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WELCOME

Welcome to the BeSTRO
Autumn Meeting 2026

Dear colleagues,

On behalf of the BeSTRO/BARO board and the scientific committee, it is my great pleasure to welcome you to
our Annual Autumn Meeting 2026, taking place on 9-10 October 2026 at the Palais des Congrés de Mons.

This year’s meeting is centred around the theme “Combined Therapy”, a topic that reflects the increasingly
multidisciplinary nature of modern cancer care. As treatment strategies continue to evolve, collaboration
between radiotherapy and other therapeutic modalities plays an essential role in improving patient outcomes.
We are delighted to bring together national and international experts who will share the latest scientific
developments, clinical experience, and future perspectives in this rapidly advancing field.

Over the course of the meeting, you will have the opportunity to attend a diverse scientific programme. We will
start with broad overviews on the advantages and risks of combination therapy in both the clinical and pre-
clinical setting, followed by disease-specific sessions focusing on head and neck, lung, gastrointestinal and
breast cancer. In addition, dedicated lectures will provide updates on topics of direct relevance to our daily
practice, including the nomenclature. As always, we are also pleased to provide a platform for our junior
colleagues to present their work and contribute to the scientific discussion.

I would like to express my sincere gratitude to the scientific committee for their dedication in putting together
this excellent programme, as well as to all speakers for sharing their expertise. I would also like to thank our
partners for their continued support, which makes this meeting possible. We encourage you to visit the
exhibition area during the breaks and engage with our sponsors.

Finally, I would like to thank all of you for being part of our BeSTRO/BARO community. Your enthusiasm,
commitment, and active participation are what make this meeting such a valuable opportunity to learn from
one another and strengthen our professional network.

I wish you an inspiring meeting and a pleasant stay in Mons.

Paul Meijnders
President, BeSTRO/BARO
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Practical information

DATES VENUE
Friday 9 October 2026 Conference center
Saturday 10 October 2026 Palais des Congrés de Mons
Friday from 13:30 - Saturday from 08:30 Avenue Mélina Mercouri 9

7000 Mons

www.palaisdescongresmons.be/nl

Next to the Van der Valk Hotel Mons

CONFERENCE CENTER |

Left: Van der Valk Hotel - right: the conference center Palais des Congrés de Mons (Avenue Mélina Mercouri 9, 7000 Mons)

VISIT THE EXHIBITION

Our partners welcome you in the Atrium (ground floor) during registration and the coffee breaks.

Friday 9 October Saturday 10 October

13:30 - Registration & welcome coffee 08:30 - Registration & welcome coffee
15:20 - Coffee break 10:05 - Coffee break



https://www.palaisdescongresmons.be/nl
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BeSTRO warmly thanks all partners for their continued support, which makes this meeting possible.
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YOUR BEAMS.

We are a trusted partner in what comes next.
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D IMFINZI &\ TAGRISSO

durvalumab osimertinib

Injection for Intravenous Use 50 mg/mL.

T

I
PACIFIC!

Locally advanced Limited stage SCLC Locally advanced unresectable NSCLC
unresectable NSCLC with activating EGFR-mutation
with PDL-1expression > 1% [EXON-19-DEL +EXON-21 (L858R)]
CISPLATIN RADIOTHERAPY
OR CARBOPLATIN (concomitant or sequential)

(For ADRIATIC indication: + ETOPOSIDE)

Up to
4
cycles

UPTO UPTO UNTIL DISEASE
12 MONTHS* 24 MONTHS* PROGRESSION

\\ * No disease progression during or following CT ; * Until disease progression or unacceptable toxicity //

References: 1. SmPC IMFINZI®, lat

viations: CT = Chemotherapy; RT = Radiotherapy; NSCLC = Non-Small Cel Lung Cancer ing Cancer; EGFR = Epit9 = Programmed cell Death-Ligand 1
NS ID XL-4069-Revision date 02/2026-VA Local code: 252




ESSENTIAL INFORMATION. 1. NAME OF THE MEDICINAL PRODUCT. TAGRISSO 40 mg film-coated tablets. TAGRISSO 80 mg film-coated tablets. 2. QUALITATIVE AND QUANTITATIVE COMPOSITION. N N
TAGRISSO 40 mg tablets. Each tablet contains 40 mg osimertinib (as mesylate). TAGRISSQ 80 mg tablets. Each tablet contains 80 mg osimertinib (as mesylate). Excipient with known effect. TAGRISS040mg | EX-factory price excl. VAT Reimbursed
lablets. Each tablet contains 0.3 mg sodium. TAGRISSO 80 mg tablets. Each tablet contains 0.6 mg sodium. For the full list of excipients, see section ‘List of excipients’ of the SmPC. 3. PHARMACEUTICAL
FORM. Film-coated tablet (tablet). TAGRISSO 40 mg tablets. Beige, 9 mm, round, biconvex tablet, debossed with *AZ" and *40" on one side and plain on the reverse. TAGRISSQ 80 mg tablets. Beige, 80 mgXx 30 tablets | € 5,795 100%
7.25% 14 5 mm, oval, biconvex tablet, debossed with “AZ" and “80" on one side and plain on the reverse. 4. CLINICAL PARTICULARS. 4.1 TI p TAGRISSO as is indicated 40 mg X 30 tab|ets € 5 795 °
for: e the adjuvant treatment after complete tumour resection in adult patients with stage IB-IlIA non-small cell lung cancer (NSCLC) whose tumours have epidermal growth factor receptor (EGFR) exon 19 !
deletions or exon 21 (L858R) substitution mutations (see section ‘Pharmacodynamic properties’ of the SmPC). © the treatment of adult patients with locally advanced, unresectable NSCLC whose tumours have
EGFR exon 19 deletions or exon 21 (L858R) substitution mutations and whose disease has not progressed during or following platinum based chemoradiation therapy. ® the first-line treatment of adult patients with locally advanced or metastatic NSCLC with activating EGFR mutations.  the
treatment of adult patients with locally advanced or metastatic EGFR T790M mutation-positive NSCLC. TAGRISSO is indicated in jon with: ® p and plat based for the first-line treatment of adult patients with advanced NSCLC whose tumours have EGFR
exon 19 deletions or exon 21 (L858R) substitution mutations. 4.2 Posology and method of administration. Treatment with TAGRISSO should be initiated by a physician experienced in the use of anticancer therapies. When considering the use of TAGRISSO, EGFR mutation status (in tumour
specimens for adjuvant treatment or for treatment of locally advanced, unresectable Iumours and tumour or plasma specimens for locally advanced or metastatic setting) should be determined using a validated test method (see section ‘Special warnings and precautions for use’ of the SmPC).

Posology. Monotherapy. The recommended dose is 80 mg osimertinib once a day. Ct therapy. The rece dose of TAGRISSO is 80 mg osimertinib once a day when taken with pemetrexed and platinum-based chemotherapy. Refer to the Summary of Product Characteristics for
pemetrexed and cisplatin or carboplatin for the respective dosing information. Patients in the adjuvant setting should receive treatment until disease recurrence or unacceptable toxicity. Treatment duration for more than 3 years was not studied. Patients with locally advanced or metastatic lung
cancer should receive TAGRISSO treatment until disease progression or unacceptable toxicity. If a dose of TAGRISSO is missed, the dose should be made up unless the next dose is due within 12 hours. TAGRISSO can be taken with or without food at the same time each day. Dose adjustments.
Dosing interruption and/or dose reduction may be required based on individual safety and tolerability. If dose reduction is necessary, then the dose should be reduced to 40 mg taken once daily. Dose reduction guidelines for adverse reactions toxicities are provided in Table 1. Table 1.
Recommended dose modifications for TAGRISSO [Target organ: Adverse reaction’: Dose modification]. Pu/monary®: Adverse reaction®: ILD/Pneumonitis®; Dose modification: Permanently discontinue TAGRISSO. Adverse reaction®: Grade 1 Radiation Pneumonitis; Dose modification:
Consider withholding or continue TAGRISSO, as clinically indicated. Adverse reaction®: Grade 2 Radiation Pneumonitis; Dose modification: Withhold TAGRISSO until symptoms resolve. TAGRISSO may be restarted. Permanently discontinue if symptoms do not resolve after 4 weeks or Grade 2
Radiation Pneumonitis recurs. Adverse reaction®: Grade 3 or 4 Radiation Pneumonitis; Dose modification: Permanently discontinue TAGRISSO. Cardiac®: Adverse reaction®: QTc interval greater than 500 msec on at least 2 separate ECGs; Dose modification: Withhold TAGRISSO until QTc interval
is less than 481 msec or recovery to baseline if baseline QTc is greater than or equal to 481 msec, then restart at a reduced dose (40 mg). Adverse reaction®: QTc interval prolongation with signs/symptoms of serious arrhythmia; Dose modification: Permanently discontinue TAGRISSO. Cutaneous®:
Adverse reaction?: Stevens-Johnson Syndrome and Toxic epidermal necrolysis; Dose modification: Permanently discontinue TAGRISSO. Blood and lymphatic system®: Adverse reaction®; Aplastic anaemia; Dose modification: Permanently discontinue TAGRISSO. Other: Adverse reaction?; Grade 3
or higher adverse reaction; Dose modification: Withhold TAGRISSO for up to 3 weeks. Adverse reaction?: If Grade 3 or higher adverse reaction improves to Grade 0-2 after withholding of TAGRISSO for up to 3 weeks; Dose modification: TAGRISSO may be restarted at the same dose (80 mg) or a
lower dose (40 mg). Adverse reaction®: Grade 3 or higher adverse reaction that does not improve to Grade 0-2 after withholding for up to 3 weeks; Dose modification: Permanently discontinue TAGRISSO. *Note: The intensity of clinical adverse events graded by the National Cancer Institute (NCI)
Common Terminology Criteria for Adverse Events (CTCAE) version 5.0. *Refer to section ‘Special warnings and precautions for use’ of the SmPC. ILD/Pneumonitis including ILD/Pneumonitis following definitive plati based cf ion therapy. ECGs: El ; QTc: QT interval
corrected for heart rate. Combination therapy. When TAGRISSO is used in combination, any of the treatment components should be dose modified, as appropriate. For TAGRISSO dose modification instructions, see Table 1. The pemetrexed, cisplatin or carboplatin dose should be modified in
accordance with the instructions in their respective Summary of Product Characteristics. Cisplatin and/or carboplatin should be used for up to 4 cycles. Special ions. No dose adjustment is required due to patient age, body weight, gender, ethnicity and smoking status (see section
‘Pharmacokinetic properties’ of the SmPC). Hepatic impairment. Based on clinical studies, no dose adjustments are necessary in patients with mild hepatic impairment (Child Pugh A) or moderate hepatic impairment (Child Pugh B). Similarly, based on population pharmacokinetic analysis, no dose
adjustment is recommended in patients with mild hepatic impairment (total bilirubin <upper limit of normal (ULN) and aspartate aminotransferase (AST) >ULN or total bilirubin >1.0 to 1.5 times ULN and any AST) or moderate hepatic impairment (total bilirubin between 1.5 to 3 times ULN and any
AST). The safety and efficacy of this medicinal product has not been established in patients with severe hepatic impairment. Until additional data become available, use in patients with severe hepatic impairment is not r (see section ‘Phar inetic properties’ of the SmPC). Renal
impairment. Based on clinical studies and population PK analysis, no dose adjustments are necessary in patients with mild, moderate, or severe renal impairment. The safety and efficacy of this medicinal product has not been established in patients with end-stage renal disease [creatinine clearance
(CLer) less than 15 mL/min, calculated by the Cockcroft and Gault equation], or on dialysis. Caution should be exercised when treating patients with severe and end-stage renal impairment (see section ‘Pharmacokinetic properties’ of the SmPC). Paediatric population. The safety and efficacy of
TAGRISSO in children or adolescents aged less than 18 years have not been established. No data are available. Method of administration. This medicinal product is for oral use. The tablet should be swallowed whole with water and it should not be crushed, split or chewed. If the patient is unable
to swallow the tablet, the tablet may first be dispersed in 50 mL of non carbonated water. It should be dropped in the water, without crushing, stirred until dispersed and immediately swallowed. An additional half a glass of water should be added to ensure that no residue remains and then immediately
swallowed. No other liquids should be added. If administration via nasogastric tube is required, the same process as above should be followed but using volumes of 15 mL for the initial dispersion and 15 mL for the residue rinses. The resulting 30 mL of liquid should be administered as per the
nasogastric tube manufacturer’s instructions with appropriate water flushes. The dispersion and residues should be administered within 30 minutes of the addition of the tablets to water. 4.3 Gontr Hypersensitivity to the active substance or to any of the excipients listed in section
‘List of excipients’ of the SmPC. St. John’s Wort should not be used together with TAGRISSO (see section ‘Interactions with other medicinal products and other forms of interaction’ of the SmPC). 4.4 i effects. Summary of the safety profile. Studies in EGFR mutation-positive NSCLC
patients. The safety of TAGRISSO as a monotherapy is based on pooled data from 1956 patients with EGFR mutation-positive non-small cell lung cancer. These patients received TAGRISSO at a dose of 80 mg daily in five randomised Phase 3 studies (ADAURA, adjuvant; FLAURA, and FLAURA2
(monotherapy arm) first line; LAURA (post platinum-based chemoradiation therapy) and AURA3, second line only), two Phase 2 single-arm studies (AURAex and AURA, second line or later) and one Phase 1 study (AURAT, first line or later) (see section ‘Pharmacodynamic properties’ of the SmPC).
Most adverse reactions were Grade 1 or 2 in severity. The most commonly reported adverse drug reactions (ADRs) were diarrhoea (46%), rash (45%), paronychia (33%), dry skin (31%), and stomatitis (23%). Grade 3 and Grade 4 adverse reactions across the studies were 11% and 0.2%, respectively.

In patients treated with TAGRISSO 80 mg once daily, dose reductions due to adverse reactions occurred in 3.4% of the patients. Discontinuation due to adverse reactions was 5.5%. The safety of TAGRISSO given in combination with p: d and platinum-based is based on data
in 276 patients with EGFR mutation-positive NSCLC and was consistent with TAGRISSO monotherapy and known safety profiles of pemetrexed and platinum-based chemotherapy. The most commonly reported ADRs when TAGRISSO was given in combination with pemetrexed and platinum based
chemotherapy were rash (49%), diarrhoea (43%), decreased appetite (31%), stomatitis (31%), paronychia (27%) and dry skin (24%). When TAGRISSO is administered as combination therapy, refer to the Summary of Product Characteristics for the resp therapy prior

to initiation of treatment. Patients with a medical history of ILD, drug-induced ILD, radiation pneumonitis that required steroid treatment, or any evidence of clinically active ILD were excluded from clinical studies. Patients with clinically important abnormalities in rhythm and conduction as measured
by resting electrocardiogram (ECG) (e.g. QTc interval greater than 470 msec) were excluded from these studies. Patients were evaluated for LVEF at screening and every 12 weeks thereafter. Tabulated list of adverse reactions. Adverse reactions have been assigned to the frequency categories in
Table 2 where possible based on the incidence of comparable adverse event reports in a pooled dataset from the 1956 EGFR mutation-positive NSCLC patients who received TAGRISSO monotherapy at a dose of 80 mg daily in the ADAURA, FLAURA, FLAURA2, LAURA, AURA3, AURAex, AURA
2 and AURAT studies and in 276 patients treated with TAGRISSO in combination with pemetrexed and platinum-based chemotherapy in the FLAURA2 study. Adverse reactions are listed according to system organ class (SOC) in MedDRA. Within each system organ class, the adverse drug reactions
are ranked by frequency, with the most frequent reactions first. Within each frequency grouping, adverse drug reactions are presented in order of decreasing seriousness. In addition, the corresponding frequency category for each adverse reaction is based on the CIOMS Il convention and is defined
as: very common (=1/10); common (=1/100 to <1/10); uncommon (=1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000); not known (cannot be estimated from available data). Table 2. Adverse reactlons reported in ADAURA, LAURA, FLAURA, FLAURA2 and AURA
studies [MedDRA SOC and MedDRA term: TAGRISSO*: CIOMS descnplor/ overall frequency (all CTCAE grades)®/ Frequency of CTCAE grade 3 or higher/ with pe d and i ba: : CIOMS descriptor/ overall frequency (all CTCAE
grades)®/ Frequency of CTCAE grade 3 or higher]. Hepatitis B ivation®: TAGRISSO®: CIOMS descriptor/ overall frequency (all CTCAE grades): Not known; TAGRISSO®: Frequency of CTCAE grade 3or highere: Not known. TAGRISSO with pemetrexed and
platinum-based chemotherapy®: CIOMS descriptor/ overall lrequency (all CTCAE grades)®: 0%; TAGRISSO with pemetrexed and platinum-based chematherapy" Frequency of CTCAE grade 3 or higher®: 0%. Blood and lymphatic system disorders: Aplastic anaemia: TAGRISSO*: CIOMS descriptor/
overall frequency (all CTCAE grades)®: Rare (0.05%); TAGRISSO®: Frequency of CTCAE grade 3 or higher: 0.05%. TAGRISSO with p and pl based CIOMS descriptor/ overall frequency (all CTCAE grades): 0%; TAGRISSO with pemetrexed and platinum-based
chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0%. Thrombocytopenia: TAGRISSO?: CIOMS descriptor/ overall frequency (aH CTCAE grades) Common (7%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 0.6%. TAGRISSO with pemetrexed and platinum-based chemotherapy®:
CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (18.5%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 6.9%. Neutropenia: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (6%);
TAGRISSO®: Frequency of CTCAE grade 3 or higher®: 0.9%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (24.6%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE
grade 3 or higher®: 13.4%. Leukopenia: TAGRISS0? CIOMS descriptor/ overaII frequency (all CTCAE grades)™: Common (5%); TAGRISS0?: Frequency of CTCAE grade 3 or higher®: 0.4%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all
CTCAE grades)®: Very common (12.7%); TAGRISSO with p: and plati d " Frequency of CTCAE grade 3 or higher®: 2.9%. Lymphopenia: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades): Common (1.6%); TAGRISSO®: Frequency of CTCAE grade 3
or higher®: 0.3%. TAGRISSO with pemetrexed and plalmum based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (2.5%); TAGRISSO with pemetrexed and platinum-based chemotherapy“ Frequency of CTCAE grade 3 or higher®: 1.1%. Metabolism and nutrition
disorders: Decreased appetite: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)°: Very common (19%); TAGRISSO®: Frequency of CTCAE grade 3 or higher®: 1.1%. TAGRISSO with p and d CIOMS descriptor/ overall frequency (all CTCAE
grades)”: Very common (31%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 2.9%. Eye disorders: Keratitis®: TAGRISSO®: CIOMS descrrmor/ overall frequency (all CTCAE grades): Uncommon (0.6%); TAGRISSO® Frequency of CTCAE
grade 3 or higher®: 0.05%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Uncommon (0.7%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0%. Cardiac
disorders: Cardiac failure: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Uncommon (0.5%); TAGRISSO® Frequency of CTCAE grade 3 or higherc: 0.2%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE
grades)®: Common (1.8%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 1.1%'. Respiratory, thoracic and mediastinal disorders: Epistaxis: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (6%);
TAGRISSO® Frequency of CTCAE grade 3 or higher®: 0%. TAGRISSO with p and plati based apy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (7%); TAGRISSO with and plati based " Frequency of CTCAE grade 3 or
higher®: 0.4%. Interstitial lung disease: TAGRISSO: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (4.3%)?; TAGRISSO®: Frequency of CTCAE grade 3 or higher®: 1.4%". TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all
CTCAE grades)®: Common (3.3%)’; TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0.7%'. Radiation Pneumonitis®: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)”: Common (4%); TAGRISSO*: Frequency of CTCAE
grade 3 or higher®: 0.2%. TAGRISSO with pi and plati based b CIOMS descriptor/ overall frequency (all CTCAE grades): 0%; TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher: 0%. Eosinophilic Pneumonia®:
TAGRISS0® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Not known; TAGRISSO? Frequency of CTCAE grade 3 or higher®: Not known. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades): 0%; TAGRISSO with

