Prophylaxis, Monitoring & Management
of Dato-DXd associated Adverse Events

Key clinical takeaways

Datopotamab deruxtecan (Dato-DXd)
shows clinically meaningful activity

in previously treated advanced solid
tumours (including NSCLC and
HR+/HER2- breast cancer)

Proactive prophylaxis across
all AEs and education is critical

Structured, multidisciplinary
monitoring enables safe delivery,

Mucositis/stomatitis, nauseaq, @ including early detection and
and ocular events are key, mostly management of uncommon
low-grade toxicities, to be aware of but serious AEs such as interstitial

lung disease (ILD)

OCULAR SURFACE EVENTS

PROPHYLAXIS Have patients start preservative-free artificial tears 4 times daily
and avoid contact lenses.

MONITORING Refer patients to an eye care professional (optometrist or ophthal-
mologist) for an ophthalmic exam at treatment initiation, annually
while on treatment, at end of treatment, and as clinically indicated.
Monitor patients for ocular adverse reactions during treatment (ie,
redness, pain, teary eyes, blurred vision). If present, promptly refer
patients to an eye care professional.

MANAGEMENT Continue preservative-free artificial tears 4 times daily through-
out treatment in addition to corticosteroid drops at the discretion
of an ophthalmologist or eye care professional. Depending on
grade, consider delay and reduce the dose or discontinue.

ORAL MUCOSITIS/STOMATITIS

PROPHYLAXIS Develop an oral care plan that includes a corticosteroid-containing
mouthwash (eg, dexamethasone oral solution 0.1 mg/ mL or alter-
native corticosteroid mouthwash advocated by institutional/local
guidelines) and good oral hygiene. In the absence of a prophylactic
steroid-containing mouthwash, daily use of inert, bland mouth rins-
es e.g., with a non-alcoholic and/or bicarbonate-containing mouth-
wash, 6 to 8 times a day) is recommended.Consider prophylactic
cryotherapy (ie, ice chips or ice water held in the mouth throughout
the infusiong. [

MONITORING Perform regular oral exams to detect sensitivity, inflommation,/
tenderness, cmd/or sores throughout treatment.

MANAGEMENT If oral mucositis/stomatitis occurs, optimise prophylactic and
supportive medications, provide pain management with
lidocaine-based mouthwash, treat sores with clobetasol gel;
depending on grade, consider dose delay or reduction if
clinically indicated.

INTERSTITIAL LUNG DISEASE (iLD)

PATIENT Educate patients to reportimmediately if they have new or wors-
COUNSELLING ening shortness of breath, chest pain, or cough.

MONITORING Perform contrast-enhanced chest CT scan every 6-8 weeks or
according to institutional guidelines, and thoroughly review for any
signs of ILD.

MANAGEMENT Administration of Dato-DXd must be delayed for any ILD/pneumo-
nitis events regardless of grade. For Grade 1 events, Dato-DXd can
be restarted only if the event is resolved to Grade 0. If grade 2,
discontinue Dato-DXd.

AE, adverse event; CT, computed tomography; Dato-DXd, datopotamab deruxtecan; HER2-, human epidermal growth factor receptor
2 negative; HR+, hormone receptor positive; ILD, interstitial lung disease; NSCLC, non-small cell lung cancer
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Ocular surface events (Dry eye/Keratitis)

PROPHYLAXIS
- It should be strongly recommended that subjects/participants avoid the use of contact
@ lenses starting on the day of the first Dato-DXd dose and to use artificial tears (preferably
preservative-free) 4 times/day as a preventative measure and up to 8 times/day if
0 % clinically needed

MONITOR

- Refer patients to an eye care professional (optometrist k.

or ophthalmologist) for an ophthalmic exam at treatment initiation, :
2% annually while on treatment, at end of treatment,
(—)

and as clinically indicated

- Monitor patients for ocular adverse reactions during treatment

(i.e. redness, pain, teary eyes, blurred vision). If present, promptly
refer patients to an eye care professional

MANAGE*
| GRADE: |

- Consider obtaining an ophthalmologic assessment

< - Ensure use of artificial tears daily
(or increase frequency to 8 times daily)
S~ B!

- Obtain an ophthalmologic assessment

- Delay dose until resolved to grade <],
then maintain dose

—0—0— - Obtain an ophthalmologic assessment
B ABA| .pelaydose until resolved to grade <],

a |2| then reduce dose by 1level
GRADE 4:

- Obtain an urgent ophthalmologic assessment
- Discontinue Dato-DXd

Dato-DXd dose reduction schedule: starting dose = 6.0 mg/kg; 1¢t reduction = 4.0 mg/kg; 2™ reduction = 3.0 mg/kg; 3" reduction (for patients with lung cancer only) = 2.0
mg/kg; if further dose reduction required = discontinue treatment

aNCI CTCAE version 5.0 grading co R2 E D & &
Dato-DXd, datopotamab deruxtecan; NCI CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events
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Stomatitis and Mucositis Management with Dato-DXd

