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Preventing Infusion-related
Reactions With Intravenous
Amivantamab: Updated
Results From SKIPPirr,

Background

Amivantamab is an epidermal growth factor receptor (EGFR)-MET

bispecific antibody with immune cell-directing activity'*

IV amivantamab is now FDA-approved in combination with lazertinib
for the first-line treatment of non-small cell lung cancer (NSCLC)
with common EGFR mutations, is EMA-approved with chemotherapy
for second-line treatment of disease with common EGFR mutations

after progression on osimertinib, and is FDA- and EMA-approved with
chemotherapy for first-line treatment of NSCLC with EGFR exon 20

insertion mutations*®

Like many other IV therapies, IV amivantamab is associated with an increased rate of IRRs®

— Approaches to manage IV amivantamab IRRs in other clinical trials included a split first
dose over 2 days and premedication with antihistamines, antipyretics, and glucocorticoids

In the phase 2 SKIPPirr (ClinicalTrials.gov Identifier: NCT05663866) study,

additional prophylactic strategies to reduce the incidence and severity of IRRs with

IV amivantamab were evaluated”

— Prophylaxis with oral dexamethasone 8 mg BID for 2 days before infusion and another
dose 1hour before infusion (5 total doses) led to a ~3-fold reduction in IRRs from
IV amivantamab (Figure 1)

Here we present secondary endpoints and additional safety data from SKIPPirr

Figure 1: Primary results from SKIPPirr.” (A) Prophylactic schedule for dexamethasone 8 mg and (B) incidence of IRRs on C1D1
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Methods

* SKIPPirr is a phase 2 study that evaluated additional
prophylactic strategies to reduce the incidence and
severity of IRRs with IV amivantamab (Figure 2)

The study enrolled patients with EGFR exon 19 deletion
or L858R-mutated advanced or metastatic NSCLC
whose disease progressed on prior osimertinib and
platinum-based chemotherapy

All patients received IV amivantamab 1050 mg (1400 mg
if 280 kg) once weekly for 4 weeks and then every

2 weeks thereafter, and oral lazertinib 240 mg once daily
All patients also received standard IRR management with
antihistamines, antipyretics, and IV dexamethasone 10 mg
A Simon’s 2-stage design with an expansion stage

was used to evaluate 4 independent prophylactic
strategies

Only the dexamethasone 8 mg cohort passed stages 1
and 2 (2/6 and 6/16 patients with IRRs, respectively),
enrolling an additional 24 patients

Figure 2: SKIPPirr study design
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a Phase 2 Study

Luis Paz-Ares'*, Alexander | Spira?, Ji-Youn Han?, Jin-Yuan Shih*, Céline Mascaux®, Upal Basu Roy®, Jon Zugazagoitia', Demographic and baseline characteristics
Yu Jung Kim’, Chao-Hua Chiu®, Sang-We Kim®, Ernest Nadal', Ignacio Gil-Bazo", Parthiv Mahadevia®, Bailey G Anderson®, + Demographic and baseline characteristics were well balanced between the dexamethasone 8 mg
Karen Xia®, George Wang®, Joshua M BaumlI®, Marc Chioda™, Jairo Simoes™, Gilberto Lopes™ cohort and the overall population (Table 1)

Efficacy Time and motion on C1D1

* The investigator-assessed objective response rate among all responders and confirmed * On C1D1, patients receiving dexamethasone 8 mg spent a numerically shorter amount of time
responders in the dexamethasone 8 mg cohort was similar to historic IV amivantamab data in the treatment room and infusion chair and required a numerically shorter amount of active
from CHRYSALIS-2 Cohort A and PALOMA-3 (Table 3)°" HCP time versus the other cohorts combined (Figure 4)

Figure 4: Time and motion on C1D1
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Key Takeaway

Prophylaxis with oral dexamethasone 8 mg BID effectively reduces
intravenous (IV) amivantamab-related infusion-related reactions (IRRs),
with a similar efficacy profile and no additional safety findings compared
with historical IV data

Conclusions

Prophylactic treatment with oral dexamethasone 8 mg BID resulted in
reduced IRRs with IV amivantamab on Cycle (C) 1 Day (D) 1 compared with
historical data

— Most IRRs occurred on C1D1, and the majority were grade 1 or 2

No new safety signals were observed with the addition of
dexamethasone 8 mg BID

— Patients experienced low rates of prophylaxis-related adverse event
(AEs; 7%)

Prophylaxis with dexamethasone 8 mg BID led to a similar treatment
response compared with historical IV data™"

The duration of amivantamab infusion was numerically shorter with the
dexamethasone 8 mg cohort compared with other cohorts, and patient
also had a numerically shorter treatment room, chair, and active health
care provider (HCP) time
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Table 1: Demographic and baseline characteristics

Dexamethasone 8 mg All cohorts
Characteristic (n=41) (N=68)

62 (32-82)