and plati based : Frequency of CTCAE grade 3 or higher®: 0%. Gastrointestinal disorders: Diarrhoea: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)“: Very common (46%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 1.5%. TAGRISSO
with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades): Very common (43%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 2.9%. Stomatitis': TAGRISSO®: CIOMS descriptor/ overall
frequency (all CTCAE grades)®: Very common (23%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 0.4%. TAGRISSO with and plati based apy": CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (31%); TAGRISSO with pemetrexed and
platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher“: 0.4%. Skin and subcutaneous tissue disorders: Rash™ TAGRISSO¢: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (45%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 0.8%. TAGRISSO
with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (49%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 2.5%. Paronychia™: TAGRISSO% CIOMS descriptor/ overall
frequency (all CTCAE grades)®: Very common (33%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 0.4%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (27%); TAGRISSO with pemetrexed and
platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0.7%. Dry skin®: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (31%); TAGRISSO®: Frequency of CTCAE grade 3 or higher®: 0.2%. TAGRISSO with pemetrexed and platinum-based
chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (24%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0%. Pruritus’: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very
common (17%); TAGRISSO% Frequency of CTCAE grade 3 or higher®: 0.05%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (8%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of
CTCAE grade 3 or higher®: 0%. Alopecia: TAGRISS02 CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (5%); TAGRISSO?; Frequency of CTCAE grade 3 or higher®: 0%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE
grades)®: Common (9%); TAGRISSO with p d and plati based Frequency of CTCAE grade 3 or higher*: 0%. Palmar-plantar erythrodysaesthesia syndrome: TAGRISSO? CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (1.9%); TAGRISSO® Frequency
of CTCAE grade 3 or higher: 0%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)*: Common (6%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0%. Urticaria:
TAGRISSO?: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (1.9%); TAGRISSO?: Frequency of CTCAE grade 3 or higher®: 0.1%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (1.4%); TAGRISSO
with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0.4%. Skin hyperpigmentation®: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®: Uncommon (0.9%); TAGRISSO*: Frequency of CTCAE grade 3 or higher®: 0%. TAGRISSO with
pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (2.5%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0%. Erythema multiforme". TAGRISS0? CIOMS descriptor/ overall
frequency (all CTCAE grades): Uncommon (0.3%); TAGRISSO* Frequency of CTCAE grade 3 or higher: 0%. TAGRISSO with p and plati bi 0y®: CIOMS i overall frequency (all CTCAE grades)®: Common (1.4%); TAGRISSO with pemetrexed and platinum-based
chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0.7%. Cutaneous vasculitis®: TAGRISSO®: CIOMS descriptor/ overall frequency (all CTCAE grades)”: Uncommon (0.2%). TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)
©: 0%; TAGRISSO with and plalir based Frequency of CTCAE grade 3 or higher®: 0%.Stevens-Johnson syndrome®: TAGRISSO® CIOMS descriptor/ overall frequency (all CTCAE grades)®/ Frequency of CTCAE grade 3 or higher®: Rare (0.02%). TAGRISSO with

and plati based b CIOMS descriptor/ overall frequency (all CTCAE grades)®: 0%; TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or highert: 0%. Toxic Epidermal Necrolysis®: TAGRISSO®: CIOMS descriptor/ overall
frequency (all CTCAE grades)“/ Frequency of CTCAE grade 3 or highere: Not known. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: 0%; TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE
grade 3 or higher®: 0% Left ventricular ejection fraction TAGRISSO®: CIOMS descriptor/ overall frequency (all CTCAE grades)/ Frequency of CTCAE grade 3 or higher: Common (4.1%). TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/
overall frequency (all CTCAE grades)°/ Frequency of CTCAE grade 3 or higher=: Common (8.0%). Blood creatine phosphokinase increased: TAGRISSO®: CIOMS descriptor/ overall frequency (all CTCAE grades)°: Common (2%); TAGRISSO®: Frequency of CTCAE grade 3 or higher®: 0.4%. TAGRISSO
with p and pl : CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (3.3%); TAGRISSO with p and plati b b Frequency of CTCAE grade 3 or higher®: 1.1%. QTc interval prolongation”; TAGRISSO? CIOMS
descrrmor/ overall frequency (all CTCAE grades)/ Frequency of CTCAE grade 3 or higher®: Common (1.1%). TAGRISSO with pemetrexed and platrnum based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)*/ Frequency of CTCAE grade 3 or higher®: Common (1.8%).
Investlgatlons (Flndlngs based on test results presented as CTCAE grade shifts): Leukocytes decreased: TAGRISSO?: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (65%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 1.9%. TAGRISSO with pemetrexed
and plati : CIOMS i overall frequency (all CTCAE grades)®: Very common (88%); TAGRISSO with pemetrexed and plati based chemotherapy®: Frequency of CTCAE grade 3 or higher: 20%. Lymphocytes decreased": TAGRISSO®: CIOMS descriptor/ overall
frequency (all CTCAE grades)®: Very common (64%); TAGRISSO® Frequency of CTCAE grade 3 or higher®: 8%. TAGRISSO with pemetrexed and p\atrnum based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)“: Very common (78%); TAGRISSO with pemetrexed and platinum-
based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 16%. Platelet count decreased": TAGRISSO?: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (53%); TAGRISSO™ Frequency of CTCAE grade 3 or higher®: 1.3%. TAGRISSO with pemetrexed and platinum-based
chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (85%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 16%. Neutrophils decreased": TAGRISSO®: CIOMS descriptor/ overall frequency (all CTCAE
grades)®: Very common (36%); TAGRISSO Frequency of CTCAE grade 3 or higher®: 4.0%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades): Very common (85%); TAGRISSO with pemetrexed and platinum-based
chemotherapy®: Frequency of CTCAE grade 3 or higher: 36%. Blood creatinine increased: TAGRISSO?: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Common (5.6%); TAGRISSO® Frequency of CTCAE grade 3 or higher: 0.05%. TAGRISSO with pemetrexed and platinum-based
chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: Very common (22%); TAGRISSO with pemetrexed and platinum-based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0.4% and ive tissue di : Myositis: TAGRISSO?: CIOMS
descriptor/ overall frequency (all CTCAE grades)®: Uncommon (0.2%); TAGRISSO® Frequency of CTCAE grade 3 or highere: 0%. TAGRISSO with pemetrexed and platinum-based chemotherapy®: CIOMS descriptor/ overall frequency (all CTCAE grades)®: 0%; TAGRISSO with pemetrexed and platinum-
based chemotherapy®: Frequency of CTCAE grade 3 or higher®: 0%. *Data is pooled from ADAURA, FLAURA, FLAURA2 (monotherapy arm), LAURA and AURA (AURA3, AURAex, AURA 2 and AURA1) studies; only events for patients receiving at least one dose of TAGRISSO as their randomised
treatment are summarised. °Data is from the combination arm of the FLAURAZ study; only events for the patients receiving at least one dose of study treatment (TAGRISSO, pemetrexed, cisplatin or carboplatin) as their randomised treatment are summarised. The median duration of study treatment
was 22.3 months for patients in the TAGRISSO with p and plati based arm. °National Cancer Institute Common Terminology Criteria for Adverse Events (CTCAE), version 5.0. “Reported during post-marketing use. ¢Includes: corneal epithelium defect, corneal erosion,
keratitis, punctate keratitis. 'Two CTCAE Grade 5 events (fatal) were reported. ?Includes: interstitial lung disease (1.8%), pneumonitis (2.2%), pulmonary fibrosis (0.2%), organising pneumonia (0.1%). " Eight CTCAE Grade 5 events (fatal) were reported. 'Includes: interstitial lung disease (1.8%),
pneumonitis (1.1%), organising pneumonia (0.4%). ' One CTCAE Grade 5 event (fatal) was reported. *Includes: radiation fibrosis-lung (0.05%). 'Includes: mouth ulceration, stomatitis. ™ Includes: acne, dermatitis, dermatitis acneiform, drug eruption, erythema, folliculitis, pustule, rash, rash
erythematous, rash follicular, rash macular, rash maculo-papular, rash papular, rash pustular, rash pruritic, rash vesicular, skin erosion. "Includes: nail bed disorder, nail bed infection, nail bed inflammation, nail discolouration, nail disorder, nail dystrophy, nail infection, nail pigmentation, nail ridging,
nail toxicity, ( is, onycholysis, or or ia, paronychia. °Includes: dry skin, eczema, skin fissures, xeroderma, xerosis. PIncludes: eyelid pruritus, pruritus. ° Cases of erythema dyschromicum perstans have been reported in the post-marketing setting. ' Six
of the 1956 patients in the ADAURA, AURA, FLAURA, FLAURA2 (monotherapy arm), LAURA and AURA studies reported erythema multiforme. Post-marketing reports of erythema multiforme have also been received, including 7 reports from a post-marketing surveillance study (N=3578)
*Estimated frequency. The upper limit of the 95% Cl for the point estimate is 3/1956 (0.4%). One event was reported in a post-marketing study, and the frequency has been derived from the ADAURA, FLAURA, FLAURA2 (monotherapy arm), LAURA and AURA studies and the post-marketing
study (N=5534). "Represents the incidence of laboratory findings, not of reported adverse events. *Represents decreases greater than or equal to 10 percentage points and a drop to less than 50%. *Represents the incidence of patients who had a QTcF pi ion >500 msec. Description of
selected adverse reactions. /nterstitial lung disease (ILD). In the ADAURA, FLAURA, FLAURA2 (monotherapy arm), AURA and LAURA studies, ILD or ILD-like adverse reactions were reported in 4.3% of the 1956 patients. Eight fatal cases were reported. No fatal cases were reported in the adjuvant
setting. The incidence of ILD was 10.4% in patients of Japanese ethnicity, 2.8% in patients of non-Japanese Asian ethnicity and 3.2% in non Asian patients. The median time from first dose to onset of ILD or ILD-like adverse reactions was 85 days (see section ‘Special warnings and precautions
for use’ of the SmPC). ILD or ILD-like adverse reactions were reported in 7.7% and were fatal in 0.7% (n=1) of the 143 patients who received TAGRISSO following definitive platinum-based chemoradiation therapy in LAURA. The incidence of ILD was 6.6% in patients of non-Japanese Asian ethnicity
and 17.2% in non-Asian patients; no patients of Japanese ethnicity had an event of ILD. The median time from first dose to onset of ILD or ILD-like adverse reactions was 1.9 months. The median time from last dose of radiotherapy to onset of ILD or ILD-like adverse reactions was 3.0 months. ILD
or ILD-like adverse reactions were reported in 3.3% and were fatal in 0.4% (n=1) of the 276 patients who received TAGRISSO in combination with pemetrexed and platinum-based chemotherapy in FLAURA2. The incidence of ILD was 14.9% in patients of Japanese ethnicity and 1.7% in non-Asian
patients; no patients of non-Japanese Asian ethnicity had an event of ILD in the FLAURA2 combination arm. The median time from first dose to onset of ILD or ILD-like adverse reactions was 161 days. Radiation pneumonitis. In the LAURA study, following definitive platinum-based chemoradiation
therapy, radiation pneumonitis was reported in 48% of the 143 patients who received TAGRISSO and 38% of the 73 patients who received placebo. Three (2.1%) patients had Grade 3 events, all in the TAGRISSO arm, and no Grade 4 or Grade 5 events were reported in either arm. The median time
from first dose to onset of radiation pneumonitis was 1.7 months in the TAGRISSO arm and 1.8 months in the placebo arm. The median time from last dose of radiotherapy to onset of radiation pneumonitis was 2.5 months in the TAGRISSO arm and 2.6 months in the placebo arm. QTc inferval
prolongation. Of the 1956 patients in ADAURA, FLAURA, FLAURA2, LAURA and AURA studies treated with TAGRISSO monotherapy 80 mg, 1.1% of patients (n=21) were found to have a QTc greater than 500 msec, and 4% of patients (n=79) had an increase from baseline QTc greater than
60 msec. A pharmacokinetic/ pharmacodynamic analysis with TAGRISSO predicted a concentration-dependent increase in QTc interval prolongation. No QTc-related arrhythmias were reported in the ADAURA, LAURA, FLAURA, FLAURA2 or AURA studies (see sections ‘Special warnings and
precautions for use’ and ‘Pharmacodynamic properties’ of the SmPC). In patients who received TAGRISSO in combination with p d and plat based apy, the proportion of patients who experienced a QTc interval prolongation of greater than 500 msec with a greater than
60 msec increase from baseline was low and was similar with monotherapy (1.8% versus 1.5%). Gastrointestinal effects. In the ADAURA, FLAURA, FLAURA2, LAURA and AURA studies (TAGRISSO monotherapy; N=1956), diarrhoea was reported in 46% of patients of which 36% were Grade 1
events, 8.1% Grade 2 and 1.5% were Grade 3; no Grade 4 or 5 events were reported. Dose reduction was required in 0.6% of patients and dose interruption in 1.9%. Four events (0.2%) led to discontinuation. In ADAURA, FLAURA, FLAURA2 (monotherapy arm) and AURA3 the median time to
onset was 22 days, 19 days, 22 days and 22 days, respectively, and the median duration of the Grade 2 events was 11 days, 19 days, 17 days and 6 days, respectively. In patients who received TAGRISSO in combination with pemetrexed and platinum-based chemotherapy, diarrhoea was reported
in 43% of patients versus 41% of patients in monotherapy, most of these diarrhoea events were Grade 1 and Grade 2 events. Haematological events. Early reductions in the median laboratory counts of leukocytes, and platelets have been observed in patients treated with
TAGRISSO, which stabilised over time and then remained above the lower limit of normal. Adverse events of leukopenia, lymphopenia, neutropenia and thrombocytopenia have been reported, most of which were mlld or muderate in severity and did not lead to dose interruptions. Rare cases of
aplastic anaemia, including fatal events, have been reported in association with TAGRISSO treatment. TAGRISSO should be discontinued in patients with confirmed aplastic anaemia (see section ‘Posology and method of administration’ and ‘Special warnings and precautions for use’ of the SmPC).
Elderly. In ADAURA, FLAURA, FLAURA2, LAURA and AURA3 (TAGRISSO monotherapy; N=1956), 43% of patients were 65 years of age and older, and 11% were 75 years of age and older. Compared with younger patients (<65), more patients =65 years old had reported adverse reactions that
led to study dose modifications (interruptions or reductions) (18% versus 13%). The types of adverse events reported were similar regardless of age. Older patients reported more Grade 3 or higher adverse reactions compared to younger patients (14% versus 9%). No overall differences in efficacy
were observed between older and younger patients. A consistent pattern in safety and efficacy results was observed in the analysis of AURA Phase 2 studies. Of the 276 patients treated with TAGRISSO in combination with pemetrexed and platinum-based chemotherapy, 104 patients were 265 years
and 23 patients were =75 years of age. Older patients (=65 years) reported similar Grade 3 or higher adverse reactions compared to <65 years old patients (36% versus 36%) respectively. Dose modification for adverse reactions were reported in a higher proportion of patients =65 years as
compared to <65 years (34% vs 20%). Low body weight. Patients receiving TAGRISSO monotherapy (80 mg; N=1956) with low body weight (<50 kg) reported higher frequencies of Grade >3 adverse reactions (20% versus 10%) and Tc prolongation (12% versus 6%) than patients with higher
body weight (=50 kg). Patients who received TAGRISSO in with p d and plati based chemotherapy with low body weight (<50 kg) reported similar frequencies of Grade >3 adverse reactions (32% versus 37%) when compared to patients with higher body weight (=50 kg).
In contrast, dry skin (34% versus 22%) and stomatitis (40% versus 30%) were reported at higher frequencies in patients with low body weight (<50 kg) versus higher body weight (=50 kg). Reporting of suspected adverse reactions. Reporting suspected adverse reactions after authorisation of the
medicinal product is important. It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse reactions via: Belgium: Federal Agency for Medicines and Health Products - FAMHP, www.afmps.be, Division
Vigilance, Website: https://www.famhp.be/en/side_effect, E-mail: adr@fagg-afmps.be. Luxembourg: Centre Régional de Pharmacovigilance de Nancy or Division de la pharmacie et des médicaments de la Direction de la santé. Site internet : www.guichet.lu/pharmacovigilance. 5. MARKETING
AUTHORISATION HOLDER. AstraZeneca AB, SE-151 85 Sodertalje, Sweden. 6. MARKETING AUTHORISATION NUMBER(S). EU/1/16/1086/001 40 mg 30 film-coated tablets. EU/1/16/1086/002 80 mg 30 film-coated tablets. EU/1/16/1086/003 40 mg 28 film-coated tablets.
EU/1/16/1086/004 80 mg 28 film-coated tablets. 7. LEGAL STATUS DELIVERY. Medicinal product subject to medical prescription. 8. DATE OF REVISION OF THE TEXT. 05/2026. Detailed information on this medicinal product is available on the website of the European Medicines Agency
https://www.ema.europa.eu.
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ESSENTIAL INFORMATION. 1. NAME OF THE MEDICINAL PRODUCT. IMFINZI 50 mg/ml concentrate for solution for infusion. 2. QUALITATIVE AND QUANTITATIVE COMPOSITION. Each ml of concentrate for solution for infusion Ex-factory price excl. VAT T sed
contains 50 mg of durvalumab. One vial of 2.4 ml of concentrate contains 120 mg of durvalumab. One vial of 10 ml of concentrate contains 500 mg of durvalumab. Durvalumab is produced in mammalian (Chinese hamster ovary) cells by =

recombinant DNA For the full list of excipients, see section Lrsl of excipients’ of the SmPC 3. PHARMACEUTICAL FORM. Concentrate for solution for infusion (sterile concemrale) Clear to opalescent, colourless to slightly 500 mg/10 ml ‘ €2,487.69 100%
yellow solution, free from visible particles. The solution has a pH of app! 6.0and an of 400 mOsm/kg. 4. CLINICAL PARTICULARS. 4.1 Tl Non-Small Cell Lung Cancer (NSCLC). | 120 mg/2.4 ml ‘ €597.05 °

