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ʊʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʧʦʜʣʝʞʠ ʥʘ ʜʦʧʲʣʥʠʪʝʣʥʦ ʥʘʙʣʶʜʝʥʠʝ. ʊʦʚʘ ʱʝ ʧʦʟʚʦʣʠ ʙʲʨʟʦʪʦ 
ʫʩʪʘʥʦʚʷʚʘʥʝ ʥʘ ʥʦʚʘ ʠʥʬʦʨʤʘʮʠʷ ʦʪʥʦʩʥʦ ʙʝʟʦʧʘʩʥʦʩʪʪʘ. ʆʪ ʤʝʜʠʮʠʥʩʢʠʪʝ ʩʧʝʮʠʘʣʠʩʪʠ ʩʝ 
ʠʟʠʩʢʚʘ ʜʘ ʩʲʦʙʱʘʚʘʪ ʚʩʷʢʘ ʧʦʜʦʟʠʨʘʥʘ ʥʝʞʝʣʘʥʘ ʨʝʘʢʮʠʷ. ɿʘ ʥʘʯʠʥʘ ʥʘ ʩʲʦʙʱʘʚʘʥʝ ʥʘ 
ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʚʠʞʪʝ ʪʦʯʢʘ 4.8. 
 
 
1. ʀʄɽ ʅɸ ʃɽʂɸʈʉʊɺɽʅʀʗ ʇʈʆɼʋʂʊ 
 
NYXTHRACIS 100 mg/ml ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ 
 
 
2. ʂɸʏɽʉʊɺɽʅ ʀ ʂʆʃʀʏɽʉʊɺɽʅ ʉʒʉʊɸɺ 
 
ɺʩʝʢʠ ml ʢʦʥʮʝʥʪʨʘʪ ʩʲʜʲʨʞʘ 100 mg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (obiltoxaximab).  
ɽʜʠʥ ʬʣʘʢʦʥ ʦʪ 6 ml ʩʲʜʲʨʞʘ 600 mg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
 
ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʩʝ ʧʨʦʠʟʚʝʞʜʘ ʚ ʤʠʰʠ ʤʠʝʣʦʤʥʠ ʢʣʝʪʢʠ (GS-NS0) ʯʨʝʟ ʨʝʢʦʤʙʠʥʘʥʪʥʘ ɼʅʂ 
ʪʝʭʥʦʣʦʛʠʷ. 
 
ʇʦʤʦʱʥʦ ʚʝʱʝʩʪʚʦ ʩ ʠʟʚʝʩʪʥʦ ʜʝʡʩʪʚʠʝ 
 
ɺʩʝʢʠ ml ʢʦʥʮʝʥʪʨʘʪ ʩʲʜʲʨʞʘ 36 mg ʩʦʨʙʠʪʦʣ. 
 
ɿʘ ʧʲʣʥʠʷ ʩʧʠʩʲʢ ʥʘ ʧʦʤʦʱʥʠʪʝ ʚʝʱʝʩʪʚʘ, ʚʠʞʪʝ ʪʦʯʢʘ 6.1. 
 
 
3. ʃɽʂɸʈʉʊɺɽʅɸ ʌʆʈʄɸ 
 
ʂʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ (ʩʪʝʨʠʣʝʥ ʢʦʥʮʝʥʪʨʘʪ)   
NYXTHRACIS ʝ ʙʠʩʪʲʨ ʜʦ ʦʧʘʣʝʩʮʝʥʪʝʥ, ʙʝʟʮʚʝʪʝʥ ʜʦ ʙʣʝʜʦʞʲʣʪ ʜʦ ʙʣʝʜʦʢʘʬʝʥʠʢʘʚʦ-ʞʲʣʪ 
ʨʘʟʪʚʦʨ, ʢʦʡʪʦ ʤʦʞʝ ʜʘ ʩʲʜʲʨʞʘ ʤʘʣʢʦ ʧʦʣʫʧʨʦʟʨʘʯʥʠ ʜʦ ʙʝʣʠ ʧʨʦʪʝʠʥʦʚʠ ʯʘʩʪʠʮʠ (ʢʦʠʪʦ ʱʝ 
ʙʲʜʘʪ ʦʪʩʪʨʘʥʝʥʠ ʯʨʝʟ ʧʨʝʤʠʥʘʚʘʥʝ ʧʨʝʟ ʚʛʨʘʜʝʥ ʬʠʣʪʲʨ) ʩ ʨʅ 5,5 ʠ ʦʩʤʦʣʘʣʠʪʝʪ 277 – 308 
mOsm/kg. 
 
 
4. ʂʃʀʅʀʏʅʀ ɼɸʅʅʀ 
 
4.1 ʊʝʨʘʧʝʚʪʠʯʥʠ ʧʦʢʘʟʘʥʠʷ 
 
NYXTHRACIS ʝ ʧʦʢʘʟʘʥ ʚ ʢʦʤʙʠʥʘʮʠʷ ʩ ʧʦʜʭʦʜʷʱʠ ʘʥʪʠʙʘʢʪʝʨʠʘʣʥʠ ʣʝʢʘʨʩʪʚʘ ʧʨʠ ʚʩʠʯʢʠ 
ʚʲʟʨʘʩʪʦʚʠ ʛʨʫʧʠ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ, ʜʲʣʞʘʱ ʩʝ ʥʘ Bacillus anthracis (ʚʞ. 
ʪʦʯʢʘ 5.1). 
 
NYXTHRACIS ʝ ʧʦʢʘʟʘʥ ʧʨʠ ʚʩʠʯʢʠ ʚʲʟʨʘʩʪʦʚʠ ʛʨʫʧʠ ʟʘ ʧʦʩʪʝʢʩʧʦʟʠʮʠʦʥʥʘ ʧʨʦʬʠʣʘʢʪʠʢʘ ʥʘ 
ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ, ʢʦʛʘʪʦ ʘʣʪʝʨʥʘʪʠʚʥʠʪʝ ʪʝʨʘʧʠʠ ʥʝ ʩʘ ʧʦʜʭʦʜʷʱʠ ʠʣʠ ʥʝ ʩʘ ʥʘʣʠʯʥʠ (ʚʞ. 
ʪʦʯʢʘ 5.1). 
 
4.2 ɼʦʟʠʨʦʚʢʘ ʠ ʥʘʯʠʥ ʥʘ ʧʨʠʣʦʞʝʥʠʝ 
 
NYXTHRACIS ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʠʣʘʛʘ ʚʝʜʥʘʛʘ ʱʦʤ ʪʦʚʘ ʝ ʢʣʠʥʠʯʥʦ ʧʦʢʘʟʘʥʦ. 
 
ɺʠʥʘʛʠ ʪʨʷʙʚʘ ʜʘ ʠʤʘ ʥʘ ʨʘʟʧʦʣʦʞʝʥʠʝ ʧʦʜʭʦʜʷʱʦ ʤʝʜʠʢʘʤʝʥʪʦʟʥʦ ʣʝʯʝʥʠʝ ʠ ʥʘʙʣʶʜʝʥʠʝ ʚ 
ʩʣʫʯʘʡ ʥʘ ʘʥʘʬʠʣʘʢʪʠʯʥʦ ʩʲʙʠʪʠʝ ʩʣʝʜ ʧʨʠʣʦʞʝʥʠʝʪʦ ʥʘ NYXTHRACIS. 
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ɼʦʟʠʨʦʚʢʘ 
 
ʇʨʝʧʦʨʲʯʠʪʝʣʥʘʪʘ ʜʦʟʘ NYXTHRACIS ʧʨʠ ʚʲʟʨʘʩʪʥʠ ʧʘʮʠʝʥʪʠ ʩ ʪʝʛʣʦ ʥʘʡ-ʤʘʣʢʦ 40 kg ʝ 
ʝʜʠʥʠʯʥʘ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ 16 mg/kg ʪʝʣʝʩʥʦ ʪʝʛʣʦ (ʪ.ʪ.). ʇʨʝʧʦʨʲʯʠʪʝʣʥʘʪʘ ʜʦʟʘ 
NYXTHRACIS ʧʨʠ ʚʲʟʨʘʩʪʥʠ ʧʘʮʠʝʥʪʠ ʩ ʪʝʛʣʦ ʧʦʜ 40 kg ʝ ʝʜʠʥʠʯʥʘ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ 24 
mg/kg ʪʝʣʝʩʥʦ ʪʝʛʣʦ.  
 
 
ʇʨʝʜʠ ʧʨʠʣʦʞʝʥʠʝʪʦ ʥʘ NYXTHRACIS ʩʝ ʧʨʝʧʦʨʲʯʚʘ ʧʨʝʤʝʜʠʢʘʮʠʷ ʩ ʘʥʪʠʭʠʩʪʘʤʠʥʠ (ʚʞ. 
ʪʦʯʢʠ 4.4 ʠ 4.8).  
 
ɿʘ ʧʨʦʤʷʥʘ ʥʘ ʜʦʟʘʪʘ ʚ ʩʣʫʯʘʡ ʥʘ ʨʝʘʢʮʠʠ, ʩʚʲʨʟʘʥʠ ʩ ʠʥʬʫʟʠʷʪʘ (IRR), ʚʠʞʪʝ ʪʘʙʣʠʮʘ 1. 
 
ʊʘʙʣʠʮʘ 1: ʇʨʦʤʝʥʠ ʥʘ ʜʦʟʘʪʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ ʨʝʘʢʮʠʠ, ʩʚʲʨʟʘʥʠ ʩ ʠʥʬʫʟʠʷʪʘ 
ʊʝʞʝʩʪ ʥʘ IRR  ʄʦʜʠʬʠʢʘʮʠʷ ʥʘ ʜʦʟʘʪʘ 

ʈʝʘʢʮʠʷ, 
ʩʚʲʨʟʘʥʘ ʩ 
ʠʥʬʫʟʠʷʪʘ, 
ʩʪʝʧʝʥ 1–3  
 

ʀʥʬʫʟʠʷʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʝʢʲʩʥʝ ʠ ʜʘ ʩʝ ʦʩʠʛʫʨʠ 
ʧʦʜʜʲʨʞʘʱʦ ʣʝʯʝʥʠʝ. 

ʇʨʠ ʧʲʨʚʘʪʘ ʧʦʷʚʘ ʥʘ ʭʨʠʧʦʚʝ, ʙʨʦʥʭʦʩʧʘʟʲʤ ʠʣʠ ʛʝʥʝʨʘʣʠʟʠʨʘʥʘ 
ʫʨʪʠʢʘʨʠʷ ʩʪʝʧʝʥ 3, ʧʨʠʣʦʞʝʥʠʝʪʦ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʙʲʜʝ 
ʦʢʦʥʯʘʪʝʣʥʦ ʧʨʝʫʩʪʘʥʦʚʝʥʦ. 

ʇʨʠ ʧʦʚʪʘʨʷʱʠ ʩʝ ʭʨʠʧʦʚʝ ʠʣʠ ʫʨʪʠʢʘʨʠʷ ʩʪʝʧʝʥ 2 ʠʣʠ ʧʨʠ ʧʦʚʪʘʨʷʱʠ ʩʝ 
ʩʠʤʧʪʦʤʠ ʦʪ ʩʪʝʧʝʥ 3, ʧʨʠʣʦʞʝʥʠʝʪʦ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʙʲʜʝ 
ʦʢʦʥʯʘʪʝʣʥʦ ʧʨʝʫʩʪʘʥʦʚʝʥʦ.   

ɺ ʧʨʦʪʠʚʝʥ ʩʣʫʯʘʡ, ʩʣʝʜ ʧʲʣʥʦ ʦʪʟʚʫʯʘʚʘʥʝ ʥʘ ʩʠʤʧʪʦʤʠʪʝ, ʠʥʬʫʟʠʷʪʘ 
ʤʦʞʝ ʜʘ ʙʲʜʝ ʚʲʟʦʙʥʦʚʝʥʘ ʧʨʠ 50% ʦʪ ʩʢʦʨʦʩʪʪʘ, ʧʦʩʪʠʛʥʘʪʘ ʧʨʝʜʠ 
ʧʨʝʢʲʩʚʘʥʝʪʦ. ʇʨʠ ʣʠʧʩʘ ʥʘ ʩʠʤʧʪʦʤʠ, ʩʚʲʨʟʘʥʠ ʩ ʠʥʬʫʟʠʷʪʘ, ʩʢʦʨʦʩʪʪʘ 
ʥʘ ʠʥʬʫʟʠʷʪʘ ʝ ʦʧʠʩʘʥʘ ʚ ʪʘʙʣʠʮʘ 3.  

ʊʨʷʙʚʘ ʜʘ ʩʝ ʧʨʠʣʦʞʠ ʧʨʝʤʝʜʠʢʘʮʠʷ. 

ʈʝʘʢʮʠʷ, 
ʩʚʲʨʟʘʥʘ ʩ 
ʠʥʬʫʟʠʷʪʘ, 
ʩʪʝʧʝʥ 4 
 

ʀʥʬʫʟʠʷʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʥʝʟʘʙʘʚʥʦ ʜʘ ʩʝ ʩʧʨʝ. 
ʊʨʷʙʚʘ ʜʘ ʩʝ ʦʩʠʛʫʨʠ ʧʦʜʜʲʨʞʘʱʦ ʣʝʯʝʥʠʝ. 
ʇʨʠʣʦʞʝʥʠʝʪʦ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʙʲʜʝ 
ʦʢʦʥʯʘʪʝʣʥʦʧʨʝʫʩʪʘʥʦʚʝʥʦ.   

 
ʉʧʝʮʠʘʣʥʠ ʧʦʧʫʣʘʮʠʠ 
 
ʉʪʘʨʯʝʩʢʘ ʚʲʟʨʘʩʪ 
 
ʅʝ ʩʝ ʧʨʝʧʦʨʲʯʚʘ ʢʦʨʠʛʠʨʘʥʝ ʥʘ ʜʦʟʘʪʘ ʟʘ ʧʘʮʠʝʥʪʠ ʥʘ ʚʲʟʨʘʩʪ Ó 65 ʛʦʜʠʥʠ (ʚʞ. ʪʦʯʢʘ 5.2). 
 
ʇʝʜʠʘʪʨʠʯʥʘ ʧʦʧʫʣʘʮʠʷ 
 
ʇʨʝʧʦʨʲʯʠʪʝʣʥʘʪʘ ʜʦʟʘ ʟʘ ʧʝʜʠʘʪʨʠʯʥʠ ʧʘʮʠʝʥʪʠ ʩʝ ʦʩʥʦʚʘʚʘ ʥʘ ʪʝʛʣʦʪʦ, ʢʘʢʪʦ ʝ ʧʦʢʘʟʘʥʦ ʚ 
ʪʘʙʣʠʮʘ 2 ʧʦ-ʜʦʣʫ. 
 
ʊʘʙʣʠʮʘ 2: ʇʨʝʧʦʨʲʯʠʪʝʣʥʘ ʧʝʜʠʘʪʨʠʯʥʘ ʜʦʟʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (ʜʦʟʠʨʘʥʝ ʥʘ ʙʘʟʘʪʘ ʥʘ 
ʪʝʛʣʦʪʦ) 

ʊʝʣʝʩʥʦ ʪʝʛʣʦ [kg] ɼʦʟʘ [mg/kg ʪ.ʪ.] 
> 40 16 

> 15 ʜʦ 40 24 
15 ʠʣʠ ʧʦ-ʤʘʣʢʦ 32 
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ʅʘʯʠʥ ʥʘ ʧʨʠʣʦʞʝʥʠʝ  
 
ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʠʣʘʛʘ ʯʨʝʟ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 
90 ʤʠʥʫʪʠ. 
 
ʇʨʝʜʧʘʟʥʠ ʤʝʨʢʠ, ʢʦʠʪʦ ʪʨʷʙʚʘ ʜʘ ʙʲʜʘʪ ʚʟʝʪʠ ʧʨʝʜʠ ʨʘʙʦʪʘ ʩʲʩ ʠʣʠ ʧʨʠʣʦʞʝʥʠʝ ʥʘ 
ʣʝʢʘʨʩʪʚʝʥʠʷ ʧʨʦʜʫʢʪ 
 
ʌʣʘʢʦʥʲʪ ʥʝ ʪʨʷʙʚʘ ʜʘ ʩʝ ʨʘʟʢʣʘʱʘ. ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʩʝ ʨʘʟʨʝʜʠ ʩ ʥʘʪʨʠʝʚ ʭʣʦʨʠʜ 
9 mg/ml (0,9%) ʠʥʞʝʢʮʠʦʥʝʥ ʨʘʟʪʚʦʨ ʧʨʝʜʠ ʧʨʠʣʦʞʝʥʠʝ ʢʘʪʦ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ (ʚʞ. ʪʦʯʢʘ 
6.6).  
 
ʈʘʟʨʝʜʝʥʠʷʪ ʨʘʟʪʚʦʨ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʟʘ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ ʪʨʷʙʚʘ ʜʘ ʩʝ ʚʣʠʚʘ ʚ 
ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 90 ʤʠʥʫʪʠ ʩʲʩ ʩʢʦʨʦʩʪ ʥʘ ʠʥʬʫʟʠʷʪʘ, ʦʧʠʩʘʥʘ ʚ ʪʘʙʣʠʮʘ 3, ʢʘʪʦ ʩʝ ʠʟʧʦʣʟʚʘ 
ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ ʠʣʠ ʩʧʨʠʥʮʦʚʢʘ ʟʘ ʠʥʬʫʟʠʦʥʥʘ ʧʦʤʧʘ ʠ ʚʛʨʘʜʝʥ ʬʠʣʪʲʨ 0,22 ʤʠʢʨʦʥʘ.  
 
ʇʘʮʠʝʥʪʠʪʝ ʪʨʷʙʚʘ ʜʘ ʙʲʜʘʪ ʚʥʠʤʘʪʝʣʥʦ ʥʘʙʣʶʜʘʚʘʥʠ ʟʘ ʧʨʠʟʥʘʮʠ ʠ ʩʠʤʧʪʦʤʠ ʥʘ 
ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʧʦ ʚʨʝʤʝ ʥʘ ʠʥʬʫʟʠʷʪʘ ʠ ʧʦʥʝ ʝʜʠʥ ʯʘʩ ʩʣʝʜ ʧʨʠʣʦʞʝʥʠʝʪʦ (ʚʞ. ʪʦʯʢʘ 
4.4). ʈʝʘʢʮʠʠʪʝ, ʩʚʲʨʟʘʥʠ ʩ ʠʥʬʫʟʠʷʪʘ, ʪʨʷʙʚʘ ʜʘ ʩʝ ʦʚʣʘʜʷʚʘʪ, ʢʘʢʪʦ ʝ ʧʦʩʦʯʝʥʦ ʚ ʪʘʙʣʠʮʘ 1. 
 
ʉʠʩʪʝʤʘʪʘ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʦʤʠʝ ʩ ʥʘʪʨʠʝʚ ʭʣʦʨʠʜ 9 mg/ml (0,9%) ʠʥʞʝʢʮʠʦʥʝʥ ʨʘʟʪʚʦʨ ʚ ʢʨʘʷ ʥʘ 
ʠʥʪʨʘʚʝʥʦʟʥʘʪʘ ʠʥʬʫʟʠʷ. 
 
ʊʘʙʣʠʮʘ 3: ɼʦʟʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʦʙʱ ʠʥʬʫʟʠʦʥʝʥ ʦʙʝʤ ʠ ʩʢʦʨʦʩʪ ʥʘ ʠʥʬʫʟʠʷʪʘ ʩʧʦʨʝʜ 
ʪʝʣʝʩʥʦʪʦ ʪʝʛʣʦ 

ʊʝʣʝʩʥʦ ʪʝʛʣʦ [kg] 
(ʜʦʟʠʨʘʥʝ ʥʘ ʙʘʟʘʪʘ ʥʘ ʪʝʛʣʦʪʦ) 

 

ʆʙʱ ʦʙʝʤ ʥʘ 
ʠʥʬʫʟʠʷʪʘ [ml] 

[ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ ʠʣʠ 
ʩʧʨʠʥʮʦʚʢʘ]* 

ʉʢʦʨʦʩʪ ʥʘ ʠʥʬʫʟʠʷʪʘ 
[ml/ʯʘʩ] 

> 40 kg ʠʣʠ ʚʲʟʨʘʩʪʝʥ (16 mg/kg ʪ.ʪ.) 
 

> 40 250 167 
> 15 ʜʦ 40 kg (24 mg/kg ʪ.ʪ.) 

31 ʜʦ 40 250 167 
16 ʜʦ 30 100 67 

15 kg ʠʣʠ ʧʦ-ʤʘʣʢʦ (32 mg/kg ʪ.ʪ.) 
11 ʜʦ 15 100 67 
5 ʜʦ 10 50 33.3 
3,1 ʜʦ 4,9 25 17 
2,1 ʜʦ 3 20 13,3 
1,1 ʜʦ 2 15 10 

1 ʠʣʠ ʧʦ-ʤʘʣʢʦ 7 4.7 
*ɿʘ ʠʥʩʪʨʫʢʮʠʠ ʟʘ ʨʘʟʨʝʞʜʘʥʝ ʥʘ ʣʝʢʘʨʩʪʚʝʥʠʷ ʧʨʦʜʫʢʪ ʠ ʫʧʦʪʨʝʙʘ ʥʘ ʩʘʢʘ ʠʣʠ ʩʧʨʠʥʮʦʚʢʘʪʘ 
ʧʨʝʜʠ ʧʨʠʣʦʞʝʥʠʝ, ʚʠʞʪʝ ʪʦʯʢʘ 6.6. 
 
4.3 ʇʨʦʪʠʚʦʧʦʢʘʟʘʥʠʷ 
 
ʉʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʢʲʤ ʘʢʪʠʚʥʦʪʦ ʚʝʱʝʩʪʚʦ ʠʣʠ ʢʲʤ ʥʷʢʦʝ ʦʪ ʧʦʤʦʱʥʠʪʝ ʚʝʱʝʩʪʚʘ, 
ʠʟʙʨʦʝʥʠ ʚ ʪʦʯʢʘ 6.1. 
 
4.4 ʉʧʝʮʠʘʣʥʠ ʧʨʝʜʫʧʨʝʞʜʝʥʠʷ ʠ ʧʨʝʜʧʘʟʥʠ ʤʝʨʢʠ ʧʨʠ ʫʧʦʪʨʝʙʘ 
 
ʇʨʦʩʣʝʜʠʤʦʩʪ 
 
ɿʘ ʜʘ ʩʝ ʧʦʜʦʙʨʠ ʧʨʦʩʣʝʜʠʤʦʩʪʪʘ ʥʘ ʙʠʦʣʦʛʠʯʥʠʪʝ ʣʝʢʘʨʩʪʚʝʥʠ ʧʨʦʜʫʢʪʠ, ʠʤʝʪʦ ʠ ʧʘʨʪʠʜʥʠʷʪ 
ʥʦʤʝʨ ʥʘ ʧʨʠʣʦʞʝʥʠʷ ʧʨʦʜʫʢʪ ʪʨʷʙʚʘ ʷʩʥʦ ʜʘ ʩʝ ʟʘʧʠʩʚʘʪ. 
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ʈʝʘʢʮʠʠ, ʩʚʲʨʟʘʥʠ ʩ ʠʥʬʫʟʠʷʪʘ, ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʠ ʘʥʘʬʠʣʘʢʩʠʷ 
 
ʈʝʘʢʮʠʠ, ʩʚʲʨʟʘʥʠ ʩ ʠʥʬʫʟʠʷʪʘ/ʨʝʘʢʮʠʠ ʥʘ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʯʝʩʪʦ ʩʝ ʥʘʙʣʶʜʘʚʘʪ ʧʦ ʚʨʝʤʝ 
ʥʘ ʢʣʠʥʠʯʥʠ ʠʟʧʠʪʚʘʥʠʷ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ ʟʜʨʘʚʠ ʫʯʘʩʪʥʠʮʠ. ʇʦʨʘʜʠ ʨʠʩʢʘ ʦʪ ʪʝʞʢʠ 
ʨʝʘʢʮʠʠ ʠʣʠ ʘʥʘʬʠʣʘʢʩʠʷ, ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʠʣʘʛʘ ʚ ʢʦʥʪʨʦʣʠʨʘʥʠ ʫʩʣʦʚʠʷ ʦʪ 
ʧʝʨʩʦʥʘʣ, ʦʙʫʯʝʥ ʠ ʦʙʦʨʫʜʚʘʥ ʟʘ ʦʚʣʘʜʷʚʘʥʝ ʥʘ ʘʥʘʬʠʣʘʢʩʠʷ. ʇʘʮʠʝʥʪʠʪʝ ʪʨʷʙʚʘ ʜʘ ʙʲʜʘʪ 
ʥʘʙʣʶʜʘʚʘʥʠ ʚʥʠʤʘʪʝʣʥʦ ʧʨʝʟ ʮʝʣʠʷ ʧʝʨʠʦʜ ʥʘ ʠʥʬʫʟʠʷʪʘ ʠ ʧʦʥʝ ʝʜʠʥ ʯʘʩ ʩʣʝʜ ʧʨʠʣʦʞʝʥʠʝʪʦ.  
 
