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ɹʒʃɻɸʈʉʂɸ ɸʂɸɼɽʄʀʗ ʅɸ ʅɸʋʂʀʊɽ 

ʀʅʉʊʀʊʋʊ ʇʆ ɽʂʉʇɽʈʀʄɽʅʊɸʃʅɸ ʄʆʈʌʆʃʆɻʀʗ, ʇɸʊʆʃʆɻʀʗ ʀ 

ɸʅʊʈʆʇʆʃʆɻʀʗ ʉ ʄʋɿɽʁ 

 

 

ʇʈʆʋʏɺɸʅɽ ɺʒʈʍʋ ɽʂʉʇʈɽʉʀʗʊɸ ʅɸ PD-L1 ʇʈʀ 

ʋʈʆʊɽʃɽʅ ʂɸʈʎʀʅʆʄ ʅɸ ʇʀʂʆʏʅʀʗ ʄɽʍʋʈ ʂɸʊʆ 

ʆʉʅʆɺɸ ɿɸ ʊɽʈɸʇɽɺʊʀʏʅɸ ʉʊʈɸʊɽɻʀʗ 

 

ɸɺʊʆʈɽʌɽʈɸʊ 

ʅɸ ɼʀʉɽʈʊɸʎʀʆʅɽʅ ʊʈʋɼ 

ʥʘ 

ʜ-ʨ ʈʆʉɽʅ ɸʃɽʂʉɸʅɼʈʆɺ ʉʇɸʉʆɺ  

 ʟʘ ʧʨʠʜʦʙʠʚʘʥʝ ʥʘ ʦʙʨʘʟʦʚʘʪʝʣʥʘ ʠ ʥʘʫʯʥʘ ʩʪʝʧʝʥ Ăɼʦʢʪʦʨò 

 

ʆʙʣʘʩʪ ʥʘ ʚʠʩʰʝ ʦʙʨʘʟʦʚʘʥʠʝ: 4. ʇʨʠʨʦʜʥʠ ʥʘʫʢʠ, ʤʘʪʝʤʘʪʠʢʘ ʠ ʠʥʬʦʨʤʘʪʠʢʘ 

ʇʨʦʬʝʩʠʦʥʘʣʥʦ ʥʘʧʨʘʚʣʝʥʠʝ: 4.3. ɹʠʦʣʦʛʠʯʝʩʢʠ ʥʘʫʢʠ 

ʅʘʫʯʥʘ ʩʧʝʮʠʘʣʥʦʩʪ: ʄʦʨʬʦʣʦʛʠʷ (ʰʠʬʲʨ: 01.06.26) 

 

 

ʅʘʫʯʝʥ ʨʲʢʦʚʦʜʠʪʝʣ: 

ʧʨʦʬ. ʈʘʜʦʩʪʠʥʘ ʀʚʘʡʣʦʚʘ ɸʣʝʢʩʘʥʜʨʦʚʘ, ʜʦʢʪʦʨ 

 

ʉʦʬʠʷ, 2024 ʛ 
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ʇʨʝʜʩʪʘʚʝʥʠʷʪ ɼʠʩʝʨʪʘʮʠʦʥʝʥ ʪʨʫʜ ʝ ʥʘʧʠʩʘʥ ʥʘ 136 ʩʪʨʘʥʠʮʠ ʠ ʩʲʜʲʨʞʘ 49 ʬʠʛʫʨʠ 

ʠ 8 ʪʘʙʣʠʮʠ. ʉʧʠʩʲʢʲʪ ʥʘ ʮʠʪʠʨʘʥʘʪʘ ʣʠʪʝʨʘʪʫʨʘ ʚʢʣʶʯʚʘ 224 ʟʘʛʣʘʚʠʷ, ʦʪ ʢʦʠʪʦ 1 ʥʘ ʢʠʨʠʣʠʮʘ 

ʠ 223 ʥʘ ʣʘʪʠʥʠʮʘ. 

ɽʢʩʧʝʨʠʤʝʥʪʘʣʥʘʪʘ ʨʘʙʦʪʘ ʝ ʠʟʚʲʨʰʝʥʘ ʚ ʣʘʙʦʨʘʪʦʨʠʠʪʝ ʥʘ ʀʥʩʪʠʪʫʪʘ ʧʦ 

ʝʢʩʧʝʨʠʤʝʥʪʘʣʥʘ ʤʦʨʬʦʣʦʛʠʷ, ʧʘʪʦʣʦʛʠʷ ʠ ʘʥʪʨʦʧʦʣʦʛʠʷ ʩ ʤʫʟʝʡ ï ɹɸʅ ʠ ʚ ʃʘʙʦʨʘʪʦʨʠʷʪʘ ʧʦ 

ʦʙʱʘ ʠ ʢʣʠʥʠʯʥʘ ʧʘʪʦʣʦʛʠʷ ʠ ʩʲʜʝʙʥʘ ʤʝʜʠʮʠʥʘ ʥʘ ʋʄɹɸʃ òʃʦʟʝʥʝʮò. 

ɼʠʩʝʨʪʘʮʠʦʥʥʠʷʪ ʪʨʫʜ ʝ ʦʜʦʙʨʝʥ ʠ ʥʘʩʦʯʝʥ ʟʘ ʟʘʱʠʪʘ ʥʘ ʨʘʟʰʠʨʝʥʦ ʟʘʜʝʜʘʥʠʝ ʥʘ 

ʩʝʢʮʠʷ ñʇʘʪʦʣʦʛʠʷò, ʀɽʄʇɸʄ-ɹɸʅ, ʧʨʦʚʝʜʝʥʦ ʩʲʩ ʟʘʧʦʚʝʜ ʥʘ ɼʠʨʝʢʪʦʨʘ ʥʘ ʀɽʄʇɸʄ-ɹɸʅ 

ˉʈɼ-09-70 ʦʪ 17.12.2024ʛ. 

 

ɿʘʱʠʪʘʪʘ ʥʘ ɼʠʩʝʨʪʘʮʠʦʥʥʠʷ ʪʨʫʜ ʱʝ ʩʝ ʩʲʩʪʦʠ ʥʘ 09.04.2025 ʛ ʦʪ 10:00 ʯʘʩʘ ʚ 

ʟʘʩʝʜʘʪʝʣʥʘʪʘ ʟʘʣʘ ʥʘ ʀɽʄʇɸʄ-ɹɸʅ (ʛʨ.ʉʦʬʠʷ, ʫʣ.òɸʢʘʜ.ɻ. ɹʦʥʯʝʚò, ʙʣ.25) ʥʘ ʦʪʢʨʠʪʦ 

ʟʘʩʝʜʘʥʠʝ ʥʘ ʅʘʫʯʥʦ ʞʫʨʠ, ʥʘʟʥʘʯʝʥʦ ʩʲʩ ʟʘʧʦʚʝʜ ˉʅʆ-05-05-2 ʦʪ 21.01.2025 ʛ ʥʘ ʜʠʨʝʢʪʦʨʘ 

ʥʘ ʀʥʩʪʠʪʫʪʘ, ʚ ʩʲʩʪʘʚ: 

 

ʇʨʝʜʩʝʜʘʪʝʣ ʥʘ ʥʘʫʯʥʦʪʦ ʞʫʨʠ: 

  ʇʨʦʬ. ʜ-ʨ ʈʝʥʝʪʘ ɸʣʝʢʩʘʥʜʨʦʚʘ ʊʦʰʢʦʚʘ, ʜʦʢʪʦʨ (ʀɽʄʇɸʄ - ɹɸʅ) 

ɺʲʪʨʝʰʥʠ ʯʣʝʥʦʚʝ: 

         ʇʨʦʬ. ʜ-ʨ ʈʝʥʝʪʘ ɸʣʝʢʩʘʥʜʨʦʚʘ ʊʦʰʢʦʚʘ, ʜʦʢʪʦʨ (ʀɽʄʇɸʄ - ɹɸʅ) ï ʨʝʮʝʥʟʠʷ 

         ʇʨʦʬ. ʜ-ʨ ɼʠʤʠʪʲʨ ʉʪʝʬʘʥʦʚ ʂʘʜʠʡʩʢʠ, ʜʤʥ (ʀɽʄʇɸʄ - ɹɸʅ) ï ʩʪʘʥʦʚʠʱʝ 

ɺʲʥʰʥʠ ʯʣʝʥʦʚʝ: 

         ʇʨʦʬ. ʜ-ʨ ɻʘʣʠʥʘ ʂʫʨʪʝʚʘ, ʜʤ  (ʋʄɹɸʃèʉʚ.ɽʢʘʪʝʨʠʥʘè - ʉʦʬʠʷ) - ʩʪʘʥʦʚʠʱʝ 

 ʇʨʦʬ. ʜ-ʨ ɽʤʠʣ ʀʚʘʥʦʚ ʉʘʧʫʥʜʞʠʝʚ, ʜʚʤʥ  (ʃʊʋ ï ʉʦʬʠʷ) ï ʨʝʮʝʥʟʠʷ 

 ʇʨʦʬ. ʜ-ʨ ʃʲʯʝʟʘʨ ʂʦʣʝʚ ʉʫʨʯʝʚ, ʜʤʥ (ʊʨʘʢʠʡʩʢʠ ʫʥʠʚʝʨʩʠʪʝʪ - ʉʪʘʨʘ ɿʘʛʦʨʘ) - ʩʪʘʥʦʚʠʱʝ 
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ɹʣʘʛʦʜʘʨʷ ʥʘ ʨʲʢʦʚʦʜʩʪʚʦʪʦ ʥʘ ʀɽʄʇɸʄ-ɹɸʅ ï ʥʘ ʧʨʦʬ.ʉʚʝʪʣʦʟʘʨʘ 

ʇʝʪʢʦʚʘ, ʧʨʦʬ. ʜ-ʨ ɼʠʤʠʪʲʨ ʂʘʜʠʡʩʢʠ, ʜʦʮ.ʀʚʝʣʠʥ ɺʣʘʜʦʚ, ʜʦʮ.ɽʤʠʣʠʷ ʇʝʪʨʦʚʘ ʠ 

ʥʘʫʯʥʠʷ ʩʝʢʨʝʪʘʨ ʜʦʮ.ʜ-ʨ ʂʘʪʝʨʠʥʘ ɼʠʤʠʪʨʦʚʘ ʟʘ ʦʢʘʟʘʥʘʪʘ ʘʜʤʠʥʠʩʪʨʘʪʠʚʥʘ 

ʧʦʜʢʨʝʧʘ ʠ ʧʨʦʷʚʝʥʦʪʦ ʨʘʟʙʠʨʘʥʝ. 

ʆʛʨʦʤʥʘ ʙʣʘʛʦʜʘʨʥʦʩʪ ʙʠʭ ʠʩʢʘʣ ʜʘ ʠʟʢʘʞʘ ʥʘ ʧʨʦʬ. ʜ-ʨ ʈʝʥʝʪʘ ʊʦʰʢʦʚʘ ʟʘ 

ʙʝʟʮʝʥʥʘʪʘ ʧʦʤʦʱ ʠ ʥʘʧʲʪʩʪʚʠʷ ʧʨʠ ʦʙʦʙʱʘʚʘʥʝʪʦ ʥʘ ʧʦʣʫʯʝʥʠʪʝ ʨʝʟʫʣʪʘʪʠ. 

ɿʘ ʙʝʟʢʦʤʧʨʦʤʠʩʥʦʪʦ ʥʠ ʧʨʦʬʝʩʠʦʥʘʣʥʦ ʩʲʪʨʫʜʥʠʯʝʩʪʚʦʪʦ ʚʲʚ ʚʩʠʯʢʠ 

ʠʟʩʣʝʜʚʘʥʠʷ ʠ ʙʝʟʨʝʟʝʨʚʥʘʪʘ ʣʠʯʥʘ ʧʦʜʢʨʝʧʘ ʟʘ ʮʷʣʦʩʪʥʘʪʘ ʨʝʘʣʠʟʘʮʠʷ ʥʘ ʪʦʟʠ 

ɼʠʩʝʨʪʘʮʠʦʥʝʥ ʪʨʫʜ, ʚʜʲʭʥʦʚʝʥ ʠ ʧʦʩʚʝʪʝʥ ʥʘ ʩʲʚʤʝʩʪʥʘʪʘ ʥʠ ʨʘʙʦʪʘ -  ʙʣʘʛʦʜʘʨʷ 

ʥʘ ʩʲʧʨʫʛʘʪʘ ʤʠ ʛʣ.ʘʩ. ʜ-ʨ ɿʜʨʘʚʢʘ ʇʝʪʨʦʚʘ. 
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ʏɽʉʊʆ ʀɿʇʆʃɿɺɸʅʀ ʉʒʂʈɸʑɽʅʀʗ 

 

ʂʇʄ - ʂʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʋʂ ï ʋʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ 

PD-1 ï ʇʨʦʪʝʠʥ ʟʘ ʧʨʦʛʨʘʤʠʨʘʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ 

PD-L1 ʠ PD-L2 ï ʃʠʛʘʥʜʠ ʥʘ ʧʨʦʪʝʠʥʘ ʟʘ ʧʨʦʛʨʘʤʠʨʘʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ 

ʉɿʆ ï ʉʚʝʪʦʚʥʘ ʟʜʨʘʚʥʘ ʦʨʛʘʥʠʟʘʮʠʷ; 

WHO (World Health Organization) - ʉʚʝʪʦʚʥʘ ʟʜʨʘʚʥʘ ʦʨʛʘʥʠʟʘʮʠʷ  

ICIs (Immune Check-point Inhibitors) ï ʀʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠʪʝ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ 

MICBC ï ʤʫʩʢʫʣʦ-ʠʥʚʘʟʠʚʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

NMIBC ï ʥʝ-ʤʫʩʢʫʣʦ-ʠʥʚʘʟʠʚʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʀʍʍ ï ʀʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʠʟʩʣʝʜʚʘʥʝ 

LG (Low Grade) ï ʅʠʩʢʘ ʩʪʝʧʝʥ ʥʘ ʤʘʣʠʛʥʝʥʦʩʪ 

HG (High Grade) ï ɺʠʩʦʢʘ ʩʪʝʧʝʥ ʥʘ ʤʘʣʠʛʥʝʥʦʩʪ 

FDA (United Stated Food and Drug Administration,) ï Aʤʝʨʠʢʘʥʩʢʘʪʘ ʘʛʝʥʮʠʷ, ʦʪʛʦʚʦʨʥʘ ʟʘ 

ʨʘʟʨʝʰʘʚʘʥʝ ʥʘ ʠʟʧʦʣʟʚʘʥʝ ʥʘ ʤʝʜʠʢʘʤʝʥʪʠ 

EMA (European Medicines Agency) ï ɽʚʨʦʧʝʡʩʢʘ ʘʛʝʥʮʠʷ ʧʦ ʣʝʢʘʨʩʪʚʘʪʘ  

Ki -67 ï ʷʜʨʝʥ ʧʨʦʪʝʠʥ, ʤʘʨʢʝʨ ʟʘ ʧʨʦʣʠʬʝʨʘʪʠʚʥʘ ʘʢʪʠʚʥʦʩʪ 

X&E ï ʆʮʚʝʪʷʚʘʥʝ ʩ ʭʝʤʘʪʦʢʩʠʣʠʥ ʠ ʝʦʟʠʥ  

BCG ï Bacillus Calmette-Gu®rin ï ɹʎɾ  

CPS (Combinated Positive Score) ï ʂʦʤʙʠʥʠʨʘʥ ʧʦʣʦʞʠʪʝʣʝʥ ʨʝʟʫʣʪʘʪ (ʩʢʦʨ) 

TUR ï ʊʨʘʥʩʫʨʝʪʨʘʣʥʘ ʨʝʟʝʢʮʠʷ;  

ʄɸ ï ʤʝʪʘ-ʘʥʘʣʠʟ 
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I.ɺʒɺɽɼɽʅʀɽ 

ɺ ʫʩʣʦʚʠʷʪʘ ʥʘ ʚʩʝ ʦʱʝ ʥʘʨʘʩʪʚʘʱʘʪʘ ʚ ʩʚʝʪʦʚʝʥ ʤʘʱʘʙ ʟʘʙʦʣʝʚʘʝʤʦʩʪ ʠ ʩʤʲʨʪʥʦʩʪ ʦʪ 

ʦʥʢʦʣʦʛʠʯʥʠ ʟʘʙʦʣʷʚʘʥʠʷ, ʯʝʪʠʨʠʪʝ ʩʪʲʣʙʘ ʥʘ ʩʲʚʨʝʤʝʥʥʘʪʘ ʤʝʜʠʮʠʥʩʢʘ ʦʥʢʦʣʦʛʠʷ 

(ʭʠʨʫʨʛʠʷ, ʣʲʯʝʪʝʨʘʧʠʷ, ʭʠʤʠʦʪʝʨʘʧʠʷ ʠ ʪʘʨʛʝʪʥʘ ʪʝʨʘʧʠʷ) ʩʝ ʥʫʞʜʘʷʪ ʦʪ 

ʧʝʨʩʦʥʘʣʠʟʠʨʘʥʝ ʥʘ ʪʝʨʘʧʝʚʪʠʯʥʠʪʝ ʩʪʨʘʪʝʛʠʠ ʩ ʫʯʘʩʪʠʝ ʥʘ ʠʥʜʠʚʠʜʫʘʣʥʠʷ ʘʥʪʠʪʫʤʦʨʝʥ 

ʦʪʛʦʚʦʨ ʥʘ ʧʘʮʠʝʥʪʘ. 

ʈʘʟʚʠʪʠʝʪʦ ʥʘ ʩʲʚʨʝʤʝʥʥʠʷ ʪʝʨʘʧʝʚʪʠʯʝʥ ʧʦʜʭʦʜ ʢʲʤ ʤʘʣʠʛʥʝʥʥʠʪʝ ʥʝʦʧʣʘʟʤʠ ʩʝ 

ʦʩʥʦʚʘʚʘ ʥʘ ʠʥʪʝʛʨʠʨʘʥʝʪʦ ʥʘ ʪʫʤʦʨʥʘʪʘ ʠʤʫʥʦʣʦʛʠʷ, ʯʠʠʪʦ ʜʦʩʪʠʞʝʥʠʷ ʨʘʟʢʨʠʚʘʪ 

ʢʦʤʧʣʝʢʩʥʠʪʝ ʤʝʭʘʥʠʟʤʠ ʥʘ ʦʥʢʦʛʝʥʝʟʘʪʘ ʠ ʪʫʤʦʨʥʘʪʘ ʧʨʦʛʨʝʩʠʷ, ʧʨʦʪʠʯʘʱʠ ʧʨʠ ʩʣʦʞʥʠ 

ʤʝʞʜʫʢʣʝʪʲʯʥʠ ʠ ʤʦʣʝʢʫʣʷʨʥʠ ʚʟʘʠʤʦʜʝʡʩʪʚʠʷ ʥʘ ʥʝʦʧʣʘʩʪʠʯʥʠʪʝ ʢʣʝʪʢʠ ʩ ʠʤʫʥʥʘʪʘ 

ʩʠʩʪʝʤʘ.  

ʊʫʤʦʨʥʘʪʘ ʠʤʫʥʦʣʦʛʠʷ ʠʤʘ ʜʲʣʛʘ ʠʩʪʦʨʠʷ ʠ ʥʝʡʥʦʪʦ ʨʘʟʚʠʪʠʝ ʩʝ ʩʪʠʤʫʣʠʨʘ ʦʪ 

ʥʝʦʙʭʦʜʠʤʦʩʪʪʘ ʜʘ ʩʝ ʨʘʟʨʘʙʦʪʷʪ ʠʥʦʚʘʪʠʚʥʠ ʠ ʚʠʩʦʢʦʝʬʝʢʪʠʚʥʠ ʧʦʜʭʦʜʠ ʟʘ 

ʠʤʫʥʦʣʦʛʠʯʥʦ ʫʥʠʱʦʞʘʚʘʥʝ ʥʘ ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʢʣʝʪʢʠ. ʆʛʨʘʥʠʯʝʥʘʪʘ ʝʬʠʢʘʩʥʦʩʪ ʥʘ 

ʭʠʨʫʨʛʠʷʪʘ, ʭʠʤʠʦʪʝʨʘʧʠʷʪʘ ʠ ʣʲʯʝʪʝʨʘʧʠʷʪʘ ʩʲʱʦ ʜʦʧʨʠʥʘʩʷʪ ʟʘ ʫʩʢʦʨʝʥʦʪʦ ʨʘʟʚʠʪʠʝ 

ʘʥʪʠʪʫʤʦʨʥʘʪʘ ʠʤʫʥʦʪʝʨʘʧʠʷ, ʪʲʡ ʢʘʪʦ ʪʝʟʠ ʣʝʯʝʥʠʷ ʥʝ ʝʣʠʤʠʥʠʨʘʪ ʚʩʠʯʢʠ ʪʫʤʦʨʥʠ 

ʢʣʝʪʢʠ, ʥʝ ʩʝ ʩʧʨʘʚʷʪ ʩ ʠʤʫʥʦʩʫʧʨʝʩʠʚʥʠʷ ʭʘʨʘʢʪʝʨ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ ʠ ʤʦʛʘʪ ʜʦʧʲʣʥʠʪʝʣʥʦ 

ʜʘ ʫʚʨʝʜʷʪ ʠʤʫʥʥʠʷ ʦʪʛʦʚʦʨ ʥʘ ʧʘʮʠʝʥʪʘ, ʦʪʩʣʘʙʚʘʡʢʠ ʫʩʪʦʡʯʠʚʦʩʪʪʘ ʤʫ ʢʲʤ ʬʦʨʤʠʨʘʥʝ 

ʥʘ ʤʘʣʠʛʥʝʥʠ ʥʝʦʧʣʘʟʤʠ.  

ʄʫʣʪʠʜʠʩʮʠʧʣʠʥʘʨʥʠʷʪ ʘʥʘʣʠʟ ʥʘ ʚʟʘʠʤʦʜʝʡʩʪʚʠʝʪʦ ʤʝʞʜʫ ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ ʠ 

ʪʫʤʦʨʘ ʚ ʧʨʝʜʢʣʠʥʠʯʥʠ ʠ ʢʣʠʥʠʯʥʠ ʫʩʣʦʚʠʷ ʨʘʟʢʨʠʚʘ, ʯʝ ʪ ̫ʝ ʪʷʩʥʦ ʧʨʝʧʣʝʪʝʥʘ ʢʘʢʪʦ ʩ 

ʪʫʤʦʨʦʛʝʟʘʪʘ, ʪʘʢʘ ʠ ʩ ʨʝʟʫʣʪʘʪʥʦʩʪʪʘ ʥʘ ʣʝʯʝʥʠʝʪʦ. ʆʪ ʝʜʥʘ ʩʪʨʘʥʘ, ʥʝʦʧʣʘʟʤʠʪʝ ʩʘ ʧʨʦʷʚʘ 

ʥʘ ʜʝʬʝʢʪʠ ʚ ʠʤʫʥʠʪʝʪʘ, ʪʲʡ ʢʘʪʦ ʟʣʦʢʘʯʝʩʪʚʝʥʠʪʝ ʢʣʝʪʢʠ ʫʩʧʷʚʘʪ ʜʘ ʠʟʙʷʛʘʪ ʦʪ 

ʨʘʟʧʦʟʥʘʚʘʥʝʪʦ ʠ ʝʣʠʤʠʥʠʨʘʥʝʪʦ ʥʘ ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ. ʍʨʦʥʠʯʥʠʪʝ ʠʥʬʝʢʮʠʠ ʠ 

ʚʲʟʧʘʣʝʥʠʷ, ʩʚʲʨʟʘʥʠ ʩ ʦʛʨʘʥʠʯʝʥʠ ʠʣʠ ʧʦʣʷʨʠʟʠʨʘʥʠ ʠʤʫʥʥʠ ʦʪʛʦʚʦʨʠ, ʩʲʱʦ ʜʦʧʨʠʥʘʩʷʪ 

ʟʘ ʢʘʥʮʝʨʦʛʝʥʝʟʘʪʘ ʠ ʪʫʤʦʨʥʘʪʘ ʧʨʦʛʨʝʩʠʷ. ʀʤʫʥʥʠʷʪ ʦʪʛʦʚʦʨ ʥʘ ʛʦʩʪʦʧʨʠʝʤʥʠʢʘ ʠ 

ʧʨʦʛʨʝʩʠʷʪʘ ʥʘ ʪʫʤʦʨʘ ʦʪʨʘʟʷʚʘʪ ʥʘʨʫʰʝʥʠʷ ʢʘʢʪʦ ʥʘ ʛʝʥʦʤʥʦ ʥʠʚʦ, ʪʘʢʘ ʠ ʥʘ ʥʠʚʦ 

ʧʨʦʪʝʠʥʠ, ʘ ʨʝʛʫʣʘʪʦʨʥʠʪʝ ʤʨʝʞʠ ʩʘ ʜʠʥʘʤʠʯʥʠ ʚʲʚ ʚʨʝʤʝʪʦ ʠ ʦʪʨʘʟʷʚʘʪ ʪʝʨʘʧʝʚʪʠʯʥʠʷ 

ʨʝʟʫʣʪʘʪ. 

ʉʲʚʨʝʤʝʥʥʘʪʘ ʠʤʫʥʦʪʝʨʘʧʠʷ ʨʘʟʢʨʠʚʘ ʧʦʪʝʥʮʠʘʣʘ ʩʠ ʩ ʰʠʨʦʢ ʩʧʝʢʪʲʨ ʦʪ 

ʪʝʨʘʧʝʚʪʠʯʥʠ ʧʦʜʭʦʜʠ. ɺ ʢʨʘʷ ʥʘ 1990-ʪʝ/ʥʘʯʘʣʦʪʦ ʥʘ 2000-ʪʝ ʛʦʜʠʥʠ ʝ ʜʦʢʘʟʘʥʦ, ʯʝ 

ʩʚʲʨʟʚʘʥʝʪʦ ʥʘ ʪʨʘʥʩʤʝʤʙʨʘʥʥʠʷ ʧʨʦʪʝʠʥ ʥʘ ʧʨʦʛʨʘʤʠʨʘʥʘʪʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ PD-1, 

ʦʪʢʨʠʪ ʚʲʨʭʫ ʘʢʪʠʚʠʨʘʥʠ ʊ- ʠ ɺ-ʣʠʤʬʦʮʠʪʠ ʠ ʤʘʢʨʦʬʘʛʠ ʠ ʥʝʛʦʚʠʷ ʣʠʛʘʥʜ PD-L1, 
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ʨʘʟʧʦʣʦʞʝʥ ʥʘ ʧʦʚʲʨʭʥʦʩʪʪʘ ʥʘ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ, ʚʦʜʠ ʜʦ ʠʤʫʥʦʩʫʧʨʝʩʠʚʝʥ ʝʬʝʢʪ. ʊʦʚʘ 

ʦʪʢʨʠʪʠʝ ʩʝ ʧʨʝʚʨʲʱʘ ʚ ʝʜʥʘ ʦʪ ʥʘʡ-ʦʙʝʱʘʚʘʱʠʪʝ ʪʝʨʘʧʠʠ ʯʨʝʟ ʠʟʧʦʣʟʚʘʥʝʪʦ ʥʘ  

ʤʦʥʦʢʣʦʥʘʣʥʠ ʘʥʪʠʪʝʣʘ ʟʘ ʙʣʦʢʠʨʘʥʝ ʥʘ ʩʚʲʨʟʚʘʥʝʪʦ ʤʝʞʜʫ PD-1 ʠ ʥʝʛʦʚʠʷ ʣʠʛʘʥʜ PD-

L1. ʈʝʟʫʣʪʘʪʲʪ ʦʪ ʠʥʭʠʙʠʪʦʨʥʦʪʦ ʩʚʲʨʟʚʘʥʝ ʥʘ ʠʤʫʥʥʠʪʝ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ ʝ 

ʚʲʟʩʪʘʥʦʚʝʥʘʪʘ ʬʫʥʢʮʠʦʥʘʣʥʦʩʪ ʥʘ ʊ-ʢʣʝʪʲʯʥʦ ʤʝʜʠʠʨʘʥʘʪʘ ʘʥʪʠʪʫʤʦʨʥʘ ʘʢʪʠʚʥʦʩʪ.  

