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* Miyokard infarktisu,iskemik inme,periferik
arter ve derin ven trombozlari ve PE gibi
tromboembolik olaylar ile mortalite

 Trombusun ilerlemesini engellemek ve
dolasimin devamliliginin saglanmasi-
endojen fibrinolitik sistem - farmakolojik
fibrinolitik madde



Uyguladiklarimiz

-Akut STEMI

-Akut iskemik inme (Sonotromboliz)
-Massif pulmoner emboli
-KPR

Duyduklarimiz

-Periferik arter hastalig
-Santral retinal arter tikanikligi
-Kalici kateter tikaniklhgi

-PNH

-DVT

-Intraplevral
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DON'T PANIC




Doku travmasi

Doku faktori

VI —————p Viia
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Ca +4 \
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. Trombosit aktivatoru
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Protrombin - Trombin
Ca++

Pihtilasma mekanizmasini baslatan ekstrensek yol




Kanda travma veya
kollajenle temas
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Pihtilasma mekanizmasini baslatan intrensek yol
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Amac plazminojen aktivatori olan ilaclar
gelistirmek

Ortak etki mekanizmalari inaktif plazminojeni
aktif plazmine cevirmek

Plazmin substrat spesifitesi |,

Plazmin hem fibrini hem de fibrinojeni eritir.
Amac fibrine baglanan trombolitik ajanlar...



Increase permeability
of the BBB

Neurotoxicity

TNK-t-PA Neuronal modulation ~,

Neuroprotection
Desmoteplase

Cofactors
Plasminogen Plasmin

Thrombolysis

Fibrin clot with exposed lysine residues N D-Dimer




e Klasik trombolitik ajanlar:

Fibrinojen diizeyi\, ,plazma viskozitesi ve
trombosit agregasyonunu

- Bakteri kokenli Streptokinaz

-Plazminojen-streptokinaz kompleksi
Anistreplaz

-Urokinaz




Streptokinaz
-C grubu B hemolitik streptokok
-SK+plazminojen—>Plazmin
-Bakteri Grtinu oldugu icin immun yanit ve
alerjik reaksiyon
-Ates, hipotansiyon,urtiker,bronkospazm



Anistreplaz

-1zole edilmemis plazminojen SK aktivator

(APSAC)

-Human plazminojen+bakteriyel SK

-Sistemi

-Fibrinoj

K do

asimda potent bir proteolitik

en ¢ plazminojen {, Faktor VJ,

Faktor VIII ¢ a2 antiplazmin



 Urokinaz
-Tek zincirli bir serin proteazi

-Idrarla atilan bobreklerden salinan bir
enzim

-Etkisi SK’a benzer fakat antijenik ve
pirojenik degildir



Supplement

ANTITHROMBOTIC THERAPY AND PREVENTION OF THROMBOSIS, 9TH ED: ACCP GUIDELINES

Antithrombotic Therapy in Peripheral
Artery Disease

Antithrombotic Therapy and Prevention of Thrombosis,
9th ed: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines

P(.rbfn Fmrf.u Coello, MDD, PhD); Sergi Be !e'mrm.f MD: Catherine MeGorrian, MBBCh, BAO:
VT: Michael H. Crigui, MDD, MPH.
Recommendation \D: Maarten G. Lansbere, MD, PhD:
wer, MDD

6.1-6.3. In patients with acute limb ischemia

due to arterial emboli or thrombosis, we sug-

gest immediate systemic anticoagulation with

unfractionated Iu*lmnn over no anticoagula- B . o
tion (Crade 2C); we suggest wln_lﬁmun therapy (”LH Em,_:,': I”IrﬂI[."IHJ}FII,'I:’I"Il"l[j‘r—lf'f]'.‘mﬁr
(surgery or intraarterial thrombolysis) over no

reperfusion therapy (Crade 2C); and we recom-

mend surgery over intraarterial thrombolysis

(Grade 1B). In patients undergoing intraarterial

thrombolysis, we suggest rt-PA or urokinase

over streptokinase (Grade 2C).




