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TECVAVYLI is indicated as monotherapy for the treatment of adult patients with relapsed and
refractory multiple myeloma, who have received at least three prior therapies, including an

immunomodulatory agent, a proteasome inhibitor, and an anti-CD38 antibody and have
demonstrated disease progression on the last therapy.
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4.2  Posology and method of administration
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Table 1: TECVAYLI dosing schedule
Dosing schedule | Day Dose?
All patients
Day 1 Step-up dose 1 0.06 mg/kg SC single dose
Step-up dosing Day 3° Step-up dose 2 0.3 mg/kg SC single dose
schedule® Day 5¢ First maintenance 1.5 mg/kg SC single dose
dose
Weekly dosing One week after first Subsequent 1.5 mg/kg SC once

schedule®

maintenance dose and
weekly thereafter®

maintenance doses

weekly

Patients who have a complete response or better for a minimum of 6 months

Q2W Biweekly-(every
two weeks) dosing
schedule®

Consider reducing the dosing frequency to 1.5 mg/kg SC every two weeks

a6 o 9

(1.5 mg/kg).

Pre-treatment medicinal products

Dose is based on actual body weight and should be administered subcutaneously.
See Table 2 for recommendations on restarting TECVAYLI after dose delays.
Step-up dose 2 may be given between two to seven days after Step-up dose 1..
First maintenance dose may be given between two to seven days after Step-up dose 2. This is the first full maintenance dose

Maintain a minimum of five days between weekly maintenance doses.

The following pre-treatment medicinal products must be administered 1 to 3 hours before each dose of
the TECVAYLI step-up dosing schedule (see Table 1) to reduce the risk of cytokine release syndrome

(see sections 4.4 and 4.8).

. Corticosteroid (oral or intravenous dexamethasone 16 mg)
. Antihistamine (oral or intravenous diphenhydramine 50 mg, or equivalent)
. Antipyretics (oral or intravenous acetaminophen-paracetamol 650 to 1 000 mg, or equivalent)

4.4  Special warnings and precautions for use

Cytokine release syndrome (CRS)

Table 4:

Recommendations for management of cytokine release syndrome with tocilizamab and
corticosteroids
Grade® Presenting symptoms Tocilizumab? Corticosteroids®
Grade 1 Temperature >38 °C¢ May be considered NeotappheableMay be
considered
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Grade 2 Temperature >38 °C¢ with Administer tocilizumab® If no improvement within
either: 8 mg/kg intravenously over | 24 hours of starting
e Hypotension responsive to 1 hour (not to exceed tocilizumab, administer
fluids and not requiring 800 mg). methylprednisolone 1 mg/kg
vasopressors, or intravenously twice daily, or
e Oxygen requirement of Repeat tocilizumab every dexamethasone 10 mg
low-flow nasal cannulad or | 8 hours as needed, if not intravenously every 6 hours.
blow-by responsive to intravenous
fluids or increasing Continue corticosteroid use
supplemental oxygen. until the event is Grade 1 or
less, then taper over 3 days.
Limit to a maximum of
3 doses in a 24-hour period;
maximum total of 4 doses.
Grade 3 Temperature >38 °C¢ with Administer tocilizumab If no improvement,
either: 8 mg/kg intravenously over | administer
e Hypotension requiring one | 1 hour (not to exceed methylprednisolone 1 mg/kg
vasopressor with or without | 800 mg). intravenously twice daily, or
vasopressin, or dexamethasone 10 mg
e Oxygen requirement of Repeat tocilizumab every intravenously every 6 hours.
high-flow nasal Cannu]ad, 8 hours as needed, if not
facemask, non-rebreather responsive to intravenous Continue corticosteroid use
mask, or Venturi mask fluids or increasing until the event is Grade 1 or
supplemental oxygen. less, then taper over 3 days.
Limit to a maximum of
3 doses in a 24-hour period;
maximum total of 4 doses.
Grade 4 Temperature >38 °C° with Administer tocilizumab As above, or administer

either:

Hypotension requiring
multiple vasopressors
(excluding vasopressin), or
Oxygen requirement of
positive pressure (e.g.,
continuous positive airway
pressure [CPAP], bilevel
positive airway pressure
[BiPAP], intubation, and
mechanical ventilation)

8 mg/kg intravenously over
1 hour (not to exceed
800 mg).

