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Circa 30 % dei pazienti con stroke ischemico acuto ed \
eleggibile alla trombolisi in PS ha > 80 aa

Sposanik et al. Stroke 2009;40:3328-3335. Investigators of the Registry of the Canadian
Stroke Network (RCSN)

Circa i due terzi di tutti gli stroke a maggiore
comorbilita e mortalita si  verificano  negli
ultraottantenni

Fonarow GC, Reeves MJ, Zhao X, et al. Age-related differences in characteristics, performance
measures, treatment trends, and outcomes in patients with ischemic stroke

Circulation 2010;121:879-891.




European Alteplase license

Additional contraindications in acute ischaemic stroke:

e symptoms of ischaemic attack beginning more than 4.5 hours prior to infusion start or symptoms for
which the onset time is unknown and could potentially be more than 4.5 hours ago (see section 5.1)

e minor neurological deficit or symptoms rapidly improving before start of infusion

o severe stroke as assessed clinically (e.g. NIHSS>25) and/or by appropriate imaging techniques

e seizure at onset of stroke

o evidence of intracranial haemorrhage (ICH) on the CT-scan

o symptoms suggestive of subarachnoid haemorrhage, even if CT-scan is normal

o administration of heparin within the previous 48 hours and a thromboplastin time exceeding the upper
limit of normal for laboratory

e patients with any history of prior stroke and concomitant diabetes

e prior stroke within the last 3 months

e platelet count of below 100,000/mm3

o systolic blood pressure > 185 or diastolic BP > 110 mm Hg, or aggressive management (intravenous
pharmacotherapy) necessary to reduce BP to these limits

e blood glucose < 50 or > 400 mg/dl.

Use in children and adolescents

Actilyse is not indicated for the treatment of acute stroke in paediatric patients under 18 years.

Use in elderly patients
Actilyse is not indicated for the treatment of acute stroke in adults over 80 years of age.



AHA/ASA Scientific Statement

Scientific Rationale for the Inclusion and Exclusion Criteria
for Intravenous Alteplase in Acute Ischemic Stroke

A Statement for Healthcare Professionals From the American Heart
Association/American Stroke Association

The American Academy of Neurology affirms the value of this statement
as an educational ool for neurcologists.

Endorsed by the American Association of Neurcological Surgeons arnd
Congress of Neurological Surgeons

Bart M. Demaerschalk, MD, MSc, FRCPC, FAHA., Chair:

Dawn O. Kleindorfer, MDD, FAHA, Vice-Chair: Opeolu M. Adeove, MDD, MS, FAHA
Andrew W, Demchuk, MD: Jennifer E. Fugate, DO: James C. Grotta, MDD;
Alexander A. Khalessi, MDD, MS., FAHA: Elad 1. Levy, MDD, MBA, FAHA:

Yuko Y. Palesch. PhID: Shyvam Prabhakaran. MDD, MS., FAHA
Gustavo Saposnik. MD, MSc, FAHA: Jeffreyv L. Saver, MDD, FAHA
Eric E. Smith, MD, MPH. FAHA: on behalf of the American Heart Association
Stroke Council and Council on Epidemiology and Prevention

Stroke. 2016 Feb;47(2):581-641.



Sondaggio tra medici americani esperti di stroke sulla loro disponibilita
a trattare con trombolisi nel setting di ciascun criterio di esclusione

B ek & cE B
R % ¥ % %

A

- %001

§

Secuwred aneurysm
Traumatic ICH
Hemorrhagic ransformation of ischemic stroke
Incidental aneurysm
NSTEMI in prevous 3 months
Urinary tract hemorrhage in previous 21 days
Gl hemorrhage in previous 21 days '
Head rauma with LOC in previous 3 momths !
STEMI in previous 3 months
Glucose <50 mg/dl (a)
Ischemic stroke in previous 3 momths
Flatelet count < 100000 per mcl
| don't "bend™ any of the o reria
CT showing a multilobar infarction
Known brain tumor
Major surgery in previous 14 days
Non compressible anterial puncture in < 7 days
Remote spomtaneocus ICH
Evidence of active bleeding/acute rauma
Spinal/ ntracranial surgery in < 3 momhs
Presence of an AVM
BP > 185110 mm Hg despite reatment efforts
Heparin and aPTT wlue > 40 seconds (abnormal)
Symptoms of stroke suggestive of SAH
Oral anticoagulant with an INR > 1.7

Stroke. 2016 Feb;47(2):581-641.
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United States trends in thrombolysis for older adults with acute

ischemic stroke™

Benjamin P. George *-P, Anthony O. Asemota®’, E. Ray Dorsey <, Adil H. Haider9,
Blair J. SmartP, Victor C. Urrutiac<, Eric B. Schneider?-9.*

2 University of Rochester School of Medicine and Dentistry, Rochester. NY, United States
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Criteri di esclusione l

