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ADC toxicities

* Dose-limiting toxicities on normal tissues have

represented a major obstacle to the use of cytostatic drugs
—— antibody

* ADCs were developed with the ultimate goal of improving

the therapeutic index of conventional chemotherapies — cytotoxic agent

(payload)

* ADCs were designed for targeted delivery of cytotoxic
molecules to cancer cells expressing a tumour-associated
antigen targeted by the antibody component

linker



ADC toxicities

* A meta-analysis of 169 trials including different tumor
types reported an overall incidence of AEs of 91.2%

Alopecia
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(grade >3 for 46.1%) - )
Dato-DXd g

T-DM1
T-DXd
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* Different potential mechanisms:

o Off-target, off-tumor, unrelated to the antigen % :f-',f;
targeted by the antibody, due to premature payload 4y Toxs
detachment B
o On-target, off-tumor, due to non-malignant tissues

expressing the ADC target

o Interactions of ADC’s Fc domain with FcyRs on
immune cells or other non-malignant cells

Peripheral
Neuropath

Zhu 'Y et al, Cancer 2023; D’Arienzo et al, eClinicalMedicine 2023



Nausea and vomiting

* T-DXd has the most emetogenic potential with (most common NAUSEA
G3 AEs and most common cause of dose reduction) p— DBO3 73%
DB0O4 73%
Ve i Ascent 57%
Ondansetron Ondansetron OR DMX 8 mg PO/IV SG
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Risk of first event of nausea and

* HER3-DXd, Dato-DXd, and SG are moderate emetogenic agents vomiting is higher in earlier cycles

D’Arienzo et al, eClinicalMedicine 2023



Diarrhea

Diarrhea is a toxicity of topoisomerase | inhibitors (off-
target off-tumor toxicity)

T-DXd

Incidence of approximately 12-30% of any grade and G
about 1-3% of grade >3

Dato-Dxd
Early-onset diarrhea (cholinergic response): atropine
administration (consider prevention)
Late-onset diarrhea (gut mucositis, secretions,
microbiota impairment): loperamide T-DXd
Soft diet with adequate fluid intake >G

Dato-Dxd

Dose reduction for 2G3 events

DIARRHEA
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TROPION-B

>G3 DIARRHEA
DBO3
DB04
Ascent
Tropics02
TROPION-B

23.7%
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59%
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<1%

1.1%
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Hematological toxicities

* Topoisomerase inhibiting payloads lead to DNA double-strand
breaks and apoptosis of rapidly proliferating cells, including

hematopoietic cell progenitors

* In case of neutropenia, G-CSF prophylaxis (for instance 2-
3 days of a short acting growth factor) may be given

Neutropenia Severity

Grade 4 neutropenia >7 days

OR

Grade 3 febrile neutropenia (ie ANC<1000/mm?3 and fever

238.5°C)

OR

At time of scheduled treatment, grade 3-4 neutropenia
that delays dosing by 2-3 weeks for recovery to <grade 1

NEUTROPENIA

DBO3 42.8%
T-DXd

DB0O4 33.2%

Ascent 63%

SG
Tropics02 70%
Dato-Dxd TROPION-B 11%
FEBRILE NEUTROPENIA
DBO3 <1%
T-DXd

DB0O4 <1%

Ascent 6%

SG
Tropics02 5%
Dato-Dxd TROPION-B 1%

Occurrence Dose Modification
Administer
First grgnulocyte-colony
stimulating factor
(GCSF)
Second 25% dose reduction
Third 50% dose reduction
Fourth Discontinue

treatment




ILD

* |nterstitial lung disease (ILD) is a life-threatening side effect

associated to T-DXd

* The most common TEAE associated with treatment
discontinuation of T-DXd (8.2% in DESTINY-Breast03)

* ILD is a large, heterogeneous group of lung disorders that
manifests as inflammation and/or fibrosis mainly in the
interstitium of the lungs
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Tarantino P et al, JAMA Oncol 2021