@ PROPHYLAXIS

Initiate daily oral care plan prior to administration of first Dato-DXd dose

- Gentle brushing of teeth after meals and at bedtime using
°_0 a soft toothbrush and a bland fluoride-containing toothpaste A

W Daily flossing, unless it causes pain or bleeding 4

- Daily use of a corticosteroid-containing mouthwash,
e.g. dexamethasone oral solution 0.1 mg/mL (10 mL, 4 times daily, S K
swish for 1-2 minutes then spit out), or a similar mouthwash regimen using |«
an alternative steroid advocated by institutional/local clinical practice : b d
guidelines is highly recommended; an oral nystatin suspension, or other <>
topical antifungal agents, may be considered 215 minutes after
the steroid-containing mouthwash. \.J
e @

.;
!

- Consider cryotherapy (ie, ice chips or ice water held in mouth)
during infusions

- Education on the importance of oral hygiene, hydration and J
=

lubrication of the oral mucosa and adherence to oral care plan

MONITOR

- Stomatitis often occurs earlier during the course

of Dato-DXd therapy but can occur at anytime
throughout treatment

PFaON - Regular oral exams by oncology care team

@ to detect mucositis early

- Oral sensitivity, inflammation
and tenderness of the oral mucosa
can occur without the appearance of sores

@ MANAGE®

SUPPORTIVE CARE DOSE MODIFICATIONS
- Increase frequency of mouthwash Y>3 AMaintain dose, optimise
—— i Q|@ rophylactic and supportive
to up to every hour, if necessary prophyld PP
S . . . Q|2 medications
= - Use steroid-containing mouthwash Q@ @ .
- as soon as oral pain, inflammation, [EILL:IFAconsider a dose delay
or ulcerqt|on deve'ops or reduct|on |f nOt resolved

- Provide pain management

(lidocaine-based mouthwash - If prophylaxis and supportive medications

topical clobetasol gel) have not yet been optimised, delay dose
. . until resolved to grade <1 or baseline, optimise
- Consider referral to a dentist, medications, and then maintain dose
oral surgeon, oral medicine expert, If hvlaxi d ti dicati
or dermatologist for severe - [T prophylaxis and supportive mecications -
or persistent events have already been optimised, delay dose until

resolved to grade <1 or baseline, then reduce
the dose by 1level

(c]:7:.\»] F:HDiscontinue Dato-DXd

Dato-DXd dose reduction schedule: starting dose = 6.0 mg/kg; 1t reduction = 4.0 mg/kg; 2™ reduction = 3.0 mg/kg; 3 reduction (for patients with lung cancer only) =
2.0 mg/kg; if further dose reduction required = discontinue treatment

°NCI CTCAE version 5.0 grading co R2 E D

Dato-DXd, datopotamab deruxtecan; NCI CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events
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Interstitial Lung Disease (ILD)

MONITOR N

- Patients should be monitored for new or worsening signs and symptoms

5&(\5 of ILD/pneumonitis during treatment with Dato-DXd % - Ko ”
y - Educate patients to reportimmediately if they have new or worsening A (W J
- shortness of breath, chest pain or cough (don't self-treat with OTC cough —

medications) ';'v A
@ CONFIRM -

- Perform contrast-enhanced chest CT scan every 6-8 weeks or according
to institutional guidelines, and thoroughly review for any signs of ILD
- Evaluations should include:
- High-resolution CT - Pulmonologist consultation
(infectious disease consultation as clinically indicated)
@ - Bronchoscopy and BAL if clinically indicated and feasible

- Pulmonary function tests (including FVC and CO diffusing
capacity) and pulse oximetry (Sp0O2)
- Clinical laboratory tests (arterial blood gases

if clinically indicated, blood culture, blood cell count,
differential WBC, CRP, COVID-19 test)

- If clinical or diagnostic observations
worsen or do not improve in 5 days:

. : ; ; : - Consider jncreasing corticosteroid dose
Con§|der a consultation with a.pulmonologlst (e.g., 2m )_kg daxlpgedr)iseone or equivalent)
* Monitor and closely follow-up in 2-7 days and switching to IV qdministration (e.g.,
for onset of clinical symptoms and SpO2 methylprednisolone
- Consider follow-up imaging in 1-2 weeks - Reconsider additional workup
(or as clinically indicated for alternative etiologies
- Consider starting systemic corticosteroids (e.g., - Escalate care as clinically indicated
at least 0.5 mg/kgt/ddy prednisone or equivalent) GRADE 3-4:
until improvement, followed by gradual taper over . . .
at least 4 weeks - Permanently discontinue treatment
- Pause Dato-DXd until resolved to grade 0, then: - Consider a consultation with a pulmonologist
- If resolved in <28 days from day - Hospitalisation required
of onset, maintain dose - Promptly initiate intensive corticosteroid
- If resolved in >28 days from day treatment empiric h(ijgh—dose ethylprednisol)one
of onset, reduce dose by one level IV treatment (eg, 500-1000 mgg? ay for 3 days),
GRADE 2: followed by prednisone 21.0 mg/kg/day (or .
= . . eqw_vqlenty or 214 days or until complete resolution
- Permanently discontinue Dato-DXd of clinical symptoms and chest CT findings,
- Consider a consultation with a pulmonologist followed by gradual taper over 24 weeks
- Promptly start systemic corticosteroids - Re-image as clinically indicated