Raccomandazioni basate sui criteri degli studi NINDS 1996 o su
opinioni di esperti, non su evidenze scientifiche

Minime variazioni negli anni
Criteri iniziali mutuati dalla letteratura di area cardiologica e da
altre pubblicazioni di scienza di base, restrittivi rispetto a dati

SITS-MOST, ECASS , IST 3

Dalla controversia su dalcune di esse e derivata la dicotomia
“controindicazioni assolute / relative”



Gli ultraottantenni nei trial autorizzativi

La trombolisi & stata sistematicamente poco studiata nell’anziano

La maggior parte dei trial sulla trombolisi escludono i grandi anziani

2 RCTs con streptokinasi inclusero pazienti anziani

(SK; multicenter acute stroke trial-Europe (MAST-E) e (MAST-I)

MAST-I 622 pazienti, ictus entro le seiore 15 Mu SK - 300 mg ASA 108g

212 pazienti in MAST-I 2 75 aa (diquesti 117 trattati con SK

Mortalita a 10 gg 35% vs. 10-5% (gruppo di controllo con ASA)

_ Onset TT, non I’etd’, fattore predittivo indipendente per mortalita precoce J

In MAST-E eta avanzata predittore indipendente per emorragie gruppo SK ]

-

International Journal of Stroke © 2012 World Stroke Organization Vol 7, February 2012, 142-149



Gli ultraottantenni nei trial autorizzativi

National Institute of Neurological Disorders NINDs
( 42 280 aa. Stop dopo 188 arruolati)
Stroke recombinant tissue plasminogen activator (rtPA) Stroke Trial

N

(trial randomizzati in doppio cieco rtPA vs. placebo €Ntro tre ore dallonset)

2 parti :
Gruppo 1 (291 arruolati ) con valutazione clinico-funzionale a 24 ore

\ Gruppo 2 (333 arruolati )con valutazione dell’outcome clinico a tre mesi .
\_

J

Non significative differenze nel NINDs a 24 ore tra > 80 aa e < 80 aa

Beneﬁ cio per 4 parametri a tre mesi per i trombolisati

In analisi post —hoc di risultati combinati ( parte 1e2)

il trattamento t- PA fu independentemente e fortemente associato a probabilita di

outcome favor evole atremesi neidue gruppi
\_ Miglioramento punteggi a 24 h e tre mesi ( Glasgow, NIHSS, Barthel. mRS )

A

S

International Journal of Stroke © 2012 World Stroke Organization Vol 7, February 2012, 142-149



Gli ultraottantenni nei trial autorizzativi
ATLANTIS *. ECASS I**, II*** |lI**** : pazienti tra 18 - 80 aa \

*entro 3h ** rtPA 1.1mg/Kg *** 3-6 h **** 3-4.5 h
L’aumento dell’eta associata a lieve incremento di sICH (OR) 1-04), P 0-04)

Nel 19:7% di pazienti tra71- 80 aa (i.v.) tPA emorragia al follow up TC
vs 2-5% dei pazienti di pari eta in placebo

eta meno consistente rispetto a scompenso congestizio
\@ altri fattori /

(0
ECASS Il outcome efficace (mRS 0-1) negli anziani trattati (265, OR = -1}
(0-8-1-64)) quasi quanto nei giovani (<65 years, OR = 1-61 (1:05-2:48); P0.23

ECASSII e lll :265aa rtPA predittore indipendente di Emorragia
(<65 years: 0-74, 0-28-1-96; 265 years: 5:79, 2-:18-15-39; P = 0-004)

La licenza per alteplase in Europa prevede pazienti <80 aa
" Le LLGG Americane non prevedono un limite superiore /

International Journal of Stroke © 2012 World Stroke Organization Vol 7, February 2012, 142-149



Stato dell’arte

LL GG ISO-SPREAD : Il trattamento con r-tPA e.v. & indicato
entro 4.5 ore dall’esordio di un ictus ischemico senza limiti

superiori di eta e di gravita
S SPREAD

Le LLGG Europee raccomandano ’'uso di IVT entro 4.5 ore
dall’esordio dei sintomi anche nell’anziano.