ʇʨʝʟ ʧʦʩʣʝʜʥʦʪʦ ʜʝʩʝʪʠʣʝʪʠʝ ʠʤʫʥʦʪʝʨʘʧʠʷʪʘ ʨʝʚʦʣʶʮʠʦʥʠʟʠʨʘ ʣʝʯʝʥʠʝʪʦ ʥʘ 

ʢʘʨʮʠʥʦʤʘ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʋʨʦʪʝʣʥʠʷʪ ʢʘʨʮʠʥʦʤ ʝ ʭʝʪʝʨʦʛʝʥʥʦ ʟʘʙʦʣʷʚʘʥʝ ʠ 

ʦʪʜʝʣʥʠʪʝ ʤʫ ʭʠʩʪʦʣʦʛʠʯʥʠ ʪʠʧʦʚʝ ʠʤʘʪ ʨʘʟʣʠʯʥʠ ʤʦʣʝʢʫʣʷʨʥʠ ʭʘʨʘʢʪʝʨʠʩʪʠʢʠ ʠ 

ʢʣʠʥʠʯʥʠ ʨʝʟʫʣʪʘʪʠ. ɺʲʧʨʝʢʠ ʪʦʚʘ, ʠʤʫʥʦʪʝʨʘʧʠʷʪʘ, ʠʟʧʦʣʟʚʘʱʘ ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠ 

ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ (ʀʀʂ, Immune Check-point Inhibitors - ICIs), ʧʨʘʚʠ ʨʝʚʦʣʶʮʠʷ ʚ 

ʣʝʯʝʥʠʝʪʦ ʥʘ ʙʦʣʝʩʪʪʘ. ICIs ʙʣʦʢʠʨʘʪ ʩʠʛʥʘʣʥʠʷ ʧʲʪ, ʢʦʡʪʦ ʠʥʭʠʙʠʨʘ ʘʢʪʠʚʥʦʩʪʪʘ ʥʘ ʊ-

ʢʣʝʪʢʠʪʝ ʠ ʥʘʩʲʨʯʘʚʘ ʨʘʩʪʝʞʘ ʥʘ ʪʫʤʦʨʘ, ʧʨʝʜʦʪʚʨʘʪʷʚʘʡʢʠ ʠʟʯʝʨʧʚʘʥʝʪʦ ʥʘ ʊ-

ʣʠʤʬʦʮʠʪʠʪʝ ʠ ʧʦʟʚʦʣʷʚʘʡʢʠ ʥʘ ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ ʜʘ ʨʘʟʧʦʟʥʘʚʘ ʠ ʘʪʘʢʫʚʘ ʪʫʤʦʨʥʠʪʝ 

ʢʣʝʪʢʠ ʧʦ-ʝʬʝʢʪʠʚʥʦ. ɼʚʝʪʝ ʥʘʡ-ʨʘʟʧʦʟʥʘʚʘʝʤʠ ʠʤʫʥʥʠ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ ʩʘ ʨʝʮʝʧʪʦʨʲʪ 

ʥʘ ʧʨʦʛʨʘʤʠʨʘʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ-1 (PD-1) ʠ ʊ-ʣʠʤʬʦʮʠʪʥʠʷʪ ʮʠʪʦʪʦʢʩʠʯʝʥ ʘʥʪʠʛʝʥ-4 

(CTLA-4). ʊʝʨʘʧʠʷʪʘ ʩ ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ ʝ ʦʜʦʙʨʝʥʘ ʦʪ 

ɸʤʝʨʠʢʘʥʩʢʘʪʘ ʘʜʤʠʥʠʩʪʨʘʮʠʷ ʧʦ ʭʨʘʥʠʪʝ ʠ ʣʝʢʘʨʩʪʚʘʪʘ (FDA) ʠ ʚʢʣʶʯʚʘ PD-1 

ʠʥʭʠʙʠʪʦʨʠ (nivolumab, pembrolizumab ʠ cemiplimab), PD-L1 ʠʥʭʠʙʠʪʦʨʠ (atezolizumab, 

durvalumab ʠ avelumab) ʠ CTLA4 ʠʥʭʠʙʠʪʦʨ (ipilimumab). ɿʘ ʣʝʯʝʥʠʝ ʥʘ ʫʨʦʪʝʣʝʥ 

ʢʘʨʮʠʥʦʤ ʦʪ 2011 ʛ ʝ ʦʜʦʙʨʝʥ CTLA4 ʙʣʦʢʝʨʲʪ ʠʧʠʣʠʤʫʤʘʙ, ʜʦʢʘʪʦ ʥʠʚʦʣʫʤʘʙ ʠ 

ʧʝʤʙʨʦʣʠʟʫʤʘʙ (PD-1 ʠʥʭʠʙʠʪʦʨʠ) ʩʘ ʦʜʦʙʨʝʥʠ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʧʨʝʟ 

2014 ʛ ʢʘʪʦ ʩʘʤʦʩʪʦʷʪʝʣʥʦ ʩʨʝʜʩʪʚʦ ʠʣʠ ʚ ʢʦʤʙʠʥʘʮʠʷ ʩ ʜʨʫʛʘ ʠʤʫʥʦʪʝʨʘʧʠʷ ʠʣʠ ʩ 

ʭʠʤʠʦʪʝʨʘʧʠʷ ʠ ʣʲʯʝʚʘ ʪʝʨʘʧʠʷ, ʢʘʪʦ ʚ ʤʦʤʝʥʪʘ ʩʝ ʧʨʦʚʝʞʜʘʪ ʥʷʢʦʣʢʦ ʢʣʠʥʠʯʥʠ 

ʠʟʧʠʪʚʘʥʠʷ ʟʘ ʦʧʪʠʤʠʟʠʨʘʥʝ  ʥʘ ʧʨʠʣʦʞʝʥʠʝʪʦ ʠʤ. ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʟʘ ʣʝʢʘʨʩʪʚʘ  

ʜʘʚʘ ʦʜʦʙʨʝʥʠʝ ʩʘ ʣʝʯʝʥʠʝ ʥʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩ PD-L1 ʠʥʭʠʙʠʪʦʨʠʪʝ ʦʪ 2017 ʛʦʜʠʥʘ 

(atezolizumab) ʠ durvalumab ʦʪ 2023 ʛʦʜʠʥʘ.  

ɽʢʩʧʨʝʩʠʷʪʘ ʥʘ ʣʠʛʘʥʜʘ ʥʘ ʨʝʮʝʧʪʦʨʘ ʥʘ ʧʨʦʛʨʘʤʠʨʘʥʘʪʘ ʩʤʲʨʪ-1 (PD-L1) ʩʝ 

ʠʟʧʦʣʟʚʘ ʟʘ ʧʦʜʙʦʨ ʥʘ ʧʘʮʠʝʥʪʠ ʠ ʘʥʘʣʠʟ ʥʘ ʦʪʛʦʚʦʨʠʪʝ ʢʲʤ ʘʥʪʠ-PD-1/L1 ʘʥʪʠʪʝʣʘ. ʊʷ ʩʝ  

ʨʝʛʫʣʠʨʘ ʧʦ ʨʘʟʣʠʯʥʠ ʥʘʯʠʥʠ ʠ ʪʦʚʘ ʦʧʨʝʜʝʣʷ ʨʘʟʣʠʯʥʦʪʦ ʟʥʘʯʝʥʠʝ ʥʘ ʥʝʛʦʚʦʪʦ 

ʧʨʠʩʲʩʪʚʠʝ ʠʣʠ ʦʪʩʲʩʪʚʠʝ. ʇʦʟʠʪʠʚʥʦʩʪʪʘ ʥʘ PD-L1 ʝ ʞʝʣʘʪʝʣʥʘ ʩʘʤʦ ʚ ʢʦʥʪʝʢʩʪʘ ʥʘ 

ʣʝʯʝʥʠʝ, ʥʘʩʦʯʝʥʦ ʢʲʤ ʚʟʘʠʤʦʜʝʡʩʪʚʠʝʪʦ PD-1ïPD-L1, ʪʲʡ ʢʘʪʦ ʧʨʠ ʦʪʩʲʩʪʚʠʝʪʦ ʥʘ ʪʘʟʠ 

ʪʝʨʘʧʠʷ ʪʦʚʘ ʤʦʞʝ ʜʘ ʙʲʜʝ ʤʝʭʘʥʠʟʲʤ ʟʘ ʠʤʫʥʥʦ ʙʷʛʩʪʚʦ, ʢʦʡʪʦ ʝ ʧʦʣʝʟʝʥ ʩʘʤʦ ʟʘ 

ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ. ʅʝʦʙʭʦʜʠʤʦ ʝ ʨʘʮʠʦʥʘʣʥʠʪʝ ʨʝʰʝʥʠʷ ʟʘ ʠʟʧʦʣʟʚʘʥʝʪʦ ʥʘ ʪʝʨʘʧʠʷ ʩ 
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ʘʥʪʠ-PD-1/L1 ʘʥʪʠʪʝʣʘ ʩʘʤʦʩʪʦʷʪʝʣʥʦ ʠʣʠ ʚ ʢʦʤʙʠʥʘʮʠʷ ʩ ʜʨʫʛʠ ʪʝʨʘʧʠʠ ʜʘ ʩʝ ʦʩʥʦʚʘʚʘʪ 

ʥʘ ʦʮʝʥʢʘʪʘ ʠ ʥʘ ʜʨʫʛʠ ʩʠʛʫʨʥʠ ʧʨʦʛʥʦʩʪʠʯʥʠ ʤʘʨʢʝʨʠ. 

1.1. ʉʲʱʥʦʩʪ ʠ ʟʥʘʯʠʤʦʩʪ ʥʘ ʧʨʦʙʣʝʤʘ  

ʂʘʨʮʠʥʦʤʲʪ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (ʂʇʄ) ʝ ʩʨʝʜ ʚʦʜʝʱʠʪʝ ʬʘʢʪʦʨʠ ʟʘ ʛʣʦʙʘʣʥʘ 

ʩʤʲʨʪʥʦʩʪ, ʧʨʠʯʠʥʝʥʘ ʦʪ ʦʥʢʦʣʦʛʠʯʥʠ ʟʘʙʦʣʷʚʘʥʠʷ. ʉʚʲʨʟʘʥ ʝ ʩʲʩ ʟʥʘʯʠʪʝʣʥʘ ʟʘʛʫʙʘ ʥʘ 

ʢʘʯʝʩʪʚʦʪʦ ʥʘ ʞʠʚʦʪ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʧʨʠ ʧʦʚʠʰʝʥʠ ʨʘʟʭʦʜʠ ʟʘ ʤʝʜʠʮʠʥʩʢʠ ʛʨʠʞʠ. ʇʨʝʟ 

2023ʛ. ʂʇʄ ʟʘʝʤʘ ʯʝʪʚʲʨʪʦ ʤʷʩʪʦ ʩʨʝʜ ʟʘʩʝʛʥʘʪʠʪʝ ʦʪ ʨʘʢ ʤʲʞʝ, ʚʢʣʶʯʚʘʡʢʠ 6% ʦʪ 

ʥʦʚʦʜʠʘʛʥʦʩʪʠʮʠʨʘʥʠʪʝ ʩʣʫʯʘʠ ʠ ʜʦʧʨʠʥʘʩʷʡʢʠ ʟʘ 4% ʦʪ ʩʤʲʨʪʥʠʪʝ ʩʣʫʯʘʠ, ʧʨʠʯʠʥʝʥʠ ʦʪ 

ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʟʘʙʦʣʷʚʘʥʠʷ [Cancer Stat Facts: Bladder Cancer, 2023]. ʇʦʚʝʯʝʪʦ 

ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʟʘʙʦʣʷʚʘʥʠʷ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʠ ʩʝ ʢʣʘʩʠʬʠʮʠʨʘʪ 

ʢʘʪʦ ʥʝ-ʤʫʩʢʫʣʥʦ ʠʥʚʘʟʠʚʝʥ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (NMIBC) - ʦʢʦʣʦ 75%  ʠ 

ʤʫʩʢʫʣʥʦ-ʠʥʚʘʟʠʚʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (MIBC) - ʦʢʦʣʦ 25%. MIBC 

ʦʙʠʢʥʦʚʝʥʦ ʩʝ ʜʠʘʛʥʦʩʪʠʮʠʨʘ de novo, ʥʦ ʤʦʞʝ ʜʘ ʚʲʟʥʠʢʥʝ ʧʨʠ 10-20% ʦʪ ʩʣʫʯʘʠʪʝ ʥʘ 

NMIBC, ʢʦʠʪʦ ʚ ʢʨʘʡʥʘ ʩʤʝʪʢʘ ʧʨʦʛʨʝʩʠʨʘʪ. MIBC ʝ ʧʦ-ʘʛʨʝʩʠʚʥʦ ʙʦʣʝʩʪʥʦ ʩʲʩʪʦʷʥʠʝ ʠ 

ʩʝ ʩʚʲʨʟʚʘ ʩ 5-ʛʦʜʠʰʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪ ʦʪ 60% ʟʘ ʧʘʮʠʝʥʪʠ ʩ ʣʦʢʘʣʠʟʠʨʘʥʦ ʟʘʙʦʣʷʚʘʥʝ ʠ 

<10% ʟʘ ʧʘʮʠʝʥʪʠ ʩ ʦʪʜʘʣʝʯʝʥʠ ʤʝʪʘʩʪʘʟʠ. ʂʇʄ ʩʝ ʭʘʨʘʢʪʝʨʠʟʠʨʘ ʩʲʩ ʟʥʘʯʠʪʝʣʥʘ 

ʤʦʨʬʦʣʦʛʠʯʥʘ ʠ ʤʦʣʝʢʫʣʷʨʥʘ ʭʝʪʝʨʦʛʝʥʥʦʩʪ. ʉʲʚʨʝʤʝʥʥʘʪʘ ʢʣʘʩʠʬʠʢʘʮʠʷ ʥʘ ʪʫʤʦʨʠʪʝ ʥʘ 

ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, ʚʲʟʧʨʠʝʪʘ ʦʪ ʉɿʆ ʧʨʝʟ 2022 ʛ, ʠʥʪʝʛʨʠʨʘ ʭʠʩʪʦʣʦʛʠʯʥʠ ʠ ʤʦʣʝʢʫʣʷʨʥʦ-

ʙʠʦʣʦʛʠʯʥʠ ʭʘʨʘʢʪʝʨʠʩʪʠʢʠ ʠ ʜʘʚʘ ʚʲʟʤʦʞʥʦʩʪ ʟʘ ʧʦ-ʧʨʝʮʠʟʥʘ ʢʣʘʩʠʬʠʢʘʮʠʷ ʥʘ 

ʟʣʦʢʘʯʝʩʪʚʝʥʠʪʝ ʟʘʙʦʣʷʚʘʥʠʷ ʩ ʦʪʯʠʪʘʥʝ ʥʘ ʧʨʦʛʥʦʟʘʪʘ ʠ ʠʟʙʦʨʘ ʥʘ ʪʝʨʘʧʝʚʪʠʯʥʠ ʮʝʣʠ. 

ʊʦʚʘ ʧʦʩʪʘʚʷ ʥʝʦʙʭʦʜʠʤʦʩʪ ʦʪ ʨʘʟʨʘʙʦʪʚʘʥʝ ʠ ʜʠʘʛʥʦʩʪʠʯʥʦ ʚʘʣʠʜʠʨʘʥʝ ʥʘ ʩʠʛʫʨʥʠ 

ʙʠʦʤʘʨʢʝʨʠ ʢʘʪʦ ʦʩʥʦʚʘ ʟʘ ʧʨʠʣʘʛʘʥʝ ʥʘ ʧʨʝʮʠʟʥʘʪʘ ʤʝʜʠʮʠʥʘ ʚ ʢʣʠʥʠʯʥʦʪʦ ʫʧʨʘʚʣʝʥʠʝ 

ʥʘ ʧʘʮʠʝʥʪʠ ʩ ʂʇʄ. ʇʨʦʛʥʦʩʪʠʯʥʠʪʝ ʙʠʦʤʘʨʢʝʨʠ ʜʘʚʘʪ ʠʥʬʦʨʤʘʮʠʷ ʟʘ ʭʦʜʘ ʥʘ 

ʟʘʙʦʣʷʚʘʥʝʪʦ ʥʝʟʘʚʠʩʠʤʦ ʦʪ ʪʝʨʘʧʠʷʪʘ, ʘ ʧʨʝʜʠʢʪʠʚʥʠʪʝ (ʧʨʝʜʩʢʘʟʚʘʱʠ) ʙʠʦʤʘʨʢʝʨʠ 

ʧʨʝʜʚʠʞʜʘʪ ʦʯʘʢʚʘʥʠʷ ʝʬʝʢʪ ʦʪ ʨʘʟʣʠʯʥʠʪʝ ʣʝʯʝʥʠʷ. ɿʘ ʜʘ ʙʲʜʘʪ ʧʨʠʣʦʞʝʥʠ ʚ ʢʣʠʥʠʯʥʘʪʘ 

ʧʨʘʢʪʠʢʘ, ʙʠʦʤʘʨʢʝʨʠʪʝ ʪʨʷʙʚʘ ʜʘ ʙʲʜʘʪ ʚʘʣʠʜʠʨʘʥʠ, ʪʦʯʥʠ, ʚʲʟʧʨʦʠʟʚʦʜʠʤʠ ʠ ʣʝʩʥʦ 

ʧʨʠʣʦʞʠʤʠ.  

ʃʠʛʘʥʜʲʪ ʥʘ ʧʨʦʪʝʠʥʘ ʟʘ ʧʨʦʛʨʘʤʠʨʘʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ PD-L1 (CD274) ʩʝ 

ʝʢʩʧʨʝʩʠʨʘ ʛʣʘʚʥʦ ʥʘ ʧʦʚʲʨʭʥʦʩʪʪʘ ʥʘ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ ʠ ʘʥʪʠʛʝʥ-ʧʨʝʜʩʪʘʚʷʱʠ ʢʣʝʪʢʠ ʧʨʠ 

ʨʘʟʣʠʯʥʠ ʩʦʣʠʜʥʠ ʤʘʣʠʛʥʝʥʠ ʪʫʤʦʨʠ ʢʘʪʦ ʧʣʦʩʢʦʢʣʝʪʲʯʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʛʣʘʚʘʪʘ ʠ ʰʠʷʪʘ, 

ʤʝʣʘʥʦʤ, ʢʘʨʮʠʥʦʤʠ ʥʘ ʱʠʪʦʚʠʜʥʘʪʘ ʞʣʝʟʘ, ʪʠʤʫʩʘ, ʭʨʘʥʦʧʨʦʚʦʜʘ, ʙʝʣʠʷ ʜʨʦʙ, ʛʲʨʜʘʪʘ, 

ʩʪʦʤʘʰʥʦ-ʯʨʝʚʝʥ ʪʨʘʢʪ, ʯʝʨʝʥ ʜʨʦʙ, ʧʘʥʢʨʝʘʩ, ʙʲʙʨʝʢ, ʧʠʢʦʯʝʥ ʤʝʭʫʨ, ʷʡʯʥʠʮʠ ʠ ʢʦʞʘ.  

 ʇʨʠ ʂʇʄ PD-L1 ʩʝ ʠʟʧʦʣʟʚʘ ʢʘʪʦ ʧʨʦʛʥʦʩʪʠʯʝʥ ʙʠʦʤʘʨʢʝʨ, ʪʲʡ ʢʘʪʦ ʧʦʚʠʰʝʥʘʪʘ 

ʤʫ ʩ 20ï30% ʝʢʩʧʨʝʩʠʷ ʢʦʨʝʣʠʨʘ ʩ ʥʘʧʨʝʜʥʘʣ ʩʪʘʜʠʡ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ ʠ ʧʦ-ʣʦʰʘ ʧʨʦʛʥʦʟʘ), 
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ʥʦ ʪʦʡ ʩʝ ʧʨʠʣʘʛʘ ʠ ʢʘʪʦ ʧʨʝʜʠʢʪʠʚʝʥ (ʧʨʝʜʩʢʘʟʚʘʱ) ʤʘʨʢʝʨ ʟʘ ʦʪʛʦʚʦʨ ʥʘ ʘʥʪʠ-PD-1 ʠ 

ʘʥʪʠ-PD-L1 ʪʝʨʘʧʠʷ [Aggen D., 2017]. ɽʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʩʝ ʠʟʧʦʣʟʚʘ ʢʘʪʦ ʧʨʝʜʠʢʪʠʚʝʥ 

ʙʠʦʤʘʨʢʝʨ ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ ʂʇʄ, ʥʝʧʦʜʭʦʜʷʱʠ ʟʘ ʪʝʨʘʧʠʷ ʩ ʮʠʩʧʣʘʪʠʥʘ, ʧʨʠ ʢʦʠʪʦ ʪʨʷʙʚʘ 

ʜʘ ʙʲʜʝ ʥʘʧʨʘʚʝʥ ʠʟʙʦʨ ʤʝʞʜʫ ʤʦʥʦʪʝʨʘʧʠʷ ʩ ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ  

(ICIs) ʠ ʭʠʤʠʦʪʝʨʘʧʠʷ, ʙʘʟʠʨʘʥʘ ʥʘ ʢʘʨʙʦʧʣʘʪʠʥʘ. ɿʘ ʧʘʮʠʝʥʪʠ ʩ ʪʫʤʦʨʠ ʩ ʥʠʩʢʘ ʝʢʩʧʨʝʩʠʷ 

ʥʘ PD-L1 ʧʨʝʜʚʘʨʠʪʝʣʥʘʪʘ ʤʦʥʦʪʝʨʘʧʠʷ ʩ ICI ʤʦʞʝ ʜʘ ʙʲʜʝ ʚʨʝʜʥʘ ʩʧʦʨʝʜ ʜʘʥʥʠʪʝ ʟʘ 

ʨʘʥʥʘʪʘ ʩʤʲʨʪʥʦʩʪ ʚ ʧʨʦʫʯʚʘʥʠʷʪʘ IMvigor130 ʠ KEYNOTE-361 [Galsky M., 2020; Powles 

T.,2021] .  

ʀʟʚʲʨʰʝʥʠʪʝ ʤʝʪʘ-ʘʥʘʣʠʟʠ ʥʘ ʧʨʦʩʧʝʢʪʠʚʥʠ ʧʨʦʫʯʚʘʥʠʷ ʧʦʢʘʟʚʘʪ, ʯʝ ʢʘʪʦ ʮʷʣʦ 

ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʝ ʩʚʲʨʟʘʥʘ ʩ ʪʝʨʘʧʝʚʪʠʯʝʥ ʦʪʛʦʚʦʨ ʢʲʤ ICIs ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ 

ʤʝʪʘʩʪʘʪʠʯʝʥ ʈʇʄ  [Rui X., 2019; Litchfield K., 2020]. ʅʦ ʩʲʱʦ ʪʘʢʘ ʩʝ ʦʪʯʠʪʘ ʥʝʟʘʚʠʩʠʤ 

ʦʪ ʩʪʝʧʝʥʪʘ ʥʘ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1 ʪʝʨʘʧʝʚʪʠʯʝʥ ʦʪʛʦʚʦʨ ʢʲʤ ICI. ʆʩʚʝʥ ʪʦʚʘ ʜʦʨʠ ʧʨʠ 

PD-L1-ʧʦʟʠʪʠʚʥʠ ʧʘʮʠʝʥʪʠ, ʥʠʚʘʪʘ ʥʘ ʦʪʛʦʚʦʨ ʢʲʤ  ʝʜʠʥ ICI  ʘʛʝʥʪ ʩʘ ʥʠʩʢʠ ʠ ʚʘʨʠʨʘʪ ʦʪ 

20% ʜʦ 40% ʚ ʨʘʥʜʦʤʠʟʠʨʘʥʠʪʝ ʧʨʦʫʯʚʘʥʠʷ [Galsky M., 2020; Powles T.,2021]. ɺʲʧʨʝʢʠ ʯʝ 

ʧʦʚʝʯʝʪʦ ʧʨʦʫʯʚʘʥʠʷ ʘʥʘʣʠʟʠʨʘʪ ʜʘʥʥʠʪʝ, ʠʟʧʦʣʟʚʘʡʢʠ ʧʨʝʜʚʘʨʠʪʝʣʥʦ ʦʧʨʝʜʝʣʝʥʘ 

ʛʨʘʥʠʮʘ ʟʘ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1 ʧʨʠ ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʠʟʩʣʝʜʚʘʥʝ, ʨʝʟʫʣʪʘʪʠʪʝ ʥʝ 

ʧʦʢʘʟʚʘʪ ʧʦʩʣʝʜʦʚʘʪʝʣʥʦ ʧʦʜʦʙʨʝʥʠ ʦʪʛʦʚʦʨʠ ʧʨʠ ʧʦ-ʚʠʩʦʢʘ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1. ʊʦʚʘ 

ʨʘʟʭʦʞʜʘʥʝ ʚ ʨʝʟʫʣʪʘʪʠʪʝ ʩʝ ʦʪʯʠʪʘ ʚʲʧʨʝʢʠ ʧʨʝʜʚʘʨʠʪʝʣʥʦ ʫʪʦʯʥʝʥʠʪʝ ʠ ʫʝʜʥʘʢʚʝʥʠ cut-

off ʩʪʦʡʥʦʩʪʠ ʟʘ ʦʪʯʠʪʘʥʝ ʥʘ ʝʢʩʧʧʨʝʩʠʷʪʘ ʥʘ PD-L1, ʥʦ ʩ ʠʟʧʦʣʟʚʘʥʝ ʥʘ ʨʘʟʣʠʯʥʠ 

ʜʠʘʛʥʦʩʪʠʯʥʠ ʧʣʘʪʬʦʨʤʠ - ʧʨʠ ʢʣʠʥʠʯʥʠʪʝ ʠʟʧʠʪʚʘʥʠʷ ʥʘ ʧʝʤʙʨʦʣʠʟʫʤʘʙ ʠ ʥʠʚʦʣʫʤʘʙ ʝ 

ʠʟʧʦʣʟʚʘʥʘ ʜʠʘʛʥʦʩʪʠʯʥʘʪʘ ʧʣʘʪʬʦʨʤʘ DAKO, ʘ ʧʨʠ ʜʫʨʚʘʣʫʤʘʙ ʠ ʘʪʝʟʦʣʠʟʫʤʘʙ ʩʘ 

ʠʟʧʦʣʟʚʘʥʠ ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʠʪʝ ʪʝʩʪʦʚʝ ʥʘ Ventana. ɼʨʫʛʘ ʨʘʟʣʠʢʘ ʝ ʯʝ ʧʨʠ 

ʠʟʧʠʪʚʘʥʠʷʪʘ ʩ ʧʝʤʙʨʦʣʠʟʫʤʘʙ ʠ ʥʠʚʦʣʫʤʘʙ ʝ ʧʨʠʣʦʞʝʥʦ ʦʪʯʠʪʘʥʝ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-

L1 ʚ ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ, ʜʦʢʘʪʦ ʧʨʠ ʧʨʦʫʯʚʘʥʝʪʦ IMvigor ʝ ʙʠʣʘ ʦʪʯʠʪʘʥʘ ʠ ʨʝʘʢʮʠʷ ʚ 

ʠʤʫʥʥʠ ʢʣʝʪʢʠ, ʠʥʬʠʣʪʨʠʨʘʱʠ ʪʫʤʦʨʘ. ʀʟʧʦʣʟʘʥʠ ʩʘ ʠ ʨʘʟʣʠʯʥʠ ʛʨʘʥʠʯʥʠ ʩʪʦʡʥʦʩʪʠ ʟʘ 

ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1.ʊʝʟʠ ʩʲʱʝʩʪʚʝʥʠ ʨʘʟʣʠʯʠʷ ʩʘ ʧʨʠʯʠʥʘ ʟʘ ʚʘʨʠʘʙʠʣʥʦʩʪʪʘ ʚ 

ʥʘʙʣʶʜʘʚʘʥʠʪʝ ʦʪʛʦʚʦʨʠ ʩʧʨʷʤʦ ʨʘʟʣʠʯʥʠ ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠʪʝ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ 

[Mohanty, 2021] . ʇʨʠ ʠʟʧʦʣʟʚʘʥʝʪʦ ʥʘ PD-L1 ʢʘʪʦ ʩʘʤʦʩʪʦʷʪʝʣʝʥ ʙʠʦʤʘʨʢʝʨ ʟʘ ʦʮʝʥʢʘ ʥʘ 

ʦʪʛʦʚʦʨʘ ʢʲʤ ʠʤʫʥʦʪʝʨʘʧʠʷ ʪʨʷʙʚʘ ʜʘ ʩʝ ʠʤʘ ʚʧʨʝʜʚʠʜ ʬʦʢʘʣʥʠʷʪ ʭʘʨʘʢʪʝʨ ʠ 

ʠʥʪʨʘʪʫʤʦʨʥʘʪʘ ʭʝʪʝʨʦʛʝʥʥʦʩʪ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1, ʢʘʢʪʦ ʠ ʜʠʥʘʤʠʢʘʪʘ ʡ ʚ ʭʦʜʘ 

ʟʘʙʦʣʷʚʘʥʝʪʦ ʠ ʧʦʜ ʚʣʠʷʥʠʝ ʥʘ ʧʨʠʣʘʛʘʥʘʪʘ ʭʠʤʠʦʪʝʨʘʧʠʷ [Aggen D., 2017] . ʇʦʨʘʜʠ 

ʥʝʦʙʭʦʜʠʤʦʩʪʪʘ ʦʪ ʩʪʘʥʜʘʨʪʠʟʠʨʘʥʝ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʢʘʪʦ ʧʨʝʜʠʢʪʠʚʝʥ ʠ 

ʧʨʦʛʥʦʩʪʠʯʝʥ ʤʘʨʢʝʨ ʠ ʠʟʧʦʣʟʚʘʥʝʪʦ ʤʫ ʟʘ ʤʦʥʠʪʦʨʠʥʛ ʩʝ ʨʘʟʨʘʙʦʪʚʘʪ ʥʦʚʠ ʧʦʜʭʦʜʠ ʟʘ 



10 
 

ʠʟʤʝʨʚʘʥʝʪʦ ʤʫ ï ʥʘʧʨʠʤʝʨ ʩʝ ʧʨʝʜʣʘʛʘ ʠʟʧʦʣʟʚʘʥʝ ʥʘ ʪʝʯʥʘ ʙʠʦʧʩʠʷ (ʦʪʢʨʠʚʘʥʝ ʠ 

ʪʝʩʪʚʘʥʝ ʥʘ ʤʠʛʨʠʨʘʱʠ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ ʚ ʧʝʨʠʬʝʨʥʘ ʢʨʲʚ) ʠ ʧʨʠʣʘʛʘʥʝ ʥʘ ʠʤʫʥʦ-

ʥʘʩʦʯʚʘʱʠ ʤʘʨʢʝʨʠ ʟʘ ʧʦʟʠʪʨʦʥʥʦ-ʝʤʠʩʠʦʥʥʘ ʪʦʤʦʛʨʘʬʠʷ (ImmunoPET) [Decazes P.,2020; 

Bensch F., 2018]. 

