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08/2023   
 ၥ/ၤၢၯၶ ၥ/פאၧႁ   
 ၥ/ၤၢၯၶ ת/ၩၿၧႁ   

   
   
   

ၵוၤၶၥ  :   
  10mg/ml         ®Tecvayli       מ"ၰ/מ"TM 01 ၣטၿוואיၰי  
  0mg/ml        9 ®Tecvayli       מ"ၣ"/ၰמ TM 09טၿוואיၰי  

   
   

ၱ  ၿၢႂת מ  ႁၢၩ C Health Care Ltd‐Jת  ၯၸၬၤၧၥၰ  ၬၯ  ၰၸၥ ၧ ၱ ၬၶ   פאၧႁၰ  ၵၯႁၾၰၧ ၰႂ  ႁၬႂၯתၥ  ၤၸתၥ ၵၧၤၶၢႂ  ၧၶ טၷוၣאוၢ  3202 . 

  ၵၧၯၤၸၥ ၬၪႁפ ၱ ၬၬႁၿၬၸၥ    ၭႂמၥၢ ၱၬၸၬפၧמ ၪၷၿၪ)  ၹၷၧၶႂ  ၵמၧၷמ  ၢ ၱ ၧၤא ,  ၪၷၿၪ  ၪႂמၧၥႂ  ၵמၧၷמ  ၪၷၿၪၯ  ၰၧၩၯ  ၱ ၸ  ၧၿ 
 ၥၾၧၩ  , ၪ ၿ ၷ ၪ   ၥၧၧၥמၥ   ႂ ၣၤၧמ ၥႁמၩၥ   ၢၧၥၾ ၸၿႁၢ ( .ၱၬפၷၧၶ ၱၬၶၧၯၤၸ ၱၬמၬၬၿ ၭא,   

   
   

 : ות ၰתၯႂיၢ ႁיႁႂאၥၰמאוၥၥ ႁႂתוויות    
   

TECVAYLI 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. 

   
   

 :ၰיၸפ ၢיၯႁמ  Teclistamab 90mg/ml , Teclistamab 10mg/ml     
                   

   

 ၧၩၰႂၶ ၱၬၶၯၤၧၸמၥ ၱၬၶၧၰၸၥ ႂ תၧפၧႁתၥ ႁၣמאၢ ၱၧၷႁפၰ  :תၧאၬႁၢၥ ၤႁႂמ ႁאתၢ
tps://israeldrugs.health.gov.il/#!/byDrught . 

ၵၯ ၧמၯႁၧၾמ ,ၱၧၷႁפၰ ၱၬמ  פ ၿתၸၥ ၰၢၿၰ ၵתၬၶၧ ၥၨၧ ၾאמၢ ၱၥၰႂ ၷפၤ ၸၧၥ ၰၸၢၰ ၥၬၬၶၱת פၧႂၬႁ: J‐C Health Care Ltd,  
  ၽၧၢၬၿ ,ၱၬၬ6099000ႂפ  :'ၰၪ ,09‐9591111.   

 
 ၥၯႁၢၢ, 

   
 ၬၰၰת מၧၤၬפၰ ၰၸၬ   
 ၥၶၧת ממၩၿၧႁ   

J‐C Health Care Ltd   
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ႁၰ ၵוၰၸၢ ၵוၯၤၸၥוၶיၥ ופא :  

4.2 Posology and method of administration 
…. 

 

Table 1: TECVAYLI dosing schedule 

Dosing schedule Day Dosea 

Step-up dosing 

scheduleeb 

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

dose 

Day 3bc Step-up dose 2 0.3 mg/kg single dose 

Day 5cd First maintenance 

dose 

1.5 mg/kg single dose 

Weekly dosing 

scheduleeb 

One week after first 

maintenance dose and 

weekly thereafterde 

Subsequent 

maintenance doses 

1.5 mg/kg once 

weekly 

a
 Dose is based on actual body weight and should be administered subcutaneously. 

b
 See Table 2 for recommendations on restarting TECVAYLI after dose delays.Step-up dose 2 may be given 

between 2 to 7 days after Step-up dose 1. 
c
 Step-up dose 2 may be given between two to seven days after Step-up dose 1.First maintenance dose may be 

given between 2 to 7 days after Step-up dose 2. This is the first full treatment dose (1.5 mg/kg). 
d
 First maintenance dose may be given between two to seven days after Step-up dose 2. This is the first full 

maintenance dose (1.5 mg/kg).Maintain a minimum of five days between weekly maintenance doses. 
e
 Maintain a minimum of five days between weekly maintenance doses.See Table 2 for recommendations on 

restarting TECVAYLI after dose delays. 

