTEpBEHUMN 6e3 npeTxodeH NpekuMH Ha TepanujaTta.
CnenHa uen 6ewe pga ce cnopeau fokKasnHa xemocTtasa nocTurHata co Tpu
pas/IMYHM NOKaSIHW CpencTBa MO OpPaSIHOXUPYPLIKUTE MHTEPBEHUWMU Kaj
Tepanuckn aHTUKoaryampaHum rnauneHTu.

NcnnTyBamwTO ce n3BpwuM BO nepuog oa neT roanHu (2002-2006) Ha
KnuHukaTa 3a opanHa xupypruja, Ctomatonowkn dakyntet Bo Ckonje. Bo
ctyamjata 6ea BKJIy4eHM OpasiHO aHTUKOAryauMpaHu naumeHTn, Kowu
nobapaa na ce wu3BpwaT MNoeauMHW OpPaASITHOXUPYPLIKN WHTEpBEHUMU. 3a
peanusaunja Ha LUenmTe Ha UCNUTYBAHETO, BKAy4YeHU ce 260 ncnmtaHuum.

NHaAnKaunumnTe 3a OpasHOXUPYPLUKUTE UHTepBeHUMM 6Gea yTBpAEHU

Bp3 OCHOBA Ha: aHaMHe3aTa, eKCTPaopasiHMOT U UHTPAopanHMOT Npernea,



Kako un oa PTI HaoauTe. Cnopen OCHOBHATa AujarHo3a Ha TPOMBOTUYHOTO
3abonyBare, 240 ncnuTaHMUKM ce NOAENeHN Ha YeTUpU rpynu, cekoja rno
60 wucnuTaHmum. KoHTponHa rpyna ja npetcraByBaa 20 3apasu
NCnuTaHuuMm.

Mpen OpaNHOXMPYpLUKUTE WHTEpBEHLMH, N3BpLUEHM ce
nabopatopuckmn ucnutysamwa (MHP, MT, ATIII, npotemH U, npotenH C,
aKTuBaTopyn W  UHXMbuTOopm Ha ubpuHonusa, ¢aktop XIII) Ha
OppeneHmneTo 3a xemocrtasa u Tpombosa, npu P3 3a TpaHcdy3sunonoruija,
MeanunHckun dakyntet, Ckonje.

Cnopen annvuupaHuTe pas/iMdyHM CpeacTBa 3a JIoKasiHa XeMocTasa,
cekoja rpyna 6ellle nogeneHa Ha Tpu noarpynu (no 20 ncnutaHuka): A -
co copbauen rasa - Surgicel, b - co pubpuHcko nenmno - TachoCom, L -
co 5% TpaHeKceMnyHa KucesnunHa.

JobuneHnte  pe3yntatM, HMUBHATa CTAaTUCTYMKA aHanusa W
npecMeTaHuTe KoedpuuUMeHTU Ha Kopenauuja npeTtctaByBaaT obpaboTeHu
BPeAHOCTM  Ha  WUCMUTYBaHUTE  NapaMeTpu 04  KJIUHUYKUTE U
napakiMHUYKNTE NCNNTYBaHA.

AHanusaTta coapxetwle:

o CTPYKTYypa Ha UCTpaXkyBa4ykMOT MaTepujan: non, BoO3pacT, BUA
Ha opaneH aHTuMKoarynaHc, BpemeTpaewe Ha OAT, aHTUbMOTCKa Tepanuja,

o nabapartopuckmn wucnutyBawa: 6poj Ha TpombouuTtn, PT -
npoTtpomMbuHcko sBpeme, MHP, ATIII, npotenH L, npotenH C, akTuBaTopu u

MHXNbUTOpK Ha pmnbpuHonunsa, pakrtop XIII,

o KaTeropusaunja Ha NauneHTu:
. cnopen pu3nkK o4 KpBaBemE - HU30K M BUCOK PU3NK 3@ KPBaBEHE,
. noTeHUnjaneH pusMK 3a pa3BUTOK Ha TpomboeMbonumja - HU30K K

BMCOK pu3unK 3a Tpomboembonuja,

o WTHOCT Ha WHTepBeHUMUTE, daKTopu 3a PU3NK O KpBaBewe 3a
BpeMe 1 No MHTepBEHUUUTE,

o n3Bp[eHn opanHoxXupyp[Ku npoueaypu aHanmsupaHu crnopejg
AvjarHosaTta u TepanujaTta, 6pojoT Ha ekcTpakuuute, 6pPOjOT Ha MNocCeTU U

BMAOT Ha 3abor,



o KOHTPOJIHM npernean no 24, 48 yaca, ceayM v AeceT AeHa,
o KpBaBehe M0 MHTepBeHUuMuTe: No 24, 48 yaca, ceayM M AeceT AeHa,

cnopen permctpmpaHmnMoT MHAEKC Ha KpBaBEHE.

CeBKYynHO gobneHuTe pe3yntaTtu BoAaT A0 ClieAHUBE 3aKay4youn:

Cl EkcTpakumuTe Ha 3abu Moxe Aa ce usBpwyBaaT 6e3 M3MeHW Ha
OpanHO aHTUKOarynaHTHMOT TpeTMaH. JlokanHaTa XxemocTtasa co copbauen
rasa, GubpmMHCKO Nennno M WeBOBU, N TPAaHEKCEMMYHATA KucenunHa (Kako
CpeAcCTBO 3a MNJlaKHEeHEe Ha yCTaTa) NpeTcTaByBaaT NIOKA/IHW MOAANUTETU
3a 6e3begHa xemocTasza (MeToa Ha M360p) NpuM TPETMAHOT Ha NaUUeHTUTE
CO OpasiHM @aHTUKOArynaHcu.

