*Perjeta Dosing and Administration Recommendations*

This article responds to your request for information on Perjeta® (pertuzumab) intravenous infusion and
dosing and administration recommendations.

Please refer to the locally approved dosing information provided in the Perjeta package insert or
prescribing information. Any deviation from this information is considered off-label and any treatment
decisions based on such deviations are the full responsibility of the prescribing physician.

In brief

e There are no recommendations for administering premedications in the Perjeta prescribing
information.

e The recommended loading dose of Perjeta is 840 mg, followed every 3 weeks thereafter by a
maintenance dose of 420 mg.

e |If a patient experiences a delayed or missed dose, they may need to be administered the loading
doses of Perjeta and Herceptin again.

e Observe patients during Perjeta administration and for 60 minutes following the administration of
a loading dose, or 30 minutes following a maintenance dose.

Administering premedication
There are no recommendations for administering premedications in the Perjeta prescribing information.*
Premedication protocol in the pivotal studies
Pivotal clinical studies, including CLEOPATRA and APHINITY, did not require that patients were
premedicated prior to receiving Perjeta.?® While the studies did not require premedications, they were
permitted to be used in line with local clinical practice. This included, but was not limited to

e paracetamol and other analgesics

¢ diphenhydramine, chlorpheniramine or other anti-histamines, and

e anti-emetics.

Loading and maintenance dose

The recommended loading dose of Perjeta is 840 mg administered as a 60 minute intravenous infusion,
followed by a maintenance dose of 420 mg administered over a period of 30 to 60 minutes every 3 weeks
thereafter.! Both loading and maintenance dose is irrespective of patient body weight.!

Combination treatment with Herceptin
Perjeta is indicated in combination with Herceptin.! Perjeta and Herceptin should be administered
sequentially and can be given in any order. When administered with Perjeta, follow a 3-weekly schedule

for Herceptin administered either as?

e Herceptin IV - an initial dose of 8 mg/kg followed every 3 weeks thereafter by 6 mg/kg, by
intravenous infusion



o Herceptin SC - 600mg irrespective of the patient’s body weight every 3 weeks, by subcutaneous
injection

Discontinue Perjeta if Herceptin treatment is discontinued.!

Dosing following delayed or missed treatment

If a patient experiences a delayed or missed dose of Perjeta, the next dose should be administered as
soon as possible.! Do not wait until the next planned dose.

In clinical studies, if either Perjeta or Herceptin had to be delayed by a day or more, both treatments were
required to be delayed for the same timeframe.23

Depending on the time between two sequential doses, the patient may need to be administered the
loading dose again.! Refer to Table 1 for recommendations on when re-loading doses may be required
for Perjeta and Herceptin.

Table 1. Recommendations regarding delayed or missed doses

cquential dose Perjeta Herceptin IV Herceptin SC
less than 6 weeks maintenance dose — 420 mg maintenance dose — 6 600 mg fixed dose
over 30-60 minutes mg/kg
6 weeks or longer loading dose — 840 mg over 60 | loading dose — 8 mg/kg
minutes

Once the patient has received either a loading or maintenance dose following the delay, the 3 weekly
interval should be based on the latest dose, rather than the prior schedule.?

Dose delay example

A patient receives a maintenance dose of 420 mg Perjeta on 1st January. Their next dose is due on 22nd
January, but because of travel plans, they are unable to receive it until 29th January (a 4 week interval).
They should not receive their Herceptin IV dose on 22nd of January.

On 29th January, they should receive the maintenance doses of Perjeta 420 mg over 30 to 60 minutes
and Herceptin 6 mg/kg IV.

Originally, they should have been due their following doses on 12th February, or 3 weeks from 22nd
January. However, based on their new schedule, they will now be due to receive their next maintenance
doses on 19th February, or 3 weeks from 29th January, and then every 3 weeks thereafter.

Switching from Phesgo

The Phase 2 PHranceSCa study evaluated patient preference for Phesgo, a fixed-dose subcutaneous
injection combination of pertuzumab, trastuzumab and hyaluronidase, compared with IV Perjeta and IV
Herceptin in the treatment of early HER2 positive breast cancer in the adjuvant setting.* In one arm of the
study patients were administered 3 cycles of Phesgo every 3 weeks and then switched to receive 3
cycles of IV Perjeta and Herceptin every 3 weeks.



The initial dose of IV Perjeta after the switch from Phesgo was given at the maintenance dose of 420 mg
if it was less than 6 weeks since their last treatment. If it had been 6 weeks or more since their last
treatment, a loading dose of 840 mg was administered.*

Recommended observation times

Perjeta has been associated with infusion-related reactions, including events with fatal outcomes.? It is
recommended to closely observe the patient during and for a set period following Perjeta infusions:

e First infusion — 60 minutes
e Subsequent infusions — 30 minutes

Complete the observation period prior to any subsequent dose of Herceptin or chemotherapy.!
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