Repeat tocilizumab every
8 hours as needed if not
responsive to intravenous
fluids or increasing
supplemental oxygen.

Limit to a maximum of

3 doses in a 24-hour period;

maximum total of 4 doses.

methylprednisolone

1 000 mg intravenously per
day for 3 days, per physician
discretion.

If no improvement or if
condition worsens, consider
alternate
immunosuppressants °.

Refer to tocilizumab prescribing information for details.
Treat unresponsive CRS per institutional guidelines.
Attributed to CRS. Fever may not always be present concurrently with hypotension or hypoxia as it may be masked by interventions

such as antipyretics or anticytokine therapy (e.g., tocilizumab or corticosteroids).

¢ Based on ASTCT grading for CRS (Lee et al 2019).

Low-flow nasal cannula is <6 L/min, and high-flow nasal cannula is >6 L/min.

includine Immune Effector Cell-Associated Neurotoxicity Syndrome (ICANS)

Serious , life-threatening or fatal

i<

Immune Effector Cell-Associated

Neurotoxicity Syndrome (ICANS) occurred followmg treatment with TECVAYLI.

Patients should be monitored for signs or symptoms of ICANSreurelosietoxicities during treatment and

treated promptly.

Patients should be counselled to seek medlcal attentlon should signs or symptoms of ICANS#neurelogic

texieity occur. At the first sign of

{=

ICANS, patients should be immediately

evaluated and treated based on severity. Patlents who experience Grade 2 or higher ICANS or first
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occurrence of Grade 3 ICANS with the previous dose of TECVAYLI should be instructed to remain
within proximity of a healthcare facility and monitored for signs and symptoms daily for 48 hours.

For ICANS and-etherneurologic-toxicities, treatment with TECVAYLI should be withheld as indicated
in Table 3 (see section 4.2).

Due to the potential for ICANS, patients should be advised not to drive or operate heavy machinery
during the TECVAYLI step-up dosing schedule and for 48 hours after completing the TECVAYLI step-

up dosing schedule and in the event of new onset of any neurological symptoms (see section 4.7).

Management of [CANS

At the first sign of neurelogic-toxicity,ineladine ICANS, neurology evaluation should be considered.
Other causes of neurologic symptoms should be ruled out. TECVAYLI should be withheld until adverse
reaction resolves (see Table 3). Intensive care and supportive therapy should be provided for severe or

life-threatening ICANS#eurologictoxicities. General management for-neurelogic-toxicity{e-g5 ICANS

with or without concurrent CRS) is summarised in Table 5.

Hypogammaglobulinaemia
Hypogammaglobulinaemia has been reported in patients receiving TECVAYLI (see section 4.8).

Immunoglobulin levels should be monitored during treatment with TECVAYLI. Intravenous or
subcutaneous 1mmunog10buhn therapy hould be used to malntam the serum IgG levels >400 mg/dL

leeakmsﬂ%uﬂeﬁalrgmdehﬂes—memdﬁghnfecnon precautlons and antimicrobials, 1nc1ud1ng ant1b10t1c or
ant1v1ral prophylax1s should be used according to local institutional guidelines.and-administration-of

4.8  Undesirable effects
Summary of safety profile

The most frequent adverse reactions of any grade in patients were hypogammaglobulinaemia
neutropenia, cytokine release syndrome, upper respiratory tract infection, musculoskeletal pain,
diarrhoea, anaemia, cough, fatigue, injection site reaction, thrombocytopenia, pneumonia, COVID-19,

lvmphopema pvrex1a pam nausea, headache -and hvpokalaem1a Qé%}%y%ekme—releas%y&&eme