ʊʲʡ ʢʘʪʦ ʢʣʠʥʠʯʥʠʪʝ ʧʨʦʫʯʚʘʥʠʷ ʩʘ ʧʨʦʚʝʜʝʥʠ ʧʨʠ ʟʜʨʘʚʠ ʜʦʙʨʦʚʦʣʮʠ, ʠʥʬʫʟʠʠʪʝ ʥʘ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʩʘ ʩʧʨʝʥʠ ʧʨʠ ʧʦʷʚʘʪʘ ʥʘ ʢʘʢʚʘʪʦ ʠ ʜʘ ʝ ʨʝʘʢʮʠʷ. ɺʲʟ ʦʩʥʦʚʘ ʥʘ ʦʧʠʪʘ ʩ ʜʨʫʛʠ 
ʤʦʥʦʢʣʦʥʘʣʥʠ ʘʥʪʠʪʝʣʘ, ʠʟʧʦʣʟʚʘʥʠ ʧʨʠ ʣʝʯʝʥʠʝʪʦ ʥʘ ʩʝʨʠʦʟʥʠ ʟʘʙʦʣʷʚʘʥʠʷ, ʠʥʬʫʟʠʠʪʝ 
ʦʙʠʢʥʦʚʝʥʦ ʤʦʛʘʪ ʜʘ ʙʲʜʘʪ ʟʘʚʲʨʰʝʥʠ ʧʨʠ ʧʦʜʭʦʜʷʱʦ ʧʦʚʝʜʝʥʠʝ. ʈʝʘʢʮʠʠʪʝ, ʩʚʲʨʟʘʥʠ ʩ 
ʠʥʬʫʟʠʷʪʘ, ʪʨʷʙʚʘ ʜʘ ʩʝ ʦʚʣʘʜʷʚʘʪ, ʢʘʢʪʦ ʝ ʧʦʩʦʯʝʥʦ ʚ ʪʘʙʣʠʮʘ 1.  
 
ʇʨʝʤʝʜʠʢʘʮʠʷ ʩ ʘʥʪʠʭʠʩʪʘʤʠʥ, ʥʘʧʨ. ʜʠʬʝʥʭʠʜʨʘʤʠʥ, ʩʝ ʧʨʝʧʦʨʲʯʚʘ ʧʨʝʜʠ ʧʨʠʣʦʞʝʥʠʝ ʥʘ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (ʚʞ. ʪʦʯʢʘ 4.2). ɼʠʬʝʥʭʠʜʨʘʤʠʥ ʝ ʧʨʠʣʘʛʘʥ 30 ʤʠʥʫʪʠ ʧʨʝʜʠ ʣʝʯʝʥʠʝ ʩ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʚ ʢʣʠʥʠʯʥʠ ʠʟʧʠʪʚʘʥʠʷ, ʧʨʦʚʝʜʝʥʠ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ʇʨʝʤʝʜʠʢʘʮʠʷʪʘ ʩ 
ʘʥʪʠʭʠʩʪʘʤʠʥ ʥʝ ʧʨʝʜʦʪʚʨʘʪʷʚʘ ʘʥʘʬʠʣʘʢʩʠʷʪʘ ʠ ʤʦʞʝ ʜʘ ʤʘʩʢʠʨʘ ʠʣʠ ʟʘʙʘʚʠ ʧʦʷʚʘʪʘ ʥʘ 
ʩʠʤʧʪʦʤʠ ʥʘ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ. 
 
ɸʥʪʨʘʢʩʝʥ ʤʝʥʠʥʛʠʪ 
 
ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʥʝ ʧʨʝʤʠʥʘʚʘ ʢʨʲʚʥʦ-ʤʦʟʲʯʥʘʪʘ ʙʘʨʠʝʨʘ ʠ ʥʝ ʧʨʝʜʦʪʚʨʘʪʷʚʘ ʠʣʠ ʣʝʢʫʚʘ 
ʘʥʪʨʘʢʩʝʥ ʤʝʥʠʥʛʠʪ.  
 
ʇʝʜʠʘʪʨʠʯʥʘ ʧʦʧʫʣʘʮʠʷ 
 
ʅʝ ʩʘ ʧʨʦʚʝʞʜʘʥʠ ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʙʝʟʦʧʘʩʥʦʩʪ ʠʣʠ ʬʘʨʤʘʢʦʢʠʥʝʪʠʯʥʠ (PK) ʧʨʦʫʯʚʘʥʠʷ ʥʘ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ ʧʝʜʠʘʪʨʠʯʥʘʪʘ ʧʦʧʫʣʘʮʠʷ (ʚʞ. ʪʦʯʢʘ 5.2). 
 
ɺʟʘʠʤʦʜʝʡʩʪʚʠʷ ʩ ʣʘʙʦʨʘʪʦʨʥʠ ʪʝʩʪʦʚʝ 
 
ɽʢʩʧʦʟʠʮʠʷʪʘ ʥʘ NYXTHRACIS ʤʦʞʝ ʜʘ ʧʦʚʣʠʷʝ ʥʘ ʩʝʨʦʣʦʛʠʯʥʠʪʝ ʪʝʩʪʦʚʝ ʟʘ ʘʥʪʨʘʢʩ. 
 
ʉʦʨʙʠʪʦʣ 
 
ɺʩʝʢʠ ml NYXTHRACIS ʩʲʜʲʨʞʘ 36 mg ʩʦʨʙʠʪʦʣ (ʚʞ. ʪʦʯʢʠ 2 ʠ 6.1).  
ʃʝʢʘʨʩʪʚʝʥʠʪʝ ʧʨʦʜʫʢʪʠ, ʩʲʜʲʨʞʘʱʠ ʩʦʨʙʠʪʦʣ, ʤʦʛʘʪ ʜʘ ʜʦʚʝʜʘʪ ʜʦ ʩʤʲʨʪ, ʘʢʦ ʩʝ ʧʨʠʣʘʛʘʪ 
ʠʥʪʨʘʚʝʥʦʟʥʦ ʥʘ ʣʠʮʘ ʩ ʥʘʩʣʝʜʩʪʚʝʥʘ ʥʝʧʦʥʦʩʠʤʦʩʪ ʢʲʤ ʬʨʫʢʪʦʟʘ (ʅʅʌ). ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʥʝ 
ʪʨʷʙʚʘ ʜʘ ʩʝ ʠʟʧʦʣʟʚʘ ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ ʅʅʌ, ʦʩʚʝʥ ʘʢʦ ʥʷʤʘ ʥʝʧʨʝʦʜʦʣʠʤʘ ʢʣʠʥʠʯʥʘ 
ʥʝʦʙʭʦʜʠʤʦʩʪ ʠ ʥʝ ʩʘ ʥʘʣʠʯʥʠ ʘʣʪʝʨʥʘʪʠʚʥʠ ʪʝʨʘʧʠʠ. ʊʨʷʙʚʘ ʜʘ ʩʝ ʩʥʝʤʝ ʧʦʜʨʦʙʥʘ ʘʥʘʤʥʝʟʘ ʧʦ 
ʦʪʥʦʰʝʥʠʝ ʥʘ ʩʠʤʧʪʦʤʠʪʝ ʥʘ ʅʅʌ ʦʪ ʚʩʝʢʠ ʧʘʮʠʝʥʪ, ʧʨʝʜʠ ʜʘ ʤʫ ʩʝ ʜʘʜʝ ʪʦʟʠ ʣʝʢʘʨʩʪʚʝʥ 
ʧʨʦʜʫʢʪ. 
 
ʂʲʨʤʘʯʝʪʘʪʘ ʠ ʤʘʣʢʠʪʝ ʜʝʮʘ (ʧʦʜ 2-ʛʦʜʠʰʥʘ ʚʲʟʨʘʩʪ) ʩʘ ʠʟʣʦʞʝʥʠ ʥʘ ʦʩʦʙʝʥ ʨʠʩʢ, ʪʲʡ ʢʘʪʦ 
ʤʦʞʝ ʚʩʝ ʦʱʝ ʜʘ ʥʝ ʩʘ ʜʠʘʛʥʦʩʪʠʮʠʨʘʥʠ ʟʘ ʅʅʌ.  
 
ʅʘʪʨʠʡ 
 
ʊʦʚʘ ʣʝʢʘʨʩʪʚʦ ʩʲʜʲʨʞʘ ʧʦ-ʤʘʣʢʦ ʦʪ 1 mmol ʥʘʪʨʠʡ (23 mg) ʥʘ ʚʩʝʢʠ 6 ml, ʪ.ʝ. ʤʦʞʝ ʜʘ ʩʝ ʢʘʞʝ, 
ʯʝ ʧʨʘʢʪʠʯʝʩʢʠ ʥʝ ʩʲʜʲʨʞʘ ʥʘʪʨʠʡ. 
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4.5 ɺʟʘʠʤʦʜʝʡʩʪʚʠʝ ʩ ʜʨʫʛʠ ʣʝʢʘʨʩʪʚʝʥʠ ʧʨʦʜʫʢʪʠ ʠ ʜʨʫʛʠ ʬʦʨʤʠ ʥʘ ʚʟʘʠʤʦʜʝʡʩʪʚʠʝ 
 
ʎʠʧʨʦʬʣʦʢʩʘʮʠʥ 
 
ɺ ʧʨʦʫʯʚʘʥʝ ʟʘ ʚʟʘʠʤʦʜʝʡʩʪʚʠʷʪʘ ʝʜʠʥʠʯʥʘ ʜʦʟʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʧʨʠʣʘʛʘʥʘ ʩʘʤʦʩʪʦʷʪʝʣʥʦ 
ʠʣʠ ʝʜʥʦʚʨʝʤʝʥʥʦ ʩ ʮʠʧʨʦʬʣʦʢʩʘʮʠʥ ʧʨʠ 40 ʧʘʮʠʝʥʪʠ. ɼʚʘʜʝʩʝʪ ʧʘʮʠʝʥʪʠ ʩʘ ʧʦʣʫʯʘʚʘʣʠ ʩʘʤʦ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʘ 20 ʧʘʮʠʝʥʪʠ ʩʘ ʧʦʣʫʯʘʚʘʣʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʣʶʩ ʮʠʧʨʦʬʣʦʢʩʘʮʠʥ ʚ 
ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 9 ʜʥʠ. ʇʨʠ ʧʨʠʣʘʛʘʥʝʪʦ ʥʘ 16 mg/kg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ 
ʧʨʝʜʠ ʮʠʧʨʦʬʣʦʢʩʘʮʠʥ ʠʥʪʨʘʚʝʥʦʟʥʘ ʠʥʬʫʟʠʷ  ʠʣʠ ʮʠʧʨʦʬʣʦʢʩʘʮʠʥ ʜʚʘ ʧʲʪʠ ʜʥʝʚʥʦ, 
ʧʝʨʦʨʘʣʥʠʷʪ ʧʨʠʝʤ ʥʘ ʪʘʙʣʝʪʢʠʪʝ, ʥʝ ʧʨʦʤʝʥʷ ʬʘʨʤʘʢʦʢʠʥʝʪʠʢʘʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ʇʦ 
ʩʲʱʠʷ ʥʘʯʠʥ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʥʝ ʧʨʦʤʝʥʷ ʬʘʨʤʘʢʦʢʠʥʝʪʠʢʘʪʘ ʥʘ ʮʠʧʨʦʬʣʦʢʩʘʮʠʥ, ʧʨʠʣʘʛʘʥ 
ʧʝʨʦʨʘʣʥʦ ʠʣʠ ʠʥʪʨʘʚʝʥʦʟʥʦ. 
 
ʅʝ ʩʘ ʧʨʦʚʝʞʜʘʥʠ ʜʨʫʛʠ ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʚʟʘʠʤʦʜʝʡʩʪʚʠʷʪʘ. ʊʲʡ ʢʘʪʦ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ 
ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ, ʨʠʩʢʲʪ ʦʪ ʚʟʘʠʤʦʜʝʡʩʪʚʠʝ ʝ ʥʠʩʲʢ. 
 
4.6 ʌʝʨʪʠʣʠʪʝʪ, ʙʨʝʤʝʥʥʦʩʪ ʠ ʢʲʨʤʝʥʝ 
 
ɹʨʝʤʝʥʥʦʩʪ 
 
ʅʷʤʘ ʜʘʥʥʠ ʟʘ ʫʧʦʪʨʝʙʘʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ ʙʨʝʤʝʥʥʠ ʞʝʥʠ, ʥʦ ʝ ʠʟʚʝʩʪʥʦ, ʯʝ 
ʯʦʚʝʰʢʠʷʪ IgG ʧʨʝʤʠʥʘʚʘ ʧʣʘʮʝʥʪʘʨʥʘʪʘ ʙʘʨʠʝʨʘ. 
ʇʨʦʫʯʚʘʥʠʷʪʘ ʧʨʠ ʞʠʚʦʪʥʠ ʥʝ ʧʦʢʘʟʚʘʪ ʧʨʝʢʠ ʠʣʠ ʢʦʩʚʝʥʠ ʚʨʝʜʥʠ ʝʬʝʢʪʠ ʧʦ ʦʪʥʦʰʝʥʠʝ ʥʘ 
ʨʝʧʨʦʜʫʢʪʠʚʥʘ ʪʦʢʩʠʯʥʦʩʪ (ʚʞ. ʪʦʯʢʘ 5.3). 
ʂʘʪʦ ʧʨʝʜʧʘʟʥʘ ʤʷʨʢʘ ʩʝ ʧʨʝʧʦʨʲʯʚʘ ʠʟʙʷʛʚʘʥʝ ʥʘ ʫʧʦʪʨʝʙʘʪʘ ʥʘ NYXTHRACIS ʧʦ ʚʨʝʤʝ ʥʘ 
ʙʨʝʤʝʥʥʦʩʪ. 
 
ʂʲʨʤʝʥʝ 
 
ʅʝ ʝ ʠʟʚʝʩʪʥʦ ʜʘʣʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʩʝ ʝʢʩʢʨʝʪʠʨʘ ʚ ʢʲʨʤʘʪʘ. ʀʟʚʝʩʪʥʦ ʝ, ʯʝ ʯʦʚʝʰʢʠʷʪ IgG ʩʝ 
ʝʢʩʢʨʝʪʠʨʘ ʚ ʢʲʨʤʘʪʘ ʧʨʝʟ ʧʲʨʚʠʪʝ ʜʥʠ ʩʣʝʜ ʨʘʞʜʘʥʝʪʦ ʠ ʩʢʦʨʦ ʩʣʝʜ ʪʦʚʘ ʥʘʤʘʣʷʚʘ ʜʦ ʥʠʩʢʠ 
ʢʦʥʮʝʥʪʨʘʮʠʠ. ʉʣʝʜʦʚʘʪʝʣʥʦ ʧʨʝʟ ʪʦʟʠ ʢʨʘʪʲʢ ʧʝʨʠʦʜ ʥʝ ʤʦʞʝ ʜʘ ʩʝ ʠʟʢʣʶʯʠ ʨʠʩʢ ʟʘ 
ʢʲʨʤʘʯʝʪʘʪʘ. ʉʣʝʜ ʪʦʚʘ ʤʦʞʝ ʜʘ ʩʝ ʦʙʤʠʩʣʠ ʠʟʧʦʣʟʚʘʥʝʪʦ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʦ ʚʨʝʤʝ ʥʘ 
ʢʲʨʤʝʥʝ, ʩʘʤʦ ʘʢʦ ʝ ʢʣʠʥʠʯʥʦ ʥʝʦʙʭʦʜʠʤʦ. 
 
ʌʝʨʪʠʣʠʪʝʪ 
 
ʅʝ ʩʘ ʧʨʦʚʝʞʜʘʥʠ ʧʨʦʫʯʚʘʥʠʷ ʧʦ ʦʪʥʦʰʝʥʠʝ ʥʘ ʬʝʨʪʠʣʠʪʝʪʘ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
 
4.7 ɽʬʝʢʪʠ ʚʲʨʭʫ ʩʧʦʩʦʙʥʦʩʪʪʘ ʟʘ ʰʦʬʠʨʘʥʝ ʠ ʨʘʙʦʪʘ ʩ ʤʘʰʠʥʠ 
 
ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʤʦʞʝ ʜʘ ʠʤʘ ʥʝʟʥʘʯʠʪʝʣʥʦ ʚʣʠʷʥʠʝ ʚʲʨʭʫ ʩʧʦʩʦʙʥʦʩʪʪʘ ʟʘ ʰʦʬʠʨʘʥʝ ʠ 
ʨʘʙʦʪʘ ʩ ʤʘʰʠʥʠ, ʪʲʡ ʢʘʪʦ ʩʣʝʜ ʧʨʠʣʦʞʝʥʠʝ ʥʘ NYXTHRACIS ʤʦʞʝ ʜʘ ʩʝ ʧʦʷʚʠ ʛʣʘʚʦʙʦʣʠʝ, 
ʩʚʝʪʦʚʲʨʪʝʞ, ʫʤʦʨʘ ʠ ʧʦʚʨʲʱʘʥʝ (ʚʞ. ʪʦʯʢʘ 4.8). 
 
4.8 ʅʝʞʝʣʘʥʠ ʣʝʢʘʨʩʪʚʝʥʠ ʨʝʘʢʮʠʠ 
 
ʈʝʟʶʤʝ ʥʘ ʧʨʦʬʠʣʘ ʥʘ ʙʝʟʦʧʘʩʥʦʩʪ 
 
ɹʝʟʦʧʘʩʥʦʩʪʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʧʨʦʫʯʝʥʘ ʩʘʤʦ ʧʨʠ ʟʜʨʘʚʠ ʚʲʟʨʘʩʪʥʠ ʫʯʘʩʪʥʠʮʠ. 
 
ɹʝʟʦʧʘʩʥʦʩʪʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʦʮʝʥʝʥʘ ʧʨʠ 320 ʟʜʨʘʚʠ ʧʘʮʠʝʥʪʠ (ʥʘ ʚʲʟʨʘʩʪ ʦʪ 18 ʜʦ 
79 ʛʦʜʠʥʠ), ʣʝʢʫʚʘʥʠ ʩ ʝʜʥʘ ʠʣʠ ʜʚʝ ʠʥʪʨʘʚʝʥʦʟʥʠ ʜʦʟʠ ʦʪ 16 mg/kg ʚ ʪʨʠ ʢʣʠʥʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ.  
 
ʆʙʱʦ 250 ʦʪ 320-ʪʝ ʫʯʘʩʪʥʠʮʠ ʩʘ ʧʦʣʫʯʠʣʠ ʝʜʠʥʠʯʥʘ ʜʦʟʘ 16 mg/kg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
ʉʚʲʨʟʘʥʠ ʩʲʩ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ (ʚʢʣʶʯʠʪʝʣʥʦ ʦʙʨʠʚ) ʩʘ ʩʝ ʧʦʷʚʠʣʠ ʧʨʠ 
9% (22/250) ʦʪ ʪʝʟʠ ʧʘʮʠʝʥʪʠ, ʢʘʪʦ ʧʦ ʚʨʝʤʝ ʥʘ ʠʥʬʫʟʠʷʪʘ ʝ ʥʘʙʣʶʜʘʚʘʥ ʝʜʠʥ ʩʣʫʯʘʡ ʥʘ 
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ʘʥʘʬʠʣʘʢʩʠʷ. ʀʥʬʫʟʠʷʪʘ ʝ ʧʨʝʢʨʘʪʝʥʘ ʧʨʠ 3% (8/250) ʧʦʨʘʜʠ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʠʣʠ 
ʘʥʘʬʠʣʘʢʩʠʷ.  
 
ʅʘʡ-ʯʝʩʪʦ ʩʲʦʙʱʘʚʘʥʠʪʝ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʩʘ ʛʣʘʚʦʙʦʣʠʝ (4%, 9/250), ʩʲʨʙʝʞ (4%, 9/250) ʠ 
ʫʨʪʠʢʘʨʠʷ (2%, 6/250). 
 
ʅʘʡ-ʯʝʩʪʦ ʥʘʙʣʶʜʘʚʘʥʠʪʝ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʧʨʝʟ ʧʲʨʚʠʪʝ ʪʨʠ ʯʘʩʘ ʩʣʝʜ ʥʘʯʘʣʦʪʦ ʥʘ ʠʥʬʫʟʠʷʪʘ 
ʩʘ ʩʲʨʙʝʞ (n=7; 2,8%), ʫʨʪʠʢʘʨʠʷ (n=6; 2,4%), ʛʣʘʚʦʙʦʣʠʝ (n=4; 1,6%), ʦʙʨʠʚ (n=3; 1,2%), 
ʢʘʰʣʠʮʘ (n=3; 1,2%), ʩʚʝʪʦʚʲʨʪʝʞ (n=3; 1,2%) (ʚʢʣʶʯʚʘ ʩʚʝʪʦʚʲʨʪʝʞ ʠ ʧʦʩʪʫʨʘʣʝʥ 
ʩʚʝʪʦʚʲʨʪʝʞ).  
ʉʣʝʜʥʠʪʝ ʪʝʞʢʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʩʘ ʥʘʩʪʲʧʠʣʠ ʧʨʝʟ ʧʲʨʚʠʪʝ ʪʨʠ ʯʘʩʘ ʩʣʝʜ ʠʥʬʫʟʠʷʪʘ: 
ʫʨʪʠʢʘʨʠʷ (n=1, 0,4%), ʩʲʨʙʝʞ (n=1, 0,4%) ʠ ʙʦʣʢʘ ʚ ʛʲʨʙʘ (n=1, 0,4%). 
ʅʘʡ-ʯʝʩʪʦ ʥʘʙʣʶʜʘʚʘʥʘʪʘ ʥʝʞʝʣʘʥʘ ʨʝʘʢʮʠʷ ʚ ʨʘʤʢʠʪʝ ʥʘ 3 ʜʦ 24 ʯʘʩʘ ʩʣʝʜ ʥʘʯʘʣʦʪʦ ʥʘ 
ʠʥʬʫʟʠʷʪʘ ʝ ʛʣʘʚʦʙʦʣʠʝ (n=3; 1,2%). 
 