 

…… 

 

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: L01FX24 not 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 (0.05 to 2.0 times 

the recommended dose). The mean accumulation ratio following subcutaneous weekly dosing 

of teclistamab at steady state (based on the 7th weekly maintenance dose), was 2.71- and 3.05-

fold for Cmax and AUCtau, respectively. The mean bioavailability following teclistamab 

subcutaneous administration was 69%, relative to intravenous dosing. Ninety percent of steady 

state exposure was achieved after 12 weekly maintenance doses. The mean accumulation ratio 

between the first and 13th weekly maintenance dose of teclistamab 1.5 mg/kg was 4.2-fold for 

Cmax, 4.1-fold for Ctrough, and 5.3-fold for AUCtau. 

 

Pharmacokinetic parameters of teclistamab following the 1st and 7th recommended maintenance 

dose of 1.5 mg/kg are shown in Table 8. The Cmax, Ctrough, and AUCtau of teclistamab are 

presented in Table 8. 

 

Table 8: Pharmacokinetic parameters of teclistamab for the 13th recommended 

weekly maintenance dose (1.5 mg/kg) in patients with relapsed or refractory 

multiple myeloma in MajesTEC-1 

Pharmacokinetic Parameter 

Teclistamab 

Geometric Mean (CV%) 

Cmax (µg/mL) 23.8 (55%) 

Ctrough (µg/mL) 21.1 (63%) 

AUCtau (µgꞏh/mL) 3 838 (57%) 
Cmax = Maximum serum teclistamab concentration; Ctrough = Serum teclistamab concentration prior to next dose; CV 

= geometric coefficient of variation; AUCtau = 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) Tmax of teclistamab after the first and 13th 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 13th maintenance dose of 40.8% (56%). The geometric mean (CV%) clearance 

is 0.472 L/day (64%) at the 13th maintenance dose. Patients who discontinue teclistamab after 

the 13th maintenance dose are expected to have a 50% reduction from Cmax in teclistamab 

concentration at a median (5th to 95th percentile) time of 15 (7 to 33) days after Tmax and a 97% 

reduction from Cmax 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. 

 

Table 8: Pharmacokinetic parameters of teclistamab following the at first and seventh 

recommended maintenance dose (1.5 mg/kg) in patients with relapsed or 

refractory multiple myeloma in MajesTEC-1 

Pharmacokinetic Parameters 

1st maintenance dose of 

1.5 mg/kg 

7th maintenance dose of 

1.5 mg/kg (steady-state) 

Tmax (hours) 
72.0 (45.8 – 193) 

(n=40) 

48.9 (0.0 – 166) 

(n=15) 

Cmax (µg/mL) 
8.74 ± 3.65 

(n=40) 

25.3 ± 11.1 

(n=15) 

Ctrough (µg/mL) 
7.67 ± 3.52 

(n=38) 

22.1 ± 10.9 

(n=27) 

AUCtau (µgꞏh/mL) 
1 169 ± 481 

(n=38) 

3 905 ± 1 748 

(n=13) 

Tmax = Time to reach the Cmax; Cmax = Maximum observed serum teclistamab concentration; Ctrough = Observed serum 

teclistamab concentration prior to next dose; AUCtau = Area under the concentration-time curve over the weekly dosing 

interval. Data are presented as mean ± standard deviation, except for Tmax which is presented as median (minimum, 

maximum). 

 

Distribution 

 

Based on the population pharmacokinetic model, mean volume of distribution was 4.13 L 

(48.8% CV (coefficient of variation)) for the central compartment, and 1.34 L for the 

peripheral compartment. 

 

Excretion 

 

Teclistamab exhibited both time-independent and time-dependent clearance. Based on the 

population pharmacokinetic model, the mean time-independent clearance of teclistamab is 

0.449 L/day (53.6% CV), with the median of time-dependent clearance contributing 

approximately 43% of the total clearance at baseline and decreasing rapidly thereafter to less 

than 10% after Week 8. 

 

Based on non-compartmental analysis, the mean half-life (SD) was 3.8 (1.7) days (individual 

values ranging up to 8.8 days) following the first treatment intravenous dose of teclistamab. 

 

Population pharmacokinetic analysis (based on MajesTEC-1) showed that soluble BCMA did 

not impact teclistamab serum concentrations. 
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ၥ ၵוၰၸၢ ၵוၯၤၸၵၯႁၾၰ וၶיၥ :   
  

 ...  

ʸת ʤʶʥבʷתʩʨʩʥפ :ʭʩʸʧʠ ʭʩʩʨʡʹ ʣʧ ʭʩʰʣʢʥʰ ʩʰʣʢʥʰʥʭ  ʩʣʮʥʶʮʤפʥʸʺ )conjugatesantibody drug (, 

L01FX24ʤʸʣʢʥʤ ʭʸʨ . 
 ....  