IMFINZ! in combination with platinum-based chemotherapy as neoadjuvant treatment, followed by IMFINZI as monotherapy as adjuvant treatment, is indicated for the treatment of adults with resectable NSCLC at high risk of recurrence
and no EGFR mutations or ALK rearrangements (for selection criteria, see section ‘Pharmacodynamic properties’ of the SmPC). IMFINZI as monotherapy is indicated for the treatment of locally advanced, unresectable non small ceH \ung cancer (NSCLC) in adults whose tumours express PD-L1 on
> 1% of tumour cells and whose disease has not progressed following platinum based chemoradiation therapy (see section ‘Pharmacodynamic properties’ of the SmPC). IMFINZI in combination with and plati is indicated for the first-line treatment of adults
with metastatic NSCLC with no sensitising EGFR mutations or ALK positive mutations. Small Cell Lung Cancer (SCLC). IMFINZI as monotherapy is indicated for the treatment of adults with limited-stage small cell lung cancer (LS»SCLC) whose disease has not progressed following platinum-based
chemoradiation therapy. IMFINZI in combination with etoposide and either carboplatin or cisplatin is indicated for the first-line treatment of adults with extensive-stage small cell lung cancer (ES-SCLC). Biliary Tract Cancer (BTC). IMFINZI in combination with gemcitabine and cisplatin is indicated
for the first line treatment of adults with unresectable or metastatic biliary tract cancer (BTC). Hepatocellular Carcinoma (HCC). IMFINZI as monotherapy is indicated for the first line treatment of adults with advanced or unresectable hepatocellular carcinoma (HCC). IMFINZI in combination with
tremelimumab is indicated for the first line treatment of adults with advanced or unresectable hepatocellular carcinoma (HCC). Endometrial Cancer. IMFINZI in combination with carboplatin and paclitaxel is indicated for the first-line treatment of adults with primary advanced or recurrent endometrial
cancer who are candidates for systemic therapy, followed by maintenance treatment with: ® IMFINZI as monotherapy in endometrial cancer that is mismatch repair deficient (dMMR); ® IMFINZI in combination with olaparib in endometrial cancer that is mismatch repair proficient (p)MMR). Muscle
Invasive Bladder Cancer (MIBC). IMFINZI in combination with gemcitabine and cisplatin as neoadjuvant treatment, followed by IMFINZI as monotherapy adjuvant treatment after radical cystectomy, is indicated for the treatment of adults with resectable muscle invasive bladder cancer (MIBC). Gastric
or Gastro-oesophageal Junction i (GC/GEJC). IMFINZI in fon with FLOT chemotherapy as neoadjuvant and adjuvant treatment, followed by adjuvant IMFINZI monotherapy, is indicated for the treatment of adults with resectable gastric or gastro oesophageal junction
adenocarcinoma. 4.2 Posology and method of administration. Treatment must be initiated and supervised by a physician experienced in the treatment of cancer. PD-L1 testing for patients with locally advanced NSCLC. Patients with locally advanced NSCLC should be evaluated for treatment
based on the tumour expression of PD-L1 confirmed by a validated test (see section ‘Pharmacodynamic properties’ of the SmPC). MMR testing for patients with endometrial cancer. Patients with endometrial cancer should be evaluated for treatment based on tumour MMR status confirmed by a
validated test (see section ‘Pharmacodynamic properties’ of the SmPC). Posology. The recommended dose for IMFINZI monotherapy and IMFINZI combination therapy is presented in Table 1. IMFINZI is administered as an intravenous rnfusron over 1 hour. When IMFINZI is administered in

combination with other therapeutic agents, refer to the summary of product characteristics (SmPC) of the therapeutic agents for further information. Table 1. Recommended dose of IMFINZI and therapy. apy: Locally Advanced NSCLC:
Recommended IMFINZI dose: 10 mg/kg every 2 weeks or 1 500 mg every 4 weeks®; Duration of therapy: Until disease progression, unacceptable toxicity, or a maximum of 12 months”. Indi - LS-SCLC: IMFINZI dose: 1500 mg every 4 weeks; Duration
of therapy: Until disease progression, unacceptable toxicity, or a maximum of 24 months. Indi - HCC: IMFINZI dose: 1 500 mg every 4 weeks?; Duration of therapy: Until disease or until toxicity. Indi -C

therapy: Resectable NSCLC: Recommended IMFINZI dose: 1 500 mg® in combination with platinum-based chemotherapy every 3 weeks for up to 4 cycles prior to surgery, followed by 1 500 mg monotherapy every 4 weeks for up to 12 cycles after surgery; Durallon of therapy: Neoadjuvant
phase: until disease progression that precludes definitive surgery or unacceptable toxicity. Adjuvant phase: until recurrence, unacceptable toxicity, or a maximum of 12 cycles after surgery. Metastatic NSCLC: Recommended IMFINZI dose: During platinum chemotherapy: 1 500 mg?in combination
with tremelimumab 75 mg’ and platinum-based chemotherapy every 3 weeks (21 days) for 4 cycles (12 weeks); Post-platinum chemotherapy: 1 500 mg every 4 weeks as monotherapy and histology-based pemetrexed maintenance® therapy every 4 weeks; A fifth dose of tremelimumab 75 mg'®

should be given at week 16 alongside IMFINZI; Duration of therapy: Until disease progression or ur toxicity. Indi - ion therapy: ES-SCLC: Recommended IMFINZI dose: 1 500 mg" in combination with chemotherapy every 3 weeks (21 days) for 4 cycles, followed
by 1 500 mg every 4 weeks as monotherapy; Duration of therapy: Until disease progression or L toxicity. Indication - ination therapy: BTC: IMFINZI dose: 1 500 mg' in combination with chemotherapy every 3 weeks (21 days) up to 8 cycles, followed by
1500 mg every 4 weeks as monotherapy; Duration of therapy: Until disease 1 or until le onicity ication - Combination therapy: HCC: IMFINZI dose: IMFINZI 1 500 mg' administered in combination with 300 mg' tremelimumab as a single dose at
Cycle 1/Day 1, followed by IMFINZI as monotherapy every 4 weeks; Duration of therapy Until disease progressi toxicity. Indi -Ci ion therapy: E ial Cancer: IMFINZI dose: 1 120 mg in combination with carboplatin and paclitaxel every

3 weeks (21 days) for a minimum of 4 and up to 6 cycles, followed by IMFINZI 1 500 mg* every 4 weeks as monolherapy (dMMR patients) or in combination with olaparib 300 mg twice daily (PMMR patients); Duration of therapy: Until disease progression or unacceptable toxicity. Indication -
Combination therapy: MIBC: Recommended IMFINZI dose: 1 500 mg'in combination with chemotherapy every 3 weeks for 4 cycles prior to surgery, followed by 1500 mg' every 4 weeks as monotherapy for up to 8 cycles after surgery; Duration of therapy: Neoadjuvant phase: until disease
progression that precludes definitive surgery or unacceptable toxicity. Adjuvant phase: until recurrence, unacceptable toxicity, or a maximum of 8 cycles after surgery. GC/GEJC: Recommended IMFINZI dose: 1 500 mg™ in combination with FLOT chemotherapy every 4 weeks for up to 2 cycles
prior to surgery, followed by 1 500 mg™, with FLOT chemotherapy, every 4 weeks for up to 2 cycles and then as 1 500 mg monotherapy every 4 weeks for up to 10 cycles, for a total of up to 12 cycles after surgery; Duration of therapy: Neoadjuvant phase: until disease progression that precludes
definitive surgery or unacceptable toxicity. Adjuvant phase: until recurrence, unacceptable toxicity, or a maximum of 8 cycles after surgery. * Patients with a body weight of 30 kg or less must receive weight-based dosing, equivalent to IMFINZI 10 mg/kg every 2 weeks or 20 mg/kg every 4 weeks
as monotherapy until weight increases to greater than 30 kg. ° It is recommended to continue treatment for clinically stable patients with initial evidence of disease 1 until disease progt is confirmed. © R NSCLC patients with a body weight of 30 kg or less must receive
weight-based dosing of IMFINZI at 20 mg/kg. In ination with plati based oy dose at 20 mg/kg every 3 weeks (21 days) prior to surgery, followed by monotherapy at 20 mg/kg every 4 weeks after surgery until weight increases to greater than 30 kg. ¢ Metastatic NSCLC patients
with a body werght of 30 kg or less must receive welgm based dosing, equivalent to IMFINZI 20 mg/kg until weight increases to greater than 30 kg. Patients with a body weight of 34 kg or less must receive weight-based dosing equivalent to tremelimumab 1 mg/kg until weight increases to greater
than 34 kg. ® Consider mai of p for patients with non-squamous tumours who received treatment with pemetrexed and carboplatin/cisplatin during the platinum-based chemotherapy stage. *In the case of dose delay(s), a fifth dose of tremelimumab can be given
after Week 16, alongsme IMFINZI. @ If patients receive fewer than 4 cycles of platinum-based chemotherapy, the remaining cycles of tremelimumab (up to a total of 5) alongside IMFINZI should be given during the post-platinum chemotherapy phase. "ES-SCLC patients with a body weight of 30 kg
or less must receive weight-based dosing of IMFINZI at 20 mg/kg. In combination with chemotherapy dose every 3 weeks (21 days), followed by 20 mg/kg every 4 weeks as monotherapy until weight increases to greater than 30 kg. ' BTC patients with a body weight of 36 kg or less must receive
weight-based dosing of IMFINZI at 20 mg/kg. In combination with chemotherapy dose every 3 weeks (21 days), followed by 20 mg/kg every 4 weeks as monotherapy until weight increases to greater than 36 kg. ! HCC patients with a body weight of 30 kg or less must receive weight-based dosing,
equivalent to IMFINZI 20 mg/kg until weight increases to greater than 30 kg. Patients with a body weight of 40 kg or less must receive weight-based dosing, equivalent to tremelimumab 4 mg/kg until weight increases to greater than 40 kg. “ Endometrial cancer patients with a body weight of 30 kg
or less during maintenance phase must receive weight-based dosing equivalent to IMFINZI at 20 mg/kg, until weight increases to greater than 30 kg. ' MIBC patients with a body weight of 30 kg or less must receive weight-based dosing of IMFINZI at 20 mg/kg. ™ GC/GEJC patients with a body
weight of 30 kg or less must receive weight based dosing of IMFINZI at 20 mg/kg. Dose escalation or reduction is not recommended. Treatment withholding or discontinuation may be required based on individual safety and tolerability, see Table 2. Guidelines for management of immune-mediated
and non-immune-mediated adverse reactions are described in Table 2 (refer to section ‘Special warnings and precautions for use’ of the SmPC for further management recommendations, monitoring and evaluation information). Table 2. Treatment modifications for IMFINZI or IMFINZI in

ion with other p [A i Severllyal modification]: | i adverse i stitial lung disease: Severity”: Grade 2; Treatment modification: Withhold dose; Severity*: Grade 3 or 4;
Treatment modification: Permanently I : Severity®: ALT or AST > 3 - < 5 x ULN or total bilirubin > 1.5 - < 3 x ULN; Treatment modification: Withhold dose; Severity*: ALT or AST > 5 - < 10 x ULN; Treatment modification: Withhold IMFINZI and permanently
discontinue tremelimumab (where appropriate); Severity*: Concurrent ALT or AST > 3 x ULN and total bilirubin > 2 x ULN®; Treatment modification: Permanently discontinue; Severity®: ALT or AST > 10 x ULN or total bilirubin > 3 x ULN; Treatment modification: Permanently discontinue. Imnmune-
mediated hepatitis in HCC (or secondary tumour involvement of the liver with abnormal baseline values)®: Severity®: ALT or AST > 2.5 - < 5 x BLV and < 20 x ULN; Treatment modification: Withhold dose; Severity®: ALT or AST > 5 - 7 x BLV and < 20 x ULN or concurrent ALT or AST 2.5
- 5xBLVand <20 x ULN and total bilirubin > 1.5 - < 2 x ULN®; Treatment modification: Withhold IMFINZI and permanently discontinue tremelimumab (where appropriate); Severity*: ALT or AST > 7 x BLV or > 20 ULN whichever occurs first or bilirubin > 3 X ULN; Treatment modification: Permanently
discontinue. Inmune-mediated colitis or diarrhoea: Severity®: Grade 2; Treatment modification: Withhold dose; Severity*: Grade 3 for IMFINZI monotherapy; Treatment modification: Withhold dose; Savemy“ Grade 3 for IMFINZI + tremelimumab; Treatment modification: Permanently discontinue
tremelimumab’; Severity®: Grade 4; Treatment modification: Permanently discontinue. Intestinal perforation®: Severity®: Any grade; Treatment modification: Permanently discontinue. hyper idism, thyroiditis: Severity: Grade 2-4; Treatment modification: Withhold dose
until clinically stable. Immune-mediated hypothyroidism: Severity: Grade 2-4; Treatment modification: No changes. Imnmune-mediated adrenal insufficiency or hypophysitis/hypopituitarism: Severity”: Grade 2-4; Treatment modification: Withhold dose until clinically stable. Immune-
mediated type 1 diabetes mellitus: Severity*: Grade 2-4; Treatment modification: No changes. Immune-mediated nephritis: Severity*: Grade 2 with serum creatinine > 1.5 - 3 x (ULN or baseline); Treatment modification: Withhold dose; Severity*: Grade 3 with serum creatinine > 3 x baseline
or > 36 x ULN; Grade 4 with serum creatinine > 6 x ULN; Treatment modification: Permanently discontinue. Immune-mediated rash or dermatitis (including pemphigoid): Severity*: Grade 2 for > 1 week; Treatment modification: Withhold dose; Severity”: Grade 3; Treatment modification:
Withhold dose; Severity®: Grade 4; Treatment ification: Permanently discontinue. | : Severity: Grade 2-4; Treatment modification: Permanently discontinue. I is: Severity®: Grade 2 or 3; Treatment
modification: Withhold dose’; Severity®: Grade 4; Treatment modification: Permanently discontinue. Infuslon related reactlons Severity®: Grade 1 or 2; Treatment modification: Interrupt or slow the rate of infusion; Sevemy Grade 3 or 4; Treatment modification: Permanently discontinue.
Infection: Severity™ Grade3or4 Treatmsm modrflcatlun Withhold dose until clinically stable. Inmune-mediated myasthenia gravis: Severity*: Grade 2-4; Treatment modification: Permanently discontinue. Inmune-mediated Myelitis transverse: Severity*: Any grade; Treatment modification:

Permanently di itis: Severity": Grade 2; Treatment modification: Withhold dose; Severity*: Grade 3 or 4; Treatment modification: Permanently discontinue. Immune-mediated encephalitis: Severity*: Grade 2-4; Treatment modification: Permanently
discontinue. Immune-| medlated Guillain- Barre syndrome: Severity®: Grade 2-4; Treatment modification: Permanently di Other immul i adverse r i : Severity®: Grade 2 or 3; Treatment modification: Withhold dose; Severity”; Grade 4; Treatment modification:
Permanently discontinue. N adverse i Pure red cell aplasia (PRCA)": Severity: Any Grade; Pt Other i adverse Severity®: Grade 2 and 3; Treatment modification: Withhold dose until < Grade 1 or return
to baseline; Severity*: Grade 4; Treatment modification: Permanently discontinue’.  Common Terminology Criteria for Adverse Events, version 4.03. ALT: alaning amir AST: aspartate amir ULN: upper limit of normal; BLV: baseline value. ® For patients with alternative cause
follow the recommendations for AST or ALT increases without concurrent bilirubin elevations. © If AST and ALT are less than or equal to ULN at baseline in patients with liver involvement, withhold or permanently discontinue durvalumab based on recommendations for hepatitis with no liver
involvement. ® Permanently discontinue tremelimumab for Grade 3; however, treatment with durvalumab can be resumed once event has resolved. ¢ Adverse drug reaction is only i with IMFINZI in with ' Permanently discontinue IMFINZI if adverse reaction
does not resolve to < Grade 1 within 30 days or if there are signs of respiratory insufficiency. ¢ Includes immune thrombocytopenia, pancreatitis, diated arthritis, uveitis, cystitis noni and Tl ica. " Adverse drug reaction is only associated when olaparib

maintenance treatment is used in combination with IMFINZI, following treatment with IMFINZI in combination with platinum-based chemotherapy. ' With the exception of Grade 4 laboratory abnormalities, about which the decision to discontinue should be based on accompanying clinical signs/
symptoms and clinical judgment. Based on the severity of the adverse reaction, IMFINZI and/or tremelimumab should be withheld and corticosteroids administered (refer to section ‘Special warnings and precautions for use’ of the SmPC). After withhold, IMFINZI and/or tremelimumab can be
resumed within 12 weeks if the adverse reactions improved to < Grade 1 and the corticosteroid dose has been reduced to < 10 mg prednisone or equivalent per day. IMFINZI and tremelimumab should be permanently discontinued for recurrent Grade 3 (severe) immune-mediated adverse reactions
and for any Grade 4 (life-threatening) immune-mediated adverse reactions, except for endocrinopathies that are controlled with replacement hormones. Special populations. Elderly. No dose adjustment is required for elderly patients (> 65 years of age) (see section ‘Pharmacodynamic properties’
of the SmPC). Renal impair No dose adjustment of IMFINZI is rece in patients with mild or moderate renal impairment. Data from patients with severe renal impairment are too limited to draw conclusions on this population (see section ‘Pharmacokinetic properties’ of the SmPC).
Hepatic ir No dose adj of IMFINZI is 1 for patients with mild or moderate hepatic impairment. Data from patients with severe hepatic impairment are too limited to draw conclusions on this (see section ‘Phar i properties’ of the SmPC). Paediatric
population. The safety and efficacy of IMFINZI in children and adolescents aged below 18 years of age has not been established with regard to NSCLC, SCLC, BTC, HCC, endometrial cancer and GC/GEJC. No data are available. Outside its authorised indications, IMFINZI in combination with
tremelimumab has been studied in children aged 1 to 17 years with neuroblastoma, solid tumour and sarcoma however the resdlts of the study did not allow to conclude that the benefits of such use outweigh the risks. Currently available data are described in sections ‘Pharmacodynamic properties’

and ‘Pharmacokinetic properties’ of the SmPC. Method of administration. IMFINZI is for i Itis to be i as an intravenous infusion solution over 1 hour (see section ‘Special precautions for disposal and other handling’ of the SmPC). For instructions on dilution of the medicinal
product before administration, see section ‘Special precautions for disposal and other handlmg of Ihe SmPC. IMFINZI in i with When IMFINZI is administered in combination with chemotherapy, administer IMFINZI prior to chemotherapy on the same day. IMFINZI in
combination with and platinum-based When IMFINZI is in c¢ with and platinum-based chemotherapy, tremelimumab is given first, followed by IMFINZI and then platinum-based chemotherapy on the same day of dosing. When
IMFINZI is i in combination with a fifth dose of tremelimumab and pemetrexed maintenance therapy at week 16, tremelimumab is given first, followed by IMFINZI and then pemetrexed maintenance therapy on the same day of dosing. IMFINZI, tremelimumab, and platinum-based

chemotherapy are administered as separate intravenous infusions. IMFINZI and tremelimumab are each given over 1 hour. For platinum-based chemotherapy, refer to the SmPC for administration information. For pemetrexed maintenance therapy, refer to the SmPC for administration information
Separate infusion bags and fiters for each infusion should be used. During cycle 1, tremelimumab is to be followed by IMFINZI starting approximately 1 hour (maximum 2 hours) after the end of the tremelimumab infusion. Platinum-based chemotherapy infusion should start approximately 1 hour
(maximum 2 hours) after the end of the IMFINZI infusion. If there are no clinically significant concerns during cycle 1, then at the physician’s discretion, subsequent cycles of IMFINZI can be given immediately after tremelimumab and the time period between the end of the IMFINZI infusion and the

start of chemotherapy can be reduced to 30 minutes. IMFINZI in i W/th When IMFINZI is ini din ination with prior to IMFINZI on the same day. IMFINZI and are as separate i
infusions. Refer to the SmPC for tremelimumab dosing information. 4.3 i ivity to the active st or to any of the excipients listed in section ‘List of excipients of the SmPC. 4.4 Undesirable effects. Summary of the safety profile. IMFINZI as monotherapy.

The safety of IMFINZI as monotherapy is based on pooled data in 4 642 patients across multrp\e tumour types. IMFINZI was administered at a dose of 10 mg/kg every 2 weeks, 20 mg/kg every 4 weeks or 1 500 mg every 4 weeks. The most common (> 10%) adverse reactions were cough/
productive cough (18. 1%), diarrhoea (15.1%), rash (15 0%), arlhralgra (12.4%), pyrexia (12.5%), abdominal pain (11.8%), upper respiratory tract infections (11.8%), pruritus (11.1%), and hypothyroidism (11.6%). The most common (> 2%) NCI CTCAE Grade > 3 adverse reactions were pneumonia
(3.4%) and aspartate aminc increased (2.5%). IMFINZI was discontinued due to adverse reactions in 3.9% of patients. The most common adverse reactions Isadmg to treatment discontinuation were pneumonitis (1.1%) and pneumonia (0.8%). IMFINZI
was delayed or interrupted due to adverse reactions in 13.1% of patients. The most common adverse reactions leading to dose delay or interruption were pneumonia (2.3%) and aspartate incr amir increased (2.0%). The safety of IMFINZI as monotherapy
in patients treated for HCC is based on data in 492 patients and was consistent with the overall safety profile in the IMFINZI monotherapy pool (N = 4 642). The most common (> 10%) adverse reactions were AST increased/ALT increased (20.3%), abdominal pain (17.9%), diarrhoea (15.9%),
pruritus (15.4%), and rash (15.2%). The most common (> 2%) Grade > 3 adverse reactions were AST increased/ALT increased (8.1%) and abdominal pain (2.2%). IMFINZI was discontinued due to adverse reactions in 3.7% of patients. The most common adverse reactions leading to treatment
discontinuation were AST increased/ALT increased (0.8%) and hepatitis (0.6%). IMFINZI was delayed or interrupted due to adverse reactions in 11.6% of patients. The most common adverse reaction leading to dose delay or interruption was AST increased/ALT increased (5.9%). IMFINZI in
combination with chemotherapy. The safety of IMFINZI in combination with chemotherapy is based on pooled data in 2 244 patients from 6 studies (TOPAZ-1, CASPIAN, DUO-E, AEGEAN, NIAGARA and MATTERHORN). The most common (> 10%) adverse reactions were neutropenia (44.6%),
nausea (42.4%), fatigue (41.2%), anaemia (37.4%), diarrhoea (27.5%), constipation (26.7%), decreased appetite (24.0%), alopecia (22.0%), neuropathy peripheral (21.6%), thrombocytopenia (19.7%), rash (19.7%), vomiting (18.8%), abdominal pain (17.9%), pyrexia (15.2%), leukopenia (14.9%),
pruritus (12.5%), hypothyroidism (11.1%), arthralgia (10.9%), cough/productive cough (10.8%), and aspartate aminotransferase increased/alanine aminotransferase increased (10.5%). The most common (> 2%) NCI CTCAE Grade > 3 adverse reactions were neutropenia (28.5%), anaemia (11.9%),
thrombocytopenia (5.6%), leukopenia (4.9%), fatigue (3.3%), pneumonia (2.5%), febrile neutropenia (2.4%), and diarrhoea (2.3%). IMFINZI was discontinued due to adverse reactions in 6.2% of patients. The most common adverse reactions leading to treatment discontinuation were pneumonitis
(0.8%), rash (0.6%), hepatitis (0.5%), and fatigue (0.5%). IMFINZI was delayed or interrupted due to adverse reactions in 32.4% of patients. The most common adverse reactions leading to dose delay or interruption were neutropenia (15.5%), thrombocytopenia (4 1%) anaemla (3.3%), leukopenia
(2.0%), fatigue (2.0%), and aspartate aminotransferase increased/alanine aminotransferase increased (2.0%). IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy. The safety of IMFINZI given in with tr is based
on data in 330 patients with metastatic NSCLC. The most common (> 20%) adverse reactions were anaemia (49.7%), nausea (41.5%), neutropenia (41.2%), fatigue (36.1%), rash (25.8%), thrombocytopenia (24.5%) and diarrhoea (21.5%). The most common (> 2%) NC\ CTCAE Grade > 3 adverse
reactions were neutropenia (23.9%), anaemia (20.6%), pneumonia (9.4%), thrombocytopenia (8.2%), leukopenia (5.5%), fatigue (5.2%), lipase increased (3.9%), amylase increased (3.6%), febrile neutropenia (2.4%), colitis (2.1%) and aspartate
increased (2.1%). IMFINZI was discontinued due to adverse reactions in 8.5% of patients. The most common adverse reactions leading to treatment discontinuation were pneumonia (2.1%) and colitis (1. 2%) IMFINZI was interrupted due to adverse reactions in 49 4% of pauems The most common
adverse reactions leading to dose interruption were neutropenia (16.1%), anaemia (10.3%), thrombocytopenia (7.3%), leukopenia (5.8%), pneumonia (5.2%), aspartate ase ir d increased (4.8%), colitis (3.3%) and pneumonitis (3.3%). IMFINZI in
combination with tremelimumab 300 mg. The safety of IMFINZI given in combination with a single dose of tremelimumab 300 mg is based on pooled data (HCC pool) in 462 HCC patients from the HIMALAYA Study and another study in HCC patients, Study 22. The most common (> 10%) adverse
reactions were rash (32.5%), pruritus (25.5%), diarrhoea (25.3%), abdominal pain (19.7%), aspartate aminotransferase increased/alanine aminotransferase increased (18.0%), pyrexia (13.9%), hypothyroidism (13.0%), cough/productive cough (10.8%), oedema peripheral (10.4%) and lipase
increased (10.0%) (see Table 4). The most common severe adverse reactions (NCI CTCAE Grade > 3) were aspartate aminotransferase increased/alanine aminotransferase increased (8.9%), lipase increased (7.1%), amylase increased (4.3%) and diarrhoea (3.9%). The most common serious
adverse reactions were colitis (2.6%), diarrhoea (2.4%), pneumonia (2.2%), and hepatitis (1.7%). The frequency of treatment discontinuation due to adverse reactions was 6.5%. The most common adverse reactions leading to treatment discontinuation were hepatitis (1.5%) and aspartate
aminotransferase increased/alanine aminotransferase increased (1.3%). The severity of adverse drug reactions was assessed based on the CTCAE, defining grade 1=mild, grade 2=moderate, grade 3=severe, grade 4=life threatening and grade 5=death. IMFINZI in combination with platinum-based
chemotherapy followed by IMFINZI in combination with olaparib 300 mg twice daily. The safety of IMFINZI given in combination with platinum-based chemotherapy followed by IMFINZI in combination with olaparib 300 mg twice daily is based on data in 238 patients with endometrial cancer. The
most common (> 20%) adverse reactions were anaemia (61.8%), nausea (54.6%), fatigue (54.2%), neuropathy peripheral (51.7%), alopecia (50.8%), neutropenia (39.5%), constipation (32.8%), thrombocytopenia (29.8%), diarrhoea (28.2%), vomiting (25.6%), arthralgia (24.4%), rash (23.5%),
abdominal pain (23.5%), decreased appetite (23.1%) and leukopenia (20.2%). The most common (> 2%) NCI CTCAE Grade > 3 adverse reactions were neutropenia (25.2%), anaemia (23.5%), leukopenia (6.7 %), thrombocytopenia (5.9%), fatigue (5.5%), febrile neutropenia (3.4%), nausea (2.9%),
aspartate aminotransferase increased / alanine aminotransferase increased (2.9%) and neuropathy peripheral (2.5%). IMFINZI was drscommued in 4.6% of patients. The most common adverse reaction leading to treatment discontinuation was pneumonitis (1.7%). IMFINZI was interrupted in 38.2%
of patients. The most common adverse reactions leading to dose interruption were anaemia (13.4%), (11.8%), penia (10.1%), (2.9%), hyp ism (2.1%) and upper respiratory tract infection (2.1%). Tabulated list of adverse reactions. Table 3 lists the incidence
of adverse reactions in the IMFINZI monotherapy pooled safety dataset (N=4 642), in patients treated with IMFINZI in combination with chemotherapy (N=2 244) and in patients treated with IMFINZI in combination with platinum-based ciemotherapy followed by IMFINZI in combination with olaparib
(platinum-based chemotherapy + IMFINZI + olaparib) (N=238). Unless otherwise stated, Table 4 lists the incidence of adverse reactions in patients treated with IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy in the POSEIDON study (N=330) and in patients
treated with IMFINZI in combination with a single dose of tremelimumab 300 mg in the HCC pool (N=462). Adverse reactions are listed according to system organ class in MedDRA. Within each system organ class, the adverse reactions are presented in decreasing frequency. The corresponding
frequency category for each ADR is defined as: very common (> 1/10); common (> 1/100 to < 1/10); uncommon (= 1/1 000 to < 1/100); rare (= 1/10 000 to < 1/1 000); very rare (< 1/10 000); not known (cannot be estimated from available data). Within each frequency grouping, adverse drug
reactions are presented in order of decreasing seriousness. Table 3. Adverse drug reactions in patients treated with IMFINZI [IMFINZI as /IMFINZI in i with / Platinum-based chemotherapy + IMFINZI + olaparib*]. Infections and
infestations: Very common: [IMFINZI as monotherapy:] Upper respiratory tract infections® / [Platinum-based chemotherapy + IMFINZ! + olaparib*:] Upper respiratory tract infection®. Common: [IMFINZI as monotherapy:] Pneumonia®, Influenza, Oral candidiasis, Dental and oral soft tissue
infections® / [IMFINZI in combination with chemotherapy:] Pneumonia®®, Upper respiratory tract infections?, Dental and oral soft tissue infections? / [Platinum-based chemotherapy + IMFINZI + olaparib*:] Pneumonia, Oral candidiasis, Dental and oral soft tissue infections’. Uncommon: [IMFINZI in
combination with chemotherapy:] Oral candidiasis, Influenza / [Platinum-based chemotherapy + IMFINZI + olaparib*] Influenza. Blood and lymphatic system disorders: Very Common: [IMFINZI in combination with chemotherapy: Anaemia, Leukopenia®, Neutropenia', Thrombocytopenia® /

[Platinum-based chemotherapy + IMFINZI + olaparib*;] Anaemia", Leukopenia", Neutropenia”, Thrombocytopenia®. Common: [IMFINZI in ion with chemotherapy] Febrile penia / [Platinum-based chemotherapy + IMFINZI + olaparib*:] Aplasia pure red cell, Febrile neutropenia”,
Lymphopenia'. Unommon: [IMFINZI as ] Immune topenia® /[IMFINZI in ttion with chemotherapy:] Pancytopenia / [Platinum-based chemotherapy + IMFINZI + olaparib™] F peni Rare [IMFINZI in with apy:] Immune lupmua
Immune system disorders: Common: [Platinum-| based chemotherapy + IMF\NZ\ +0\apanb :] Hypersensitivity'. Endocrine disorders: Very common: [IMFINZI as monotherapy:] H /IMFINZI in i with apy:] H / [Plati based

+ IMFINZI + olaparib*:] Hypothyroidism. Common: [IMFINZI as ] Hypel / [IMFINZI in i with chemotherapy:] Hyper ism' / [Platinum-based chemomerapy + IMFINZI + olaparib*] Hyperthyrmdrsm Thyrordms Uncommon: [IMFINZI as monotherapy]
Thyroiditis™, Adrenal insufficiency, Hypophysitis/Hypopituitarism, Type 1 dlabeles mellnus/[IMFINZI in ination with chemotherap JAdrena\ insufficiency, Type 1 diabetes mellitus, t ism, Thyroiditis™. Rare: [IMFINZI as monotherapy:] Diabetes insipidus. Eye disorders:
Uncommon: [Platinum-based chemotherapy + IMFINZI + olaparib™:] Uveitis. Rare: [IMFINZI as monotherapy:] Uveitis / [IMFINZI in with ] Uveitis. ism and nutrmun i Very common: [IMFINZI in combination with chemotherapy:] Decreased appetite /