~ Le LLGG Americane non raccomandano I'uso di IVT tra 3-
“to 4.5 ore in pazienti di eta> 80 aa

In scheda tecnica AIFA : Actilyse non é indicato nel trattamento dell’ictus acuto
nei pazienti adulti di eta maggiore di 80 anni. Il trattamento deve essere iniziato
il prima possibile entro 4,5 ore dall'insorgenza dei sintomi dell’ictus

Le Principali Agenzie Europee regolatrici del Farmaco non hanno approvato la
commercializzazione e I'utilizzo di Actilyse nello stroke ischemico acuto in paz >
80 aa

I’Agenzia regolatoria Americana consente la promozione di IVT in pazienti di eta
>80 aaentrole 3 ore




9@':'\ The benefits and harms of intravenous thrombolysis with
recombinant tissue plasminogen activator within 6 h of
acute ischaemic stroke (the third international stroke trial
[IST-3]): a randomised controlled trial

The IST-3 collaborative group*

A 6 mesi ogni 1000 pazienti trattati conrt-PA trao-6h
indipendentemente dall’eta

14 In piu vivi ed indipendenti (NS)
29 In piu ‘outcome favorevole ’ (p=0-018)
Favorevole shift in OHS (p=0.001)
\.Non differenze nella mortalita /

Pazienti di eta > 80 aa trattati tra 0-6 h
38 In piu vivi ed indipendenti

In pazienti diognieta< 3 h
80 in piu vivi ed indipendenti J




3 @ % The benefits and harms of intravenous thrombolysis with

recombinant tissue plasminogen activator within 6 h of

acute ischaemic stroke (the third international stroke trial

[IST-3]): a randomised controlled trial

ThelST-3 collaborative group*

Implicazioni per la pratica IST-3: autorizza il clinico a

v'Considerare il trattamento trombolitico per una piti larga
tipologia di pazienti, Particolarmente gli ultaottantenni

v'Ribadisce la necessita di produrre ogni sforzo per trattare i
pazienti quanto piu precocemente possibile

v'Rassicura circa la sicurezza del trattamento .

A La mortalita non viene incrementata dalla terapia

\

J




studi di coorte- prospettici — retrospettivi

International Joumal of Gerontology 9 (2015) 20—23

Contents lists available at ScienceDirect

International Journal of Gerontology EEESEEST

journmnal homepage: www.ijge-online.com e

Original article

Intravenous Thrombolysis for Acute Ischemic Stroke in the Elderly: An @c“smrk
Italian Cohort Study in a “Real World” Setting™

Paolo Immovilli !, Eugenia Rota ' *, Nicola Morelli !, Paola De Mitri ', Fabiola Magnifico ',

Andrea Mascolo !, Emilio Terlizzi !, Ilaria Iafelice !, Andrea Magnacavallo ~,
Emanuele Michieletti °, Donata Guidetti ! Piacenza

1 Neurology Unit 2 Emergency Department Unic 3 Radiology Unit, Guglielmo da Saliceto Hospital, Piacenza, Icaly

P . . Feature Total sample <80y group =80y group p
79 azient Average age (yr + SD)  75.1 (11.9) 67.9 84.9
H Females 519 40.7 67.1 <0.000
No d,fferenze Atrial fibrillation 30.1 18.7 45.6 <0.001
Diabetes 21 271 12.7 0.02
fra <80 aa e 2 80 aa nella Hypercholesterolemia  25.3 31.8 16.5 0.03
. < Hypertension 66.7 62.6 722 0.21
percentuale di mortalita smoking habit 16.1 19.6 114 0.16
Previous TIA/stroke 14.6 15 14.1 1
H Anticoagulants 2.7 1.9 38 0.65
emorrag,a tOta’e o Antiplatelets 32.8 35.5 29.1 0.43

NIHSS (+ SD) 12 (6.14) 10.9 135 0.004

sintomatica Door-to-needle 97.9 (38) 98.7 96.7 0.71

time (min + SD)
Onset-to-treatment 161.2 (4428) 1609 161.7 0.91

disabilita a tre mesi. invece, é piu time (min + SD)
alta negli ultraottantenni

A\

\




studi di coorte- prospettici — retrospettivi

Age and Ageing 2013; 42: 240-245 © The Author 2012, Published by Oxford University Press on behalf of the British Genatrics Society.
doi: 10.1093/ageing/afs | 67 All rights reserved. For Permissions, please emall: joumals permissionsi@oup.com
Published electronically 22 Movember 2012

Stroke thrombolysis in [England; an age stratified
analysis of practice and outcome

Bengamin D. Bray!, James CampeeLl?, ALex Horman?, Pippa | TyrreLl?, C FEIiEE el ,SINAP (§troke Improvement
. NationalAudit Programme)
ANTHONY G, Rubp®

Anni 2010-2011 : 37,151 stroke ischemici, 3,374 (9.1%) rt-PA. >80 21% dei trombolisati\
, 4.8% dei trombolisati piu anziani TACI . Meno funzionalmente indipendenti pre-
stroke

Analoga percentuale di complicanze post-trombolisi tra > 80 aa e piu giovani .