ILD - pooled analysis

ILD adjudication
committee established

(November 2017) \
N =1150" \

Enrollment

Phase |

DS8201-A-J101
Multiple tumor types 220

LLLLLLLLLLL

61

DSB8201-A-A104 o
Multiple tumor types

refer
protocols (Q1 2018)

Kubo guidelines first

efi nced in clinical Safe use

campaign initiated
(June 2019)

N\

Follow-up

T ty management

oxici
guidelines impl

lemente
(December 2019)

/

Age, median (range), years 60.0 (20-96) bsar AR 1 —
> 65 years, n (%) 396 (34.4) I
— | DESTIN ro | |
Female, n (%) 755 (65.7) $| oess N : ﬁl
Japanese, n (%) 506 (44.0) "o o  ——
ECOG PS, n (%) 2015 2016 2017 Ye'ar 2018 ' 2019 ) 2020
0 583 (50.7)
1/2 565 (49.1)/2(0.2) Table 3. Adjudicated drug-related ILD/pneumonitis by tumor type and grade
Tumor type, n (%)?
Breast cancer 510 (44.3) n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Total
Gastric cancer 294 (25.0) 48 (42) 89(77) 14(12) 1(01) 25(22) 172.15.4) |
Lung cancer 203 (17.7) Breast cancer (n = 510) 32 (63) 51 (10.0) 7(14) 0 15 (2.9) 105 (20.6)
Colorectal cancer 107 (9.3) HER2-positive breast cancer treated with T-DXd 9(3.7) 22 (9.0) 2(0.8) 0 7(29) 40 (16.3)
Other 34 (3.0) 5.4 mg/kg 3w (n = 245)°
— Gastric cancer (n = 294) 5(17) 15 (5.1) 3(1.0) 1(03) 1(03) 25(8.5)
Lung comorbidities, n (%)° 81(7.0) Lung cancer (n = 203)° 7(34) 16 (7.9) 2(10) 0 6(3.0) 31(153)
Colorectal cancer (n = 107) 0 5(4.7) 1(09) 0 3(28) 9(8.4)
Other cancer (n = 34) 4(11.8) 2(59) 1(29) 0 0 7(20.6)

Powell CA et al. ESMO Open 2022

Overall incidence of ILD/pneumonitis in T-DXd-treated patients was 15.4%

137 of 177 patients with ILD/pneumonitis (77%) had grade 1 or 2 events



ILD - pooled analysis

The risk of all-grade ILD/pneumonitis decreased after 12 months, as the cumulative probability of
adjudicated drug-related ILD/pneumonitis began to plateau at this point

0.25 -
- Among 177 patients who §
had ILD/pneumonitis, 154 2 020
patients (87%) had a first % —
ILD/pneumonitis event a
within 12 months of 5 0.10
treatment % .
24.1% of patients §
remained on treatment © 0004 :

1 1
> 12 months 0 6 12 18 24 30 36 42 48 54
Time to first ILD event, months
—}— Pooled population (N=1150) -4~ HER2+ breast cancer (5.4 mg/kg q3w) (N=245)

No. at risk (events)

Pooled Pooled population 1150 (0) 547 (101) 262 (154) 142 (170) 84 (174) 35(176) 13(178) 7 (176) 4 (177) 0 (177
Months (range) Analvysis HER2+ breast cancer 245(0) 170(20) 95(37) 66(37) 45(38) 11(40)  2(40) 1(40) 0 (40) 0 (40)

ILD rate
Median treatment duration 5.8 Pooled population 0 9.2% 14.3% 16.0% 16.4% 16.6% 16.6% 16.6% 17.5% 17.5%
(0.7-56.3) HER2+ breast cancer 0 8.2% 15.1% 15.1 15 5% 16.3% 16.3% 16.3% 16.3% 16.3%

Median time to adjudicated

54
ILD/pneumonitis onset <0.1-46.8 Data cutoff: December 21, 2020

Treatment discontinuations due to reasons other than I[LD/pneumonitis were included as competing events.
Powell CA, etal. Pooled Analysis of Drug-Related Interstitial Lung Disease and/or Pneumonitis in 9 Trastuzumab Deruxtecan Monotherapy Studies. ESMO Open. 2022;7(4).

