BC Cancer Protocol Summary for Adjuvant Therapy for
Breast Cancer using Trastuzumab Emtansine (KADCYLA)

Protocol Code UBRAJKAD

Tumour Group Breast

Contact Physician BR Systemic Therapy
ELIGIBILITY:

Patient must have:
= HERZ2 positive early stage breast cancer with residual invasive disease in breast or
axillary nodes after neoadjuvant treatment
» HER-2 overexpression defined as either IHC3+, or FISH amplification ratio
greater than or equal to 2 at a quality assured laboratory
*  Prior neoadjuvant treatment which must include:
= Minimum 6 cycles of chemotherapy with at least 9 weeks of taxanes and 9
weeks of trastuzumab (3 cycles of taxane and trastuzumab)
= Completed breast and axillary surgery with no clinically evident metastatic disease
= BC Cancer “Compassionate Access Program” request approval prior to treatment.

Note:
» Trastuzumab emtansine (KADCYLA) should start within 12 weeks of completion of
surgery

= Patients can be treated with up to 14 maximum cycles of trastuzumab emtansine,
regardless of number of prior neo/adjuvant trastuzumab treatments assuming all
other eligibility criteria are met

= |f patients discontinue trastuzumab emtansine (KADCYLA) due to side effects, they
can receive trastuzumab (BRAJTR)

Patients should have:
= ECOG status 0 or 1
= LVEF greater than or equal to 50%* prior to neoadjuvant trastuzumab
* If LVEF at 45-50%, oncologist may decide to treat based on clinical assessment
= Adequate hematological, renal and hepatic function

EXCLUSIONS:

= Clinical T1aNO or T1bNO at presentation prior to neoadjuvant treatment
= Significant cardiovascular disease and/or LVEF less than 45%

= Greater than or equal to Grade 2 sensory or motor neuropathy

=  Pregnancy or lactation
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TESTS:

= Baseline: CBC & Diff, total bilirubin, ALT, alkaline phosphatase, LDH, GGT, creatinine

=  MUGA scan or echocardiogram: prior to first treatment with trastuzumab emtansine
(KADCYLA) and every 3 to 4 months during the treatment per the discretion of the
treating physician. The maximum time between cardiac monitoring should be 4 months
(see dose modification #3 for adjustment of trastuzumab emtansine (KADCYLA) based
on changes in LVEF)

= Prior to each cycle: CBC & Diff, total bilirubin, ALT, alkaline phosphatase, LDH, GGT

= If clinically indicated: total protein, albumin, sodium, potassium, urea, creatinine, ECG

PREMEDICATION:
= Antiemetic protocol for low emetogenic chemotherapy (see protocol SCNAUSEA)

There is a risk of medication errors between trastuzumab emtansine
(KADCYLA) and trastuzumab (HERCEPTIN/HERZUMA). In order to
minimize the risk, check the vial labels to ensure that the drug being
prepared and administered is trastuzumab emtansine (KADCYLA).

TREATMENT:
Drug Dose* BC Cancer Administration Guideline
IV in 250 mL NS over 90 minutes using a 0.2 micron in-
line filter. Observe for 1 hour 30 min post-infusion
trastuzumab . . ] ] .
emtansine 3.6 mg/kg** If no infusion reaction observed in Cycle 1, may give
(KADCYLA) subsequent doses over 30 minutes, observe for 30
minutes post-infusion. Observation period not required
after 3 treatments with no reaction.

** Select dose per Dose Banding Table (appendix)
= Repeat every 21 days up to 14 cycles maximum

*Dose Levels

Starting Dose Dose level -1 Dose level -2 Dose level -3

3.6 mg/kg 3 mg/kg 2.4 mg/kg Discontinue

Dose should not be re-escalated after a dose reduction has been made
If a planned dose is missed, it should be administered as soon as possible as per the
physician’s discretion. Do not wait until the next planned cycle if clinically appropriate.
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DOSE MODIFICATIONS:

1. Hematological

» Patients with platelets less than 100 x 10%L and patients on anti-coagulant treatment
should be monitored closely while on treatment

ANC
Platelets x 10°/L D
atelets x « 109/ ose
Greater than or | and | Greater than | Treat at same dose level as previous cycle
equal to 75 or equal to
1.0

Delay until platelet count recovers to greater

25 to 74 or | 05t00.99 | thanorequalto 75* (Grade 1 or better) and

ANC greater than or equal to 1.0, then treat at
same dose level

Delay until platelet count recovers to greater
or Less than than or equal to 75* (Grade 1 or better) and
0.5 ANC greater than or equal to 1.0, then reduce
one dose level

Less than 25

*permanently discontinue treatment if platelet count does not recover to greater than or
equal to 75 or baseline within 42 days of last dose

2. Hepatic Impairment

= Discontinue treatment in patients with serum transaminases greater than 3 x ULN
and concomitant total bilirubin greater than 2 x ULN

= Discontinue treatment in patient diagnosed with nodular regenerative hyperplasia