ɺʲʧʨʝʢʠ ʤʥʦʞʝʩʪʚʦʪʦ ʧʨʦʚʝʜʝʥʠ ʧʨʦʫʯʚʘʥʠʷ, ʧʨʝʜʠʟʚʠʢʘʪʝʣʩʪʚʘ ʧʨʠ 

ʠʟʧʦʣʟʚʘʥʝʪʦ ʥʘ PD-L1 ʢʘʪʦ ʙʠʦʤʘʨʢʝʨ ʟʘ ʧʨʠʣʘʛʝʥʝ ʥʘ ICIs ʧʨʠ ʂʇʄ ʦʩʪʘʚʘʪ. 

ʉʪʘʥʜʘʨʪʠʟʠʨʘʥʝʪʦ ʥʘ ʧʨʦʪʦʢʦʣʠʪʝ ʟʘ ʪʝʩʪʚʘʥʝ ʥʘ PD-L1, ʚʢʣʶʯʠʪʝʣʥʦ ʢʨʠʪʝʨʠʠʪʝ ʟʘ 

ʦʮʝʥʷʚʘʥʝ ʠ ʪʝʭʥʠʢʠʪʝ ʟʘ ʘʥʘʣʠʟ, ʩʘ ʦʪ ʨʝʰʘʚʘʱʦ ʟʥʘʯʝʥʠʝ ʟʘ ʦʩʠʛʫʨʷʚʘʥʝ ʥʘ 

ʧʦʩʣʝʜʦʚʘʪʝʣʥʦʩʪ ʠ ʥʘʜʝʞʜʥʦʩʪ ʥʘ ʨʝʟʫʣʪʘʪʠʪʝ ʚ ʨʘʟʣʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ ʠ ʢʣʠʥʠʯʥʠ 

ʫʩʣʦʚʠʷ. 

ʊʲʡ ʢʘʪʦ PD-1/PD-L1 ʘʥʪʠʪʝʣʘʪʘ ʩʘ ʩʢʲʧʦʩʪʨʫʚʘʱʘ ʪʝʨʘʧʠʷ ʠ ʩʘ ʝʬʝʢʪʠʚʥʠ ʩʘʤʦ 

ʧʨʠ ʯʘʩʪ ʦʪ ʧʘʮʠʝʥʪʠʪʝ, ʦʪ ʤʝʜʠʮʠʥʩʢʘ ʠ ʠʢʦʥʦʤʠʯʝʩʢʘ ʛʣʝʜʥʘ ʪʦʯʢʘ ʝ ʚʘʞʥʦ ʜʘ ʩʝ ʧʨʠʣʘʛʘ 

ʩʠʛʫʨʝʥ ʠ ʪʦʯʝʥ ʧʨʠʜʨʫʞʘʚʘʱ ʜʠʘʛʥʦʩʪʠʯʝʥ ʢʨʠʪʝʨʠʡ, ʢʦʡʪʦ ʤʦʞʝ ʮʷʣʦʩʪʥʦ ʜʘ ʦʪʯʝʪʝ 

ʠʤʫʥʦʣʦʛʠʯʥʠʪʝ ʚʟʘʠʤʦʜʝʡʩʪʚʠʷ ʤʝʞʜʫ ʪʫʤʦʨʘ ʠ ʦʨʛʘʥʠʟʤʘ ʥʘ ʧʘʮʠʝʥʪʘ, ʚʢʣʶʯʠʪʝʣʥʦ 

ʠʥʬʠʣʪʨʠʨʘʱʠʪʝ ʪʫʤʦʨʘ ʠʤʫʥʥʠ ʢʣʝʪʢʠ. ʊʦʚʘ ʟʘʪʚʲʨʞʜʘʚʘ ʟʥʘʯʝʥʠʝʪʦ ʥʘ ʟʘʜʲʣʙʦʯʝʥʘʪʘ 

ʧʘʪʦʤʦʨʬʦʣʦʛʠʯʥʘ ʦʮʝʥʢʘ ʥʘ ʪʫʤʦʨʠʪʝ ʢʘʪʦ ʦʩʥʦʚʘ ʥʘ ʫʩʧʝʰʥʘ ʧʝʨʩʦʥʘʣʠʟʠʨʘʥʘ ʣʝʯʝʙʥʘ 

ʩʪʨʘʪʝʛʠʷ. 

 

I .2. ɽʧʠʜʝʤʠʦʣʦʛʠʯʥʠ ʭʘʨʘʢʪʝʨʠʩʪʠʢʠ ʥʘ ʢʘʨʮʠʥʦʤʘ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʂʘʨʮʠʥʦʤʲʪ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (ʂʇʄ) ʝ ʩʝʨʠʦʟʝʥ ʧʨʦʙʣʝʤ ʟʘ ʦʙʱʝʩʪʚʝʥʦʪʦ ʟʜʨʘʚʝ 

ʠ ʚʦʜʝʱʘʪʘ ʧʨʠʯʠʥʘ ʟʘ ʩʤʲʨʪʥʦʩʪ ʦʪ ʦʥʢʦʣʦʛʠʯʥʠ ʟʘʙʦʣʷʚʘʥʠʷ ʚ ʩʚʝʪʦʚʝʥ ʤʘʱʘʙ. ʊʦʚʘ ʝ 

ʜʝʩʝʪʠʷʪ ʥʘʡ-ʯʝʩʪʦ ʩʨʝʱʘʥ ʟʣʦʢʘʯʝʩʪʚʝʥ ʪʫʤʦʨ ʚ ʩʚʝʪʘ ʠ ʚʪʦʨʦʪʦ ʥʘʡ-ʯʝʩʪʦ ʩʨʝʱʘʥʦ 

ʟʣʦʢʘʯʝʩʪʚʝʥʦ ʟʘʙʦʣʷʚʘʥʝ ʥʘ ʧʠʢʦʯʥʠʪʝ ʧʲʪʠʱʘ ʚ ʩʚʝʪʦʚʝʥ ʤʘʱʘʙ, ʢʦʝʪʦ ʧʨʝʜʩʪʘʚʣʷʚʘ 549 

000 ʥʦʚʠ ʩʣʫʯʘʷ ʠ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 200 000 ʩʤʲʨʪʥʠ ʩʣʫʯʘʷ ʛʦʜʠʰʥʦ [Lobo N., 2022; 

Saginala K., 2020] , ʧʨʝʜʩʪʘʚʣʷʚʘʱ 3% ʦʪ ʚʩʠʯʢʠ ʨʘʢʦʚʠ ʟʘʙʦʣʷʚʘʥʠʷ, ʨʝʛʠʩʪʨʠʨʘʥʠ ʚ 

ʩʚʝʪʦʚʝʥ ʤʘʱʘʙ [Cancer Stat Facts: Bladder Cancer, 2023] . ʉʪʝʧʝʥʪʘ ʥʘ ʟʘʙʦʣʝʚʘʝʤʦʩʪ ʠ 

ʩʤʲʨʪʥʦʩʪ ʚʘʨʠʨʘ ʟʥʘʯʠʪʝʣʥʦ ʚ ʨʘʟʣʠʯʥʠʪʝ ʨʝʛʠʦʥʠ ʥʘ ʩʚʝʪʘ, ʢʘʪʦ ʥʘʡ-ʚʠʩʦʢʠʪʝ ʥʠʚʘ ʥʘ 

ʟʘʙʦʣʝʚʘʝʤʦʩʪ ʩʘ ʦʪʯʝʪʝʥʠ ʚ  ɽʚʨʦʧʘ ʠ ʉʝʚʝʨʥʘ ɸʤʝʨʠʢʘ. ɿʘʙʦʣʝʚʘʝʤʦʩʪ ʠ ʧʨʠ ʜʚʘʪʘ ʧʦʣʘ 

ʝ ʥʘʡ-ʚʠʩʦʢʘ ʚ ʖʞʥʘ ɽʚʨʦʧʘ (ɻʲʨʮʠʷ ʝ ʩ ʥʘʡ-ʚʠʩʦʢ ʧʨʦʮʝʥʪ ʥʘ ʟʘʙʦʣʝʚʘʝʤʦʩʪ ʧʨʠ ʤʲʞʝʪʝ 

ʚ ʩʚʝʪʦʚʝʥ ʤʘʱʘʙ; ʀʩʧʘʥʠʷ; ʀʪʘʣʠʷ), ɿʘʧʘʜʥʘ ɽʚʨʦʧʘ (ɹʝʣʛʠʷ ʠ ʍʦʣʘʥʜʠʷ) ʠ ʉʝʚʝʨʥʘ 

ɸʤʝʨʠʢʘ, ʚʲʧʨʝʢʠ ʯʝ ʥʘʡ-ʚʠʩʦʢʠʪʝ ʥʠʚʘ ʩʝ ʦʪʯʠʪʘʪ ʚ ʃʠʚʘʥ ʩʨʝʜ ʞʝʥʠʪʝ. ʆʩʚʝʥ ʥʷʢʦʠ 

ʧʨʦʬʝʩʠʦʥʘʣʥʠ ʝʢʩʧʦʟʠʮʠʠ ʥʘ ʭʠʤʠʯʝʩʢʠ ʠ ʚʦʜʥʠ ʟʘʤʲʨʩʠʪʝʣʠ, ʧʫʰʝʥʝʪʦ ʥʘ ʪʶʪʶʥ ʝ 

ʦʩʥʦʚʥʠʷʪ ʨʠʩʢʦʚ ʬʘʢʪʦʨ ʟʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʠ ʩ ʥʘʨʘʩʪʚʘʱʦʪʦ 
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ʨʘʟʧʨʦʩʪʨʘʥʝʥʠʝ ʥʘ ʪʶʪʶʥʦʧʫʰʝʥʝʪʦ ʩʨʝʜ ʞʝʥʠʪʝ, ʜʦʩʪʠʛʥʘ ʪʦʟʠ ʩʨʝʜ ʤʲʞʝʪʝ, ʢʘʪʦ 50% 

ʦʪ ʩʣʫʯʘʠʪʝ ʥʘ ʂʇʄ ʩʝ ʜʲʣʞʘʪ ʥʘ ʪʶʪʶʥʦʧʫʰʝʥʝ ʠ ʧʨʠ ʜʚʘʪʘ ʧʦʣʘ. 

ɺ ɹʲʣʛʘʨʠʷ ʢʘʨʮʠʥʦʤʲʪ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʝ ʰʝʩʪʠʷʪ ʥʘʡ-ʯʝʩʪʦ ʜʠʘʛʥʦʩʪʠʮʠʨʘʥ 

ʟʣʦʢʘʯʝʩʪʚʝʥ ʪʫʤʦʨ. 

ʊʘʙʣʠʮʘ 1. ʈʝʛʠʩʪʨʠʨʘʥʠ ʟʘʙʦʣʷʚʘʥʠʷ ʦʪ ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʥʦʚʦʦʙʨʘʟʫʚʘʥʠʷ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ ʚ ɹʲʣʛʘʨʠʷ (ʙʨʦʡ ʩʣʫʯʘʠ).  

ʀʟʪʦʯʥʠʢ: ʅʎʆɿɸ,2022ʛ.  

 2019 2020 2021 

 ʦʙʱʦ ʤʲʞʝ ʞʝʥʠ ʦʙʱʦ ʤʲʞʝ ʞʝʥʠ ʦʙʱʦ ʤʲʞʝ ʞʝʥʠ 

ʅʦʚʦʦʪʢʨʠʪʠ 

ʟʘʙʦʣʷʚʘʥʠʷ 

14838 10820 4018 15086 10974 4112 15229 11065 4164 

ʉʤʲʨʪʥʠ 

ʩʣʫʯʘʠ 

607 471 136 627 488 139 598 476 122 

 

ʊʘʙʣʠʮʘ 2. ʅʦʚʦʦʪʢʨʠʪʠ ʟʘʙʦʣʷʚʘʥʠʷ ʠ ʩʤʲʨʪʥʠ ʩʣʫʯʘʠ ʦʪ ʟʣʦʢʘʯʝʩʪʚʝʥʠ 

ʥʦʚʦʦʙʨʘʟʫʚʘʥʠʷ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʚ ɹʲʣʛʘʨʠʷ (ʥʘ 100 000 ʜʫʰʠ ʥʘʩʝʣʝʥʠʝ).  

ʀʟʪʦʯʥʠʢ: ʅʎʆɿɸ,2022ʛ.  

 2019 2020 2021 

 ʦʙʱʦ ʤʲʞʝ ʞʝʥʠ ʦʙʱʦ ʤʲʞʝ ʞʝʥʠ ʦʙʱʦ ʤʲʞʝ ʞʝʥʠ 

ʅʦʚʦʦʪʢʨʠʪʠ 

ʟʘʙʦʣʷʚʘʥʠʷ 

22,8 34,8 11,5 22,4 34,9 10,6 21,8 34,0 10,3 

ʉʤʲʨʪʥʠ ʩʣʫʯʘʠ 8,7 13,9 3,8 9,0 14,5 3,9 8,7 14,3 3,0 
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ʌʠʛʫʨʘ 7. ʅʦʚʦʦʪʢʨʠʪʠ ʩʣʫʯʘʠ ʥʘ ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʟʘʙʦʣʷʚʘʥʠʷ ʧʦ ʦʙʣʘʩʪʠ ʟʘ ʣʦʢʘʣʠʟʘʮʠʷ 

Ăʧʠʢʦʯʝʥ ʤʝʭʫʨñ  (ʥʘ 100 000 ʜʫʰʠ ʥʘʩʝʣʝʥʠʝ). ʀʟʪʦʯʥʠʢ: ʅʎʆɿɸ,2022ʛ.  

 

ʆʯʘʢʚʘ ʩʝ ʧʨʝʟ 2024 ʛ. ʜʘ ʚʲʟʥʠʢʥʘʪ ʥʘʜ 80 000 ʥʦʚʠ ʩʣʫʯʘʷ ʩ ʥʘʜ 16 000 ʩʤʲʨʪʥʠ ʩʣʫʯʘʷ. 

5-ʛʦʜʠʰʥʘʪʘ  ʧʨʝʞʠʚʷʝʤʦʩʪ ʝ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 70% ʟʘ ʣʦʢʘʣʠʟʠʨʘʥʠ ʟʘʙʦʣʷʚʘʥʠʷ, 39,2% ʟʘ 

ʨʝʛʠʦʥʘʣʥʦ ʘʚʘʥʩʠʨʘʣʠ ʠ <10% ʧʨʠ ʥʘʣʠʯʠʝ ʥʘ ʜʘʣʝʯʥʠ ʤʝʪʘʩʪʘʪʠʯʥʠ ʦʛʥʠʱʘ [Cancer Stat 

Facts: Bladder Cancer, 2023]. ɿʘʙʦʣʷʚʘʥʝʪʦ ʝ ʩʚʲʨʟʘʥʦ ʩ ʧʦ-ʣʦʰʠ ʨʝʟʫʣʪʘʪʠ, ʦʩʦʙʝʥʦ ʩ 

ʜʘʣʝʯʥʦ ʨʘʟʧʨʦʩʪʨʘʥʝʥʠʝ, ʪʘʢʘ ʯʝ ʧʨʦʜʲʣʞʘʚʘʱʠʪʝ ʫʩʠʣʠʷ ʟʘ ʧʦʜʦʙʨʷʚʘʥʝ ʥʘ 

ʚʲʟʤʦʞʥʦʩʪʠʪʝ ʟʘ ʫʧʨʘʚʣʝʥʠʝ ʦʩʪʘʚʘʪ ʦʪ ʨʝʰʘʚʘʱʦ ʟʥʘʯʝʥʠʝ. 

1.3. ʈʠʩʢʦʚʠ ʬʘʢʪʦʨʠ ʠ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʅʷʢʦʣʢʦ ʨʠʩʢʦʚʠ ʬʘʢʪʦʨʘ ʩʝ ʩʚʲʨʟʚʘʪ ʩ ʨʘʟʚʠʪʠʝʪʦ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ, ʚʢʣʶʯʠʪʝʣʥʦ ʚʲʟʨʘʩʪ, ʧʦʣ, ʪʶʪʶʥʦʧʫʰʝʥʝ ʠ ʧʨʦʬʝʩʠʦʥʘʣʥʘ ʝʢʩʧʦʟʠʮʠʷ 

[Cumberbatch M.,2018]. ɿʘʙʦʣʷʚʘʥʝʪʦ ʝ ʯʝʪʠʨʠ ʧʲʪʠ ʧʦ-ʯʝʩʪʦ ʧʨʠ ʤʲʞʝʪʝ, ʦʪʢʦʣʢʦʪʦ ʧʨʠ 

ʞʝʥʠʪʝ. ʅʘʙʣʶʜʘʚʘ ʩʝ ʥʘʨʘʩʪʚʘʥʝ ʥʘ ʯʝʩʪʦʪʘʪʘ ʩ ʥʘʧʨʝʜʚʘʥʝ ʥʘ ʚʲʟʨʘʩʪʪʘ, ʪʲʡ ʢʘʪʦ ʥʘʜ 
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90% ʦʪ ʜʠʘʛʥʦʟʠʪʝ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʝ ʧʦʩʪʘʚʷʪ ʥʘ ʚʲʟʨʘʩʪ 55 ʠ ʧʦʚʝʯʝ 

ʛʦʜʠʥʠ.  

ʊʶʪʶʥʦʧʫʰʝʥʝʪʦ ʝ ʥʘʡ-ʚʘʞʥʠʷʪ ʤʦʜʠʬʠʮʠʨʫʝʤ ʨʠʩʢʦʚ ʬʘʢʪʦʨ, ʢʦʡʪʦ ʧʨʝʜʩʪʘʚʣʷʚʘ 

ʦʢʦʣʦ 50% ʦʪ ʚʩʠʯʢʠ ʩʣʫʯʘʠ ʧʨʠ ʤʲʞʝʪʝ ʠ 30% ʦʪ ʚʩʠʯʢʠ ʩʣʫʯʘʠ ʧʨʠ ʞʝʥʠʪʝ. ɼʦʢʘʟʘʥʦ ʝ, 

ʯʝ ʧʫʰʘʯʠʪʝ ʩʘ ʪʨʠ ʧʲʪʠ ʧʦ-ʩʢʣʦʥʥʠ ʜʘ ʨʘʟʚʠʷʪ ʟʘʙʦʣʷʚʘʥʝʪʦ, ʦʪʢʦʣʢʦʪʦ ʥʝʧʫʰʘʯʠʪʝ 

[Freedman,2011]. ʂʦʭʦʨʪʥʦ ʧʨʦʫʯʚʘʥʝ ʥʘ 422 010 ʫʯʘʩʪʥʠʮʠ ʩ 30-ʛʦʜʠʰʥʦ ʧʨʦʩʣʝʜʷʚʘʥʝ 

ʜʝʤʦʥʩʪʨʠʨʘ ʤʝʞʜʫ ʜʚʘ ʠ ʪʨʠ ʧʲʪʠ ʧʦʚʠʰʝʥʠ ʨʠʩʢʦʚʝ ʦʪ ʂʇʄ ʧʨʠ ʪʶʪʶʥʦʧʫʰʝʥʝ 

(ʩʲʦʪʥʦʰʝʥʠʝ ʥʘ ʨʠʩʢʘ [HR]: 2,32, 95% ʜʦʚʝʨʠʪʝʣʝʥ ʠʥʪʝʨʚʘʣ [CI]: 1,98ï2,73 ʧʨʠ ʤʲʞʝ ʠ 

HR: 2,75, 95% CI: 2,07ï3,64 ʧʨʠ ʞʝʥʠ) [Freedman ND, 2011; Jacob L,2018] . ɺ ʤʝʪʘ-ʘʥʘʣʠʟ 

ʦʪ 52 ʧʨʦʫʯʚʘʥʠʷ ʨʠʩʢʲʪ ʦʪ ʂʇʄ ʝ ʧʨʘʚʦ ʧʨʦʧʦʨʮʠʦʥʘʣʝʥ ʥʘ ʠʥʪʝʥʟʠʚʥʦʩʪʪʘ ʥʘ 

ʪʶʪʶʥʦʧʫʰʝʥʝʪʦ ʜʦ 20 ʮʠʛʘʨʠ ʥʘ ʜʝʥ (ʩʲʦʪʥʦʰʝʥʠʝ ʥʘ ʨʠʩʢʘ [RR]: 2,52, 95% CI: 2,41ï

2,64 ʟʘ ʜʝʩʝʪ ʮʠʛʘʨʠ ʥʘ ʜʝʥ ʠ RR: 3,27, 95% CI : 3,16ï3,38 ʟʘ 20 ʮʠʛʘʨʠ ʥʘ ʜʝʥ), ʥʦ ʩʣʝʜ 

ʪʦʚʘ ʠʤʘ ʧʣʘʪʦ. ʆʙʨʘʪʥʦ, ʨʠʩʢʲʪ ʦʪ ʂʇʄ ʥʘʨʘʩʪʚʘ ʙʝʟ ʧʣʘʪʦ ʩ ʧʨʦʜʲʣʞʠʪʝʣʥʦʩʪʪʘ ʥʘ 

ʪʶʪʶʥʦʧʫʰʝʥʝʪʦ [Zhao X, 2022]. ʈʠʩʢʲʪ ʦʪ ʂʇʄ ʥʘʤʘʣʷʚʘ ʩ ʚʨʝʤʝʪʦ ʩʣʝʜ ʩʧʠʨʘʥʝ ʥʘ 

ʪʶʪʶʥʦʧʫʰʝʥʝʪʦ. ɺ ʧʨʦʩʧʝʢʪʠʚʥʘ ʢʦʭʦʨʪʘ ʦʪ 143 279 ʞʝʥʠ ʚ ʧʦʩʪʤʝʥʦʧʘʫʟʘ, ʨʠʩʢʲʪ ʦʪ 

ʂʇʄ ʧʨʠ ʙʠʚʰʠ ʧʫʰʘʯʠ ʝ ʩ 25% ʧʦ-ʥʠʩʲʢ ʧʨʝʟ ʧʲʨʚʠʪʝ 10 ʛʦʜʠʥʠ ʩʣʝʜ ʩʧʠʨʘʥʝ ʥʘ 

ʪʶʪʶʥʦʧʫʰʝʥʝʪʦ  ʠ ʧʨʦʜʲʣʞʘʚʘ ʜʘ ʥʘʤʘʣʷʚʘ ʩ ʚʨʝʤʝʪʦ. ɺʲʧʨʝʢʠ ʪʦʚʘ, ʨʠʩʢʦʚʝʪʝ ʦʪ ʂʇʄ 

ʦʩʪʘʚʘʪ ʧʦ-ʚʠʩʦʢʠ ʧʨʠ ʙʠʚʰʠ ʧʫʰʘʯʠ 30 ʛʦʜʠʥʠ ʩʣʝʜ ʦʪʢʘʟʚʘʥʝ ʦʪ ʪʶʪʶʥʦʧʫʰʝʥʝʪʦ, 

ʦʪʢʦʣʢʦʪʦ ʧʨʠ ʥʠʢʦʛʘ ʥʝʧʫʰʠʣʠ  [Li Y, 2019] . ʄʝʪʘ-ʘʥʘʣʠʟ ʦʪ 14 ʧʨʦʫʯʚʘʥʠʷ (646 526 

ʫʯʘʩʪʥʠʮʠ) ʜʝʤʦʥʩʪʨʠʨʘ ʧʦʚʠʰʝʥ ʨʠʩʢ ʦʪ ʂʇʄ ʧʨʠ ʠʟʣʘʛʘʥʝ ʥʘ ʪʶʪʶʥʝʚ ʜʠʤ ʧʨʝʟ ʮʝʣʠʷ 

ʞʠʚʦʪ ʧʨʠ ʥʝʧʫʰʘʯʠ  (Ăʧʘʩʠʚʥʦ ʧʫʰʝʥʝñ) ʚ ʩʨʘʚʥʝʥʠʝ ʩ ʥʝʠʟʣʦʞʝʥʠ ʥʝʧʫʰʘʯʠ [Yan H, 

2018]. ʇʘʨʠʪʝ ʦʪ ʝʣʝʢʪʨʦʥʥʠ ʮʠʛʘʨʠ ʤʦʛʘʪ ʜʘ ʩʲʜʲʨʞʘʪ ʨʝʜʠʮʘ ʢʘʥʮʝʨʦʛʝʥʥʠ ʩʲʝʜʠʥʝʥʠʷ 

(ʥʘʧʨ. ʬʦʨʤʘʣʜʝʭʠʜ ʠ ʘʢʨʦʣʝʠʥ). ɼʘʥʥʠ ʦʪ 22 ʧʨʦʫʯʚʘʥʠʷ ʦʪʢʨʠʚʘʪ ʤʥʦʞʝʩʪʚʦ 

ʢʘʥʮʝʨʦʛʝʥʥʠ ʩʲʝʜʠʥʝʥʠʷ, ʩʚʲʨʟʘʥʠ ʩ ʂʇʄ (ʚʢʣ. ʦ-ʪʦʣʫʠʜʠʥ ʠ 2-ʥʘʬʪʠʣʘʤʠʥ) ʚ ʫʨʠʥʘʪʘ 

ʥʘ ʧʦʪʨʝʙʠʪʝʣʠ ʥʘ ʝʣʝʢʪʨʦʥʥʠ ʮʠʛʘʨʠ [Bjurlin M, 2021]. ʂʦʥʩʫʤʘʮʠʷʪʘ ʥʘ ʦʧʠʫʤ ʩʝ ʩʚʲʨʟʚʘ 

ʩ ʧʦʚʠʰʝʥ ʨʠʩʢ ʦʪ ʂʇʄ ʚ ʥʷʢʦʣʢʦ ʧʨʦʫʯʚʘʥʠʷ. ʇʨʦʩʧʝʢʪʠʚʥʦ ʢʦʭʦʨʪʥʦ ʧʨʦʫʯʚʘʥʝ ʥʘ ʥʘʜ 

50 000 ʧʘʮʠʝʥʪʠ ʩʲʩ ʩʨʝʜʝʥ ʧʝʨʠʦʜ ʥʘ ʧʨʦʩʣʝʜʷʚʘʥʝ ʦʪ 10 ʛʦʜʠʥʠ ʧʦʢʘʟʚʘ ʧʦʚʠʰʝʥ ʨʠʩʢ 

ʦʪ ʂʇʄ ʧʨʠ ʫʧʦʪʨʝʙʷʚʘʱʠ ʥʷʢʦʛʘ ʦʧʠʫʤ (ʧʫʰʝʥʝ ʠ ʧʦʛʣʲʱʘʥʝ) ʚ ʩʨʘʚʥʝʥʠʝ ʩ 

ʥʝʫʧʦʪʨʝʙʷʚʘʣʠ ʥʠʢʦʛʘ [Sheikh M, 2020].  

