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Why Not AADs

e 1. They don’t work well
e 2. They kill you
e 3. They have bad side effects

e 4. They are not very cost effective




They Don’t Work Well
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Odds Ratio for Total Mortality for Patien
Treated with Quinidine Compared to Contra

Boissel 212
Byrne-Quinn 92
Hartel 175
Hillestad 100

Lloyd 53
Sodermark 176

ALLSTUDIES 11=3808 | | —1
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Quinidine Better Quinidine Worse

oplen SE. Circulation. 1990;82:1106-1116. Oclds Ratio (Quinidine: Copirol)




Antiarrhythmic Drug
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Rhythm Control for Atr:
Antiarrhythmic Drug Th

No LVH Ischemic
Structural Without Heart
Heart Ischemia or Disease
Disease Conduction
Defect

propafenone propafenoney sotalol amiodarone
flecainide flecainidet dofetilide dofetilide
disopyramide*  sotalol amiodarone +/- sotalol
sotalol dofetilide  dronaderone ? Dronaderone
dofetilide  Amiodarone avoid class 1C avoid Class 1C
dronaderone dronaderone




They Have Bad Side

Effects







From the FDA

e Cordarone has several potentially fatal toxicities, the
most important of which is pulmonary toxicity
(hypersensitivity pneumonitis or interstitial/alveolar
pneumonitis) that has resulted in clinically manifest
disease at rates as high as 10 to 17% in some series of
patients with ventricular arrhythmias given doses
around 400 mg/day, and as abnormal diffusion capacity
without symptoms in a much higher percentage of
patients. Pulmonary toxicity has been fatal about 10% of
the time.




From the FDA

e Even in patients at high risk of arrhythmic death, in
whom the toxicity of Cordarone is an acceptable risk,
Cordarone poses major management problems that
could be life- threatening in a population at risk of
sudden death, so that every effort should be made to
utilize alternative agents first.




¢ Not to mention liver, eye, thyroid, skin, and drug
interactions.




e Drug Withdrawal is 29% in All VT Trials that include
Amiodarone.




It 1s Not Cost Effective




Calkins et al. Amiodarone VS

Ablation Cost Effectiveness Circ
pA0[0]0,

e The favorable cost-effectiveness ratios appear to be
due, in part, to the high crossover rate from

amiodarone to ablation and the costs associated with
amiodarone-related adverse events. These factors
contribute toward increasing the 5-year costs and
decreasing the quality of life associated with
amiodarone.




Why Ablation

o 1. It works

e 7. It continues to improve




Trials

¢ No good head to head trials

e Consider that most VT Ablation trials are in patients who
have failed drugs.
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It Continues to Improve
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In patients with ARVD, freedom from ventricular arrhythmias (VAs)
after endocardial ablation is limited at the long term follow-up.




Long-Term Efficacy of Catheter Ablation of Ventricular
Patients With Arrhythmogenic Right Ventricular Dysplasia/Ce

Total success
-~ Partial success
Failure

Time since procedure (years)
 EventslAtnsk
Total success 13/22 kT /2 1i2
Parfial success 1015 34 11

Failure &M10 4 12 01

This study shows a high rate of recurrence in ARVD/C patients
undergoing RFA of VT. This likely reflects the fact hat ARVD/C is

a diffuse cardiomyopathy with progressively evolving electrical
substrate.




Arrhythmia/Electrophysiology

Epicardial Substrate and Outcome With Epicardial Ablation
of Ventricular Tachycardia in Arrhythmogenic Right
Ventricular Cardiomyopathy/Dysplasia

Fermin C. Garcia, M ctor Bazan, MD; Erica S. Zado, PA-C;
Jian-Fang Ren, MD: Frar . Marchlinski, MD
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ABLATION OF VENTRICULAR ARRHYTHMIAS
VENTRICULAR DYSPLASIA: ARRHYTHMIAS FREE
SURVIVAL AFTER ENDO-EPICARDIAL SUBSTRATE
MAPPING AND ABLATION

AIM OF THE STUDY

We compared the long term freedom
from recurrent VAs by using endocardial
substrate based ablation versus endo-
epicardial substrate based ablation.

Di Biase L., Burkhardt, Natale A et al. AHA 20§




42 patients withtARVD Undersoing ablation: o VASHaVebhEEnNHEINEEDS
All patients hadran|Ch:
Conventional and 3D mappings were utilized to identify area oft =scalr

Clinical VAs were induced with' pacing maneuvers o administrationic
isoproterenol.