Mortalita piu alta nei > 80 aa sia trattati con rt-PA o
.non trattati )

\

La mortalita nei > 80 aa e piu alta per motivi facilmente intuibili
sia nei trattati con rt-PA che nei non trattati )




Registri

Niaz Ahmed, MD, PhD
Kennedy R. Lees,
MD, FRCP

Peter A. Ringleb, MD
Christopher Bladin, MD
David Collas, MD, FRCP
Danilo Toni, MD, PhD
Gary A. Ford, MD, FRCP We used the SITS-ISTR to determine the outcomes and risks of IVT
And the SITS that are achieved in routine practice in patients >80 years of age in
Invesrigators the >3- to 4.5-hour time window compared to within 3 hours.

Outcome after stroke thrombolysis in

patients >80 years treated within 3 hours
vs >3-4.5 hours

14240 pazienti >80 aa (dal 2003 al 2015) con stroke ischemico trattati IVTs 4.5 ore (3558 >3-4.5 ore )
8658 pazienti ( 2157 in >3-4.5 ore ) trattati in difformita al Sommario Europeo delle caratteristiche
del prodotto (EU SmPC)

[ Figure 3 Distribution of MRS scores at 3 months in all patients =80 years and in patients =80 years old \‘

treated according to other EU SmPC criteria categorized by stroke OTT

Le minime differenze riguardano la precocita del trattamento,
lievemente peggio e piu emorragie nei trattamenti piu tardivi .
Conclusioni : ai piu anziani non dovrebbe essere negata IVT

' anche dopo le tre ore solo per 'eta in assenza di altre
controindicazioni

Al

Distribution of MRS (%)

E) SmPC = Buropean Summanry of Product Characteristics; mRS = modified Rankin Scale; OTT = onset to treatment time.



Registri
Niaz Ahmed, MD, PhD
Kennedy R. Lees,

MD, FRCP?
Peter A. Ringleb, MD

Outcome after stroke thrombolysis in

Christopher Bladin, MD patients >80 years treated Wlthlﬂ 3 hOLlI‘S
David Collas, MD, FRCP > 4 h
Danilo Toni, MD, PhD | VS 3—4.5 hours

Gary A. Ford, MD, FRCP We used the SITS-ISTR to determine the outcomes and risks of IVT

And the S5ITS

) that are achieved in routine practice in patients >80 years of age in
Investigarors

the >3- to 4.5-hour time window compared to within 3 hours.

14240 pazienti >80 aa (dal 2003 al 2015) con stroke ischemico trattati IVTs 4.5 ore (3558 >3-4.5 ore )
8658 pazienti ( 2157 in >3-4.5 ore ) trattati in difformita al Sommario Europeo delle caratteristiche
del prodotto (EU SmPC)

\

La differenza di complicanze emorragiche frai gruppi € modesta
(1.1% vs 1.8% in dipendenza della definizione di SICH )

Tali differenze possono non avere significativita se comparate
all’'outcome meno favorevole dei pazienti piu anziani non trattati.
Conclusioni : perché negare la trombolisi ai paz >80 aa?

J

EU SmPC = European Summary of Product Characteristics; Hl = hemorrhagic infarct; HT = hemorrhagic transformation; OTT = onset to thrombolysis
treatment time; PH = primary intracerebral hemomhage; PHr = remote primary intracerebral hemorrhage.

L L X L
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Registri

Intravenous thrombolysis for acute ischaemic stroke in the elderly:
data from the |Baden—Wuerttemberg| stroke registry

B. Reuter®?, C. Gumbinger®, T. Sauer®, H. Wietholer®, |. Bruder®, S. Rode®, P. A. Ringleb®, R. Kern®,
W, Hacke® and M. G. Hennerici® Stroke Working Group of Baden-Wuerttemberg™

T Department of Newrology, Universitdtsmedizin Mannheim, University of Heidelberg, Mannheim; ""Dcpa rirmrennt of Neurology, University
Hospital Freiburg, University of Freiburg, Freiburg: “Department of Newrology, University of Heidelberg, Heidelberg: “Department of
Newralogy . Burgerhospival, Stucrgart; and *Office for Qualicy Assurance in Hospitals [(GeQiK) | Baden-Wuerttembergische Hospical
Association, Sttt gart, Germany

101349 da gennaio 2008 a Dicembre 2012. 38 575 (38%) 280 aa
10 286 (10.1%) IVT. La pitialta % IVT 15% in <50 aa, la pit bassa 8% in 290 aa

Outcome favorevole: mRS <1 non peggioramento alla dimissione
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OR per 80-89 aa2.20 ed 1.25 (
pazienti >90 aa vs a pazienti della stessa decade di eta e non trattati con IVT

La trombolisi ev é sicuramente efficace anche per pazienti fra 80 ed 89 aa di eta
e puo essere considerata una corretta opportunita terapeutica anche dopo 90 aa




registri

Thrombolysis in very elderly people: controlled comparison

S b of SITS International Stroke Thrombolysis Registry and
T Virtual International Stroke Trials Archive
BMJ Nishant K Mishra," Niaz Ahmed,? Grethe Andersen,? José A Egido,” Perttu ) Lindsberg.® Peter A Ringleb,®

