What is Cardiotoxicity and How Does this Impact
Clinicians and Their Patients?
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Trial Involvement

Trial Cancer Compound N Patients CRC Location
HERA Breast Trastuzumab 4500 BIG / Roche World,
Cancer except US
Breast - BIG, NCCTG/
ALTTO Cancer Lapatinib 8000 GSK World
Breast Liposomal Independent /
BACH Cancer Doxirubicin 180 Schering Europe
BEATRICE  Doreast Bevacizumab 2500 Independent /- World,
Cancer Roche except US
B0O22857/ Breast
TDM4874g Cancer T-DM1 150 Roche World
Aphinity Breast Pertuzumab 3800 BIG / Roche World
Cancer
Breast Bevacizumab,
SAKK 24/06 Liposomal 40 SAKK Switzerland
Cancer .
Doxirubicin
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Cardiovascular Side Effects of Cancer Therapy
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Johnson, J. N., & Ackerman, M. J. (2009).
British journal of sports medicine, 43(9), 657-62.
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Cardiovascular Side Effects of Cancer Therapy
Blood Pressure
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Blood Pressure
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Lifestyle changes

Lifestyle changes +
Drug treatment

Lifestyle changes
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Drug treatment

Lifestyle changes
+

Drug treatment

ESH Blood pressure (mmHg)
Normal High normal Grade 1 HT Grade 2 HT Grade 3 HT
Cther risk factors SBP 120-129 SBP 130-139 SBP 140-159 SBP 140-159 SBP = 180
QD or dissase or or or or DBP 2110
DBP 80-84 DBP 85-89 DBP 90-99 DBP 90-99
Lifestyle ¢ Lifestyle changes
5 s g for several months +
No other risl factors | No BP intervention No BP intervention then drug treatment Immediate drug
if BP uncontrolled treatment

Lifestyle changes

Diastolic
mm Hg (lower #)

Systolic
mm Hg (upper #)

pertension

120 -139 or 80-89

Established CV or
¥ _--l-"_,_..-- renal disease
Hypertension none asymptomatic, transient  recurrent or persistent  requiring therapy or hypertensive crisis
Common Terminology Criteria for Adverse increase by >20 mmHg o symptomatic increase  more intensive therapy
Events CTCAE 2.0 (diastolic) or to by >20 mmHg than previously
Adverse Event 1 2 3 4 5
Hypertension Prehypertension (systolic BP | Stage 1 hypertension (systolic | Stage 2 hypertension (systolic | Life-threatening Death Death
120 - 139 mm Hg or diastolic | BP 140 - 159 mm Hg or BP >=160 mm Hg or diastolic |consequences (e.g.,
BP 80 - 89 mm Hg) diastolic BP 90 - 99 mm Hg); |BP >=100 mm Hg); medical | malignant hypertension,
medical intervention indicated; | intervention indicated; more | transient or permanent
recurrent or persistent (>=24 | than one drug or more neurologic deficit,
hrs); symptomatic increase by |intensive therapy than hypertensive crisis); urgent

CTCAE)Version 4.0

>20 mm Hg (diastolic) or to
>140/90 mm Hg if previously
WNL; monotherapy indicated
Pediatric: recurrent or
persistent (>=24 hrs) BP
>ULN; monotherapy indicated

previously used indicated
Pediatric: Same as adult

intervention indicated
Pediatric: Same as adult
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Cardiovascular Side Effects of Cancer Therapy
Cardiac Dysfunction i Heart Failure

Detect

..‘?"' TABLE 261 - Use of the Medical History to Assess the Heart Failure Patient
Symptoms Associated With Heart Failure
| Fatigue
ﬂ Shortness of breath at rest or during exercise
lil .. Dyspnea

& .L‘\ Tachypnea
Cough

Diminished exercise capacity
Orthopnea
Paroxysmal noctumal dyspnea

Sy @Hovartis Nocturia
Weight gain or weight loss

Card iac DySfu n Cti O n Edema (of the extremities, scrotum, or elsewhere)

Increasing abdominal girth or bloating

Abdominal pain (particularly confined to the right upper quadrant)
Loss of appetite or early satisty
History of Cheyne-Stokes respirations during sleep (often reported by the family rather than by the patient)

Somnolence or diminished mental acuity
Historical Information That Is Helpful in Determining if Symptoms Are Due to Heart Failure

A past history of heart failure

Cardiac disease (e.g.. coronary artery, valwlar, or congenital disease; previous myocardial infarction)

Risk factors for heart failure (2.g., diabetes, hypertension, obesity)

Systemic illnesses that can involve the heart (e.g., amyloidosis, sarcoidosis, inherited neuromuscular diseases)

Recent viral illness or history of human immunodeficiency virus infection or Chagas disease

Family history of heart failure or sudden cardiac death

Environmental or medical exposure to cardiotoxic substances

Substance abuse

Noncardiac illnesses that could affect the heart indirectly (including high-output states such as anemia, hyperthyroidism. arteriovenous

fistulas)

Greenberg B, Kahn AW: Braunwald's Heart Disease - A Textbook of Cardiovascular Medicine, 9th ed.
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