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Migrainqﬁgrsus TIA

= |

Migrai.-r:ne —
. Time tourse is 10 to 30 - Time course is

minutes | minutes [
s Buildmp’Is > Ablri]n onset™ =
Symptoms develop over - Symlptoms develop over

minutes seconds

> Migration of symptoms 2 No migration
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Learning.ﬁi)jectives

i v .
~Qutline steps to improve the acute managlﬂent of
braimrattacks. 3

R .
~“Evaluate the evidence for sélecting an antiplatelet
agent for the secondary prevenltion of stroke.

>Describe future therapies for the early intervention
and prevention of stroke.
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Commonllly"used definitions

o Diseaséor Syndrome ? ’
- Transient Ischemic Attack (Tl;\)
— Deficits last < than 24 hours (mi_nutes) J
> Comp_lgt_gdl.%troke rl-l__._
Deficits persist,

Stroke-in-Evoll-ltion ;

Worsening of neurelogic deficits over minutes or

hours
w

1 episode of stroke every ;'ninute L

1 dedth every 3 minutes i !
- Third leaqing cause of death (1 60,600 Amecicans /year)
- 750,000 l_l_eb or recurrent cases (30%o) per year
- = _

s 4,000,_000 stroke s_yrvivors

- Approximately one-third of all stroke survivors will
have another stroke within five years
From 1986 to 1996, stroke death rate decreased but
actual number of stroké deaths rose




Striking péality Striking péality
. Ove'l; the course of 7 lifetime,4joutofievery 5 American . Strtill(e risk increases with age (age~>.55)
families will be touched by stroke r . Over age 65, the risk of dying from Stroke is Lfi
- Largest single cause of permanent disabili{ times thatlof the general population {:
— 33% ﬁd help caring for thelHQves — - Two thirds of all strokes occur inpeople over-age 65.
20% need help'walking I > Stroke belt | I
75% will be vocationally impaired after 7 years
> Second cause of dementia

> 40 Billion $ in overall cost

"~ " .
Striking gVidence Risk factors "'L

; Moé-t: ;ieventable of all-catastrgphic-conditions NOI"lﬂ::')Tiiiﬁﬂble Meodifiable (relative Fisk)
. Strokeis an emergenq-l . r - Age' . - Hypertension (‘y"
. Time is lﬁn i { . Male seij 20%) J Atrial fibri EN':; T39)
. l'“'i" - - African-American (2.5x) - co sm 2-3x)
& Hispanic ethnie origin . Dighetes (2-3x)

> Family history - _Hypercholesterolemia (2x)
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Stroke Pll:é'i:ention & Hypertension N Stroke Pll:é'i:ention & Hypertension N
|

3 Hyp_el:lﬁnsion “3M) - pr:avalent but modifial . : ] . Trial 2001)
1 = " 8 de Tri - -—Progress Tria
> Studies have detected HTNiin 60%.of elderly Hope;_ Trisl G - P g dopril +/.
(ramipril vs placebo) (Perindopril +/-
- Tx achiexq <140/90 mmHg in less than 30%.+ i . inda!)amide lacebo)
- 56 mml-_lg"eductlon decreases r|[s_ by 40{ e rﬁpatlents). t

- Vascular di DM Foke w
- Systolic Hypertension in the Elderlv Program (SHEP): +:s:{F : ;sease c-)-r 1 f{t';‘l)\:&:r TIA w/'orwlo
TX decreased stroke by 36% i @S yrs), ) @,yrs)

- Reduction: > Reduction:
> Reduction of isolated systolic hypertension to <140 eCegon

. 9 — Any stroke (40%)
mmHg in the elderly (Syst-Eur Trial): 42% reduction Any stroke (30%) X

. with combination
> Hope Trial (ramipril y§'placebo in high risk patients): Fatal stroke (60%) therapy

Reduction: Any stroke (30%), Fatal stroke (60%)
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Stroke Prévention & Diabetes
I- 1
=
. Dea'tlh is significantly increasedwith DM
1 reduces

- Intensiye treatment of both type Land II DM
microvﬂar complications E
(DCCT & UK Prospective Diaben#*:;ials)

> No evidence that blood glucose conltrol alone decreases
risk of stroke

- Aggressive treatment of blood pressure in type I1
diabetes reduces the risk of stroke by 44%
(UK Prospective Diabetf;- Study Group)

g _H'""h-\_
Stroke le:é';ention & Atrial Fibrillation

[} ] L

—d

> 2 MiAmericans have nonvalvular-atrial fibrillati
. Causes 36% of stroke in patients between 80-89