Powell CA et al. ESMO Open 2022



ILD - pooled analysis

Patients, n Hazard ratio?
Potential risk factor (N =1150) (95% CI) Hazard ratio® (95% CI)
Age group
<65 years 754 1.56 (1.02-2.38)
>65 years 396 Ref 1
Country |
Japan 506 2.08 (1.45-2.98) |
Non-Japan 644 Ref !
Lung comorbidities® -
Yes 81 1.75 (1.03-2.98)
No 1069 Ref
Baseline renal function<d
Normal 470 Ref
Mild decrease 458 1.24 (0.83-1.84)
Moderate/severe decrease 186 2.73 (1.65-4.52)
Time since disease diagnhosis®
0 to =4 years 624 Ref
>4 years 403 1.82 (1.20-2.75)
Dose
5.4 mg/kg q3w 315 Ref
6.4 mg/kg g3w 808 1.30 (0.85-1.99)
>6.4 mg/kg q3w 27 2.92 (1.32-6.42)
Baseline SpO5°
295% 1080 Ref
<95% 57 2.14 (1.11-4.13)

| | | || | || | 1 J
0.050.1 0250.5 8§ 16 32 64

Lung metastases / lymphangitic
carcinomatosis at baseline and prior
chest / lung radiotherapy were not
associated with ILD / pneumonitis in this
analysis

Numerically similar rates of
adjudicated drug-related ILD/
pneumonitis in patients with or

without prior ICl use

b) Includes asthma, chronic obstructive pulmonary disease, prior interstitial lung disease/pneumonitis, pulmonary fibrosis, pulmonary emphysema, and radiation pneumonitis

Powell CA et al. ESMO Open 2022



ILD

DESTINY-BreastO1

In more recent trials (e.g. DESTINY-Breast03) lower

. August 2019 June 2020 March 2021
rates of ILD have been observed with G4 or G5 events Interstitial Lung Disease,  Do0; oo, L)
Ul 5.4 mg/kg 5.4 mg/kg 5.4 mg/kg
(N = 184) (N = 184) (N =184)
PI’O ba b Iy d ue tO: Grade 1 5 (2.7) 6 (3.3) 7 (3.8)
. . Grade 2 15 (8.2) 16 (8.7) 16 (8.7)
less heavily pretreated study population Grade 3 108 109 109
Grade 4 0 0 0
» updated guidance for ILD/pneumonitis monitoring Grade 5 422 5 @7) 5 @7)
Any grade/total 25 (13.6) 28 (15.2) M

and management

DESTINY-Breast03

(L?f;)real world data reported lower rates of ILD mmmm
. 0

T-DXd (n = 257) 7@7) 18 (7.0) 27 (105)
T-DM1 (n = 261) 4(15) 1(04) 0 0 0 5(1.9)

There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

Modi et al, SABCS 2020; Modi et al, NEJM 2020; Cortes et al, ESMO 2021; Cortes et al, NEJM 2022; Fountzilas E et al, EBCC 2024



ILD - management

S \onitor for suspected ILD/P

¢ Interrupt T-DXd if ILD/P is suspected

* Rule out ILD/P if radiographic changes consistent with ILD/P or if acute onset of new or worsening pulmonary symptoms develop

Confirm ILD/P by evaluation

High-resolution CT, pulmonologist consultation, blood culture and CBC, bronchoscopy or BAL, PFTs and pulse oximetry, arterial blood gases,
PK analysis of blood sample (as clinically indicated and feasible)®

All ILD/P events regardless of severity or seriousness should be followed until resolution including after drug discontinuation