ʇʨʦʬʝʩʠʦʥʘʣʥʘʪʘ ʝʢʩʧʦʟʠʮʠʷ ʥʘ ʦʧʨʝʜʝʣʝʥʠ ʭʠʤʠʯʥʠ ʩʲʝʜʠʥʝʥʠʷ (ʧʦʣʠʮʠʢʣʠʯʥʠ 

ʘʨʦʤʘʪʥʠ ʚʲʛʣʝʚʦʜʦʨʦʜʠ ʠ ʘʨʦʤʘʪʥʠ ʘʤʠʥʠ) ʩʝ ʩʚʲʨʟʚʘ ʩ ʧʦʚʠʰʝʥ ʨʠʩʢ ʦʪ ʨʘʢ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ, ʧʨʝʜʩʪʘʚʣʷʚʘʱ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 5-10% ʦʪ ʚʩʠʯʢʠ ʩʣʫʯʘʠ [Cumberbatch M., 2018].  

ʉʢʘʥʜʠʥʘʚʩʢʦ ʢʦʭʦʨʪʥʦ ʧʨʦʫʯʚʘʥʝ ʥʘ 14,9 ʤʠʣʠʦʥʘ ʧʘʮʠʝʥʪʠ (ʚʢʣʶʯʠʪʝʣʥʦ 111 458 

ʩʣʫʯʘʷ ʥʘ ʂʇʄ.) ʩʲʦʙʱʘʚʘ ʟʘ ʥʘʡ-ʚʠʩʦʢʠ ʩʪʘʥʜʘʨʪʠʟʠʨʘʥʠ ʢʦʝʬʠʮʠʝʥʪʠ ʥʘ ʯʝʩʪʦʪʘ (SIRs), 
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ʢʦʨʠʛʠʨʘʥʠ ʩʧʨʷʤʦ ʧʫʰʝʥʝʪʦ, ʧʨʠ ʢʦʤʠʥʦʯʠʩʪʘʯʠ, ʩʝʨʚʠʪʴʦʨʠ, ʬʨʠʟʴʦʨʠ, ʛʦʪʚʘʯʠ ʠ 

ʩʪʶʘʨʜʠ, ʧʨʠʥʪʝʨʠ, ʤʦʨʷʮʠ ʠ ʰʦʬʴʦʨʠ [Hadkhale K, 2019]. ʇʘʨʠʪʝ ʦʪ ʝʣʝʢʪʨʦʥʥʠ ʮʠʛʘʨʠ 

ʤʦʛʘʪ ʜʘ ʩʲʜʲʨʞʘʪ ʨʝʜʠʮʘ ʢʘʥʮʝʨʦʛʝʥʥʠ ʩʲʝʜʠʥʝʥʠʷ (ʥʘʧʨ. ʬʦʨʤʘʣʜʝʭʠʜ ʠ ʘʢʨʦʣʝʠʥ). 

ɼʘʥʥʠ ʦʪ 22 ʧʨʦʫʯʚʘʥʠʷ ʦʪʢʨʠʚʘʪ ʤʥʦʞʝʩʪʚʦ ʢʘʥʮʝʨʦʛʝʥʥʠ ʩʲʝʜʠʥʝʥʠʷ, ʩʚʲʨʟʘʥʠ ʩ ʂʇʄ 

(ʚʢʣ. ʦ-ʪʦʣʫʠʜʠʥ ʠ 2-ʥʘʬʪʠʣʘʤʠʥ) ʚ ʫʨʠʥʘʪʘ ʥʘ ʧʦʪʨʝʙʠʪʝʣʠ ʥʘ ʝʣʝʢʪʨʦʥʥʠ ʮʠʛʘʨʠ [Bjurlin 

M, 2021]. 

ɼʨʫʛʠ ʨʠʩʢʦʚʠ ʬʘʢʪʦʨʠ ʚʢʣʶʯʚʘʪ ʭʨʦʥʠʯʥʠ ʠʥʬʝʢʮʠʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, 

ʬʘʤʠʣʥʘ ʘʥʘʤʥʝʟʘ, ʛʝʥʝʪʠʯʥʦ ʧʨʝʜʨʘʟʧʦʣʦʞʝʥʠʝ, ʢʦʥʢʨʝʤʝʥʪʠ ʚ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, 

ʧʨʦʜʲʣʞʠʪʝʣʥʘ ʢʘʪʝʪʝʨʠʟʘʮʠʷ ʠ ʧʨʝʜʭʦʞʜʘʱʘ ʣʯ̡ʝʚʘ ʪʝʨʘʧʠʷ ʚ ʦʙʣʘʩʪʪʘ ʥʘ ʪʘʟʘ, 

ʜʦʙʨʦʢʘʯʝʩʪʚʝʥʘ ʧʨʦʩʪʘʪʥʘ ʭʠʧʝʨʧʣʘʟʠʷ, ʘʩʪʤʘ, ʘʚʪʦʠʤʫʥʝʥ ʚʘʩʢʫʣʠʪ. ʍʨʦʥʠʯʥʘʪʘ 

ʠʥʬʝʢʮʠʷ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʝ ʩʚʲʨʟʚʘ ʩ ʧʦʚʠʰʝʥ ʨʠʩʢ ʦʪ ʧʣʦʩʢʦʢʣʝʪʲʯʝʥ ʢʘʨʮʠʥʦʤ, 

ʢʦʡʪʦ ʧʨʝʜʩʪʘʚʣʷʚʘ ʧʦ-ʤʘʣʢʦ ʦʪ 2% ʦʪ ʚʩʠʯʢʠ ʩʣʫʯʘʠ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. 

ɻʝʥʝʪʠʯʥʘʪʘ ʧʨʝʜʨʘʟʧʦʣʦʞʝʥʦʩʪ ʩʲʱʦ ʤʦʞʝ ʜʘ ʠʛʨʘʝ ʨʦʣʷ ʚ ʨʘʟʚʠʪʠʝʪʦ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ 

ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, ʪʲʡ ʢʘʪʦ ʩʘ ʠʜʝʥʪʠʬʠʮʠʨʘʥʠ ʥʷʢʦʣʢʦ ʛʝʥʘ, ʢʦʠʪʦ ʩʘ ʩʚʲʨʟʘʥʠ ʩ ʧʦʚʠʰʝʥ 

ʨʠʩʢ ʦʪ ʟʘʙʦʣʷʚʘʥʝʪʦ. IARC ʢʣʘʩʠʬʠʮʠʨʘ ʮʠʢʣʦʬʦʩʬʘʤʠʜ ʠ ʭʣʦʨʥʘʬʘʟʠʥ ʢʘʪʦ ʠʤʘʱʠ 

ʜʦʩʪʘʪʲʯʥʦ ʜʦʢʘʟʘʪʝʣʩʪʚʘ ʟʘ ʧʦʚʠʰʝʥ ʨʠʩʢ ʦʪ ʨʘʟʚʠʪʠʝ ʥʘ ʂʇʄ [IARC, 2022].  

ʇʨʦʫʯʚʘʪʝʣʥʠʪʝ ʜʦʢʘʟʘʪʝʣʩʪʚʘ ʧʦʢʘʟʚʘʪ ʧʦʚʠʰʝʥʠ ʨʠʩʢʦʚʝ ʦʪ ʂʇʄ ʧʨʠ 

ʧʨʠʣʦʞʝʥʦ ʣʝʯʝʥʠʝ ʩ ʧʠʦʛʣʠʪʘʟʦʥ [Tang H., 2018; Adil M., 2018], ʨʘʥʠʪʠʜʠʥ [Cardwell C., 

2021], ʣʝʚʦʪʠʨʦʢʩʠʥ [Wandell P., 2020] ʠ ʘʥʛʠʦʪʝʥʟʠʥ-2 ʨʝʮʝʧʪʦʨʥʠ ʙʣʦʢʝʨʠ. ʅʝ ʩʝ 

ʥʘʙʣʶʜʘʚʘ ʟʥʘʯʠʤʘ ʚʨʲʟʢʘ ʟʘ ʤʝʪʬʦʨʤʠʥ [Hu J.,2018], ʘʩʧʠʨʠʥ [Santucci C., 2021], ʩʪʘʪʠʥʠ 

[Guersio V., 2019], ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʘʥʛʠʦʪʝʥʟʠʥ-ʢʦʥʚʝʨʪʠʨʘʱʠʷ ʝʥʟʠʤ, ʙʣʦʢʝʨʠ ʥʘ 

ʢʘʣʮʠʝʚʠʪʝ ʢʘʥʘʣʠ ʠʣʠ ʜʠʫʨʝʪʠʮʠ [Xie Y.,2020]. ʀʤʘ ʩʤʝʩʝʥʠ ʨʝʟʫʣʪʘʪʠ ʟʘ ʜʦʢʣʘʜʠ ʟʘ 

ʘʥʜʨʦʛʝʥʥʘ ʜʝʧʨʠʚʘʮʠʦʥʥʘ ʪʝʨʘʧʠʷ [Santella C., 2020]  ʠ 5-ʘʣʬʘ ʨʝʜʫʢʪʘʟʥʠ ʠʥʭʠʙʠʪʦʨʠ 

[Kim A.,2020; Sathiananthen NJ, 2018]. ʆʙʱʦ ʧʝʪ ʧʨʦʫʯʚʘʥʠʷ ʧʦʢʘʟʚʘʪ ʚʨʲʟʢʘ ʤʝʞʜʫ 

ʥʠʩʢʠʪʝ ʩʝʨʫʤʥʠ ʥʠʚʘ ʥʘ ʚʠʪʘʤʠʥ D ʠ ʨʠʩʢʘ ʦʪ ʂʇʄ [Dunn JA, 2019] . ʉʲʦʙʱʘʚʘ ʩʝ ʟʘ 

ʧʦʚʠʰʝʥ ʨʠʩʢ ʦʪ ʂʇʄ ʧʨʠ ʚʠʩʦʢʘ ʢʦʥʩʫʤʘʮʠʷ ʥʘ ʚʠʪʘʤʠʥ B1 ʚ ʩʨʘʚʥʝʥʠʝ ʩ ʥʠʩʢʘ 

ʢʦʥʩʫʤʘʮʠʷ ʩʘʤʦ ʧʨʠ ʤʲʞʝ [Boot I., 2022] .  

ʅ̫ ʢʦʠ ʧʨʦʫʯʚʘʥʠʷ ʧʨʝʜʧʦʣʘʛʘʪ, ʯʝ ʜʠʝʪʠʯʥʠ ʬʘʢʪʦʨʠ ʢʘʪʦ ʧʦʚʠʰʝʥʘ ʢʦʥʩʫʤʘʮʠʷ 

ʥʘ ʧʣʦʜʦʚʝ, ʟʝʣʝʥʯʫʮʠ ʦʪ ʩʝʤʝʡʩʪʦ ʂʨʲʩʪʦʮʚʝʪʥʠ ʠ ʢʠʩʝʣʦ ʤʣʷʢʦ ʤʦʛʘʪ ʜʘ ʠʤʘʪ ʟʘʱʠʪʝʥ 

ʝʬʝʢʪ ʩʨʝʱʫ ʂʇʄ. ɼʦʢʘʟʘʥ ʝ ʠ ʧʨʦʪʝʢʪʠʚʝʥ ʝʬʝʢʪ ʥʘ ʬʠʟʠʯʝʩʢʘʪʘ ʘʢʪʠʚʥʦʩʪ ʠ ʫʤʝʨʝʥʘʪʘ 

ʢʦʥʩʫʤʘʮʠʷ ʥʘ ʘʣʢʦʭʦʣ ʚʲʨʭʫ ʨʠʩʢʘ ʦʪ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 
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1.4. ʇʨʦʛʥʦʟʘ, ʨʝʮʠʜʠʚʠ ʠ ʧʨʦʛʨʝʩʠʷ ʧʨʠ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʇʦʚʝʯʝʪʦ ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʟʘʙʦʣʷʚʘʥʠʷ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʠ 

ʩʝ ʢʣʘʩʠʬʠʮʠʨʘʪ ʢʘʪʦ ʥʝ-ʤʫʩʢʫʣʥʦ ʠʥʚʘʟʠʚʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (NMIBC) ʠʣʠ 

ʤʫʩʢʫʣʥʦ-ʠʥʚʘʟʠʚʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (MIBC), ʧʦʨʘʜʠ ʨʘʟʣʠʯʥʠ ʧʦʩʣʝʜʠʮʠ ʟʘ 

ʣʝʯʝʥʠʝʪʦ ʥʘ ʧʘʮʠʝʥʪʠʪʝ. MIBC ʦʙʠʢʥʦʚʝʥʦ ʩʝ ʜʠʘʛʥʦʩʪʠʮʠʨʘ de novo, ʥʦ ʤʦʞʝ ʜʘ 

ʚʲʟʥʠʢʥʝ ʦʪ 10-20% ʦʪ ʩʣʫʯʘʠʪʝ ʥʘ NMIBC, ʢʦʠʪʦ ʚ ʢʨʘʡʥʘ ʩʤʝʪʢʘ ʧʨʦʛʨʝʩʠʨʘʪ. MIBC ʝ 

ʧʦ-ʘʛʨʝʩʠʚʥʦ ʙʦʣʝʩʪʥʦ ʩʲʩʪʦʷʥʠʝ ʠ ʩʝ ʩʚʲʨʟʚʘ ʩ 5-ʛʦʜʠʰʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪ ʦʪ 60% ʟʘ 

ʧʘʮʠʝʥʪʠ ʩ ʣʦʢʘʣʠʟʠʨʘʥʦ ʟʘʙʦʣʷʚʘʥʝ ʠ <10% ʟʘ ʧʘʮʠʝʥʪʠ ʩ ʦʪʜʘʣʝʯʝʥʠ ʤʝʪʘʩʪʘʟʠ. 

ʇʘʮʠʝʥʪʠʪʝ ʩ ʢʘʨʮʠʥʦʤ in situ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʧʦʢʘʟʚʘʪ ʚʠʩʦʢ ʨʠʩʢ ʦʪ ʨʝʮʠʜʠʚ, 

ʧʨʦʛʨʝʩʠʷ ʠ ʯʝʩʪʦʪʘ ʥʘ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ. ʂʘʨʮʠʥʦʤʲʪ in situ (CIS) ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʝ 

ʚʠʩʦʢʦʩʪʝʧʝʥʥʘ ʧʣʦʩʢʘ ʣʝʟʠʷ, ʦʛʨʘʥʠʯʝʥʘ ʜʦ ʣʠʛʘʚʠʮʘʪʘ, ʩ ʧʨʦʬʠʣ ʥʘ ʛʝʥʥʘ ʝʢʩʧʨʝʩʠʷ, 

ʧʦʜʦʙʝʥ ʥʘ ʪʦʟʠ ʥʘ ʤʫʩʢʫʣʥʦ-ʠʥʚʘʟʠʚʝʥ ʨʘʢ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (MIBC). ɹʝʟ ʘʜʶʚʘʥʪʥʘ 

ʠʤʫʥʦʪʝʨʘʧʠʷ ʩ BCG (Bacillus Calmette-Gu®rin), ʜʦ 50% ʦʪ ʧʘʮʠʝʥʪʠʪʝ ʩ CIS ʧʨʝʪʲʨʧʷʚʘʪ 

ʧʨʦʛʨʝʩʠʷ ʜʦ MIBC. ʇʨʠ ʧʨʦʚʝʜʝʥʦ ʧʨʦʫʯʚʘʥʝ [Subiela,J., 2023]  ʩʲʩ ʩʨʝʜʥʦ ʧʨʦʩʣʝʜʷʚʘʥʝ 

ʦʪ 70,5 ʤʝʩʝʮʘ, 5 ʠ 10 ʛʦʜʠʰʥʘʪʘ ʧʨʝʞʠʚʷʝʤʦʩʪ ʙʝʟ ʨʝʮʠʜʠʚ (RFS) ʝ 82% ʠ 52%, 

ʧʨʝʞʠʚʷʝʤʦʩʪʪʘ ʙʝʟ ʧʨʦʛʨʝʩʠʷ (PFS) ʝ 93,6% ʠ 75,8%, ʘ ʯʝʩʪʦʪʘʪʘ ʥʘ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ 

ʝ ʩʲʦʪʚʝʪʥʦ 1,7% ʠ 2,9%. ʇʦʚʝʯʝʪʦ ʩʲʙʠʪʠʷ ʥʘ ʨʝʮʠʜʠʚ (73,6%) ʠ ʧʨʦʛʨʝʩʠʷ (69,1%) ʩʘ 

ʥʘʩʪʲʧʠʣʠ ʧʨʝʟ ʧʲʨʚʠʪʝ 3 ʛʦʜʠʥʠ ʦʪ ʧʨʦʩʣʝʜʷʚʘʥʝʪʦ, ʜʦʢʘʪʦ 38,7% ʦʪ ʩʣʫʯʘʠʪʝ ʥʘ 

ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʩʘ ʨʝʛʠʩʪʨʠʨʘʥʠ ʩʣʝʜ 5 ʛʦʜʠʥʠ ʦʪ ʧʨʦʩʣʝʜʷʚʘʥʝʪʦ. ʇʘʮʠʝʥʪʠʪʝ, ʢʦʠʪʦ 

ʩʘ ʧʦʣʫʯʠʣʠ ʣʝʯʝʥʠʝ ʩ BCG, ʠʤʘʪ ʧʦ-ʥʠʩʲʢ ʨʠʩʢ ʦʪ ʨʝʮʠʜʠʚ, ʧʨʦʛʨʝʩʠʷ ʠ ʯʝʩʪʦʪʘ ʥʘ 

ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ [Subiela J., 2023] 

 ʇʨʠ ʧʘʮʠʝʥʪʠ ʩ ʚʠʩʦʢʦʩʪʝʧʝʥʝʥ ʥʝ-ʤʫʩʢʫʣʥʦ ʠʥʚʘʟʠʚʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ 

ʧʨʦʫʯʚʘʥʝ ʥʘ Chamie K. (2011) ʫʩʪʘʥʦʚʷʚʘ, ʯʝ ʧʦʯʪʠ ʪʨʠ ʯʝʪʚʲʨʪʠ ʦʪ ʧʘʮʠʝʥʪʠʪʝ ʨʘʟʚʠʚʘʪ 

ʨʝʮʠʜʠʚ ʩʣʝʜ 10 ʛʦʜʠʥʠ ï 41% ʙʝʟ ʧʨʦʛʨʝʩʠʷ, ʜʦʢʘʪʦ ʜʦʧʲʣʥʠʪʝʣʥʠ 33% ʧʨʦʛʨʝʩʠʨʘʪ ʜʦ 

ʤʠʦʠʥʚʘʟʠʚeʥ ʢʘʨʮʠʥʦʤ. 40% (981 ʦʪ 2449) ʦʪ ʧʘʮʠʝʥʪʠʪʝ ʩ ʧʨʦʛʨʝʩʠʨʘʱ ʢʘʨʮʠʥʦʤ 

ʫʤʠʨʘʪ ʦʪ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ɼʦʢʘʪʦ ʧʦʣʲʪ ʠ ʨʘʩʘʪʘ ʥʝ ʢʦʨʝʣʠʨʘʪ ʩ ʯʝʩʪʦʪʘʪʘ 

ʥʘ ʨʝʮʠʜʠʚʠʪʝ, ʪʝ ʩʘ ʟʥʘʯʠʪʝʣʥʦ ʩʚʲʨʟʘʥʠ ʩ ʧʨʦʛʨʝʩʠʷʪʘ ʠ ʥʠʚʘʪʘ ʥʘ ʩʤʲʨʪʥʦʩʪ, ʩʚʲʨʟʘʥʘ 

ʩʲʩ ʩʧʝʮʠʬʠʯʥʠ ʧʨʠʯʠʥʠ. ɾʝʥʠʪʝ ʠ ʯʝʨʥʦʢʦʞʠʪʝ ʧʘʮʠʝʥʪʠ ʩʘ ʠʤʘʣʠ ʧʦ-ʚʠʩʦʢʘ 

ʚʝʨʦʷʪʥʦʩʪ ʦʪ ʧʨʦʛʨʝʩʠʨʘʥʝ ʠ ʚ ʢʨʘʡʥʘ ʩʤʝʪʢʘ ʩʤʲʨʪ ʦʪ ʂʇʄ, ʦʪʢʦʣʢʦʪʦ ʩʲʦʪʚʝʪʥʦ ʤʲʞʝʪʝ 

ʠ ʙʝʣʠʪʝ. ʅʝʙʣʘʛʦʧʨʠʷʪʥʘʪʘ ʧʨʦʛʥʦʟʘ ʟʘ ʥʝ-ʤʫʩʢʫʣʥʦ-ʠʥʚʘʟʠʚʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ, ʧʨʦʛʨʝʩʠʨʘʱ ʜʦ ʤʠʦʠʥʚʘʟʠʚʥʦ ʟʘʙʦʣʷʚʘʥʝ, ʧʦʜʯʝʨʪʘʚʘ ʥʝʦʙʭʦʜʠʤʦʩʪʪʘ ʦʪ ʨʘʥʥʦ 

ʠʥʪʝʥʟʠʚʥʦ ʠʟʩʣʝʜʚʘʥʝ ʥʘ ʪʘʟʠ ʚʠʩʦʢʦʨʠʩʢʦʚʘ ʧʦʧʫʣʘʮʠʷ. [Chamie K,2011] . 
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ʅʘʧʨʝʜʚʘʥʝʪʦ ʥʘ ʚʲʟʨʘʩʪʪʘ ʝ ʩʚʲʨʟʘʥʦ ʩ ʧʦ-ʚʠʩʦʢ ʧʨʦʮʝʥʪ ʥʘ ʩʤʲʨʪʥʦʩʪ ʦʪ 

ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʇʦ-ʚʠʩʦʢʘʪʘ ʩʧʝʮʠʬʠʯʥʘ ʟʘ ʨʘʢʘ ʩʤʲʨʪʥʦʩʪ ʩʨʝʜ 

ʚʲʟʨʘʩʪʥʠʪʝ ʭʦʨʘ ʤʦʞʝ ʜʘ ʝ ʨʝʟʫʣʪʘʪ ʠʣʠ ʦʪ ʢʘʯʝʩʪʚʦʪʦ ʥʘ ʛʨʠʞʠʪʝ, ʠʣʠ ʦʪ 

ʨʝʘʢʮʠʷʪʘ/ʣʠʧʩʘʪʘ ʥʘ ʪʘʢʘʚʘ ʢʲʤ ʧʨʦʚʝʞʜʘʥʦʪʦ ʣʝʯʝʥʠʝ.  

 ʇʨʦʛʥʦʟʘʪʘ ʥʘ ʧʘʮʠʝʥʪʠʪʝ, ʜʠʘʛʥʦʩʪʠʮʠʨʘʥʠ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʜʦ ʛʦʣʷʤʘ 

ʩʪʝʧʝʥ ʟʘʚʠʩʠ ʦʪ ʧʨʘʚʠʣʥʘʪʘ ʭʠʩʪʦʣʦʛʠʯʥʘ ʢʣʘʩʠʬʠʢʘʮʠʷ ʥʘ ʪʫʤʦʨʘ. ʎʝʣʪʘ ʥʘ 

ʢʣʘʩʠʬʠʢʘʮʠʷʪʘ ʝ ʜʘ ʤʦʞʝ ʜʘ ʠʜʝʥʪʠʬʠʮʠʨʘ ʛʨʫʧʠ ʦʪ ʧʘʮʠʝʥʪʠ ʩʧʦʨʝʜ ʨʘʟʣʠʯʥʠ 

ʧʦʢʘʟʘʪʝʣʠ ʠ ʜʘ ʫʧʨʘʚʣʷʚʘ ʣʝʯʝʥʠʝʪʦ ʠʤ ʧʦ ʥʘʡ-ʧʦʣʝʟʝʥ ʟʘ ʪʷʭ ʥʘʯʠʥ. ʀʜʝʘʣʥʘʪʘ 

ʢʣʘʩʠʬʠʢʘʮʠʦʥʥʘ ʩʠʩʪʝʤʘ e ʩʪʘʙʠʣʥʘ, ʚʲʟʧʨʦʠʟʚʦʜʠʤʘ ʠ ʧʨʦʟʨʘʯʥʘ. ʊʨʷʙʚʘ ʜʘ ʝ 

ʩʨʘʚʥʠʪʝʣʥʦ ʣʝʩʥʘ ʟʘ ʠʟʧʲʣʥʝʥʠʝ ʢʘʢʪʦ ʦʪ ʧʘʪʦʣʦʟʠʪʝ, ʪʘʢʘ ʠ ʦʪ ʫʨʦʣʦʟʠʪʝ ʠ ʦʥʢʦʣʦʟʠʪʝ, 

ʢʦʠʪʦ ʷ ʧʨʠʣʘʛʘʪ ʚ ʧʨʦʮʝʩʘ ʥʘ ʚʟʝʤʘʥʝ ʥʘ ʨʝʰʝʥʠʝ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ. 

 

1.5. ʀʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠʪʝ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ ʚ ʣʝʯʝʥʠʝʪʦ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ 

ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʇʨʝʟ ʧʦʩʣʝʜʥʦʪʦ ʜʝʩʝʪʠʣʝʪʠʝ ʠʤʫʥʦʪʝʨʘʧʠʷʪʘ ʨʝʚʦʣʶʮʠʦʥʠʟʠʨʘ ʣʝʯʝʥʠʝʪʦ ʥʘ ʢʘʨʮʠʥʦʤʘ 

ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʊʦʡ ʩʝ ʧʦʩʦʯʚʘ ʢʘʪʦ ʪʫʤʦʨ, ʩʲʜʲʨʞʘʱ ʥʘʡ-ʤʥʦʛʦ ʩʦʤʘʪʠʯʥʠ ʤʫʪʘʮʠʠ 

[Alexandrov L., 2017] ʠ ʪʦʚʘ ʛʦ ʦʧʨʝʜʝʣʷ ʢʘʪʦ ʦʩʦʙʝʥʦ ʧʦʜʭʦʜʷʱ ʟʘ ʠʤʫʥʦʪʝʨʘʧʝʚʪʠʯʥʦ 

ʧʦʚʣʠʷʚʘʥʝ. ʀʤʫʥʦʪʝʨʘʧʠʷʪʘ, ʠʟʧʦʣʟʚʘʱʘ ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ 

(ʀʀʂʊ, Immune Check-point Inhibitors, ICIs), ʧʨʘʚʠ ʨʝʚʦʣʶʮʠʷ ʚ ʣʝʯʝʥʠʝʪʦ ʥʘ ʙʦʣʝʩʪʪʘ. 

ICIs ʙʣʦʢʠʨʘʪ ʩʠʛʥʘʣʥʠʷ ʧʲʪ, ʢʦʡʪʦ ʠʥʭʠʙʠʨʘ ʘʢʪʠʚʥʦʩʪʪʘ ʥʘ ʊ-ʣʠʤʬʦʮʠʪʠʪʝ ʠ ʥʘʩʲʨʯʘʚʘ 

ʨʘʩʪʝʞʘ ʥʘ ʪʫʤʦʨʘ, ʧʨʝʜʦʪʚʨʘʪʷʚʘʡʢʠ ʠʟʪʦʱʝʥʠʝʪʦ ʥʘ ʊ-ʢʣʝʪʢʠʪʝ ʠ ʧʦʟʚʦʣʷʚʘʡʢʠ ʥʘ 

ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ ʜʘ ʨʘʟʧʦʟʥʘʚʘ ʠ ʘʪʘʢʫʚʘ ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ ʧʦ-ʝʬʝʢʪʠʚʥʦ. ʇʨʠʮʝʣʥʠ 

ʧʨʦʪʝʠʥʠ ʟʘ ʠʥʭʠʠʪʦʨʠʪʝ ʥʘ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ ʩʘ ʩʘ PD-1 ʠ ʥʝʛʦʚʠʷʪ ʣʠʛʘʥʜ PD-L1 ʠ CTLA-

4. ɸʤʝʨʠʢʘʥʩʢʘʪʘ ʘʜʤʠʥʠʩʪʨʘʮʠʷ ʧʦ ʭʨʘʥʠʪʝ ʠ ʣʝʢʘʨʩʪʚʘʪʘ (FDA) ʦʜʦʙʨʷʚʘ ʥʷʢʦʣʢʦ ICIs, 

ʚʢʣʶʯʠʪʝʣʥʦ PD-1 ʠʥʭʠʙʠʪʦʨʠ (nivolumab, pembrolizumab ʠ cemiplimab), PD-L1 

ʠʥʭʠʙʠʪʦʨʠ (atezolizumab, durvalumab ʠ avelumab) ʠ CTLA-4 ʠʥʭʠʙʠʪʦʨ (ipilimumab) . 