[Platinum-based chemotherapy + IMFINZI + olaparib*] Decreased appetite". Nervous System Disorders: Very common: [IMFINZI in combination with chemotherapy:] Neuropathy peripheral” / [Platinum-based chemotherapy + IMFINZI + olaparib*:] Neuropathy peripheral, Dizziness, Headache',
Dysgeusia'®. Uncommon: [IMFINZI as monotherapy:] Myasthenia gravis, Encephalitis® / [IMFINZI in combination with chemotherapy:] Myasthenia gravis. Rare: [IMFINZI as monotherapy:] Meningitis / [IMFINZI in combination with chemotherapy:] Encephalitis®, Guillain-Barré syndrome. Not known;
[IMFINZI as monotherapy:] Guillain-Barré syndrome, Myelitis transverse®. Vascular disorders: Common: [Platinum-based chemotherapy + IMFINZI + olaparib*:] Venous thromboembolic events'. Rare: [IMFINZI in combination with chemotherapy:] Deep vein thrombosis¢. Cardiac disorders:
Uncommon: [IMFINZI as monotherapy:] Myocarditis / [IMFINZI in i 1with ] Acute infarction'*, Myocarditis“. Respiratory, thoracic and mediastinal disorders: Very common: [IMFINZI as monotherapy:] Cough/Productive Cough / IMFINZI in combination with
chemotherapy:] Cough/Productive Cough / [Platinum-based chemotherapy + IMFINZI + olaparib*:] Cough/Productive cough, Dyspnoea™. Common: [IMFINZI as monotherapy:] Pneumonitis=*, Dysphonia / [IMFINZI in combination with chemotherapy:] Pneumonitis®*, Dysphonia / [Platinum-based
chemotherapy -+ IMFINZI + olaparib*;] Pneumonitis, Dysphonia. Uncommon: [IMFINZI as monotherapy:] Interstitial lung disease / [IMFINZI in combination with chemotherapy:] Interstitial lung disease’, Pulmonary embolism¢ / [Platinum-based chemotherapy + IMFINZI + olaparib™] Interstitial lung
disease. Gastrointestinal disorders: Very common: [IMFINZI as monotherapy:] Diarrhoea, Abdominal pain*/ [IMFINZI in combination with chemotherapy:] Diarrhoea, Abdominal pain®, Constipation, Nausea, Vomiting / [Platinum-based chemotherapy + IMFINZI + olaparib*:] Diarrhoea, Abdominal
pain*, Constipation”, Nausea", Vomiting", Stomatitis". Common: [IMFINZI in combination with chemotherapy:] Stomatitis’, Colitis / [Platinum-based chemotherapy + IMFINZI + olaparib*:] Dyspepsia', Colitis?. L [IMFINZI as ] Colitis®?, P; itis® / [IMFINZI in i

with chemotherapy:] Pancreatitis®, Pancreatic exocrine insufficiency. Rare: [IMFINZI as monotherapy:] Coeliac disease, Pancreatic exocrine insufficiency / [IMFINZI in combination with chemotherapy:] Coeliac disease. Hepatobiliary disorders: Very common: [IMFINZI in combination with
chemotherapy:] Aspartate aminotransferase increased or Alanine aminotransferase increased® / [P\atinum based chemotherapy + IMFINZI + ulaparib*] Aspartate aminotransferase increased or Alanine aminotransferase increased. Common: [IMFINZI as monotherapy:] Hepatitis“*, Aspartate
aminotransferase increased or Alanine aminotransferase increased“® / [IMFINZI in i ] Hepatitis®e. ( : [Platinum-based chemotherapy + IMFINZI + olaparib*] Hepatitis. Skin and subcutaneous tissue disorders: Very common: [IMFINZI as
monotherapy:] Rash®, Pruritus / (IMFINZI in combination with chemotherapy:] Rash““ Alopecia, Prumus / [Platinum- based chemotherapy + IMFINZI + olaparib*] Rash™, Alopecia", Pruritus. Common: [IMFINZI as monotherapy:] Night sweats / [IMFINZI in combination with chemotherapy:]
Dermatitis / [Platinum-based chemotherapy + IMFINZI + O\apanb*] r : [IMFINZI as ] Dermatitis, Psoriasis, Pemphigoid” / [IMFINZI in ion with chemotherapy:] P , Night sweats, Psoriasis / [Platinum-based chemotherapy + IMFINZI +
olaparib®] Night sweats. and \/ar common: [IMFINZI as monotherapy ] Arthralgia / [IMFINZI in combination with chemotherapy:] Arthralgia / [Platinum-based chemmherapy + IMFINZI + olaparib*] Arthralgia”, Myalgia. Common: [IMFINZI as
monotherapy:] Myalgia / [IMFINZI in combmanon wnh chemotherapy] Myalgia. Uncommon [IMFINZI as monotherapy:] Myositis®, Immune-mediated arthritis™ / [IMFINZI in combination with chemotherapy:] Immune-mediated arthritis™, Myositis® / [Platinum-based chemotherapy + IMFINZI +
olaparib*:] Myositis. Rare: [IMFINZI as mc / [IMFINZI in combination with 1 F r / [Plati based apy + IMFINZI + olaparib*:] Polymyalgia rheumatica’. Renal and urinary disorders: Very common:
[Platinum-based chemotherapy + IMFINZI + u\apanb*] Blood creaumne increased. Common: [IMFINZI as monotherapy:] Blood creatinine increased, Dysuria / [IMFINZ! in combination with chemotherapy:] Blood creatinine increased, Dysuria / [P\atmum based chemotherapy + IMFINZI + ulaparrb*]
Dysuria. Uncommon: [IMFINZI as monotherapy:] Nephritis, Cystitis noninfective / [IMFINZI in combination with chemotherapy:] Cystitis noninfective, Nephritis / [Platinum-based chemotherapy + IMFINZI + olaparib*;] Cystitis ive". General di: and site
conditions: Very common: [IMFINZI as monotherapy:] Pyrexia / [IMFINZI in combination with chemotherapy:] Pyrexia, Fatigue' / [Platinum-based chemotherapy + IMFINZI + olaparib*] Pyrexia, Fatigue", Peripheral oedema™™. Common: [IMFINZI as monotherapy:] Peripheral oedema™ / [IMFINZI
in combination with chemotherapy:] Peripheral oedema™. Injury, poisoning and p Common: [IMFINZI as monotherapy:] Infusion-related reaction™ / [IMFINZI in with apy] Infusi lated reaction™ / [Platinum-based chemotherapy + IMFINZI
+ olaparib*] Infusion-related reaction. Adverse reaction frequencies may not be fully attributed to durvalumab alone but may contain contributions from the underlying disease or from other medicinal products used in a combination. * overall study of treatment with up to six 21-day cycles with
platinum-based chemotherapy in combination with IMFINZI, followed by IMFINZI in combination with olaparib.  includes laryngitis, nasopharyngitis, peritonsillar abscess, pharyngitis, rhinitis, sinusitis, tonsilitis, tracheobronchitis and upper respiratory tract infection. ° includes pneumocystis jirovecii
pneumonia, pneumonia, pneumonia adenoviral, pneumonia bacterial, pneumonia iral, pneumonia haemophilus, pneumonia ia streptococcal, candida pneumonia, pneumonia klebsiella, and pneumonia legionella. © including fatal outcome. * includes gingivitis,
oral infection, periodontitis, pulpitis dental, tooth abscess and tooth infection. ® includes leukopenia and white blood cell count decreased. ' includes neutropenia and neutrophil count decreased. ¢ includes thrombocytopenia and platelet count decreased. " adverse reaction only applies to
chemotherapy ADRs in the DUO-E study. ' adverse reaction only applies to olaparib ADRs in the DUO-E study. ! includes drug hypersensitivity and hypersensitivity. * includes autoimmune hypothyroidism, hypothyroidism, immune-mediated hypothyroidism, blood thyroid stimulating hormone
increased. ' includes hyperthyroidism, Grave's disease, immune-mediated hyperthyroidism and blood thyroid sllmulatmg hormone . Mincludes i thyroiditis, i diated thyroiditis, thyroiditis, and thyroiditis subacute. " includes neuropathy peripheral, paraesthesia and
peripheral sensory neuropathy. ® includes dysgeusia and taste disorder.  includes encephalitis, encephalitis -mediated is and nonil i itis. @ events were reported from post-marketing data. " includes deep vein thrombosis, embolism, embolism venous,
pelvic venous thrombosis, superficial vein thrombosis and thrombosis. * adverse reaction only applies to oxaliplatin ADRs in the MATTERHORN study. ! adverse reaction only applies to 5-FU ADRs in the MATTERHORN study. ¢ includes acute coronary syndrome, acute myocardial infarction, myocardial
infarction, myocardial ischaemia, and coronary artery disease. * includes dyspnoea and dyspnoea exertional. * includes pneumonitis and immune-mediated lung disease. * includes abdominal pain, abdominal pain lower, abdominal pain upper and flank pain. ” includes stomatitis and mucosal
inflammation. ? includes colitis, enteritis, enterocolitis, immune-mediated enterocolitis and proctitis. * includes pancreatitis, pancreatitis acute, pancreatitis necrotising and immune-mediated pancreatitis. ™ includes alanine aminotransferase increased, aspartate aminotransferase increased,




hepatic enzyme increased and transaminases increased. * includes hepatitis, autoimmune hepatitis, hepatitis toxic, hepatocellular injury, hepatitis acute, hepatotoxicity, immune-mediated hepatitis and hepatic cytolysis. ® includes rash erythematous, rash macular, rash maculopapular, rash
papular, rash pruritic, rash pustular, erythema, eczema and rash. * includes dermatitis and immune-mediated dermatitis. " includes pemphigoid, dermatitis bullous and pemphigus. Reported frequency from completed and ongoing studies is uncommon. * includes myositis and rhabdomyolysis.
™ includes autoimmune arthritis, immune-mediate arthritis, polyarthritis and rheumatoid arthritis. " polymyositis (fatal) was observed in a patient treated with IMFINZI from an ongoing sponsored clinical study outside of the pooled dataset. / not observed in the IMFINZI+Chemotherapy pool or the
platinum-based chemotherapy-+IMFINZI+olaparib dataset, but observed in other AstraZeneca-sponsored clinical studies. * includes autoimmune nephritis, tubulointerstitial nephritis, nephritis, glomerulonephritis, glomerulonephritis membranous and immune-mediated nephritis. " includes fatigue
and asthenia. ™ includes oedema peripheral and peripheral swelling. ™ includes infusion-related reaction and urticaria with onset on the day of dosing or 1 day after dosmg Table 4. Adverse drug reactions in patlenls treated with IMFINZI in combination with tremellmumab [IMFINZI
in combination with tremelimumab 75 mg and platinum-| based chemolherapy / IMFINZI in ion with tr 300 mg]. and il i Very common: [IMFINZI in fon with 75 mg and plati b ] Upper
respiratory tract infections?, Pneumonia®. Common: [IMFINZI in with 75 mg and lati based cl ] Influenza, Oral candidiasis / [IMFINZI in combination with tremelimumab 300 mg:] Upper respiratory tract mfectrons" Pnsumomab Influenza, Demal and
oral soft tissue rmectronsL L : [IMFINZIin i with 75 mg and plati d apy: ] Dental and oral soft tissue infections® / [IMFINZI in combination with tremelimumab 300 mg:] Oral Blood and ic system : Very Common:
[IMFINZI in with 75 mg and platinum-based ] Anaemia’, peniats, T . Common: [IMFINZI in ion with 75 mg and platinum-based ] Febrile penia’, Pancytopenia.
L : [IMFINZI in ination with 75 mg and platinum-based chemotherapy] Immune thrombocytopenia. Not known IMFINZI in combination with tremelimumab 300 mg:] Immune thrombocytopenia'. Endocrine disorders: Very common [IMFINZI in combination with
tremelimumab 75 mg and platinum-based chemotherapy:] Hypothyroidism' / [IMFINZI in cc with 300 mg:] + . Common: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Hyperthyroidism, Adrenal insufficiency,
Hypopituitarism/ Hypophysitis, Thyroiditis* / [IMFINZIin i with tr 300 mg:] Hyper idism, Thyroiditis¥, Adrenal insufficiency. Uncommon: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Diabetes insipidus, Type 1 diabetes meliitus /
[IMFINZI in i with 300 mg:] H: ituitarism/Hypophysitis. Not known: [IMFINZI in combmatlon with tremelimumab 300 mg:] Diabetes insipidus”, Type 1 diabetes meHrtus" Eye disorders: Uncommon: [IMFINZI in combination with tremelimumab 75 mg and platinum-
based chemotherapy:] Uveitis. Rare: [IMFINZI in combrnatrnn with tremelimumab 300 mg:] Uveitis" ism and nutrition di Very common: [IMFINZI in combination with 75 mg and plati b d y:] Decreased appeme‘1 Nervous system dlsarders
Common: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Neuropathy peripheral® / Uncommon: [IMFINZI in combination with tremelimumab 75 mg and platinum-based itis™ / [IMFINZI in with 300 mgy]
Myasthenia gravis, Meningitis. Not known: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Myasthenia gravis”, Guillain-Barre syndrome"”, Meningitis”, Transverse mye\ms"/ [IMFINZI rn combrnatmn with Iremehmumab 300 mg;] Gulllam Barre syndrome’
Encephalitis”, Transverse myelitis®. Cardiac disorders: Uncommon: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Myocarditis® / [[MFINZI in i 1 with 300 mg:] Myocarditis. y, thoracic, and

Very common: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Cough/Productive Cough / [IMFINZI in combination with tremelimumab 300 mg:] Cough/Productive cough. Common: [IMFINZI in combination wnh tremelimumab 75 mg and platinum-| based
chemotherapy:] Pneumonitis?, Dysphonia / [IMFINZI in combination with tremelimumab 300 mg:] F‘neumomtlsq Uncommon [IMFINZ! in combination wnh tremelimumab 75 mg and platinum-based chemotherapy:] Interstitial lung disease / [IMFINZI in combination with tremelimumab 300 mg:]
Dysphonia, Intersitial lung disease. Gastromtestmal disorders: Very common: [IMFINZI in ion with 75 mg and plati b apy:] Nausea’, Dlarrhoea Consllpatrorr" \/ommng“/[\MFINZI in combmatrorr with fremelimumab 300 mg:] Diarrhoea, Abdominal
pain”. Common: [IMFINZI in i with 75 mg and plati based ists, Amylase |ncreased Abdomrna\ pain', Lipase increased, Colitis', F /[IMFINZI in with tr 300 mg:] Lipase increased, Amylase increased, Colitis!,
Pancreatitis". Rare: [IMFINZIin i 1 with 75 mg and plati based dp 1] Coeliac dlsease“/ [IMFINZI in combination with tremelimumab 300 mg:] Coeliac disease". Not known: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:]
Intestinal perforation”, Large intestine perforation” / [IMFINZI in combrnalion with tremelimumab 300 mg:] Intestinal perforation”, Large intestinal perforation”. Rare: [IMFINZI in combination with 75 mg and plati based ] Coeliac disease” / [IMFINZI in combination
with tremelimumab 300 mg:] Coeliac disease". Hepatobiliary disorders: Very common: [IMFINZI in combination with tremelimumab 75 mg and platinum-based y:] Aspartate ami d/Al i increased" / [IMFINZI in combination with
tremelimumab 300 mg:] Aspartate aminotransferase increased/Alanine aminotransferase increased'. Common: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Hepatitis” / [IMFINZI in combination with tremelimumab 300 mg:] Hepatitis". Skin and
subcutaneous tissue disorders: Very common: [\MF\NZ\ in comblnatron with tremehmumab 75 mg and platinum-based chemotherapy:] Alopecia®, Rash*, Pruritus / [\MFINZI in combination with lremellmumab 300 mg:] Rash*, Pruritus. Common: [IMFINZI in combination with tremelimumab

300 mg:] Dermatitis?, Night sweats. Uncommon: [IMFINZI in fon with 75 mg and plati based chemotherapy:] Dermatitis, Night sweats, P id / [IMFINZI in ion with tr i 300 mg:] Pemphigoid. Musculoskeletal and connective tissue
disorders: Very common: [IMFINZI in i with 75 mg and plati b JArthra\gla Common [IMFINZIin with i 75mg and plati based apy:] Myalgia / [IMF\NZ\ in combination with tremellmumab 300mg:] Myalgra
L : [IMFINZI in with 75 mg and plati based apy] Myosms‘ diated arthritis” / [IMFINZI in combination wnh Iremalrmumab 300 mg:] Myositis?, P ediated arthritis, P r

known: [IMFINZI in combination with tremelimumab 75 mg and platinum-based ica" Renal and urinary disorders: Common: [IMFINZI in i with 75 mg and plati based ] Blood creatinine increased, Dysurra/