ʊʘʙʣʠʯʝʥ ʩʧʠʩʲʢ ʥʘ ʥʝʞʝʣʘʥʠʪʝ ʨʝʘʢʮʠʠ 
 
ʊʘʙʣʠʮʘ 4 ʧʨʝʜʩʪʘʚʷ ʥʝʞʝʣʘʥʠʪʝ ʨʝʘʢʮʠʠ, ʥʘʙʣʶʜʘʚʘʥʠ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ 250 ʟʜʨʘʚʠ 
ʫʯʘʩʪʥʠʮʠ, ʢʦʠʪʦ ʩʘ ʧʦʣʫʯʠʣʠ ʝʜʠʥʠʯʥʘ ʠʥʪʨʘʚʝʥʦʟʥʘ ʜʦʟʘ ʦʪ 16 mg/kg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʧʦ 
ʩʠʩʪʝʤʦ-ʦʨʛʘʥʝʥ ʢʣʘʩ ʠ ʯʝʩʪʦʪʘʪʘ. 
 
ʏʝʩʪʦʪʘʪʘ ʥʘ ʥʝʞʝʣʘʥʠʪʝ ʨʝʘʢʮʠʠ ʩʝ ʦʧʨʝʜʝʣʷ ʢʘʢʪʦ ʩʣʝʜʚʘ: ʤʥʦʛʦ ʯʝʩʪʠ (Ó 1/10), ʯʝʩʪʠ (Ó 1/100 
ʜʦ < 1/10) ʠ ʥʝʯʝʩʪʠ (Ó 1/1 000 ʜʦ < 1/100). ɺ ʨʘʤʢʠʪʝ ʥʘ ʚʩʷʢʦ ʛʨʫʧʠʨʘʥʝ ʧʦ ʯʝʩʪʦʪʘ, 
ʥʝʞʝʣʘʥʠʪʝ ʨʝʘʢʮʠʠ ʩʘ ʧʨʝʜʩʪʘʚʝʥʠ ʚ ʥʠʟʭʦʜʷʱ ʨʝʜ ʧʦ ʦʪʥʦʰʝʥʠʝ ʥʘ ʪʷʭʥʘʪʘ ʩʝʨʠʦʟʥʦʩʪ. 
 
ʊʘʙʣʠʮʘ 4: ʅʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ, ʩʲʦʙʱʝʥʠ ʧʨʠ ʟʜʨʘʚʠ ʚʲʟʨʘʩʪʥʠ ʧʘʮʠʝʥʪʠ 
ʉʠʩʪʝʤʥʦ-ʦʨʛʘʥʝʥ ʢʣʘʩ ʧʦ 
MedDRA 

ʏʝʩʪʠ  ʅʝʯʝʩʪʠ 

ʅʘʨʫʰʝʥʠʷ ʥʘ ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ  ɸʥʘʬʠʣʘʢʪʠʯʥʘ ʨʝʘʢʮʠʷ  
ʉʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ 

ʅʘʨʫʰʝʥʠʷ ʥʘ ʥʝʨʚʥʘʪʘ ʩʠʩʪʝʤʘ ɻʣʘʚʦʙʦʣʠʝ ʉʚʝʪʦʚʲʨʪʝʞ 
ʇʦʟʠʮʠʦʥʝʥ ʩʚʝʪʦʚʲʨʪʝʞ 
ʍʠʧʝʩʪʝʟʠʷ 

ʅʘʨʫʰʝʥʠʷ ʥʘ ʦʯʠʪʝ  ʌʦʪʦʬʦʙʠʷ 
ʅʘʨʫʰʝʥʠʷ ʥʘ ʫʰʠʪʝ ʠ 
ʚʲʪʨʝʰʥʦʪʦ ʫʭʦ 

 ɼʠʩʢʦʤʬʦʨʪ ʚ ʫʰʠʪʝ 

ʉʲʜʦʚʠ ʥʘʨʫʰʝʥʠʷ  ʌʣʝʙʠʪ 
ɼʠʭʘʪʝʣʥʠ, ʛʨʲʜʥʠ ʠ 
ʤʝʜʠʘʩʪʠʥʘʣʥʠ ʥʘʨʫʰʝʥʠʷ 

ʂʘʰʣʠʮʘ ɼʨʘʟʥʝʥʝ ʥʘ ʛʲʨʣʦʪʦ  
ɼʠʩʬʦʥʠʷ  
ʂʦʥʛʝʩʪʠʷ ʥʘ ʩʠʥʫʩʠʪʝ  
ɼʠʩʧʥʝʷ 

ʉʪʦʤʘʰʥʦ-ʯʨʝʚʥʠ ʥʘʨʫʰʝʥʠʷ  ɹʦʣʢʘ ʚ ʫʩʪʥʠʪʝ 
ʅʘʨʫʰʝʥʠʷ ʥʘ ʢʦʞʘʪʘ ʠ 
ʧʦʜʢʦʞʥʘʪʘ ʪʲʢʘʥ 

ʉʲʨʙʝʞ, ʫʨʪʠʢʘʨʠʷ, 
ʦʙʨʠʚ 

ɸʣʝʨʛʠʯʝʥ ʜʝʨʤʘʪʠʪ  
ɻʝʥʝʨʘʣʠʟʠʨʘʥ ʦʙʨʠʚ  
ɹʝʣʝʥʝ ʥʘ ʢʦʞʘʪʘ 

ʅʘʨʫʰʝʥʠʷ ʥʘ 
ʤʫʩʢʫʣʥʦʩʢʝʣʝʪʥʘʪʘ ʠ 
ʩʲʝʜʠʥʠʪʝʣʥʘʪʘ ʪʲʢʘʥ 

 ɹʦʣʢʠ ʚ ʢʨʘʡʥʠʮʠʪʝ  
ʄʫʩʢʫʣʥʠ ʩʧʘʟʤʠ  
ʄʫʩʢʫʣʥʠ ʧʦʪʨʝʧʚʘʥʠʷ  
ɹʦʣʢʘ ʚ ʯʝʣʶʩʪʪʘ  

ʆʙʱʠ ʥʘʨʫʰʝʥʠʷ ʠ 
ʩʲʩʪʦʷʥʠʷ ʥʘ ʤʷʩʪʦʪʦ ʥʘ 
ʧʨʠʣʦʞʝʥʠʝ 

ɹʦʣʢʘ ʥʘ ʤʷʩʪʦʪʦ ʥʘ 
ʠʥʬʫʟʠʷʪʘ 

ɹʦʣʢʘ  
ɼʠʩʢʦʤʬʦʨʪ ʚ ʛʲʨʜʠʪʝ  
ɺʪʨʠʩʘʥʝ  
ʋʤʦʨʘ  
ʆʪʦʢ ʥʘ ʤʷʩʪʦʪʦ ʥʘ ʠʥʬʫʟʠʷʪʘ  
ɹʦʣʢʘ ʚ ʛʲʨʜʠʪʝ ʦʪ ʥʝʩʲʨʜʝʯʝʥ 
ʧʨʦʠʟʭʦʜ  
ɹʦʣʝʟʥʝʥʦʩʪ  
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ʉʠʩʪʝʤʥʦ-ʦʨʛʘʥʝʥ ʢʣʘʩ ʧʦ 
MedDRA 

ʏʝʩʪʠ  ʅʝʯʝʩʪʠ 

ɹʦʣʢʘ ʥʘ ʤʷʩʪʦʪʦ ʥʘ ʧʫʥʢʮʠʷ ʥʘ 
ʩʲʜʘ 

 
ʆʧʠʩʘʥʠʝ ʥʘ ʠʟʙʨʘʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ 
 
ʉʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʠ ʘʥʘʬʠʣʘʢʩʠʷ 
ʅʝʞʝʣʘʥʠʪʝ ʨʝʘʢʮʠʠ, ʩʲʦʙʱʝʥʠ ʧʨʠ 8-ʪʝ ʧʘʮʠʝʥʪʘ, ʧʨʠ ʢʦʠʪʦ ʠʥʬʫʟʠʷʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ 
ʧʨʝʢʨʘʪʝʥʘ ʧʦʨʘʜʠ ʚʲʟʤʦʞʥʘ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ, ʚʢʣʶʯʚʘʪ ʫʨʪʠʢʘʨʠʷ, ʦʙʨʠʚ, ʢʘʰʣʠʮʘ, 
ʩʲʨʙʝʞ, ʟʘʤʘʷʥʦʩʪ, ʜʨʘʟʥʝʥʝ ʚ ʛʲʨʣʦʪʦ, ʜʠʩʬʦʥʠʷ, ʜʠʩʧʥʝʷ ʠ ʜʠʩʢʦʤʬʦʨʪ ʚ ʛʲʨʜʠʪʝ. ʆʩʪʘʥʘʣʠʪʝ 
ʫʯʘʩʪʥʠʮʠ ʩʲʩ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʩʘ ʠʤʘʣʠ ʧʨʝʜʠʤʥʦ ʢʦʞʥʠ ʩʠʤʧʪʦʤʠ ʢʘʪʦ ʩʲʨʙʝʞ ʠ ʦʙʨʠʚ, 
ʘ 6 ʫʯʘʩʪʥʠʮʠ ʩʘ ʩʲʦʙʱʠʣʠ ʟʘ ʢʘʰʣʠʮʘ. ɸʥʘʬʠʣʘʢʩʠʯʥʦʪʦ ʩʲʙʠʪʠʝ ʩʝ ʭʘʨʘʢʪʝʨʠʟʠʨʘ ʩ ʜʠʬʫʟʝʥ 
ʩʲʨʙʷʱ ʫʨʪʠʢʘʨʠʘʣʝʥ ʦʙʨʠʚ ʧʦ ʧʦ-ʛʦʣʷʤʘʪʘ ʯʘʩʪ ʥʘ ʪʷʣʦʪʦ, ʚʢʣʶʯʠʪʝʣʥʦ ʚʨʘʪʘ, ʛʲʨʜʠʪʝ, ʛʲʨʙʘ, 
ʢʦʨʝʤʘ, ʨʲʮʝʪʝ ʠ ʢʨʘʢʘʪʘ, ʟʘʜʫʭ ʠ ʢʘʰʣʠʮʘ. 
 
ʅʷʤʘ ʜʦʢʘʟʘʪʝʣʩʪʚʘ, ʯʝ ʨʝʘʢʮʠʠʪʝ ʥʘ ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ ʠ ʦʙʨʠʚʠʪʝ ʩʘ ʧʨʝʜʠʟʚʠʢʘʥʠ ʦʪ 
ʦʩʚʦʙʦʞʜʘʚʘʥʝʪʦ ʥʘ ʮʠʪʦʢʠʥʠ; ʥʝ ʩʘ ʥʘʙʣʶʜʘʚʘʥʠ ʢʣʠʥʠʯʥʦ ʟʥʘʯʠʤʠ ʧʨʦʤʝʥʠ ʚ ʮʠʪʦʢʠʥʠʪʝ. 
 
ʀʤʫʥʦʛʝʥʥʦʩʪ 
ʈʘʟʚʠʪʠʝʪʦ ʥʘ ʘʥʪʠʪʝʣʘ ʩʨʝʱʫ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʦʮʝʥʝʥʦ ʧʨʠ ʚʩʠʯʢʠ ʫʯʘʩʪʥʠʮʠ, ʧʦʣʫʯʘʚʘʱʠ 
ʝʜʠʥʠʯʥʠ ʠ ʜʚʦʡʥʠ ʜʦʟʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʚ ʪʨʠ ʢʣʠʥʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ. ʆʩʝʤ ʧʘʮʠʝʥʪʘ (2,5% 
(8/320)), ʢʦʠʪʦ ʩʘ ʧʦʣʫʯʠʣʠ ʧʦʥʝ ʝʜʥʘ ʠʥʪʨʘʚʝʥʦʟʥʘ ʜʦʟʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʩʘ ʙʠʣʠ 
ʧʦʣʦʞʠʪʝʣʥʠ ʟʘ ʧʦʷʚʷʚʘʱʠ ʩʝ ʧʨʠ ʣʝʯʝʥʠʝʪʦ ʘʥʪʠʣʝʢʘʨʩʪʚʝʥʠ ʘʥʪʠʪʝʣʘ (ATA). ʊʠʪʨʠʪʝ ʩʘ 
ʥʠʩʢʠ, ʚʘʨʠʨʘʱʠ ʦʪ 1:20 ʜʦ 1:320. ʅʷʤʘ ʜʘʥʥʠ ʟʘ ʧʨʦʤʝʥʝʥʘ ʬʘʨʤʘʢʦʢʠʥʝʪʠʢʘ ʠʣʠ ʧʨʦʬʠʣ ʥʘ 
ʪʦʢʩʠʯʥʦʩʪ ʧʨʠ ʫʯʘʩʪʥʠʮʠ ʩ ATA ʦʪʛʦʚʦʨ. 
 
ʉʲʦʙʱʘʚʘʥʝ ʥʘ ʧʦʜʦʟʠʨʘʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ 
 
ʉʲʦʙʱʘʚʘʥʝʪʦ ʥʘ ʧʦʜʦʟʠʨʘʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʩʣʝʜ ʨʘʟʨʝʰʘʚʘʥʝ ʟʘ ʫʧʦʪʨʝʙʘ ʥʘ ʣʝʢʘʨʩʪʚʝʥʠʷ 
ʧʨʦʜʫʢʪ ʝ ʚʘʞʥʦ. ʊʦʚʘ ʧʦʟʚʦʣʷʚʘ ʜʘ ʧʨʦʜʲʣʞʠ ʥʘʙʣʶʜʝʥʠʝʪʦ ʥʘ ʩʲʦʪʥʦʰʝʥʠʝʪʦ ʧʦʣʟʘ/ʨʠʩʢ ʟʘ 
ʣʝʢʘʨʩʪʚʝʥʠʷ ʧʨʦʜʫʢʪ. ʆʪ ʤʝʜʠʮʠʥʩʢʠʪʝ ʩʧʝʮʠʘʣʠʩʪʠ ʩʝ ʠʟʠʩʢʚʘ ʜʘ ʩʲʦʙʱʘʚʘʪ ʚʩʷʢʘ 
ʧʦʜʦʟʠʨʘʥʘ ʥʝʞʝʣʘʥʘ ʨʝʘʢʮʠʷ ʯʨʝʟ ʥʘʮʠʦʥʘʣʥʘ ʩʠʩʪʝʤʘ ʟʘ ʩʲʦʙʱʘʚʘʥʝ, ʧʦʩʦʯʝʥʘ ʚ 
ʇʨʠʣʦʞʝʥʠʝ V. 
 
4.9 ʇʨʝʜʦʟʠʨʘʥʝ 
 
ɺ ʩʣʫʯʘʡ ʥʘ ʧʨʝʜʦʟʠʨʘʥʝ, ʧʘʮʠʝʥʪʠʪʝ ʪʨʷʙʚʘ ʜʘ ʙʲʜʘʪ ʥʘʙʣʶʜʘʚʘʥʠ ʟʘ ʧʨʠʟʥʘʮʠ ʠʣʠ ʩʠʤʧʪʦʤʠ 
ʥʘ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ. 
 
 
5. ʌɸʈʄɸʂʆʃʆɻʀʏʅʀ ʉɺʆʁʉʊɺɸ 
 
5.1 ʌʘʨʤʘʢʦʜʠʥʘʤʠʯʥʠ ʩʚʦʡʩʪʚʘ 
 
ʌʘʨʤʘʢʦʪʝʨʘʧʝʚʪʠʯʥʘ ʛʨʫʧʘ: ʀʤʫʥʥʠ ʩʝʨʫʤʠ ʠ ʠʤʫʥʦʛʣʦʙʫʣʠʥʠ, ʩʧʝʮʠʬʠʯʥʠ ʠʤʫʥʦʛʣʦʙʫʣʠʥʠ, 
ATC ʢʦʜ: J06BB22 
 
ʄʝʭʘʥʠʟʲʤ ʥʘ ʜʝʡʩʪʚʠʝ 
 
ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ, ʢʦʝʪʦ ʩʚʲʨʟʚʘ ʟʘʱʠʪʥʠʷ ʘʥʪʠʛʝʥ (PA) ʥʘ B. 
anthracis. ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʠʥʭʠʙʠʨʘ ʩʚʲʨʟʚʘʥʝʪʦ ʥʘ PA ʩ ʥʝʛʦʚʠʪʝ ʢʣʝʪʲʯʥʠ ʨʝʮʝʧʪʦʨʠ, 
ʧʨʝʜʦʪʚʨʘʪʷʚʘʡʢʠ ʚʲʪʨʝʢʣʝʪʲʯʥʦʪʦ ʥʘʚʣʠʟʘʥʝ ʥʘ ʘʥʪʨʘʢʩʥʠʷ ʣʝʪʘʣʝʥ ʬʘʢʪʦʨ ʠ ʬʘʢʪʦʨʘ ʥʘ 
ʦʪʦʢʘ, ʝʥʟʠʤʥʠʪʝ ʪʦʢʩʠʥʥʠ ʢʦʤʧʦʥʝʥʪʠ, ʦʪʛʦʚʦʨʥʠ ʟʘ ʧʘʪʦʛʝʥʥʠʪʝ ʝʬʝʢʪʠ ʥʘ ʘʥʪʨʘʢʩʥʠʷ 
ʪʦʢʩʠʥ. 
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ʌʘʨʤʘʢʦʜʠʥʘʤʠʯʥʠ ʝʬʝʢʪʠ 
 
ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʩʝ ʩʚʲʨʟʚʘ ʩʲʩ ʩʚʦʙʦʜʥʠʷ ʈɸ ʩ ʘʬʠʥʠʪʝʪʥʘ ʨʘʚʥʦʚʝʩʥʘ ʢʦʥʩʪʘʥʪʘ ʥʘ 
ʜʠʩʦʮʠʘʮʠʷ (Kd) ʦʪ 0,33 nM.  
In vitro ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʩʝ ʩʚʲʨʟʚʘ ʩ PA ʦʪ ʱʘʤʦʚʝʪʝ Ames, Vollum ʠ Sterne ʥʘ B. anthracis. 
ɽʧʠʪʦʧʲʪ ʥʘ PA, ʢʲʤ ʢʦʡʪʦ ʩʝ ʩʚʲʨʟʚʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʩʝ ʟʘʧʘʟʚʘ ʚ ʜʦʢʣʘʜʚʘʥʠʪʝ ʱʘʤʦʚʝ ʥʘ 
B. anthracis. 
 
In vitro ʧʨʦʫʯʚʘʥʠʷʪʘ ʧʨʠ ʢʣʝʪʲʯʝʥ ʘʥʘʣʠʟ, ʠʟʧʦʣʟʚʘʱʠ ʤʠʰʠ ʤʘʢʨʦʬʘʛʠ, ʧʨʝʜʧʦʣʘʛʘʪ, ʯʝ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʥʝʫʪʨʘʣʠʟʠʨʘ ʪʦʢʩʠʯʥʠʪʝ ʝʬʝʢʪʠ ʥʘ ʣʝʪʘʣʥʠʷ ʪʦʢʩʠʥ, ʢʦʤʙʠʥʘʮʠʷ ʦʪ PA + 
ʣʝʪʘʣʝʥ ʬʘʢʪʦʨ.  
 
In vivo ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʝʬʠʢʘʩʥʦʩʪ ʧʨʠ ʥʦʚʦʟʝʣʘʥʜʩʢʠ ʙʝʣʠ (NZW) ʟʘʡʮʠ ʠ ʜʲʣʛʦʦʧʘʰʘʪʠ 
ʤʘʢʘʮʠ, ʠʥʬʝʢʪʠʨʘʥʠ ʩʲʩ ʩʧʦʨʠʪʝ ʥʘ ʱʘʤʘ Ames ʥʘ B. ʘnthracis ʧʦ ʠʥʭʘʣʘʮʠʦʥʝʥ ʧʲʪ, ʧʦʢʘʟʚʘʪ 
ʜʦʟʦʟʘʚʠʩʠʤʦ ʫʚʝʣʠʯʝʥʠʝ ʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪʪʘ ʩʣʝʜ ʣʝʯʝʥʠʝ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ɽʢʩʧʦʟʠʮʠʷʪʘ 
ʥʘ ʩʧʦʨʠ ʥʘ B. Anthracis ʚʦʜʠ ʜʦ ʫʚʝʣʠʯʘʚʘʥʝ ʥʘ ʢʦʥʮʝʥʪʨʘʮʠʠʪʝ ʥʘ PA ʚ ʩʝʨʫʤʘ ʥʘ NZW ʟʘʡʮʠ 
ʠ ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ. ʉʣʝʜ ʣʝʯʝʥʠʝ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʩʝ ʥʘʙʣʶʜʘʚʘ ʥʘʤʘʣʷʚʘʥʝ ʥʘ 
ʢʦʥʮʝʥʪʨʘʮʠʠʪʝ ʥʘ PA ʧʨʠ ʧʦʚʝʯʝʪʦ ʦʮʝʣʝʣʠ ʞʠʚʦʪʥʠ. ʂʦʥʮʝʥʪʨʘʮʠʠʪʝ ʥʘ PA ʧʨʠ ʞʠʚʦʪʥʠʪʝ, 
ʧʨʠʝʤʘʣʠ ʧʣʘʮʝʙʦ, ʩʘ ʩʝ ʫʚʝʣʠʯʘʚʘʣʠ, ʜʦʢʘʪʦ ʫʤʨʘʪ. 
 
ɽʬʠʢʘʩʥʦʩʪ  
 
ʊʲʡ ʢʘʪʦ ʥʝ ʝ ʚʲʟʤʦʞʥʦ ʠʣʠ ʝʪʠʯʥʦ ʜʘ ʩʝ ʧʨʦʚʝʞʜʘʪ ʢʦʥʪʨʦʣʠʨʘʥʠ ʢʣʠʥʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ ʧʨʠ 
ʭʦʨʘ ʩ ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ, ʝʬʠʢʘʩʥʦʩʪʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʧʨʠʣʘʛʘʥ ʢʘʪʦ ʤʦʥʦʪʝʨʘʧʠʷ, ʚ 
ʩʨʘʚʥʝʥʠʝ ʩ ʧʣʘʮʝʙʦ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ, ʩʝ ʦʩʥʦʚʘʚʘ ʥʘ ʧʨʦʫʯʚʘʥʠʷ ʟʘ 
ʝʬʠʢʘʩʥʦʩʪ ʧʨʠ NZW ʟʘʡʮʠ ʠ ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ.  
 