Articles and Brief Reports

Thrombolytic therapy is effective 3
a series of nine patients and a review 0

David J. Araten,* Rosario Notaro,” Howard T Thaler.” Nanqr Kernan.* Farid Boulad,* H
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‘Division of Hematology, NYU School of Medicine, NYU Langone Cancer Center, and the New York VA Medical Center, New York.
NY, USA; “Laboratory of Cancer Genelics and Gene Transfer, Core Research Laboratory, Istituto Toscano Tumorl (CRL-ITT), AQU
Careggl, Florence, italy; ‘Department of Epldemiology and Blostatistics, Memorial Sloan Ketterlng Cancer Center, New York, NY,
USA: ‘Department of Pedlatrics, Memoral Sioan Hettering Cancer Center, Maw York, NY, USA; *Division of Hematology, Memaorlal
Sloan Kettering Cancer Center, New York, NY, USA; “Department of Pediatrics, Normis Cotton Cancer Center Dartmouth-Hitchoock

Medical Conter, New Lebanon, NH, USA: "Divislon of Hematology, SUNY Downstate Medical Center and King's County Hospital
Center, Divislon of Hematology and Oncology, Brooklyn, NY, USA; *Cancer Centers of Morth Carolina, Asheville, NC, USA;
*Department of Internal Medicine, University of Florence, Florence, italy; *Division of Hematology, Unlversity of Florance,

Istituto Tuscamo Tumord, Florence, Italy

Background

Thrombosis is the major risk factor for death in padents with paroxysmal noctumal hemoglo
binuria. Previous case reparts indicate that venous L‘urt:nl' 5 in patients with paroxysmal noc-
turnal hemoglobinuria is amenable to thrombolysi

Design and Methods
We reviewed the

cutcome of thrombaolytic therapy fo
hemoglobinuria

r patients with paroxysmal noctumal
who had thromboses re Tactory &o

_r'.tir_'n.aj.=,u|ar_'nr. at our instotutons.

Results
In this study of 41 patients who had at least one thromboric
incidence n' recurrence despite anticoagulation. Mine patie
inistration of intravenous tissue plasmin
nbi in all of 15 occasions in which icw
. At last Follow-up visit, of the nine patients treat ed,
died, a-ud sbx were in very to excellent condition in terms of .:ﬁ-m_a outcome and radio-
logical findin he only patient in whom L‘urc:nl' clysis may have contributed to a fatal out-
come also had complications of *heparin induced thrombs ropenia wi th thrombaosis™,
we diagnosed in three additional patients. In our review of the literature, nine out of 15 patients
treated with thrombelysis have had a good outcome.

event, we ..c:uf:n -:d a very :ul:.:_h

I, f—l"l...‘l wal
5 hermorrha

Co nclusinns
ated with a significant but manageable risk of bleeding, systemic throm-
catment for reversing venous thromboses in patients with parox-

Key words: thrombolysis, paroxysmal noctumal hemoglobinuria, treatment, cutcome.
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Articles and Brief Reports

Thrombolytic therapy is effective in paroxysmal nocturnal hemoglobinuria:
a series of nine patients and a review of the literature

PO YO Maodical Contor, Moy
y Istituto To ano Turmorl

Klasik triad:Trombozis,intravaskuler hemoliz

ve sitopeni

% 40 hastada tromboz

Tedavi:kumadin,anti kompleman,trombolitik
1985-2009 15 hasta

3 hasta streptokinaz , 6 hasta Grokinaz ve 6
hasta tPA
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Table Z. Summary of the Itarature on thrombelytic tharapy In patients with PNH.
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ESC GUIDELINES

()" Guidelines on the diagnosis and management
of acute pulmonary embolism

The Task Force for the Diagnosis and Management of Acute
Pulmonary Embolism of the European Society of Cardioclogy (ESC)

AuthorsiTask Force Members: Adam Torbicki, Chairperson (Poland)®,

Arnaud Perrier (Switzerland), Stavros Konstantinides ({Germany),

Giancarlo Agnelli (ltaly), Mazzareno Galié (ltaly), Piotr Pruszczyk (Poland},
Frank Bengel (WSA), Adrian |.B. Brady (UK), Daniel Ferreira (Portugal),

Uwe Janssens (Germany), W alter Klepetho (Austria), Eckhard Mayer (Germany),
Martine Remy-Jardin (France), and Jean-Pierre Bassand (France)

* Kardiyojenik sok ve/veya persistan arteriyel hipotansiyon
tablosuyla gelen, yuksek riskli PE hastalari trombolitik
ajanlarla tedavi edilir.