Nils G Wahlgren.? Kennedy R Lees,' for theiVISTA and SITS collaborators |

EFFECT OF THROMBOLYS1S ON OUTCOME AFTER ACUTE ISCHAEMIC STROKEBY AGE

Events
Age group Treated Control Odds ratio (95% CI) Odds ratio (95% CI)
21-30 170 12 0.86 (0.29 to 2.6)
31-40 632 104 ————— 1.5(1.0to 2.1)
41-50 1642 358 — 1.5 (1.2 to 1.8)
51-60 3658 B30 —- 1.6 (1.4 to 1.8)
61-70 6193 1422 . 3 1.5 (1.4to 1.7)
F1-80 B527 2203 i 1.6(1.5to 1.8)
81-90 2069 1158 —a— 1.5 (1.3t0 1.7)
91-100 133 77 1.2 (0.69 to 2.0)
<B0 20860 4929 = 1.6 (1.5t0 1.7)
W0 2202 1237 —a- 1.4 (1.3 to 1.6)
All age groups 23062 6166 = 1.6(1.5t01.7)
0.2 0.5 1 2 5

Favours control Favours alteplase



rischio emorragico
Una questione pilt rilevante riguarda il rischio di emorragia cerebrale (ICH) dopo
trombolisi nei 280 anni paragonati con i piu giovani.
metanalisi rischio di sICH in pazienti trombolisati di eta >80
aa vs<80 aa dimostrava non esserci differenza statisticamente significativa tra i due gruppi

(OR, 1.31; 95% Cl, 0.93-1.84)
Symptomatic ICH based on ECASS definition

Study OR (25% CI) % Weight
Chen, USA | —m 1.14 (D.33-3.97) 326
Bermouchot, Germany | <& 2 1.00 (0.11-58.81) 1.16
Toni, Italy . 1.01(D.21-479) 225
Gomez-Choco, Spain o 111 (0.27-4.63) 252
CASES, Canada | —J— 0.96 (0.50-1.86) 13.02
VISTA-SITS I+ 1.76 (1.31-2.36)  39.27
Bray, England B 1.19 (0.80-1.76) 30.M
Boulouis, France | 1.03 (D.40-2.67) 593
Meseguer, France 0 1.895 (0.47-5.04) 1.69
Overall * 1.38 (1.12-1.69) 100.00

=536, P=0.72, 12=0%

worse for <80 - : worse for =80

J Neurol Neurosurg Psychiatry. 2011,82:712-717.



rischio emorragico
soli studi con campione maggiore di 100 pazient aumento
del rischio di sanguinamento per >80 aa ECASS , OR, 1.38
NINDS (OR, 1.40

Il beneficio della trombolisi rimaneva in questo gruppo a dispetto del
piu alto rischio di sanguinamento

Symptomatic ICH based on NINDS definition

Study OR (95% CI) % Weight

NIMDS, USA - = 2.99 (1.16-7.70) 1.22

VISTA-SITS . 1.37(1.18-1.58) 88.91

Tanne, USA | = 0.51 (0.06-417) 098

Uyttenboogaart, Netherlands o 2.87 (061-1355) 050
Ringleh, Germany — 1.28 (0.50-3.28) 2.29

Engelter, Switzerland 1 1.66 (0.59-4 65) 1.56

van Dostenbrugoe, Netherlandyg |+ | 422(1.08-16.46) 056
Boulouis, France - 1.31 (0.64-2.69) 3.599
Crverall * 1.40(1.22-1.81) 100.00

Q=6.96, P=0.43, 12=0%

worse for <ag = Worse for =80




SHORT REPORT

|ICerebral microbleeds |and the risk of intracerebral
haemorrhage after thrombolysis for acute ischaemic
stroke: systematic revievw and meta-analysis

Andreas Charidimou,’ Puneet Kakar,”? Zoe Fox,2>* David J Werring'

CMB (-) CMB (+) Relative risk

Study niN niN (95% CI) Weight (%)
Fiehler, 2007  13/484 5/86 —--— 2.16(0.79, 5.92) 51.95
Kim, 2006 2/40 3/25 i 2.40(0.43,1338) 17.80
Kakuda, 2005 7159 0/11 - 0.33(0.02, 5.45) 6.73
Derex, 2004 2/36 118 . 225(0.23,21.89)  10.15

Kidwell, 2002 4/36 1/5 * 1.80 (0.25, 13.06) 13.38

Total 28/655 10/135 O 1.90 (0.92, 3.93) 100.00

Test for heterogeneity: x?=1.65, df=4, p =0.00, I = 0.0%
Test for overall effect: z=1.74, p = 0.082

T ; T T
0.1 1 10 100

-+ —-

CMBs decreasetheriskof ICH  CMBs increase therisk of ICH

Figure 1 Meta-analysis of the association between intracerebral haemorrhage (ICH) risk in patients with acute ischaemic stroke treated with
thrombolysis, in relation to the presence of cerebral microbleeds (CMBs) on pretreatment MRI scans.

