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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

Table 1: TECVAYLI dosing schedule

Dosing schedule Day Dose?

Day 1 Step-up dose 1 0.06 mg/kg single
. dose

Steslzhl::l:l:lzfgng Day 3 Step-up dose 2 0.3 mg/kg single dose

Day 5% First maintenance | 1.5 mg/kg single dose
dose
Weekly dosing Ope week after first Subsequent 1.5 mg/kg once
b maintenance dose and .
schedule® e maintenance doses weekly
weekly thereafter™

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-dese 2-may-be-given

¢ Step-up dose 2 may be given between two to seven days after Step-up dose R e

maintenance dose (1.5 mg/kg) Maintain< se-dirarbobvecnweee aintenanece .
¢ Maintain a minimum of five days between weekly maintenance doses.See Fable 2 for recommendations-on

First maintenance dose may be given between two to seven days after Step-up dose 2. This is the first full

4.6  Fertility, pregnancy and lactation

Women of child-bearing potential/Contraception in males and females

Pregnancy status for females of child-bearing potential should be verified prior to starting
treatment with TECVAYLI.

Women of child-bearing potential should use effective contraception during treatment and for
five 3 months after the final dose of TECVAYLI. In clinical studies, male patients with a
female partner of child-bearing potential used effective contraception during treatment and for
three months after the last dose of teclistamab.

Pregnancy

There are no available data on the use of teclistamab in pregnant women or animal data to
assess the risk of teclistamab in pregnancy. Human IgG is known to cross the placenta after the
first trimester of pregnancy. Therefore, teclistamab, a humanised IgG4-based antibody, has the
potential to be transmitted from the mother to the developing foetus. TECVAYLI is not
recommended for women who are pregnant. TECVAYLI is associated with
hypogammaglobulinaemia, therefore, assessment of immunoglobulin levels in newborns of
mothers treated with TECVAYLI should be considered.

Breast-feeding

It is not known whether teclistamab is excreted in human or animal milk, affects breast-fed
infants or affects milk production. Because of the potential for serious adverse reactions in
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breast-fed infants from TECVAYLI, patients should be advised not to breast-feed during
treatment with TECVAYLI and for at least five three-months after the last dose.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other monoclonal antibodies and antibody drug conjugates

{group), ATC code: LO1FX24/net yet assigned

5.2 Pharmacokinetic properties

Teclistamab exhibited approximately dose-proportional pharmacokinetics following
subcutaneous administration across a dose range of 0 08 mg/kg to 3 mg/kg (0.05t0 2.0 tlmes
the recommended dose).Fhe-mear e : WS * : .

state exposure was achleved after 12 Weeklv maintenance doses. The mean accumulation ratio

between the first and 13" weekly maintenance dose of teclistamab 1.5 mg/kg was 4.2-fold for
Cinax, 4.1-fold for Ciouen, and 5.3-fold for AUCa..

Ph&m&eek&&ﬁepw&e%%ﬁeeh%mﬂa—%ﬂe%ng&h%“ﬁﬁd#mm
dese-of H-5-meglkeareshown-in-Table-8: The Crax. Cirough, and AUC,, of teclistamab are

presented in Table 8.

Table 8: Pharmacokinetic parameters of teclistamab for the 13" recommended
weekly maintenance dose (1.5 mg/kg) in patients with relapsed or refractory
multiple myeloma in MajesTEC-1

Teclistamab
Pharmacokinetic Parameter Geometric Mean (CV%)
Cuax (ug/mL) 23.8 (55%)
| Cirouen (Lg/mL) 21.1 (63%)
AUC (ug-h/mL) 3 838 (57%)
Cmax = Maximum serum teclistamab concentration; Cuough = Serum teclistamab concentration prior to next dose; CV
= geometric coefficient of variation; AUCru = Area under the concentration-time curve over the weekly dosing
interval.

Absorption

The mean bioavailability of teclistamab was 72% when administered subcutaneously. The
median (range) Tmex of teclistamab after the first and 13" maintenance doses were 139 (19 to

168) hours and 72 (24 to 168) hours, respectively.

Distribution

The mean volume of distribution was 5.63 L (29% coefficient of variation (CV)).
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Elimination

Teclistamab clearance decreases over time, with a mean (CV%) maximal reduction from
baseline to the 13" maintenance dose of 40.8% (56%). The geometric mean (CV%) clearance
is 0.472 L/day (64%) at the 13™ maintenance dose. Patients who discontinue teclistamab after
the 13" maintenance dose are expected to have a 50% reduction from Cuax in teclistamab
concentration at a median (5" to 95" percentile) time of 15 (7 to 33) days after Tmax and a 97%
reduction from C,,y in teclistamab concentration at a median time of 69 (32 to 163) days after

Tmax-

Population pharmacokinetic analysis (based on MajesTEC-1) showed that soluble BCMA did
not impact teclistamab serum concentrations.
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