CTLA4 ʙʣʦʢʝʨʲʪ ʠʧʠʣʠʤʫʤʘʙ ʝ ʦʜʦʙʨʝʥ ʧʨʝʟ 2011 ʛ., ʜʦʢʘʪʦ ʥʠʚʦʣʫʤʘʙ ʠ ʧʝʤʙʨʦʣʠʟʫʤʘʙ 

(PD-1 ʠʥʭʠʙʠʪʦʨʠ) ʩʘ ʦʜʦʙʨʝʥʠ ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʧʨʝʟ 2014 ʛ. ʠʣʠ ʢʘʪʦ 

ʩʘʤʦʩʪʦʷʪʝʣʥʦ ʩʨʝʜʩʪʚʦ, ʠʣʠ ʚ ʢʦʤʙʠʥʘʮʠʷ ʩ ʜʨʫʛʘ ʠʤʫʥʦʪʝʨʘʧʠʷ ʠʣʠ ʩ ʭʠʤʠʦʪʝʨʘʧʠʷ ʠ 

ʣʲʯʝʚʘ ʪʝʨʘʧʠʷ, ʢʘʪʦ ʚ ʤʦʤʝʥʪʘ ʩʝ ʧʨʦʚʝʞʜʘʪ ʥʷʢʦʣʢʦ ʢʣʠʥʠʯʥʠ ʠʟʧʠʪʚʘʥʠʷ ʟʘ 

ʦʧʪʠʤʠʟʠʨʘʥʝ ʥʘ ʧʨʠʣʦʞʝʥʠʝʪʦ ʠʤ. ɽʚʨʦʧʝʡʩʢʘʪʘ ʘʛʝʥʮʠʷ ʟʘ ʣʝʢʘʨʩʪʚʘ  ʜʘʚʘ ʦʜʦʙʨʝʥʠʝ 

ʩʘ ʣʝʯʝʥʠʝ ʥʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩ PD-L1 ʠʥʭʠʙʠʪʦʨʠʪʝ ʦʪ 2017 ʛʦʜʠʥʘ (atezolizumab) ʠ 

durvalumab ʦʪ 2023 ʛʦʜʠʥʘ. CTLA-4 ʜʝʡʩʪʚʘ ʨʘʥʦ ʚ ʧʨʦʮʝʩʘ ʥʘ ʘʥʪʠʪʫʤʦʨʥʠʷ ʠʤʫʥʝʥ 

ʦʪʛʦʚʦʨ, ʟʘ ʜʘ ʧʨʝʜʦʪʚʨʘʪʠ ʘʢʪʠʚʠʨʘʥʝʪʦ ʥʘ ʊ-ʣʠʤʬʦʮʠʪʠʪʝ. CTLA-4 ʠʥʭʠʙʠʪʦʨʠʪʝ 
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ʙʣʦʢʠʨʘʪ ʧʨʦʪʝʠʥʘ CTLA-4, ʥʘʤʠʨʘʱ ʩʝ ʚ ʊ-ʣʠʤʬʦʮʠʪʠʪʝ, ʢʦʝʪʦ ʠʤ ʧʦʟʚʦʣʷʚʘ ʜʘ ʩʝ 

ʘʢʪʠʚʠʨʘʪ ʩʨʝʱʫ ʪʫʤʦʨʥʠʪʝ  ʢʣʝʪʢʠ. ʆʪ ʜʨʫʛʘ ʩʪʨʘʥʘ, PD-1 ʧʨʦʪʝʠʥʠ ʚʲʨʭʫ ʊ-

ʣʠʤʬʦʮʠʪʠʪʝ ʩʝ ʩʚʲʨʟʚʘʪ ʩ PD-L1, ʯʝʩʪʦ ʝʢʩʧʨʝʩʠʨʘʥ ʦʪ ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ. ʂʦʛʘʪʦ PD-1 

ʩʝ ʩʚʲʨʞʝ ʩ PD-L1, ʪʦʡ ʠʟʧʨʘʱʘ ʩʠʛʥʘʣ ʜʦ ʊ-ʣʠʤʬʦʮʠʪʠʪʝ ʜʘ ʩʝ ʜʝʘʢʪʠʚʠʨʘʪ, 

ʧʨʝʜʦʪʚʨʘʪʷʚʘʡʢʠ ʘʪʘʢʘʪʘ ʥʘ ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ ʩʨʝʱʫ  ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ. ʂʘʪʦ ʙʣʦʢʠʨʘʪ 

PD-1, ʠʥʭʠʙʠʪʦʨʠʪʝ ʥʘ PD-1 ʧʦʟʚʦʣʷʚʘʪ ʥʘ ʊ-ʣʠʤʬʦʮʠʪʠʪʝ  ʜʘ ʦʩʪʘʥʘʪ ʘʢʪʠʚʥʠ, ʟʘ ʜʘ 

ʧʨʦʜʲʣʞʘʪ ʜʘ ʘʪʘʢʫʚʘ ʪʫʤʦʨʥʠʪʝ  ʢʣʝʪʢʠ. 

ICIs, ʥʘʩʦʯʝʥʠ ʢʲʤ PD-1 ʠ PD-L1, ʩʘ ʧʦʢʘʟʘʣʠ ʟʥʘʯʠʪʝʣʥʘ ʢʣʠʥʠʯʥʘ ʝʬʠʢʘʩʥʦʩʪ ʧʨʠ 

ʣʝʯʝʥʠʝʪʦ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, ʦʩʦʙʝʥʦ ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ ʚʠʩʦʢʘ ʝʢʩʧʨʝʩʠʷ ʥʘ 

PD-L1 [Shitara K.,2020]. ʉʣʝʜ ʨʝʟʫʣʪʘʪʠʪʝ ʦʪ ʧʨʦʫʯʚʘʥʝʪʦ IMvigor210, ʢʦʝʪʦ ʧʦʢʘʟʘ 

ʯʝʩʪʦʪʘ ʥʘ ʪʨʘʝʥ ʦʪʛʦʚʦʨ ʦʪ 23% ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1 Ó 5% [Rosenberg, J., 

2024], ʘʪʝʟʦʣʠʟʫʤʘʙ, ʘʥʪʠ-PD-L1 ʘʥʪʠʪʷʣʦ, ʩʪʘʥʘ ʧʲʨʚʘʪʘ ʦʜʦʙʨʝʥʘ ʦʪ FDA ʠʤʫʥʦʪʝʨʘʧʠʷ 

ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʣʦʢʘʣʥʦ ʥʘʧʨʝʜʥʘʣ ʠʣʠ ʤʝʪʘʩʪʘʪʠʯʝʥ ʨʘʢ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʧʨʝʟ 2016 ʛ. 

[FDA Review of indications, 2016]. ɸʪʝʟʦʣʠʟʫʤʘʙ ʟʥʘʯʠʪʝʣʥʦ ʧʦʜʦʙʨʷʚʘ ʦʙʱʘʪʘ 

ʧʨʝʞʠʚʷʝʤʦʩʪ ʠ ʧʨʝʞʠʚʷʝʤʦʩʪʪʘ ʙʝʟ ʧʨʦʛʨʝʩʠʷ ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ ʥʘʧʨʝʜʥʘʣ ʢʘʨʮʠʥʦʤ ʥʘ 

ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ [Bellmunt., 2017], ʢʦʝʪʦ ʛʦ ʧʨʘʚʠ ʧʨʝʜʧʦʯʠʪʘʥʦ ʣʝʯʝʥʠʝ ʦʪ ʧʲʨʚʘ ʣʠʥʠʷ, 

ʢʦʤʙʠʥʠʨʘʥʦ ʩ ʙʘʟʠʨʘʥʘ ʥʘ ʧʣʘʪʠʥʘ ʭʠʤʠʦʪʝʨʘʧʠʷ ʟʘ ʥʘʧʨʝʜʥʘʣ ʠʣʠ ʤʝʪʘʩʪʘʪʠʯʝʥ 

ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʉʣʝʜ ʧʦʩʣʝʜʚʘʱʠ ʟʘʙʝʣʝʞʠʪʝʣʥʠ ʢʣʠʥʠʯʥʠ ʠʟʧʠʪʚʘʥʠʷ, 

ʚʢʣʶʯʠʪʝʣʥʦ ʧʨʦʫʯʚʘʥʝʪʦ KEYNOTE-045 [Bellmunt J.,2020]  ʠ ʧʨʦʫʯʚʘʥʝʪʦ ʬʘʟʘ III 

DANUBE, ʯʝʪʠʨʠ ʜʨʫʛʠ ICI ʙʷʭʘ ʦʜʦʙʨʝʥʠ ʦʪ FDA ʟʘ ʣʝʯʝʥʠʝ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ, ʚʢʣʶʯʠʪʝʣʥʦ ʜʫʨʚʘʣʫʤʘʙ, ʥʠʚʦʣʫʤʘʙ, ʘʚʝʣʫʤʘʙ ʠ ʧʝʤʙʨʦʣʠʟʫʤʘʙ 

[Powles,2020,2021]. ʅʷʢʦʣʢʦ ʪʝʢʫʱʠ ʢʣʠʥʠʯʥʠ ʠʟʧʠʪʚʘʥʠʷ ʦʮʝʥʷʚʘʪ ʝʬʠʢʘʩʥʦʩʪʪʘ ʥʘ ICI 

ʧʨʠ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, ʢʘʪʦ ʤʦʥʦʪʝʨʘʧʠʷ ʠʣʠ ʚ ʢʦʤʙʠʥʘʮʠʷ ʩ ʜʨʫʛʠ ʣʝʯʝʥʠʷ, 

ʢʘʪʦ ʭʠʤʠʦʪʝʨʘʧʠʷ ʠʣʠ ʣʲʯʝʚʘ ʪʝʨʘʧʠʷ. ɺ ʩʢʦʨʦʰʥʦ ʧʨʦʫʯʚʘʥʝ ʬʘʟʘ III, ʢʦʤʙʠʥʘʮʠʷʪʘ ʦʪ 

ʥʠʚʦʣʫʤʘʙ ʠ ʠʧʠʣʠʤʫʤʘʙ ʜʝʤʦʥʩʪʨʠʨʘ ʟʥʘʯʠʪʝʣʥʦ ʧʦʜʦʙʨʝʥʠʝ ʥʘ ʦʙʱʘʪʘ ʧʨʝʞʠʚʷʝʤʦʩʪ 

ʚ ʩʨʘʚʥʝʥʠʝ ʩ ʭʠʤʠʦʪʝʨʘʧʠʷʪʘ ʧʨʠ ʧʘʮʠʝʥʪʠ ʩ ʥʝʣʝʢʫʚʘʥ ʧʨʝʜʠ ʪʦʚʘ ʤʝʪʘʩʪʘʪʠʯʝʥ 

ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ [COSMIC- 313]. 

ɼʦʢʘʟʘʥʦ ʝ, ʯʝ ʥʠʚʘʪʘ ʥʘ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1 ʩʘ ʩʚʲʨʟʘʥʠ ʩ ʪʝʞʝʩʪʪʘ ʥʘ 

ʢʘʨʮʠʥʦʤʠʪʝ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʇʦ-ʨʘʥʦ ʝ ʫʩʪʘʥʦʚʝʥʦ, ʯʝ ʪʫʤʦʨʠʪʝ ʩ ʧʦ-ʚʠʩʦʢʦ 

ʩʲʜʲʨʞʘʥʠʝ ʥʘ PD-L1 ʩʘ ʧʦ-ʩʢʣʦʥʥʠ ʜʘ ʙʲʜʘʪ ʧʦ-ʟʣʦʢʘʯʝʩʪʚʝʥʠ, ʩ ʧʦ-ʚʠʩʦʢʘ ʯʝʩʪʦʪʘ ʥʘ 

ʨʝʮʠʜʠʚʠ ʠ ʧʦ-ʥʠʩʲʢ ʧʨʦʮʝʥʪ ʥʘ ʧʨʝʞʠʚʷʝʤʦʩʪ [Nakanishi J,2007]. ɺ ʜʦʧʲʣʥʝʥʠʝ, 

ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʚ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ ʝ ʦʪʛʦʚʦʨʥʘ ʟʘ ʧʦʚʠʰʝʥʘʪʘ ʨʝʟʠʩʪʝʥʪʥʦʩʪ ʢʲʤ 

BCG ʪʝʨʘʧʠʷʪʘ, ʢʦʷʪʦ ʩʝ ʩʯʠʪʘ ʟʘ ʩʚʲʨʟʘʥʘ ʩ ʧʦʪʠʩʢʘʥʝ ʥʘ ʠʤʫʥʥʘʪʘ ʩʠʩʪʝʤʘ, ʪʲʡ ʢʘʪʦ ʟʘ 



18 
 

ʝʬʠʢʘʩʥʦʩʪʪʘ ʥʘ BCG ʝ ʥʝʦʙʭʦʜʠʤʘ ʥʘʧʲʣʥʦ ʬʫʥʢʮʠʦʥʠʨʘʱʘ ʠʤʫʥʥʘ ʩʠʩʪʝʤʘ [Belmunt J., 

2017].  

ɸʥʪʠʪʫʤʦʨʥʘʪʘ ʠʤʫʥʦʪʝʨʘʧʠʷ ʥʘʩʦʯʝʥʘ ʢʲʤ PD-1 ʠʣʠ PD-L1 ʩʝ ʦʪʯʠʪʘ ʢʘʪʦ ʚʠʩʦʢʦ 

ʝʬʝʢʪʠʚʥʘ ʧʨʠ ʧʨʝʜʠʟʚʠʢʚʘʥʝ ʥʘ ʪʨʘʡʥʠ ʧʨʦʪʠʚʦʪʫʤʦʨʥʠ ʠʤʫʥʥʠ ʦʪʛʦʚʦʨʠ ʩ ʧʦ-ʤʘʣʢʦ 

ʪʦʢʩʠʯʥʦʩʪ ʧʨʠ ʤʥʦʛʦ ʚʠʜʦʚʝ ʪʫʤʦʨʠ ʠ ʨʝʜʠʮʘ ʢʣʠʥʠʮʠʩʪʠ ʠ ʠʟʩʣʝʜʦʚʘʪʝʣʩʢʠ ʝʢʠʧʠ 

ʩʤʪ̫ʘʪ, ʯʝ ʙʣʦʢʘʜʥʘʪʘ ʪʝʨʘʧʠʷ ʥʘ PD-1/PD-L1 ʱʝ ʙʲʜʝ ʦʩʥʦʚʥʠʷʪ ʤʝʪʦʜ ʟʘ ʠʤʫʥʦʪʝʨʘʧʠʷ 

ʧʨʠ ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʟʘʙʦʣʷʚʘʥʠʷ ʧʨʝʟ ʩʣʝʜʚʘʱʠʪʝ ʛʦʜʠʥʠ ʠ ʪʦʚʘ ʦʧʨʝʜʝʣʷ ʥʝʦʙʭʦʜʠʤʦʩʪʪʘ 

ʦʪ ʟʘʜʲʣʙʦʯʝʥʠ ʧʨʦʫʯʚʘʥʠʷ ʥʘ ʪʦʟʠ ʩʠʛʥʘʣʝʥ ʧʲʪ. ɺʲʧʨʝʢʠ ʤʥʦʞʝʩʪʚʦʪʦ ʧʨʦʚʝʜʝʥʠ 

ʧʨʦʫʯʚʘʥʠʷ, ʧʨʝʜʠʟʚʠʢʘʪʝʣʩʪʚʘ ʧʨʠ ʠʟʧʦʣʟʚʘʥʝʪʦ ʥʘ PD-L1 ʢʘʪʦ ʙʠʦʤʘʨʢʝʨ ʟʘ ʧʨʠʣʘʛʝʥʝ 

ʥʘ ICIs ʧʨʠ ʂʇʄ ʦʩʪʘʚʘʪ. ʉʪʘʥʜʘʨʪʠʟʠʨʘʥʝʪʦ ʥʘ ʧʨʦʪʦʢʦʣʠʪʝ ʟʘ ʪʝʩʪʚʘʥʝ ʥʘ PD-L1, 

ʚʢʣʶʯʠʪʝʣʥʦ ʢʨʠʪʝʨʠʠʪʝ ʟʘ ʦʮʝʥʷʚʘʥʝ ʠ ʪʝʭʥʠʢʠʪʝ ʟʘ ʘʥʘʣʠʟ, ʩʘ ʦʪ ʨʝʰʘʚʘʱʦ ʟʥʘʯʝʥʠʝ ʟʘ 

ʦʩʠʛʫʨʷʚʘʥʝ ʥʘ ʧʦʩʣʝʜʦʚʘʪʝʣʥʦʩʪ ʠ ʥʘʜʝʞʜʥʦʩʪ ʥʘ ʨʝʟʫʣʪʘʪʠʪʝ ʚ ʨʘʟʣʠʯʥʠ ʧʨʦʫʯʚʘʥʠʷ ʠ 

ʢʣʠʥʠʯʥʠ ʫʩʣʦʚʠʷ. 
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II . ʎɽʃ ʀ ɿɸɼɸʏʀ 

II.1.  ʎɽʃ 

 ɼʘ ʩʝ ʧʨʦʫʯʘʪ ʤʦʨʬʦʣʦʛʠʯʥʠʪʝ ʠ ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʠʪʝ ʭʘʨʘʢʪʝʨʠʩʪʠʢʠ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-

L1 ʧʨʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʠ ʫʩʪʘʥʦʚʷʚʘʥʝ ʥʘ ʪʷʭʥʘʪʘ ʟʘʚʠʩʠʤʦʩʪ ʦʪ 

ʩʪʝʧʝʥʪʘ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ.  

             II.2. ɿɸɼɸʏʀ 

1. ɼʘ ʩʝ ʥʘʧʨʘʚʠ ʭʘʨʘʢʪʝʨʠʩʪʠʢʘ ʥʘ ʤʦʨʬʦʣʦʛʠʯʥʠʪʝ ʠ ʢʣʠʥʠʯʥʠ ʧʦʢʘʟʘʪʝʣʠ ʥʘ ʫʨʦʪʝʣʥʠ  

ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ï ʧʦʣ, ʚʲʟʨʘʩʪ, ʥʘʣʠʯʠʝ ʥʘ ʣʦʢʘʣʝʥ ʨʝʮʠʜʠʚ, ʜʠʬʝʨʝʥʮʠʷ ʠ 

ʩʪʘʜʠʡ 

2. ʂʣʘʩʠʬʠʮʠʨʘʥʝ ʥʘ ʪʫʤʦʨʠʪʝ ʩʧʦʨʝʜ ʩʪʝʧʝʥʪʘ ʥʘ ʠʥʬʠʣʪʨʘʮʠʷ ʚ ʤʫʩʢʫʣʥʠʪʝ ʩʣʦʝʚʝ 

3. ʉʪʘʪʠʩʪʠʯʝʩʢʠ ʘʥʘʣʠʟ ʥʘ ʨʘʟʧʨʝʜʝʣʝʥʠʝʪʦ ʧʦ ʧʦʣ, ʚʲʟʨʘʩʪ, ʩʪʘʜʠʡ, ʩʪʝʧʝʥ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ 

ʠ ʜʲʣʙʦʯʠʥʘ ʥʘ ʪʫʤʦʨʥʘʪʘ ʠʥʚʘʟʠʷ 

4. ʀʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʠʟʩʣʝʜʚʘʥʝ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʠ ʜʨʫʛʠ ʤʘʨʢʝʨʠ ʧʨʠ ʧʦʜʙʨʘʥʠ 

ʩʣʫʯʘʠ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʠ ʤʝʪʘʩʪʘʠʯʥʠ ʣʝʟʠʠ. 

5. ʋʩʪʘʥʦʚʷʚʘʥʝ ʥʘ ʟʘʚʠʩʠʤʦʩʪ ʤʝʞʜʫ ʩʪʝʧʝʥʪʘ ʥʘ ʪʫʤʦʨʥʘ ʠʥʚʘʟʠʷ ʠ ʥʠʚʘʪʘ ʥʘ ʝʢʩʧʨʝʩʠʷ ʥʘ 

PD-L1. 

6. ʉʨʘʚʥʠʪʝʣʥʦ ʠʟʩʣʝʜʚʘʥʝ ʥʘ ʠʥʠʮʠʠʨʘʥʘ ʘʧʦʧʪʦʪʠʯʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ ʧʨʠ ʪʫʤʦʨʥʠ ʢʣʝʪʲʯʥʠ 

ʣʠʥʠʠ ʯʨʝʟ ʜʚʦʡʥʦ ʬʣʫʦʨʦʭʨʦʤʠʨʘʥʝ ʩ ʘʢʨʠʜʠʥʦʨʘʥʞ-ʧʨʦʧʠʜʠʝʚ ʡʦʜʠʜ, ʨʫʪʠʥʥʦ 

ʦʮʚʝʪʷʚʘʥʝ ʩ ʭʝʤʘʪʦʢʩʠʣʠʥ ʠ ʝʦʟʠʥ ʠ ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʠʟʩʣʝʜʚʘʥʝ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-

L1. 

7. ɽʢʩʪʨʘʢʮʠʷ ʥʘ ʪʫʤʦʨʥʘ ɼʅʂ ʦʪ ʧʨʝʜʩʪʘʚʠʪʝʣʥʠ ʠ ʨʝʜʢʠ ʭʠʩʪʦʣʦʛʠʯʥʠ ʚʘʨʠʘʥʪʠ ʥʘ 

ʟʣʦʢʘʯʝʩʪʚʝʥʠ ʪʫʤʦʨʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 
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III . ʄɸʊɽʈʀɸʃʀ ʀ ʄɽʊʆɼʀ 

ɼʠʩʝʨʪʘʮʠʦʥʥʠʷʪ ʪʨʫʜ ʝ ʦʩʲʱʝʩʪʚʝʥ ʚ ʩʝʢʮʠʷ çʇʘʪʦʣʦʛʠʷè ʥʘ ʀʥʩʪʠʪʫʪʘ ʧʦ ʝʢʩʧʝʨʠʤʝʥʪʘʣʥʘ 

ʤʦʨʬʦʣʦʛʠʷ, ʧʘʪʦʣʦʛʠʷ ʠ ʘʥʪʨʦʧʦʣʦʛʠʷ ʩ ʤʫʟʝʡ ʥʘ ɹɸʅ ʠ ʚ ʃʘʙʦʨʘʪʦʨʠʷʪʘ ʧʦ ʦʙʱʘ ʠ ʢʣʠʥʠʯʥʘ 

ʧʘʪʦʣʦʛʠʷ ʠ ʩʲʜʝʙʥʘ ʤʝʜʠʮʠʥʘ ʥʘ ʋʄɹɸʃ òʃʦʟʝʥʝʮò. 

      III .1. ʄʘʪʝʨʠʘʣʠ 

ü ʊʲʢʘʥʥʠ ʧʨʦʙʠ  

ɺ ʧʨʦʫʯʚʘʥʝʪʦ ʙʷʭʘ ʠʟʧʦʣʟʚʘʥʠ ʪʫʤʦʨʥʠ ʪʲʢʘʥʠ, ʬʠʢʩʠʨʘʥʠ ʩ ʬʦʨʤʘʣʠʥ ʠ ʧʨʦʧʠʪʠ ʩ ʧʘʨʘʬʠʥ 

(FFPE) ʦʪ 110 ʜʠʘʛʥʦʩʪʠʮʠʨʘʥʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʘ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, 1 ʩʘʨʢʦʤʘʪʦʠʜʝʥ 

ʚʘʨʠʘʥʪ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, 5 ʤʝʪʘʩʪʘʪʠʯʥʠ ʣʠʤʬʥʠ ʚʲʟʝʣʘ ʠ 9 ʢʦʩʪʥʠ ʠ 

ʤʝʢʦʪʲʢʘʥʥʠ ʤʝʪʘʩʪʘʟʠ.  

    

ü ʊʫʤʦʨʥʠ ʢʣʝʪʲʯʥʠ ʣʠʥʠʠʠ 

ʇʦʩʪʦʷʥʥʠʪʝ ʢʣʝʪʲʯʥʠ ʣʠʥʠʠ, ʚʲʨʭʫ ʢʦʠʪʦ ʩʘ ʧʨʦʚʝʜʝʥʠ ʝʢʩʧʝʨʠʤʝʥʪʠʪʝ ʩʘ ʧʨʝʜʦʩʪʘʚʝʥʠ ʦʪ 

ɹʘʥʢʘʪʘ ʟʘ ʢʣʝʪʲʯʥʠ ʢʫʣʪʫʨʠ ʠ ʚʠʨʫʩʠ ʥʘ ʀɽʄʇɸʄ-ɹɸʅ. 

HT29 - ʢʣʝʪʲʯʥʘ ʣʠʥʠʷ ʩ ʝʧʠʪʝʣʥʘ ʤʦʨʬʦʣʦʛʠʷ, ʢʦʷʪʦ ʝ ʠʟʦʣʠʨʘʥʘ ʧʨʝʟ 1964 ʛ. ʦʪ ʧʲʨʚʠʯʝʥ 

ʢʦʣʦʨʝʢʪʘʣʝʥ ʘʜʝʥʦʢʘʨʮʠʥʦʤ ʥʘ 44-ʛʦʜʠʰʥʘ ʧʘʮʠʝʥʪʢʘ. 

HeLa - ʢʣʝʪʢʠʪʝ HeLa ʩʘ ʧʲʨʚʠʪʝ ʙʝʟʩʤʲʨʪʥʠ ʯʦʚʝʰʢʠ ʢʣʝʪʢʠ, ʦʪʛʣʝʞʜʘʥʠ ʚ ʢʫʣʪʫʨʘ ʠ ʩʘ ʚ 

ʦʩʥʦʚʘʪʘ ʥʘ ʟʥʘʯʠʤʠ ʥʘʫʯʥʠ ʦʪʢʨʠʪʠʷ. ʊʝ ʩʘ ʠʟʦʣʠʨʘʥʠ ʧʨʝʟ 1951 ʛ. ʦʪ ʢʘʨʮʠʥʦʤ ʥʘ ʤʘʪʦʯʥʘʪʘ 

ʰʠʡʢʘ, ʧʦʣʫʯʝʥ ʦʪ 31-ʛʦʜʠʰʥʘ ʧʘʮʠʝʥʪʢʘ. 

LSR-SF-SR - ʪʨʘʥʩʧʣʘʥʪʠʨʫʝʤ ʩʘʨʢʦʤ ʫ ʧʣʲʭ, ʧʨʝʜʠʟʚʠʢʘʥ ʩ Rous sarcoma virus, ʱʘʤ Sʩhmidt-

Ruppin (ʢʣʝʪʢʠʪʝ ʩʲʜʲʨʞʘʪ ʦʥʢʦʛʝʥʘ v-src). ʀʟʧʦʣʟʚʘʥʘ ʝ ʘʙʨʝʚʠʘʪʫʨʘʪʘ RST (Rous Sarcoma 

Tumor). 

I I I .2 ʄʝʪʦʜʠ 

ü ʊʲʢʘʥʥʘ ʦʙʨʘʙʦʪʢʘ ʥʘ ʪʫʤʦʨʥʠʪʝ ʧʨʦʙʠ 

ʀʟʩʣʝʜʚʘʥʠ ʩʘ ʨʫʪʠʥʥʠ ʪʨʘʥʩʫʨʝʪʨʘʣʥʠ ʙʠʦʧʩʠʯʥʠ ʠ ʨʝʟʝʢʮʠʦʥʥʠ ʭʠʨʫʨʛʠʯʥʠ 

ʪʫʤʦʨʥʠ ʪʲʢʘʥʥʠ ʧʨʦʙʠ, ʠʟʧʨʘʪʝʥʠ ʚ ʃʘʙʦʨʘʪʦʨʠʷʪʘ ʧʦ ʦʙʱʘ ʠ ʢʣʠʥʠʯʥʘ ʧʘʪʦʣʦʛʠʷ ʥʘ 

ʋʄɹɸʃ Ăʃʦʟʝʥʝʮñ. ʊʲʢʘʥʠʪʝ ʩʘ ʬʠʢʩʠʨʘʥʠ ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 24-48 ʯʘʩʘ ʚ 10% ʥʝʫʪʨʘʣʝʥ 

ʙʫʬʝʨʠʨʘʥ ʬʦʨʤʘʣʠʥ, ʧʦʜʣʦʞʝʥʠ ʩʘ ʥʘ ʩʪʘʥʜʘʨʪʥʘ ʪʲʢʘʥʥʘ ʦʙʨʘʙʦʪʢʘ, ʚʢʣʶʯʚʘʱʘ 

ʜʝʭʠʜʨʘʪʘʮʠʷ ʚ ʝʪʘʥʦʣ ʩ ʚʲʟʭʦʜʷʱʠ ʢʦʥʮʝʥʪʨʘʮʠʠ (70%, 90%, 95% - ʧʦ 1 ʯʘʩ), ʘʙʩʦʣʶʪʝʥ 

ʝʪʘʥʦʣ (6 ʯʘʩʘ ʩ ʪʨʠʢʨʘʪʥʘ ʩʤʷʥʘ ʩ ʯʠʩʪ ʨʝʘʢʪʠʚ), ʧʨʦʩʚʝʪʣʷʚʘʥʝ ʚ ʢʩʠʣʦʣ  (3 ʯʘʩʘ ʩ ʪʨʠʢʨʘʪʥʘ 

ʩʤʷʥʘ ʩ ʯʠʩʪ ʨʝʘʢʪʠʚ ) ʠ ʧʨʦʧʠʚʘʥʝ ʩ ʧʘʨʘʬʠʥ ʩ ʪʝʤʧʝʨʘʪʫʨʘ ʥʘ ʪʦʧʝʥʝ 56-58Áʉ (ʦʙʱʦ 6 ʯʘʩʘ 

ʩ ʪʨʠʢʨʘʪʥʘ ʩʤʷʥʘ ʩ ʯʠʩʪ ʨʝʘʢʪʠʚ). 

