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- ERBB2 is altered in 3.8%

of non-small cell lung carcinoma patients
- ERBB2 Amplification present in 2.7% of
all non-small cell lung carcinoma patients
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(fam-trastuzumab deruxtecan-nxki

— Binds to HER2
receptor

~8 Chemotherapy molecules
attached to antibody

@ Blocks dimerization

HERZ receptor Enherlu®
E Intracellular i j HER2-receptor
Phosphnrylated is coated ';;
Receptor Enhertu
,i internalized,
\Z and degraded
Signal-transduction
pathways blocked INSIDE cell when
Enhertu® binds OUTSIDE of cell ~
HER?2 + Breast Cancer Cell _}._// !

Humanized anti-HER2
IgG1 mAb

MEDIZINISCHE
UNIVERSITAT WIEN

@ Endocytosis

e

(0]
H
Tetrapeptide-Based Cleavable Linker

Multi-modal Mechanism of Action of
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HERZ + Breast
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attack
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chemotherapy
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topoisomerase |
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These molecules then
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uncoiling which
prevent the cancer
from replicating
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(DXd)

Trastuzumab-Deruxtecan

- humanized anti-HER2
IgG1 mAb with the same
amino acid sequence as
trastuzumab

- topoisomerase | inhibitor
payload
(an exatecan derivative)

- tetrapeptide-based
cleavable link

Ad 3) HER2 mutationsin
Exon 20 (Protein tyrosine
kinase 691 - 945) seem to
force receptor
internalization and
intracellular uptake of the
HER2 receptor antibody—
drug conjugate complex.
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FDA grants accelerated approval to fam-
trastuzumab deruxtecan-nxki for HER2-mutant
non-small cell lung cancer

~Although HER2 targeting has transformed the treatment of patients with breast and gastric
cancers, HER2-targeted therapies have not been approved for patients with NSCLC. Therefore,
patients with HER2-mutant NSCLC are currently treated with standard chemotherapy or
immuno- therapy, which have limited activity as second- or later-line treatment.”

- On August 11 — accelerated approval to trastuzumab deruxtecan (Enhertu®) by
Food and Drug Administration (FDA)

—> Eligible for treatment are adults with NSCLC and:
- activating mutation in the HER2 gene
- unresectable and metastatic cancer

—> Efficacy for accelerated approval based on DESTINY-LungO02 (multicenter, multi-
cohort, randomized, blinded, dose-optimization trial)
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Sharscaies Pitlents (1) N=91 Patients were eligible for participation:

Median age (range) — yr 60 (29-88)

Female sex — no. (%) 60 (66)

e e - confirmed HER2-overexpressing or HER2- mutant NSCLC
White 40 (44) - unresectable or metastatic nonsquamous NSCLC, at least
— ot one measurable lesion

Geographic region — no. (%) - relapsed during standard treatment / refractory to standard
Asia 23 (25)

North America 35 (38) treatment
E 33 (36)
ECO;r;l:r:ormance-status score — no. (%)% Cou Id aISO be en rOI Ied:
0 23 (25)
1 68 (75) . .. . .

Location of HER2 mutations — no. (%) -~ while receiving an earlier line of treatment.

Y — = o / previously had received a HER2 tyrosine kinase inhibitor

Previous cancer therapy — no. (%) 90 (99)§ / SUCh as afatinlb, pyI’OtInib, or pOZ|Otinib

No. of lines of previous cancer therapy 2 (0-7)

— median (range)

Previous cancer therapy — no. (%)

Following patients were excluded:

Pl.ﬁnum-based therapy 86 (95)
Docetaxel B8R0y /.
Anti—PD-1 or anti—PD-L1 treatment 60 (66) / . . -
ReRZTR YL - previously been treated with a HERZ2 antibody or an
ReasonlLoerr::;cTtri‘?}al:far; :ZF;;;(;WS cancer antl bOdy—d rug co nJ ugate
Disease progression 63/90 (70) - history of noninfectious interstitial lung disease treated
P w—— - with glucocorticoids or current or suspected interstitial lung
Investigator decision 3/90 (3) d isease
Patient choice 1/90 (1)
Unknown 5/90 (6)
A — il Intervention:
metastases at baseline — no. -
Smoking history — no. (% —> Trastuzumab deruxtecan (i.v) every 3 weeks at a
Current 2(2) - .
Former 37 4) dose of 6.4 mg per kilogram of body weight.
MNever 52 (57)
Previous lung resection — no. (%) 20 (22)
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Best percentage change from baseline -> largest diameters of measurable tumors in 85 of 91 patients
(for whom data from both baseline and postbaseline assessments of target lesions - by independent central review -
were available)

Progressive disease in 3 patients 49 patients had partial response
A Best Percentage Change in Sum offargest Tumor Diameters [as indicated by line = 30% decrease in tumor Slze]
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In 34 patients the disease was stable One patient had a confirmed complete response
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Table 2. Response to Trastuzumab Deruxtecan as Assessed by Independent
S LT median duration of response:
Response Assessment Patients (N=91) 9.3 months (95% Cl’ 5.7 to 147),
Confirmed objective response*
No. of patients 50
Percentage of patients (95% Cl) 55 (44-65)
Best response — no. (%6) 82 monthS (95% CI, 60 tO 119)
Complete response 1(1)
Partial response 49 (54) - - .
: median overall survival:
Stable disease 34 (37)
Progressive disease 303) 17.8 months (95% Cl, 13.8 to 22.1)
Response could not be evaluated 4 (4)
DN c:"""” » Among the 33 patients with CNS metastases:
o. of patients - - - .
Percentage of patients (95% CI) 92 (85-97) med lan progreSSIOn-free SurVIVaI )
Median time to response (range) — moz: 1.5 (1.2-9.3) 71 months (95% CI ’ 55 to 98)
Median duration of response (95% Cl) — moi: 9.3 (5.7-14.7) mEd ian ove ra” Su rVivaI:
% 13.8 months (95% CI, 9.8 to 20.9).
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A Progression-free Survival

o0 A) 91 patients, 41 had progressive

: disease and 15 had died by the data
cutoff date; data for 35 patients
were censored (tick marks)

904

B) 91 patients, 47 had died by the

Percentage of Patients
v
[=]
I

40+
30 cutoff date; data for 44 patients
20- were censored
10+
0
0

No.atRisk 91 89 83 74 69 55 49 42 39 31 25 21 19 19 151513 9 7

B Overall Survival
100+

ol - [~ 8.2 months (95% Cl, 6.0 to 11.9)

804

/ 17.8 months (95% ClI, 13.8 to 22.1)

Percentage of Patients
u
<

T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
01 2 3 4 5 6 7 & 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months
No.atRisk 91 89 88 86 82 77 75 75 70 68 65 58 51 46 36 29 25 22 19 19 17 15 14 13 13 10 7 5 3 1 0
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Table S4. Most Common Adverse Events Reported by Investigators.