  

 ʯʥʩʸʩʤ ʤʷʰʤʥ  
 ʭʠ ʲʥʣʩ ʠʬʩʬʩʠʥʥʷʨ  .ʭʠ ʡʬʧʬ ʸʡʥʲ ʥʠ ʸʡʥʲʤ ʬʲ ʲʩפʹʮ  

  
 ʯʥʩʸʩʤ ʩʡʢʬ ʭʩʹʰʬ ʲʣʩʮ  

ʠפʥʸʬ ʩʧʥʥʣ  ʺʥʧʠʬ ʥʠ ʪʬʹ ʺʬʡʷ ʭʸʨʩʬʩʠʥʥʷʨ  ʺʰʰʫʺʮ ʥʠ ʯʥʩʸʩʤʡ ʺʥʩʤʬ ʤʩʥʹʲ ʺʠʹ ʺʡʹʥʧ ,ʯʥʩʸʩʤʡ ʺʠ ʭʠ
.ʺʥʸʤʬ 

ʡ ʬʥפʩʨʤ ʪʬʤʮʡ ʩʸʤʺ ʭʠʠפʥʸʬ ʩʧʥʥʣ ,ʥʦ ʤפʥʸʺ  ʺʥʧʠʬ ʥʠ ʪʬʹ .ʣʩʩʮ  ʤʩʮʰʩʬʥʡʬʢʮʢʥפʩʤʬ ʸʥʹʷ ʩʬʩʠʥʥʷʨ
)hypogammaglobulinaemia ʥʬפʥʨʹ ʺʥʤʮʠ ʬʹ ʭʩʣʥʬʩʡ ʭʩʰʩʬʥʡʥʬʢʥʰʥʮʩʠ ʺʥʮʸ ʺʫʸʲʤ ʬʥʷʹʬ ʹʩ ʯʫʬ ,(

ʩʠʥʥʷʨʡ.ʩʬ  
  

 ʯʥʩʸʩʤ ʩʡʢʬ ʭʩʸʡʢʬ ʲʣʩʮ 
ʠפʥʸʬ ʧʥʥʣ ,ʥʦ ʤפʥʸʺʡ ʪʬʹ ʬʥפʩʨʤ ʪʬʤʮʡ ʤʸʤʺ ʪʢʥʦ ʺʡ ʭʠ ʪʬʹ   .ʣʩʩʮ 

 
ʤʲʩʰʮ ʩʲʶʮʠ- ʺʥʸʤʬ ʺʥʬʢʥʱʮʤ ʭʩʹʰ ʸʥʡʲ ʲʣʩʮ  

ʺʥʸʤʬ ʺʬʢʥʱʮ ʺʠ ʭʠ ʭʩʬʩʲʩ ʤʲʩʰʮ ʩʲʶʮʠʡ ʹʮʺʹʤʬ ʪʩʬʲ , ʪʹʮʡʥ ʬʥפʩʨʤ ʪʬʤʮʡ5  ʺʷʱפʤ ʸʧʠʬ ʭʩʹʣʥʧ
.ʩʬʩʠʥʥʷʨʡ ʬʥפʩʨʤ    

  
ʤʲʩʰʮ ʩʲʶʮʠ- ʲʣʩʮ ʭʩʸʡʢ ʸʥʡʲ  ʭʩʬʨʥʰʤ)ʥʥʷʨʠʩʬʩ( 

 ʭʠʥʠ ʺʠ ʢʥʦ ʺʡʺ ʪ ʸʥʡʲ)ʭʩʸʡʢ ʭʩʬʨʥʰʤ ʩʬʩʠʥʥʷʨ( ʪʩʩʬʲ ,ʺʥʸʤʬ ʺʬʢʥʱʮ/ʤʩʬʲ   ʤʲʩʰʮ ʩʲʶʮʠʡ ʹʮʺʹʤʬ
  ʪʹʮʡʥ ʬʥפʩʨʤ ʪʬʤʮʡ ʭʩʬʩʲʩ3 ʡ ʬʥפʩʨʤ ʺʷʱפʤ ʸʧʠʬ ʭʩʹʣʥʧʩʬʩʠʥʥʷʨ  . 

 
 ʤʷʰʤ 

 ʭʠ ʡʬʧʬ ʺʸʡʥʲ ʩʬʩʠʥʥʷʨ ʭʠʤ ʲʥʣʩ ʠʬ.  ʬʥפʩʨʤ ʺʷʱפʤ ʬʲ ʨʬʧʥʤ ʭʠ .ʩʬʩʠʥʥʷʨʡ ʬʥפʩʨʤ ʪʬʤʮʡ ʷʩʰʤʬ ʯʩʠ
ʩʬʩʠʥʥʷʨʡʹʮʡ ʤʷʰʤʮ ʲʰʮʩʤʬ ʪʩʩʬʲ , ʪ3 5   .ʬʥפʩʨʤ ʺʷʱפʤ ʸʧʠʬ ʭʩʹʣʥʧ 

 ....  

  

  

  


