IRRs Management guideline /NSFG_—_—_"
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Interrupt RYBREVANT infusion Interrupt RYBREVANT infusion and
and monitor patient until administer supportive care medications.
reaction symptoms resolve Monitor patient until symptoms resolve.

Drug administration
S et e and managements

which the reaction occurred

If there are no additional Recurrent
symptoms after
the infusion rate may be escalated.

Include corticosteroid Permanently
with premadications discontinue
for subsequent dose

*Include corticosteroid with pre-medications for subsequent dose

/\ Warnings and Precautions’

Dermatologic Adverse Reactions: Advise patients of the risk of dermatologic

RYBREVANT can cause rash (including dermatitis adverse reactions. Advise patients to limit direct

acneiform), pruritus and dry skin. Withhold, dose sun exposure, to use broad spectrum UVA/UVB

reduce or permanently discontinue RYBREVANT sunscreen, and to wear protective clothing

based on severity. during treatment with RYBREVANT. Advise patients
to apply alcohol free emollient cream to dry skin.

Amivantamab injection
Interstitial Lung Disease (ILD)/Pneumonitis:

; Advise patients to immediately contact their 1 1
Monitor for new or worsening symptoms indicative i for patlents Wlth

healthcare provider for new or worsening
of ILD. Immediately withhold RYBREVANT in patients respiratory symptoms.
with suspected ILD/pneumonitis and permanently
discontinue if ILD/pneumonitis is confirmed.

Ocular Toxicity:

RYBREVANT can cause ocular toxicity including Advise patients to contact their ophthalmologist Whose d |Sea se has prog ressed on or

. . . if they develop eye symptoms and advise
keratitis, dry eye symptoms, conjunctival redness,

blurred vision, visual impairment, ocular itching, discontinuation of contact lenses until symptoms a fte r p latl N u m- based C h e mothe ra py

-, . . are evaluated.
and uveitis. Promptly refer patients presenting

with eye symptoms to an ophthalmologist. Withhold,
dose reduce or permanently discontinue
RYBREVANT based on severity

Embryo-Fetal Toxicity:

Advise females of reproductive potential of the
Based on its mechanism of action and findings from

; potential risk to a fetus, to use effective
animal models, RYBREVANT can cause fetal harm contraception during treatment with RYBREVANT

wher.1 édmir‘iStered ) &) [PEEIEIAl WL and for 3 months after the final dose, and to
Administration of other EGFR inhibitor molecules inform their healthcare provider of a known or

to pregnant animals has resulted in an increased suspected pregnancy
incidence of impairment of embryo-fetal development,
embryo lethality, and abortion.
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Dosing schedule of Premedication
and RYBREVANT

Week 1 Week 2

Premedication [N SRNED W S S

CiD1  CiD2 C1D8 CID15 C1D22 C2D1

RYBREVANT"™

(amivantamab) Injection

Week 3 Week 4 Week 5 Week 6 Week 7 +

Indication’

RYBREVANT as monotherapy is indicated for treatment of adult patients with locally Antihistamine ‘/ v ‘/ v v ‘ v X v
advanced or metastatic NSCLC with activating EGFR exon 20 insertion mutations, whose I PR (09 19 S Migh o Cepelene
Oral : give 30-60 minutes before amivantamab administration
. Antipyretic v v v v v v X v
o \¥ =/ o E I Dose Paracetamol (650-1000 mg)
\'J \“/ Inhibition of Receptor ?:] ) mmune e S o e S S
° ligand binding Degradation [ Cell-directing Administration Intravenous : give 15-30 minutes prior to amivantamab administration
® ® 9 S e Activation Oral : give 30-60 minutes before amivantamab administration
Glucocorticoid v Vv Optional
Mechanism of action'? Dose Dexamethasone (10 mg) or methylprednisolone (40 mg) or equivalent
Administration Intravenous : give 45—60 minutes prior to amivantamab administration

Amivantamab, a fully human bispecific antibody targeting EGFR and MET, employs 3
distinct potential mechanisms of action (MOAs) including ligand blocking, receptor

Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 Week 7 +

degradation, and immune cell-directing activity — T T T T One dose
CcID1  CID2 ciD8 CID15 C1D22 C2D1 given every
RYBREVANT™ LI | i f g ] two weeks

Dosing and Preparing for Administration’

< 80 kg BLB
(1050 mg dose)

> 80 kg BLB

< 80 > 80 . (1400 mg dose)
kg Recommended [t kg .............E ............................ E- ....... :.......E.................E.................E.................E .................

©350:700: 1050 : 1050 : 1050 : 1050

[ . .
Body Weight at Dose Body Weight at & 20852 :3 di's'g 5050 8 i 125 125 125
Baseline Baseline 5% Y O
c E 5 5 :
- = 280 kg BLB : : : : : :
T © 50 35 : 65 85 : 125 125
-E (1400 mg dose)  : 75 (50 - : : :

No administration

B One 7 mL vial contains 350 mg of amivantamab. 7>~  EEEEEN o A O

________________________________________________________________________________ <80kgBLB : 5 : ~4: P:3 ;2 ;2 }:2

: : : rs : rs : rs : rs

Check that the RYBREVANT solution is colorless to (1050 mg dose) : 5 : : T R DU
; pale yellow. Parenteral drug products should be inspected > 80 kg BLB | : : : : :

visually for particulate matter and discoloration prior to After dilution, the solutions should be - gd ey i hre : hre : hre : hre

administration, whenever solution and container permit. administered within 10 hours (including | [ 2 (MO0 mgdose) i STTUTIRIUUT USRS S

Do not use if discoloration or visible particles are present. infusion time) at room temperature Peripheral vein Peripheral vein or Central line

"""""""""""""""""""""""""""""""""""""""""""""""" (15-25°C) and in room light.
Determine the dose required and the number of vials
needed, based on patient’s baseline weight.

t One 7 mL vial contains 350 mg of amivantamab.
* Initial infusion rate is increased to the subsequent infusion rate after 2 hours in the absence of IRRs.

RYBREVANT Dose Modifications'

Administer the diluted solution by IV
infusion using an infusion set fitted

Withdraw and discard a volume of either 5% glucose with a fiow regulator and with an in-line,
solution or 0.9% sodium chloride solution for injection sterile, non-pyrogenic, low protein-
from the 250 mL infusion bag that is equal to the required binding PES filter (pore size 0.22 or
volume of RYBREVANT solution to be added. 0.2 micrometer).
Infusion bags must be made of PVC, PP, PE or PP+PE

Withdraw 7 mL of RYBREVANT from each vial and add
9 to the infusion bag. The final volume in the infusion bag Do not infuse RYBREVANT concomitantly

x should be 250 mL. Discard any unused portion left in the vial. in the same 1V line with other agents.

-1

RYBREVANT sets must be made of
either PU, PBD, PVC, PP, or PE.

Body Weight Initial :  1stDose : 2ndDose 3rd Dose
at Baseline : Reduction Reduction Reduction

s
é Gently invert the bag to mix the solution. Do not shake.
=

Discontinue
RYBREVANT

1400 mg 1050 mg
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