* Yuksek riskli olmayan hastalarda trombolizin rutin
kullanimi tavsiye edilmiyor. (Bazi orta riskli PE grubundaki
hastalara tromboliz uygulanabilir)

* Trombolitik tedavi, disuk riskli PE hastalarinda
kullaniilmamalidir.



ESC GUIDELIMES

()" Guidelines on the diagnosis and management
of acute pulmonary embolism

The Task Force for the Diagnosis and Management of Acute
Pulmonary Embolism of the European Society of Cardiclogy (ESC)

AuthorsiTask Force Members: Adam Torbicki, Chairperson (Poland)®,

Arnaud Perrier (Switzerdand), Stavros Konstantinides (Germany),

Giancarlo Agnelli (ltaly), Mazzareno Galié (ltaly), Piotr Pruszczyk (Poland}),
Frank Bengel (USA), Adrian ].B. Brady (WUJK), Daniel Ferreira (Portugal),

Uwe Janssens (Germany), Walter Klepethko (Austria), Eckhard Mayer (Germany),
Martine Remy-Jardin (France), and Jean-Pierre Bassand (France)

*Hastalarin %92’sinde, ilk 36 saat icinde klinik ve

ekokardiyografik diizelme

*En buyuk yarar, belirtilerin baslamasindan sonra 48
saat icinde tedaviye baslandiginda gozlenir

*6-14 ginden beri belirtileri olan hastalarda da

tromboliz yarar saglayabilir
*Streptokinaz,iirokinaz ve tPA onaylanmis

trombolitikler




: COCHRANE

Robert J Cameron , Huw Richard H R Davies
Intra-pleural fibrinolytic therapy versus conservative management in the treatment of

adult parapneumonic effusions and empyema
2008 Apr 16;(2):CD002312

Davies HE,Davies RJ, BTS Pleural Disease Guideline G.
_ Management of pleural infection in adults: British
Thoracic Society Pleural Disease Guideline 2010.
2010 Aug;65 Suppl 2:ii41-53.

Rahman NM

Intrapleural use of tPA and DNase in
pleural infection (Multicenter
Intrapleural Sepsis Trial 2)

2011 Aug; 11;365(6):518-26

'he NEW ENGLAND JOURNAL of MEDICINE

Surinder Janda, MD; John Swiston, MD, FCCP

Intrapleural Fibrinolytic Therapy for Treatment of Adult
Parapneumonic Effusions and Empyemas:A Systematic Review
and Meta-analysis

Chest. 2012; 142(2):401-411.




% | CHEST Original Research
i PULMOMNARY PROCEDURES

Intrapleural Fibrinolytic Therapy for
Treatment of Adult Parapneumonic
Effusions and Empyemas

A Systematic Review and Meta-analysis

Study Study Chest Tube
StudyYear Country Size (W)  Population Imaring Size (F) Intervention

Davies et al*o 1997 UK M CPE or E CXR, CT scan, U/S 14 Streptokinase, 250,000 International Units
OD = 3d

Bowros et al’y 19949 CGresce 31 CPE or E CT scan, USS 2832 Urokinase, 100,000 Intemational Units
OD =3 d

Tuncozeur et al=/200] Turkey 49 E stare [I= CXR, CT scan, U/S 2436 Urokinase, 100,000 International Units

' OD x 3 d

Dhiacon et al'tZ004 South Africa o PE or E CXR, U/S 24 or 28 Streptokinase, 250,000 International Units
OD =7 dt

Mizsthos et al== 2005 Cresce : E CXR, /s 2532 Streptokinase, 250,000 International Units
OD=3d