Median age (range), years |

Table 3: Response by investigator

SKIPPirr:
dexamethasone 8 mg Cl
IRR prophylaxis

| 63.5 (32-82) {n=0)"

Investigator-assessed response

Female, n (%) |

26 (63)

44 (85) ORR, % (95% Cl)

Race, n (%)

HRYSALIS-2:
Cohort A™?
(n=162)

PALOMA-3:
IV arm?
(n=212)

Asian

24 (59)

Allr ders 33 (19-49)

33 (26-41) 33 (26-39)

42 (62)

White

10 (24)

Confirmed responders 28 (15-44)

18 (26)

28 (22-36) 27 (21-33)

Black or African American

1(2)

Best response, n (%)®

1(1)

Not reported

6 (15)

7 (10) CR 0

1(0.6) 1(0.5)

ECOG PS score of 1,n (%)

32(78)

51075) PR 11(28)

45 (28) 68 (32)

Brain metastases, n (%)

15 (37)

30 (44) ) 16 (40)

79 (49) 81(38)

EGFR mutation type, n (%)

Non-CR/non-PD 2(5)

Exon 19 deletion

29 (71)

45 (66) PD 10 (25)

34 (21) 42 (20)

Exon 21L858R

12 (29)

23(34) NE/unknown 1(3)

3(2 20(9)

Median prior lines of therapy (range)

3(2-9)

3(2-9)

ECOG PS, Eastern

EGFR, factor receptor.

IRRs through the end of Cycle 3

* In the dexamethasone 8 mg cohort, 10/41(24%) patients experienced IRRs
— 9 patients had IRRs on C1D1 (with 1also on C1D2); 1 patient had an IRR on C2D1

— AllIRRs up to C3 were grades 1or 2, except for one grade 3 IRR on C2D1

Safety

* Aside from the significantly reduced rate of IRRs, the safety profile of IV amivantamab + lazertinib was
consistent with previous reports, with no new safety signals identified (Table 2)

Common AEs associated with steroids (eg, fractures, Cushingoid features, and hyperglycemia)® were

not observed in the dexamethasone 8 mg cohort

58 (50-66)° 71(64-77)

CBR, % (95% CI) 73 (56-85)°

infusion 1D per protocol and was excluded from this analysis.

*Among confirmed responders, except for PALOMA-3, which shows al responders.
“CBR is defined as pati !
CHRYSALIS-2 Cohort A).

CR, PR, and

Je; CBR, day; RR, i

or patients with CR, PR, or durable SO (=11 weeks;

Median (range) time in treatment room (h)

ORR,

o
PR partial response; SD, stable disease.

Duration of amivantamab infusion

* At C1D1, the median amivantamab infusion time was numerically shorter for the
dexamethasone 8 mg cohort versus the other cohorts combined (4.4 hours vs 5.2 hours;

Figure 3)

increased infusion rate over time

Prophylaxis-related AEs occurred in 3 (7%) patients receiving dexamethasone 8 mg (1 event each of

gastroesophageal reflux disease, muscle atrophy, and somnolence) and were all grades 1 or 2

Table 2: Safety profile

Most common treatment-
emergent AEs (215%), n (%)
Associated with EGFR inhibition

Dexamethasone 8 mg (n=41) All cohorts (N=68)
Anygrade | Grade23 | _Anygrade [ Grade23 |

Figure 3: Duration of amivantamab infusion
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Rash 17 (41)

30 (44)

4(6)

Paronychia 16 (39)

30 (44) 0

Stomatitis 14 (34)

20 (29)

1(1)

Pruritus 5(12)

14 (21)

()

Dermatitis acneiform 7(17)

12 (18) 0

Diarrhea 7(17)

12 (18)

()

Associated with MET inhibition

Hypoalbuminemia 17 (41)

24 (35)

Peripheral edema 9 (22)

14 (21)

1
0

Other

IRR 10 (24)

31(46)

213

Nausea 10 (24)

22 (32)

2(3)

Epistaxis 9(22)

13 (19) 0

Dyspnea 8(20)

11 (16)

2(3)

Hypoesthesia 8(20)

14 (21) 0

Median (range) duration of infusion (h)

Headache 8 (20)

10 (15) 0

Constipation 8(20)

12 (18) 0

Hypotension 8(20)

9 (13)

Asthenia 7(17)

12 (18)

4.4 (3.9-7.5)

Dry skin 6 (15)

10 (15)

Pain in extremity 5(12)

10 (15)

Dexamethasone 8 mg

Decreased appetite 4 (10)

11(16)

(n=38)

Chills 0

10 (15)

* By C1D15 and onward, the median duration of amivantamab infusion was approximately
2.3 hours for all cohorts, which was consistent with the low IRR incidence after C1D1and

Median (range) time in chair (h)

Median (range) active HCP time (h)

5.2 (4.1-10.3)

Other cohorts combined
(n=20)*

reaction.
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