modern cardiology support

for the acute oncology patient
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cardiology in acute oncology

what can go wrong ?

acute coronary syndromes
5FU

arrhythmias
LQT

heart failure
anthracyclines

trastuzumab
et al.




chest pain




acute coronary syndromes

- ABNORMAL ECG

Dm Department Rk @ Department
of Health S5 as: of Health

Treatment of Heart Attack
National Guidance

Final Keport of the National Infarct
Angioplasty Project (NIAP)

r) British Cardiovascular Society 2008 m
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ACS - complications

death

Method of treatment 30 days 1 year 18 months
PPCI 5.6 8.7 9.9
Thrombolysis 12.4 14.8

CTB Time In-hospital 30 days 1 year
60-120 minutes
120-180 minutes

Greater than 180 minutes

Complications were low for patients receiving PPCI. The overall il‘l—l‘lospital.rate

was 0.8% for PPCI patients and 1.3% for those receiving thrombolysis. The overall
in-hospital rate of maj 01.)\5'33 3.5% in the PPCI group and 6.2% in those

receiving thrombolysis.
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ACS - ppci in oncology patlen?“s/

anti-platelet agents

T bleeding risk if thrombocytopenic
heparin

T bleeding risk if liver dysfunction
post-MI drugs

aspirin, clopidogrel

statin

ACE inhibitor

B-blocker.
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chest pain 5- FU/capeCItab/ne\
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risk
case reports of chest pain, Ml, death > 1960s

higher risk (x 4) in patients with CAD

Kosmas et al. J Cancer Res Clin Oncol 2008;134:75-82
n=644, no known CAD,
26 developed symptoms & ECG changes:
Vsg1 = 2.4% si-5FU
3/s, = 5.6% capecitabine
14/ 509= 6.7% Ci-5FU (p=0.012).
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events
all 26 had ECG ST Tor {
7o (27%) T CK-MB x 2 (MI)
17 S, compatible with angina — 6 T CK-MB
7 palpitations —» 1 T CK-MB, 2 AF, 1 AVB
2 syncope — 2 CHB (1 death).
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chest pain 5-FU/capecitabine ™"
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mechanism
unknown !

In vitro evidence of coronary spasm relieved
by nitrates

no clinical data
direct toxic effect on vascular endothelium
acute myocarditis.
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chest pain 5-F U/capecitabine\/ /
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management

symptoms — agent stopped
ECG

CK-MB (if T x 2 — GCul Z2Zn, no further 5FU)
sublingual nitrates, cardiac monitoring

Ve

patients withaut I CK-MB, 3/ transdermal
nitraw2s;, centinuous ECG monitoring,
rechalienged at reduced dose

— 3/,5 recurrent toxicity.




arrhythmias




arrhythmias

emergency treatment

electricity!
pacing for bradycardia

cardioversion / defibrillation for unstable
tachycardias.
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arrhythmias - SVT

acute management

Adenosine 3.1 mg/IV (+8 sec)
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DiMarco et al. Circulation 1983;68:1263

CS
HB
Radial

Artery
Pressure




“”’,";-‘rh ) “1‘, ;;’—’?“\\
i \\‘
| |

| ] “I ,’ I!
//

arrhythmias - atrial fibrillation ™







arrhythmias - AF and flutter

emergency treatment
DC cardioversion under GA

urgent treatment

heart rate control
I.v. = p.0. B-blocker (or diltiazem)

anticoagulation
for all if planning cardioversion
CHADS2 > 2
heparin — warfarin INR 2.5
[dabigitran].




arrhythmias -TdP

characteristics
LQTs (multiple)

drug-induced LQT (multiple -
short — long — short
twisting of the points — syncope / pre-syncope
warm up / down
spontaneous termination
degeneratlon to VF —» death

o A/mw b




arrhythmias -TdP

risk factors
T QT (QTc > 500ms — x 2-3 risk) — check |
drugs
bradycardia, pauses
d K+, |\/|92+, Ca2+
PVCs
age
female sex
structural heart disease.




arrhythmias -TdP

management
continuous ECG monitoring
stop drug(s)
magnesium sulphate I.v.
replace K+ to 4.5 — 5.0mM
pacing for bradycardia.

