Il PM nella sindrome senocarotidea: tutto chiaro?

Michele Brignole
Centro aritmologico e Syncope Unit — Lavagna
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Carotid Sinus Massage
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CSM is the tool for evaluation of CS reflex arc function












CSS: syncope recurrence rate
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Cardiac pacing in CSS by Method of Symptoms
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Cardiac pacing in CSS by Method of Symptoms

Study PM group No PM group Relative risk Relative risk
n/N n/N 95% CI 95% CI

Sugrue 2/23 7/33 | 0.41 (0.10-1.56)

1986 '

Brignole 3/32 16/28 -+ 0.16 (0.06-0.40)

1992 (a)

Claesson 3/30 12/30 I 0.33 (0.10-0.97)

2007

Total 8/85 35/91 —_— 0.24 (0.12-0.48)

Test for heterogeneity: p=0.39

Europace 2011; 13: 462-464
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CSS: recurrence of syncope with cardiac pacing

Actuarial estimates:
* /% at 1 year

* 16% at 3 years

* 20% at 5 years

Puggioni E et al. Am J Cardiol 2002; 89: 599



Critical iIssues in CSS

How to assess the magnitude of the
vasodepressor reflex (hypotensive
susceptibility) which is virtually present
In every CSS patient ?



Critical issues for pacing in CSS

Syncope is more likely to recur in presence of:

* Lack of reproduction of symptoms during CSM,
l.e., low specificity

* Mixed forms of CSS,
l.e., iImportant VD reflex

* Associated positivity of tilt testing,
l.e., hypotensive susceptibility



Carotid sinus syndrome: definitions

« Carotid sinus hypersensitivity (CSH):
asystole >3 sec and/or SBP fall > 50 mmHg
(Irrespective of symptoms)

A positive response induced by CSM does not

necessarily equate with clinical relevance

Brignole M et al. Eur Heart J 2004 25, 2054-2072
Moya A. et al. Eur Heart J. 2009;30:2631-2671



Carotid Sinus Hypersensitivity Arch Intern Med. 2006;166:515-520
in Asymptomatic Older Persons

Implications for Diagnosis of Syncope and Falls

Simon R. J. Kerr, MB, MRCP; Mark S. Pearce, PhD; Carol Brayne, MD, FRCP;
Richard J. Davis, MB, MRCGP; Rose Anne Kenny, MD, FRCP

False positive responses of CSH !!!

Subsample
With No Prior
Falls, Syncope,
Study Group or Dizziness
Variahle (n = 272) (n = 80)
CSH 107/272 (39) 28 (35)
Cardioinhibitory CSH 6/107 (6) 2/28 (7)
Vasodepressor CSH 42/107 (39) 8/28 (29)
Mixed CSH 59/107 (55) 18/28 (64)
Symptoms with CSH 43/107 (40) 10/28 (36)
Syncope = CSS 18/43 (42)(6.6%) 4/10 (40) (5%)
Presyncope/dizziness 25/43 (58) 6/10 (60)
RR interval post-CSM, 1701 (633-11264) 1676 (633-8637)

median (range), ms
Maximum delta RR, median 766 (29-10021) 783 (29-7798)

(range), ms

SBP nadir, mean + SD, 83 + 28 85+ 27
mm Hg

Maximum fall in SBP during 47 £ 20 45 + 17

CSM, mean + SD, mm Hg

272 participants sampled from a single general practice register who
underwent supine and upright CSM



Pacing in elderly recurrent fallers with carotid sinus
hypersensitivity: a RCT crossover trial

Cum survival
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Time to first fall: survival analysis.



Carotid sinus hypersensitivity (CSH)

Carotid sinus syndrome, should we pace? A
multicentre, randomised control trial (Safepace 2) Heart 2010; 96: 347-351

Daniel J Ryan,' Steen Nick,? Seifer M Colette,” Kenny Roseanne®

Inclusion criteria

« Unexplained falls that is: 1) no clear history of a trip; and 2) denial of loss
of consciousness

* CSH (3 sec asystole)

Table 2 Primary outcome: falling behaviour by treatment group (intention to treat analysis)

Variable Loop recorder Pacemaker

Any fall recorded during study period Yes— 33 (53%) Yes—44 (67%)

Number of falls Mean=6.52, Median=1 Mean=4.33 Median=1
Number of falls (truncated at 15) Mean=2.63, Median=1 Mean=3.42, Median=1
Number of diaries in which a fall was reported Mean=1.87 Median=1 Mean=2.50, Median—=1
Time to first fall in weeks Mean=31.9 Median=33.1 Mean=25.7 Median=15.3