ü ʈʫʪʠʥʥʦ ʦʮʚʝʪʷʚʘʥʝ ʩ ʭʝʤʘʪʦʢʩʠʣʠʥ ʠ ʝʦʟʠʥ 
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ʆʪ ʧʦʣʫʯʝʥʠʪʝ ʧʘʨʘʬʠʥʦʚʠ ʙʣʦʢʯʝʪʘ ʙʷʭʘ ʥʘʧʨʘʚʝʥʠ ʩʨʝʟʦʚʝ ʩ ʜʝʙʝʣʠʥʘ 4 Õm. ʇʨʝʧʘʨʘʪʠʪʝ 

ʙʷʭʘ ʜʝʭʠʜʨʘʪʠʨʘʥʠ ʚʲʚ ʚʲʟʭʦʜʷʱʘ ʩʧʠʨʪʥʘ ʨʝʜʠʮʘ (ʝʪʘʥʦʣ 70%, 80%, 90%, 100% ï 2ʭ5 

ʤʠʥʫʪʠ), ʧʨʦʩʚʝʪʣʝʥʠ ʚ ʢʩʠʣʦʣ (2ʭ5 ʤʠʥʫʪʠ) ʠ ʚʢʣʶʯʝʥʠ ʚ ʩʠʥʪʝʪʠʯʥʘ ʩʨʝʜʘ (Bio Maunt 

Medium, BioGnost, Groatia) ʩ ʧʦʢʨʠʚʥʠ ʩʪʲʢʣʘ. ʆʪʯʠʪʘʥʝʪʦ ʥʘ ʧʘʪʦʤʦʨʬʦʣʦʛʠʯʥʠʪʝ 

ʭʘʨʘʢʪʝʨʠʩʪʠʢʠ ʩʝ ʠʟʚʲʨʰʠ ʩʲʩ ʩʚʝʪʣʠʥʝʥ ʤʠʢʨʦʩʢʦʧ Olympus 35X ʧʨʠ ʫʚʝʣʠʯʝʥʠʝ 100ʭ ï 

400ʭ. 

ü ʉʪʨʘʪʠʬʠʮʠʨʘʥʝ ʥʘ ʪʫʤʦʨʠʪʝ ʧʦ TNM ʢʣʘʩʠʬʠʢʘʮʠʷ ʩʧʦʨʝʜ ʜʲʣʙʦʯʠʥʘʪʘ ʥʘ 

ʪʫʤʦʨʥʘʪʘ ʠʥʚʘʟʠʷ, ʩʪʘʪʫʩʘ ʥʘ ʨʝʛʠʦʥʘʣʥʠʪʝ ʣʠʤʬʥʠ ʚʲʟʣʠ ʠ ʥʘʣʠʯʠʝʪʦ ʥʘ 

ʜʘʣʝʯʥʠ ʤʝʪʘʩʪʘʟʠ  - ʧʨʠʣʦʞʝʥʦ ʝ ʆʩʤʦʪʦ ʠʟʜʘʥʠʝ ʥʘ TNM ʢʣʘʩʠʬʠʢʘʮʠʷʪʘ ʦʪ 

2018 ʛʦʜʠʥʘ. 

 

ü ʆʧʨʝʜʝʣʷʥʝ ʥʘ ʩʪʝʧʝʥʪʘ ʥʘ ʜʠʬʝʨʝʥʮʠʘʮʠʷ (Grading) ʩʧʦʨʝʜ ʉɿʆ 

ʀʟʧʦʣʟʚʘʥʘ ʝ ʧʨʝʜʣʦʞʝʥʘʪʘ ʦʪ ʉʚʝʪʦʚʥʘʪʘ ʟʜʨʘʚʥʘ ʦʨʛʘʥʠʟʘʮʠʷ ʠ ʄʝʞʜʫʥʘʨʦʜʥʘʪʘ ʘʩʦʮʠʘʮʠʷ 

ʥʘ ʫʨʦʧʘʪʦʣʦʟʠʪʝ (ISUP) ʢʣʘʩʠʬʠʢʘʮʠʷ ʦʪ 2004 ʛʦʜʠʥʘ, ʩʧʦʨʝʜ ʢʦʷʪʦ ʜʠʬʝʨʝʥʮʠʘʮʠʷʪʘ ʥʘ 

ʫʨʦʪʝʣʥʠʪʝ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʝ ʦʮʝʥʷʚʘ ʚ ʪʨʠ ʩʪʝʧʝʥʠ:  

Å Grade 1 ï ʚʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ; 

Å Grade 2 ï ʫʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ; 

Å Grade 3 ï ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ. 

 

ü ʆʧʨʝʜʝʣʷʥʝ ʩʪʘʜʠʷ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ (Grade) ï I, II, IIIA, IIIB,IVA, IVB ʩʪʘʜʠʡ. 

 

ü ʀʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʠʟʩʣʝʜʚʘʥʝ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1, CD8, CD68, Ki67 

ʊʲʢʘʥʥʠʪʝ ʧʨʦʙʠ ʦʪ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ, ʣʠʤʬʥʠ ʚʲʟʣʠ (ʤʝʪʘʩʪʘʪʠʯʥʠ ʠ ʩʚʦʙʦʜʥʠ ʦʪ 

ʤʝʪʘʩʪʘʟʠ), ʜʘʣʝʯʥʠ ʤʝʪʘʩʪʘʟʠ (ʢʦʩʪʥʠ) ʙʷʭʘ ʠʟʩʣʝʜʚʘʥʠ ʩʣʝʜ ʧʦʩʪʘʚʷʥʝ ʥʘ ʧʘʪʦʤʦʨʬʦʣʦʛʠʯʥʘ 

ʜʠʘʛʥʦʟʘ. ʆʪ ʧʘʨʘʬʠʥʦʚʠʪʝ ʙʣʦʢʯʝʪʘ ʙʷʭʘ ʧʨʠʛʦʪʚʝʥʠ ʩʨʝʟʦʚʝ ʩ ʜʝʙʝʣʠʥʘ 3Õm ʠ ʙʷʭʘ ʤʦʥʪʠʨʘʥʠ 

ʚʲʨʭʫ ʧʦʣʦʞʠʪʝʣʥʦ ʟʘʨʝʜʝʥʠ ʘʜʭʝʟʠʚʥʠ ʩʪʲʢʣʘ. ʉʣʝʜ ʜʝʧʘʨʘʬʠʥʠʨʘʥʝ ʧʨʝʧʘʨʪʠʪʝ ʙʷʭʘ 

ʧʦʜʣʦʞʝʥʠ ʥʘ ʦʙʨʘʙʦʪʢʘ ʟʘ ʘʥʪʠʛʝʥʥʦ ʨʘʟʢʨʠʚʘʥʝ (Retrieval buffer pH 9.0, Leica BioSystems, 

ɺʝʣʠʢʦʙʨʠʪʘʥʠʷ). ɺʲʚ ʚʣʘʞʥʘ ʢʘʤʝʨʘ ʧʨʠ ʩʪʘʡʥʘ ʪʝʤʧʝʨʘʪʫʨʘ ʩʣʝʜ ʪʨʠʢʨʘʪʥʦ ʧʨʦʤʠʚʘʥʝ ʩ PBS, 

ʙʣʦʢʠʨʘʥʝ ʥʘ ʝʥʜʦʛʝʥʥʘʪʘ ʧʝʨʦʢʩʠʜʘʟʘ (10 ʤʠʥʫʪʠ) ʠ ʙʣʦʢʠʨʘʥʝ ʥʘ ʥʝʩʧʝʮʠʬʠʯʥʠʪʝ ʧʨʦʪʝʠʥʠ 

(10 ʤʠʥʫʪʠ), ʧʨʝʧʘʨʘʪʠʪʝ ʙʷʭʘ ʠʥʢʫʙʠʨʘʥʠ ʟʘ 60 ʤʠʥʫʪʠ ʩ 100 Õl ʦʪ ʩʲʦʪʚʝʪʥʦʪʦ ʤʦʥʦʢʣʦʥʘʣʥʦ 

ʘʥʪʠʪʷʣʦ ʩʨʝʱʫ PD-L1, clone 73-10; ʄʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ ʩʨʝʱʫ CD8, clone 4B11; 

ʄʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ ʩʨʝʱʫ CD68, clone 514H12; ʄʦʥʦʢʣʦʥʘʣʥʦ ʤʠʰʝ ʘʥʪʠʪʷʣʦ ʩʨʝʱʫ Ki67, 

clone MM1, Leica Biosystems, UK. ɺʠʟʫʘʣʠʟʘʮʠʷʪʘ ʥʘ ʨʝʘʢʮʠʷʪʘ ʘʥʪʠʛʝʥ-ʘʥʪʠʪʷʣʦ ʙʝʰʝ 

ʠʟʚʲʨʰʝʥʘ ʯʨʝʟ ʠʤʫʥʦʧʝʨʦʢʩʠʜʘʟʥʘ ʨʝʘʢʮʠʷ ʩ ʧʦʣʠʤʝʨʥʦ ʤʘʨʢʠʨʘʥʝ ʠ DAB ʭʨʦʤʦʛʝʥ (Novolink 

Polymer detection Systems RE7140-K, Leica Biosystems, UK). ɼʦʧʲʣʥʠʪʝʣʥʦ ʙʝʰʝ ʠʟʚʲʨʰʝʥʦ 
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ʢʦʥʪʨʘʦʮʚʝʪʷʚʘʥʝ ʥʘ ʷʜʨʘʪʘ ʩ ʭʝʤʘʪʦʢʩʠʣʠʥ ʟʘ 1 ʤʠʥʫʪʘ (Hematoxylin Gill II , Leica Biosystems, 

UK). ʇʨʝʧʘʨʘʪʠʪʝ ʙʷʭʘ ʜʝʭʠʜʨʘʪʠʨʘʥʠ ʚʲʚ ʚʲʟʭʦʜʷʱʘ ʩʧʠʨʪʥʘ ʨʝʜʠʮʘ, ʧʨʦʩʚʝʪʣʝʥʠ ʚ ʢʩʠʣʦʣ ʠ 

ʚʢʣʶʯʝʥʠ ʚ ʩʠʥʪʝʪʠʯʥʘ ʩʨʝʜʘ (Bio Maunt Medium, BioGnost, Groatia) ʩ ʧʦʢʨʠʚʥʠ ʩʪʲʢʣʘ.  

ʆʪʯʠʪʘʥʝʪʦ ʥʘ ʨʝʟʫʣʪʘʪʠʪʝ ʩʝ ʠʟʚʲʨʰʠ ʩʲʩ ʩʚʝʪʣʠʥʝʥ ʤʠʢʨʦʩʢʦʧ Olympus BX50 ʧʨʠ 

ʫʚʝʣʠʯʝʥʠʝ 100ʭ ï 400ʭ. ʂʘʪʦ ʧʦʣʦʞʠʪʝʣʥʘ ʨʝʘʢʮʠʷ ʠ ʜʦʢʘʟʘʪʝʣʩʪʚʦ ʟʘ ʝʢʩʧʨʝʩʠʷ ʥʘ 

ʩʲʦʪʚʝʪʥʠʷ ʤʘʨʢʝʨ ʙʝʰʝ ʧʨʠʝʪʦ ʠʥʪʝʥʟʠʚʥʦʪʦ ʢʘʬʷʚʦ ʦʮʚʝʪʷʚʘʥʝ ʦʪ ʭʨʦʤʦʛʝʥʘ 

ʜʠʘʤʠʥʦʙʝʥʟʠʜʠʥ (DAB) ʩʧʦʨʝʜ ʣʦʢʘʣʠʟʘʮʠʷʪʘ ʥʘ ʤʘʨʢʝʨʘ - ʥʘ ʧʦʚʲʨʭʥʦʩʪʪʘ ʥʘ 

ʢʣʝʪʲʯʥʘʪʘ ʤʝʤʙʨʘʥʘ ʠʣʠ ʥʘ ʢʣʝʪʲʯʥʦʪʦ ʷʜʨʦ. 

ü ʂʫʣʪʠʚʠʨʘʥʝ ʠ ʩʲʭʨʘʥʝʥʠʝ ʥʘ ʧʦʩʪʦʷʥʥʠ ʢʣʝʪʲʯʥʠ ʣʠʥʠʠ 

ʂʣʝʪʢʠʪʝ ʦʪ ʧʦʩʪʦʷʥʥʠ ʢʣʝʪʲʯʥʠ ʣʠʥʠʠ ʙʷʭʘ ʟʘʤʨʘʟʷʚʘʥʠ, ʩʲʭʨʘʥʷʚʘʥʠ ʠ 

ʢʫʣʪʠʚʠʨʘʥʠ ʩʲʛʣʘʩʥʦ ʧʨʝʧʦʨʲʢʠʪʝ ʥʘ American Type Culture collection  (ATCC) . 

ʇʦʩʪʦʷʥʥʠʪʝ ʢʣʝʪʲʯʥʠ ʣʠʥʠʠ ʙʷʭʘ ʢʫʣʪʠʚʠʨʘʥʠ ʢʘʪʦ ʘʜʭʝʟʠʦʥʥʠ ʤʦʥʦʩʣʦʡʥʠ ʢʫʣʪʫʨʠ ʚ 

ʭʨʘʥʠʪʝʣʥʘ ʩʨʝʜʘ DMEM ʩ 10% ʬʝʪʘʣʝʥ ʪʝʣʝʰʢʠ ʩʝʨʫʤ, ʩʲʜʲʨʞʘʱʘ 100 U/ml ʧʝʥʠʮʠʣʠʥ 

ʠ 100 Õg/ml ʩʪʨʝʧʪʦʤʠʮʠʥ. ʂʫʣʪʠʚʠʨʘʥʝʪʦ ʩʝ ʠʟʚʲʨʰʚʘʰʝ ʚ ʠʥʢʫʙʘʪʦʨ (ThermoScientific,  

HEPA class 100) ʧʨʠ 37Áʉ, 5% CO2 ʠ 95% ʚʣʘʞʥʦʩʪ. ʂʣʝʪʢʠʪʝ ʙʷʭʘ ʧʘʩʠʨʘʥʠ 2 ʧʲʪʠ 

ʩʝʜʤʠʯʥʦ ʩ ʨʘʟʪʚʦʨ ʥʘ 0.05% ʪʨʠʧʩʠʥ ʠ 0,025% EDTA. ɺʩʠʯʢʠ ʧʨʦʮʝʜʫʨʠ ʙʷʭʘ ʠʟʚʲʨʰʝʥʠ 

ʧʨʠ ʩʪʝʨʠʣʥʠ ʫʩʣʦʚʠʷ ʚ ʣʘʤʠʥʘʨʝʥ ʙʦʢʩ ʢʣʘʩ II.   

 

ʄʝʪʦʜʠ ʟʘ ʦʮʝʥʢʘ ʥʘ ʢʣʝʪʲʯʥʘʪʘ ʤʦʨʬʦʣʦʛʠʷ 

ü ʀʥʚʝʨʪʥʘ ʤʠʢʨʦʩʢʦʧʠʷ ʥʘ ʚʠʪʘʣʥʠ ʢʣʝʪʲʯʥʠ ʧʨʝʧʘʨʘʪʠ 

ʉʲʩʪʦʷʥʠʝʪʦ ʥʘ ʢʫʣʪʠʚʠʨʘʥʠʪʝ ʚ ʤʘʪʨʘʮʠ ʢʣʝʪʲʯʥʠ ʢʫʣʪʫʨʠ, ʢʘʢʪʦ ʠ ʮʠʪʦʧʘʪʦʣʦʛʠʯʥʠʪʝ 

ʧʨʦʤʝʥʠ ʚ ʪʨʝʪʠʨʘʥʠʪʝ ʩ ʠʟʩʣʝʜʚʘʥʠʪʝ ʚʝʱʝʩʪʚʘ ʢʣʝʪʢʠ ʙʝʰʝ ʢʦʥʪʨʦʣʠʨʘʥʦ ʝʞʝʜʥʝʚʥʦ ʩ 

ʧʦʤʦʱʪʘ ʥʘ ʠʥʚʝʨʪʝʥ ʩʚʝʪʣʠʥʝʥ ʤʠʢʨʦʩʢʦʧ (Carl Zeiss Jena, Germany) ʢʘʪʦ ʙʷʭʘ ʦʮʝʥʷʚʘʥʠ 

ʦʩʥʦʚʥʠʪʝ ʤʦʨʬʦʣʦʛʠʯʥʠ ʧʦʢʘʟʘʪʝʣʠ ʥʘ ʢʣʝʪʢʠʪʝ (ʬʦʨʤʘ ʠ ʨʘʟʤʝʨʠ), ʩʪʝʧʝʥʪʘ ʥʘ ʢʣʝʪʲʯʥʘ 

ʘʜʭʝʟʠʷ, ʧʣʲʪʥʦʩʪʪʘ ʥʘ ʬʦʨʤʠʨʘʥʠʷ ʢʣʝʪʲʯʝʥ ʤʦʥʦʩʣʦʡ ʠ ʦʪʢʨʠʚʘʥʝ ʥʘʣʠʯʠʝ ʥʘ 

ʝʚʝʥʪʫʘʣʥʠ ʙʝʣʝʟʠ ʟʘ ʤʠʢʨʦʙʥʦ ʟʘʤʲʨʩʷʚʘʥʝ.  

ü ʆʮʚʝʪʷʚʘʥʝ ʩ ʭʝʤʘʪʦʢʩʠʣʠʥ ʠ ʝʦʟʠʥ 

ʂʣʝʪʢʠʪʝ ʙʷʭʘ ʢʫʣʪʠʚʠʨʘʥʠ ʚ ʭʨʘʥʠʪʝʣʥʘ ʩʨʝʜʘ DMEM ʩ 10% FBS ( ʛʲʩʪʦʪʘ ʧʨʠ ʧʦʩʷʚʘʥʝ 

3,0 - 3,5 x 105 ʢʣʝʪʢʠ/ʷʤʢʘ) ʚ 6-ʷʤʢʦʚʠ ʧʣʘʢʠ ʚʲʨʭʫ ʩʪʝʨʠʣʥʠ ʧʦʢʨʠʚʥʠ ʩʪʲʢʣʘ ʜʦ 

ʦʙʨʘʟʫʚʘʥʝ ʥʘ ʘʜʭʝʨʝʥʪʝʥ ʢʣʝʪʲʯʝʥ ʩʣʦʡ (24 ʯʘʩʘ). ʂʫʣʪʠʚʘʮʠʦʥʥʘʪʘ ʩʨʝʜʘ ʙʝʰʝ ʟʘʤʝʥʷʥʘ 

ʩ ʪʘʢʘʚʘ, ʩʲʜʲʨʞʘʱʘ ʪʝʩʪʦʚʠʪʝ ʮʠʪʦʩʪʘʪʠʮʠ (ʧʨʠʣʦʞʝʥʠ ʚ ʨʘʟʣʠʯʥʠ ʢʦʥʮʝʥʪʨʘʮʠʠ) ʠ ʚ 

ʦʪʩʲʩʪʚʠʝʪʦ ʥʘ ʪʝʩʪʦʚʠ ʚʝʱʝʩʪʚʘ - ʢʣʝʪʲʯʥʠ ʢʦʥʪʨʦʣʠ. ʉʣʝʜ ʪʨʝʪʠʨʘʥʝ ʚ ʧʨʦʜʲʣʞʝʥʠʝ ʥʘ 
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24/48/72 ʯʘʩʘ ʣʘʤʝʣʠʪʝ ʙʷʭʘ ʧʨʦʤʠʚʘʥʠ ʩ PBS, ʬʠʢʩʠʨʘʥʠ ʚ ʦʭʣʘʜʝʥ ʤʝʪʘʥʦʣ (5 ʤʠʥʫʪʠ) ʠ 

ʦʮʚʝʪʷʚʘʥʠ ʩ ʭʝʤʘʪʦʢʩʠʣʠʥ ʠ ʝʦʟʠʥ. ʉʣʝʜ ʚʲʟʭʦʜʷʱʘ ʜʝʭʠʜʨʘʪʘʮʠʷ (70 %, 80 %, 96 % ʠ 

100 % ʝʪʠʣʦʚ ʘʣʢʦʭʦʣ), ʪʨʝʪʠʨʘʥʝ ʩ ʢʩʠʣʦʣ (3 x 5 ʤʠʥʫʪʠ), ʚʢʣʶʯʚʘʥʝ ʚ ʩʠʥʪʝʪʠʯʥʘ ʩʨʝʜʘ  

(Bio-Mount DPX) ʙʷʭʘ ʧʦʜʛʦʪʚʷʥʠ ʪʨʘʡʥʠ ʤʠʢʨʦʩʢʦʧʩʢʠ ʧʨʝʧʘʨʘʪʠ. 

 ʆʮʝʥʢʘʪʘ ʥʘ ʮʠʪʦʤʦʨʬʦʣʦʛʠʯʥʠʪʝ ʧʨʦʤʝʥʠ, ʥʘʩʪʲʧʠʣʠ ʩʣʝʜ ʪʨʝʪʠʨʘʥʝ ʩ ʠʟʩʣʝʜʚʘʥʠʪʝ 

ʮʠʪʦʩʪʘʪʠʮʠ ʙʝʰʝ ʠʟʚʲʨʰʝʥʘ ʩʲʩ ʩʚʝʪʣʠʥʝʥ ʤʠʢʨʦʩʢʦʧ Leica DM5000B (Leica 

Microsystem, Germany) ʠ ʙʷʭʘ ʜʦʢʫʤʝʥʪʠʨʘʥʠ ʩ ʢʘʤʝʨʘ Leica DFC 420 ʠ ʩʦʬʪʫʝʨ Leica Suite 

3.1.0 (Leica Microsystem, Germany).  

ü ʆʮʝʥʢʘ ʥʘ ʧʨʝʜʠʟʚʠʢʘʠ ʪʠʧ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ ï ʘʧʦʧʪʦʟʘ/ʥʝʢʨʦʟʘ ʯʨʝʟ 

ʜʚʦʡʥʦ ʬʣʫʦʨʦʭʨʦʤʠʨʘʥʝ ʩ ʘʢʨʠʜʠʥ ʦʨʘʥʞ ʠ ʧʨʦʧʠʜʠʝʚ ʡʦʜʠʜ (AO/PI) 

(ʌʣʫʦʨʝʩʮʝʥʪʥʘ ʤʠʢʨʦʩʢʦʧʠʷ) 

ʊʨʝʪʠʨʘʥʠ ʩ ʠʟʩʣʝʜʚʘʥʠʪʝ ʚʝʱʝʩʪʚʘ ʢʣʝʪʢʠ ʠ ʥʝʪʨʝʪʠʨʘʥʠ ʢʦʥʪʨʦʣʠ ʙʷʭʘ ʦʮʚʝʪʝʥʠ ʩ 

ʘʢʨʠʜʠʥ ʦʨʘʥʞ ʠ ʧʨʦʧʠʜʠʝʚ ʡʦʜʠʜ ʧʦ ʩʪʘʥʜʘʨʪʝʥ ʧʨʦʪʦʢʦʣ. ʂʣʝʪʢʠʪʝ ʩʝ ʧʦʩʷʚʘʪ ʚʲʨʭʫ 

ʩʪʝʨʠʣʥʠ ʧʦʢʨʠʚʥʠ ʩʪʲʢʣʘ ʚ 6-ʷʤʢʦʚʠ ʧʣʘʢʠ ʩ ʧʣʲʪʥʦʩʪ 3x105 ʢʣʝʪʢʠ/. ʉʣʝʜ 24 ʯʘʩʘ 

ʢʫʣʪʠʚʘʮʠʦʥʥʘʪʘ ʩʨʝʜʘ ʙʝʰʝ ʟʘʤʝʥʝʥʘ ʩ ʥʦʚʘ, ʩʲʜʲʨʞʘʱʘ ʨʘʟʣʠʯʥʠ ʢʦʥʮʝʥʪʨʘʮʠʠ ʥʘ 

ʠʟʩʣʝʜʚʘʥʠʪʝ ʮʠʪʦʩʪʘʪʠʮʠ ʠ ʢʣʝʪʢʠʪʝ ʙʷʭʘ ʪʨʝʪʠʨʘʥʠ ʟʘ ʨʘʟʣʠʯʥʠ ʧʝʨʠʦʜʠ ʦʪ ʚʨʝʤʝ 

(24/48/72 ʯʘʩʘ). ʈʘʟʪʚʦʨʠʪʝ ʥʘ ʘʢʨʠʜʠʥ ʦʨʘʥʞ (1 mg/ml ʚ PBS) ʠ ʧʨʦʧʠʜʠʝʚ ʡʦʜʠʜ (1 mg/ml 

ʚ ʙʠʜʠʩʪʠʣʠʨʘʥʘ ʚʦʜʘ) ʙʷʭʘ ʜʦʙʘʚʝʥʠ ʥʘ ʢʘʧʢʠ ʚʲʨʭʫ ʯʠʩʪʠ ʧʨʝʜʤʝʪʥʠ ʩʪʲʢʣʘ ʦʪ 8-10 Õl, 

ʩʤʝʩʝʥʠ ʚ ʨʘʚʥʠ ʧʨʦʧʦʨʮʠʠ (1:1, vol:vol). ʇʦʢʨʠʚʥʠʪʝ ʩʪʲʢʣʘ ʩ ʢʫʣʪʠʚʠʨʘʥʠʪʝ ʚʲʨʭʫ ʪʷʭ 

ʢʣʝʪʢʠ ʩʝ ʠʟʤʠʚʘʪ ʩ ʬʦʩʬʘʪʥʦ-ʙʫʬʝʨʝʥ ʬʠʟʠʦʣʦʛʠʯʝʥ ʨʘʟʪʚʦʨ ʠ ʚʥʠʤʘʪʝʣʥʦ ʩʝ ʧʦʩʪʘʚʷʪ 

(ʩ ʢʣʝʪʲʯʥʠʷ ʤʦʥʦʩʣʦʡ ʢʲʤ ʙʦʷʪʘ) ʚʲʨʭʫ ʢʘʧʢʘʪʘ AO/PI. ʎʠʪʦʤʦʨʬʦʣʦʛʠʯʥʠʪʝ ʧʨʦʤʝʥʠ 

ʙʷʭʘ ʥʘʙʣʶʜʘʚʘʥʠ ʩ ʧʦʤʦʱʪʘ ʥʘ ʬʣʫʦʨʝʩʮʝʥʪʝʥ ʤʠʢʨʦʩʢʦʧ  (Leica DM 5000B, Germany, 

ʧʨʠ I3 Filtercube). ɹʝʣʝʟʠʪʝ ʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ ʙʷʭʘ ʦʮʝʥʝʥʠ ʧʦ ʩʣʝʜʥʠʷ ʥʘʯʠʥ: ʥʘʯʘʣʝʥ 

ʩʪʘʜʠʡ ʥʘ ʘʧʦʧʪʦʟʘ - ʷʨʢʦ ʟʝʣʝʥʦ ʷʜʨʦ ʩ ʢʦʥʜʝʥʟʘʮʠʷ ʥʘ ʭʨʦʤʘʪʠʥ ʧʦʜ ʬʦʨʤʘʪʘ ʥʘ ʧʣʲʪʥʠ 

ʟʝʣʝʥʠ ʦʙʣʘʩʪʠ ʠ ʬʦʨʤʠʨʘʥʝ ʥʘ ʭʘʨʘʢʪʝʨʥʠ ʘʧʦʧʪʦʪʠʯʥʠ ʠʟʧʲʢʚʘʥʠʷ ʧʦ ʢʣʝʪʲʯʥʘʪʘ 

ʧʦʚʲʨʭʥʦʩʪ (Ăapoptotic blebsò); ʥʘʧʨʝʜʥʘʣ ʩʪʘʜʠʡ ʥʘ ʘʧʦʧʪʦʟʘ - ʦʨʘʥʞʝʚʦ-ʯʝʨʚʝʥʦ ʷʜʨʦ ʩ 

ʢʦʥʜʝʥʟʘʮʠʷ ʥʘ ʭʨʦʤʘʪʠʥʘ; ʢʲʩʝʥ ʩʪʘʜʠʡ ʥʘ ʢʣʝʪʲʯʥʘ ʩʤʲʨʪ - ʪʲʤʥʦʯʝʨʚʝʥʦ ʦʮʚʝʪʝʥʠ 

ʢʣʝʪʢʠ. 