ɺ ʪʝʟʠ ʧʨʦʫʯʚʘʥʠʷ ʞʠʚʦʪʥʠʪʝ ʩʘ ʠʥʬʝʢʪʠʨʘʥʠ ʩ ʘʝʨʦʟʦʣʠʨʘʥʠ ʩʧʦʨʠ ʥʘ B. anthracis (ʱʘʤ Ames) 
ʧʨʠ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 200xLD50 ʠ ʩʣʝʜ ʪʦʚʘ ʩʘ ʣʝʢʫʚʘʥʠ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʚ ʨʘʟʣʠʯʥʠ ʚʨʝʤʝʚʠ 
ʪʦʯʢʠ. ʇʨʠ ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ, ʞʠʚʦʪʥʠʪʝ ʩʘ ʧʦʣʫʯʠʣʠ ʣʝʯʝʥʠʝ 
ʩʣʝʜ ʧʨʦʷʚʘ ʥʘ ʢʣʠʥʠʯʥʠ ʧʨʠʟʥʘʮʠ ʠʣʠ ʩʠʤʧʪʦʤʠ ʥʘ ʩʠʩʪʝʤʝʥ ʘʥʪʨʘʢʩ. ɺ ʧʨʦʫʯʚʘʥʠʷ ʟʘ 
ʧʦʩʪʝʢʩʧʦʟʠʮʠʦʥʥʘ ʧʨʦʬʠʣʘʢʪʠʢʘ ʞʠʚʦʪʥʠʪʝ ʩʘ ʣʝʢʫʚʘʥʠ ʩʣʝʜ ʝʢʩʧʦʟʠʮʠʷ ʥʘ B. anthracis, ʥʦ 
ʧʨʝʜʠ ʨʘʟʚʠʪʠʝʪʦ ʥʘ ʩʠʤʧʪʦʤʠʪʝ. ɼʲʣʛʦʦʧʘʰʘʪʠʪʝ ʤʘʢʘʮʠ ʩʘ ʣʝʢʫʚʘʥʠ ʢʲʤ ʤʦʤʝʥʪʘ ʥʘ 
ʧʦʣʦʞʠʪʝʣʥʘ ʩʝʨʫʤʥʘ ʧʨʦʙʘ ʟʘ B. anthracis PA ʧʨʠ ʠʟʩʣʝʜʚʘʥʝ ʯʨʝʟ ʝʣʝʢʪʨʦʭʝʤʠʣʫʤʠʥʝʩʮʝʥʮʠʷ 
(ECLIA) ʧʨʠ ʩʨʝʜʥʦ ʚʨʝʤʝ ʦʪ ʦʢʦʣʦ 40 ʯʘʩʘ ʩʣʝʜ ʠʥʬʝʢʪʠʨʘʥʝ ʩ B. anthracis. ɺ ʧʨʦʫʯʚʘʥʠʷʪʘ ʟʘ 
ʣʝʯʝʥʠʝ ʧʨʠ NZW ʟʘʡʮʠ, ʞʠʚʦʪʥʠʪʝ ʩʘ ʣʝʢʫʚʘʥʠ ʩʣʝʜ ʧʦʣʦʞʠʪʝʣʝʥ ʨʝʟʫʣʪʘʪ ʧʨʠ ECLIA 
ʠʟʩʣʝʜʚʘʥʝ ʟʘ PA ʠʣʠ ʩʣʝʜ ʪʨʘʡʥʦ ʧʦʚʠʰʘʚʘʥʝ ʥʘ ʪʝʣʝʩʥʘʪʘ ʪʝʤʧʝʨʘʪʫʨʘ ʥʘʜ ʠʟʭʦʜʥʦʪʦ ʥʠʚʦ, 
ʩʨʝʜʥʦ ʦʢʦʣʦ 30 ʯʘʩʘ ʩʣʝʜ ʠʥʬʝʢʪʠʨʘʥʝ. ʇʨʝʞʠʚʷʝʤʦʩʪʪʘ ʝ ʦʮʝʥʝʥʘ 28 ʜʥʠ ʩʣʝʜ ʠʥʬʝʢʪʠʨʘʥʝ ʩ 
B. anthracis ʚ ʧʨʦʫʯʚʘʥʠʷʪʘ, ʦʧʠʩʘʥʠ ʧʦ-ʜʦʣʫ. 
 
ɽʬʠʢʘʩʥʦʩʪʪʘ ʥʘ ʝʜʠʥʠʯʥʘ ʠʥʪʨʘʚʝʥʦʟʥʘ ʜʦʟʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʢʘʪʦ ʤʦʥʦʪʝʨʘʧʠʷ ʟʘ ʣʝʯʝʥʠʝ ʥʘ 
ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ ʝ ʦʮʝʥʝʥʘ ʚ ʝʜʥʦ ʧʨʦʫʯʚʘʥʝ ʧʨʠ NZW ʟʘʡʮʠ ʠ ʪʨʠ ʧʨʦʫʯʚʘʥʠʷ ʧʨʠ 
ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ(AP202, AP204 ʠ AP301); ʚʩʠʯʢʠ ʧʨʦʫʯʚʘʥʠʷ ʩʘ ʧʣʘʮʝʙʦ- ʢʦʥʪʨʦʣʠʨʘʥʠ, 
ʨʘʥʜʦʤʠʟʠʨʘʥʠ ʠ ʚ ʩʲʦʪʚʝʪʩʪʚʠʝ ʩ GLP. ʇʨʦʫʯʚʘʥʠʷʪʘ AR033, AP202 ʠ AP301 ʩʘ ʟʘʩʣʝʧʝʥʠ; 
ʧʨʦʫʯʚʘʥʝʪʦ AP204 ʝ ʟʘʩʣʝʧʝʥʦ ʟʘ ʛʨʫʧʘ.  
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ʊʘʙʣʠʮʘ 5: ʉʪʝʧʝʥ ʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪ ʚ ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʝʬʠʢʘʩʥʦʩʪ ʥʘ ʤʦʥʦʪʝʨʘʧʠʷ ʩ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (16 mg/kg) 

 

ʇʨʦʮʝʥʪ ʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪ ʚ ʢʨʘʷ ʥʘ 
ʧʨʦʫʯʚʘʥʝʪʦ 
(% [ʦʮʝʣʝʣʠ/n]) p-ʩʪʦʡʥʦʩʪ2 95% CI3 

ʇʣʘʮʝʙʦ ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ 
16 mg/kg  

ʃʝʯʝʥʠʝ – NZW ʟʘʡʮʠ 
ʇʨʦʫʯʚʘʥʝ AR0331 0 (0/13) 61,5% (8/13) 0,0013* (0,290, 0,861) 
ʃʝʯʝʥʠʝ – ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ  
ʇʨʦʫʯʚʘʥʝ AP2041 6% (1/16) 46,7% (7/15) 0,0068* (0,089, 0,681) 
ʇʨʦʫʯʚʘʥʝ AP2021 0 (0/17) 31,3% (5/16) 0,0085* (0,079, 0,587)  
ʇʦʩʪʝʢʩʧʦʟʠʮʠʦʥʥʘ ʧʨʦʬʠʣʘʢʪʠʢʘ – ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ 

ʇʨʦʫʯʚʘ
ʥʝ 
AP3014 

18 ʯʘʩʘ 
ʩʣʝʜ 
ʝʢʩʧʦʟʠ
ʮʠʷ 

0 (0/6) 100% (6/6) 0,0012* (0,471, 1,000) 

24 ʯʘʩʘ 
ʩʣʝʜ 
ʝʢʩʧʦʟʠ
ʮʠʷ 

-- 83% (5/6) 0,0042* (0,230, 0,996) 

36 ʯʘʩʘ 
ʩʣʝʜ 
ʝʢʩʧʦʟʠ
ʮʠʷ 

-- 50% (3/6) 0,0345 (-0,037, 0,882) 

CI: ɼʦʚʝʨʠʪʝʣʝʥ ʠʥʪʝʨʚʘʣ 
1 ʇʨʝʞʠʚʷʝʤʦʩʪʪʘ ʩʝ ʦʮʝʥʷʚʘ 28 ʜʥʠ ʩʣʝʜ ʠʥʬʝʢʪʠʨʘʥʝ ʩʲʩ ʩʧʦʨʠ, ʚʩʠʯʢʠ ʨʘʥʜʦʤʠʟʠʨʘʥʠ 
ʞʠʚʦʪʥʠ ʩʘ ʧʦʣʦʞʠʪʝʣʥʠ ʟʘ ʙʘʢʪʝʨʠʝʤʠʷ ʧʨʝʜʠ ʣʝʯʝʥʠʝʪʦ, ʣʝʯʝʥʠʝʪʦ ʝ ʠʥʠʮʠʠʨʘʥʦ ʦʪ 
ʟʥʘʯʠʪʝʣʥʦ ʧʦʚʠʰʘʚʘʥʝ ʥʘ ʪʝʣʝʩʥʘʪʘ ʪʝʤʧʝʨʘʪʫʨʘ (ʧʨʦʫʯʚʘʥʝ AR033) ʠʣʠ ʦʪ ʧʦʣʦʞʠʪʝʣʝʥ 
ʨʝʟʫʣʪʘʪ ʧʨʠ ʠʟʩʣʝʜʚʘʥʝ ʟʘ PA ʯʨʝʟ ʝʣʝʢʪʨʦʭʝʤʠʣʫʤʠʥʝʩʮʝʥʮʠʷ (ʧʨʦʫʯʚʘʥʠʷ AP204 ʠ AP202). 
2 p-ʩʪʦʡʥʦʩʪʪʘ ʝ ʦʪ ʝʜʥʦʩʪʨʘʥʥʠʷ ʪʝʩʪ ʥʘ Boschloo (ʩ Berger-Boos ʤʦʜʠʬʠʢʘʮʠʷ ʥʘ ʛʘʤʘ = 0,001) 
ʚ ʩʨʘʚʥʝʥʠʝ ʩ ʧʣʘʮʝʙʦ 
3 ʊʦʯʝʥ 95% ʜʦʚʝʨʠʪʝʣʝʥ ʠʥʪʝʨʚʘʣ ʥʘ ʨʘʟʣʠʢʘ ʚ ʧʨʦʮʝʥʪʠʪʝ ʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪ 
4 ʇʨʝʞʠʚʷʝʤʦʩʪʪʘ ʩʝ ʦʮʝʥʷʚʘ 28 ʜʝʥʘ ʩʣʝʜ ʠʥʬʝʢʪʠʨʘʥʝ ʩʲʩ ʩʧʦʨʠ,  
* ʆʙʦʟʥʘʯʘʚʘ ʩʪʘʪʠʩʪʠʯʝʩʢʘ ʟʥʘʯʠʤʦʩʪ ʥʘ ʥʠʚʦ 0,025 
 
 
ʇʝʜʠʘʪʨʠʯʥʘ ʧʦʧʫʣʘʮʠʷ 
 
ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ ʦʪʣʘʛʘ ʟʘʜʲʣʞʝʥʠʝʪʦ ʟʘ ʧʨʝʜʦʩʪʘʚʷʥʝ ʥʘ ʨʝʟʫʣʪʘʪʠʪʝ ʦʪ 
ʧʨʦʫʯʚʘʥʠʷʪʘ ʩ NYXTHRACIS ʚ ʝʜʥʘ ʠʣʠ ʧʦʚʝʯʝ ʧʦʜʛʨʫʧʠ ʥʘ ʧʝʜʠʘʪʨʠʯʥʘʪʘ ʧʦʧʫʣʘʮʠʷ ʧʨʠ 
ʣʝʯʝʥʠʝʪʦ ʥʘ ʙʘʢʪʝʨʠʘʣʥʘ ʠʥʬʝʢʮʠʷ (ʚʞ. ʪʦʯʢʘ 4.2 ʟʘ ʠʥʬʦʨʤʘʮʠʷ ʦʪʥʦʩʥʦ ʫʧʦʪʨʝʙʘ ʚ 
ʧʝʜʠʘʪʨʠʷʪʘ). 
 
ʊʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʝ ʨʘʟʨʝʰʝʥ ʟʘ ʫʧʦʪʨʝʙʘ ʧʨʠ Ăʠʟʚʲʥʨʝʜʥʠ ʦʙʩʪʦʷʪʝʣʩʪʚʘñ. ʊʦʚʘ 
ʦʟʥʘʯʘʚʘ, ʯʝ ʧʦʨʘʜʠ ʨʷʜʢʦʪʦ ʨʘʟʧʨʦʩʪʨʘʥʝʥʠʝ ʥʘ ʙʦʣʝʩʪʪʘ ʠ ʧʦ ʝʪʠʯʥʠ ʧʨʠʯʠʥʠ ʜʦ ʤʦʤʝʥʪʘ ʥʝ ʝ 
ʙʠʣʦ ʚʲʟʤʦʞʥʦ ʜʘ ʩʝ ʧʦʣʫʯʠ ʧʲʣʥʘ ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʪʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ. 
ɺʩʷʢʘ ʛʦʜʠʥʘ ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ ʱʝ ʠʟʚʲʨʰʚʘ ʧʨʝʛʣʝʜ ʥʘ ʥʦʚʘʪʘ 
ʠʥʬʦʨʤʘʮʠʷ ʠ ʪʘʟʠ ʂʍʇ ʩʲʦʪʚʝʪʥʦ ʱʝ ʩʝ ʘʢʪʫʘʣʠʟʠʨʘ. 
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5.2 ʌʘʨʤʘʢʦʢʠʥʝʪʠʯʥʠ ʩʚʦʡʩʪʚʘ 
 
ɸʙʩʦʨʙʮʠʷ 
 
ʌʘʨʤʘʢʦʢʠʥʝʪʠʢʘʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʣʠʥʝʡʥʘ ʚ ʜʦʟʦʚʠʷ ʜʠʘʧʘʟʦʥ ʦʪ 4 mg/kg (0,25 ʧʲʪʠ 
ʥʘʡ-ʥʠʩʢʘʪʘ ʧʨʝʧʦʨʲʯʠʪʝʣʥʘ ʜʦʟʘ) ʜʦ 16 mg/kg ʩʣʝʜ ʝʜʥʦʢʨʘʪʥʦ ʠʥʪʨʘʚʝʥʦʟʥʦ ʧʨʠʣʦʞʝʥʠʝ ʧʨʠ 
ʟʜʨʘʚʠ ʫʯʘʩʪʥʠʮʠ. ʉʣʝʜ ʝʜʥʦʢʨʘʪʥʦ ʠʥʪʨʘʚʝʥʦʟʥʦ ʧʨʠʣʦʞʝʥʠʝ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ 16 mg/kg 
ʧʨʠ ʟʜʨʘʚʠ ʤʲʞʝ ʠ ʞʝʥʠ ʩʨʝʜʥʠʪʝ Cmax ʠ AUCinf ʩʘ ʩʲʦʪʚʝʪʥʦ 400 Ñ 91,2 mcg/ml ʠ 5170 Ñ 
1360 mcgĿʜʝʥ/ml. ʇʦʣʫʞʠʚʦʪʲʪ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 20 ʜʥʠ (ʩʨʝʜʥʦ). 
 
ʈʘʟʧʨʝʜʝʣʝʥʠʝ 
 
ʉʨʝʜʥʠʷʪ ʦʙʝʤ ʥʘ ʨʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʚ ʩʪʘʮʠʦʥʘʨʥʦ ʩʲʩʪʦʷʥʠʝ ʝ 
79,7Ñ19,2 ml/kg ʠ ʝ ʧʦ-ʛʦʣʷʤ ʦʪ ʧʣʘʟʤʝʥʠʷ ʦʙʝʤ, ʢʦʝʪʦ ʧʨʝʜʧʦʣʘʛʘ ʠʟʚʝʩʪʥʦ ʪʲʢʘʥʥʦ 
ʨʘʟʧʨʝʜʝʣʝʥʠʝ. 
 
ɹʠʦʪʨʘʥʩʬʦʨʤʘʮʠʷ 
 
ʅʝ ʩʘ ʧʨʦʚʝʞʜʘʥʠ ʦʬʠʮʠʘʣʥʠ ʧʨʦʫʯʚʘʥʠʷ ʥʘ ʤʝʪʘʙʦʣʠʟʤʘ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
ɺʲʧʨʝʢʠ ʪʦʚʘ ʬʘʨʤʘʢʦʢʠʥʝʪʠʢʘʪʘ ʥʘ ʤʦʥʦʢʣʦʥʘʣʥʠʪʝ ʘʥʪʠʪʝʣʘ ʦʙʠʢʥʦʚʝʥʦ ʚʢʣʶʯʚʘ 
ʨʘʟʧʨʝʜʝʣʝʥʠʝ ʦʪʚʲʜ ʩʲʜʦʚʦʪʦ ʧʨʦʩʪʨʘʥʩʪʚʦ ʩ ʧʦʪʝʥʮʠʘʣʝʥ ʲʧʪʝʡʢ ʚ ʪʲʢʘʥʠʪʝ ʠ ʢʘʪʘʙʦʣʠʟʲʤ 
ʯʨʝʟ ʧʨʦʪʝʘʟʠ ʜʦ ʤʘʣʢʠ ʧʝʧʪʠʜʠ ʠ ʘʤʠʥʦʢʠʩʝʣʠʥʠ, ʢʦʠʪʦ ʚʧʦʩʣʝʜʩʪʚʠʝ ʩʝ ʚʢʣʶʯʚʘʪ ʚ 
ʝʥʜʦʛʝʥʥʠʷ ʧʫʣ ʠʣʠ ʩʝ ʝʢʩʢʨʝʪʠʨʘʪ. 
 
ɽʣʠʤʠʥʠʨʘʥʝ 
 
ʉʨʝʜʥʘʪʘ ʩʪʦʡʥʦʩʪ ʥʘ ʢʣʠʨʲʥʩʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ 3,35 Ñ 0,932 ml/d/kg ʠ ʝ ʤʥʦʛʦ ʧʦ-ʤʘʣʢʘ 
ʦʪ ʩʢʦʨʦʩʪʪʘ ʥʘ ʛʣʦʤʝʨʫʣʥʘ ʬʠʣʪʨʘʮʠʷ, ʢʦʝʪʦ ʧʦʢʘʟʚʘ, ʯʝ ʥʘ ʧʨʘʢʪʠʢʘ ʥʷʤʘ ʙʲʙʨʝʯʝʥ ʢʣʠʨʲʥʩ 
ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
 
ʉʧʝʮʠʘʣʥʠ ʧʦʧʫʣʘʮʠʠ 
 
ɽʬʝʢʪʠ ʥʘ ʧʦʣʘ, ʚʲʟʨʘʩʪʪʘ ʠ ʨʘʩʘʪʘ 
ʌʘʨʤʘʢʦʢʠʥʝʪʠʢʘʪʘ (PK) ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʦʮʝʥʝʥʘ ʯʨʝʟ ʧʦʧʫʣʘʮʠʦʥʝʥ PK ʘʥʘʣʠʟ ʩ 
ʧʦʤʦʱʪʘ ʥʘ ʩʝʨʫʤʥʠ ʧʨʦʙʠ ʦʪ 370 ʟʜʨʘʚʠ ʫʯʘʩʪʥʠʮʠ, ʢʦʠʪʦ ʩʘ ʧʦʣʫʯʠʣʠ ʝʜʠʥʠʯʥʘ 
ʠʥʪʨʘʚʝʥʦʟʥʘ ʜʦʟʘ ʚ ʨʘʤʢʠʪʝ ʥʘ 4 ʢʣʠʥʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ. ɺʲʟ ʦʩʥʦʚʘ ʥʘ ʪʦʟʠ ʘʥʘʣʠʟ, ʧʦʣʲʪ 
(ʞʝʥʩʢʠ ʩʧʨʷʤʦ ʤʲʞʢʠ), ʨʘʩʘʪʘ (ʥʝʝʚʨʦʧʝʠʜʥʘ ʩʧʨʷʤʦ ʝʚʨʦʧʝʠʜʥʘ) ʠʣʠ ʚʲʟʨʘʩʪʪʘ (ʩʪʘʨʯʝʩʢʘ 
ʩʧʨʷʤʦ ʤʣʘʜʘ ʚʲʟʨʘʩʪ) ʥʝ ʩʘ ʠʤʘʣʠ ʟʥʘʯʠʤʠ ʝʬʝʢʪʠ ʚʲʨʭʫ PK ʧʘʨʘʤʝʪʨʠʪʝ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
ʂʣʠʥʠʯʥʠʪʝ ʧʨʦʫʯʚʘʥʠʷ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʦʙʘʯʝ ʥʝ ʚʢʣʶʯʚʘʪ ʜʦʩʪʘʪʲʯʝʥ ʙʨʦʡ ʫʯʘʩʪʥʠʮʠ ʥʘ 
ʚʲʟʨʘʩʪ 65 ʛʦʜʠʥʠ ʠ ʧʦʚʝʯʝ, ʟʘ ʜʘ ʩʝ ʦʧʨʝʜʝʣʠ ʜʘʣʠ ʪʷʭʥʘʪʘ PK ʩʝ ʨʘʟʣʠʯʘʚʘ ʦʪ ʪʘʟʠ ʧʨʠ ʧʦ-
ʤʣʘʜʠʪʝ. ʆʪ 320 ʫʯʘʩʪʥʠʮʠ ʚ ʢʣʠʥʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ 9,4% (30/320) ʩʘ ʙʠʣʠ 
ʥʘ 65 ʛʦʜʠʥʠ ʠ ʧʦʚʝʯʝ, ʘ 2% (6/320) ʩʘ ʙʠʣʠ ʥʘ 75 ʛʦʜʠʥʠ ʠ ʧʦʚʝʯʝ. 
 
ɽʬʝʢʪʠ, ʩʚʲʨʟʘʥʠ ʩ ʪʝʣʝʩʥʦʪʦ ʪʝʛʣʦ 
ʂʣʠʨʲʥʩʲʪ ʧʨʠ ʚʠʩʦʢʦ ʪʝʣʝʩʥʦ ʪʝʛʣʦ (109 kg) ʝ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 38% ʧʦ-ʚʠʩʦʢ, ʦʪʢʦʣʢʦʪʦ ʧʨʠ 
ʨʝʬʝʨʝʥʪʥʘʪʘ ʧʦʧʫʣʘʮʠʷ. ʉʣʝʜ ʜʦʟʠʨʘʥʝ ʥʘ ʙʘʟʘʪʘ ʥʘ ʪʝʛʣʦʪʦ (16 ml/kg) ʪʦʚʘ ʚʦʜʠ ʜʦ 
ʫʚʝʣʠʯʝʥʠʝ ʥʘ AUCinf ʩ 12%, ʢʦʝʪʦ ʥʷʤʘ ʢʣʠʥʠʯʥʦ ʟʥʘʯʝʥʠʝ. 
 
ʇʝʜʠʘʪʨʠʯʥʘ ʧʦʧʫʣʘʮʠʷ 
ʌʘʨʤʘʢʦʢʠʥʝʪʠʢʘʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʥʝ ʝ ʦʮʝʥʷʚʘʥʘ ʧʨʠ ʧʝʜʠʘʪʨʠʯʥʠ ʧʘʮʠʝʥʪʠ. 
ʇʨʝʧʦʨʲʢʠʪʝ ʟʘ ʜʦʟʠʨʘʥʝ ʚ ʪʘʙʣʠʮʘ 2 (ʪʦʯʢʘ 4.2) ʩʘ ʧʦʣʫʯʝʥʠ ʦʪ ʩʠʤʫʣʘʮʠʠ, ʠʟʧʦʣʟʚʘʱʠ 
ʧʦʧʫʣʘʮʠʦʥʝʥ PK ʧʦʜʭʦʜ, ʧʣʘʥʠʨʘʥ ʜʘ ʩʲʦʪʚʝʪʩʪʚʘ ʥʘ ʥʘʙʣʶʜʘʚʘʥʘʪʘ ʝʢʩʧʦʟʠʮʠʷ ʥʘ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ ʚʲʟʨʘʩʪʥʠ ʧʨʠ ʜʦʟʘ 16 mg/kg. 
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5.3 ʇʨʝʜʢʣʠʥʠʯʥʠ ʜʘʥʥʠ ʟʘ ʙʝʟʦʧʘʩʥʦʩʪ 
 
ʅʝʢʣʠʥʠʯʥʠʪʝ ʜʘʥʥʠ ʥʝ ʨʘʟʢʨʠʚʘʪ ʦʩʦʙʝʥ ʨʠʩʢ ʟʘ ʭʦʨʘ ʥʘ ʙʘʟʘʪʘ ʥʘ ʢʦʥʚʝʥʮʠʦʥʘʣʥʠʪʝ 
ʬʘʨʤʘʢʦʣʦʛʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʙʝʟʦʧʘʩʥʦʩʪ, ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʪʦʢʩʠʯʥʦʩʪ ʧʨʠ ʤʥʦʛʦʢʨʘʪʥʦ 
ʧʨʠʣʘʛʘʥʝ, ʨʝʧʨʦʜʫʢʪʠʚʥʘ ʪʦʢʩʠʯʥʦʩʪ ʠ ʪʦʢʩʠʯʥʦʩʪ ʟʘ ʨʘʟʚʠʪʠʝʪʦ. 
 