Number of episodes of Mean=0.0b Median=0 Mean=0.42 Median=0
| Syncope




Critical issues for pacing in CSS

Syncope is more likely to recur in presence of:

* Lack of reproduction of symptoms during CSM,
l.e., low specificity

* Mixed forms of CSS,
l.e., iImportant VD reflex

* Associated positivity of tilt testing,
l.e., hypotensive susceptibility



Results: Cl vs Mixed (atropine test)
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Cardiac pacing in CSS by Method of Symptoms

% ABSENCE
OF SYNCOPE
Pm Cl (n=14)
100

80

Pm M (n=18)

60 -
No Pm Cl (n=13)

40 - log rank:

1 Pm, Cl vs M: ns

| NoPm, Cl vs M: ns

20 Cl, Pm vs NoPm: p=.002
4 M, Pm vs NoPm: p=.003

No Pm M (n=15)

T T T 1 L ] T T ¥

10 20 30 40 50
MONTHS

Brignole et al. Am J Cardiol 1992; 69: 1039-1043



@ Europace (2011) 13, 572-575 CLINICAL RESEARCH
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The role of pacemaker in hypersensitive carotid
sinus syndrome

Ricardo Lopes*, Alexandra Gongalves, Julio Campos, Cecilia Frutuoso, Anabela Silva,
Cristina Touguinha, Joao Freitas, and Maria Julia Maciel

Predictors OR 95% CI P-value

Symptoms’ recurrence predictors (all patients: n = 138)

Age 5.34 1.54-10.12  0.029
Male sex 182  0.69-4.78 0.331
Syncope at presentation 0.33 0.04-2.62 0463
Mixed CSS 419 1.48-11.77  0.010
HUTT performed 1.45 0.53-3.98 0.626

Pacemaker mode (DDD/VVI) 028  0.04-2.23 0.35

Recurrence CI: 13% Recurrence Mixed: 38%




Critical issues for pacing in CSS

Syncope is more likely to recur in presence of:

* Lack of reproduction of symptoms during CSM,
l.e., low specificity

* Mixed forms of CSS,
l.e., iImportant VD reflex

* Associated positivity of tilt testing,
l.e., hypotensive susceptibility



A Positive Response to Head-Up Tilt Testing Predicts
Syncopal Recurrence in Carotid Sinus Syndrome
Patients With Permanent Pacemakers
Germano Gaggioli, MD, Michele Brignole, MD, Carlo Menozzi, MD,

Gianluigi Devoto, MD, Daniele Oddone, MD, Lorella Gianfranchi, MD, ]
Enrico Gostoli, MD, Nicola Bottoni, MD, and Gino Lolli, MD Am J Cardiol 1995; 76: 720

TABLE | Comparison Between Patients With and Without Synco-
pal Recurrence at Follow-Up
Syncope No Syncope
Foctors (n = 24) (= 145)
Head-up ilt test
Positive 15 (63)* 55 [38)* 100+
MNegative @ (38)* 90 (62)*

Underlying heart disease 90+ T HuT -
Yes 12 (50} 88 (61) L i n=99
ANG 12 {50 57 (39) % 80 ( )

ge 707
>70 yr 15 (63) 92 (63) S HUT +
<70 yr 9 (38) 53 (37) s 60 (n=70)
Pacemaker mode ) s5p4
Dual-chamber 14 (58] 96 (66) L
TWI , o y 10 {42) 49 (34) ) 40
'}I’PE o caronda sinus SYH rome - .
Cardioinhibitory 13 (54) 83 (57} 8 307 log-rank: P <0.004
Mixed 11 (46) 62 (43) > op4
Gender T
Male 19 (79) 107 (74) B 10+
NFembcie { _— 5(21) 38 (26} 2 , . , .
umber of syncopal episodes .
>3 14 (58 &1 (42 o2 1 2 3 4 5
<3 10 (42) 84 (58) YEARS




Recurrence of syncope according to tilt test results
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44 37 31 28 22 13 6 2 2
Group: 2

15 14 13 12 8 8 6 2 1
Group: 3

82 63 51 35 27 17 13 8 3

Solari d et al. Europace 2014; 16: 928-934



Perspectives

 Quantification of VD component is clinically
relevant, since PM therapy is less effective when
the VD effect is large (vs ClI)

* Mixed form is an independent predictor of
symptom recurrence with PM therapy

 Dominant VD forms benefit from withdrawal of
hypotensive drug therapy