[IMFINZI in combination with tremelimumab 300 mg] Blood creatinine increased, Dysuria. Uncommon [\MF\NZ\ in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Nephritis, Cystitis noninfective / [\MFINZI in combination with tremelimumab 300 mg:] Nephritis®. Not
known: [IMFINZI in combination with tremelimumab 300 mg:] Cystitis noninfective". General disorders and administration site conditions: Very common: (IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Fatigue’, Pyrexia / [IMFINZI in combination with
tremelimumab 300 mg:] Pyrexia, Oedema peripheral®. Common: [IMFINZI in combination with tremelimumab 75 mg and platinum-based chemotherapy:] Oedema peripheral™. Injury, poisoning and Common: [IMFINZI in combination with tremelimumab 75 mg and
platinum-based chemotherapy:] Infusion-related reaction* / [IMFINZI in ination with tr i 300 mg] Infusi lated reaction®. * Includes laryngitis, nasopharyngitis, pharyngitis, rhinitis, sinusitis, tonsillitis, tracheobronchitis and upper respiratory tract infection. ® Includes
pneumocystis jirovecii pneumonia, pneumonia and pneumonia bacterial. ¢ Includes periodontitis, pulpitis dental, tooth abscess and tooth infection. ¢ Adverse reaction only applies to chemotherapy ADRs in the POSEIDON study. ¢ Includes neutropenia and neutrophil count decreased. ' Includes
platelet count decreased and topenia. ¢ Includes ia and white blood cell count decreased. " Adverse reaction was not observed in the HCC pool, but was reported in patients treated with IMFINZI or IMFINZI+tremelimumab in AstraZeneca-sponsored clinical studies. ' Includes
blood thyroid stimulating hormone increased, hypothyroidism and immune-mediated hypmhyrmmsm i Inc\udes b\ood thyroid stimulating hormone and hyper i ¥ Includes thyroiditis, immune-mediated thyroiditis, thyroiditis and thyroiditis subacute. ' Includes
neuropathy peripheral, paraesthesia and peripheral sensory neuropathy. ™ Includes 1e. " Adverse reaction was not observed in the POSEIDON study but was reported in patients treated with IMFINZI or IMFINZI+tremelimumab in clinical studies outside of the
POSEIDON dataset. ° Reported in studies outside of the POSEIDON study and HCC pool 4 Inc\udes autormmune myocardltrs 9 Includes immune-mediated and " Includes pain, inal pain lower, inal pain upper and flank pain. ® Includes mucosal
inflammation and stomatitis. t Includes colitis, enteritis and itis. ¢ Includes pmlucmm , pancreatitis and itis acute. ¥ Includes alanine aminotransferase increased, aspartate aminotransferase mcreased hepatic enzyme increased and transaminases increased.
" Includes autoimmune hepatitis, hepatitis, hepatocellular injury, hepatotoxicity, hepatitis acute and immune-mediated hepatitis. * Includes eczema, erythema, rash, rash macular, rash maculopapular, rash papular, rash pruritic and rash pustular.  Includes dermatitis and immune-mediated
dermatitis. ? Includes rhabdomyolysis, myositis, and polymyositis. * Includes autoimmune nephritis and immune-mediated nephritis. ® Includes oedema peripheral and peripheral swelling. ¢ Includes infusion-related reaction and urticaria. Description of selected adverse reactions. IMFINZI is
associated with immune-mediated adverse reactions. Most of these, including severe reactions, resolved following initiation of appropriate medical therapy and/or treatment modifications. The data for the following immune-mediated adverse reactions reflect the IMFINZI monotherapy combined
safety database of 4 642 patients which includes the PACIFIC HIMALAYA and ADRIATIC studies and additional studies in patients with various solid tumours, in indications for which durvalumab is not approved. Across all studies, IMFINZI was administered at a dose of 10 mg/kg every 2 weeks,
20 mg/kg every 4 weeks or 1500 mg every 3 or 4 weeks. Details for the significant adverse reactions for IMFINZI when given in combination with chemotherapy are presented if clinically relevant differences were noted in comparison to IMFINZI monotherapy. The data for the following immune-
mediated adverse reactions are also based on 2 280 patients who received IMFINZI 20 mg/kg every 4 weeks in combination with tremelimumab 1 mg/kg or IMFINZI 1 500 mg in combination with tremelimumab 75 mg every 4 weeks. Details for the significant adverse reactions for IMFINZI when
given in combination with tremelimumab and platinum-based chemotherapy are presented if clinically relevant differences were noted in comparison to IMFINZI in combination with tremelimumab. The data for the following immune-mediated adverse reactions also reflect the IMFINZI in combination
with tremelimumab 300 mg combined safety database of 462 patients with HCC (the HCC pool). In these two studies, IMFINZI was administered at a dose of 1 500 mg in combination with tremelimumab 300 mg every 4 weeks. The management guidelines for these adverse reactions are described
in section ‘Posology and method of administration’ and ‘Special warnings and precautions for use’ of the SmPC. Immune-mediated pneumonitis. In the combined safety database with IMFINZI monotherapy, (n=4 642 multiple tumour types), immune-mediated pneumonitis occurred in 147 (3.2%)
patients, including Grade 3 in 37 (0.8%) patients, Grade 4 in 2 (< 0.1%) patients and Grade 5 in 10 (0.2%) patients. The median time to onset was 56 days (range: 1-1 308 days). One hundred and fourteen of the 147 patients received high-dose corticosteroid treatment (at least 40 mg prednisone
or equivalent per day) and 4 patients also received other immunosuppressants including infliximab and cyclosporine. IMFINZI was discontinued in 60 patients. Resolution occurred in 85 patients. Immune-mediated pneumonitis occurred more frequently in patients in the PACIFIC Study who had
completed treatment with concurrent chemoradiation within 1 to 42 days prior to initiation of study treatment (10.7%), than in the other patients in the combined safety database (1.0%). In the PACIFIC Study, (=475 in the IMFINZI arm, and n=234 in the placebo arm) immune-mediated pneumonitis
occurred in 47 (9.9%) patients in the IMFINZ-treated group and 14 (6.0%) patients in the placebo group, including Grade 3 in 9 (1.9%) patients on IMFINZI vs. 6 (2.6%) patients on placebo and Grade 5 (fatal) in 4 (0.8%) patients on IMFINZI vs. 3 (1.3%) patients on placebo. The median time to
onset in the IMFINZI treated group was 46 days (range: 2-342 days) vs. 57 days (range: 26-253 days) in the placebo group. In the IMFINZI treated group, all patients received systemic corticosteroids, including 30 patients who received high-dose corticosteroid treatment (at least 40 mg prednisone
or equivalent per day) and 2 patients also received infliximab. In the placebo group, all patients received systemic corticosteroids, including 12 patients who received high-dose corticosteroid treatment and 1 patient also received cyclophosphamide and tacrolimus. Resolution occurred for 29 patients
in the IMFINZI treated group vs. 6 in placebo. In the ADRIATIC Study, in patients with LS-SCLC (n=262 in the IMFINZI arm, and n=265 in the placebo arm), immune-mediated pneumonitis occurred in 31 (11.8%) patients in the IMFINZI-treated group and 8 (3.0%) patients in the placebo group,
including Grade 3 in 5 (1.9%) patients on IMFINZI vs. 1 (0.4%) patient on placebo and Grade 5 (fatal) in 1 (0.4%) patient on IMFINZI. The median time to onset in the IMFINZI-treated group was 55 days (range: 1-375 days) vs. 65.5 days (range: 24-124 days) in the placebo group. In the IMFINZI
treated group all patients received systemic corticosteroids, including 25 patients who received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day) and 1 patient also received infliximab. In the placebo group all patients received systemic corticosteroids, including
7 patients who received high-dose corticosteroid treatment. Resolution occurred for 18 patients in the IMFINZI treated group vs. 3 in placebo. In the combined safety database with IMFINZI in combination with tremelimumab (n=2 280), immune-mediated pneumonitis occurred in 86 (3.8%) patients,
including Grade 3 in 30 (1.3%) patients, Grade 4 in 1 (< 0.1%) patient, and Grade 5 (fatal) in 7 (0.3%) patients. The median time to onset was 57 days (range: 8 - 912 days). All patients received systemic corticosteroids and 79 of the 86 patients received high-dose corticosteroid treatment (at
least 40 mg prednisone or equivalent per day). Seven patients also received other immunosuppressants. Treatment was discontinued in 39 patients. Resolution occurred in 51 patients. In the HCC pool (n=462), immune-mediated pneumonitis occurred in 6 (1.3%) patients, including Grade 3 in 1
(0.2%) patient and Grade 5 (fatal) in 1 (0.2%) patient. The median time to onset was 29 days (range: 5-774 days). Six patients received systemic corticosteroids, and 5 of the 6 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). One patient also
received other immunosuppressants. Treatment was discontinued in 2 patients. Resolution occurred in 3 patients. In the DUO-E Study, out of 238 patients treated with platinum-based chemotherapy in combination with IMFINZI, followed by IMFINZ! in combination with olaparib (platinum-based
chemotherapy + IMFINZI + olaparib arm) immune-mediated pneumonitis occurred in 5 (2.1%) patients, including Grade 3 in 3 (1.3%) patients. The median time to onset was 85 days (range: 65-321 days). Five patients received systemic corticosteroids, including 4 patients who received high-dose
corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Resolution occurred in all 5 patients. Immune-mediated hepatitis. In the combined safety database with IMFINZI monotherapy, immune mediated hepatitis occurred in 120 (2.6%) patients, including Grade 3 in 70 (1.5%)
patients, Grade 4 in 9 (0.2%) patients and Grade 5 (fatal) in 6 (0.1%) patients. The median time to onset was 36 days (range: 1-644 days). Ninety-four of the 120 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Nine patients also received
other immur 1ts including myce treatment. IMFINZI was discontinued in 30 patients. Resolution occurred in 56 patients. In the combined safety database with IMFINZI in combination with tremelimumab (n=2 280), immune-mediated hepatitis occurred in 80 (3.5%) patients,
including Grade 3 in 48 (2.1%) patients, Grade 4 in 8 (0.4%) patients and Grade 5 (fatal) in 2 (< 0.1%) patients. The median time to onset was 36 days (range: 1 - 533 days). All patients received systemic corticosteroids and 68 of the 80 patients received high-dose corticosteroid treatment (at
least 40 mg prednisone or equivalent per day). Eight patients also received other immunosuppressants. Treatment was discontinued in 27 patients. Resolution occurred in 47 patients. In the HCC pool (n=462), immune-mediated hepatitis occurred in 34 (7.4%) patients, including Grade 3 in 20
(4.3%) patients, Grade 4 in 1 (0.2%) patient and Grade 5 (fatal) in 3 (0.6%) patients. The median time to onset was 29 days (range: 13-313 days). All patients received systemic corticosteroids, and 32 of the 34 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or
equivalent per day). Nine patients also received other immunosuppressants. Treatment was discontinued in 10 patients. Resolution occurred in 13 patients. Immune-mediated colitis. In the combined safety database with IMFINZI monotherapy, immune mediated colitis or diarrhoea occurred in 79
(1.7%) patients, including Grade 3 in 15 (0.3%) patients and Grade 4 in 2 (< 0.1%) patients. The median time to onset was 72 days (range: 1-920 days). Fifty-five of the 79 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Five patients also
received other immunosuppressants including infliximab treatment and mycophenolate. IMFINZI was discontinued in 15 patients. Resolution occurred in 54 patients. In the combined safety database with IMFINZI in combination with tremelimumab (n=2 280), immune-mediated colitis or diarrhoea
occurred in 167 (7.3%) patients, including Grade 3 in 76 (3.3%) patients and Grade 4 in 3 (0.1%) patients. The median time to onset was 57 days (range: 3 - 906 days). All patients received systemic corticosteroids and 151 of the 167 patients received high-dose corticosteroid treatment (at least
40 mg predni or equivalent per day). Twenty-two patients also received other immunosuppressants. Treatment was discontinued in 54 patients. Resolution occurred in 141 patients. Intestinal perforation and large intestine perforation were uncommonly reported in patients receiving IMFINZI
in combination with tremelimumab. In the HCC pool (n=462), immune-mediated colitis or diarrhoea occurred in 31 (6.7%) patients, including Grade 3 in 17 (3.7%) patients. The median time to onset was 23 days (range: 2-479 days). All patients received systemic corticosteroids, and 28 of the
31 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Four pa\lsms also received othsr . Treatment was in 5 patients. Resolution occurred in 29 patients. Intestinal perforation was observed in patients receiving
IMFINZI in combination with tremelimumab (rare) in studies outside of the HCC pool. Immune-mediate hies. Ir i In the combined safety database with IMFINZI monotherapy, immune-mediated hypothyroidism occurred in 384 (8.3%) patients, including
Grade 3 in 7 (0.2%) patients. The median time to onset was 90.5 days (range: 1-951 days). Of the 384 patients, 379 patients recerved hormone replacement therapy and 7 patients received high-dose corticosteroids (at least 40 mg prednisone or equivalent per day) for immune-mediated
hypothyroidism. One patient discontinued IMFINZI due to immune-mediated hypothyroidism. Resolution occurred in 79 patients. In the combined safety database with IMFINZI in combination with tremelimumab (n=2 280), immune-mediated hypothyroidism occurred in 209 (9.2%) patients,
including Grade 3in 6 (0.3%) patients. The median time to onset was 85 days (range: 1-624 days). Thirteen patients received systemic corticosteroids and 8 of the 13 received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Treatment discontinued in 3 patients.
Resolution occurred in 52 patients. I diated hyp idism was preceded by i diated hyper idism in 25 patients or i diated thyroiditis in 2 patients. In the HCC pool (n=462), immune-mediated hypothyroidism occurred in 46 (10.0%) patients. The median time
to onset was 85 days (range: 26-763 days). One patient received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). All patients required other therapy including hormone replacement therapy. Resolution occurred in 6 patients. Immune-mediated hypothyroidism
was preceded by immune-mediated hyperthyroidism in 4 patients. Immune med/a[ed hyperrhymldrsm In the combined safety database with IMFINZI monotherapy, immune-mediated hyperthyroidism occurred in 76 (1.6%) patients. The median time to onset was 43 days (range: 1-253 days)
Seventy-one of the 76 patients received medical therapy (thi: perchlorate, calcium channel blocker or beta-blocker), 15 patients received systemic corticosteroids and 8 of the 15 patients received high-dose systemic corticosteroid treatment (at least 40 mg
prednisone or equivalent per day). One patient discontinued IMFINZI due to |mmune mediated hyperthyroidism. Resolution occurred in 62 patients. Thirty-one patients experienced hypothyroidism following hyperthyroidism. In the combined safety database with IMFINZI in combination with
tremelimumab (n=2 280), immune-mediated hyperthyroidism occurred in 62 (2.7%) patients, including Grade 3 in 5 (0.2%) patients. The median time to onset was 33 days (range: 4-176 days). Eighteen patients received systemic corticosteroids, and 11 of the 18 patients received high-dose
corticosteroid treatment (at least 40 mg predmsnne or equivalent per day). Fifty-three patlents required other therapy (Ihlamazole carbimazole, propylthiouracil, perchlorate, calcium channel blocker or beta-blocker), One patient di i treatment due to hyper i ion occurred
in 47 patients. In the HCC pool (n=462), immune-mediated hyperthyroidism occurred in 21 (4.5%) patients, including Grade 3 in 1 (0.2%) patient. The median time to onset was 30 days (range: 13-60 days). Four patients received systemic corticosteroids, and all of the four patients received
high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Twenty patients required other therapy (thiamazole, carbimazole, perchlorate, calcium channel blocker, or beta-blocker). One patient discontinued treatment due to hyperthyroidism. Resolution
occurred in 17 patients. Immune-mediated thyroiditis. In the combined safety database with IMFINZI monotherapy, immune-mediated thyroiditis occurrsd in 21 (0.5%) patients, including Grade 3 in 2 (< 0.1%) patients. The median time to onset was 57 days (range: 14-217 days). Of the 21 patients,
18 patients received hormone replacement therapy and 3 patients received high-dose corticosteroids (at least 40 mg prednisone or equivalent per day). One patient IMFINZI due toi diated thyroiditis. ion occurred in 8 patients. Five patients experienced hypothyroidism
following thyroiditis. In the combined safety database with IMFINZI in combination with tremelimumab (n=2 280), immune-mediated thyroiditis occurred in 15 (0.7%) patients, including Grade 3in 1 (< 0.1%) patient. The median time to onset was 57 days (range 22-141 days). Five patients received
systemic corticosteroids and 2 of the 5 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Thirteen patients required other therapy including, hormone r 1t therapy, thi carbimazole, p il, perchlorate, calcium channel
blocker, or beta-blocker. No patients discontinued treatment due to immune-mediated thyroiditis. Resolution occurred in 5 patients. In the HCC pool (n=462), immune-mediated thyroiditis occurred in 6 (1.3%) patients. The medran time to onset was 56 days (range: 7-84 days). Two patients received
systemic corticosteroids, and 1 of the 2 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). All patients required other therapy including hormone replacement therapy. Resolution occurred in 2 patients. Immune-mediated adrenal insufficiency.

In the combined safety database with IMFINZI , immu diated adrenal insufficit occurred in 24 (0.5%) patients, including Grade 3 in 8 (0.2%) patients. The median time to onset was 157.5 days (range: 20-547 days). All 24 patients received systemic corticosteroids; 8 of the
24 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). One patient IMFINZI due to i diated adrenal insufficiency. Resolution occurred in 6 patients. In the combined safety database with IMFINZI in combination with
(n=2280), diated adrenal occurred in 33 (1.4%) patients, including Grade 3 in 16 (0.7%) patients and Grade 4 in 1 (< 0.1%) patient. The median time to onset was 105 days (range: 20-428 days). Thirty-two patients received systemic corticosteroids, and