Coumadin if : 3
_ Age (50-65), TIA or stroke, lny CH£)M
“Coumadin decreases risks of stro'l\e by 68%
Aspirin decréase risks of stroketby 21%

Consider Aspirin if no risk factors or 65-75 with no
other risk factors, or > 75 with risks of hemorrhage
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Stroke le:é';ention & Life Style

A i
pstyle factors: =
- Ci-garette smoking, -Heavy use of alcohol
- Lipid-Lowering therapy
— In"CAD, lipid-lowering therap‘ls'JaEcreases Stroke by
20% to 30%.i primary and segondary prev ention
trial for coronary artery disease
Ongoing trial for primary and secondary prevention

for TIA and stroke
! -

ga— _— T —
Rational Iﬂr thrombolytic Therapy
I- ]
= |
> Angiographic studies’
- Animal studies "

: Experierﬁwith MI and PE

s
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Stroke a\;uﬁ';eness in the U.S. among oldTults

]
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Prevalencg/6f another stroke after a hA.or a
completed stroke

|}

o
> Of all 500,000 stroke‘Survivors-/ year: |Jfl

— 20%.will have another stroke Within 1 fv
— Recurrénce occurs within 30 days in 33%
Uy B

> The rate of recurrence is 10% / yegr

> TIAs
precede stroke in 60%
— 35% will develop a s'rr-oke within 5 yrs if untreated

—
Low vs High dose ASA B

ASA Carotid Endarteréctomy Trial
= | ba ‘

Event, 375 65051300-mg NNT
; = \(1,400)

= _ J
Stroke oEi® 6.2 % savfily el
MI | T

¥
Death 42 % 10 %

Stroke
—Secondary
prevention

with i {'
antiplatelet.“';.- e

agents

e ——

ASA as al.fi;atment of reference

>}

> Antij)Tgtelet Trialists (Meta-analysis)

— Stroke, MI and vascular death reduced b 23}11;
g Meta-anallysis (Algra and van Gijn) e
= Strok;;}'ll or vascular death ﬂuced hEG%
- Meta-analysis (Johnson et al.) F " ——
Stroke reduced by 15%
> SALT
17% relative risk reduction for stroke, MI or
vascular death
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ASA Sullllﬁ;ary

|}
Primalj}'_lirevention = Secondary Preventio)

- British Doctors’ Trial JAntiplatelet Brialist’s
(=S8 Collghorati
- US Phy; ns’ Health [ Ry ;
Study (n=22,071)_ " 15'-2[({)% in RR for
44% in RR for MI e
No difference in = gfrﬁ’l(len ;‘: ?’){'D S
stroke Sud b
Increased risk of iR
hemorrhagic stroke!




Thienopxl'i':iines L
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Mechapisth of aétion *

% Pharmacedynamics. |Jfl
Clinicaliimplicationsj

! 1
Ticlopidine‘} Clopiggerel
> Txstopped in4% dueto .' Nédutropenia similar-to
diarrhea or skin rash ASA
2 :':05:/();1 bleedthanASA | 1qp (12 cases reported)
* - (within 2 wks)
> Neutropenia in up to 2%
(w/in 3 months)
. TTPin 0.05% i
(2-12 wks)

e ——

Europeanl,Sﬁ:oke Prevention Studies‘"‘-..
Dipyridamole-ASA Combination
|}

. DP 75img & ASA 330~ _|ER-DP{200 mg &

=
ESPS-1 (1990) - ESPS-2(1996)
A 25
A,

mg tid Vexsus placebo mg bid versr , DP

. Secondaf(y)revention or Placebo
for 2 n=2,500) Secondary prevention for 2
> Results: L] yrs {n=6.602)

38% reduction in Results:

stroke 37% reduction in stroke
(ER-DP/ASA versus
placebo)

Placebo ER-DP ASA/ER-DP
(n=1649) | (n=1649) | (n=1654) (n=1650)

56.6 60 62.5 64

(Any)
(Diarrhea)

Headache

Bleeding
(any) 4.5 8.2
(moderate/severe) |(29.7%) (39.3)

Dizzinesss 30.9 292

Clopido%lt_‘.ol'i Ticlopidine

L
Evelit CAPRIE(T996) | CATS (1989)
1 (n=6,431) (1=1058) 4

]
Stroke j 8% (p=0.28) By :