MIST17/2005 UK 45 T CXR 12 ( 12-30) Streptokinase, 250,000 International Units
bid =3 d

MIST22/2011 UK 7 o 1 = 154 Alteplase, 10 mg bid < 3 d; DNase,
5 my bid = 3 d: combination
of alteplase and DMNase

*7 adet randomize kontrolli calisma
*801 hasta




== CHEST

Original Research

PULMOMARY PROCEDURES

Intrapleural Fibrinolytic Therapy for
Treatment of Adult Parapneumonic
Effusions and Empyemas

A Systematic Review and Meta-analysis

¢

'
I|
. I|

Conclusions: This meta-analysis does reveal that fibrinolytic therapy is potentially beneficial

in the management of parapneumonic effusions and empyemas in the adult population. Although

poj g
there is insufficient evidence to support the routine use of this therapy for all parapneumonic
effusions/empyemas, fibrinolytic therapy may be considered in patients with loculated pleu
ral effusions, because it may prevent the need for surgical intervention. Further randomized
controlled trials with adequate power are needed to definitively address the effect of fibrino-
lytics and the combination of fibrinolytics and deoxyribonuclease on the clinical outcomes
outlined in this analysis in patients with parapneumonic effusions/empyemas.

CHEST 2012: 142(2):401-411




Bl
ANASAL YATZDRAA .
vaLl Baga Ve
B HARAA.. T




Yapi ve etki bakimindan 1. kusaklara benzer
Etki streleri daha uzun
Fibrin selektif

Plazminojen aktivator inhibitorlerine (PAI-1)
dayanikli

Dolasimdaki fibrinojen ve plazminojen
azalmasi daha az gorulur.



* Doku Plazminojen Aktivatoru (t-PA) (Alteplase)
-Endotel hiucrelerinde uretilir.

-Rekombinant biyoteknoloji ile insan
melanom hicre dizisinden olusturulur.

-Plazminojen—>Plazmin

-Fibrin selektivitesi SK ve Urokinaza gore
daha gucludur.



* Doku Plazminojen Aktivatoru (t-PA) (Alteplase)

-Norovaskiler permeabilite artisina ve
intrakraniyal 6dem ve hemorajik tranformasyona

vol acabilir.
Yepes M, Roussel BD, Ali C, et al. Tissue-type Plasminogen activator in the ischemic brain; more than a
thrombolytic.Trends Neurosci 2009 Jan; 32 (1): 48-55

-Norotoksik (NO salinimi)

Parathath SR, Parathath S, Tsirka SE. Nitric oxide mediates neurodegeneration and breakdown of the
blood-brain barrier in tPA-dependent excitotoxic injury in mice. J Cell Sei 2006 Jan 15; 119 (2): 339-49

Zhang X, Polavarapu R, She H, et al. Tissue-type plasminogen activator and the low-density lipoprotein
receptor related protein mediate cerebral ischemia-induced nuclear factor-kappaB pathway activation.
Am J Pathol 2007 Oct;171 (4): 1281-90



ADIS DRUG EVALUATION

CNS Drugs 2012; 26 10y 899926
1172-7047/12/0010-0899/549.95/0

Adls @ 2012 Springe ntemational Publishing AG. Al iighs resarved.

Alteplase

A Review of Its Use in the Management of Acute Ischaemic Stroke

Sohita Dhillon
Adis, Auckland, New Zealand

Various sections of the manuscript reviewed by:
H.P. Adams, Department of Neurology, University of lowa Hospital and Clinics, Iowa City, IA, USA; D. Leys,
Department of Neurology, Stroke Department, Roger Salengro Hospital, Lille, France; S. Lorenzaio,
Department of Neurology, Massachusetts General Hospital/Harvard Medical School, Boston, MA, USA;
N.K. Mishra, Neurology, Stanford Stroke Center, Palo Alto, CA, USA; D. Toni, Emergency Department Stroke
Unit, Policlinico Umberto I Hospital, Sapienza University of Rome, Rome, Italy.