ʃʝʟʠʠ ʥʘ ʮʝʥʪʨʘʣʥʘʪʘ ʥʝʨʚʥʘ ʩʠʩʪʝʤʘ (ʎʅʉ) (ʙʘʢʪʝʨʠʠ, ʚʲʟʧʘʣʝʥʠʝ, ʢʨʲʚʦʠʟʣʠʚ ʠ ʧʦʥʷʢʦʛʘ 
ʥʝʢʨʦʟʘ) ʩʘ ʥʘʙʣʶʜʘʚʘʥʠ ʧʨʠ ʠʥʬʝʢʪʠʨʘʥʠ ʩ ʘʥʪʨʘʢʩ ʥʝʧʨʝʞʠʚʝʣʠ NZW ʟʘʡʮʠ ʠ ʜʲʣʛʦʦʧʘʰʘʪʠ 
ʤʘʢʘʮʠ, ʧʨʠ ʢʦʠʪʦ ʝ ʧʨʠʣʘʛʘʥ ʠʥʪʨʘʚʝʥʦʟʥʦ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (Ó4 mg/kg) ʠʣʠ ʢʦʥʪʨʦʣʘ ʢʲʤ 
ʤʦʤʝʥʪʘ ʥʘ ʧʦʪʚʲʨʞʜʘʚʘʥʝ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ. ʄʠʢʨʦʩʢʦʧʩʢʠʪʝ ʧʨʦʤʝʥʠ ʧʨʠ ʥʝʧʨʝʞʠʚʝʣʠʪʝ 
ʞʠʚʦʪʥʠ, ʧʦʣʫʯʠʣʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʩʝ ʜʲʣʞʘʪ ʥʘ ʥʘʣʠʯʠʝʪʦ ʥʘ ʙʘʢʪʝʨʠʠ ʝʢʩʪʨʘʚʘʩʢʫʣʘʨʥʦ, ʘ 
ʥʝ ʥʘ ʝʬʝʢʪʘ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ʅʝ ʝ ʫʩʪʘʥʦʚʝʥʘ ʚʨʲʟʢʘ ʜʦʟʘ-ʦʪʛʦʚʦʨ ʧʨʠ ʤʦʟʲʯʥʘʪʘ 
ʭʠʩʪʦʧʘʪʦʣʦʛʠʷ. ʅʝ ʩʘ ʜʦʢʘʟʘʥʠ ʩʚʲʨʟʘʥʠ ʩ ʣʝʯʝʥʠʝʪʦ ʤʦʟʲʯʥʠ ʣʝʟʠʠ ʧʨʠ ʠʥʬʝʢʪʠʨʘʥʠ ʩ 
ʘʥʪʨʘʢʩ ʦʮʝʣʝʣʠ NZW ʟʘʡʮʠ (ʥʘ ʜʝʥ 28) ʠʣʠ ʧʨʠ ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ (ʜʦ ʜʝʥ 56) ʩʣʝʜ 
ʝʜʥʦʢʨʘʪʥʦ ʧʨʠʣʦʞʝʥʠʝ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʧʨʠ ʜʦʟʠ ʩʲʦʪʚʝʪʥʦ ʜʦ 16 mg/kg ʠ ʜʦ 32 
mg/kg/ʜʦʟʘ. ʅʝ ʩʘ ʥʘʙʣʶʜʘʚʘʥʠ ʥʝʚʨʦʧʦʚʝʜʝʥʯʝʩʢʠ ʝʬʝʢʪʠ, ʩʚʲʨʟʘʥʠ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʧʨʠ 
ʦʮʝʣʝʣʠ ʠʥʬʝʢʪʠʨʘʥʠ ʩ ʘʥʪʨʘʢʩ ʜʲʣʛʦʦʧʘʰʘʪʠ ʤʘʢʘʮʠ ʩʣʝʜ ʣʝʯʝʥʠʝ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
 
ʇʨʦʚʝʜʝʥʦ ʝ ʝʜʥʦ ʧʨʦʫʯʚʘʥʝ ʟʘ ʝʤʙʨʠʦʥʘʣʥʦ-ʬʝʪʘʣʥʦ ʨʘʟʚʠʪʠʝ ʧʨʠ ʙʨʝʤʝʥʥʠ ʟʜʨʘʚʠ NZW 
ʟʘʡʮʠ, ʥʘ ʢʦʠʪʦ ʩʘ ʧʨʠʣʘʛʘʥʠ 4 ʠʥʪʨʘʚʝʥʦʟʥʠ ʜʦʟʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʜʦ 32 mg/kg (2 ʧʲʪʠ ʜʦʟʘʪʘ 
ʧʨʠ ʭʦʨʘ ʥʘ ʙʘʟʘ mg/kg) ʚ ʛʝʩʪʘʮʠʦʥʥʠ ʜʥʠ 6, 10, 13 ʠ 17. ʅʝ ʩʘ ʧʦʣʫʯʝʥʠ ʜʘʥʥʠ ʟʘ ʫʚʨʝʞʜʘʥʝ ʥʘ 
ʙʨʝʤʝʥʥʘʪʘ ʞʝʥʩʢʘ ʠʣʠ ʬʝʪʫʩʠʪʝ ʦʪ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ʂʫʤʫʣʘʪʠʚʥʘʪʘ ʝʢʩʧʦʟʠʮʠʷ ʧʨʠ ʟʘʡʮʠ 
NZW (10 000 mcgÅʜʝʥ/ml) ʧʨʠ NOAEL 32 mg/kg/ʜʦʟʘ (n=4 ʜʦʟʠ) ʚʲʟ ʦʩʥʦʚʘ ʥʘ AUC0-15 (15 ʜʥʠ) 
ʝ ʧʨʠʙʣʠʟʠʪʝʣʥʦ ʜʚʘ ʧʲʪʠ ʢʦʤʙʠʥʠʨʘʥʘʪʘ ʩʨʝʜʥʘ AUC ʧʨʠ ʤʲʞʢʠ ʠ ʞʝʥʩʢʠ ʧʨʠ ʢʣʠʥʠʯʥʘʪʘ 
ʠʥʪʨʘʚʝʥʦʟʥʘ ʜʦʟʘ 16 mg/kg. ʉʪʦʡʥʦʩʪʪʘ ʥʘ Cmax ʩʣʝʜ 32 mg/kg/ʜʦʟʘ ʝ 1180 mcgÅʜʝʥ/ml. 
 
ʅʝ ʩʘ ʧʨʦʚʝʞʜʘʥʠ ʧʨʦʫʯʚʘʥʠʷ ʟʘ ʢʘʥʮʝʨʦʛʝʥʥʦʩʪ, ʛʝʥʦʪʦʢʩʠʯʥʦʩʪ ʠ ʬʝʨʪʠʣʠʪʝʪ ʩ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
 
 
6. ʌɸʈʄɸʎɽɺʊʀʏʅʀ ɼɸʅʅʀ 
 
6.1 ʉʧʠʩʲʢ ʥʘ ʧʦʤʦʱʥʠʪʝ ʚʝʱʝʩʪʚʘ 
 
ʍʠʩʪʠʜʠʥ 
ʉʦʨʙʠʪʦʣ (ɽ420) 
ʇʦʣʠʩʦʨʙʘʪ 80 (ɽ433) 
ʍʣʦʨʦʚʦʜʦʨʦʜʥʘ ʢʠʩʝʣʠʥʘ (ɽ507, ʟʘ ʢʦʨʠʛʠʨʘʥʝ ʥʘ ʨʅ) 
ʅʘʪʨʠʝʚ ʭʠʜʨʦʢʩʠʜ (ɽ524 ʟʘ ʢʦʨʠʛʠʨʘʥʝ ʥʘ ʨʅ) 
ɺʦʜʘ ʟʘ ʠʥʞʝʢʮʠʠ 
 
6.2 ʅʝʩʲʚʤʝʩʪʠʤʦʩʪʠ 
 
ʊʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʥʝ ʪʨʷʙʚʘ ʜʘ ʩʝ ʩʤʝʩʚʘ ʩ ʜʨʫʛʠ ʣʝʢʘʨʩʪʚʝʥʠ ʧʨʦʜʫʢʪʠ, ʩ ʠʟʢʣʶʯʝʥʠʝ ʥʘ 
ʧʦʩʦʯʝʥʠʪʝ ʚ ʪʦʯʢʘ 6.6. 
 
6.3 ʉʨʦʢ ʥʘ ʛʦʜʥʦʩʪ 
 
ʅʝʦʪʚʦʨʝʥ ʬʣʘʢʦʥ 
 
7 ʛʦʜʠʥʠ 
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ʈʘʟʨʝʜʝʥ ʨʘʟʪʚʦʨ ʚ ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ 
 
ʉʣʝʜ ʨʘʟʨʝʞʜʘʥʝ ʚ ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ ʝ ʜʦʢʘʟʘʥʘ ʭʠʤʠʯʥʘ, ʬʠʟʠʯʥʘ ʠ ʤʠʢʨʦʙʠʦʣʦʛʠʯʥʘ 
ʩʪʘʙʠʣʥʦʩʪ ʧʦ ʚʨʝʤʝ ʥʘ ʫʧʦʪʨʝʙʘ ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 8 ʯʘʩʘ ʧʨʠ ʩʪʘʡʥʘ ʪʝʤʧʝʨʘʪʫʨʘ (20 °C – 
25 ÁC) ʠʣʠ ʚ ʭʣʘʜʠʣʥʠʢ (2 °C – 8 ÁC). 
 
ʆʪ ʤʠʢʨʦʙʠʦʣʦʛʠʯʥʘ ʛʣʝʜʥʘ ʪʦʯʢʘ, ʦʩʚʝʥ ʘʢʦ ʤʝʪʦʜʲʪ ʥʘ ʦʪʚʘʨʷʥʝ/ʨʝʢʦʥʩʪʠʪʫʠʨʘʥʝ/ʨʘʟʨʝʞʜʘʥʝ 
ʠʟʢʣʶʯʚʘ ʨʠʩʢ ʦʪ ʤʠʢʨʦʙʥʦ ʟʘʤʲʨʩʷʚʘʥʝ, ʧʨʦʜʫʢʪʲʪ ʪʨʷʙʚʘ ʜʘ ʩʝ ʠʟʧʦʣʟʚʘ ʥʝʟʘʙʘʚʥʦ. 
 
ɸʢʦ ʥʝ ʩʝ ʠʟʧʦʣʟʚʘ ʥʝʟʘʙʘʚʥʦ, ʧʝʨʠʦʜʲʪ ʥʘ ʠʟʧʦʣʟʚʘʥʝ ʠ ʫʩʣʦʚʠʷʪʘ ʟʘ ʩʲʭʨʘʥʝʥʠʝ ʧʨʝʜʠ 
ʫʧʦʪʨʝʙʘ ʩʘ ʦʪʛʦʚʦʨʥʦʩʪ ʥʘ ʧʦʪʨʝʙʠʪʝʣʷ. 
 
ʈʘʟʨʝʜʝʥ ʨʘʟʪʚʦʨ ʚ ʩʧʨʠʥʮʦʚʢʘ ʟʘ ʠʥʬʫʟʠʦʥʥʘ ʧʦʤʧʘ  
 
ʉʣʝʜ ʢʘʪʦ ʩʝ ʧʨʠʛʦʪʚʠ ʨʘʟʨʝʜʝʥ ʨʘʟʪʚʦʨ NYXTHRACIS, ʪʦʡ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʠʣʦʞʠ ʥʝʟʘʙʘʚʥʦ ʠ 
ʜʘ ʥʝ ʩʝ ʩʲʭʨʘʥʷʚʘ. ɺʩʠʯʢʠ ʦʩʪʘʥʘʣʠ ʢʦʣʠʯʝʩʪʚʘ ʦʪ ʧʨʦʜʫʢʪʘ ʪʨʷʙʚʘ ʜʘ ʩʝ ʠʟʭʚʲʨʣʷʪ. 
 
6.4 ʉʧʝʮʠʘʣʥʠ ʫʩʣʦʚʠʷ ʥʘ ʩʲʭʨʘʥʝʥʠʝ 
 
ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʚ ʭʣʘʜʠʣʥʠʢ (2 Áʉ – 8 Áʉ). 
ɼʘ ʥʝ ʩʝ ʟʘʤʨʘʟʷʚʘ. 
ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʚ ʦʨʠʛʠʥʘʣʥʘʪʘ ʦʧʘʢʦʚʢʘ, ʟʘ ʜʘ ʩʝ ʧʨʝʜʧʘʟʠ ʦʪ ʩʚʝʪʣʠʥʘ. 
 
ɿʘ ʫʩʣʦʚʠʷʪʘ ʥʘ ʩʲʭʨʘʥʝʥʠʝ ʩʣʝʜ ʨʘʟʨʝʞʜʘʥʝ ʥʘ ʣʝʢʘʨʩʪʚʝʥʠʷ ʧʨʦʜʫʢʪ ʚʠʞʪʝ ʪʦʯʢʘ 6.3. 
 
6.5 ɺʠʜ ʠ ʩʲʜʲʨʞʘʥʠʝ ʥʘ ʦʧʘʢʦʚʢʘʪʘ 
 
600 mg/6 ml ʢʦʥʮʝʥʪʨʘʪ ʚʲʚ ʬʣʘʢʦʥ (ʩʪʲʢʣʦ ʪʠʧ I) ʩ ʛʫʤʝʥʘ ʟʘʧʫʰʘʣʢʘ ʠ ʧʦʣʠʧʨʦʧʠʣʝʥʦʚʘ 
ʢʘʧʘʯʢʘ ʩ ʘʣʫʤʠʥʠʝʚʘ ʦʙʢʘʪʢʘ. 
ɺʩʷʢʘ ʦʧʘʢʦʚʢʘ ʩʲʜʲʨʞʘ 1 ʬʣʘʢʦʥ. 
 
6.6 ʉʧʝʮʠʘʣʥʠ ʧʨʝʜʧʘʟʥʠ ʤʝʨʢʠ ʧʨʠ ʠʟʭʚʲʨʣʷʥʝ ʠ ʨʘʙʦʪʘ 
 
ɺʘʞʥʠ ʫʢʘʟʘʥʠʷ ʟʘ ʧʨʠʛʦʪʚʷʥʝ 
 
¶ ʇʨʝʜʠ ʫʧʦʪʨʝʙʘ ʢʦʥʮʝʥʪʨʘʪʲʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʦʚʝʨʷʚʘ ʚʠʟʫʘʣʥʦ ʟʘ 

ʥʘʣʠʯʠʝ ʥʘ ʚʠʜʠʤʠ ʯʘʩʪʠʮʠ ʠ ʧʨʦʤʷʥʘ ʚ ʮʚʝʪʘ. NYXTHRACIS ʝ ʙʠʩʪʲʨ ʜʦ ʦʧʘʣʝʩʮʝʥʪʝʥ, 
ʙʝʟʮʚʝʪʝʥ ʜʦ ʙʣʝʜʦʞʲʣʪ ʜʦ ʙʣʝʜʦʢʘʬʝʥʠʢʘʚʦ-ʞʲʣʪ ʨʘʟʪʚʦʨ, ʢʦʡʪʦ ʤʦʞʝ ʜʘ ʩʲʜʲʨʞʘ ʤʘʣʢʦ 
ʧʦʣʫʧʨʦʟʨʘʯʥʠ ʜʦ ʙʝʣʠ ʧʨʦʪʝʠʥʦʚʠ ʯʘʩʪʠʮʠ (ʢʦʠʪʦ ʱʝ ʙʲʜʘʪ ʦʪʩʪʨʘʥʝʥʠ ʯʨʝʟ 
ʧʨʝʤʠʥʘʚʘʥʝ ʧʨʝʟ ʚʛʨʘʜʝʥ ʬʠʣʪʲʨ)  

¶ ʀʟʭʚʲʨʣʝʪʝ ʬʣʘʢʦʥʘ, ʘʢʦ ʨʘʟʪʚʦʨʲʪ ʝ ʩ ʧʨʦʤʝʥʝʥ ʮʚʷʪ ʠʣʠ ʩʲʜʲʨʞʘ ʯʫʞʜʠ ʯʘʩʪʠʮʠ (ʚʞ. 
ʪʦʯʢʘ 3). 

¶ ʅʝ ʨʘʟʢʣʘʱʘʡʪʝ ʬʣʘʢʦʥʘ. 
 
ʇʨʠʛʦʪʚʷʥʝ ʠ ʨʘʟʨʝʞʜʘʥʝ ʚ ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ  
 
1. ʀʟʯʠʩʣʝʪʝ ʥʝʦʙʭʦʜʠʤʠʪʝ ʤʠʣʠʛʨʘʤʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʯʨʝʟ ʫʤʥʦʞʘʚʘʥʝ ʥʘ 

ʧʨʝʧʦʨʲʯʠʪʝʣʥʘʪʘ ʜʦʟʘ mg/kg ʚ ʪʘʙʣʠʮʘ 2 (ʚʞ. ʪʦʯʢʘ 4.2) ʧʦ ʪʝʣʝʩʥʦʪʦ ʪʝʛʣʦ ʥʘ ʦʪʜʝʣʥʠʷ 
ʧʘʮʠʝʥʪ ʚ ʢʠʣʦʛʨʘʤʠ. 

2. ʀʟʯʠʩʣʝʪʝ ʥʝʦʙʭʦʜʠʤʠʷ ʦʙʝʤ ʚ ʤʠʣʠʣʠʪʨʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ 
ʨʘʟʪʚʦʨ ʠ ʙʨʦʷ ʬʣʘʢʦʥʠ, ʥʝʦʙʭʦʜʠʤʠ ʟʘ ʜʦʟʘʪʘ, ʢʘʪʦ ʠʟʯʠʩʣʝʥʘʪʘ ʜʦʟʘ ʚ ʤʠʣʠʛʨʘʤʠ 
(ʩʪʲʧʢʘ 1) ʩʝ ʨʘʟʜʝʣʠ ʥʘ ʢʦʥʮʝʥʪʨʘʮʠʷʪʘ, 100 mg/ml. ɺʩʝʢʠ ʦʪʜʝʣʝʥ ʬʣʘʢʦʥ ʜʦʩʪʘʚʷ 6 ml 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ. 

3. ʀʟʙʝʨʝʪʝ ʧʦʜʭʦʜʷʱ ʨʘʟʤʝʨ ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ ʩ ʥʘʪʨʠʝʚ ʭʣʦʨʠʜ 9 mg/ml (0,9%) 
ʠʥʞʝʢʮʠʦʥʝʥ ʨʘʟʪʚʦʨ. ʀʟʪʝʛʣʝʪʝ ʦʪ ʠʥʬʫʟʠʦʥʥʠʷ ʩʘʢ ʨʘʟʪʚʦʨ ʩ ʦʙʝʤ, ʨʘʚʝʥ ʥʘ ʠʟʯʠʩʣʝʥʠʷ 
ʦʙʝʤ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʚ ʤʠʣʠʣʠʪʨʠ ʚ ʩʪʲʧʢʘ 2 ʧʦ-ʛʦʨʝ. ʀʟʭʚʲʨʣʝʪʝ ʨʘʟʪʚʦʨʘ, ʠʟʪʝʛʣʝʥ ʦʪ 
ʠʥʬʫʟʠʦʥʥʠʷ ʩʘʢ. 
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4. ʀʟʪʝʛʣʝʪʝ ʥʝʦʙʭʦʜʠʤʠʷ ʦʙʝʤ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʥʠʷ ʨʘʟʪʚʦʨ 
(ʠʟʯʠʩʣʝʥ ʚ ʩʪʲʧʢʘ 2) ʦʪ ʬʣʘʢʦʥʘ(ʠʪʝ) NYXTHRACIS. ʀʟʭʚʲʨʣʝʪʝ ʚʩʷʢʘ ʥʝʠʟʧʦʣʟʚʘʥʘ 
ʯʘʩʪ NYXTHRACIS, ʦʩʪʘʥʘʣʘ ʚʲʚ ʬʣʘʢʦʥʘ(ʠʪʝ)NYXTHRACIS. 

5. ʇʨʝʭʚʲʨʣʝʪʝ ʥʝʦʙʭʦʜʠʤʠʷ ʦʙʝʤ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ ʚ 
ʠʟʙʨʘʥʠʷ ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ.  

6. ʆʙʲʨʥʝʪʝ ʚʥʠʤʘʪʝʣʥʦ ʩʘʢʘ ʥʘʜʦʣʫ, ʟʘ ʜʘ ʩʤʝʩʠʪʝ ʨʘʟʪʚʦʨʘ. ʅʝ ʨʘʟʢʣʘʱʘʡʪʝ. 
7. ʀʥʬʫʟʠʷʪʘ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʨʠʣʘʛʘ ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 90 ʤʠʥʫʪʠ ʩʲʩ ʩʢʦʨʦʩʪ ʥʘ ʠʥʬʫʟʠʷʪʘ, 

ʦʧʠʩʘʥʘ ʚ ʪʘʙʣʠʮʘ 3 (ʚʞ. ʪʦʯʢʘ 4.2), ʢʘʪʦ ʩʝ ʠʟʧʦʣʟʚʘ ʚʛʨʘʜʝʥ ʬʠʣʪʲʨ 0,22 ʤʠʢʨʦʥʘ.  
8. ʇʨʠʛʦʪʚʝʥʠʷʪ ʨʘʟʪʚʦʨ ʝ ʩʪʘʙʠʣʝʥ ʟʘ 8 ʯʘʩʘ, ʩʲʭʨʘʥʷʚʘʥ ʧʨʠ ʩʪʘʡʥʘ ʪʝʤʧʝʨʘʪʫʨʘ 20 ÁC ʜʦ 

25 ÁC ʠʣʠ 8 ʯʘʩʘ, ʩʲʭʨʘʥʷʚʘʥ ʚ ʭʣʘʜʠʣʥʠʢ ʧʨʠ 2 ÁC ʜʦ 8 ÁC. 
 
ʇʨʠʛʦʪʚʷʥʝ ʠ ʨʘʟʨʝʞʜʘʥʝ ʚ ʩʧʨʠʥʮʦʚʢʘ ʟʘ ʠʥʬʫʟʠʦʥʥʘ ʧʦʤʧʘ 
 
1. ʀʟʯʠʩʣʝʪʝ ʥʝʦʙʭʦʜʠʤʠʪʝ ʤʠʣʠʛʨʘʤʠ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʯʨʝʟ ʫʤʥʦʞʘʚʘʥʝ ʥʘ 

ʧʨʝʧʦʨʲʯʠʪʝʣʥʘʪʘ ʜʦʟʘ mg/kg ʚ ʪʘʙʣʠʮʘ 2 (ʚʞ. ʪʦʯʢʘ 4.2) ʧʦ ʪʝʣʝʩʥʦʪʦ ʪʝʛʣʦ ʥʘ ʦʪʜʝʣʥʠʷ 
ʧʘʮʠʝʥʪ ʚ ʢʠʣʦʛʨʘʤʠ. 