Patients
(N=91)
Incidence — no. (%) Grade 1-2 Grade 3 Grade 4 Grade5  All Grades
Patients with >1 adverse event | 28 (30.8) 46 (50.5) 4(44) 13 (14.3) 91 (100) Table 3. Most Common Investigator-Reported Drug-Related Adverse Events in the Study Population (91 Patients).
Adverse events with >20% incidence in all patients Event Grade 1-2 Grade 3 Grade 4 Grade 5 Overall
Nausea 61 (67.1) 8 (8.8) 0 0 69 (75.8) number of patients (percent)
= *
Fatigue® 29(539) 66.6) 0 o 55 (604) Drug-related adverse event 46 (51) 37 (41) 4 (4) 1(1) 88 (97)
Drug-related adverse events with
Vomiting 37 (40.7) 5(5.3) 0 0 42 (46.2) 220% incidence
Nausea 58 (64) 8(9 0 0 66 (73)
Alopecia 42 (46.2) 0 0 0 42 (46.2) i
Fatiguef 42 (46) 6(7) 0 0 43 (53)
Diarrhea 34(374) 2(22) 1(L.1) 0 37 (40.7) Alopecia 42 (46) 0 0 0 42 (46)
Constipation 34(37.4) 0 0 0 34(374) | Vomiting 33 (36) 30) 0 0 36 (40)
. Neutropeniat 15 (16) 14 (15) 3(3) 0 32 (35)
Anemiat 23(253) | 10(1L.0) 0 0 33 (36.3) Anemiaf 21 23) 9 (10) 8 5 30 (33)
Decreased appetite 32(35.2) 0 0 0 32 (35.2) Diarrhea 26 (29) 2(2) 1(1) 0 29 (32)
D d tit 27 (30 0 0 0 27 (30
Neutropenia} 15 (16.5) 14(15.4) 31(3.3) 0 32 (35.2) I ecreased appetite (30) 30)
. Leukopeniaq 17 (19) 4(4) 0 0 21 (23)
Leukopenia§ 17(187) | 4(4.4) 0 0 21 (23.1) Canstipetion 20 (22) 0 0 0 20 (22)
Weight decreased 19(20.9) 222 0 0 21(23.1) |« One patient had grade 5 (i.e., fatal) pneumonitis that was assessed as drug-related by the investigator (subsequently
— adjudicated as interstitial lung disease). Another patient had grade 3 interstitial lung disease, as reported by the inves-
Pneumonitis 14 (15.4) 4(4.4) 0 1(L1) 19(20.9) tigator, and died; the reported interstitial lung disease was subsequently adjudicated as grade 5 by the interstitial lung
di adjudication committee. All adjudicated events of drug-related interstitial lung disease are reported in Table S5.
* This category includes fatigue, asthenia, and malaise. T This category includes the preferred terms fatigue, asthenia, and malaise.
+ This category includes the preferred terms hemoglobin decreased, red blood cell count decreased, I This category includes the preferred terms neutrophil count decreased and neutropenia.
anemia, and hematocrit decreased. § l’his category includes the preferred terms hemoglobin decreased, red-cell count decreased, anemia, and hematocrit
ecreased.

I This category includes the preferred terms neutrophil count decreased and neutropenia.

. . . 9 This category includes the preferred terms white-cell count decreased and leukopenia.
§ Thus category includes the preferred terms white blood cell count decrease and leukopenia.

MEDIZINISCHE Hannes Kuhtreiber
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Patients
Serious drug-related adverse

Type of adverse events — no. (%) (N=91)
events:

Any adverse event 91 (100) .

y ( 18 patients (20%).

Drug-related 88 (96.7) /
Adverse event grade 3 or higher 63 (69.2) Treatment discontinued:

. o/\ T
Drug-related 42 (4622) 23 patients (25%) i.e. pneumonitis in

/ 12 patients (13%) interstitial lung

Serious adverse event 39 (42.9) . ) )
disease in 5 patients (5%)
Drug-related 18 (19.8)
Adverse event associated with discontinuation 34 (37.4) / / Dose redution:
Drug-related 23 (25.3) / 31 patients (34%)
i : i mostly nausea (in 10 patients) and
Adverse event associated with dose reduction 32(35.2) . . .
/ fatigue (in 8 patients).
Drug-related 31(34.1)
Adverse event associated with dose interruption 44 (48.4) ~ Dose interru ption:
Drug-related 29 (31.9) 29 patients (32%)
Adverse event associated with an outcome of death 13 (14.3) Most COI'T? mon - décreased .
neutrophil count (in 13 patients) and
Drug-related 2(2.2)

pneumonitis (in 5 patients).

?One patient experienced grade 3 interstitial lung disease as reported by investigator and died. The
reported interstitial lung disease was subsequently adjudicated as grade 5 by the interstitial lung

disease adjudication committee.