Increased Transaminases

Grade ALT or AST Dose
1 Less than oL;LelSlual to 2.5 x No dose adjustment

Greater than 2.5 to less than

2 or equal to 5 x ULN Continue treatment at same dose level
Greater than 5 to less than or Delay until ALT or AST recovers to less than
3 or equal to grade 2, then reduce one dose
equal to 20 x ULN level
4 Greater than 20 x ULN Discontinue treatment
ULN = upper limit of normal
BC Cancer Protocol Summary UBRAJKAD Page 3 of 6

Activated: 1 May 2021 Revised: 1 Mar 2026 (Dose banding added, contact info, hyperlink updated, exclusions, tests,
units of measure clarified, minor formatting)

Warning: The information contained in these documents are a statement of consensus of BC Cancer professionals regarding their views of currently accepted approaches to treatment. Any clinician seeking to
apply or consult these documents is expected to use independent medical judgement in the context of individual clinical circumstances to determine any patient's care or treatment. Use of these documents is at
your own risk and is subject to BC Cancer's terms of use available at www.bccancer.bc.calterms-of-use



http://www.bccancer.bc.ca/terms-of-use

Hyperbilirubinemia

Grade Total bilirubin Dose
1 Less than or equal to 1.5 x No dose adjustment
ULN
> Greater than 1.5 to less than | Delay until total bilirubin recovers to Grade 1
or equal to 3 x ULN or better, then treat at same dose level
3 Greater than 3 to less than 10 | Delay until total bilirubin recovers to Grade 1
x ULN or better, then reduce one dose level
4 Greater than 10 x ULN Discontinue treatment

ULN = upper limit of normal

3. Cardiac

LVEF Dose

Greater than 45% No dose adjustment

40% to less than or equal to 45%
and decrease is within 10% points
from baseline

Continue treatment, repeat LVEF assessment
within 3 weeks

Hold treatment, repeat LVEF assessment within
Less than 40% 3 weeks. If LVEF less than 40% is confirmed,
discontinue treatment

Symptomatic CHF Discontinue treatment

4. Peripheral Neuropathy
Patients (22%) receiving trastuzumab emtansine (KADCYLA) have reported
peripheral neuropathy. Hold treatment in patients with Grade 3 or 4 peripheral
neuropathy until improvement to less than or equal to Grade 2 and consider dose
reduction when restarting. If Grade 4 peripheral neuropathy consider risk benefit of
continuing trastuzumab emtansine.

5. Renal Dysfunction

Creatinine Clearance (mL/min) Dose
Greater than or equal to 30 No dose adjustment
Less than 30 No data
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PRECAUTIONS:

1. Neutropenia: Fever or other evidence of infection must be assessed promptly and
treated aggressively.

2. Use with caution in patients who experience dyspnea at rest due to complications of
advanced malignancy and co-morbidities; may be at an increased risk of developing
interstitial lung disease (ILD), including pneumonitis. Trastuzumab emtansine
(KADCYLA) should be permanent discontinued in patients who are diagnosed with
interstitial lung disease and drug induced pneumonitis.

3. The DM1 moiety of trastuzumab emtansine (KADCYLA) is a substrate of CYP 3A4.
Strong CYP 3A4 inhibitors may increase DM1 plasma levels and hence, its toxicity;
therefore concurrent use should be avoided if possible. If concurrent use is
unavoidable, consider delaying trastuzumab emtansine (KADCYLA) treatment until
the strong CYP 3A4 inhibitor has been cleared from the system (approximately three
half-lives of the inhibitor). Monitor patient for adverse reactions related to
trastuzumab emtansine (KADCYLA).

Contact the BR Systemic Therapy physician at your regional cancer centre or the
BR Systemic Therapy Chair with any problems or questions regarding this
treatment program.

References:
Von Minckwitz G, Huang CS, Mano MS, et al. Trastuzumab emtansine for residual invasive HER2
positive breast cancer. N Engl J Med 2019;380:617-28.
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Appendix. Dose Bands

TRASTUZUMAB EMTANSINE (KADCYLA) DOSE BANDING TABLE

Ordered Dose (mg) Rounded dose (mg)

From: To:

Less than 80 Pharmacy prepares specific dose

80 88.49 84

88.5 96.49 92

96.5 104.49 100

104.5 112.49 108

112.5 121.49 116

121.5 129.49 124

129.5 138.49 132

138.5 146.49 140

146.5 154.49 148

154.5 167.49 160

167.5 179.49 170

179.5 188.49 180

188.5 195.49 190

195.5 209.49 200

209.5 230.49 220

230.5 251.49 240

251.5 272.49 260

272.5 293.49 280

293.5 314.49 300

314.5 335.49 320

335.5 356.49 340

356.5 377.49 360

377.5 398.49 380

398.5 419.49 400

419.5 439.49 420

439.5 461.49 440

461.5 499.49 480

499.5 545.49 520

More than 545.49 Pharmacy prepares specific dose
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