In all cases ablation was performed with 3.5 mm open irrigated cathetern

I1n) the first 23 patients ablation was performed only endocardially (group

while

?ndoca ation

group

the rem%m ]9 und?mvent endo- eR1card1al ?bﬁitlﬂ?safter e‘éﬂ?é fg]led

pts) or at the time o t proce pts)

Di Biase L., Burkhardt J D, Natale A et al. AHA 2Q




LATE POTENTIALS
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, demonstrated multiple 51tes

of highly fragmented late & ETET-

potentials ()

. <

Targeted 8 ablati

290 0 mm/sec

-
»

L150 - D




200.0 mm/sec

200.0 mm/sec
I

S

Abd

g N A
B Ry A WALY. \#r-_rx-u\,wr \; S AR
/

i
|

200.0 mm/sec
I

avF

Ab d

" A
«Aw“/"\,‘v\,,,,vqm,,.m‘r\.v gt J\\‘ﬂ, Ju”,-\\, (4, e A

W

200.0 mm/sec

. r}iﬁ,~ﬂw’*”h~'wﬂ \}/PJ\HF‘
Abd ﬂ'
_{WWWWAW«V.»\,W"», ]( l s

Late and Fractionated

RV Epicardial Electrograms



Results
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Di Biase L.,Burkhardt, Natale A et al. AHA 2§




Results

= Qut off the 3 patients reporting VA ablation failure infsroup Z;
v one pt had'an ICD: shock 2 weeks after the procedure,
v. one had a VI treated with ATP at 6 months follow up,

v. one had an ICD shock after one year when discontinuing
antiarrhytmic drugs (AADs).

®|n addition, group 2 patients were more likely to have
discontinued AADs (21% in group 1 versus 68% in group; 2
p<0.001).

Di Biase L.,Burkhardt, Natale A et al. AHA 2009




A story of AADs in VT




Circ 1992

Efficacy of Antiarrhythmic Drugs in Patients
With Arrhythmogenic Right Ventricular Disease

Results in Patients With Inducible and Noninducible
Ventricular Tachycardia

Thomas Wichter, MD; Martin Borggrefe, MD; Wilhelm Haverkamp, MD;
Xu Chen, MD; and Giinter Breithardt, MD, FESC, FACC




AADs in ARVD VT.

e 81 patients with ARVD and documented VT.
e Mean follow up of 34 +/- 25 months
® 26.2% considered drug refractory

e 23.8% of the inducible VT underwent ablation (Before
1992!)




TABLE 3. Drugs and Dosages Used in Patients With Inducible
Ventricular Tachycardia

No. of
Class Drug  patients Dosage (mg/day)
Ia Disopyramide 10 594+138
Quinidine 1 600
Ib Tocainide 1 800
Mexiletine 16 700+135
Ic Propafenone 20 728+196
Flecainide 17 250+50
Aprindine 8 11323
Prajmaline 7 107+41
Lorcainide 3 333+153
Diprafenone 1 600
Barucainide 1 450
I11 Sotalol 38 459+100
Amiodarone 13 400+155*

Verapamil 5 300120




TaBLE 5. [Efficacy of Antiarrhythmic Drugs in Patients With Inducible Ventricular Tachycardia

No. of Overall efficacy Complete suppression Partial response
Eﬂ patients No. % No. %o No. %
Class Ia/b 18 1 5.6 0 0 1 5.6
Class Ic 25 3 12.0 1 4.0 2 8.0
B-Blockers 7 0 0
Sotalol 38 26 68.4 22 57.9 4 10.5
Amiodarone 13 2 15.4 2 15.4 0 0
Verapamil 5 0 0
Combinations 26 4 15.4 2 1.7 2 1.7
Two class I drugs 5 0 0
Class I+ g-blocker 7 0 0
Class I+sotalol 10 2 20.0 2 20 0 0
Class I+amiodarone 4 2 50.0 0 0 2 50.0




Side Effects for Discontinuatio

e 9.3% Class1 (Gl)
e 5.5% Sotalol (Brady, hypotension, Torsades, CHF)

e Amiodarone 29.4% (thyroid, liver, eye)




Conclusions

e Ablation is superior to AADs in VT
®* More effective
e Fewer side effects
e (Cost Effective

e Continues to improve, while drugs drop off.