Data Selection

Sources: Medical literature (including published and unpublished data) on ‘alteplase’ was identified by searching databases (including
MEDLINE and EMBASE) for articles published since 1996, bibliographies from published literature, clinical trial registries/databases and
websites (including those of regional regulatory agencies and the manufacturer). Additional information (including contributory
unpublished data) was also requested from the company developing the drug.

Search strategy: MEDLINE and EMBASE search terms were ((‘alteplase’ or ‘recombinant tissue plasminogen activator' or rTPA’) and
(‘acute ischaemic stroke’ or ‘acute ischaemic stroke’ or 'stroke’)). Searches were last updated 17 August 2012.

Selection: Studies in patients with acute ischaemic stroke who received alteplase. Inclusion of studies was based mainly on the methods
section of the trials. When available, large, well controlled trials with appropriate statistical methodology were preferred. Relevant
pharmacodynamic and pharmacokinetic data are also included.

Index terms: Alteplase, recombinant tissue plasminogen activator, acute ischaemic stroke, pharmacodynamics, pharmacokinetics,
therapeutic use, tolerability.

Acrcnym/abbreviation  Definition

ATLANTIS Alteplase Thrombolysis for Acute
Noninterventional Therapy in Ischaemic
Stroke

CASES Canadian Alteplase for Stroke
Effectiveness Study

ECASS European Cooperative Acute Stroke Study

EPITHET Echoplanar Imaging Thrombolytic
Evaluation Trial

IST-3 Third International Stroke Trial

NINDS National Institute of Neurologic Disorders
and Stroke

SITS-ISTR Safe Implementation of Thrombolysis in
Stroke-International Stroke Treatment
Registry

SITS-MOST Safe Implementation of Thrombolysis in

Stroke MOnitoring STudy




RECOMBINANT TISSUE-TYPE PLASMINOGEN

ACTIVATORS: "TIME MATTERS”

V. Kunadian’ and C.M. Gibsor?
ellular Medicine, Faculty of Medical Sciences, Newcastle University and Cardiothoracic Centre, Freeman

tle upon Tyne Hospitals NHS Foundation Trust, Newcastle upon Tyne UK. and *Cardiovascular

), Department of Medicine, Beth Israsl Deaconess Medical Center, Harvard Medical School, Boston,

Massachusetts, USA

* TIMI 1 ve 2A(Thrombolysis in Myocardial Infarction)

* GUSTO ( Global Utilization of Streptokinase and Tissue
Plasminogen Activator for Occluded Coronary Arteries)
 GISSI-2 (Italian group for the study of the survival of Ml)
* ISIS 3 (The International Studies of Infarct Survival)

e COBALT (Continous infusion versus Double Bolus
Administration of Alteplase)



Case Report

Acute Central Retinal Artery Occlusion Treated with
Intravenous Recombinant Tissue Plasminogen Activator

Richard ]J. Nowak, Mp, mMs, Hardik Amin, mp, Kimberly Robeson, mp,
and Joseph L. Schindler, mD

il 21, Mo. 8 (November), 2012: pp 913.e5-913.e8

*GOzUn iskemik inmesi

*Agrisiz akut monokuler gérme kaybi

*Spontan rekanalizasyon % 15 fakat duzelme % 10 altinda
*CRAO icin rt-PA etkinligi ve guvenirligi ???



Case Report

Acute Central Retinal Artery Occlusion Treated with
Intravenous Recombinant Tissue Plasminogen Activator

Richard ]J. Nowak, Mp, mMs, Hardik Amin, mp, Kimberly Robeson, mp,
and Joseph L. Schindler, mD

il 21, Mo. 8 (November), 2012: pp 913.e5-913.e8

*52 hastanin 28’inde rt-PA ile klinik dizelme
*Tedavi araligi 2-72 saat

*Dizelme ilk 24 saatte

Komplikasyonlar belirtiimemis

*|skemik inme gibi ilk 4.5 saatte ???