Serious adverse reactions were reported in 65% of patients who received TECVAYLI, including
pneumonia (22+6%), COVID-19 (14+5%), cytokine release syndrome (11%), upper respiratory tract
infection (7%).eytekinereleasesyndreme{8%, sepsis (67%), pyrexia (3.55%), febrile neutropenia
3. 1%) dlarrhoea (2. 3%) and musculoskeletal pam 2.3 35%) —aeu{%led-neyhmjuvf%&é)—d-wdﬁheea

Tabulated list of adverse reactions

The adverse reaction frequencies are based on all-cause adverse event frequencies, from patients with
multiple myeloma exposed to teclistamab, when after thorough assessment, a causal relationship
between the medicinal product and the adverse event is at least a reasonable possibility.

The safety data of TECVAYLI was evaluated in MajesTEC-1, which included 165 adult patients with
multiple myeloma who received the recommended dosing regimen of TECVAYLI as monotherapy. The
median duration of TECVAYLI treatment was 8.5 (Range: 0.2 to 24.4) months.
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Table 6 summarises adverse reactions reported in patients in MajesTEC-1, MajesTEC-9 and MajesTEC-

3 studles and postmarketln,q m%%%%&%%mm

react1ons are 11sted in Table 6 bv svstem organ class and by frequencv Frequency categorles are defined
as follows: 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) and not known (frequency cannot be estimated from the
available data).

Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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common
Hypeonatraemia Commeon | 3-79%) 84-8%)
Loeselaliopyin Very N ] B
common
Hypocalcacmia Common | 12(7.3%) 0
Hypeophesphataemia Very 20-2%) +0-(6-1%)
common
epealbosrnaens oo PR Rt
Hypomagnesacmia Very 22-(13%) 0
common
e Very R ] e
common
Hypoglycaemia™ Common | 4(2.4%) 0
Serrens T tepdisenders L lecronll Common 5(3.0%) 0
s
Encephalopathy® Common | 16(97%) 0
Neuropathy peripheral’ Very 2616%) | 10-6%)
cerEes
Floncnehe Sl S et
cerEes
Traserlae disoeders Haemorrhage'® Sl e S
cerEes
Hypertension™ Very 21-(13%) 9(5.5%)
ceEes
Hypotension™ Very 18-(1H9%) 4-02.4%)
common
Respiratory, theracic-and Lhesessn Comren | S 6-(3.6%)
mediastinal disorders Dyspnoea'? Very 22 (139%) 3 (1-.8%)
common
Cough® Slepe Sl 0
common
Gastrointestinal disorders Diarrhoca Very ] R
common
Abdeminal pain'+2* Very 20-(12%) 2(1:29%)
common
S lene Very ] e
cerEes
—laen R ] e
cerEes
Copeae R Sl 0
ceEes
Sheeslesleeletnland Museculoskeletal pain®® Sl e e
Musele-spasms™ Very 17-(10%) 0
cerEes
common
Pain®? Very 34-(21%) 3 (1-.8%)
common
Oedema'® Very 23 (14%) 0
common
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Table 6: Adverse reactions in multiple myeloma patients treated with TECVAYLI in clinical trials and
postmarketing.