§e.g., at least 1 mg/kg/day prednisone or equivalent) - If still no improvement within 3-5 days:
or at least 14 days or until complete resolution - Reconsider additional workup

- Monitor symptoms closely for alternative etiologies
- Re-image as clinically indicated « Consider other immunosuppressants
ondfor treat per local practice

Dato-DXd dose reduction schedule: starting dose = 6.0 mg/kg; 1% reduction = 4.0 mg/kg; 2" reduction = 3.0 mg/kg; 3 reduction (for patients with lung cancer only)
= 2.0 mg/kg; if further dose reduction required = discontinue treatment

°NCI CTCAE version 5.0 grading;

BAL, bronchoalveolar lavage; CO, carbon monoxide; CRP, C-reactive protein; CT, computed tomography; Dato-DXd, datopotamalb
deruxtecan; FVC, forced vital capacity; ILD, interstitial lung disease; 1V, intravenous; NCI CTCAE, National Cancer Institute Common co R2 E D o
Terminology Criteria for Adverse Events; OTC, over the counter; SpO2, pulse oximetry; WBC, white blood cell
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Dato-DXd Starter Checklist

Patient Counselling Checklist
LUNG CARE COUNSELLING

D Counsel patient to report immediately if they have new or worsening shortness of breath, chest

pain, cough, or fever

ORAL CARE COUNSELLING

Ensure patients have been prescribed dexamethasone mouthwash (0.1 mg/mL) or equivalent

Counsel patient to swish and gargle dexamethasone mouthwash (0.1 mg/mL) for 1-2 minutes,
4 times daily, then spit out; avoid eating or drinking for 30 minutes after use

Ensure patients have a soft toothbrush, bland fluoride-containing toothpaste, floss,
and tongue scraper

Counsel patients to brush teeth after meals, and floss and tongue scrape daily

Oooo

EYE CARE COUNSELLING

Ensure patients can obtain preservative-free artificial tears
Counsel patients to use artificial tears 4 times daily
Counsel patients to avoid contact lenses and practice good skin hygiene around the eyes

Provide eye care professional contact

OO0O00

Counsel patients to report tearing eyes and blurring vision immediately

Counsel patients to use eye drops and mouthwash simultaneously each day to improve patient adherence

Dato-DXd Infusion Checklist

Ice water, ice chips, or popsicle to hold in mouth during infusion for stomatitis prevention
Antiemetic premedication 30 minutes before infusion for N/V prevention

OO0

Antihistamines and acetaminophen premedication 30 minutes before infusion
for IRR prevention

Exam Checklist

Ask patient if they are experiencing any tearing eyes and/or blurring vision
to assess for ocular toxicities

Ask patient if they are experiencing any oral sensitivity, inflammation,
and/or tenderness and provide an oral exam to assess stomatitis

Ask patient if they are experiencing shortness of breath, chest pain,
cou?h, or fever, measure baseline oxygen saturation, and review
contrast-enhanced or high-resolution chest CT scan every 6 weeks
or according to institutional guidelines to assess for ILD

Assess for Gl toxicities (N/V and diarrhea)

Assess all lab workup for abnormailities of clinical significance
(eg, neutropenia, anemia, etc.)

If any of the above toxicities are present, address based on grade

OO0 OO0

CT, computed tomography; Dato-DXd, datopotamab deruxtecan; Gl, gastrointestinal; ILD, interstitial lung disease IRR,
infusion-related reactions; N/V, nausea and vomiting
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Abstract

OVERVIEW

Review article focused on stomatitis,
associated with Dato-DXd:

* Summarises stomatitis incidence observed in
TROPION-LungO01, TROPION-LuUng05, TROPION-BreastOl1
and TROPION-PanTumorO1 trials

* Prophylactic recommendations include
a daily oral care plan with education for oral hygiene
and hydration, utilisation of a steroid-containing
mouthwash and cryotherapy

* Reviews clinical management strategies to reduce
severity and duration of stomatitis, with ongoing
studies aiming to better prevention and treatment 4
protocols to optimise patient outcome -
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OVERVIEW

Review article focused on toxicitc}l management
of AEs associated with Dato-DXd:

* Summarises AE incidence in Dato-DXd
clinical trials

* Provides practical insights from
a multidisciplinary HCP team on prophylaxis,
monitoring and management of key AEs
including oral mucositis/stomatitis, nausea
and vomiting, ocular surface events
and interstitial lung disease
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