No. of

patents Treament Dragnostic Dose of IV
Authors, y (country)  Study type  (age range) window Imagng ii-PA Other administered treatments Study results Comphcations
Bertram et al., 1991 Case reports 2 (29,59) 65md 7Th, Fluorescein (M) mg Hepann for 3 days; | of 2 patients had improved None reported
(Gemmany ) respectively  anglography, pentoxifyline, VA =8 Snellen hines
carotid Doppler acetylsalicylic acid, and
hydroxyethyl starch
Mames et al., 1995 Case series 2061, 74) 2.75and 4 b, Not specified Not Paracentesis, ocular massage,  Subjective improvement; None reported
(Us) respectively specified sublingual niroglycenn, post-treatment VA of
IV heparin, and warfarin 20§40 and 20,25
(pretreatment VA
was not specified)
Puche etal, 2000 Case reports 2 (58, 62) 24 and 72 h, None 70 mg Ocular massage and carbonic 1 of 2 patients improved None reported
(Spain) respectively anhydrase inhibitor from no pereeption of
(1 patient) light to 5/10; the other
patent had no
Improvernent
Kattah et al., 2002 Prospective 12 (53-89) 2-18h Head CT 09 mghke Pamcentesis, [V heparin, 10 of 12 had mproved VA 2 patients died
(Us) with 10%  and wardann * 1 month (4 had 8 Sncllen hines of within 6 months
given as mmproverment; 6 had of an acute
bolus 24 lines of improvement)  cardiac event
Diaconu et al., 2004 Case report 1 (70) 6 h Fluorescein 100 mg Pentoxifylling betamethasone, No mprovement None reported
(Romania) angiography, intraocular atropinge plus
echocardiogram, lidocaine, and daltepann
and carotid
Doppler
Mach and Case series 5 (58-72) 5-31h Head CT 09 mghke None 5 of 5 had improved VA; None reported
Rochazka, 2008 with 10% m | patient who mecerved
(Czechoslovakia) given as n-PAin 3] hours, VA
bolus decreased shortly after
it improved
Hattenback et al.,  Case series 28 (30-85) <12h None 50 mg IV heparn % 5 days and 9 of 28 had mproved None

2008 (Germany )

ASPIrin

VA of =3 Snellen Ines;
I8 of 28 had stable VA
and | of 28 had poorer

VA
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Alteplase for blood flow restoration in
hemodialysis catheters: a multicenter,
randomized, prospective study comparing

“dwell” versus “push” administration

Lavern M. Vercaigne', James Zacharias?, Keevin N. Bemnstein?
and the PUSH Protocol Investigatars

"Faculty of Pharmacy, and 2Department of Internal Medicine, Section of Nephrology,
University of Manitoba and the Manitoba Renal Program, Winnipeg, Manitoba,
Canada

* Hemodiyaliz hastalarinda SVK disfonksiyonu sik

* Intraluminal veya periluminal trombozis

* 2mg alteplase 30 dak kateterde tutulur basarisiz ise
120 dak—>"dwell”

* “bush” katetere duzenli araliklar ile alteplase verilmesi
ve diyaliz sirasinda ve durduruldugunda inflizyon
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Alteplase for blood flow restoration in
hemodialysis catheters: a multicenter,
randomized, prospective study comparing

“dwell” versus “push” administration

Lavern M. Vercaigne', James Zacharias?, Keevin N. Bemnstein?
and the PUSH Protocol Investigatars

"Faculty of Pharmacy, and 2Department of Internal Medicine, Section of Nephrology,
University of Manitoba and the Manitoba Renal Program, Winnipeg, Manitoba,
Canada

* 82 hasta;43 dwell 39 push
* Tedaviler arasinda farklilik yok
* “bush” daha pratik ve “dwell” kadar givenli



Long-term outcome after additional catheter-directed
thrombolysis versus standard treatment for acute
iliofemoral deep vein thrombosis (the CaVenT study):
a randomised controlled trial

r

ToneEnden, YvaHaig, Nis-Einar Blew, Carl-Erik Slagseald, Leiv Sandiak, Wileed Ghanima, GeirHafsahl, PAl AndreHolme Lars (OlafHalmen,

Surmmary

Background Conventional anticoagulant freatment for acute deepvein thrombosis {DVT) effectively prevents thrombus
extension and recurrence, but does not dissolve the clot, and many patients develop post-thrombotic syndrome (PTS).
We aimed to examine whether additional treatment with catheter-directed thrombolysis (CDT) using alteplase reduced
development of PTS.