2. ʀʟʯʠʩʣʝʪʝ ʥʝʦʙʭʦʜʠʤʠʷ ʦʙʝʤ ʚ ʤʠʣʠʣʠʪʨʠ ʢʦʥʮʝʥʪʨʘʪ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʟʘ 
ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ ʠ ʙʨʦʷ ʬʣʘʢʦʥʠ, ʥʝʦʙʭʦʜʠʤʠ ʟʘ ʜʦʟʘʪʘ, ʢʘʪʦ ʠʟʯʠʩʣʝʥʘʪʘ ʜʦʟʘ ʚ 
ʤʠʣʠʛʨʘʤʠ (ʩʪʲʧʢʘ 1) ʩʝ ʨʘʟʜʝʣʠ ʥʘ ʢʦʥʮʝʥʪʨʘʮʠʷʪʘ, 100 mg/ml. ɺʩʝʢʠ ʝʜʠʥ ʬʣʘʢʦʥ 
ʧʦʟʚʦʣʷʚʘ ʜʦʩʪʘʚʷʥʝ ʥʘ 6 ml ʢʦʥʮʝʥʪʨʘʪ NYXTHRACIS ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ. 

3. ʀʟʙʝʨʝʪʝ ʩʧʨʠʥʮʦʚʢʘ ʩ ʧʦʜʭʦʜʷʱ ʨʘʟʤʝʨ ʟʘ ʦʙʱʠʷ ʦʙʝʤ ʠʥʬʫʟʠʷ, ʢʦʷʪʦ ʱʝ ʩʝ ʧʨʠʣʘʛʘ. 
4. ʂʘʪʦ ʠʟʧʦʣʟʚʘʪʝ ʠʟʙʨʘʥʘʪʘ ʩʧʨʠʥʮʦʚʢʘ ʠ ʚʛʨʘʜʝʥ ʬʠʣʪʲʨ 0,22 ʤʠʢʨʦʥʘ, ʠʟʪʝʛʣʝʪʝ 

ʥʝʦʙʭʦʜʠʤʠʷ ʦʙʝʤ ʢʦʥʮʝʥʪʨʘʪ ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ (ʠʟʯʠʩʣʝʥ ʚ 
ʩʪʲʧʢʘ 2). ʀʟʭʚʲʨʣʝʪʝ ʚʩʷʢʘ ʥʝʠʟʧʦʣʟʚʘʥʘ ʯʘʩʪ, ʦʩʪʘʥʘʣʘ ʚʲʚ ʬʣʘʢʦʥʘ(ʠʪʝ) 
NYXTHRACIS.  

5. ʀʟʪʝʛʣʝʪʝ ʧʦʜʭʦʜʷʱʦ ʢʦʣʠʯʝʩʪʚʦ ʥʘʪʨʠʝʚ ʭʣʦʨʠʜ 9 mg/mL (0,9%) ʠʥʞʝʢʮʠʦʥʝʥ ʨʘʟʪʚʦʨ 
ʟʘ ʧʨʠʛʦʪʚʷʥʝ ʥʘ ʦʙʱʠʷ ʦʙʝʤ ʥʘ ʠʥʬʫʟʠʷʪʘ, ʧʦʩʦʯʝʥ ʚ ʪʘʙʣʠʮʘ 2. 

6. ɺʥʠʤʘʪʝʣʥʦ ʨʘʟʙʲʨʢʘʡʪʝ ʨʘʟʪʚʦʨʘ. ʅʝ ʨʘʟʢʣʘʱʘʡʪʝ. 
7. ʉʣʝʜ ʧʨʠʛʦʪʚʷʥʝ ʥʘ ʨʘʟʨʝʜʝʥ ʨʘʟʪʚʦʨ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʛʦ ʧʨʠʣʦʞʝʪʝ ʥʝʟʘʙʘʚʥʦ. ʅʝ 

ʩʲʭʨʘʥʷʚʘʡʪʝ ʨʘʟʪʚʦʨʘ ʚ ʩʧʨʠʥʮʦʚʢʘ. ʀʟʭʚʲʨʣʝʪʝ ʥʝʠʟʧʦʣʟʚʘʥʠʷ ʧʨʦʜʫʢʪ. 
 
ʀʟʭʚʲʨʣʷʥʝ 
 
ʅʝʠʟʧʦʣʟʚʘʥʠʷʪ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʠʣʠ ʦʪʧʘʜʲʯʥʠʪʝ ʤʘʪʝʨʠʘʣʠ ʦʪ ʥʝʛʦ ʪʨʷʙʚʘ ʜʘ ʩʝ ʠʟʭʚʲʨʣʷʪ 
ʚ ʩʲʦʪʚʝʪʩʪʚʠʝ ʩ ʤʝʩʪʥʠʪʝ ʠʟʠʩʢʚʘʥʠʷ. 
 
 
7. ʇʈʀʊɽɾɸʊɽʃ ʅɸ ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ ʋʇʆʊʈɽɹɸ 
 
SFL Pharmaceuticals Deutschland GmbH 
Marie-Curie-Strasse 8 
79539 Lºrrach 
ɻʝʨʤʘʥʠʷ 
 
 
8. ʅʆʄɽʈ(ɸ) ʅɸ ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ ʋʇʆʊʈɽɹɸ  
 
ɽʉ/1/20/1485/001 
 
 
9. ɼɸʊɸ ʅɸ ʇʒʈɺʆ ʈɸɿʈɽʐɸɺɸʅɽ/ʇʆɼʅʆɺʗɺɸʅɽ ʅɸ ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ 

ʋʇʆʊʈɽɹɸ 
 
ɼʘʪʘ ʥʘ ʧʲʨʚʦʪʦ ʨʘʟʨʝʰʘʚʘʥʝ: 18 ʥʦʝʤʚʨʠ 2020r. 
 
 
10. ɼɸʊɸ ʅɸ ɸʂʊʋɸʃʀɿʀʈɸʅɽ ʅɸ ʊɽʂʉʊɸ 
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ʇʦʜʨʦʙʥʘ ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʪʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʝ ʧʨʝʜʦʩʪʘʚʝʥʘ ʥʘ ʫʝʙʩʘʡʪʘ ʥʘ ɽʚʨʦʧʝʡʩʢʘʪʘ 
ʘʛʝʥʮʠʷ ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ http://www.ema.europa.eu ʠ ʥʘ ʫʝʙʩʘʡʪʘ ʥʘ {ʠʤʝ ʥʘ ʘʛʝʥʮʠʷʪʘ ʥʘ 
ʜʲʨʞʘʚʘʪʘ ʯʣʝʥʢʘ (ʣʠʥʢ)}. 
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ʇʈʀʃʆɾɽʅʀɽ II 
 

ɸ. ʇʈʆʀɿɺʆɼʀʊɽʃ ʅɸ ɹʀʆʃʆɻʀʏʅʆ ɸʂʊʀɺʅʆʊʆ 
ɺɽʑɽʉʊɺʆ ʀ ʇʈʆʀɿɺʆɼʀʊɽʃ, ʆʊɻʆɺʆʈɽʅ ɿɸ 
ʆʉɺʆɹʆɾɼɸɺɸʅɽ ʅɸ ʇɸʈʊʀɼʀ 

 
ɹ. ʋʉʃʆɺʀʗ ʀʃʀ ʆɻʈɸʅʀʏɽʅʀʗ ɿɸ ɼʆʉʊɸɺʂɸ ʀ 

ʋʇʆʊʈɽɹɸ 
 

ɺ. ɼʈʋɻʀ ʋʉʃʆɺʀʗ ʀ ʀɿʀʉʂɺɸʅʀʗ ʅɸ 
ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ ʋʇʆʊʈɽɹɸ 

 
ɻ. ʋʉʃʆɺʀʗ ʀʃʀ ʆɻʈɸʅʀʏɽʅʀʗ ɿɸ ɹɽɿʆʇɸʉʅɸ ʀ 

ɽʌɽʂʊʀɺʅɸ ʋʇʆʊʈɽɹɸ ʅɸ ʃɽʂɸʈʉʊɺɽʅʀʗ 
ʇʈʆɼʋʂʊ 

 
ɼ. ʂʆʅʂʈɽʊʅʆ ɿɸɼʒʃɾɽʅʀɽ ɿɸ ʀɿʇʒʃʅɽʅʀɽ ʅɸ 

ʄɽʈʂʀ ʉʃɽɼ ʈɸɿʈɽʐɸɺɸʅɽ ɿɸ ʋʇʆʊʈɽɹɸ ʇʈʀ 
ʀɿɺʒʅʈɽɼʅʀ ʆɹʉʊʆʗʊɽʃʉʊɺɸ 
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ɸ. ʇʈʆʀɿɺʆɼʀʊɽʃ(ʀ) ʅɸ ɹʀʆʃʆɻʀʏʅʆ ɸʂʊʀɺʅʆʊʆ(ʀʊɽ) ɺɽʑɽʉʊɺʆ(ɸ) ʀ 
ʇʈʆʀɿɺʆɼʀʊɽʃ(ʀ), ʆʊɻʆɺʆʈɽʅ(ʅʀ) ɿɸ ʆʉɺʆɹʆɾɼɸɺɸʅɽ ʅɸ ʇɸʈʊʀɼʀ 

 
ʀʤʝ ʠ ʘʜʨʝʩ ʥʘ ʧʨʦʠʟʚʦʜʠʪʝʣʷ(ʠʪʝ) ʥʘ ʙʠʦʣʦʛʠʯʥʦ ʘʢʪʠʚʥʦʪʦ(ʠʪʝ) ʚʝʱʝʩʪʚʦ(ʘ) 
 
Lonza Biologics, Inc.  
101 International Drive 
Portsmouth, NH 03801  
ʉɸʑ 
 
ʀʤʝ ʠ ʘʜʨʝʩ ʥʘ ʧʨʦʠʟʚʦʜʠʪʝʣʷ(ʠʪʝ), ʦʪʛʦʚʦʨʝʥ(ʥʠ) ʟʘ ʦʩʚʦʙʦʞʜʘʚʘʥʝ ʥʘ ʧʘʨʪʠʜʠʪʝ 
 
AcertiPharma B.V. 
Boschstraat 51 
4811 GC, Breda 
ʍʦʣʘʥʜʠʷ 
 
 
ɹ. ʋʉʃʆɺʀʗ ʀʃʀ ʆɻʈɸʅʀʏɽʅʀʗ ɿɸ ɼʆʉʊɸɺʂɸ ʀ ʋʇʆʊʈɽɹɸ  
 
ʃʝʢʘʨʩʪʚʝʥʠʷʪ ʧʨʦʜʫʢʪ ʩʝ ʦʪʧʫʩʢʘ ʧʦ ʣʝʢʘʨʩʢʦ ʧʨʝʜʧʠʩʘʥʠʝ. 
 
 
ɺ. ɼʈʋɻʀ ʋʉʃʆɺʀʗ ʀ ʀɿʀʉʂɺɸʅʀʗ ʅɸ ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ ʋʇʆʊʈɽɹɸ 
 
¶ ʇʝʨʠʦʜʠʯʥʠ ʘʢʪʫʘʣʠʟʠʨʘʥʠ ʜʦʢʣʘʜʠ ʟʘ ʙʝʟʦʧʘʩʥʦʩʪ (ʇɸɼɹ) 

 
ʀʟʠʩʢʚʘʥʠʷʪʘ ʟʘ ʧʦʜʘʚʘʥʝ ʥʘ ʇɸɼɹ ʟʘ ʪʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʩʘ ʧʦʩʦʯʝʥʠ ʚ ʩʧʠʩʲʢʘ ʩ 
ʨʝʬʝʨʝʥʪʥʠʪʝ ʜʘʪʠ ʥʘ ɽʚʨʦʧʝʡʩʢʠʷ ʩʲʶʟ (EURD ʩʧʠʩʲʢ), ʧʨʝʜʚʠʜʝʥ ʚ ʯʣ. 107ʚ, ʘʣ. 7 ʦʪ 
ɼʠʨʝʢʪʠʚʘ 2001/83/ɽʆ, ʠ ʚʲʚ ʚʩʠʯʢʠ ʩʣʝʜʚʘʱʠ ʘʢʪʫʘʣʠʟʘʮʠʠ, ʧʫʙʣʠʢʫʚʘʥʠ ʥʘ 
ʝʚʨʦʧʝʡʩʢʠʷ ʫʝʙʧʦʨʪʘʣ ʟʘ ʣʝʢʘʨʩʪʚʘ. 
 
 
ɻ. ʋʉʃʆɺʀʗ ʀʃʀ ʆɻʈɸʅʀʏɽʅʀʗ ɿɸ ɹɽɿʆʇɸʉʅɸ ʀ ɽʌɽʂʊʀɺʅɸ ʋʇʆʊʈɽɹɸ 

ʅɸ ʃɽʂɸʈʉʊɺɽʅʀʗ ʇʈʆɼʋʂʊ   
 
¶ ʇʣʘʥ ʟʘ ʫʧʨʘʚʣʝʥʠʝ ʥʘ ʨʠʩʢʘ (ʇʋʈ) 

 
ʇʨʠʪʝʞʘʪʝʣʷʪ ʥʘ ʨʘʟʨʝʰʝʥʠʝʪʦ ʟʘ ʫʧʦʪʨʝʙʘ (ʇʈʋ) ʪʨʷʙʚʘ ʜʘ ʠʟʚʲʨʰʚʘ ʠʟʠʩʢʚʘʥʠʪʝ 
ʜʝʡʥʦʩʪʠ ʠ ʜʝʡʩʪʚʠʷ, ʩʚʲʨʟʘʥʠ ʩ ʧʨʦʩʣʝʜʷʚʘʥʝ ʥʘ ʣʝʢʘʨʩʪʚʝʥʘʪʘ ʙʝʟʦʧʘʩʥʦʩʪ, ʧʦʩʦʯʝʥʠ ʚ 
ʦʜʦʙʨʝʥʠʷ ʇʋʈ, ʧʨʝʜʩʪʘʚʝʥ ʚ ʄʦʜʫʣ 1.8.2 ʥʘ ʨʘʟʨʝʰʝʥʠʝʪʦ ʟʘ ʫʧʦʪʨʝʙʘ, ʢʘʢʪʦ ʠ ʚʲʚ 
ʚʩʠʯʢʠ ʩʣʝʜʚʘʱʠ ʦʜʦʙʨʝʥʠ ʘʢʪʫʘʣʠʟʘʮʠʠ ʥʘ ʇʋʈ. 
 
ɸʢʪʫʘʣʠʟʠʨʘʥ ʇʋʈ ʪʨʷʙʚʘ ʜʘ ʩʝ ʧʦʜʘʚʘ: 
¶ ʧʦ ʠʩʢʘʥʝ ʥʘ ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ; 
¶ ʚʠʥʘʛʠ, ʢʦʛʘʪʦ ʩʝ ʠʟʤʝʥʷ ʩʠʩʪʝʤʘʪʘ ʟʘ ʫʧʨʘʚʣʝʥʠʝ ʥʘ ʨʠʩʢʘ, ʦʩʦʙʝʥʦ ʚ ʨʝʟʫʣʪʘʪ ʥʘ 

ʧʦʣʫʯʘʚʘʥʝ ʥʘ ʥʦʚʘ ʠʥʬʦʨʤʘʮʠʷ, ʢʦʷʪʦ ʤʦʞʝ ʜʘ ʜʦʚʝʜʝ ʜʦ ʟʥʘʯʠʤʠ ʧʨʦʤʝʥʠ ʚ 
ʩʲʦʪʥʦʰʝʥʠʝʪʦ ʧʦʣʟʘ/ʨʠʩʢ, ʠʣʠ ʩʣʝʜ ʜʦʩʪʠʛʘʥʝ ʥʘ ʚʘʞʝʥ ʝʪʘʧ (ʚʲʚ ʚʨʲʟʢʘ ʩ 
ʧʨʦʩʣʝʜʷʚʘʥʝ ʥʘ ʣʝʢʘʨʩʪʚʝʥʘʪʘ ʙʝʟʦʧʘʩʥʦʩʪ ʠʣʠ ʩʚʝʞʜʘʥʝ ʥʘ ʨʠʩʢʘ ʜʦ ʤʠʥʠʤʫʤ). 

 
 
ɼ. ʂʆʅʂʈɽʊʅʆ ɿɸɼʒʃɾɽʅʀɽ ɿɸ ʀɿʇʒʃʅɽʅʀɽ ʅɸ ʄɽʈʂʀ ʉʃɽɼ 

ʈɸɿʈɽʐɸɺɸʅɽ ɿɸ ʋʇʆʊʈɽɹɸ ʇʈʀ ʀɿɺʒʅʈɽɼʅʀ ʆɹʉʊʆʗʊɽʃʉʊɺɸ 
 
ʊʦʚʘ ʝ ʨʘʟʨʝʰʝʥʠʝ ʟʘ ʫʧʦʪʨʝʙʘ ʧʨʠ ʠʟʚʲʥʨʝʜʥʠ ʦʙʩʪʦʷʪʝʣʩʪʚʘ ʠ ʩʲʛʣʘʩʥʦ ʯʣ. 14, ʘʣ. 8 ʦʪ 
ʈʝʛʣʘʤʝʥʪ (Eʆ) ˉ 726/2004 ʚ ʦʧʨʝʜʝʣʝʥʠʷ ʩʨʦʢ ʇʈʋ ʪʨʷʙʚʘ ʜʘ ʧʨʦʚʝʜʝ ʩʣʝʜʥʠʪʝ ʤʝʨʢʠ: 
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ʆʧʠʩʘʥʠʝ Cʨʦʢ 
 
ɿʘ ʜʘ ʚʘʣʠʜʠʨʘ ʤʝʪʦʜʘ ʟʘ ʬʘʨʤʘʢʦʢʠʥʝʪʠʯʥʦ ʦʭʘʨʘʢʪʝʨʠʟʠʨʘʥʝ 
ʥʘ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (GCL-160) ʚ ʯʦʚʝʰʢʠ ʩʝʨʫʤ, ʇʈʋ ʪʨʷʙʚʘ 
ʜʘ ʧʨʝʜʩʪʘʚʠ ʨʝʟʫʣʪʘʪʠʪʝ ʦʪ ʚʘʣʠʜʠʨʘʥʝʪʦ ʥʘ ʤʝʪʦʜʘ ʟʘ ʘʥʘʣʠʟ 
ʟʘ ʩʣʝʜʥʠʪʝ ʘʩʧʝʢʪʠ, ʧʨʝʜʠ ʜʘ ʠʟʧʦʣʟʚʘ ʤʝʪʦʜʘ ʟʘ ʘʥʘʣʠʟʘ ʧʨʠ 
ʘʥʘʣʠʟʘ ʥʘ ʧʨʦʙʠ ʟʘ ʢʣʠʥʠʯʥʦ ʧʨʦʫʯʚʘʥʝ AH501: ʧʦʚʣʠʷʚʘʥʝ 
ʦʪ PA (63 ʠ 83), EF, LF ʠ ADAs, ʠ ʧʨʠʣʦʞʠʤʦʩʪ ʥʘ ʤʝʪʦʜʘ ʧʨʠ 
ʭʝʤʦʣʠʪʠʯʝʥ ʠ ʣʠʧʝʤʠʯʝʥ ʩʝʨʫʤ. ʇʘʨʘʣʝʣʠʟʲʤ ʪʨʷʙʚʘ ʜʘ ʩʝ 
ʠʟʚʲʨʰʠ ʩ ʥʘʧʨʘʚʝʥʠ ʧʨʦʙʠ ʦʪ ʧʣʘʥʠʨʘʥʦʪʦ ʦʪʢʨʠʪʦ ʧʦʣʝʚʦ 
ʧʨʦʫʯʚʘʥʝ AH501. 
 
 
 
ɿʘ ʜʘ ʦʮʝʥʠ ʢʣʠʥʠʯʥʠʷ ʦʪʛʦʚʦʨ, ʙʝʟʦʧʘʩʥʦʩʪʪʘ ʠ ʧʦʥʦʩʠʤʦʩʪʪʘ, 
ʚʢʣʶʯʠʪʝʣʥʦ ʭʦʜʘ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ ʠ ʧʨʝʞʠʚʷʝʤʦʩʪʪʘ ʧʨʠ ʣʠʮʘ 
ʩʲʩ ʩʲʤʥʝʥʠʝ ʟʘ ʚʝʨʦʷʪʝʥ ʠʣʠ ʧʦʪʚʲʨʜʝʥ ʩʣʫʯʘʡ ʥʘ 
ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ, ʣʝʢʫʚʘʥʠ ʩ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ, ʇʈʋ 
ʪʨʷʙʚʘ ʜʘ ʧʨʦʚʝʜʝ, ʩʲʛʣʘʩʥʦ ʩʲʛʣʘʩʫʚʘʥ ʧʨʦʪʦʢʦʣ, ʠ ʜʘ 
ʧʨʝʜʩʪʘʚʠ ʨʝʟʫʣʪʘʪʠ ʦʪ ʦʢʦʥʯʘʪʝʣʥʠʷ ʜʦʢʣʘʜ ʦʪ ʦʪʢʨʠʪʦʪʦ 
ʧʦʣʝʚʦ ʧʨʦʫʯʚʘʥʝ AH501 ʬʘʟʘ 4 ʧʨʠ ʧʦʷʚʘ ʥʘ ʦʛʥʠʱʝ ʥʘ 
ʘʥʪʨʘʢʩ ʚ ʩʪʨʘʥʠʪʝ, ʚ ʢʦʠʪʦ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ ʨʘʟʨʝʰʝʥ ʟʘ 
ʫʧʦʪʨʝʙʘ ʠ ʝ ʥʘʣʠʯʝʥ. 
 
 
 
 

 
ɼʘ ʩʝ ʧʦʜʘʜʝ ʟʘʝʜʥʦ ʩ 
ʦʢʦʥʯʘʪʝʣʥʠʷ ʜʦʢʣʘʜ ʦʪ 
ʢʣʠʥʠʯʥʦ ʧʨʦʫʯʚʘʥʝ 
AH501. 
 
 
 
 
 
 
 
ɼʘ ʩʝ ʧʦʜʘʚʘʪ ʛʦʜʠʰʥʠ 
ʜʦʢʣʘʜʠ.  
 
