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Jaypirca as monotherapy is indicated for the treatment of adult patients with relapsed or refractory
mantle cell ymphoma (MCL) who have been previously treated with a Bruton’s tyrosine kinase
(BTK) inhibitor.

Jaypirca as monotherapy is indicated for the treatment of adult patients with relapsed or refractory
chronic lymphocytic leukemia (CLL) who have been previously treated with a BTK inhibitor.
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4.8  Undesirable effects
Summary of the safety profile

Of the 1153 patients treated with Jaypirca, Fhe-the most common adverse reactions of any grade (in >20 % of
patients) wereare: neutropenia (27727.4 %) and haemorrhage (20.4 %).;fatisne(26-2-%);-diarrhoea(23-8-%);

The most common severe (Grade > 3) adverse reactions (in >5 % of patients) wereare: neutropenia (2322.9-8 %)),
anaemia (H-29.0 %), pneumonia (8.8 %) and thrombocytopenia (9-7-7.2%);-and preumenta{9-0-%).

The frequency of treatment discontinuations due to adverse reactions is-was 4:23.3 % and the most common adverse

reaction leading to treatment discontinuation was pneumonia (0.8 %).and the-The frequency of dose reductions due to

adverse reactions is-was 4.8-3 % and the most common adverse reaction leading to dose reduction was neutropenia

(2.4 %).
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Serious adverse reactions associated with Jaypirca have occurred in +9-418.0 % of patients and the most common

serious adverse reactions (eeeurring-in >1 % of patients) were pneumonia (8-88.2 %), haemorrhage (2.9 %),
neutropenia (3-22.6 %), anaemia (2-6-2.4%), atrial fibrillation/atrial flutter (+31.1 %) and urinary tract infection
(1.0 %).

Clinically significant adverse reaction: Hepatotoxicity, including DILI (see section 4.4).

Fatal adverse reactions have been observed in 0.4-7 % of patients (3-patients)-for pneumonia, in 0.3 % of patients
2-patients) for haemorrhage and in 0.1 % of patients (I-patient)-for urinary tract infection.

Tabulated list of adverse reactions

Table 1 lists the adverse drug reactions (ADRs) associated with Jaypirca used as a monotherapy from clinical study
data and post-marketing experience. The ADRs identified from clinical trials are based on pooled data from
690-1153 patients treated with Jaypirca monotherapy 200 mg QD starting dose with no dose escalation in a phase 1/2
clinical study, and from patients treated with Jaypirca monotherapy 200 mg QD in a-phase 3 studystudies. Patients
were treated for MCL, chronic lymphocytic leukaemia/small lymphocytic lymphoma (CLL/SLL) and other non-
Hodgkin lymphoma (NHL). Patients were exposed to Jaypirca for a median duration of +2-18 months.

[...]

Table 1: ADRs of patients treated with Jaypirca?®

System organ class ADR Frequency category (%) Grade > 3¢
(MedDRA) (All grades) (%)
Infections and infestations Pneumonia Very common (43-813.9) 9:08.8
irat tract
Upper. respiratory trac Very common (+0-413.4) 0103
infection
Urinary tract infection Common (9:99.2) 1413
Blood and lymphatic system | Neutropenia® Very common (27727.4) 23-922.8
disorders Anaemia® Very common (26-718.4) +H29.0
Thrombocytopenia® Very common (+6-814.7) 977.2
Lymphocytosis® Common (6:45.0) 3932
Nervous system disorders Headache Very common (42-610.7) 870.5
Cardiac disorders Atrial fibrillation/atrial Common (3.83.1) 1916
flutter
Vascular disorders Haemorrhage® Very common (26-320.4) 2829
Epistaxis Common (5:24.2) 0.1
Haematuria Common (4-54.8) 010.2
Haematoma Common (+72.4) 0103
Conjunctival
onjuneiva Common (+-71.5) 0.1
haemorrhage
Bruising® Very common (19:717.0) 030.2
Contusion Very common (+7814.2) 0.1
Petechiae Common (5-75.1) 0
Gastrointestinal disorders Diarrhoea Very common (23-819.5) +00.7
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Nausea Very common (16-713.0) 0:40.3
Abdominal pai Slsmeeininees
ominal pain ommon 1007
(F0-47.4)
Hepatobiliary disorders Hepatic enzyme Not known Not known
increased
S.kin and subcutaneous tissue Rash® Very common (18419.) 12
disorders
M loskeletal and .
uset (.)S e‘e 4 an. Arthralgia Very common (+4-612.5) +20.8
connective tissue disorders
General disorders and Fatigue Very common (26-217.9) +91.4
administration site conditions . B
Oedema peripheral (1L w)ommon 0.3

a4 Frequencies are derived from Jaypirca exposure in patients with B-cell malignancies
b Includes multiple adverse reaction terms

€ Severity grade assignment based on National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) version 5.0
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