Drew et al. JACC 2010:55:934-947




heart failure




cardiac toxicity — the problem \/

cytotoxics pathway block
(anthracycline) (HER2)

+ funition symptoms

li*tie mitusis recuirement for
0.45to 1% / year adaptation
heart failure




trastuzumab

pivotal

FinHer metastatic

timing of
trastuzumab

LVEF |
2 10%

NN 0.9%

substantial
recovery
reported




trastuzumab - time course

Percentage

1.0 15 20
Years Post-Day 1 Cycle 5

HERA

Trastuzumab; ahy cardiac endpoint

Probability

12 18

Time (months)

No. at risk
Observation 1,693 784 455
Trastuzumab 1,693 861 520




trastuzumab - reversibility

CREC — 79% symptomatic pts improved on R,

recovery: trastuzumab + Pac ¢,) >> trastuzumab + AC (14,,)

B-31, n=31 NYHA [ll/IV
1 had S, at ¢/,,
29% complete recovery of EF
/5% had EF >50%

HERA (suter et al. JCO 2007:25:3859-3865)

n asymptomatic | recovery (EF >55%)

l EF + asymptomatic 25 25 (100%) 17 (68%)
J EF + NYHA I 36 36 (100%) 24 (67%)
d EF + NYHA llI-IV 10 8 (80%) 6 (60%)




management — NICE 2006

Suspected heart failure
because of history, symptoms, and
signs

o

Generalist

Seek to exclude heart failure
through:
* 12-lead ECG
® and/or natriuretic peptides
(BNP or NTproBNP) — where

Other recommended tests:
(mostly to exclude other
conditions)

Chest X-ray
Blood tests: U&Es, creatinine, FBC,
TFTs, LFTs, glucose, and lipids
Urinalysis, peak flow or spirometry

available

. 4

Both normal -
heart failure unlikely
consider alternative diagnosis

-

One or more abnormal

Specialist input

Imaging by echocardiography*

[

-

No abnormality detected
Heart failure unlikely, but if
diagnostic doubt persists consider
diastolic dysfunction and consider
referral for specialist assessment

Abnormal
Assess heart failure severity,
aetiology, precipitating and

exacerbating factors and type of
cardiac dysfunction

Correctable causes must be

identified

Consider referral

Specialist

Add diuretic
Diuretic therapy is
likely to be required
to control
congestive
symptoms and fluid
retention

Add digoxin
If a patient in sinus
rhythm remains
symptomatic
despite therapy
with a diuretic, ACE
inhibitor (or
angiotensin Il
receptor
antagonist) and
beta-blocker
or if patient is in
atrial fibrillation
then use as first-line
therapy
(see page 11)

New diagnosis

-

Start ACE
inhibitor

and titrate
upwards

Or if ACE inhibitor not
tolerated (e.g. due to
severe cough)
Consider angiotensin Il
receptor antagonist

v
Add beta-
blocker and
titrate
upwards

Add spironolactone
If patient remains
moderately to
severely symptomatic
despite optimal drug
therapy listed above

Seek specialist advice
for further options
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treatment - ACEI £ f-blocker N

ACE/

e.g. perindopril 2mg od
c.i. kKnown renal artery stenosis, (renal failure)
GP will check C&Es and titrate to 4mg od

B-blocker

e.g. bisoprolol 1.25mg od
c.l. symptomatic bradycardia, severe asthma

GP check HR/symptoms and titrate to 10mg od
continue unless there is a reason to stop.




conclusions




oncology & cardiology

iIncreasing interaction

new drugs
iIncreasing awareness of the risks of old drugs

new management for M| (acute & chronic)
capecitabine > si 5-FU
watch QT (don’t believe the ECG machine!)

heart failure

acute
chronic - T ACEi, B-blockers, aldosterone antagonists, devices

need more good trial data.