JNNP 2012 Sep 28. [Epub ahead of print]



Revievv

Postthrombolysis intracranial hemorrhage risk
of cerebral microbleeds in acute stroke patients:
a systematic review and meta-analysis

Ashkan Shoamanesh'*, Chun Shing Kwok?, Patricia Annabelle Lim~?, and
Oscar R. Benavente®

Any ICH
' CMB + CMB - Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Symni-nmni-ir Ird Derexstal. 2004 5 8 12 36 12.6% 3.33[0.68, 16.35] -I—-—
30 . . . \
| nostri dati suggeriscono che: N
i pazienti con MCBs sono ad aumentato rischio di emorragia
25 — cerebrale sintomatica dopo trattamento con rtPA i
" J
.

15 )
Tuttavia i dati correnti non autorizzano a rinunciare ab initioal k«
trattamento trombolitico solo per la presenza di Microbleeds -

15 -

lotal (95% LI) 135 055 100U% LYK U9V, 4.35] 4
l l l Total events 10 28
ity: 2 = 0.00; Chi* = 1.72, df = =0.79): F = I t f {
, st s T S
| 0CMBs  1-?CMBs 3-10 CMBs }1DCMBS| Fig. 2 Pooled analysis for the risk of any ICH and sICH following IV and/or [A thrombolysis (n = 790). A, intra-arterial; ICH, intracerebral hemorrhage;
IV, intravenous; sICH, symptomatic ICH.
© 2012 The Authors. Vol e June 2012, es_se

International Journal of Stroke @ 2012 World Stroke Organization
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The impact of cerebral microbleeds on intracerebral hemorrhage
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Caratteristicne della popolazione generale dei
pazienti sottoposti a trombolisi per via venosa

Vibo Valentia
Parameters Centre | Country | All centres 6 3 7 p az " en t "
Age Mean 70 68
Gender
Male Percent 53% 54% 55%
Female Percent 47% 45% 45%
Rankin before stroke onset

-1 Not known Percent 0% 0% 0%

0 No symptoms at all Percent 66% 81% 76%

1 No significant disabling symptoms Percent 27% 10% 11%

2 Slight disabhility Percent 6% 5% 7% Baseline NIHSS

3 Moderate disability Percent 1% 3% 4%

4 Moderate severe disability Percent 1% 1% 1% Median NIHSS Median 8-0 11~0 10-0
5 Severe disability Percent 0% 0% 1% NIHLEVEL07 Pefcent 46% 31% 36%

Risk factors

Hypertension Percent b7 66% 67% || NIHLEVEL§14 Percent | 29% 2% 2%
Diabetes Percent 0 17% 20%

- — — 25% = NIHLEVEL15PLUS Percent| 25%|  37% 33%
Current smoker Percent 8% 17% 17%

Previous smoker Percent 8% 14% 12%

?er:::ilg::fhgl:’né%e;g. ischaemic stroke | o .o 9% 3% 11%

R{'iet;\iiﬁu; r(;l;n diag. ischaemic stroke | o . 2% 1% 294

Atrial fibrillation Percent 17% 13% 17%

Congestive heart failiure Percent 7% 10%




Caratteristiche di popolazione 81-90 aa dei
pazienti sottoposti a trombolisi per via venosa

Vibo Valentia

Parameters Centre | Country  All centres

Age Mean 84 84
Gender
Male Percent 38% 39% 39% e ° o,
Female Percent |  62% 61% 61% 183 paZlentl 28'7/"
Rankin before stroke onset

-1 Not known Percent | 0% 0% 0% NIHSS basale 81-90 ad
0 No symptoms at all Percent 40% 63% 57% - ‘
1 No significant disabling symptoms Percent 48% 17% 18% Baseline NIHSS
2 Slight disability Percent m 11% 13% | | Median NIHSS Median |  11.0 140 120
3 Moderate disability Percent 3% 6% 9% NIHLEVELO07 Percent 2% 25% 28%
4 Moderate severe disability Percent 1% 2% 3% NIHLEVELS14 Percent 3% 20% 3%
5 Severe disability Percent 0% 0% 1%

Risk factors NIHLEVEL15PLUS Percent | 37% 46% 41%
Hypertension Percent 88% ) 81% 78% |
Diabetes Percent m 18% 20%
Hyperlipidaemia Percent 14% 28% 29%
Current smoker Percent 2% 4% 3%
Previous smoker Percent 3% 11% 11%
g:r\iliig?fhglri‘néc::]a)g. ischaemic stroke | oo, 1% 10% 14%
miigu; :T:‘l;n diag. ischaemic siroke Percent 39 29 29
Atrial fibrillation Percent 18% 27%
Congestive heart failiure Percent 22 10% 14%

i




Caratteristiche di popolazione ultra novantenni
pazienti sottoposti a trombolisi per via venosa