Frequenc N=739
System Organ Class Adverse Reaction Y
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all Any
grades) Grade Grade 3 or 4
% %
Infections and infestations Upper respiratory tract Very
infection' common 60 9
Pneumonia® Very
common 34 24
COVID-19? Very
common 8l 13
Urinary tract infection® Very
common 15 4.1
Sepsis’ Common 9 6
Cellulitis Common 2 1.1
Progressive multifocal Uncommo
leukoencephalopathy n 0.1 0.1
Neoplasms benign, Tumour flare”
malignant and unspecified
| (incl cysts and polyps) Not known
Blood and lymphatic system | Neutropenia Very
disorders common 71 65
Anaemia® Very
common 44 23
Thrombocytopenia Very
common 34 17
Lymphopenia Very
common 26 24
Leukopenia Very
common 19 10
Febrile neutropenia Common 4.9 4.6
Immune system disorders Hypogammaglobulinaemi Very
al common 76 3.8
Cytokine release Very
syndrome common 65 0.4
Metabolism and nutrition Hypokalaemia Very
disorders common 20 7
Decreased appetite Very
common 14 0.7
Hypophosphataemia Common 9 24
Hyponatraemia Common 7 2
Hyperkalaemia Common 3.5 0.8
Hyperamylasaemia Common 3.2 0.9
Nervous system disorders Headache Very
common 21 0.9
Neuropathy peripheral® Very
common 15 0.4
Encephalopathy”’ Common 6 0.5
Immune effector cell-
associated neurotoxicity
syndrome Common 2.7 0.3
Vascular disorders Haemorrhage'® Very
common 10 1.8
Hypertension!! Very
common 10 4.9
Hypotension Common 7] 1.1
Respiratory, thoracic and Cough'? Very
mediastinal disorders common 40 0.5
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Dyspnoea'? Very
common 11 24
Hypoxia Common 3.9 1.8
Gastrointestinal disorders Diarrhoea'* Very
common 45 4.2
Nausea Very
common 22 04
Constipation Very
common 16 0.1
Vomiting Very
common 16 0.5
Abdominal pain'® Very
common 12 0.5
Musculoskeletal and Musculoskeletal pain'® Very
connective tissue disorders common 45 34
Muscle spasms Common 6 0
General disorders and Injection site reaction'’ Very
administration site common 37 0.1
conditions Fatigue!® Very
common 37 3.2
Pyrexia Very
common 25 0.7
Pain" Very
common 24 0.9
Oedema? Very
common 12 0.3
Investigations Transaminase elevation?! Very
common 16 2.8
Weight decreased Very
common 13 2
Gamma-
glutamyltransferase
increased Common 10 2.3
Lipase increased Common 8 1.1
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Note: Adverse events are graded according to the NCI-CTCAE Version 5.0, with the exception of ICANS and CRS, which were

graded by ASTCT consensus grading system (Lee et al 2019).

Upper respiratory tract infection includes Acute sinusitis, Adenoviral upper respiratory infection, Bacterial rhinitis.

Bronchiolitis, Bronchitis, Bronchitis bacterial, Bronchitis chronic, Bronchitis haemophilus, Bronchitis viral, Chronic

sinusitis, Herpes simplex bronchitis, Nasopharyngitis, Pharyngitis, Pharyngitis streptococcal, Respiratory syncytial virus

infection, Respiratory tract infection, Respiratory tract infection bacterial, Respiratory tract infection fungal, Respiratory tract

infection viral, Rhinitis, Rhinovirus infection, Sinobronchitis, Sinusitis, Sinusitis bacterial, Tracheitis, Tracheobronchitis.

Upper respiratory fungal infection, Upper respiratory tract infection, Upper respiratory tract infection bacterial, Viral rhinitis,

Viral sinusitis and Viral upper respiratory tract infection.

Pneumonia includes Atypical pneumonia, Candida pneumonia, Coronavirus pneumonia, Enterobacter pneumonia, Lower

respiratory tract infection, Lower respiratory tract infection bacterial, Lower respiratory tract infection viral

Metapneumovirus pneumonia, Pneumocystis jirovecii pneumonia, Pneumonia, Pneumonia adenoviral, Pneumonia bacterial,

Pneumonia chlamydial, Pneumonia cryptococcal, Pneumonia cytomegaloviral, Pneumonia escherichia, Pneumonia fungal,

Pneumonia haemophilus, Pneumonia influenzal, Pneumonia klebsiella, Pneumonia legionella, Pneumonia moraxella,

Pneumonia mycoplasmal, Pneumonia parainfluenzae viral, Pneumonia pneumococcal, Pneumonia pseudomonal, Pneumonia

respiratory syncytial viral, Pneumonia staphylococcal, Pneumonia streptococcal, Pneumonia viral and Stenotrophomonas

maltophilia pneumonia.

i COVID-19 includes COVID-19 and COVID-19 pneumonia.