Methods Participants in this open-label, randomised controlled trial were recruited from 20 hospitals in the Norwegian
southeastern health region. Patients aged 18—75 years with a first-time iliocfemoral DVT were included within 21 days
from symptom onset Patients were randomlby assigned (1:1) by picking lowest number of sealed enwelopes to
conventional treatment alone or additional CDT. Randomisation was stratified for imvolvement of the pelvic veins
with blocks of six. We assessed two co-primary outcomes: frequency of PTS as assessed by Villalta score at 24 months,
and iliofemoral patency after & months. Analyses were by intention to treat. This trial is registered at ClinicalTrials,
gov, NCTO0251771.

Findings 204 patients were randomly assigned to treatment groups (108 control, 101 COT). At completion of 24 months'
follow-up, data for clinical status were available for 189 patients (20%; 99 contral. 90 CDT). At 24 months, 37 (41-1%,
95% CI 31-5-51-4) patients allocated additional CDT presented with PTS compared with 55 (55-6%. 95% CI
45.7—65-0) in the control group (p=0-047). The difference in PTS corresponds to an absolute risk reduction of 14 .43
(95% CI 0-2-27.9), and the number needed to treat was 7 (95% Cl £-502). lliofemoral patency after 6 months was
reported in 58 patients [65-9%, 95% CI 55-5-75-0) on CDT versus 45 {47-4%6, 37-6-57-3) on control {p=0-012}.
20 bleeding complications related to CDT incduded three major and five clinically relevant bleeds.

Interpretation Additional CDT should be considered in patients with a high proximal DVT and low risk of bleeding.
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DVT tedavisi antitrombotik

PE,6lim,rekirrens ve post trombotik sendrom
Agri, sislik,0dem,pigmentasyon,vendz ulserler
Sistemik tromboliz— artmis kanama riski
Kateter yolu ile azaltilmis doz trombolitik

lliofemoral ven trombozu

20 hastane, 18-75 yas, 21 gunluk
hikaye,iliofemoral-ortak iliak ven trombozu

209 hasta—>90 trombolitik,99 standard



Additional catheter-directed Standard treatment only
thrombaolysis (n=90) (n=99)

% (95% (1) n % (95% Cl)

Post-thrombaotic 37 - 55.6% (45.7-65-0)
syndrome at 24 monthst

liofemoral patency at %14 riSk 1% (37-6-57-3)
6 monthst I
azaimasi 34-2% (23-9-42-1) 0.77

Post-thrombotic
syndrome at 6 months§

Post-thrombotic syndrome defined as Villalta score oi 5 pwinits or higher. *y” test. $Co-primary outcomes. $Five
patients had inconclusive patency assessments and one was lost to follow-up at 6 months. §5econdary outcome.

Table 2: Short-term and long-term outcomes

Lancet 2012; 379: 31-38




Yarilanma omurlerinin uzatilmasi

Enzimatik etkinligin arttirilmasi

Plazma proteaz inhibitérlerine karsi rezistansin
gelistirilmesi

Fibrine baglanma selektivitesinin artmasi

Bu grupta rekombinant doku tipi plazminojen
aktivator mutantlari

Reteplaz,tenekteplaz,lanoteplaz,monteplaz,
pamiteplaz........