ü ʀʟʦʣʠʨʘʥʝ ʥʘ ɼʅʂ ʦʪ ʪʫʤʦʨʥʠ ʪʲʢʘʥʠ (ʧʘʨʘʬʠʥʦʚʠ ʩʨʝʟʠ ʦʪ FFPE)  

ʀʟʦʣʠʨʘʥʝ ʥʘ ɼʅʂ ʦʪ ʪʫʤʦʨʥʠ ʪʲʢʘʥʠ ʙʝʰʝ ʠʟʚʲʨʰʝʥʦ ʩ IVD ʤʘʨʢʠʨʘʥ ʥʘʙʦʨ QIAamp DSP 

ʟʘ ʠʟʦʣʠʨʘʥʝ ʠ ʧʨʝʯʠʩʪʚʘʥʝ ʥʘ ʛʝʥʦʤʥʘ ɼʅʂ ʦʪ ʙʠʦʣʦʛʠʯʥʠ ʧʨʦʙʠ, ʬʠʢʩʠʨʘʥʠ ʩ ʬʦʨʤʘʣʠʥ, 

ʚʢʣʶʯʝʥʠ ʚ ʧʘʨʘʬʠʥ (Formalin-Fixed, Paraffin-Embedded, FFPE). 

ü ʉʪʘʪʠʩʪʠʯʝʩʢʠ ʤʝʪʦʜʠ 
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ɺʩʠʯʢʠ ʜʘʥʥʠ ʩʘ ʚʲʚʝʜʝʥʠ ʠ ʦʙʨʘʙʦʪʝʥʠ ʩ MicrosoftÈOffice Excel (Microsoft Office Professional 

Edition, CopyrightÉ1985-2024, Microsoft Corporation). ʉʲʟʜʘʜʝʥʠʪe ʝʣʝʢʪʨʦʥʥʠ ʪʘʙʣʠʮʠ ʙʷʭʘ 

ʧʨʦʚʝʨʝʥʠ ʟʘ ʢʦʨʝʢʪʝʥ ʟʘʧʠʩ ʥʘ ʚʲʚʝʜʝʥʘʪʘ ʠʥʬʦʨʤʘʮʠʷ ʠ ʬʦʨʤʘʪʠʨʘʥʠ ʧʦ ʥʝʦʙʭʦʜʠʤʠʷ ʤʦʜʝʣ. 

ɼʝʩʢʨʠʧʪʠʚʥʘʪʘ ʩʪʘʪʠʩʪʠʢʘ ʥʘ ʩʫʨʦʚʠʪʝ ʜʘʥʥʠ ʠ ʩʲʟʜʘʚʘʥʝʪʦ ʥʘ ʚʠʟʫʘʣʠʟʠʨʘʱʠ ʜʠʘʛʨʘʤʠ ʙʝʰʝ 

ʠʟʚʲʨʰʝʥʦ ʩ MicrosoftÈOffice Excel (Microsoft Office Professional Edition, CopyrightÉ1985-2024, 

Microsoft Corporation). ɿʘ ʩʪʘʪʠʩʪʠʯʝʩʢʠʷ ʘʥʘʣʠʟ ʥʘ ʜʘʥʥʠʪʝ ʙʷʭʘ ʠʟʧʦʣʟʚʘʥʠ ʚʘʨʠʘʮʠʦʥʝʥ 

ʘʥʘʣʠʟ ʥʘ ʢʦʣʠʯʝʩʪʚʝʥʠ ʧʨʦʤʝʥʣʠʚʠ - ʩʨʝʜʥʘ ʩʪʦʡʥʦʩʪ, ʩʪʘʥʜʘʨʪʥʦ ʦʪʢʣʦʥʝʥʠʝ, ʤʠʥʠʤʫʤ, 

ʤʘʢʩʠʤʫʤ; ʏʝʩʪʦʪʝʥ ʘʥʘʣʠʟ ʥʘ ʢʘʯʝʩʪʚʝʥʠ ʧʨʦʤʝʥʣʠʚʠ - ʘʙʩʦʣʶʪʥʠ ʯʝʩʪʦʪʠ, ʦʪʥʦʩʠʪʝʣʥʠ 

ʯʝʩʪʦʪʠ (ʚ ʧʨʦʮʝʥʪʠ); ɻʨʘʬʠʯʥʠ ʠʟʦʙʨʘʞʝʥʠʷ ï ʜʠʘʛʨʘʤʠ, ʭʠʩʪʦʛʨʘʤʠ, boxplot. 

 

IV. ʈɽɿʋʃʊɸʊʀ ʀ ʆɹʉʒɾɼɸʅɽ 

ɺ ʧʨʦʫʯʚʘʥʝʪʦ ʙʷʭʘ ʠʟʧʦʣʟʚʘʥʠ ʪʫʤʦʨʥʠ ʪʲʢʘʥʠ, ʬʠʢʩʠʨʘʥʠ ʩ ʬʦʨʤʘʣʠʥ ʠ ʧʨʦʧʠʪʠ ʩ ʧʘʨʘʬʠʥ 

(FFPE) ʦʪ 110 ʜʠʘʛʥʦʩʪʠʮʠʨʘʥʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʘ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, 1 ʩʘʨʢʦʤʘʪʦʠʜʝʥ 

ʚʘʨʠʘʥʪ ʥʘ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ, 5 ʤʝʪʘʩʪʘʪʠʯʥʠ ʣʠʤʬʥʠ ʚʲʟʝʣʘ ʠ 9 ʢʦʩʪʥʠ ʠ 

ʤʝʢʦʪʲʢʘʥʥʠ ʤʝʪʘʩʪʘʟʠ.  

 

 

ʌʠʛʫʨʘ 1. ɼʠʟʘʡʥ ʥʘ ʧʨʦʫʯʚʘʥʝʪʦ 
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IV.1. ʇʘʪʦʤʦʨʬʦʣʦʛʠʯʝʥ ʠ ʢʣʠʥʠʯʝʥ ʘʥʘʣʠʟ ʥʘ ʩʣʫʯʘʠ ʩ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ 

ʧʠʢʦʯʝʥ ʤʝʭʫʨ 

IV .1.1. ʀʟʩʣʝʜʚʘʥʝ ʥʘ ʩʲʦʪʥʦʰʝʥʠʝʪʦ ʤʝʞʜʫ ʧʲʨʚʠʯʥʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʠ 

ʪʝʭʥʠʪʝ ʨʝʮʠʜʠʚʠ 

ʉʨʝʜ ʠʟʩʣʝʜʚʘʥʠʪʝ 111 ʪʫʤʦʨʘ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ 110 ʩʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʠ 1 ʝ 

ʩʘʨʢʦʤʘʪʦʠʜʝʥ ʢʘʨʮʠʥʦʤ ʩ ʤʝʟʝʥʭʠʤʝʥ ʧʨʦʠʟʭʦʜ. ʆʪ ʪʷʭ 87 (78.38%)  ʩʘ ʧʲʨʚʠʯʥʠ ʠ 24 (21.62%) 

ʩʘ ʪʫʤʦʨʥʠ ʨʝʮʠʜʠʚʠ. 

 

ʌʠʛʫʨʘ 2. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʧʲʨʚʠʯʥʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʠ ʨʝʮʠʜʠʚʠ 

ʅʘʡ-ʛʦʣʷʤ ʜʷʣ ʦʪ ʪʫʤʦʨʥʠʪʝ ʨʝʮʠʜʠʚʠ ʠʤʘʪ ʫʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʢʘʨʮʠʥʦʤʠ. ʊʝ 

ʧʨʝʜʩʪʘʚʣʷʚʘʪ 66.67% ʦʪ ʫʩʪʘʥʦʚʝʥʠʪʝ ʨʝʮʠʜʠʚʠ. ɽʜʥʘʢʚʦ ʧʨʝʜʩʪʘʚʝʥʠ ʩʘ ʚʠʩʦʢʦ 

ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʠ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʨʝʮʠʜʠʚʠ ʥʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ. 

 

 

ʌʠʛʫʨʘ 3. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʨʝʮʠʜʠʚʠʨʘʣʠʪʝ ʪʫʤʦʨʠ ʩʧʦʨʝʜ ʩʪʝʧʝʥʪʘ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ 
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IV .1.2. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʧʦ ʧʦʣ 

ʀʟʩʣʝʜʚʘʥʠ ʩʘ ʪʫʤʦʨʥʠ ʪʲʢʘʥʠ ʦʪ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʥʘ 111 ʧʘʮʠʝʥʪʘ. ʈʘʟʧʨʝʜʝʣʝʥʠʝʪʦ ʧʦ ʧʦʣ 

ʧʦʢʘʟʘ ʧʨʝʦʙʣʘʜʘʚʘʥʝ ʥʘ ʤʲʞʝʪʝ ï 78 ʩʣʫʯʘʷ (70.23%) ʠ 33 ʩʣʫʯʘʷ ʧʨʠ ʞʝʥʠ (29,73%). 

 

 

 

ʌʠʛʫʨʘ 4. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʧʦ ʧʦʣ 

 

IV .1.3. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʧʦ 

ʚʲʟʨʘʩʪ 

ʉʨʝʜʥʘʪʘ ʚʲʟʨʘʩʪ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʝ 67,53 ʛ (SD 9.22). ʇʦ-ʥʠʩʢʘ ʝ ʧʨʠ ʞʝʥʠʪʝ ï 65,82 ʛʦʜʠʥʠ ʩʨʝʱʫ 

68,5 ʛʦʜʠʥʠ ʧʨʠ ʤʲʞʝʪʝ. ɺʲʟʨʘʩʪʦʚʠʷʪ ʠʥʪʝʨʚʘʣ ʝ ʦʪ 53 ʜʦ 85 ʛʦʜʠʥʠ. ɽʜʠʥ ʩʣʫʯʘʡ ʥʘ ʫʨʦʪʝʣʝʥ 

ʢʘʨʮʠʥʦʤ ʝ ʧʨʠ ʤʲʞ ʥʘ 40 ʛʦʜʠʥʠ. 

ʊʘʙʣʠʮʘ 1. ʉʨʝʜʥʘ ʚʲʟʨʘʩʪ ʥʘ ʧʘʮʠʝʥʪʠ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ 

ʨʘʟʧʨʝʜʝʣʝʥʠʝ ʧʦ ʧʦʣ 

 

 ʉʨʝʜʥʘ ʚʲʟʨʘʩʪ ʉʪʘʥʜʘʨʪʥʦ 

ʦʪʢʣʦʥʝʥʠʝ (SD) 

ʆʙʱʦ 67.53 9.22 

ʤʲʞʝ 68.25 9.06 

ʞʝʥʠ 65.82 9.39 

*z-score =1.33715; p-value = 0.18024. 
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VI.1.4. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʧʦʨʝʜ 

ʩʪʝʧʝʥʪʘ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ (Grade) 

 

ʆʪ ʠʟʩʣʝʜʚʘʥʠʪʝ 110 ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʘ 28 ʪʫʤʦʨʘ (26.13%) ʩʘ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠ (G3).  

ʂʘʪʦ ʫʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠ ʩʘ ʜʠʘʛʥʦʪʠʮʠʨʘʥʠ 61 ʪʫʤʦʨʘ (54.95%). ɺʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ 

ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩʘ 21 (18.92%). 

 

ʊʘʙʣʠʮʘ 2. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʧʦ 

ʩʪʝʧʝʥ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ (G) ʠ ʧʦʣ 

 

 G1 G2 G3 

ʄʲʞʝ 17,95% 51,78 % 30,77 % 

ɾʝʥʠ 21,21 % 63,64 % 15,15 % 

 

 

 

 

ʌʠʛʫʨʘ 5. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʩʣʫʯʘʠʪʝ ʧʦ ʩʪʝʧʝʥ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ (ʦʙʱʦ ʟʘ ʜʚʘʪʘ ʧʦʣʘ) 
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ʌʠʛʫʨʘ 6.  ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʩʣʫʯʘʠʪʝ ʧʦ ʩʪʝʧʝʥ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ ʧʨʠ ʤʲʞʝ ʠ ʞʝʥʠ 

 

ɺʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (G1) ʩʘ ʩʠʣʥʦ ʟʘʩʪʲʧʝʥʠ ʧʨʠ 

ʤ̡ ʞʢʠʷ ʧʦʣ - 66,7 % ʦʪ ʪʷʭ ʩʘ ʫʩʪʘʥʦʚʝʥʠ ʧʨʠ ʤʲʞʝ. 

 

 

ʌʠʛʫʨʘ 7.  ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʩʣʫʯʘʠʪʝ ʧʦ ʧʦʣ ʧʨʠ ʩʪʝʧʝʥ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ G1 

 

ʋʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (G2) ʩʘ 63 ʩʣʫʯʘʷ, ʢʘʪʦ 

65,67% ʦʪ ʪʷʭ ʩʘ ʧʨʠ ʤʲʞʝ. ɼʝʣʲʪ ʠʤ ʧʨʠ ʞʝʥʠʪʝ ʝ ʟʥʘʯʠʪʝʣʥʦ ʧʦ-ʤʘʣʲʢ ï 33,43%. 
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31%
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15%

˾͔͔͔͙͔͊ͨͪ͒ͤ͘͡ ͨͦ ͔͔ͫͭͨͤ ͤ͊ 
͙͒ͺ͔͔ͪͤͼ͙͔ͪ͊ͤ ͙ͨͪ ͔͙͗ͤ

G1

G2

G3

66.67%

33.33%

˾͔͔͔͙͔͊ͨͪ͒ͤ͘͡ ͨͦ ͨͦ͡ ͙ͨͪ ͫͭe͔ͨͤ ͤ͊ 
͙͒ͺ͔͔ͪͤͼ͙͔ͪ͊ͤ G1

˸Ά͔͗

ˬ͔͙ͤ
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ʌʠʛʫʨʘ 8.  ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʩʣʫʯʘʠʪʝ ʧʦ ʧʦʣ ʧʨʠ ʫʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ 

ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (G2). 

ʇʨʠ ʫʤʝʨʝʥʦ ʠ ʚʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩʲʦʪʥʦʰʝʥʠʝʪʦ ʞʝʥʠ/ʤʲʞʝ ʝ 

ʧʨʠʙʣʠʟʠʪʝʣʥʦ 1:2 ʚ ʧʦʣʟʘ ʥʘ ʤʲʞʝʪʝ ( 33-34% ʞʝʥʠ ʠ 65-66% ʤʲʞʝ). 

ʇʨʠ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩʝ ʥʘʙʣʶʜʘʚʘ ʦʪʯʝʪʣʠʚʘ ʨʘʟʣʠʢʘ ʤʝʞʜʫ ʜʚʘʪʘ 

ʧʦʣʘ ï31% (24 ʩʣʫʯʘʷ) ʩʘ ʫʩʪʘʥʦʚʝʥʠ ʧʨʠ ʤʲʞʝ, ʜʦʢʘʪʦ  15% (5 ʩʣʫʯʘʷ) ʩʘ ʫʩʪʘʥʦʚʝʥʠ ʧʨʠ ʞʝʥʠ. 

 

ʌʠʛʫʨʘ 9.  ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʧʦ ʧʦʣ ʧʨʠ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ (ʩʪʝʧʝʥ ʥʘ ʜʠʬʝʨʝʥʮʠʨʘʥʝ G3). 

 

 

 

 

65.57%

34.43%

˾͔͔͔͙͔͊ͨͪ͒ͤ͘͡ ͨͦ ͨͦ͡ ͙ͨͪ ͔͔ͫͭͨͤ ͤ͊ 
͙͒ͺ͔͔ͪͤͼ͙͔ͪ͊ͤ G2

˸Ά͔͗

ˬ͔͙ͤ

82.76%

17.24%

˾͔͔͔͙͔͊ͨͪ͒ͤ͘͡ ͨͦ ͨͦ͡ ͙ͨͪ ͔͔ͫͭͨͤ 
ͤ͊ ͙͒ͺ͔͔ͪͤͼ͙͔ͪ͊ͤ G3

˸Ά͔͗

ˬ͔͙ͤ
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IV .1.5. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʧʦʨʝʜ 

ʩʪʝʧʝʥʪʘ ʥʘ ʪʫʤʦʨʥʘ ʠʥʚʘʟʠʷ 

ɺ ʟʘʚʠʩʠʤʦʩʪ ʦʪ ʠʥʬʠʣʪʨʘʮʠʷʪʘ ʥʘ ʪʫʤʦʨʥʠʷ ʧʨʦʮʝʩ, ʠʟʩʣʝʜʚʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ 

ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʙʷʭʘ ʢʣʘʩʠʬʠʮʠʨʘʥʠ ʢʘʪʦ pʊʘ, pTis, pT1, pT1a, pT2, pT2a, pT2b, pT2c, pT3, 

pT3a, pT3b ʠ pT4a. 

 ɿʘ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ Ta ʧʨʠʝʤʘʤʝ ʥʝʠʥʚʘʟʠʚʥʠ ʧʘʧʠʣʘʨʥʠ ʢʘʨʮʠʥʦʤʠ, ʢʦʠʪʦ ʘʥʛʘʞʠʨʘʪ 

ʝʜʠʥʩʪʚʝʥʦ ʝʧʠʪʝʣʥʠʷ ʩʣʦʡ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʅʘʡ-ʯʝʩʪʦ ʪʝ ʠʤʘʪ ʝʢʟʦʬʠʪʝʥ ʨʘʩʪʝʞ, ʢʘʪʦ 

ʬʦʨʤʠʨʘʪ ʬʠʥʠ ʧʘʧʠʣʘʨʥʠ ʩʪʨʫʢʪʫʨʠ, ʩʲʜʲʨʞʘʱʠ ʥʝʞʥʘ ʩʫʙʝʧʠʪʝʣʥʘ ʧʣʘʩʪʠʥʘ ʩ ʢʘʧʠʣʷʨʠ ʠ 

ʩʲʝʜʠʥʠʪʝʣʥʦ-ʪʲʢʘʥʥʠ ʚʣʘʢʥʘ. (ʌʠʛʫʨʘ 10). 

 

ʌʠʛʫʨʘ 10. ʇʘʧʠʣʘʨʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ pTa, ʩʲʜʲʨʞʘʱ ʥʘʜ 8 ʝʧʠʪʝʣʥʠ 

ʩʣʦʷ ʩ ʣʝʢ ʷʜʨʝʥ ʘʪʠʧʠʟʲʤ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ 

 

ʉʨʝʜ ʠʟʩʣʝʜʚʘʥʠʪʝ 111 ʪʫʤʦʨʘ ʙʝʰʝ ʦʪʢʨʠʪ ʩʘʤʦ 1 ʩʣʫʯʘʡ ʚ ʩʪʘʜʠʡ pTa (0,9% ʦʪ ʠʟʩʣʝʜʚʘʥʠʪʝ 

ʪʫʤʦʨʠ). ʊʦʚʘ ʩʝ ʜʲʣʞʠ ʥʘ ʬʘʢʪʘ, ʯʝ ʪʝ ʥʷʤʘʪ ʢʣʠʥʠʯʥʠ ʧʨʦʷʚʠ ʠ ʩʝ ʦʪʢʨʠʚʘʪ ʩʣʫʯʘʡʥʦ ʧʨʠ 
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ʪʨʘʥʩʫʨʝʪʨʘʣʥʘ ʮʠʩʪʦʩʢʦʧʠʷ. ʅʘʡ-ʯʝʩʪʦ ʧʨʠʜʨʫʞʘʚʘʪ ʧʦ-ʛʦʣʝʤʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ, ʢʦʠʪʦ ʩʘ 

ʜʦʚʝʣʠ ʜʦ ʭʝʤʘʪʫʨʠʷ. 

pTis ʫʨʦʪʝʣʥʠʪʝ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʘ ʢʘʨʮʠʥʦʤʠ in situ, Ăʧʣʦʩʢʠ ʪʫʤʦʨʠñ, 

ʦʪʣʠʯʘʚʘʱʠ ʩʝ ʩ ʤʘʣʢʘ ʧʦ ʨʘʟʤʝʨʠ ʣʝʟʠʷ, ʢʦʠʪʦ ʥʷʤʘʪ ʧʘʧʠʣʘʨʝʥ ʝʢʟʦʬʠʪʝʥ ʨʘʩʪʝʞ, ʘ ʩʘʤʦ 

ʫʤʝʨʝʥ ʢʲʤ ʠʟʨʘʟʝʥ ʷʜʨʝʥ ʘʪʠʧʠʟʲʤ, ʘʥʛʘʞʠʨʘʱ ʚʩʠʯʢʠ ʝʧʠʪʝʣʥʠ ʩʣʦʝʚʝ. (ʌʠʛʫʨʘ 11). ʇʨʠ ʪʝʟʠ 

ʪʫʤʦʨʠ ʩʲʱʦ ʥʷʤʘ ʠʥʚʘʟʠʚʥʠ ʧʨʦʷʚʠ ʚ ʜʲʣʙʦʯʠʥʘ ʠ  ʣʠʧʩʚʘ ʢʣʠʥʠʯʥʘ ʢʘʨʪʠʥʘ (ʭʝʤʘʪʫʨʠʷ).  

ʊʝ ʩʘ ʧʨʝʜʩʪʘʚʝʥʠ ʦʪ 5 ʩʣʫʯʘʷ (4.5 %). 

 

ʌʠʛʫʨʘ 11. ʂʘʨʮʠʥʦʤ in situ, ñʧʣʦʩʲʢ ʪʫʤʦʨñ, ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 400  
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ʇʨʝʦʙʣʘʜʘʚʘʱʠʷʪ ʜʷʣ ʦʪ ʠʟʩʣʝʜʚʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ï 65 ʩʣʫʯʘʷ (59,65%) 

ʧʨʝʜʩʪʘʚʣʷʚʘʪ pʊ1. ʇʨʠ ʪʷʭ ʪʫʤʦʨʥʠʷʪ ʧʨʦʮʝʩ ʧʦʢʘʟʚʘ ʝʢʟʦʬʠʪʝʥ ʨʘʩʪʝʞ, ʥʦ ʩʲʱʝʩʪʚʝʥʦʪʦ 

ʝ, ʯʝ ʪʦʡ ʠʥʬʠʣʪʨʠʨʘ ʩʫʙʝʧʠʪʝʣʥʘʪʘ ʩʲʝʜʠʥʠʪʝʣʥʦ-ʪʲʢʘʥʥʘ ʧʣʘʩʪʠʥʘ ʠ ʩʦʙʩʪʚʝʥʘʪʘ ʤʫʩʢʫʣʥʘ 

ʧʣʘʩʪʠʥʘ (Lamina muscularis propria). ʏʝʩʪʦ ʠʟʧʨʘʪʝʥʠʷʪ ʙʠʦʧʩʠʯʝʥ ʤʘʪʝʨʠʘʣ ʝ ʩʠʣʥʦ 

ʬʨʘʛʤʝʥʪʠʨʘʥ ʠ ʪʦʚʘ ʟʘʪʨʫʜʥʷʚʘ ʪʦʯʥʘʪʘ ʧʨʝʮʝʥʢʘ ʥʘ ʠʥʬʠʣʪʨʘʪʠʚʥʠʷ ʧʨʦʮʝʩ (ʌʠʛʫʨʘ 12). 

 

 

 

ʌʠʛʫʨʘ 12. ʀʥʚʘʟʠʚʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ1 ʩ ʠʥʬʠʣʪʨʘʮʠʷ ʚ 

ʩʫʙʝʧʠʪʝʣʥʘʪʘ ʩʲʝʜʠʥʠʪʝʣʥʦ-ʪʲʢʘʥʥʘ ʧʣʘʩʪʠʥʘ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ  
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ʊʫʤʦʨʠʪʝ pT2a ʩʘ ʠʥʚʘʟʠʚʥʠ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ, ʢʦʠʪʦ ʠʥʬʠʣʪʨʠʨʘʪ ʚ ʜʲʣʙʦʯʠʥʘ 

ʚʲʪʨʝʰʥʘʪʘ ʧʦʣʦʚʠʥʘ ʦʪ ʜʲʣʙʦʢʠʪʝ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. ʉʨʝʜ ʠʟʣʝʜʚʘʥʠʪʝ 

ʪʫʤʦʨʠ 8.11% (9 ʩʣʫʯʘʷ) ʩʘ ʊ2ʘ (ʌʠʛʫʨʘ 13). 

 

ʌʠʛʫʨʘ 13. ʋʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ2ʘ - ʤʥʦʛʦʬʦʢʫʩʥʘ ʪʫʤʦʨʥʘ 

ʠʥʬʠʣʪʨʘʮʠʷ ʚʲʚ ʚʲʪʨʝʰʥʘʪʘ ʧʦʣʦʚʠʥʘ ʥʘ ʜʲʣʙʦʢʠʪʝ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. 

ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ  
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8 ʩʣʫʯʘʷ (7,21%) ʦʪʛʦʚʘʨʷʪ ʥʘ ʊ2b ï ʪʫʢ ʠʥʬʠʣʪʨʘʮʠʷʪʘ ʚ ʜʲʣʙʦʯʠʥʘ ʘʥʛʘʞʠʨʘ ʮʷʣʘʪʘ 

ʜʝʙʝʣʠʥʘ ʥʘ ʜʲʣʙʦʢʠʪʝ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ (ʌʠʛʫʨʘ 14). ʄʥʦʛʦ ʯʝʩʪʦ ʪʷ ʧʦʢʘʟʚʘ ʨʘʟʣʠʯʥʘ 

ʩʪʝʧʝʥ ʥʘ ʧʨʦʥʠʢʚʘʥʝ ʧʨʠ ʝʜʠʥ  ʠ ʩʲʱʠ ʩʣʫʯʘʡ. ʂʣʘʩʠʬʠʮʠʨʘʥʝʪʦ ʚ ʦʧʨʝʜʝʣʝʥ ʩʪʘʜʠʡ ʤʦʞʝ 

ʜʘ ʙʲʜʝ ʟʘʪʨʫʜʥʝʥʦ, ʥʦ ʩʝ ʦʪʯʠʪʘ ʥʘʡ-ʛʦʣʷʤʘʪʘ ʜʲʣʙʦʯʠʥʘ ʥʘ ʠʥʬʠʣʪʨʘʮʠʷ . 

 

ʌʠʛʫʨʘ 14. ʋʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ2b. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 200ʭ  
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5 ʩʣʫʯʘʷ (4,5%) ʩʘ ʨʊ3ʘ ï ʧʨʠ ʪʷʭ ʩʝ ʦʪʢʨʠʚʘ ʤʠʢʨʦʩʢʦʧʩʢʘ ʠʥʬʠʣʪʨʘʮʠʷ ʠʟʚʲʥ ʚʲʥʰʥʘʪʘ 

ʛʨʘʥʠʮʘ ʥʘ ʤʫʩʢʫʣʥʠʪʝ ʩʣʦʝʚʝ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ (ʌʠʛʫʨʘ 15). ɸʥʛʘʞʠʨʘʥʠ ʩʘ 

ʧʝʨʠʚʝʟʠʢʘʣʥʠ ʪʲʢʘʥʠ : ʤʘʩʪʥʘ ʠ ʬʠʙʨʦʟʥʘ ʪʲʢʘʥ. 

 

 ʌʠʛʫʨʘ 15. ʋʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ3ʘ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ  
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1 ʩʣʫʯʘʡ (0.9%) e ʊ3b - ʧʨʠ ʢʘʨʮʠʥʦʤʠʪʝ ʨT3b ʠʥʬʠʣʪʨʘʮʠʷʪʘ ʚ ʧʝʨʠʚʝʟʠʢʘʣʥʠʪʝ ʪʲʢʘʥʠ ʝ 

ʤʠʢʨʦʩʢʦʧʩʢʠ ʠ ʤʘʢʨʦʩʢʦʧʩʢʠ ʚʠʜʠʤʘ (ʌʠʛʫʨʘ 16-17). ʇʨʠ ʠʟʩʣʝʜʚʘʥʝ ʥʘ ʨʝʟʝʮʠʨʘʥ ʧʠʢʦʯʝʥ 

ʤʝʭʫʨ ʤʦʛʘʪ ʜʘ ʩʝ ʦʪʢʨʠʷʪ ʢʘʢʪʦ ʥʘʡ-ʚʠʩʦʢʘʪʘ ʩʪʝʧʝʥ pT3b, ʪʘʢʘ ʠ ʧʦ-ʨʘʥʥʠ ʩʪʘʜʠʠ (pT3a ʠ 

pT2b). 