Urinary tract infection includes Cystitis, Cystitis escherichia, Cystitis haemorrhagic, Cystitis klebsiella, Escherichia urinary

tract infection, Genitourinary tract infection, Klebsiella urinary tract infection, Pyelonephritis, Pyelonephritis acute, Pyuria,

Urinary tract candidiasis, Urinary tract infection, Urinary tract infection bacterial, Urinary tract infection enterococcal,

Urinary tract infection fungal and Urinary tract infection staphylococcal.

Sepsis includes Abdominal sepsis, Acinetobacter bacteraemia, Bacillus bacteracmia, Bacteraemia, Bacterial sepsis,

Campylobacter bacteraemia, Campylobacter sepsis, Citrobacter bacteraemia, Corynebacterium bacteraemia, Device related

bacteraemia, Enterococcal bacteraemia, Enterococcal sepsis, Escherichia bacteraemia, Escherichia sepsis, Haemophilus

sepsis, Klebsiella sepsis, Meningococcal sepsis, Neutropenic sepsis, Pseudomonal bacteraemia, Pseudomonal sepsis,

Pulmonary sepsis, Sepsis, Septic shock, Staphylococcal bacteraemia, Staphylococcal sepsis, Streptococcal sepsis and

Urosepsis.

Anaemia includes Anaemia, Iron deficiency anaemia, Leukoerythroblastic anaemia and Microcytic anaemia

Hypogammaglobulinaemia includes patients with adverse events of hypogammaglobulinaemia, hyperglobulinaemia

immunoglobulins decreased; and/or patients with laboratory IgG levels below 400 mg/dL following treatment with

TECVAYLL

Neuropathy peripheral includes Dysaesthesia, Hypoaesthesia, Hypoaesthesia oral, Neuralgia, Neuropathy peripheral,

Paraesthesia, Paraesthesia oral, Peripheral motor neuropathy, Peripheral sensory neuropathy and Sciatica.

Encephalopathy includes Amnesia, Brain fog, Cognitive disorder, Confusional state, Depressed level of consciousness.

Lethargy, Memory impairment and Somnolence.

Haemorrhage includes Anal haemorrhage, Conjunctival haemorrhage, Epistaxis, Eye haemorrhage, Eyelid bleeding, Eyelid

haematoma, Gastrointestinal haemorrhage, Gingival bleeding, Haematochezia, Haematoma, Haematuria, Haemoperitoneum,

Haemoptysis, Haemorrhoidal haemorrhage, Haemorrhoids, Hepatic haemorrhage, Lower gastrointestinal haemorrhage,

Melaena, Mouth haemorrhage, Post procedural haemorrhage, Postmenopausal haemorrhage, Pulmonary alveolar

haemorrhage, Rectal haemorrhage, Subdural haematoma, Upper gastrointestinal haemorrhage and Vitreous haemorrhage.

Hypertension includes Blood pressure increased, Essential hypertension, Hypertension, Hypertensive crisis, Mean arterial

pressure increased and Systolic hypertension.

Cough includes Allergic cough, Cough, Productive cough and Upper-airway cough syndrome.

B Dyspnoea includes Acute respiratory failure, Dyspnoea, Dyspnoea exertional and Respiratory failure.

e Diarrhoea includes Bacterial diarrhoea, Diarrhoea and Viral diarrhoea.

= Abdominal pain includes Abdominal discomfort, Abdominal pain, Abdominal pain lower, Abdominal pain upper, Epigastric

discomfort and Gastrointestinal pain.

Musculoskeletal pain includes Arthralgia, Back pain, Bone pain, Musculoskeletal chest pain, Musculoskeletal pain, Myalgia.

Neck pain, Pain in extremity and Sacral pain.

Injection site reaction includes Administration site pruritus, Administration site reaction, Application site erythema, Injection

site bruising, Injection site cellulitis, Injection site discolouration, Injection site discomfort, Injection site eczema, Injection

site erythema, Injection site haematoma, Injection site hyperaesthesia, Injection site induration, Injection site inflammation,

Injection site irritation, Injection site oedema, Injection site pain, Injection site paraesthesia, Injection site pruritus, Injection
site rash, Injection site reaction, Injection site swelling, Injection site vesicles and Injection site warmth.