UNIVERSITAT WIEN 15
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Table S5. Adjudicated Drug-related Interstitial Lung Disease.
Patients (N =91)

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Total
Adjudicated drug-
related interstitial 333 15 (16.5) 444 0 22.2)f 24 (26.4)
lung disease, n (%)*

Drug-related interstitial lung disease occurred in 24 patients (26%);

- grade lin 3 patients, grade 2 in 15 patients, grade 3 in 4 patients, and grade 5 in 2 patients
occured in 8 of the 20 patients who had previously undergone lung resection.

Trastuzumab deruxtecan was withdrawn in 16 patients and interrupted in 8 patients because
of adjudicated interstitial lung disease.

Trastuzumab deruxtecan 5 https://www.pneumotox.com/druqg/view/16
5/08/2022 a 29/trastuzumab-deruxtecan
| - Interstitial/parenchymal lung disease Drug-fe|ated interstitial |Un9 disease

Pneumonitis (ILD), acute and/or severe (may cause ARDS) associated with Trastuzumab deruxtecan

“ Pneumonitis (ILD) A

Subclinical pulmonary infiltrates/ILD

Il - Pulmonary edema - Acute lung injury - ARDS

“ ARDS - Acute lung injury 1

(RS- Hannes Kihtreiber 5
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https://www.pneumotox.com/drug/view/1629/trastuzumab-deruxtecan

Mosaic pattern
Nitrofurantoin (acute
reaction),
Methotrexate

bl
>
/ V-
Organizing
Pneumonia
Nitrofurantoin (cronic
toxicity), Sulfalazina,
Methotrexate

Fibrotic pattern

Nitrofurantoin (cronic
toxicity), Methotrexate,
Sulfalazina, Rituximab,
Tocilizumab, Bleomycin,
Busulfan,
Cyclophosphamide (cronic
toxicity), Amiodarone (form
with fibrous course),
Tocainide, Cocaine

Association between HRCT
patterns and the drugs most
frequently responsible for
lung toxicity.
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Isolated ground glass

opacities

Cocaine

Pulmunary edema
Acetyl-salicylic acid,
Mitomycin

Pleural effusion

Sulfonamides,
Methotrexate

Rituximab, Tocilizumab,
Cyclophosphamide (acute
reaction), Amiodarone
(initial stages), Cocaine

¢———— Alveolar hemorrhage

Penicillamine, rituximab,

Variables significantly associated with
increased risk for drug-related
ILD/pneumonitis:

- age less than 65 years;

- enrollment in Japan;

- T-DXd dose greater than 6.4 mg/kg;

- oxygen saturation less than 95%;

- moderate or severe renal impairment;

- presence of lung comorbidities (not
including lung cancer)

- time since initial cancer diagnosis of
more than 4 years.

Hannes Kihtreiber
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Comparison

Trastuzumab Deruxtecan:

- - trasluzumab‘squJLN/\nln\iN H\)I\NAO/YO
response occurred in 55% of the patients o o o
median duration of response = 9.3 months,
median progression-free survival = 8.2 months

and median overall survival = 17.8 months.

Pyrotinib and Poziotinib:

response in 30% and 28%
median duration of response = 4.6 to 6.9 months P
median progression-free survival = 5.5 to 6.9 months

Trastuzumab Emtansine:

response occurring in 44%
median duration of response = 4 months

/trastuzu mab
-NH
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Limitations

— CNS surveillance (for patients with CNS metastasis) was not performed
systematically in all patients, which makes it impossible to assess anti-CNS tumor
activity comprehensively.

— The lack of a comparator group in this study necessitates further clinical research

— Patients who had previously been treated with HER2-directed antibodies or
antibody—drug conjugates were excluded from the current study.

— LA randomized phase 2 trial is under way to further evaluate the efficacy and safety
of trastuzumab deruxtecan, including a lower dose of 5.4 mg per kilogram*“*
- DESTINY-Lung02

*the recommended and approved dosage in HER2- positive breast cancer, in patients with HER2- mutant
NSCLC)
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