ʆʢʦʥʯʘʪʝʣʥʠʷʪ ʜʦʢʣʘʜ 
ʱʝ ʙʲʜʝ ʧʨʝʜʦʩʪʘʚʝʥ ʥʝ 
ʧʦ-ʢʲʩʥʦ ʦʪ 12 ʤʝʩʝʮʘ 
ʩʣʝʜ ʧʦʩʣʝʜʥʦʪʦ 
ʧʨʠʣʦʞʝʥʠʝ ʥʘ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʠʣʠ 
ʧʦʩʣʝʜʥʦʪʦ ʩʲʙʠʨʘʥʝ ʥʘ 
ʜʘʥʥʠ ʚ ʩʣʫʯʘʡ ʥʘ 
ʨʝʪʨʦʩʧʝʢʪʠʚʥʦ ʩʲʙʠʨʘʥʝ 
ʥʘ ʜʘʥʥʠ. 
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ʇʈʀʃʆɾɽʅʀɽ III 
 

ɼɸʅʅʀ ɺʒʈʍʋ ʆʇɸʂʆɺʂɸʊɸ ʀ ʃʀʉʊʆɺʂɸ 
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ɸ. ɼɸʅʅʀ ɺʒʈʍʋ ʆʇɸʂʆɺʂɸʊɸ 
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ɼɸʅʅʀ, ʂʆʀʊʆ ʊʈʗɹɺɸ ɼɸ ʉʒɼʒʈɾɸ ɺʊʆʈʀʏʅɸʊɸ ʆʇɸʂʆɺʂɸ 
 
ʂɸʈʊʆʅɽʅɸ ʂʋʊʀʗ 
 
 
1. ʀʄɽ ʅɸ ʃɽʂɸʈʉʊɺɽʅʀʗ ʇʈʆɼʋʂʊ 
 
NYXTHRACIS 100 mg/ml ʩʪʝʨʠʣʝʥ ʢʦʥʮʝʥʪʨʘʪ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ  
 
 
2. ʆɹʗɺʗɺɸʅɽ ʅɸ ɸʂʊʀɺʅʆʊʆ(ʀʊɽ) ɺɽʑɽʉʊɺʆ(ɸ) 
 
1 ml: 100 mg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ 
 
 
3. ʉʇʀʉʒʂ ʅɸ ʇʆʄʆʑʅʀʊɽ ɺɽʑɽʉʊɺɸ 
 
ʇʦʤʦʱʥʠ ʚʝʱʝʩʪʚʘ: ʭʠʩʪʠʜʠʥ, ʩʦʨʙʠʪʦʣ, ɽ433, ʭʣʦʨʦʚʦʜʦʨʦʜʥʘ ʢʠʩʝʣʠʥʘ, ʥʘʪʨʠʝʚ ʭʠʜʨʦʢʩʠʜ, 
ʚʦʜʘ ʟʘ ʠʥʞʝʢʮʠʠ 
 
 
4. ʃɽʂɸʈʉʊɺɽʅɸ ʌʆʈʄɸ ʀ ʂʆʃʀʏɽʉʊɺʆ ɺ ɽɼʅɸ ʆʇɸʂʆɺʂɸ 
 
ʂʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ 
600 mg/6 ml 
1 ʬʣʘʢʦʥ 
 
 
5. ʅɸʏʀʅ ʅɸ ʇʈʀʃʆɾɽʅʀɽ ʀ ʇʒʊ(ʀʑɸ) ʅɸ ɺʒɺɽɾɼɸʅɽ 
 
ʇʨʝʜʠ ʫʧʦʪʨʝʙʘ ʧʨʦʯʝʪʝʪʝ ʣʠʩʪʦʚʢʘʪʘ. 
i.v. ʩʣʝʜ ʨʘʟʨʝʞʜʘʥʝ 
ʉʘʤʦ ʟʘ ʝʜʥʦʢʨʘʪʥʘ ʫʧʦʪʨʝʙʘ. 
ʅʝ ʨʘʟʢʣʘʱʘʡʪʝ. 
 
QR ʢʦʜ, ʧʨʝʜʩʪʦʠ ʜʘ ʙʲʜʝ ʜʦʙʘʚʝʥ + www.obiltoxaximab-sfl.eu 
 
 
6. ʉʇɽʎʀɸʃʅʆ ʇʈɽɼʋʇʈɽɾɼɽʅʀɽ, ʏɽ ʃɽʂɸʈʉʊɺɽʅʀʗʊ ʇʈʆɼʋʂʊ ʊʈʗɹɺɸ 

ɼɸ ʉɽ ʉʒʍʈɸʅʗɺɸ ʅɸ ʄʗʉʊʆ ɼɸʃɽʏɽ ʆʊ ʇʆɻʃɽɼɸ ʀ ɼʆʉɽɻɸ ʅɸ ɼɽʎɸ 
 
 
7. ɼʈʋɻʀ ʉʇɽʎʀɸʃʅʀ ʇʈɽɼʋʇʈɽɾɼɽʅʀʗ, ɸʂʆ ɽ ʅɽʆɹʍʆɼʀʄʆ 
 
 
8. ɼɸʊɸ ʅɸ ʀɿʊʀʏɸʅɽ ʅɸ ʉʈʆʂɸ ʅɸ ɻʆɼʅʆʉʊ 
 
ɻʦʜʝʥ ʜʦ: 
 
 
9. ʉʇɽʎʀɸʃʅʀ ʋʉʃʆɺʀʗ ʅɸ ʉʒʍʈɸʅɽʅʀɽ 
 
ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʚ ʭʣʘʜʠʣʥʠʢ.  
ɼʘ ʥʝ ʩʝ ʟʘʤʨʘʟʷʚʘ.  
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ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʚ ʦʨʠʛʠʥʘʣʥʘʪʘ ʦʧʘʢʦʚʢʘ, ʟʘ ʜʘ ʩʝ ʧʨʝʜʧʘʟʠ ʦʪ ʩʚʝʪʣʠʥʘ. 
 
 
10. ʉʇɽʎʀɸʃʅʀ ʇʈɽɼʇɸɿʅʀ ʄɽʈʂʀ ʇʈʀ ʀɿʍɺʒʈʃʗʅɽ ʅɸ ʅɽʀɿʇʆʃɿɺɸʅɸ 

ʏɸʉʊ ʆʊ ʃɽʂɸʈʉʊɺɽʅʀʊɽ ʇʈʆɼʋʂʊʀ ʀʃʀ ʆʊʇɸɼʒʏʅʀ ʄɸʊɽʈʀɸʃʀ ʆʊ 
ʊʗʍ, ɸʂʆ ʉɽ ʀɿʀʉʂɺɸʊ ʊɸʂʀɺɸ 

 
 
11. ʀʄɽ ʀ ɸɼʈɽʉ ʅɸ ʇʈʀʊɽɾɸʊɽʃʗ ʅɸ ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ ʋʇʆʊʈɽɹɸ 
 
SFL Pharmaceuticals Deutschland GmbH 
Marie-Curie-Strasse 8 
79539 Lºrrach 
ɻʝʨʤʘʥʠʷ 
 
 
12. ʅʆʄɽʈ(ɸ) ʅɸ ʈɸɿʈɽʐɽʅʀɽʊʆ ɿɸ ʋʇʆʊʈɽɹɸ  
 
ɽʉ/1/20/1485/001 
 
 
13. ʇɸʈʊʀɼɽʅ ʅʆʄɽʈ 
 
ʇʘʨʪʠʜʘ: 
 
 
14. ʅɸʏʀʅ ʅɸ ʆʊʇʋʉʂɸʅɽ 
 
 
15. ʋʂɸɿɸʅʀʗ ɿɸ ʋʇʆʊʈɽɹɸ 
 
 
16. ʀʅʌʆʈʄɸʎʀʗ ʅɸ ɹʈɸʁʃʆɺɸ ɸɿɹʋʂɸ 
 
ʇʨʠʝʪʦ ʝ ʦʩʥʦʚʘʥʠʝ ʜʘ ʥʝ ʩʝ ʚʢʣʶʯʠ ʠʥʬʦʨʤʘʮʠʷ ʥʘ ɹʨʘʡʣʦʚʘ ʘʟʙʫʢʘ. 
 
 
17. ʋʅʀʂɸʃɽʅ ʀɼɽʅʊʀʌʀʂɸʊʆʈ — ɼɺʋʀɿʄɽʈɽʅ ɹɸʈʂʆɼ 
 
ɼʚʫʠʟʤʝʨʝʥ ʙʘʨʢʦʜ ʩ ʚʢʣʶʯʝʥ ʫʥʠʢʘʣʝʥ ʠʜʝʥʪʠʬʠʢʘʪʦʨ 
 
 
18. ʋʅʀʂɸʃɽʅ ʀɼɽʅʊʀʌʀʂɸʊʆʈ — ɼɸʅʅʀ ɿɸ ʏɽʊɽʅɽ ʆʊ ʍʆʈɸ 
 
PC  
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ʄʀʅʀʄʋʄ ɼɸʅʅʀ, ʂʆʀʊʆ ʊʈʗɹɺɸ ɼɸ ʉʒɼʒʈɾɸʊ ʄɸʃʂʀʊɽ ɽɼʀʅʀʏʅʀ 
ʇʒʈɺʀʏʅʀ ʆʇɸʂʆɺʂʀ 
 
ɽʊʀʂɽʊ ʅɸ ʌʃɸʂʆʅɸ 
 
 
1. ʀʄɽ ʅɸ ʃɽʂɸʈʉʊɺɽʅʀʗ ʇʈʆɼʋʂT ʀ ʇʒʊ(ʀʑɸ) ʅɸ ɺʒɺɽɾɼɸʅɽ 
 
NYXTHRACIS 100 mg/ml ʩʪʝʨʠʣʝʥ ʢʦʥʮʝʥʪʨʘʪ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ  
i.v. ʩʣʝʜ ʨʘʟʨʝʞʜʘʥʝ 
 
 
2. ʅɸʏʀʅ ʅɸ ʇʈʀʃʆɾɽʅʀɽ 
 
ʉʘʤʦ ʟʘ ʝʜʥʦʢʨʘʪʥʘ ʫʧʦʪʨʝʙʘ. 
 
 
3. ɼɸʊɸ ʅɸ ʀɿʊʀʏɸʅɽ ʅɸ ʉʈʆʂɸ ʅɸ ɻʆɼʅʆʉʊ 
 
ɻʦʜʝʥ ʜʦ: 
 
 
4. ʇɸʈʊʀɼɽʅ ʅʆʄɽʈ 
 
ʇʘʨʪʠʜʘ: 
 
 
5. ʉʒɼʒʈɾɸʅʀɽ ʂɸʊʆ ʄɸʉɸ, ʆɹɽʄ ʀʃʀ ɽɼʀʅʀʎʀ 
 
600 mg/6 ml 
 
 
6. ɼʈʋɻʆ 
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ɹ. ʃʀʉʊʆɺʂɸ 
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ʃʠʩʪʦʚʢʘ: ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʧʘʮʠʝʥʪʘ 
 

NYXTHRACIS 100 mg/ml ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʠʥʬʫʟʠʦʥʝʥ ʨʘʟʪʚʦʨ 
ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ (obiltoxaximab) 

 
ʊʦʟʠ ʣʝʢʘʨʩʪʚʝʥ ʧʨʦʜʫʢʪ ʧʦʜʣʝʞʠ ʥʘ ʜʦʧʲʣʥʠʪʝʣʥʦ ʥʘʙʣʶʜʝʥʠʝ. ʊʦʚʘ ʱʝ ʧʦʟʚʦʣʠ ʙʲʨʟʦʪʦ 

ʫʩʪʘʥʦʚʷʚʘʥʝ ʥʘ ʥʦʚʘ ʠʥʬʦʨʤʘʮʠʷ ʦʪʥʦʩʥʦ ʙʝʟʦʧʘʩʥʦʩʪʪʘ. ʄʦʞʝʪʝ ʜʘ ʜʘʜʝʪʝ ʩʚʦʷ ʧʨʠʥʦʩ ʢʘʪʦ 
ʩʲʦʙʱʠʪʝ ʚʩʷʢʘ ʥʝʞʝʣʘʥʘ ʨʝʘʢʮʠʷ, ʢʦʷʪʦ ʩʪʝ ʧʦʣʫʯʠʣʠ. ɿʘ ʥʘʯʠʥʘ ʥʘ ʩʲʦʙʱʘʚʘʥʝ ʥʘ ʥʝʞʝʣʘʥʠ 
ʨʝʘʢʮʠʠ ʚʠʞʪʝ ʢʨʘʷ ʥʘ ʪʦʯʢʘ 4. 
 
ʇʨʦʯʝʪʝʪʝ ʚʥʠʤʘʪʝʣʥʦ ʮʷʣʘʪʘ ʣʠʩʪʦʚʢʘ, ʧʨʝʜʠ ʜʘ ʟʘʧʦʯʥʝʪʝ ʜʘ ʠʟʧʦʣʟʚʘʪʝ ʪʦʚʘ 
ʣʝʢʘʨʩʪʚʦ, ʪʲʡ ʢʘʪʦ ʪʷ ʩʲʜʲʨʞʘ ʚʘʞʥʘ ʟʘ ɺʘʩ ʠʥʬʦʨʤʘʮʠʷ. 
- ɿʘʧʘʟʝʪʝ ʪʘʟʠ ʣʠʩʪʦʚʢʘ. ʄʦʞʝ ʜʘ ʩʝ ʥʘʣʦʞʠ ʜʘ ʷ ʧʨʦʯʝʪʝʪʝ ʦʪʥʦʚʦ.  
- ɸʢʦ ʠʤʘʪʝ ʥʷʢʘʢʚʠ ʜʦʧʲʣʥʠʪʝʣʥʠ ʚʲʧʨʦʩʠ, ʧʦʧʠʪʘʡʪʝ ɺʘʰʠʷ ʣʝʢʘʨ, ʬʘʨʤʘʮʝʚʪ ʠʣʠ 

ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ. 
- ɸʢʦ ʧʦʣʫʯʠʪʝ ʥʷʢʘʢʚʠ ʥʝʞʝʣʘʥʠ ʣʝʢʘʨʩʪʚʝʥʠ ʨʝʘʢʮʠʠ, ʫʚʝʜʦʤʝʪʝ ɺʘʰʠʷ ʣʝʢʘʨ, 

ʬʘʨʤʘʮʝʚʪ ʠʣʠ ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ. ʊʦʚʘ ʚʢʣʶʯʚʘ ʠ ʚʩʠʯʢʠ ʚʲʟʤʦʞʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ, 
ʥʝʦʧʠʩʘʥʠ ʚ ʪʘʟʠ ʣʠʩʪʦʚʢʘ. ɺʠʞʪʝ ʪʦʯʢʘ 4. 

 
ʂʘʢʚʦ ʩʲʜʲʨʞʘ ʪʘʟʠ ʣʠʩʪʦʚʢʘ 
 
1. ʂʘʢʚʦ ʧʨʝʜʩʪʘʚʣʷʚʘ NYXTHRACIS ʠ ʟʘ ʢʘʢʚʦ ʩʝ ʠʟʧʦʣʟʚʘ  
2. ʂʘʢʚʦ ʪʨʷʙʚʘ ʜʘ ʟʥʘʝʪʝ, ʧʨʝʜʠ ʜʘ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ NYXTHRACIS 
3. ʂʘʢ ʱʝ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ NYXTHRACIS 
4. ɺʲʟʤʦʞʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ  
5. ʂʘʢ ʜʘ ʩʲʭʨʘʥʷʚʘʪʝ NYXTHRACIS 
6. ʉʲʜʲʨʞʘʥʠʝ ʥʘ ʦʧʘʢʦʚʢʘʪʘ ʠ ʜʦʧʲʣʥʠʪʝʣʥʘ ʠʥʬʦʨʤʘʮʠʷ 
 
 
1. ʂʘʢʚʦ ʧʨʝʜʩʪʘʚʣʷʚʘ NYXTHRACIS ʠ ʟʘ ʢʘʢʚʦ ʩʝ ʠʟʧʦʣʟʚʘ 
 
NYXTHRACIS ʩʲʜʲʨʞʘ ʘʢʪʠʚʥʦʪʦ ʚʝʱʝʩʪʚʦ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ʆʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʝ 
ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ, ʚʠʜ ʙʝʣʪʲʢ, ʢʦʡʪʦ ʩʝ ʩʚʲʨʟʚʘ ʠ ʠʥʘʢʪʠʚʠʨʘ ʪʦʢʩʠʥʠʪʝ, ʧʨʦʠʟʚʝʜʝʥʠ ʦʪ 
ʙʘʢʪʝʨʠʠʪʝ, ʧʨʠʯʠʥʷʚʘʱʠ ʘʥʪʨʘʢʩ. 
 
NYXTHRACIS ʩʝ ʠʟʧʦʣʟʚʘ ʟʘʝʜʥʦ ʩ ʘʥʪʠʙʠʦʪʠʯʥʠ ʣʝʢʘʨʩʪʚʘ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʚʲʟʨʘʩʪʥʠ ʠ ʜʝʮʘ ʩ 
ʘʥʪʨʘʢʩ, ʧʨʠʯʠʥʝʥ ʦʪ ʚʜʠʰʚʘʥʝʪʦ ʥʘ ʙʘʢʪʝʨʠʠʪʝ (ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ).  
 
NYXTHRACIS ʤʦʞʝ ʩʲʱʦ ʜʘ ʩʝ ʠʟʧʦʣʟʚʘ, ʘʢʦ ʩʪʝ ʙʠʣʠ ʚ ʢʦʥʪʘʢʪ ʩ ʘʥʪʨʘʢʩʥʠ ʙʘʢʪʝʨʠʠ ʠʣʠ 
ʩʧʦʨʠ, ʥʦ ʥʷʤʘʪʝ ʩʠʤʧʪʦʤʠ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ ʠ ʘʢʦ ʥʷʤʘ ʜʨʫʛʦ ʧʦʜʭʦʜʷʱʦ ʣʝʯʝʥʠʝ. 
 
 
2. ʂʘʢʚʦ ʪʨʷʙʚʘ ʜʘ ʟʥʘʝʪʝ, ʧʨʝʜʠ ʜʘ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ NYXTHRACIS 
 
ʅʝ ʪʨʷʙʚʘ ʜʘ ɺʠ ʩʝ ʧʨʠʣʘʛʘ NYXTHRACIS 
- ʘʢʦ ʩʪʝ ʘʣʝʨʛʠʯʥʠ ʢʲʤ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ ʠʣʠ ʢʲʤ ʥʷʢʦʷ ʦʪ ʦʩʪʘʥʘʣʠʪʝ ʩʲʩʪʘʚʢʠ ʥʘ ʪʦʚʘ 

ʣʝʢʘʨʩʪʚʦ (ʠʟʙʨʦʝʥʠ ʚ ʪʦʯʢʘ 6). 
 
ʇʨʝʜʫʧʨʝʞʜʝʥʠʷ ʠ ʧʨʝʜʧʘʟʥʠ ʤʝʨʢʠ  
ɻʦʚʦʨʝʪʝ ʩ ɺʘʰʠʷ ʣʝʢʘʨ, ʬʘʨʤʘʮʝʚʪ ʠʣʠ ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ, ʧʨʝʜʠ ʜʘ ʧʨʠʝʤʝʪʝ NYXTHRACIS: 
 
- ʘʢʦ ɺʠʝ (ʠʣʠ ɺʘʰʝʪʦ ʜʝʪʝ) ʠʤʘʪʝ ʥʘʩʣʝʜʩʪʚʝʥʘ ʥʝʧʦʥʦʩʠʤʦʩʪ ʢʲʤ ʬʨʫʢʪʦʟʘ (ʅʅʌ), ʨʷʜʢʦ 

ʛʝʥʝʪʠʯʥʦ ʟʘʙʦʣʷʚʘʥʝ, ʠʣʠ ʘʢʦ ʜʝʪʝʪʦ ɺʠ ʚʝʯʝ ʥʝ ʤʦʞʝ ʜʘ ʧʨʠʝʤʘ ʩʣʘʜʢʠ ʭʨʘʥʠ ʠʣʠ 
ʥʘʧʠʪʢʠ, ʟʘʱʦʪʦ ʤʫ ʩʝ ʛʘʜʠ, ʧʦʚʨʲʱʘ ʠʣʠ ʧʦʣʫʯʘʚʘ ʥʝʧʨʠʷʪʥʠ ʝʬʝʢʪʠ ʢʘʪʦ ʧʦʜʫʚʘʥʝ ʥʘ 
ʢʦʨʝʤʘ, ʙʦʣʢʠ ʚ ʢʦʨʝʤʘ ʠʣʠ ʜʠʘʨʠʷ. 
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ɸʣʝʨʛʠʯʥʠʪʝ ʨʝʘʢʮʠʠ, ʢʦʠʪʦ ʤʦʛʘʪ ʜʘ ʩʝ ʧʦʷʚʷʪ ʩʣʝʜ ʣʝʯʝʥʠʝ ʩ NYXTHRACIS, ʧʦʥʷʢʦʛʘ ʤʦʛʘʪ 
ʜʘ ʙʲʜʘʪ ʪʝʞʢʠ. ʄʦʞʝ ʜʘ ɺʠ ʙʲʜʝ ʜʘʜʝʥ ʘʥʪʠʭʠʩʪʘʤʠʥ, ʧʨʝʜʠ ʜʘ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ 
NYXTHRACIS, ʟʘ ʜʘ ʩʝ ʥʘʤʘʣʠ ʨʠʩʢʲʪ ʦʪ ʘʣʝʨʛʠʯʥʠ ʨʝʘʢʮʠʠ. 
 
ɼʨʫʛʠ ʣʝʢʘʨʩʪʚʘ ʠ NYXTHRACIS 
ʀʥʬʦʨʤʠʨʘʡʪʝ ɺʘʰʠʷ ʣʝʢʘʨ ʠʣʠ ʬʘʨʤʘʮʝʚʪ, ʘʢʦ ʧʨʠʝʤʘʪʝ, ʥʘʩʢʦʨʦ ʩʪʝ ʧʨʠʝʤʘʣʠ ʠʣʠ ʝ 
ʚʲʟʤʦʞʥʦ ʜʘ ʧʨʠʝʤʝʪʝ ʜʨʫʛʠ ʣʝʢʘʨʩʪʚʘ. 
ʄʦʞʝ ʜʘ ɺʠ ʙʲʜʘʪ ʜʘʜʝʥʠ ʘʥʪʠʙʠʦʪʠʮʠ (ʥʘʧʨ. ʮʠʧʨʦʬʣʦʢʩʘʮʠʥ), ʟʘ ʜʘ ʧʦʜʧʦʤʦʛʥʘʪ ʣʝʯʝʥʠʝʪʦ 
ʥʘ ʠʥʭʘʣʘʮʠʦʥʝʥ ʘʥʪʨʘʢʩ. 
 
ɹʨʝʤʝʥʥʦʩʪ ʠ ʢʲʨʤʝʥʝ 
ɸʢʦ ʩʪʝ ʙʨʝʤʝʥʥʘ ʠʣʠ ʢʲʨʤʠʪʝ, ʩʤʷʪʘʪʝ, ʯʝ ʤʦʞʝ ʜʘ ʩʪʝ ʙʨʝʤʝʥʥʘ ʠʣʠ ʧʣʘʥʠʨʘʪʝ ʙʨʝʤʝʥʥʦʩʪ, 
ʧʦʩʲʚʝʪʚʘʡʪʝ ʩʝ ʩ ɺʘʰʠʷ ʣʝʢʘʨ ʠʣʠ ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ ʧʨʝʜʠ ʫʧʦʪʨʝʙʘʪʘ ʥʘ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ. 
 
ʅʝ ʝ ʠʟʚʝʩʪʥʦ ʜʘʣʠ NYXTHRACIS ʤʦʞʝ ʜʘ ʥʘʚʨʝʜʠ ʥʘ ʧʣʦʜʘ.  
 
ɺʩʝ ʦʱʝ ʥʝ ʝ ʠʟʚʝʩʪʥʦ ʜʘʣʠ NYXTHRACIS ʧʨʝʤʠʥʘʚʘ ʚ ʢʲʨʤʘʪʘ. ɺʠʝ ʠ ɺʘʰʠʷʪ ʣʝʢʘʨ ʱʝ 
ʨʝʰʠʪʝ ʜʘʣʠ ʪʨʷʙʚʘ ʜʘ ʢʲʨʤʠʪʝ ʩʣʝʜ ʧʨʠʝʤʘ ʥʘ NYXTHRACIS. 
 
ʐʦʬʠʨʘʥʝ ʠ ʨʘʙʦʪʘ ʩ ʤʘʰʠʥʠ 
NYXTHRACIS ʤʦʞʝ ʜʘ ʧʨʠʯʠʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʢʘʪʦ ʛʣʘʚʦʙʦʣʠʝ, ʩʚʝʪʦʚʲʨʪʝʞ, ʫʤʦʨʘ ʠ 
ʧʦʚʨʲʱʘʥʝ. ʊʦʚʘ ʤʦʞʝ ʜʘ ʧʦʚʣʠʷʝ ʥʘ ʩʧʦʩʦʙʥʦʩʪʪʘ ɺʠ ʟʘ ʙʝʟʦʧʘʩʥʦ ʰʦʬʠʨʘʥʝ ʠ ʨʘʙʦʪʘ ʩ 
ʤʘʰʠʥʠ. 
 