— =
Stroke, MI,— 7.3% (p=0.26)  30% (p=0.08)" 9% (p=0.20)
Vascular
death

s
R

Resultg-lfff ESPS-2
Treatment Stroke (all) - Death (all)

Risk Reduction Risk Reduction
(%) (%)

18.1 K 10.9

16.3 J 7.3

37.0

24.7

23.1

e ——
Comparisoit of the efficacy of alternativ
antiplatelet agents vs ASA

. q

Deatly

i

Stroke




Schools ot;,:l’ﬁ(;;ghts
(Relativelefficacy, safety and-cost)
[} ]

> “T lik _go use ASAgit has been proven effective fo)
many.years and it is Cheap.”

o “I like mse ticlopidine, it is more effectiv
I just n L}o monitor patients morg
months” =

> “Ilike to use Clopidogrel, it is safer and easier to
tolerate than Ticlopidine. It is probably as effective as
ticlopidine since it works the same way.”

> “Ilike to use ASA/ER-DP combination. It is more
effective than all currengly available agents.”

New antipl]nféiet drug:
Cilostazgle Stroke Prevention Study,

— Inhibit aggregation-secondaryto ADP, collagén, epi
and'arach. Acid & Enhance prostacyclin effects

- MC, R, DB, Placebo-controlled (Available Elapan
since 19; ,,“- -

g lnhipﬁgon of cAMP-phosphodiesterase n}!

- N=1,095 !
Population: Cefebral infarction within 1-6: months

> Major exclusion: Cardiogenic cerebral embolism
Primary end point: Récurrence of stroke
Secondary end point: O-Qer vascular events and death

Gotoh F, et als. J Stroke Cerebrovasc Dis 2000;9:147-57.

—

Unansweﬁa questions
[} 1

=
- Sho'ulld ASA be cofisidered as-the treatment of
reference for secondary prevention

; Wha:::ﬁke [TIA occurs despite ASA? !
- Aggrenox was compared to 50 mgl*m y. In .S.,

standard dose is 81 - 325 mg. Willlthe effect be
comparable ?

> There are no direct comparisons among all agents

el

Sixth ApCP Consensus Confér@nce on
ntlthrombotlc TherapyL

. Amie ischemic stroke o
_ r+PA if <3 hours and no exclusion criteria
— IA rtRPA for MCA occlusion if >3 and <
- If not__ﬂglble for thrombol
Antlcoagulatlon can be consufered
- ASA witliin 48 hours (CASTH& IST Trials)
Stroke prevention
Antiplatelet agents
Caution with oral allﬁcoagulant (INR <3)
> Cerebral venous sinus thrombosis

New antipl]a‘féiet drug:
Cilostazgle Stroke Prevention Study,

y _riesults (900 pt=yrs) Safety-results |Jfl

- Cerebral infaction . ‘Headache v
- 33 vsgs events/year &s% stz%, p<0.0001
- 42%RR, p=0.015 -' Pdlpitations =
. | 3% vs 0.4%, p<0.0001
> Lacunar infarction . Increase in pulse rate
. 3vs53 ~19% vs 7.9%, p<0.0001
> 43% RR, p=0.037 - Decrease in triglyceride
#  Increase in HDL

Gotoh F, et als. J Stroke Cerebrovasc Dis 2000;9:147-57.

Discussion”

o What would be your agent of-choice for a first ti
TIA / Stroke ? J

- What is the most cost-effective agent? {
A2

- Can) mbine Clopidogrel aj

- What is the latest"about using a nellroprotective agent
during the acute phase of a stroke?

el
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Referencgls_.m‘have in your stroke file ™%

Albers E

Finalirule for professionatlabéling of aspirin=Fédenal register
1998;63:56802-19. e
ng CommitteerA randomised,blinded, trial of glopidogrel

versus aspis of ischemic events. Lancegps
1996534 i
Hankey GJ, ¢f

evidence; tosts, and effects on individuals aiid pepulation. Lateet
1999;354:1457-63.

J Neurol Sci 1996;143:1-13.
Lenz TL, et al. Aggrenox: a fixed-dose combination of aspirin and
di amole. 4 cother 2000;34:1283-90.
Sacco RL, et al. Update on antiplételet therapy for stroke prevention.
Arch Intern Med 2000;160: 1.




