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· DCM most common form of cardiomyopathy in dogs, 2nd most common form of acquired heart disease after MVD
· 25-50% Purebred Dobermans develop DCM
· DCM in Dobermans:
· Preclinical stage (>2-3 years): progressive L ventricular systolic dysfunction and dilation, +/- ventricular, supraventricular arrhythmias
· Sudden death in 25-30% from Vtach, Vfib, before CHF
· Survival after CHF 2-4 months, 90% fatality rate after 1 year
· Inclusion criteria: 4-9 year old Doberman with echo evidence of preclinical DCM based on weight dependent left ventricular internal diameter in systole (LVIDS)
· Exclusion criteria: other cardiac disease, clinical DCM, syncope within past 6 months, sustained (>30 s) Vtach based on 24hr Holter, afib, cardiac or resp medication, including steroid, general anesthesia in the past 28 days, pregnant, lactating or females intended for breeding, hypothyroid were initially excluded, after 38 months they were included if: no clinical signs of hypothyroidism, normal T4, no  change in dose in past 60 days, LV systolic dysfunction persisted despite thyroxine supplementation
· Randomized, blinded, placebo-controlled, parallel group, multicenter study,  76 dogs
· Primary end point: onset of CHF or sudden death
· Secondary end point: all cause death
· Dogs >35.1 kg 2 x 5 mg Pimobendan bid, Dogs <35 kg 1 x 5mg Pimobendan bid
· NSAIDs, antibiotics, levothyroxine were allowed; Sotalol and mexiletine were allowed if arrhythmias developed during the study time
· After initial workup, PE, echocardiogram, Holter and routine hematology, and blood biochemistry were repeated in 1–2 months. PE 6 months after enrollment, q 6 months thereafter, and at study end.
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· Dogs in placebo group were 3.3 times more likely to reach primary endpoint
· Hazard of reaching primary end point doubled for every 0.1 unit increase in normalized systolic diameter
· Dogs with >4 VPC/3 min  and an above median heart rate were 7 times more likely to reach primary end point first
· >4 VPC /3 min increases risk of reaching primary end point 2.5 fold
· Pimobendan in preclinical DCM Dobermans
· prolonged onset of CHF or sudden death by 9 months
· did not increase the presence of, or frequency of, VPCs or sudden death
· demonstrated a significant reduction in heart size after 30 days 
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Questions: 
1. What is the mechanism of action of Pimobendan?

Benzimidazopyridazinone, phosphodiesterase III inhibitor, increases intracell Ca sensitivity

Potent positive inotropic and a vasodilatory effect

2. What is the prognosis for DCM in Dobermans with CHF?
Survival after CHF 2-4 months, 90% fatality rate after 1 year

3. Name 3 independent predictors of adverse outcome in preclinical DCM Dobermans
Greater dilation of the left ventricle in systole
Higher HR
At least 4 VPCs on a 3min ECG 
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Efficacy of Pimobendan in the Prevention of Congestive Heart
Failure or Sudden Death in Doberman Pinschers with Preclinical
Dilated Cardiomyopathy (The PROTECT Study)

N.J. Summerfield, A. Boswood, M.R. O’Grady, S.G. Gordon, J. Dukes-McEwan, M.A. Oyama,
S. Smith, M. Patteson, A.T. French, G.J. Culshaw, L. Braz-Ruivo, A. Estrada, M.L. O’Sullivan,
J. Loureiro, R. Willis, and P. Watson

‘The benefit of pimobendan in delaying the progression of preclinical dilated cardiomyopathy (DCM) in
s not reported.

: That chronic oral administration of pimobendan to Dobermans with preclinical DCM will delay the onset
of CHF or sudden death and improve surv

Animals: Seventy-six client-owned Dobermans recruited at 10 centers in the UK and North America.

Methods: The trial was a randomized, blinded, placebo-controlled, parallel group multicenter study. Dogs were
allocated in a I:1 ratio to receive pimobendan (Vetmedin capsules) or visually identical placebo.The composite primary
endpoint was prospectively defined as either onset of CHF or sudden death. Time to death from all causes was a second-
ary endpoint.

Resul

Che proportion of dogs reaching the primary endpoint was not significantly different between groups (P = .1).
‘The median time to the primary endpoint (onset of CHF or sudden death) was significantly longer in the pimobendan
(718 days, IQR 441-1152 days) versus the placebo group (441 days, IQR 151-641 days) (log-rank P = 0.0088). The med-
ian survival time was significantly longer in the pimobendan (623 days, IQR 491-1531 days) versus the placebo group
(466 days, IQR 236-710 days) (log-rank P = 034
Conclusion and € -al Importance [he administ
the time to the onset of clinical signs and extends survival. Treatment of dogs in the preclinical phase of this common
cardiovascular disorder with pimobendan can lead to improved outcome.
Key words: Cardiology; Cardiovascular; Clinical trials; Evidence based medicine; Survival; Therapy.





image2.png
Table 4. The number of dogs in each treatment reaching the component parts of the primary endpoint and the
‘median [IQR] time taken to do so. CHF, congestive heart failure. The comparison between groups compares the
time to subendpoint only for those dogs that reached that subendpoint,

Treament group

Pimobendan Placebo. P Value for Compasison (Mann Whitney)
Number reaching primary cndpoint © B
Subendpoint: Onset of CHF N=1 N=17 P-4

Median [IQR] time in days (o that endpoint. 395 2743.969) 256 [105-5%.5]
Subendpoint: Sudden cardiac death N-% pos
Median [IQR] time in days (o that endpoint___ 576 [45-623] 141 (54753203