NYXTHRACIS ʩʲʜʲʨʞʘ ʩʦʨʙʠʪʦʣ (E420) 
ʉʦʨʙʠʪʦʣʲʪ ʝ ʠʟʪʦʯʥʠʢ ʥʘ ʬʨʫʢʪʦʟʘ (ʚʠʜ ʟʘʭʘʨ). ɸʢʦ ɺʠʝ (ʠʣʠ ɺʘʰʝʪʦ ʜʝʪʝ) ʠʤʘʪʝ ʥʘʩʣʝʜʩʪʚʝʥʘ 
ʥʝʧʦʥʦʩʠʤʦʩʪ ʢʲʤ ʬʨʫʢʪʦʟʘ (ʅʅʌ), ʨʷʜʢʦ ʛʝʥʝʪʠʯʥʦ ʟʘʙʦʣʷʚʘʥʝ, ɺʘʰʠʷʪ ʣʝʢʘʨ ʤʦʞʝ ʜʘ ʨʝʰʠ, 
ʯʝ ɺʠʝ (ʠʣʠ ɺʘʰʝʪʦ ʜʝʪʝ) ʥʝ ʪʨʷʙʚʘ ʜʘ ʧʦʣʫʯʘʚʘʪʝ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ. ʇʘʮʠʝʥʪʠʪʝ ʩ ʅʅʌ ʥʝ ʤʦʛʘʪ 
ʜʘ ʨʘʟʛʨʘʞʜʘʪ ʬʨʫʢʪʦʟʘʪʘ, ʢʦʝʪʦ ʤʦʞʝ ʜʘ ʧʨʠʯʠʥʠ ʩʝʨʠʦʟʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ. 
ʊʨʷʙʚʘ ʜʘ ʢʘʞʝʪʝ ʥʘ ɺʘʰʠʷ ʣʝʢʘʨ, ʧʨʝʜʠ ʜʘ ʧʦʣʫʯʠʪʝ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ, ʘʢʦ ɺʠʝ (ʠʣʠ ɺʘʰʝʪʦ 
ʜʝʪʝ) ʩʪʨʘʜʘʪʝ ʦʪ ʅʅʌ ʠʣʠ ʘʢʦ ʜʝʪʝʪʦ ɺʠ ʚʝʯʝ ʥʝ ʤʦʞʝ ʜʘ ʧʨʠʝʤʘ ʩʣʘʜʢʠ ʭʨʘʥʠ ʠʣʠ ʥʘʧʠʪʢʠ, 
ʟʘʱʦʪʦ ʩʝ ʤʫ ʩʝ ʛʘʜʠ, ʧʦʚʨʲʱʘ ʠʣʠ ʧʦʣʫʯʘʚʘ ʥʝʧʨʠʷʪʥʠ ʝʬʝʢʪʠ ʢʘʪʦ ʧʦʜʫʚʘʥʝ ʥʘ ʢʦʨʝʤʘ, ʙʦʣʢʠ 
ʚ ʢʦʨʝʤʘ ʠʣʠ ʜʠʘʨʠʷ. 
 
NYXTHRACIS ʩʲʜʲʨʞʘ ʥʘʪʨʠʡ 
ʊʦʚʘ ʣʝʢʘʨʩʪʚʦ ʩʲʜʲʨʞʘ ʧʦ-ʤʘʣʢʦ ʦʪ 1 mmol ʥʘʪʨʠʡ (23 mg) ʥʘ ʚʩʝʢʠ ʬʣʘʢʦʥ ʦʪ 6 mL 
NYXTHRACIS, ʪ.ʝ. ʤʦʞʝ ʜʘ ʩʝ ʢʘʞʝ, ʯʝ ʧʨʘʢʪʠʯʝʩʢʠ ʥʝ ʩʲʜʲʨʞʘ ʥʘʪʨʠʡ. 
 
 
3. ʂʘʢ ʱʝ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ NYXTHRACIS 
 
NYXTHRACIS ʱʝ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ ʦʪ ʣʝʢʘʨ ʠʣʠ ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ. ɺʘʰʠʷʪ ʣʝʢʘʨ ʠʣʠ 
ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ ʱʝ ʠʟʯʠʩʣʷʪ ʜʦʟʘʪʘ ʚʲʟ ʦʩʥʦʚʘ ʥʘ ɺʘʰʝʪʦ ʪʝʛʣʦ (ʠʣʠ ʥʘ ʜʝʪʝʪʦ ɺʠ).  
 
ɺʘʰʠʷʪ ʣʝʢʘʨ, ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ ʠʣʠ ʬʘʨʤʘʮʝʚʪ ʱʝ ʧʦʜʛʦʪʚʷʪ ʣʝʢʘʨʩʪʚʦʪʦ ʟʘ ʠʥʬʫʟʠʷ.  
ʈʘʟʪʚʦʨʲʪ NYXTHRACIS ʱʝ ʩʝ ʧʨʠʣʘʛʘ ʧʦʜ ʬʦʨʤʘʪʘ ʥʘ ʠʥʬʫʟʠʷ (ʢʘʧʢʦʚʦ) ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 
90 ʤʠʥʫʪʠ ʚʲʚ ʚʝʥʘ, ʦʙʠʢʥʦʚʝʥʦ ʥʘ ʨʲʢʘʪʘ. ʑʝ ʙʲʜʝʪʝ ʥʘʙʣʶʜʘʚʘʥʠ, ʜʦʢʘʪʦ ɺʠ ʩʝ ʧʨʠʣʘʛʘ 
NYXTHRACIS, ʢʘʢʪʦ ʠ ʧʦʥʝ ʝʜʠʥ ʯʘʩ ʩʣʝʜ ʠʥʬʫʟʠʷʪʘ.  
ʇʨʝʜʠ ʜʘ ɺʠ ʙʲʜʝ ʧʨʠʣʦʞʝʥ NYXTHRACIS, ʦʙʠʢʥʦʚʝʥʦ ʱʝ ɺʠ ʙʲʜʘʪ ʜʘʜʝʥʠ ʣʝʢʘʨʩʪʚʘ ʟʘ 
ʧʨʝʜʦʪʚʨʘʪʷʚʘʥʝ ʠʣʠ ʥʘʤʘʣʷʚʘʥʝ ʥʘ ʘʣʝʨʛʠʯʥʠ ʨʝʘʢʮʠʠ.  
 
ɸʢʦ ʠʤʘʪʝ ʥʷʢʘʢʚʠ ʜʦʧʲʣʥʠʪʝʣʥʠ ʚʲʧʨʦʩʠ, ʩʚʲʨʟʘʥʠ ʩ ʫʧʦʪʨʝʙʘʪʘ ʥʘ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ, ʧʦʧʠʪʘʡʪʝ 
ɺʘʰʠʷ ʣʝʢʘʨ, ʬʘʨʤʘʮʝʚʪ ʠʣʠ ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ. 
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4. ɺʲʟʤʦʞʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ 
 
ʂʘʢʪʦ ʚʩʠʯʢʠ ʣʝʢʘʨʩʪʚʘ, ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ ʤʦʞʝ ʜʘ ʧʨʝʜʠʟʚʠʢʘ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ, ʚʲʧʨʝʢʠ ʯʝ ʥʝ 
ʚʩʝʢʠ ʛʠ ʧʦʣʫʯʘʚʘ. 
 
ʅʝʟʘʙʘʚʥʦ ʫʚʝʜʦʤʝʪʝ ɺʘʰʠʷ ʣʝʢʘʨ ʠʣʠ ʣʠʮʝʪʦ, ʢʦʝʪʦ ɺʠ ʧʨʠʣʘʛʘ ʠʥʬʫʟʠʷʪʘ, ʘʢʦ 
ʟʘʙʝʣʝʞʠʪʝ ʥʷʢʦʷ ʦʪ ʩʣʝʜʥʠʪʝ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ:  
 
ʉʲʨʙʝʞ, ʦʙʨʠʚ, ʟʘʜʫʭ ʠʣʠ ʭʨʠʧʦʚʝ – ʪʦʚʘ ʤʦʞʝ ʜʘ ʩʘ ʧʨʠʟʥʘʮʠ ʥʘ ʘʣʝʨʛʠʯʥʘ ʨʝʘʢʮʠʷ 
(ʩʚʨʲʭʯʫʚʩʪʚʠʪʝʣʥʦʩʪ). 
 
ɼʨʫʛʠʪʝ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʥʘ Obiltoxaximab ʤʦʞʝ ʜʘ ʚʢʣʶʯʚʘʪ: 
 
ʏʝʩʪʠ (ʤʦʞʝ ʜʘ ʟʘʩʝʛʥʘʪ ʜʦ 1 ʥʘ 10 ʜʫʰʠ) 
- ɻʣʘʚʦʙʦʣʠʝ 
- ʂʘʰʣʠʮʘ 
- ɹʦʣʢʘ ʥʘ ʤʷʩʪʦʪʦ ʥʘ ʠʥʬʫʟʠʷʪʘ 
- ʉʲʨʙʝʞ, ʢʦʞʝʥ ʦʙʨʠʚ, ʚʢʣʶʯʠʪʝʣʥʦ ʩʲʨʙʷʱ ʥʘʜʠʛʥʘʪ ʦʙʨʠʚ (ʢʦʧʨʠʚʥʘ ʪʨʝʩʢʘ) 
 
ʅʝʯʝʩʪʠ (ʤʦʞʝ ʜʘ ʟʘʩʝʛʥʘʪ ʜʦ 1 ʥʘ 100 ʜʫʰʠ): 
- ɸʣʝʨʛʠʯʥʠ ʨʝʘʢʮʠʠ 
- ʉʚʝʪʦʚʲʨʪʝʞ 
- ʀʟʪʨʲʧʚʘʥʝ 
- ʏʫʚʩʪʚʠʪʝʣʥʦʩʪ ʢʲʤ ʩʚʝʪʣʠʥʘ (ʬʦʪʦʬʦʙʠʷ) 
- ɼʠʩʢʦʤʬʦʨʪ ʚ ʫʰʠʪʝ 
- ɼʨʘʟʥʝʥʝ ʥʘ ʛʲʨʣʦʪʦ 
- ɼʨʝʟʛʘʚ ʛʣʘʩ 
- ɿʘʧʫʰʚʘʥʝ ʥʘ ʩʠʥʫʩʠʪʝ 
- ɿʘʜʫʭ 
- ɹʦʣʢʘ ʚ ʫʩʪʥʠʪʝ 
- ɽʢʟʝʤʘ, ʙʝʣʝʥʝ ʥʘ ʢʦʞʘʪʘ 
- ʄʫʩʢʫʣʥʠ ʧʦʪʨʝʧʚʘʥʠʷ, ʤʫʩʢʫʣʥʠ ʩʧʘʟʤʠ 
- ʋʤʦʨʘ 
- ɺʪʨʠʩʘʥʝ 
- ɼʠʩʢʦʤʬʦʨʪ ʚ ʛʲʨʜʠʪʝ  
- ɹʦʣʢʘ ʢʘʪʦ ʮʷʣʦ ʠ ʙʦʣʢʘ, ʟʘʩʷʛʘʱʘ ʢʨʘʡʥʠʮʠʪʝ, ʛʨʲʜʥʠʷ ʢʦʰ, ʯʝʣʶʩʪʪʘ, ʤʫʩʢʫʣʠʪʝ, 

ʣʠʛʘʤʝʥʪʠʪʝ, ʩʫʭʦʞʠʣʠʷʪʘ ʠʣʠ ʢʦʩʪʠʪʝ  
- ʆʪʦʢ ʥʘ ʤʷʩʪʦʪʦ ʥʘ ʠʥʬʫʟʠʷ, ʙʦʣʢʘ ʠʣʠ ʬʣʝʙʠʪ (ʚʲʟʧʘʣʝʥʠ ʚʝʥʠ) 
 
ʉʲʦʙʱʘʚʘʥʝ ʥʘ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ 
ɸʢʦ ʧʦʣʫʯʠʪʝ ʥʷʢʘʢʚʠ ʥʝʞʝʣʘʥʠ ʣʝʢʘʨʩʪʚʝʥʠ ʨʝʘʢʮʠʠ, ʫʚʝʜʦʤʝʪʝ ɺʘʰʠʷ ʣʝʢʘʨ, ʬʘʨʤʘʮʝʚʪ ʠʣʠ 
ʤʝʜʠʮʠʥʩʢʘ ʩʝʩʪʨʘ. ʊʦʚʘ ʚʢʣʶʯʚʘ ʠ ʚʩʠʯʢʠ ʚʲʟʤʦʞʥʠ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ, ʥʝʦʧʠʩʘʥʠ ʚ ʪʘʟʠ 
ʣʠʩʪʦʚʢʘ. ʄʦʞʝʪʝ ʩʲʱʦ ʜʘ ʩʲʦʙʱʠʪʝ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ ʯʨʝʟ ʥʘʮʠʦʥʘʣʥʘʪʘ ʩʠʩʪʝʤʘ ʟʘ 
ʩʲʦʙʱʘʚʘʥʝ, ʧʦʩʦʯʝʥʘ ʚ ʇʨʠʣʦʞʝʥʠʝ V. ʂʘʪʦ ʩʲʦʙʱʘʚʘʪʝ ʥʝʞʝʣʘʥʠ ʨʝʘʢʮʠʠ, ʤʦʞʝʪʝ ʜʘ ʜʘʜʝʪʝ 
ʩʚʦʷ ʧʨʠʥʦʩ ʟʘ ʧʦʣʫʯʘʚʘʥʝ ʥʘ ʧʦʚʝʯʝ ʠʥʬʦʨʤʘʮʠʷ ʦʪʥʦʩʥʦ ʙʝʟʦʧʘʩʥʦʩʪʪʘ ʥʘ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ. 
 
 
5. ʂʘʢ ʜʘ ʩʲʭʨʘʥʷʚʘʪʝ NYXTHRACIS 
 
ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʥʘ ʤʷʩʪʦ, ʥʝʜʦʩʪʲʧʥʦ ʟʘ ʜʝʮʘ. 
 
ʅʝ ʠʟʧʦʣʟʚʘʡʪʝ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ ʩʣʝʜ ʩʨʦʢʘ ʥʘ ʛʦʜʥʦʩʪ, ʦʪʙʝʣʷʟʘʥ ʚʲʨʭʫ ʢʘʨʪʦʥʝʥʘʪʘ ʦʧʘʢʦʚʢʘ ʠ 
ʚʲʨʭʫ ʝʪʠʢʝʪʘ, ʩʣʝʜ Ăɻʦʜʝʥ ʜʦ: ʉʨʦʢʲʪ ʥʘ ʛʦʜʥʦʩʪ ʦʪʛʦʚʘʨʷ ʥʘ ʧʦʩʣʝʜʥʠʷ ʜʝʥ ʦʪ ʪʦʟʠ ʤʝʩʝʮ. 
 
ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʚ ʭʣʘʜʠʣʥʠʢ (2 Áʉ – 8 Áʉ).  
ɼʘ ʥʝ ʩʝ ʟʘʤʨʘʟʷʚʘ. 
ɼʘ ʩʝ ʩʲʭʨʘʥʷʚʘ ʚ ʦʨʠʛʠʥʘʣʥʘʪʘ ʦʧʘʢʦʚʢʘ, ʟʘ ʜʘ ʩʝ ʧʨʝʜʧʘʟʠ ʦʪ ʩʚʝʪʣʠʥʘ. 
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ʉʣʝʜ ʨʘʟʨʝʞʜʘʥʝ ʚ ʠʥʬʫʟʠʦʥʝʥ ʩʘʢ ʝ ʜʦʢʘʟʘʥʘ ʭʠʤʠʯʥʘ, ʬʠʟʠʯʥʘ ʠ ʤʠʢʨʦʙʠʦʣʦʛʠʯʥʘ 
ʩʪʘʙʠʣʥʦʩʪ ʧʦ ʚʨʝʤʝ ʥʘ ʫʧʦʪʨʝʙʘ ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 8 ʯʘʩʘ ʧʨʠ ʩʪʘʡʥʘ ʪʝʤʧʝʨʘʪʫʨʘ (20 °C – 
25 ÁC) ʠʣʠ ʚ ʭʣʘʜʠʣʥʠʢ (2 °C – 8 ÁC). 
 
ʉʣʝʜ ʨʘʟʨʝʞʜʘʥʝ ʥʘ NYXTHRACIS ʚ ʩʧʨʠʥʮʦʚʢʘ ʟʘ ʠʥʬʫʟʠʦʥʥʘ ʧʦʤʧʘ, ʪʦʡ ʪʨʷʙʚʘ ʜʘ ʩʝ 
ʧʨʠʣʦʞʠ ʥʝʟʘʙʘʚʥʦ ʠ ʜʘ ʥʝ ʩʝ ʩʲʭʨʘʥʷʚʘ. ɺʩʠʯʢʠ ʦʩʪʘʥʘʣʠ ʢʦʣʠʯʝʩʪʚʘ ʦʪ ʧʨʦʜʫʢʪʘ ʪʨʷʙʚʘ ʜʘ ʩʝ 
ʠʟʭʚʲʨʣʷʪ. 
 
 
6. ʉʲʜʲʨʞʘʥʠʝ ʥʘ ʦʧʘʢʦʚʢʘʪʘ ʠ ʜʦʧʲʣʥʠʪʝʣʥʘ ʠʥʬʦʨʤʘʮʠʷ 
 
ʂʘʢʚʦ ʩʲʜʲʨʞʘ NYXTHRACIS  
- ɸʢʪʠʚʥʦʪʦ ʚʝʱʝʩʪʚʦ ʝ ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ɺʩʝʢʠ ml ʢʦʥʮʝʥʪʨʘʪ ʩʲʜʲʨʞʘ 100 mg 

ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. ɽʜʠʥ ʬʣʘʢʦʥ ʦʪ 6 ml ʩʲʜʲʨʞʘ 600 mg ʦʙʠʣʪʦʢʩʘʢʩʠʤʘʙ. 
- ɼʨʫʛʠʪʝ ʩʲʩʪʘʚʢʠ ʩʘ ʭʠʩʪʠʜʠʥ, ʩʦʨʙʠʪʦʣ (E420), ʧʦʣʠʩʦʨʙʘʪ 80 (E433), ʭʣʦʨʦʚʦʜʦʨʦʜʥʘ 

ʢʠʩʝʣʠʥʘ (E507) ʠ ʥʘʪʨʠʝʚ ʭʠʜʨʦʢʩʠʜ (E524). ɺʠʞʪʝ ʩʲʱʦ ʪʦʯʢʘ 2 ĂNYXTHRACIS 
ʩʲʜʲʨʞʘ ʩʦʨʙʠʪʦʣñ. 

 
ʂʘʢ ʠʟʛʣʝʞʜʘ NYXTHRACIS ʠ ʢʘʢʚʦ ʩʲʜʲʨʞʘ ʦʧʘʢʦʚʢʘʪʘ 
NYXTHRACIS ʝ ʙʠʩʪʲʨ ʜʦ ʦʧʘʣʝʩʮʝʥʪʝʥ, ʙʝʟʮʚʝʪʝʥ ʜʦ ʙʣʝʜʦʞʲʣʪ ʜʦ ʙʣʝʜʦ ʢʘʬʝʥʠʢʘʚʦ-ʞʲʣʪ 
ʢʦʥʮʝʥʪʨʘʪ ʟʘ ʨʘʟʪʚʦʨ. 
NYXTHRACIS ʩʝ ʧʨʝʜʣʘʛʘ ʚ ʦʧʘʢʦʚʢʠ, ʩʲʜʲʨʞʘʱʠ 1 ʬʣʘʢʦʥ. 
 
ʇʨʠʪʝʞʘʪʝʣ ʥʘ ʨʘʟʨʝʰʝʥʠʝʪʦ ʟʘ ʫʧʦʪʨʝʙʘ 
SFL Pharmaceuticals Deutschland GmbH 
Marie-Curie-Strasse 8 
79539 Lºrrach 
ɻʝʨʤʘʥʠʷ 
 
ʇʨʦʠʟʚʦʜʠʪʝʣ  
AcertiPharma B.V. 
Boschstraat 51 
4811 GC, Breda 
ʍʦʣʘʥʜʠʷ 
 
ɼʘʪʘ ʥʘ ʧʦʩʣʝʜʥʦ ʧʨʝʨʘʟʛʣʝʞʜʘʥʝ ʥʘ ʣʠʩʪʦʚʢʘʪʘ 
 
ʊʦʚʘ ʣʝʢʘʨʩʪʚʦ ʝ ʨʘʟʨʝʰʝʥʦ ʟʘ ʫʧʦʪʨʝʙʘ ʧʨʠ Ăʠʟʚʲʥʨʝʜʥʠ ʦʙʩʪʦʷʪʝʣʩʪʚʘñ. ʊʦʚʘ ʦʟʥʘʯʘʚʘ, ʯʝ 
ʧʦʨʘʜʠ ʨʷʜʢʦʪʦ ʨʘʟʧʨʦʩʪʨʘʥʝʥʠʝ ʥʘ ʙʦʣʝʩʪʪʘ ʠ ʧʦ ʝʪʠʯʥʠ ʧʨʠʯʠʥʠ ʜʦ ʤʦʤʝʥʪʘ ʥʝ ʝ ʙʠʣʦ 
ʚʲʟʤʦʞʥʦ ʜʘ ʩʝ ʧʦʣʫʯʠ ʧʲʣʥʘ ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʣʝʢʘʨʩʪʚʦʪʦ. 
ɺʩʷʢʘ ʛʦʜʠʥʘ ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ ʱʝ ʠʟʚʲʨʰʚʘ ʧʨʝʛʣʝʜ ʥʘ ʥʦʚʘʪʘ 
ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʣʝʢʘʨʩʪʚʦʪʦ ʠ ʪʘʟʠ ʣʠʩʪʦʚʢʘ ʩʲʦʪʚʝʪʥʦ ʱʝ ʩʝ ʘʢʪʫʘʣʠʟʠʨʘ. 
 
ɼʨʫʛʠ ʠʟʪʦʯʥʠʮʠ ʥʘ ʠʥʬʦʨʤʘʮʠʷ 
 
ʇʦʜʨʦʙʥʘ ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʪʦʚʘ ʣʝʢʘʨʩʪʚʦ ʝ ʧʨʝʜʦʩʪʘʚʝʥʘ ʥʘ ʫʝʙʩʘʡʪʘ ʥʘ ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ 
ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ: http://www.ema.europa.eu. ʇʦʩʦʯʝʥʠ ʩʘ ʩʲʱʦ ʣʠʥʢʦʚʝ ʢʲʤ ʜʨʫʛʠ ʫʝʙʩʘʡʪʦʚʝ, 
ʢʲʜʝʪʦ ʤʦʞʝ ʜʘ ʩʝ ʥʘʤʝʨʠ ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʨʝʜʢʠ ʟʘʙʦʣʷʚʘʥʠʷ ʠ ʣʝʯʝʥʠʷ. 
 
ʊʘʟʠ ʣʠʩʪʦʚʢʘ ʝ ʥʘʣʠʯʥʘ ʥʘ ʚʩʠʯʢʠ ʝʟʠʮʠ ʥʘ ɽʉ/ɽʀʇ ʥʘ ʫʝʙʩʘʡʪʘ ʥʘ ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʧʦ 
ʣʝʢʘʨʩʪʚʘʪʘ. 
 
ɼʦʧʲʣʥʠʪʝʣʥʘ ʠʥʬʦʨʤʘʮʠʷ: www.obiltoxaximab-sfl.eu QR ʢʦʜ ʧʨʝʜʩʪʦʠ ʜʘ ʙʲʜʝ ʜʦʙʘʚʝʥ  
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