20 pazienti 3.3%

NIHSS basale ultranovantenni

Baseline NIHSS
Median NIHSS Median | 120 16.0 140
NIHLEVELO7 Percent |  21% 17% 24%
NIHLEVEL814 Percent |  42% 26% 2%
NIHLEVEL15PLUS Percent| 37%| 57% 49%

Vibo Valentia

Parameters Centre | Country | All centres

Age Mean 93 93 a3
Gender
Male Percent 26% 24% 27%
Female Percent 74% 76% 73%
Rankin before stroke onset

-1 Not known Percent 0% 0% 0%
0 No symptoms at all Percent 37% 48% 39%
1 No significant disabling symptoms Percent 47% 20% 20%
2 Slight disabhility Percent 16% 16% 18%
3 Moderate disability Percent 0% 12% 17%
4 Moderate severe disability Percent 0% 4% 5%
5 Severe disability Percent 0% 1% 1%

Risk factors
Hyperiension Percent 8 9% 78% 73%
Diabetes Percent 5% 13% 14%
Hyperlipidaemia Percent 11% 17% 20%
Current smoker Percent 0% 1% 1%
Previous smoker Percent 0% 6% 6%
g:r\:iig:]?hglri‘né c::gg. ischaemic stroke Percent 5% 3% 14%
R;g;iigu; r(r::;n diag. ischaemic siroke Percent 1% 2%
Atrial fibrillation Percent 18% 30%
Congestive heart failiure Percent 14% 15%




Variable: Dead within 2 months

TGA
sitscounsy_IT

All centves

Mortalita a tre mesi su tutta la popolazione dei trattati

Lower Upper
Notdead Progporton conSdence conidence
Dead within vihin g Dead Ermit et
~N 3 months 3 monts wvalues {pct) {pct) {pct)
MG 611 71 540 o 11.6 9.3 144
sitscounyy 1T 39288 3239 36049 o 82 8 8.5
All canves 196937 19142 17779S o 9.7 9.6 9.9
Variable: Dead within 3 months
o 10 20 30 40 S50 s0 70 S0 Q0 100
1 i § 1 ! 1 1 | 1 1
I 1 T I 1 | T I T |
TG
sitscounsy_ 1T b
Al canres »
) A [ ] [ ]
Mortalita a tre mesi sulla popolazione 80-90 aa
Lower Upper
Notdead Proporson conSdencea conSdenca
Dead withn waEhin g Dead et Bt
~N 3 monts 3 monts wvaluas {pct) {pct) {o<=)
MG 183 32 151 o 17.S 12.7 23 .6
sitscounty_ 1T 5440 586 5554 o 13.8 12.9 14.6
All cenres 31855 5377 26478 o 16.9 16.5 17.3

30% nei >90 aa

Supplemantary search cnena - getigeAtSrokaOnsat>=81




SICH SITS-MOST

Symptomatic Intracerebral Haemorrhage (SICH) per SITS-MOST definition (local or remote parenchymal haemorrhage type 2 on the 22-36 h post-treatment imaging
scan, combined with a neurclogic deterioration of 4 points or more compared to baseline NIHSS or the lowest NIHSS value between baseline and 24

SICH SITS-MOST REPORT

o 2 = 6 8 10 12 14 16 18 20
! 4 ' } | ' L 1 ' 4
L L | 1 1 1 ¥ L 1 ]
=1 —tr—y
sascounty 1T .t
Al cenves ™

Emorragie definizione SITS MOST nella popolazione generale

11 % Progerson

Lower Upper
confdence confdence

SICH non-SiICH defned Rt it

N pasents pasents values {pcr) {pct) {pct)
TG 556 6 550 Oﬂ 11 0.5 23
sascounty IT 22249 346 21903 o 1.6 1.4 1.7
AR cenves 81529 1262 80267 1.5 1.5 16
SITS-MOST 6444 107 1.7 1.9 2

SICH SITS-MOST

Symptomatic Intracerebral Haemorrhage (SICH) per SITS-MOST definition (local or remote parenchymal haemorrhage type 2 on the 22-26 h post-treatment imaging
scan, combined with a2 neurologic deterioration of 4 points or more compared to baseline NIHSS or the lowest NIHSS value between baseline and 29 h

SICH SITS-MOST REPORT

o 2 4 L= 8 10 12 14 16 18 20
| | 1 ] | | 1 ] | | 1
T T T T T |l T T T T
mGia L i
sitscounsy_IT e —
All cenves b

Emorragie definizione SITS MOST nella popolazione 81-90 aa
1.8% e o%nei>90aa

Proporson Lower Upper
SicH confdencs confdence
non-SiICH Messing defned Emat Emat