10 of the 32 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Treatment was discontinued in one patient. Resolution occurred in 11 patients. In the HCC pool (n=462), immune-mediated adrenal insufficiency occurred in 6 (1.3%) patients,
including Grade 3 in 1 (0.2%) patient. The median time to onset was 64 days (range: 43-504 days). All patients received systemic corticosteroids, and 1 of the 6 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Resolution occurred in 2 patients.
Immune-mediated type 1 diabetes mellitus. In the combined safety database with IMFINZI monotherapy, immune-mediated type 1 diabetes mellitus occurred in 5 (0.1%) patients, including Grade 3 in 3 (0.1%) patients and Grade 4 in 1 (< 0.1%) patient. The trme to onset was 43 days (range: 29-
631 days). Al five patients required long term insulin therapy. IMFINZI was permanently discontinued in one patient. One patient recovered and one patient recovered with sequelae. In the combined safety database with IMFINZI in combination with (n=2 280), i diated
Iyps 1 diabetes meHrtus occurred in6 (O 3%) patients, including Grade 3 in 1 (< 0.1%) patient and Grade 4 in 2 (< 0.1%) patients. The medran time to onset was 58 days (range: 7-220 days). All patients required insulin. Treatment was discontinued for 1 patient. Resolution occurred in 1 patient.
ism. In the combined safety database with IMFINZI monotherapy, i diated hypophy ism occurred in 6 (0.1%) patients, including Grade 3 in 5 (0.1%) patients. The time to onset for the events was 85 days (range: 44-225 days).
Three patients recerved high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day), three patients discontinued IMFINZI due to diated ism and resolution occurred in 1 patient. In the combined safety database with IMFINZI in
combination with tremelimumab (n=2 280), immune-mediated hypophysitis/hypopituitarism occurred in 16 (0.7%) patients, including Grade 3 in 8 (0.4%) patients. The median time to onset for the events was 123 days (range: 63-388 days). All patients received systemic corticosteroids and 8 of
the 16 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Four patients also required endocrine therapy. Treatment was discontinued in 2 patients. Resolution occurred in 7 patients. In the HCC pool (n=462), immune-mediated hypophysitis/
hypopituitarism occurred in 5 (1.1%) patients. The median time to onset for the events was 149 days (range: 27-242 days). Four patients received systemic corticosteroids, and 1 of the 4 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Three
patients also required endocrine therapy. Resolution occurred in 2 patients. Immune-mediated nephritis. In the combined safety database with IMFINZI monotherapy, immune-mediated nephritis occurred in 17 (0.4%) patients, including Grade 3 in 4 (0.1%) patients and Grade 4 in 1 (< 0.1%) patient.
The median time to onset was 84 days (range 4- 393 days). Twelve patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day) and 1 patient also received mycophenolate. IMFINZI was discontinued in 8 patients. Resolution occurred in 9 patients. In the
combined safety database with IMFINZI in i with (n=2280), diated nephritis occurred in 9 (0.4%) patients, including Grade 3 in 1 (< 0.1%) patient. The median time to onset was 79 days (range: 39-183 days). All patients received systemic corticosteroids
and 7 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Treatment was discontinued in 3 patients. Resolution occurred in 5 patients. In the HCC pool (n=462), immune-mediated nephritis occurred in 4 (0.9%) patients, including Grade 3 in 2
(0.4%) patients. The median time to onset was 53 days (range: 26-242 days). All patients received systemic corticosteroids, and 3 of the 4 received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Treatment was discontinued in 2 patients. Resolution occurred
in 3 patients. Immune-mediated rash. In the combined safety database with IMFINZI monotherapy, immune-mediated rash or dermatitis (including pemphigoid) occurred in 74 (1.6%) patients, including Grade 3 in 20 (0.4%) patients. The median time to onset was 56 days (range: 4-600 days).
Thirty-seven of the 74 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). IMFINZI was discontinued in 5 patients. Resolution occurred in 46 patients. In the combined safety database with IMFINZI in combination with tremelimumab (n=2 280),
immune-mediated rash or dermatitis (inclucing pemphigoid) occurred in 112 (4.9%) patients, including Grade 3 in 17 (0.7%) patients. The median time to onset was 35 days (range: 1-778 days). Al patients received systemic corticosteroids, and 57 of the 112 patients received high-dose
corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Treatment was discontinued in 10 patients. Resolution occurred in 65 patients. In the HCC pool (1=462), immune-mediated rash or dermatitis (including pemphigoid) occurred in 26 (5.6%) patients, including Grade 3 in 9
(1. 9%) patients and Grade 4 in 1 (0.2%) patient. The median time to onset was 25 days (range: 2-933 days). All patients received systemic corticosteroids and 14 of the 26 patients received high-dose curllcosterold treatment (at least 40 mg prednisone or equivalent per day). One patient received
other i Treatment was in 3 patients. Resolution occurred in 19 patients. In the DUO-E Study, out of 238 patients treated with plati based in with IMFINZI, followed by IMFINZI in combination with olaparib (platinum-based
chemotherapy + IMFINZI + olaparib arm) immune mediated rash occurred in 8 (3.4%) patients, including Grade 3 in 2 (0.8%) patients. The median time to onset was 155 days (range: 2-308 days). All patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent
per day). Resolution occurred in all 8 patients. Infusion-related reactions. In the combined safety database with IMFINZI monotherapy, infusion-related reactions occurred in 70 (1.5%) patients, including Grade 3 in 6 (0.1%) patients. There were no Grade 4 or 5 events. In the combined safety
database with IMFINZI in combination with tremelimumab (n=2 280), infusion-related reactions occurred in 45 (2.0%) patients, including Grade 3 in 2 (<0.1%) patients. There were no Grade 4 or 5 events. In the DUO-E Study, out of 238 patients treated with platinum-based chemotherapy in
combination with IMFINZI, followed by IMFINZI in combination with olaparib (platinum-based chemotherapy + IMFINZI + olaparib arm), infusion-related reactions occurred in 13 (5.5%) patients, including Grade 3 in 1 (0.4%) patient. There were no Grade 4 or 5 events. Pure Red Cell Aplasia. Pure
Red Cell Aplasia (PRCA) has been reported when IMFINZI has been used in combination with olaparib. In a clinical study of patients with endometrial cancer treated with IMFINZI in combination with olaparib, the incidence of PRCA was 1.6%. All events were CTCAE Grade 3 or 4. Events were
manageable following discontinuation of both IMFINZI and olaparib. The majority of events were managed with blood transfusion and immunosuppression and recovered; there were no fatal events. For management see section ‘Special warnings and precautions for use’ of the SmPC. Laboratory
abnormalities. In patients treated with IMFINZI monotherapy, the proportion of patients who experienced a shift from baseline to a Grade 3 or 4 laboratory abnormality was as follows: 3.7% for alanine aminotransferase increased, 5.7% for aspartate aminotransferase increased, 0.9% for blood
creatinine increased, 4.8% for amylase increased and 8.2% for lipase increased. The proportion of patients who experienced a TSH shift from baseline that was < ULN to any grade > ULN was 20% and a TSH shift from baseline that was > LLN to any grade < LLN was 18.2%. In patients treated
with IMFINZI in combination with chemotherapy, the proportion of patients who experienced a shift from baseline to a Grade 3 or 4 laboratory abnormality was as follows: 4.2% for alanine aminotransferase increased, 3.4% for aspartate aminotransferase increased, 4.0% for blood creatinine
increased, 6.0% for amylase increased, 12.1% for lipase increased, and 2.3% for bilirubin increased. The proportion of patients who experienced a TSH shift from baseline that was < ULN to any grade > ULN was 22.8% and a TSH shift from baseline that was > LLN to any grade < LLN was 22.6%.
In patients treated with IMFINZI in ination with ) and plati based chemotherapy, the proportion of patients who experienced a shift from baseline to a Grade 3 or 4 laboratory abnormality was as follows: 6.2% for alanine aminotransferase increased, 5.2% for aspartate
aminotransferase increased, 4.0% for blood creatinine increased, 9.4% for amylase increased and 13.6% for lipase increased. The proportion of patients who experienced a TSH shift from baseline that was < ULN to > ULN was 24.8% and a TSH shift from baseline that was = LLN to < LLN was
32.9%. In patients treated with IMFINZI in combination with tremelimumab, the proportion of patients who experienced a shift from baseline to a Grade 3 or 4 laboratory abnormality was as follows: 5.1% for alanine aminotransferase increased, 5.8% for aspartate aminotransferase, 1.0% for blood
creatinine increased, 5.9% for amylase increased and 11.3% for lipase increased. The proportion of patients who experienced a TSH shift from baseline that was < ULN to > ULN was 4.2% and a TSH shift from baseline that was > LLN to < LLN was 17.2%. In patients treated with platinum based
chemotherapy in combination with IMFINZI, followed by IMFINZI in combination with olaparib (platinum based chemotherapy + IMFINZI + olaparib arm), the proportion of patients who experienced a shift from baseline to a Grade 3 or 4 laboratory abnormality was as follows: 3.8% for alanine
aminotransferase increased, 3.4% for aspartate aminotransferase increased and 1.7% for blood creatinine increased. The proportion of patients who experienced a TSH shift from baseline that was < ULN to > ULN was 28.6% and a TSH shift from baseline that was > LLN to < LLN was 20.1%.

ty. of IMFINZI as mc is based on pooled data in 3 069 patients who were treated with IMFINZI 10 mg/kg every 2 weeks, or 20 mg/kg every 4 weeks as a single-agent and evaluable for the presence of anti-drug antibodies (ADAs). Eighty-four patients (2.7%)
for treatment emergent ADAs. Neulrallsmg antibodies (nAb) against durvalumab were detected in 0.5% (16/3 069) of patients. The presence of ADAs did not have a clinically relevant effect on pharmacoklnetrcs or safety. There are insufficient number of patients to determine ADA
impact on efficacy. Across multiple phase Ill studies, in patients treated with IMFINZI in combination with other therapeutic agents, 0% to 10.1% of patients ped treatment gent ADAs. ies against durvalumab were detected in 0% to 1.7% of patients treated with
IMFINZI in combination with other therapeutic agents. The presence of ADAs did not have an apparent effect on pharmacokinetics or safety. Elderly. No overall differences in safety were reporled between elderly (= 65 years) and younger patients. In studies PACIFIC, ADRIATIC, CASPIAN, TOPAZ-1,
HIMALAYA, NIAGARA, and MATTERHORN data on safety for patients 75 years and older are too limited to draw a conclusion on this population. In first line metastatic NSCLC patients in the POSEIDON study, some differences in safety were reported between elderly (= 65 years) and younger
patients. The safety data from patients 75 years of age or older are limited to a total of 74 patients. There was a higher frequency of serious adverse reactions and discontinuation rate of any study treatment due to adverse reactions in 35 patients aged 75 years of age or older treated with IMFINZI
in combination with tremelimumab and platinum-based chemotherapy (45.7% and 28.6%, respectively) relative to 39 patients aged 75 years of age or older who received platinum-based chemotherapy only (35.9% and 20.5%, respectively). In resectable NSCLC patients in the AEGEAN study,
some differences in safety were reported between elderly (> 65 years) and younger patients. The safety data from patients 75 years of age or older are limited to 86 patients in both treatment arms. There was a higher frequency of serious adverse reactions in patients aged 75 years or older who
received IMFINZI in combination with chemotherapy relative to patients who received chemotherapy only (26.5% vs. 10.8%, respectively). There was a higher frequency of discontinuation of any study treatment due to adverse reactions in patients aged 75 years or older who received IMFINZI in
combination with chemotherapy relative to patients who received chemotherapy only (16.3% vs. 8.1%, respectively). Reporting of suspected adverse reactions. Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the
benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse reactions via: Belgium: Federal Agency for Medicines and Health Products - FAMHP, www.afmps.be, Division Vigilance: Website: https://www.famhp.be/en/side_effect, e-mail:
adr@fagg-afmps.be. Luxembourg: Centre Régional de Pharmacovigilance de Nancy or Division de la pharmacie et des médicaments de la Direction de la santé. Site internet : www.guichet.lu/pharmacovigilance. 5. MARKETING AUTHORISATION HOLDER. AstraZeneca AB, SE-151 85
Sodertalje, Sweden. 6. MARKETING AUTHORISATION NUMBER(S). EU/1/18/1322/002 120 mg vial. EU/1/18/1322/001 500 mg vial. 7. LEGAL STATUS DELIVERY. Medicinal product subject to medical prescription. 8. DATE OF REVISION OF THE TEXT. 03/2026. Detailed information on
this medicinal product is available on the website of the European Medicines Agency https://www.ema.europa.eu.
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PROGRAMME

Friday 9 October 2026

13:30

14:30

14:35

14:45

14:55

15:20

16:05

16:45

18:25

18:30

Registration, welcome coffee & exhibition

Welcome by the president

Junior abstracts

Assessing interinstitutional variability in delineation and treatment planning for pancreatic
Stereotactic Body Radiotherapy: a pretrial benchmark analysis of the TORPEDO Study
Daan Stas (Iridium Netwerk)

Long-term recurrence patterns in rectal cancer after neoadjuvant therapy: 25 years of real-world
data

Pieter Maerten (UZ Leuven)

Honorary Member Lectures

Moderator: Caroline Weltens (UZ Leuven)

General introduction on the advantages and risks of combination therapy in the clinical setting
Dirk De Ruysscher (Maastro)

Coffee break & exhibition

Moderators: Katrien Vandecasteele (UZ Gent) & Christelle Bouchart (Institut J. Bordet)

General introduction on the advantages and risks of combination therapy in the pre-clinical
setting

Eric Deutsch (Gustave Roussy Institute)

Update Lectures

In Memoriam: Dr. Frangois-Xavier Otte - Alex De Caluwé
The College of Radiotherapy - Reinhilde Weytjens
National Cancer Plan V2 - Dirk Van Gestel (BeBO)

B-ROG - Jean-Francois Daisne

General Assembly BeSTRO-BARO - Paul Meijnders, Benedikt Engels

Closure

Reception & dinner, followed by a social event

Visit our partners in the exhibition area (Atrium) during these moments.
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PROGRAMME

Saturday 10 October 2026

08:30 Registration, welcome coffee & exhibition

09:00 Welcome + results
Toxicity and synergy in combined treatment strategies for...
Moderators: Alex De Caluwé (AZ Sint-Maarten / Institut J. Bordet) & Frangois Lallemand (CHU Liége)

09:05 Head & Neck Cancer
Rachel Galot (UCLouvain)

09:25 Lung Cancer
Dirk De Ruysscher (Maastro)

09:45 Gastrointestinal Cancer

Ines Joye (Iridium Netwerk)
10:05 Coffee break & exhibition
Moderators: Jean-Francois Daisne (Iridium Netwerk) & Selma Ben Mustapha (UZ Brussel)

10:50 Breast Cancer
Alex De Caluwé (AZ Sint-Maarten / Institut J. Bordet)

11:10 Combinations with cranial and extracranial stereotactic radiotherapy: what is allowed and what is
forbidden?

Constance Golfier (Institut de Cancérologie de Lorraine)

11:40 Discussion

12:00 Closure

Visit our partners in the exhibition area (Atrium) during these moments.
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emergent therapeutical energy into optimized cancer care.
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control system

RaySearch products are subject to regulatory clearance in some markets.

OUR SOLUTIONS

Machine Learning

Intelligent treatment planning

Liver Ablation

Image-guided planning for
interventional radiology
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RAYSEARCH AT BeSTRO 2026 RaySearch

Laboratories

[INTEGRATING ] ENERGY |
TO #END_CANCER; |

Adaptive workflows are fully integrated into our software platforms,
combining the powerful tools in RayStation®* — such as synthetic
CT, dose tracking, and automated re-planning — with the
orchestration capabilities of RayCare®*. At RaySearch, adaptive
radiotherapy is no longer a concept — it’s reality.

How? Read more here.

[ AUTOMATING ] ENERGY
TO #END CANCER;

RaySearch’s automation suite™ includes: a scripting interface
and two Al-driven solutions for segmentation and treatment
plan generation — all seamlessly integrated into RayStation®.
By implementing these solutions, nearly 50% time savings on

daily clinical tasks are reached. See how here.

[ ADAPTING ] ENERGY
T0 #END_CANCER;

RayCare® supports a growing ecosystem of treatment machines,
with an ever-growing list of interoperable systems designed for
today’s clinical needs. RayStation® sits at the core of advanced

treatment planning, enabling delivery across a wide spectrum of

modalities — from proton and ion therapy to tomotherapy.

*Subject to regulatory clearance in some markets. **Refer to your local vendor for available functionality. - : /
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Assessing interinstitutional variability in
delineation and treatment planning for
pancreatic Stereotactic Body Radiotherapy: a
pretrial benchmark analysis of the TORPEDO

Study

Dr. Daan Stas - University of Antwerp, Iridium Netwerk

BACKGROUND

Stereotactic body radiotherapy (SBRT) is increasingly
used in the management of locally advanced pancreatic
cancer (LAPC). Interinstitutional variability in target
delineation and treatment planning may affect
treatment quality and clinical trial outcomes. We
evaluated the variability in target delineation and
treatment planning among centres during the pretrial
benchmark phase of the TORPEDO study, a multicentre,
randomised phase II trial investigating the addition of
SBRT to standard chemotherapy in patients with
inoperable non-metastatic pancreatic adenocarcinoma.

METHODS

Ten centres completed a benchmark contouring case
and nine completed the SBRT plan. Submitted target
volumes and organs at risk (OARs) were compared with
a reference contour, which served as the gold standard,
and evaluated qualitatively by two experienced
radiation oncologists and quantitatively using

volumetric, overlap-based, and distance-based metrics.

CONCLUSION

Dosimetric parameters and dose-volume histograms
were analysed to assess adherence to treatment-
planning requirements.

RESULTS

Among target volumes, 80.7% of delineations were per
protocol, with 10.5% and 8.7% showing minor and
major variations, respectively. OAR delineation showed
73.3% per-protocol compliance, with 22.2% minor and
4.4% major variations. Major deviations were
uncommon, but mainly involved the tumour-vessel
interface, PTV evaluation structure, small bowel, great
vessels, and common bile duct. Quantitative analysis
demonstrated moderate agreement for target volumes,
with mean Dice similarity coefficients of 0.70 and 0.71
for PTV40 and PTV40_EVAL, respectively. Agreement
was lower for smaller structures, including the common
bile duct and vessel contours. Treatment planning
demonstrated limited interinstitutional variability, with
few major protocol deviations and substantial
concordance of dose-volume histograms.

The benchmarking exercise demonstrated that target and OAR delineation and SBRT planning for LAPC

remain challenging, with few major protocol deviations, but a substantial number of minor variations. As

part of the QA programme, this benchmark exercise provides an important measure to identify and

reduce interinstitutional variability and improve adherence to the radiotherapy protocol.
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Figure 1

The tumour-vessel interface delineated by the different centres which completed the contouring part of the pre-trial benchmark case.
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Long-term recurrence patterns in rectal cancer
after neoadjuvant therapy: 25 years of real-

world data

Dr. Pieter Maerten - KU Leuven, UZ Leuven

BACKGROUND

The management of locally advanced rectal cancer has
significantly evolved over the past 25 years, most
recently with the adoption of total neoadjuvant therapy
(TNT). Nevertheless, optimal treatment selection for
individual patients remains challenging. This study
evaluated recurrence patterns in rectal cancer to
improve risk stratification and guide neoadjuvant
treatment decisions in the TNT era.

METHODS

We conducted a prospective cohort study including 850
rectal cancer patients treated with neoadjuvant radio-
and chemotherapy over a 25-year period.

FINDINGS

After a median follow-up of 12 years, 5-year overall
survival (OS) and disease-free survival (DFS) were
86.8% and 75.5%. Recurrence occurred in 167 patients

CONCLUSION

(19.6%), including 31 (3.6%) with locoregional
recurrence (LRR), 158 (18.6%) with distant metastases
(DM) and 22 (2.6%) with both.

Five-year recurrence-free survival (RFS), DM-free
survival (DMFS) and LRR-free survival (LRFS) were
76.9%, 77.8% and 85.3%. Mesorectal fascia
involvement (p = 0.006) and extra-mural vascular
invasion (p = 0.028) were associated with recurrence on
univariable analysis, although their impact diminished
after adjusting for neoadjuvant treatment. Independent
predictors of DM were lymphovascular invasion (p <
0.001), perineural invasion (p = 0.004), positive
circumferential resection margin (p = 0.046) and higher
lymph node ratio (LN-ratio) (p < 0.001). Tumor diameter
(p =0.025) and LN-ratio (p = 0.047) independently
predicted LRR. Early recurrence was associated with
worse 0S, although post-recurrence survival did not
differ significantly.