B Fatigue includes Asthenia, Fatigue and Malaise.

o Pain includes Axillary pain, Breast pain, Cancer pain, Chest pain, Ear pain, Eye pain, Facial pain, Flank pain, Gingival pain,

Groin pain, Laryngeal pain, Non-cardiac chest pain, Oesophageal pain, Oral pain, Oropharyngeal pain, Pain, Pain in jaw,

Pain of skin, Pelvic pain, Perineal pain, Periorbital pain, Sinus pain, Spinal pain, Testicular pain, Toothache and Tumour

pain.

Oedema includes Eyelid oedema, Face oedema, Localised oedema, oedema. oedema peripheral, Periorbital oedema
Peripheral swelling, Skin oedema, Swelling, Swelling face and Testicular swelling.

i Transaminase elevation includes Alanine aminotransferase increased, Aspartate aminotransferase, Aspartate
aminotransferase increased, Hypertransaminasaemia and Transaminase increased.

| Based on post-marketing experience.

12

16

20

Description of selected adverse reactions
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ICANS

S S

In MajesTEC-1 (N=165), ICANSneurologictoxicity-events were reported in 15% of patients receiving
TECVAYLI. ICANSNeurelogic-toxicity-events were Grade 1 (8.5%), Grade 2 (5.5%), or Grade 4
(<1%). The most frequently reported ICANSneurelogic-toxicity-event was headache (8%).

ICANS, including Grade 3 and higher, were reported in clinical trials and with post-marketing
experience. The most frequent clinical manifestation of ICANS were confusional state, decreased level
of consciousness, disorientation, dysgraphia, aphasia, apraxia, and somnolence. The onset of
ICANS#eurelosietoxieity can be concurrent with CRS, following resolution of CRS, or in the absence
of CRS. The observed time to onset of ICANS ranged from 0 to 21 days after the most recent dose.

In monotherapy clinical trials (MajesTEC-1 and MajesTEC-9), 186 patients were less than 65 years of
age, 165 patients were 65 to less than 75 years of age, and 105 patients were 75 years of age or older.
Serious adverse events occurred in 65% of patients less than 65 years of age, compared with 63% in
those aged 65 to less than 75 years of age and 52% in those 75 years of age or older.

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. Any suspected adverse events
should be reported to the Ministry of Health according to the National Regulation by using an online
form: https://reportsideffect.health.gov.il/drugs/home

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Immunogenicity

Anti-drug antibodies (ADA) were very rarely detected. No evidence of ADA impact on
pharmacokinetics, efficacy or safety was observed.

5.2  Pharmacokinetic properties

Renal impairment

No formal studies of TECVAYLI in patients with renal impairment have been conducted.

Results of population pharmacokinetic analyses indicate that mild renal impairment (60 mL/min/1-73-m?>
< estimated glomerular filtration rate (¢GFR) <90 mL/min/}.73-m7) or moderate renal impairment

(30 mL/min/--73-m7 < eGFR <60 mL/min/-73-m7) did not significantly influence the pharmacokinetics
of teclistamab. Limited data are available from patients with severe renal impairment.

Hepatic impairment

No formal studies of TECVAYLI in patients with hepatic impairment have been conducted.

Results of population pharmacokinetic analyses indicate that mild hepatic impairment (total bilirubin >1
to 1.5 times upper limit of normal (ULN) and any aspartate aminotransferase (AST), or total bilirubin
<ULN and AST>ULN) did not significantly influence the pharmacokinetics of teclistamab.

Limited data are available in patients with moderate hepatic impairment and Nno data are available in
patients with mederate-and severe hepatic impairment.
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6.4  Special precautions for storage

Store in a refrigerator (2 °C - 8 °C).
Do not freeze.
Store in the original carton in order to protect from light. Do not shake.
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