Bakteriyel (rekombinant stafilokinaz)

Hayvan plazminojen aktivatorleri (vampir
yarasa plazminojen aktivatori)

I = [ ey e
Yanlanma omril, dk - -
[OIREERRNIO)

Fibrin spesifisite

PAI ile inhibisyonu



Single-bolus@ctepl@lus heparin compared with
heparin alone for normotensive patients with acute
pulmonary embolism who have evidence of right
ventricular dysfunction and myoc

Rationale and design of the@®Pulmonary Embolis

Thrombolysis (PEITHO) trial

The Steering Committee *

Buckground In acute pulmonary embolism (PE), overt right ventricular (RV) failure with cardiogenic shock indicates
a poor prognosis. However, normotensive patients with acute RV dysfunction on echocardiography or computed tomography
and with myocardial troponin elevation may also have an adverse outcome. Thrombolysis rapidly reverses RV pressure
overload in PE, but it remains unclear whether it may improve the early and longterm clinical outcome of selected
normotensive patients.

Design The Pulmonary Embollsm THrOmbolysis (PETHO) trial is a prospective, multicenter, international, randomized
(1:1), double-blind comparison of thrombolysis with tenecteplase vs placebo in normotensive patients with confirmed PE, an
abnormal right venfricle on echocardiography or computed tomography, and a positive froponin | or T test result. Both
treatment groups receive standard anticoagulation. The primary efficacy outcome is the composite of death from any cause or
hemodynamic collapse within 7 days of randomization. Safety outcomes include ischemic/hemorrhagic strokes and other
major bleeding episodes. In addition, 180-day clinical and echocardiographic followup will be performed. The study is
expected to enroll approximately 1,000 patients.

Conclusions By determining the benefits vs risks of thrombolysis in submassive or intermediatesisk PE, this trial is
expected fo answer a long-standing query on the management of this patient population. (Am Heart ) 2012;163:33-38.e1.)




PE’ye bagl RISK BELIRTECLERI

erken N _
MORTALITE it RY Miyokart potansiyel
(sok ya da islev hasari etkileri

RISKI hipotansiyon) bozuklugu

Tedavinin

Orta Hastaneye

. %3- basvuru
YUKSEK 3-15 J

DEGIL

Intermediate riski olan hastalarda eko/CT’de sag ventrikil genislemesi
ve/veya vyetmezligi saptandiginda ve myokardiyal hasarin
biyobelirteclerle kanitlanmasi durumunda rekanalizasyon

dustnulmelidir.




Single-bolus tenecteplase plus heparin compared with
heparin alone for normotensive patients with acute
pulmonary embolism who have evidence of right

ventricular dysfunction and myocardial injury:
Rationale and design of the Pulmonary Embolism
Thrombolysis (PEITHO) trial

* Calismanin amaci, sag ventrikul yetm olan ve
kardiyak biyobelirtecleri pozitif olan
normotensif hastalarda tenectoplase ile
trombolizin plaseboya Ustunluguna
kanitlamak

* Tenektoplase guvenilirligini degerlendirmek
* Uzun donem (180 glin) pulmoner HT gelisimi




Single-bolus tenecteplase plus heparin compared with
heparin alone for normotensive patients with acute
pulmonary embolism who have evidence of right

ventricular dysfunction and myocardial injury:
Rationale and design of the Pulmonary Embolism
Thrombolysis (PEITHO) trial

* 1000 kisi planlandi,793 kisi katildi
* |lk sonlanim 7 guin icinde hemodinamik kollaps

e |kinci sonlanim noktasi 7 guin icinde 8lim, PE
rekurrensi,30 gun icinde 6lim

* Guvenilirlik sonlanimi ilk 7 gunde iskemik yada
hemorajik inme,kanama veya ciddi yan etkiler
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Mutlak

Bilinen kanama

Hemorajik veya nedeni
bilinmeyen inme

Son 1 ay icinde gecirilen GiS
kanama

Son 3 hafta icinde gecirilmis

travma/cerrahi girisim/kafa
HEVINEN

SSS hasari yada tumorleri

Son 6 ay icinde gelisen iskemik
inme

Gorece

Son 6 ay icinde TIA
Oral antikoagilan tedavi

Gebelik yada gebelik sonrasi 1.
hafta

Kompresyon yapilamayan
kateter girisleri

Travmatik resusitasyon

Tedaviye direncli HT,sistolik
kan basinci >180 mmHg

llerlemis KC hastalig
infektif endokardit
Aktif peptik Ulser