Histopathological features and tumor response to neoadjuvant therapy are strong predictors of

recurrence risk in rectal cancer. Identifying reliable baseline biomarkers of treatment response is

essential to refine patient risk stratification and personalize neoadjuvant treatment strategies in the
TNT era.
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HONORARY MEMBER LECTURE

Prof. Dr. Eric R ——
Deutsch GUSTAVE

MD, PhD - Radiation Oncologist

Gustave Roussy Cancer Campus - Paris-Saclay University

LECTURE - FRIDAY 16:05

General introduction on the advantages

and risks of combination therapy in the
pre-clinical setting ——

BIOGRAPHY

Eric Deutsch, MD, PhD, is Full Professor of Radiation Oncology at Paris-Saclay University, Director of the Inserm
UMR1030 “Molecular Radiotherapy and Innovative Therapeutics” research unit, and Head of the Department of
Radiation Oncology at Gustave Roussy Cancer Campus, Villejuif, France.

Under his leadership, Prof. Deutsch oversees a team of more than 150 clinicians, researchers and support staff,
integrating clinical excellence with cutting-edge translational research and early-phase clinical trials. He has
developed a research axis focused on the personalization of radiotherapy and immunotherapy through artificial

intelligence-driven approaches.

As principal investigator, he has led several first-in-human clinical trials evaluating innovative therapeutic
agents, including immunomodulatory compounds combined with radiotherapy. He is also a board member of the
Gustave Roussy Technology Transfer Office.

His research focuses on mechanisms of cell death, HPV-related tumors and tumor-stroma interactions, with a
strong emphasis on tumor immunology.

300+ 15,000+ 57

peer-reviewed articles citations H-index
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HONORARY MEMBER LECTURE

Prof. Dr. Dirk De
Ruysscher

MD, PhD - Radiation Oncologist

Maastricht University Medical Center & Erasmus MC

LECTURE - FRIDAY 14:55

General introduction on the advantages

and risks of combination therapy in the
clinical setting

BIOGRAPHY

Dr. De Ruysscher earned his medical degree at the University of Leuven in 1986, became a radiation oncologist
there in 1991 and obtained his PhD in 1992 on the influence of radiotherapy on immunity.

He is currently full Professor of Radiation Oncology / Respiratory Oncology at Maastricht University Medical
Center and Erasmus MC Rotterdam. He heads Maastro Clinical Research and chairs the EORTC Lung Cancer
Group / Oligometastatic and New Development Group.

His research spans individualized radiotherapy, combined treatments, proton therapy, radiogenomics,
immunotherapy and artificial intelligence. He has served as lead PI on numerous phase I, IT and III trials and
coordinates Maastro’s biobank project, which has included around 10,000 patients for radiogenomic studies.

He also leads a laboratory investigating predictive tests on tumour replicas to identify optimal anti-cancer drugs

for individual patients. He has authored more than 550 peer-reviewed papers and book chapters.

550+ 10,000 115

peer-reviewed papers patients in biobank H-index
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DENOMINATION DU MEDICAMENT Erleada 240 mg comprimés
pelliculés  COMPOSITION QUALITATIVE ET  QUANTITATIVE
Chaque comprimé pelliculé contient 240 mg d'apalutamide. FORME
PHARMACEUTIQUE Comprimé pelliculé (comprimé). Comprimé
pelliculé gris bleuté a gris, de forme ovale (21 mm de long x 10 mm
de large), avec I'inscription « E240 » imprimée sur une face. Indications
thérapeutiques Erleada est indiqué : - dans le traitement des hommes adultes
atteints d’un cancer de la prostate résistant a la castration non métastatique (1nmCRPC)
avec un risque élevé de développer une maladie métastatique. - dans le traittment des hommes
adultes atteints d’un cancer de la prostate métastatique hormonosensible (mHSPC) en association avec
un trai par ique (ADT). Posologie et mode d’administration Le traitement par
apalutamide doit étre instauré et supervisé par un medecin specrallste expenmente dans le traitement du cancer de
la prostate. Posologie La dose recommandeée est de 240 mg (un comprimé de 240 mg) en une seule prise quotidienne par
voie orale. La castration médicale par analogue de I'normone de libération des gonadotrophines (GnRHa) doit étre maintenue
pendant la durée du traitement chez les patients n'ayant pas subi de castration chirurgicale. Si le patient oublie de prendre une dose,
il doit la prendre dés que possible le jour méme, et reprendre le schéma normal le lendemain. Le patient ne doit pas prendre de comprimés
supplémentaires pour compenser la dose oubliée. Si une toxicité de grade > 3 ou un effet indésirable intolérable est éprouvé par un patient, plutot
que d'arréter définitivement le traitement, I'administration doit étre jusqu’a amélioration des 0mes a un grade < 1 ou au grade d'origine,
puis doit étre reprise a la méme dose ou a une dose réduite (180 mg ou 120 mg), si nécessaire. Pour connaitre les effets indésirables les plus fréquents.
Populations particuliéres Sujets dgés Aucun ajustement posologique n’est nécessaire chez les patients agés. Insuffisance rénale Aucun ajustement posologique n'est
nécessaire chez les patients présentant une insuffisance rénale légére ou modérée. La prudence est recommandée chez les patients présentant une insuffisance rénale
sévere car I'apalutamide n'a pas été étudié dans cette population. Si le traitement est initié, les patients doivent étre surveillés pour les effets indésirables mentionnés a la rubrique
Effets indésirables et la dose réduite comme indiqué a la rubrique Posologie et mode d'administration. Insuffisance hépatique Aucun ajustement posologique n’est nécessaire chez les
patients présentant une insuffisance hépatique Iégere a modérée (classes A et B de Child-Pugh, respectivement) a I'instauration du traitement. Chez les patients présentant une insuffisance
hépatique sévere (classe C de Child-Pugh), la dose recommandée est de 120 mg (deux comprimés de 60 mg) en une prise quotidienne par voie orale. Population pédiatrique Il n'existe pas d'utilisation
justifiée de I'apalutamide dans la population pédiatrique. Mode d’administration Voie orale. Le comprimé doit étre avale entier afin de garantir la prise de la dose complete prévue. Le comprimé ne doit pas
étre écrasé ou coupé. Le comprimé peut étre pris pendant ou en dehors des repas. Prise d’Erleada avec une boisson non gazeuse ou un aliment de consistance molle Pour les patients qui ne peuvent pas avaler le
comprimé entier, Erleada peut étre dispersé dans de I'eau non gazeuse, puis mélangé a I'une des boissons non gazeuses ou a I'un des aliments de consistance molle suivants : jus d’orange, thé vert, compote de pommes,
yaourt a boire ou un volume d’eau supplémentaire, comme suit : 1. Placer le comprimé entier d’Erleada 240 mg dans une tasse. Ne pas écraser ou couper le comprimé. 2. Ajouter environ 10 mL (2 cuilléres a café) d'eau non gazeuse afin
de s'assurer que le comprimé est completement dans I'eau. 3. Attendre 2 minutes jusqu'a ce que le comprimé soit morcelé et dispersé, puis remuer le mélange. 4. Ajouter 30 mL (6 cuilleres a café ou 2 cuilléres a soupe) d'une des boissons non
gazeuses ou d’un des aliments de consistance molle suivants : jus d'orange, thé vert, compote de pommes, yaourt a boire ou volume d’eau supplémentaire, et remuer le mélange. 5. Avaler le mélange immédiatement. 6. Rincer Ia tasse avec suffisamment
d'eau afin de s'assurer que toute la dose a été prise et la boire immédiatement. 7. Ne pas conserver le mélange médicament/aliment pour une utilisation ultérieure. Administration par sonde de nutrition nasogastrique Le comprimé d’Erleada 240 mg peut également
étre administré par une sonde de nutrition nasogastrique (sonde NG) 8 CH ou plus, comme suit : 1. Placer le comprimé entier d'Erleada 240 mg dans le corps d’une seringue (utiliser une seringue d'au moins 20 mL) et remplir 10 mL d’eau non gazeuse dans la seringue. 2.
Attendre 10 minutes, puis agiter vigoureusement pour disperser completement le contenu. 3. Administrer immédiatement par la sonde de nutrition nasogastrique. 4. Remplir a nouveau la seringue d’eau non gazeuse et administrer. Répéter I'opération jusqu’a ce qu'il ne reste
plus aucun résidu de comprimé dans la seringue ou la sonde de nutrition. Contre-indications Hypersensibilité a la substance active ou & I'un des excipi Femmes intes ou ibles de I'étre. Effets indésirables Résumé du profil de sécurite Les effets indésirables
les plus fréquents sont : fatigue (26 %), éruption cutanée (26 % tous grades confondus et 6 % de grade 3 ou 4), hypertension (22 %), bouffée de chaleur (18 %), arthralgie (17 %), diarrhée (16 %), chute (13 %) et poids diminué (13 %). Les autres effets indésirables importants
incluent fractures (11 %), appetrt diminué (11 %) et hypothyroidie (8 %). Tableau recaprtulanf des effets indésirables Les effets indésirables rapportés pendant les études cliniques et/ou post-commercialisation sont classés ci-dessous par catégorie de fréquence. Les catégories de
fréquence sont définies de la maniére suivante : tres frequent [ 1/1 0); fréquent (> 1/100 a < 1/10) ; peu fréquent (> 1/1 000 & < 1/100) ; rare (> 1/10 000 & < 1/1.000) ; trés rare (< 1/10 000) et fréquence indéterminée (ne peut étre estimée sur la base des données disponibles). Dans
chaque groupe de fréq les effets indé sont pi par ordre dé de gravite. Tableau 1 : Effets indésirables : Classe de Systemes d’Organes : Effet indésirable et fréquence Affections hématologiques et du systéme lymphatique : Fréquent : neutropénie ;
Fréquence indéterminée : agranulocytose Affections endocrrnren es : Fréquent : hypothyroidie @ Troubles du métabolisme et de la nutrition : Trés frequent appétit drmrnue Fréquent : hypercholestérolémie, hypertriglycéridémie Affections du systéme nerveux : Fréquent :
dysqueusie, anomalies ischémiques du systéme cérébrovasculaire® ; Peu fréquent : convulsions®, syndrome des jambes sans repos Affections iaques : Fréquent : pathie ischémique® ; Fréquence indéterminée : Allongement de 'intervalle QT Affections vasculaires :
Trés fréquent : bouffée de chale]ur hypertension Affections resplratolres, thoraciques et médiastinales : Fréquence indéterminée : pneumopathie |nterst|t|e||e drffusee Affections gastmrnteshnales Trés fréquent : diarrhée Affections de la peau et du tissu sous-cutané :
Trés frequent éruption cutanée' ; Fréquent : prurit, alopécie ; Peu fréquent : éruption lichénoide ; Fréquence indéterminée : réaction médicamenteuse avec éosinophilie et symptomes systémiques DRESS)E, de Stevens- épidermique toxique
(SJS/NET)® Affections musculusquelethques et du tissu conjonchf Trés fréquent : fracturesg arthralgie ; Fréquent : spasme musculaire Troubles généraux et anomalies au site d’administration : Trés fréquent : fatigue Investigations : Tres frequeBt - perte de poids Lésions,
intoxications et compllcatrons d'interventions : Trés fréquent : chutes. dinclut hypothyrmdre augmentation de la thyréostimuline sanguine, diminution de la thyroxine, thyroidite auto-immune, diminution de la thyroxine libre, diminution de la triiodothyronine Inclut accident ischémique
itoire, accident cé ire, trouble cérébrovasculaire, accident ischémique cérébral, artériosclérose carotidienne, sténose carotidienne, hémiparésie, infarctus lacunaire, accident vasculaire cérébral lacunaire, |nfarctus cerebral thrombotique, encephalopathre vasculalre
infarctus cerebelleux infarctus cerebral et ischémie cérébrale cIncIut morsure de langue “Inclut angine de gortnne , angor instable, infarctus du my infarctus du my argu lusion artérielle ire, sténose artérielle aigu,
de I'artére coronaire, épreuve d'effort cardiaque anormale, troponine augmentée, ischémie myocardique ®Voir Résumé des caractéristiques du produit 'Voir « Eruption cutanée » a la rubrique « Descnptron d'une sélection d'effets indésirables » dInclut fracture des cotes, fracture
vertébrale lombaire, fracture rachidienne par compression, fracture rachidienne, fracture du pied, fracture de la hanche, fracture de I'humérus, fracture vertébrale thoracique, fracture du membre supérieur, fracture du sacrum, fracture de la main, fracture du pubis, fracture acétabulaire,
fracture de la cheville, fracture par compression, fracture du cartilage costal, fracture des os du visage, fracture du membre inférieur, fracture ostéoporotique, fracture du poignet, fracture avulsion, fracture du péroné, jracture du coccyx, fracture du bassin, fracture du radius, fracture
du sternum, fracture de fatigue, fracture de stress, fracture traumatique, fracture des vertébres cervicales, fracture du col du fémur, fracture du tibia. Voir ci-dessous. Description d'une sélection d'effets indésirables Eruption cutanée L'éruption cutanée associée a I'apalutamide était
le plus souvent décrite comme maculaire ou maculopapuleuse. L'éruption cutanée inclut : éruption, éruption maculopapuleuse, éruption généralisée, urticaire, éruption prurigineuse, éruption maculaire, conjonctivite, érytheme polymorphe, éruption papuleuse, desquamation cutanée,
éruption génitale, éruption érythémateuse, stomatite, éruption d’origine médicamenteuse, ulcération buccale, éruption pustuleuse, cloque, papule, pemphigoide bulleuse, érosion cutanée, dermatite et éruption vésiculaire. Des effets indésirables d'éruption cutanée ont été rapportés chez
26 % des patients traités par apalutamide. Des éruptions cutanées de grade 3 (définies comme couvrant une surface corporelle [SC] > 30 %) ont été rapportées chez 6 % des patients traités par apalutamide. Le nombre de jours médian avant I'apparition de I'éruption cutanée était de
83 jours. Chez soixante-dix-huit pourcents des patients, I'éruption s'est résolue dans un délai médian de 78 jours. Les médicaments utilisés ont inclus les corticoides topiques, les antihistaminiques oraux et 19 % des patients ont recu des corticaides systémiques. Parmi les patients
ayant présenté une éruption cutanée, le traitement a été interrompu chez 28 % d'entre eux et la dose réduite chez 14 % d'entre eux. L'éruption cutanée est réapparue chez 59 % des patients ayant eu une interruption de traitement. Le traitement par apalutamide a été arrété chez 7
% des patients ayant présenté une éruption cutanée. Chutes et fractures Dans I'étude ARN-509-003, des fractures ont été rapportées chez 11,7 % des patients traités par apalutamide et 6,5 % des patients traités par placebo. La moitié des patients a subi une chute dans les 7 jours
précédant I'événement de fracture dans les deux groupes de traittment. Des chutes ont été rapportées chez 15,6 % des patients traités par apalutamide versus 9,0 % des patients recevant le placebo. Cardiopathie ischémique et les ischémiques du systéme cérébrovasculaire
Dans une étude randomisée chez des patients atteints de nmCRPC (SPARTAN), une cardiopathie ischémique est survenue chez 4 % des patients traités par apalutamide et 3 % des patients ayant recu le placebo. Dans une étude randomisée chez des patients atteints de mHSPC
(TITAN), une cardiopathie ischémique est survenue chez 4 % des patients traités par apalutamide et 2 % des patients ayant recu le placebo. Au cours des études SPARTAN et TITAN, 6 patients (0,5 %) traités par apalutamide et 2 patients (0,2 %) ayant recu le placebo sont décédés
d'une cardiopathie ischémique. Dans I'étude SPARTAN, avec une exposition médiane de 32,9 mois pour I'apalutamide et de 11,5 mois pour le placebo, des anomalies ischémiques du systeme cérébrovasculaire sont survenues chez 4 % des patients traités par apalutamide et 1 %
des patients ayant recu le placebo (voir ci-dessus). Dans I'étude TITAN, des anomalies ischémiques du systéme cérébrovasculaire sont survenues en une proportion similaire chez les patients des groupes apalutamide (1,5 %) et placebo (1,5 %). Au cours des études SPARTAN et TITAN,
2 patients traités par apalutamide (0,2 %) sont decédés d’une anomalie ischémique du systéme cérébrovasculaire et aucun patient ayant recu le placebo n'est décédé des suites de cette anomalie. Hypothyroidie Une hypothyraidie a eté rapportée chez 8 % des patients traités par
apalutamide et 2 % des patients sous placebo, selon les évaluations de la thyréostimuline (TSH) tous les 4 mois. Aucun événement |ndesrrable de grade 3oudn'a £té observé. Une hypothyroidie s'est produite chez 30 % des patients recevant déja une hormonothérapie thyroidienne de
substitution dans le bras apalutamide et chez 3 % des patients dans le bras placebo. Chez les patients ne recevant pas d’hor de ion, une hypothyroidie s'est produite chez 7 % des patients traités par apaIutamrde et chez 2 % des patients recevant le
placebo. ’hormonothérapie thyroidienne de substitution, lorsqu’elle est cliniquement indiquée, doit étre instaurée ou ajustée a la dose. Declaratron des effets indésirables suspectes La déclaration des effets indésirables suspectés apres autorisation du médicament est
importante. Elle permet une surveillance continue du rapport bénéfice/risque du médicament. Les professionnels de santé déclarent tout effet indésirable suspecté via : Belgique Agence fédérale des médicaments et des produits de santé www.afmps.be Division Vigilance
Site internet : www.notifieruneffetindesirable.be E-mail : adr@fagg-afmps. be Luxembourg Centre Régional de Pharmacovigilance de Nancy ou Division de la pharmacie et des médicaments de la Direction de la santé Site internet : www.quichet.lu/pharmacovigilance TITULAIRE DE
L’AUTORISATION DE MISE SUR LE MARCHE JanssenCilag International NV Turnhoutseweg 30 B2340 Beerse Belgique NUMERO(S) D’AUTORISATION DE MISE SUR LE MARCHE EU/1/18/1342/004 EU/1/18/1342/005 EU/1/18/1342/006 EU/1/18/1342/007 MODE DE DELIVRANCE
Médicament soumis a prescription médicale. DATE DE LA DERNIERE APPROBATION DU TEXTE 26/03/2026 Toute information complémentaire peut étre obtenue sur demande.
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