N pasents pasents values {pct) {pct) {pct)
TG 165 3 162 q 1.8 0.6 5.2
sitscounty_IT 3310 72 3238 o 22 1.7 27
All canres 12889 253 12636 o] 2 1.7 22
SITS-MOST 6444 107 g B d 1.4 2

Supplementary search cerna: getigeA 81.g




FOUOUONCT IOoONAL DT NDEPEMNDENCE AT = MON T RS

Measured by modified Rankin Scale CrmRS) score O —=
Variable: Independence { mRankin = -2 ) at 2 months
o 1o =zo 3o ao so so 7o so0 sSo 100
1 1 3
TS —ae—1

stscounsy 1T [

AB censes

Rankin o0-2 nella popolazione generale dei trattati 63.5%

Lomer Upoe
non Proporson consdence consdence
ndependent | ndependent MlEss=ing ndependant et et
S pDasen:s pasenss walues Dot {p<t) (o<t)
TS S =63 zos s 3.5 so.a s7.3
sstscounsy IT =Z31350 12559 ss557 =2=a sa.s ss. s so. .=
AN cenzes TOSSST so14as ass=1 =27o1 ss sS7.7 ss. 3
SITS-MOoST s136 S36= sa.s s53.5 ss
Poocted RCT ass =233 so.1 aa.s sSa._ 7
Supplementary search cterna: None
FUNCTIOMNAL T NDEPENDENCE A7 S MOMNTHS
Measured by modified Rankin Scale (rmRS) score ©O—2
Variable: Independence { mRankin = 0-2 ) at 2 months
o 10 =20 10 SO0 7O S0 100
1 1 1 1 i 1 1
T T T T T T
E=1TN
sitscounsy 1T [
AN cenves Bl

Rankin 0-2 nella popolazione 81-90 aa dei trattati 48.6%
61% nei >90aa

Lo Upper
non Proporson Sdence consdence
dependent ndependent Missng 2 Endependent et et
Dasenss pasenss values Dot (oot {sct)
TS TT7T3 =S s9 s 48 <11 .2 S5
stscounsy T 2973 1181 A7S <1 10.3 8.5 .1
Al cenres 1TS9S3 S9sSsS osS7 1 434 5.4 37 .S 9.1
SITS-MOST s136 =362 Sa.s S53.5 56
Poolted RCT assS =233 SO.1 135S Sa.7

I nostri dati, pur evidenziando un outcome lievemente peggiore negli ultraottantenni ed un piu

modesto incremento delle emorragie non scoraggiano uso del trattamento trombolitico
negli anziani se rapportati ai risultati dei pazienti di pari eta non trattati con rtPA




Conclusioni

NEGLI ULTRAOTTANTENNI: tanti fattori che contribuiscono negativamente
alla prognosi degli anziani
v'Stroke pit severi
v'Problemi medici associati ( FA ,Ipertensione , Dislipidemia ,Diabete )
v'"Maggiore disabilita pre-stroke
v'"Maggior frequenza di declino cognitivo ( 70% in 275 aa vs 59% in 55-70 aa
v'La piu alta eta di esordio in 9 (+ 50% vs & 275 aa)correla alla peggior prognosi
v Atteggiamento terapeutico meno aggressivo
v'Di norma esclusi per timore di una prognosi peggiore
v'Paura delle complicanze emorragiche
Ma... in 2 80 e 2 90 ( effetto sopravvivenza) diminuizione di FR tradizionali

e.... magari ....60 aa in cui fumo, acool e FR voluttuari sono prevalenti
Review Risks and benefits of thrombolysi in the elderly Negar Asdaghi et al.University of Calgary, Canada
International Journal of Stroke © 2012 World Stroke Organization Vol 7, February 2012, 142-149




Conciusioni
| dati derivanti da trial e registri sono eterogenei per :
v'OTT ( 0-6 ore, 0-4.5 , 0-3 ore)
v'Tipologia di farmaco (inizialmente Streptochinasi, Urokinasi ,
Attivatore tissutale del plasminogeno tPA -actilyse, Desmoteplase etc .)
v'Posologia actilyse (1.1 mg/ Kg - 0.9mg/ Kg -max 90 mg )
v'Segni precoci TC - ASPECT

v'Selezione dei pazienti

v'Nel tempo si é standardizzato un trattamento su una serie di certezze acquisite

con ’esperienza derivata dai trial ma anche e soprattutto dal mondo reale

Tutte queste condizioni possono ricondursi ad un denominatore comune ?

Mismatch ? Circoli collaterali? e/o anche Occlusione grossi vasi finoad M1 ,M2?

L’eta é una varabile indipendente di outcome ? Predittore indipendente per ICH?
Non appare piu ragionevole pensare ad una terapia "individualizzata"?

D’altra parte........