Manage ILD/P

* Interrupt T-DXd
« T-DXd can be resumed if the ILD/P resolves to grade 0
=If resolved in <28 days from onset, maintain dose @ @
=If resolved in >28 days from onset, reduce dose by 1
level® Permanently discontinue T-DXd Permanently discontinue T-DXd
@ Discontinue T-DXd if ILD/P occurs beyond day 22 and G ﬂ.
has not resolved within 49 days from the last infusion N "/
* Promptly start systemic glucocorticoids (e.g. 21 mg/kg/day
) g prednisone or equivalent) for 214 days until complete . S -
* Monitor and closely follow-up in 2-7 days for onset of resolution of clinical and chest CT findings, followed by . :::;:ﬂ“‘::;ﬂ:;m:gg; high-dose methylprednisolone i.v
Ellmc_?jl symptoms and pulse oximetry EﬂmdMI taper mera; weeks treatmezt (e 50%—1(!][& mg/day for 3 dz;;] followed h“I' .
* Lonsider: * Monitor oms close 3 . s e
- Fullu!u—up imaging in 1-2 W_eel_tS, or as clinically indicated . Re—irnageTt'}Enimllf ind!::ated ﬂ‘fﬂﬂfﬁ dl:tv 0: Prﬁ;‘“'ﬁﬁﬁg‘f:ﬁ?&? 2:%]4 days
—Starting systemic glucocorticoids (e.g. 20.5 mg/kg/day * If worsening or no improvement in clinical or diagnostic findi ntIF::w 'il :_50 dml i >4 E ks
prednisone or equivalent) until improvement, followed observations in 5 days: : R:42§5' dirﬁmligirrl?:lirl; :PEr over 24 wee
by pradual taper over 24 weeks ~Consider increasing dose of glucocorticoids (e.g. « If still n?i;sprmement W‘i'ﬂ'li: 3-5 days:
If diagnostic observations worsen despite initiation of 2 dmg!ksgtlriav predmf:le qlr eql e:'l':ﬂ.mﬂ' and -Reconsider additional workup for alternative etiologies as
corticosteroids, then follow grade 2 guidelines. sm;tnllll:b redm'" ml E"l'e} oiv.(e.g. described above
_ = = o S —Consider other immunosuppressants (e.g. infliximab or
We suggest considering steroids for selected grade 1 cases m:gﬂ;ﬂMﬂ workup for altemative etiologies as mycophenolate mofetil) and/or treat per local practice
that show extensive lung involvement or in patients at —Escalate care as clinically indicated
increased risk for progression of ILD/P

Rugo et al, ESMO Open 2022



Screen

ILD - five "S" Rules

R

Scan

N
@

Synergy

Suspend
Treatment

Steroids

Careful patient selection
is warranted before
initiating T-DXd to
optimize the monitoring
strategies based on

the baseline risk

Screening continues
during treatment,

with regular clinical
assessments to exclude
signs/symptoms of ILD

The fundamental
diagnostic tools for ILD
remain radiological
scans, with preference
for high-resolution CT
scans of the chest

A baseline scan is
recommended, with
repeat scans to be
performed every 6-12
weeks

Minimizing the risk
of ILD involves
teamwork, which
includes educating
patients and all the
care team, as well
as multidisciplinary
management once
ILD is suspected

T-DXd should always
be interrupted if ILD is
suspected, it can only
be restarted in the

case of asymptomatic
ILD that fully resolves

The mainstay

for treating T-DXd~
induced ILD remains
corticosteroids, with
the dose to be adapted
to the toxicity grade

Tarantino et al, JCO Onc Prac 2023




Alopecia

ALOPECIA
DBO3 36.2%
T-DXd

DB04 37.7%

Ascent 46%

SG
Tropics02 46%
Dato-Dxd TROPION-B 36%

Chemotherapy-induced hair loss

Some cancer treatments may
cause complete or partial hair
loss. Hair usually grows back
once the treatment is complete.

A cold cap filled with ice or coolant
may reduce or prevent hair loss
in some patients.

West et al, JAMA Oncol 2017



Conclusions...

* Despite being designed with the rationale of expanding the therapeutic indices of conventional
chemotherapies, ADCs can cause a number of distinct toxicities

* Anincreased understanding of these events and the optimization of diagnostic and management
are critical to maximize treatment duration and benefit

* Prophylaxis for nausea and vomiting and proactive management of ILD/pneumonitis are
especially important to improve safety of T-DXd and reduce risk of drug discontinuation

...and future challenges

e ADCs in the early setting
* Sequential use of different ADCs

* Combination therapies (i.e. immunotherapy, PARPi)
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