O He e notepbHO Aa ce npekuMHe opanHaTa aHTMKoaryfnaHTa Tepanuja
npea XupyplKkuTe WHTEPBEHUUKM, NOoTpebeH e MyATMaucumnInHapeH
npucrtan n Tepanuckm TpeTMaH Co CooaBeTHaTa CrneunjanHocCcT 3a KOHTpona
Ha NaymeHTuTe.

O Mocton eBuaeHTHa noTpeba 3a dopMmparbe Ha NPOTOKON 3a
OpaNHOXMPYpPLIKUTE npoueaypwu Kaj nauneHTuTe co opanHa

aHTUKoOarynaHTa Tepanuja.

KnyuyHn 36o0poBu: 3abHa ekcTpakuuja, opanHa Xupypruja, opaneH
aHTUKOArynaHTeH TPETMaAH, OpasiHM aHTUKOoAryJlaHCK, IoKasiHa XeMOCTasa,
pecopnTMBHa XeMocTaTcka rasa, (GUOPUHCKO Nenuno, TPpaHEeKCEMUYHA

KUCENNHA.



CLINICAL PREPARATION AND EVALUATION OF LOCAL
HAEMOSTASIS EFFECTIVENESS FOLLOWING ORAL SURGERY
TREATMENT IN THROMBOTIC PATIENTS

ABSTRACT

The oral surgery procedures in oral anticoagnlated patients has always been very
controversial due to the dilemma between the high risk of haemorrhage versus the possibility of
emtbolism should the oral anticoagnlated treatment be suspended.

The risk of thromboembolism depends on several factors, including the clinical indications
for anticoagulation. Various protocols have been suggested for treating these patients, including
substituting heparin for oral anticoagulants, decreasing the level of anticoagulation preoperatively,
temporarily stopping the oral anticoagulants, and not altering the anticoagnlant regimen at all.

The first goal of this doctoral thesis was to emphasize the clinical preparation (clinical and
laboratory examinations) of oral anticoagulated patients before oral surgery procedures. The main
objective was to demonstrate that it is possible to perform safe oral surgery on oral anticoagnlated
patients without having to suspend treatment beforehand. The second goal was to compare three
local agents that aid haemostasis, following minor oral surgery in therapeutically anticoagulated
patients.

The study was performed over a five-year period (2002-2006) and elaborated in the Clinic
Sfor oral surgery, Faculty of dentistry, Skopje. A longitudinal study was performed in oral
anticoagnlated treatment patients that required some type of oral surgical procedures. In order to
realize the ains of the investigation, 260 subjects have been examined.

The indications for oral surgical interventions have been based on the findings of anamneses,
extra-oral and intra-oral clinical examination, as well as, the findings and analyses of X-ray
examinations. According to the thrombotic diagnosis, 240 patients were divided into four groups:
each one of 60 subjects. The group of 20 healthy subjects served as a control group.

The patient underwent surgery after the laboratory examinations (an INR control, PT,
AT 111, protein C, protein S, fibrinolysis activators and inhibitors, factor XIII) which were
previously controlled in the Department of haemostasis and thrombosis, Institute of blood
transfusion, Faculty of Medicine, S kopye.

According to the applied various methods of local haemostasis, each group was divided in
three subgroups (20 subjects): A - with compressive haemostatic gange — Surgicely B - with fibrin
glne (TachoComb); C - with 5% tranexamic acid (Transamin).

The obtained results, their statistical analysis, and the evaluation of the coefficients of the
correlation are the elaborated values of the examined parameters from the clinical and para
clinical examinations.

The overall analysis included:



°  overview of subjects by gender and age, type of oral anticoagulants, elapsed therapy tinme,
antibioprofilaxis,
©  Jaboratory examinations: number of thrombocytes, PT - prothrombin time, an INR
control, AT 111, protein C, protein S, activators and inhibitors of fibrinolysis, factor
X1I,
S patients categorizations:
. risk of prolongated bleeding - low and high risk, and
- potential risk for thromboembolisn - low and high risk,
°  urgency of oral surgery interventions, risk factors of prolongated bleeding during and after
the interventions,
°  completed oral surgery procedures (diagnosis, therapy, number of extracted teeth, number
of sessions and tooth tpe),
o control examinations (to confirm presence of edema, haematoma, dry socket etc., after 24
and 48 hour, seven and ten days ),
°  according to bleeding index, presence of prolonged haemorrhage after the interventions (24
and 48 hour, seven and ten days).

The results obtained lead to the following conclusions:

" Dental extractions can be performed without modification of oral anticoagulant
treatment.

" [ ocal haemostasis with absorbable oxidized cellulose, fibrin glue, and tranexamic acid
(used as a mouthwash) are local modalities of haemostasis (methods of choice) for the
treatment in oral anticoagulated patients.

w ]t is not necessary to suspend oral anticoagulant treatment before surgery; as long as
there is multidisciplinary approach for patient’s control.

»  Certainly, there is an evident need to mafke a protocol for oral surgery procedures in the
patients with oral anticoagulant t therapy.

Key words:  tooth extraction, oral surgery, oral anticoagulant treatment, oral
anticoagulants, local haemostasis, haemostatic ganze (absorbable oxidized cellulose), fibrin glue,

tranexamic acid.