 

 

ʌʠʛʫʨʘ 16. ʋʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ3b. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ  
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ʌʠʛʫʨʘ 17. ʋʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩ ʪʫʤʦʨʥʘ 

ʠʥʚʘʟʠʷ ʚ ʧʝʨʠʚʝʟʠʢʘʣʥʠ ʤʘʩʪʥʘ ʠ ʩʲʝʜʠʥʠʪʝʣʥʘ ʪʲʢʘʥ. 

ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ  
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3 ʩʣʫʯʘʷ (2.7%) ʩʘ ʨʊ4 ï ʪʫʤʦʨʥʠʷʪ ʧʨʦʮʝʩ ʝ ʠʥʬʠʣʪʨʠʨʘʣ ʚʩʠʯʢʠ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ, 

ʧʝʨʠʚʝʟʠʢʘʣʥʘ ʪʲʢʘʥ ʠ ʥʘʚʣʠʟʘ ʚ ʩʲʩʝʜʥʠ ʦʨʛʘʥʠ : ʧʨʦʩʪʘʪʥʘ ʞʣʝʟʘ, ʤʘʪʢʘ (ʢʦʨʧʫʩ), ʨʝʢʪʫʤ, 

ʚʣʘʛʘʣʠʱʝ (ʌʠʛ. 18, 19). 

 

 

 

ʌʠʛʫʨʘ 18. ʀʥʚʘʟʠʚʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ4 ʩ ʤʥʦʛʦʬʦʢʫʩʥʘ 

ʠʥʬʠʣʪʨʘʮʠʷ ʚ ʧʨʦʩʪʘʪʥʘ ʞʣʝʟʘ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 100ʭ  
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ʌʠʛʫʨʘ 19. ʀʥʚʘʟʠʚʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ4 ʩ ʠʥʬʠʣʪʨʘʮʠʷ ʢʲʤ 

ʚʲʥʰʥʠʪʝ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ ʥʘ ʚʣʘʛʘʣʠʱʝ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 200ʭ  
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ɼʠʘʛʥʦʩʪʠʮʠʨʘʥ ʙʝʰʝ ʠ 1 ʩʣʫʯʘʡ ʥʘ ʩʘʨʢʦʤʘʪʦʠʜʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ, ʢʦʡʪʦ 

ʠʥʬʠʣʪʨʠʨʘ ʚʩʠʯʢʠ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ. ʅʝʛʦʚʠʷʪ ʧʨʦʠʟʭʦʜ ʥʝ ʝ ʩʚʲʨʟʘʥ ʩ ʫʨʦʪʝʣʥʠʷ ʝʧʠʪʝʣ. 

(ʌʠʛʫʨʘ 20). 

 

ʌʠʛʫʨʘ 20. ʉʘʨʢʦʤʘʪʦʠʜʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʝʥ ʤʝʭʫʨ ʨʊ3 ʩ ʠʥʬʠʣʪʨʘʮʠʷ ʥʘ ʚʩʠʯʢʠ 

ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʫʚʝʣʠʯʝʥʠʝ 200ʭ 
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ʈʘʟʧʨʝʜʝʣʝʥʠʝʪʦ ʩʧʦʨʝʜ ʩʪʝʧʝʥʪʘ ʥʘ ʪʫʤʦʨʥʘ ʠʥʚʘʟʠʷ ʧʦʢʘʟʚʘ ʥʘʡ-ʚʠʩʦʢ ʧʨʦʮʝʥʪ ʦʪ 

ʩʣʫʯʘʠʪʝ, ʧʨʠʥʘʜʣʝʞʘʱʠ ʢʲʤ ʛʨʫʧʘ ʨʊ1 59,46 % (67 ʩʣʫʯʘʷ). ʅʘʡ-ʤʘʣʲʢ (2.7% - 3 ʩʫʯʘʷ) ʝ 

ʜʝʣʲʪ ʥʘ ʢʘʨʮʠʥʦʤʠʪʝ ʩ ʊ4 ʠ in situ ʢʘʨʮʠʥʦʤʠʪʝ (4.5% - 5 ʩʣʫʯʘʷ). ɼʠʘʛʥʦʩʪʠʮʠʨʘʥʠʪʝ ʊ2 

ʪʫʤʦʨʠ ʩʘ 27,03% (30 ʩʣʫʯʘʷ) ʠ ʊ3 ʩʘ 6 ʩʣʫʯʘʷ (5,41%). ʈʝʟʫʣʪʘʪʠʪʝ ʩʘ ʧʨʝʜʩʪʘʚʝʥʠ ʥʘ 

ʬʠʛʫʨʘ 21. 

 

  ɹʨʦʡ % 

   

Tis 5 4.50 

ʊʘ 1 0,9 

T1 65 59.60 

T1a 1 0.90 

T2 12 10.81 

T2a 9 8.11 

T2b 8 7.21 

T2c 1 0.90 

T3a 5 4.50 

T3b 1 0.90 

T4a 3 2.70 

  111 100 
 

ʌʠʛʫʨʘ 21.  ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʩʣʫʯʘʠʪʝ ʩʧʦʨʝʜ  ʜʲʣʙʦʯʠʥʘʪʘ ʥʘ ʪʫʤʦʨʥʘʪʘ ʠʥʚʘʟʠʷ 

 

IV .1.6. ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʧʘʮʠʝʥʪʠʪʝ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʧʦʨʝʜ 

ʩʪʘʜʠʷ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ - 60% ʦʪ ʫʨʦʪʝʣʥʠʪʝ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʘ 

ʜʠʘʛʥʦʩʪʠʮʠʨʘʥʠ ʚ ʉʪʘʜʠʡ I. ʈʝʟʫʣʪʘʪʠʪʝ ʩʘ ʧʨʝʜʩʪʘʚʝʥʠ ʥʘ ʌʠʛʫʨʘ 22. 

  ˣ͚ͪͦ % 

˿͙͚ͭ͊͒  л 5 4.50 

˿͙͚ͭ͊͒ м 67 60.36 

˿ͭ ͙͚͊͒ 2 30 27.03 

˿ͭ ͙͚͊͒ о 8 7.21 

˿ͭ ͙͚͊͒ 4 1 0.90 

  111 100 

ʉʪʘʜʠʡ 0a Ta N0 M0 

ʉʪʘʜʠʡ 0is Tis N0 M0 

ʉʪʘʜʠʡ I T1 N0 M0 

ʉʪʘʜʠʡ II T2a, T2b N0 M0 

ʉʪʘʜʠʡ IIIA T3a, T3b, T4a N0 M0 

                      ʊ1, T2, T3, T4a N1 M0 

ʉʪʘʜʠʡ IIIB T1, T2, T3, T4a N2, N3 M0 

ʉʪʘʜʠʡ IVA T4b ɺʩʷʢʦ N M0 

 

 

ʌʠʛʫʨʘ 22.  ʈʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ ʩʣʫʯʘʠʪʝ ʩʧʦʨʝʜ ʩʪʘʜʠʷ ʥʘ ʟʘʙʦʣʷʚʘʥʝʪʦ 

T1, 59.60, 
60%

Ta, 0.90, 1%

T2, 10.81, 
11%

T2a, 8.11, 
8%

T2b, 7.21, 
7%

T2c, 0.90, 
1%

T3a, 4.50, 
4%

T3b, 0.90, 
1%

T4a, 2.70, 
3%

Tis, 4.50, 4%

˿͙͚ͭ͊͒  л
5%

˿͙͚ͭ͊͒ м
60%

͙͚ͫͭ͊͒ н
27%

͙͚ͫͭ͊͒ о
7%

͙͚ͫͭ͊͒ п
1%
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IV .1.7. ʀʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʠʟʩʣʝʜʚʘʥʝ ʥʘ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʧʨʠ ʫʨʦʪʝʣʥʠ 

ʢʘʨʮʠʥʦʤʠ 

ɹʷʭʘ ʧʨʦʚʝʜʝʥʠ ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʠ ʠʟʩʣʝʜʚʘʥʠʷ ʥʘ ʭʠʩʪʦʣʦʛʠʯʥʠ ʧʨʝʧʘʨʘʪʠ ʦʪ ʧʦʜʙʨʘʥʠ 

ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ ʩʨʝʱʫ PD-L1, clone 73-10, Leica Bio Systems, 

ɺʝʣʠʢʦʙʨʠʪʘʥʠʷ. ʈʝʘʢʮʠʷʪʘ ʩʝ ʧʨʝʜʩʪʘʚʷ ʢʘʪʦ ʤʝʤʙʨʘʥʥʘ ʠ/ʠʣʠ ʠʥʪʨʘʮʠʪʦʧʣʘʟʤʝʥʘ ʧʦʟʠʪʠʚʥʘ 

ʦʮʚʝʪʢʘ ʚ ʪʫʤʦʨʥʘʪʘ ʢʣʝʪʲʯʥʘ ʧʦʧʫʣʘʮʠʷ ʠ ʚ ʠʥʪʨʘʪʫʤʦʨʥʠʪʝ ʠʤʫʥʦʢʦʤʧʝʪʝʥʪʥʠ (ʩʪʨʦʤʥʠ) 

ʢʣʝʪʢʠ ï ʣʠʤʬʦʮʠʪʠ ʠ ʪʲʢʘʥʥʠ ʤʘʢʨʦʬʘʛʠ, ʢʦʠʪʦ ʠʤʘʪ ʨʦʣʷ ʥʘ ʚʲʪʨʝʰʥʘ ʢʦʥʪʨʦʣʘ. 

ʀʟʧʦʣʟʚʘʥʘ ʙʝʰʝ ʧʨʝʧʦʨʲʯʘʥʘʪʘ ʦʪ  PD-L1 expression testing guide 2016   ʩʢʘʣʘ ʟʘ ʦʪʯʠʪʘʥʝ. 

ʀʥʪʝʨʧʨʝʪʘʮʠʷ ʥʘ ʥʠʚʘʪʘ ʥʘ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1:  

 ʚʠʩʦʢʘ ʝʢʩʧʨʝʩʠʷ ï 50% ʜʦ 100%;  

 ʥʘʣʠʯʠʝ ʥʘ ʝʢʩʧʨʝʩʠʷ 1% ʜʦ 50%; 

 ʣʠʧʩʘ ʥʘ ʝʢʩʧʨʝʩʠʷ ï ʧʦʜ 1% 

ʅʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʩʝ ʦʪʣʠʯʘʚʘʪ ʩ ʥʘʧʲʣʥʦ ʟʘʣʠʯʝʥ ʧʘʧʠʣʘʨʝʥ 

ʝʧʠʪʝʣʝʥ ʩʪʨʦʝʞ. ʆʪʢʨʠʚʘ ʩʝ ʢʦʤʧʘʢʪʥʘ ʪʫʤʦʨʥʘ ʤʘʩʘ ʩ ʭʠʧʝʨʭʨʦʤʥʠ ʘʪʠʧʠʯʥʠ ʷʜʨʘ. ɻʠʛʘʥʪʩʢʠ 

ʤʦʥʩʪʨʫʦʟʥʠ ʢʣʝʪʢʠ ʩ ʦʙʠʣʠʝ ʦʪ ʘʪʠʧʠʯʥʠ ʤʠʪʦʟʠ. ɼʦʙʨʝ ʦʪʯʝʪʣʠʚʠ ʩʘ ʠʥʬʠʣʪʨʘʪʠʚʥʠʪʝ 

ʧʨʦʮʝʩʠ ʚ ʧʦʜʣʝʞʘʱʠʪʝ ʤʫʩʢʫʣʥʠ ʩʣʦʝʚʝ, ʩʲʯʝʪʘʥʠ ʩ ʦʙʰʠʨʥʠ ʥʝʢʨʦʪʠʯʥʠ ʧʦʣʝʪʘ ʠ 

ʢʨʲʚʦʠʟʣʠʚʠ. ʇʨʠ ʪʷʭ ʩʝ ʦʪʯʠʪʘʪ ʧʨʝʜʠʤʥʦ ʚʠʩʦʢʠ ʥʠʚʘ ʥʘ ʝʢʩʧʨʝʩʠʷ ʥʘ  PD-L1, ʢʘʪʦ 

ʧʦʣʦʞʠʪʝʣʥʘʪʘ ʨʝʘʢʮʠʷ ʥʝ ʝ ʜʠʬʫʟʥʘ ʠ ʩʝ ʦʪʢʨʠʚʘ ʚ ʛʨʫʧʠ ʦʪ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ. ɺʘʞʥʦ ʝ ʜʘ ʩʝ 

ʦʪʙʝʣʝʞʠ, ʯʝ ʭʠʧʝʨʝʢʩʧʨʝʩʠʷ ʩʝ ʥʘʙʣʶʜʘʚʘ ʚ ʣʠʤʬʦʮʠʪʠ, ʤʘʢʨʦʬʘʛʠ ʠ ʜʦʨʠ ʚ ʩʪʝʥʘʪʘ ʥʘ ʩʲʜʦʚʠ 

ʣʫʤʝʥʠ. 

 
 

ʌʠʛʫʨʘ 23. ʅʠʩʢʦʜʠʬʝʨʝʥʮʠʨʘʥ ʧʘʧʠʣʘʨʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʩ ʬʦʢʫʩʠ ʥʘ ʧʣʦʩʢʦʢʣʝʪʲʯʥʘ 

ʤʝʪʘʧʣʘʟʠʷ, ɸ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, 100ʭ ʫʚʝʣʠʯʝʥʠʝ; ɹ. ʀʍʍ ʨʝʘʢʮʠʷ  ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ 

PD-L1, DAB ʭʨʦʤʦʛʝʥ, 200ʭ ʫʚʝʣʠʯʝʥʠʝ. ɽʢʩʧʨʝʩʠʷ ʥʘ PD-L1< 50%. 
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ʂʘʪʦ ʦʩʥʦʚʥʠ ʙʝʣʝʟʠ ʧʨʠ ʫʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʝ 

ʦʪʢʨʠʚʘʪ ʩʠʣʥʦ ʫʚʝʣʠʯʝʥ ʙʨʦʡ ʥʘ ʝʧʠʪʝʣʥʠʪʝ ʩʣʦʝʚʝ ʠ ʟʘʣʠʯʘʚʘʥʝ ʥʘ ʪʷʭʥʘʪʘ ʩʪʨʘʪʠʬʠʢʘʮʠʷ. 

ʆʪʯʝʪʣʠʚ ʝ ʷʜʨʝʥʠʷʪ ʘʪʠʧʠʟʲʤ, ʦʪʢʨʠʚʘʪ ʩʝ ʥʝʧʨʘʚʠʣʥʠ ʤʠʪʦʟʠ. ʅʷʢʦʠ ʷʜʨʘ ʩʲʜʲʨʞʘʪ 2 ʠ ʧʦʚʝʯʝ 

ʷʜʲʨʮʘ. 

 

  

  

ʌʠʛʫʨʘ 24. ʋʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʧʘʧʠʣʘʨʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ  

ɸ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, 100ʭ ʫʚʝʣʠʯʝʥʠʝ; ɹ. ʀʍʍ ʨʝʘʢʮʠʷ  ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ Ki67,  

ɺ. ʀʍʍ ʨʝʘʢʮʠʷ  ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ PD-L1, DAB ʭʨʦʤʦʛʝʥ, 200ʭ ʫʚʝʣʠʯʝʥʠʝ. 

ɽʢʩʧʨʝʩʠʷ ʥʘ PD-L1< 50%. ɻ. ʉʫʙʝʧʠʪʝʣʝʥ ʣʠʤʬʝʥ ʬʦʣʠʢʫʣ (ʥʝʛʘʪʠʚʝʥ) ʠ ʧʝʨʠʬʝʨʥʦ 

ʨʘʟʧʦʣʦʞʝʥʠ ʭʠʩʪʠʦʮʠʪʠ, ʬʠʙʨʦʙʣʘʩʪʠ ʠ ʩʝʛʤʝʥʪʦʷʜʨʝʥʠ ʣʝʚʢʦʮʠʪʠ, ʢʦʠʪʦ ʩʘ ʩʠʣʥʦ 

ʧʦʟʠʪʠʚʥʠ, ʀʍʍ ʨʝʘʢʮʠʷ  ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ PD-L1. 200ʭ ʫʚʝʣʠʯʝʥʠʝ. 

 

ɺ ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ ʩʝ ʥʘʙʣʶʜʘʚʘ ʧʲʣʥʘ ʤʝʤʙʨʘʥʥʘ ʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1 ʚ ʦʪʜʝʣʥʠ ʫʯʘʩʪʲʮʠ, ʘ 

ʚ ʜʨʫʛʠ ʪʫʤʦʨʥʠ ʩʝʛʤʝʥʪʠ ʪʷ ʥʘʧʲʣʥʦ ʣʠʧʩʚʘ, ʢʦʝʪʦ ʧʦʜʯʝʨʪʘʚʘ ʭʝʪʝʨʦʛʝʥʥʦʩʪʪʘ ʥʘ ʪʫʤʦʨʘ. 
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ʇʨʠ ʚʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠʪʝ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʩʝ ʦʪʢʨʠʚʘʪ ʜʦʙʨʝ 

ʦʛʨʘʥʠʯʝʥʠ ʧʘʧʠʣʘʨʥʠ ʩʪʨʫʢʪʫʨʠ ʩʲʩ ʩʲʭʨʘʥʝʥʘ ʙʘʟʘʣʥʘ ʤʝʤʙʨʘʥʘ, ʢʦʠʪʦ ʩʲʜʲʨʞʘʪ 5-7 

ʝʧʠʪʝʣʥʠ ʩʣʦʷ. ʗʜʨʝʥʠʷʪ ʘʪʠʧʠʟʲʤ ʝ ʩʣʘʙʦ ʠʟʨʘʟʝʥ. ɺ ʥʷʢʦʠ ʫʯʘʩʪʲʮʠ ʪʫʤʦʨʠʪʝ ʩʘ ʪʨʫʜʥʦ 

ʨʘʟʛʨʘʥʠʯʠʤʠ ʦʪ ʥʦʨʤʘʣʝʥ ʫʨʦʪʝʣʝʥ ʝʧʠʪʝʣ. ʆʩʥʦʚʥʠʷʪ ʧʦʢʘʟʘʪʝʣ ʩʘ ʩʠʣʥʦ ʥʘʛʲʥʘʪʠʪʝ ʠ 

ʨʘʟʢʣʦʥʝʥʠ ʧʘʧʠʣʘʨʥʠ ʩʪʨʫʢʪʫʨʠ. ɽʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʝ ʜʠʬʫʟʥʘ ʠ ʩʣʘʙʦ ʠʟʨʘʟʝʥʘ, ʢʘʪʦ ʩʝ 

ʧʦʟʠʪʠʚʠʨʘʪ ʧʨʝʜʠʤʥʦ ʣʠʤʬʥʠ ʠ ʚʝʥʫʣʘʨʥʠ ʩʲʜʦʚʝ ʠ ʦʪ ʯʘʩʪʠ ʙʘʟʘʣʥʠ ʤʝʤʨʘʥʠ. 

 

  

ʌʠʛʫʨʘ 25. ɺʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʧʘʧʠʣʘʨʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ. ɸ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E,  

100ʭ ʫʚʝʣʠʯʝʥʠʝ; ɹ. ʀʍʍ ʨʝʘʢʮʠʷ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ PD-L1, DAB ʭʨʦʤʦʛʝʥ, 100ʭ 

ʫʚʝʣʠʯʝʥʠʝ. ɽʢʩʧʨʝʩʠʷ ʥʘ PD-L1< 1%. 

 

ʇʨʠ 3 ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʘ ʙʷʭʘ ʠʟʦʣʠʨʘʥʠ ʣʠʤʬʥʠ ʚʲʟʣʠ ʩ ʤʝʪʘʩʪʘʪʠʯʥʠ ʦʛʥʠʱʘ  

(ʩʠʥʫʩʥʠ ʠ ʩʫʙʢʘʧʩʫʣʥʠ). ʇʨʠ ʪʷʭ ʩʝ ʫʩʪʘʥʦʚʠ ʩʚʨʲʭʝʢʩʧʨʝʩʠʷ ʥʘ PD-L1 ï ʤʝʤʙʨʘʥʥʘ ʠ 

ʮʠʪʦʧʣʘʟʤʝʥʘ. (ʌʠʛʫʨʘ 26). 

  

ʌʠʛʫʨʘ 26. ʄʝʪʘʩʪʘʪʠʯʝʥ ʣʠʤʬʝʥ ʚ̡ ʟʝʣ ʦʪ ʫʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ.  

ɸ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, 100ʭ ʫʚʝʣʠʯʝʥʠʝ; ɹ. ʀʍʍ ʨʝʘʢʮʠʷ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ PD-L1, 

DAB ʭʨʦʤʦʛʝʥ, 200ʭ ʫʚʝʣʠʯʝʥʠʝ. 
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ʀʟʩʣʝʜʚʘʥʠʪʝ 9 ʦʩʪʝʦʣʠʪʠʯʥʠ ʢʦʩʪʥʠ ʤʝʪʘʩʪʘʟʠ ʦʪ ʫʤʝʨʝʥʦ ʠ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥʠ ʫʨʦʪʝʣʥʠ 

ʢʘʨʮʠʥʦʤʠ ʧʦʢʘʟʚʘʪ ʩʭʦʜʩʪʚʦ ʩ ʧʲʨʚʠʯʥʠʷ ʪʫʤʦʨ. ʆʪʯʠʪʘ ʩʝ ʦʛʥʠʱʥʘ ʧʦʣʦʞʠʪʝʣʥʘ 

ʝʢʩʧʨʝʩʠʷ ʚ ʪʫʤʦʨʥʠʪʝ ʢʣʝʪʢʠ. ʇʨʠ ʝʜʠʥ ʩʣʫʯʘʡ ʥʘ ʦʩʪʝʦʣʠʪʠʯʥʘ ʢʦʩʪʥʘ ʤʝʪʘʩʪʘʟʘ ʚ ʭʫʤʝʨʫʩ 

ʦʪ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʩʝ ʥʘʙʣʶʜʘʚʘ ʢʘʨʪʠʥʘ ʥʘ ʥʘʧʲʣʥʦ ʟʘʣʠʯʝʥ 

ʤʥʦʛʦʨʝʜʝʥ ʝʧʠʪʝʣʝʥ ʩʪʨʦʝʞ, ʫʤʝʨʝʥ ʷʜʨʝʥ ʘʪʠʧʠʟʲʤ ʠ ʧʩʝʚʜʦʣʦʙʫʣʘʨʝʥ ʩʪʨʦʝʞ. 

ɽʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1 ʝ ʩʠʣʥʦ ʧʦʣʦʞʠʪʝʣʥʘ - 100 % ʤʝʤʙʨʘʥʥʘ ʨʝʘʢʮʠʷ ʩʝ ʥʘʙʣʶʜʘʚʘ ʚ 

ʧʦʚʣʝʢʣʘ ʦʪ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ, ʘ ʤʝʞʜʫ ʪʷʭ ʩʝ ʦʪʢʨʠʚʘʪ ʥʘʧʲʣʥʦ ʥʝʛʘʪʠʚʥʠ ʪʫʤʦʨʥʠ ʟʦʥʠ. 

 

  

ʌʠʛʫʨʘ 27. ʆʩʪʝʦʣʠʪʠʯʥʘ ʤʝʪʘʩʪʘʟʘ (ʬʝʤʫʨ) ʦʪ ʥʠʩʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ.  

ɸ. ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, 100ʭ ʫʚʝʣʠʯʝʥʠʝ; ɹ. ʀʍʍ ʨʝʘʢʮʠʷ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ PD-L1, 

DAB ʭʨʦʤʦʛʝʥ, 400ʭ ʫʚʝʣʠʯʝʥʠʝ. 

 

IV .1.8. ɽʢʩʧʨʝʩʠʷ ʥʘ CD8 ʚ ʪʫʤʦʨ-ʠʥʬʠʣʪʨʠʨʘʱʠ ʊ-ʣʠʤʬʦʮʠʪʠ (TILs)  ʠ CD68  ʧʨʠ ʪʫʤʦʨ-

ʘʩʦʮʠʠʨʘʥʠʪʝ ʤʘʢʨʦʬʘʛʠ (TAMs). 

ɽʢʩʧʨʝʩʠʷʪʘ ʥʘ CD8 ʚ ʪʫʤʦʨʥʠ ʪʲʢʘʥʠ ʦʪ ʫʨʦʪʝʣʥʠ ʢʘʨʮʠʥʦʤʠ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʙʝʰʝ ʦʮʝʥeʥʘ 

ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ ʧʨʠ ʠʟʧʦʣʟʚʘʥʝ ʥʘ ʤʠʰʝ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ clone 4B11, Leica Bio Systems, 

UK. CD8+ ʪʫʤʦʨ-ʠʥʬʠʣʪʨʠʨʘʱʠ ʣʠʤʬʦʮʠʪʠ (TILs) ʙʷʭʘ ʦʪʢʨʠʪʠ ʢʘʢʪʦ ʚ ʩʪʨʦʤʘʣʥʠʪʝ ʦʙʣʘʩʪʠ, ʪʘʢʘ ʠ 

ʠʥʪʨʘʪʫʤʦʨʥʦ ʚ ʛʥʝʟʜʘʪʘ ʥʘ ʝʧʠʪʝʣʥʠʪʝ ʪʫʤʦʨʠ (ʌʠʛʫʨʘ 28).  

CD8 ʝ ʤʘʨʢʝʨ ʟʘ ʧʦʧʫʣʘʮʠʷʪʘ ʥʘ ʮʠʪʦʪʦʢʩʠʯʥʠʪʝ ʊ-ʣʠʤʬʦʮʠʪʠ, ʢʦʠʪʦ ʫʯʘʩʪʚʘʪ ʚ ʫʥʠʱʦʞʘʚʘʥʝʪʦ 

ʥʘ ʪʫʤʦʨʥʠ ʠ ʚʠʨʫʩʥʦ ʠʥʬʝʢʪʠʨʘʥʠ ʢʣʝʪʢʠ. ɽʢʩʧʨʝʩʠʨʘ ʩʝ ʠ ʚʲʨʭʫ ʝʩʪʝʩʪʚʝʥʠ ʢʣʝʪʢʠ ʫʙʠʡʮʠ, 

ʢʦʨʪʠʢʘʣʥʠ ʪʠʤʦʮʠʪʠ ʠ ʜʝʥʜʨʠʪʥʠ ʢʣʝʪʢʠ. 
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 ʌʠʛʫʨʘ 28.  

ɸ. ɺʠʩʦʢʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ; ɹ. ʋʤʝʨʝʥʦ ʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ 

ʢʘʨʮʠʥʦʤ. ʀʍʍ ʨʝʘʢʮʠʷ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ CD8, DAB ʭʨʦʤʦʛʝʥ, 400ʭ ʫʚʝʣʠʯʝʥʠʝ. 

 

  

ɺʠʩʦʢʘʪʘ ʠʥʪʨʘʪʫʤʦʨʥʘ CD8+ʊ-ʣʠʤʬʦʮʠʪʥʘ ʧʣʲʪʥʦʩʪ ʩʝ ʩʚʲʨʟʚʘ ʩ ʧʦ-ʜʦʙʨʘ ʦʙʱʘ ʧʨʝʞʠʚʷʝʤʦʩʪ 

ʠ ʩʧʝʮʠʬʠʯʥʘ ʟʘ ʟʘʙʦʣʷʚʘʥʝʪʦ ʧʨʝʞʠʚʷʝʤʦʩʪ ʧʨʠ ʠʥʚʘʟʠʚʝʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ 

ʤʝʭʫʨ [Sheila,2015]. ʀʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦʪʦ ʦʮʚʝʪʷʚʘʥʝ ʟʘ ʠʥʪʨʘʪʫʤʦʨʥʠ CD8 ʊ ïʣʠʤʬʦʮʠʪʠ ʚ 

ʪʲʢʘʥʥʠ ʧʨʦʙʠ ʦʪ 69 ʧʘʮʠʝʥʪʠ ʩ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ  [Sharma, 2020]  ʧʦʢʘʟʚʘ, ʯʝ ʧʘʮʠʝʥʪʠʪʝ ʩ 

ʥʘʧʨʝʜʥʘʣ ʈʇʄ  (pT2, pT3 ʠʣʠ pT4) ʠ ʧʦ-ʛʦʣʷʤ ʙʨʦʡ CD8 TILs ʚ ʪʫʤʦʨʘ (Ó8) ʠʤʘʪ ʧʦ-ʜʦʙʨʘ 

ʧʨʝʞʠʚʷʝʤʦʩʪ ʙʝʟ ʟʘʙʦʣʷʚʘʥʝ ʠ ʦʙʱʘʪʘ ʧʨʝʞʠʚʷʝʤʦʩʪ ʚ ʩʨʘʚʥʝʥʠʝ ʩ ʧʘʮʠʝʥʪʠʪʝ ʩ ʂʇʄ ʚ 

ʧʦʜʦʙʝʥ ʩʪʘʜʠʡ ʠ ʧʦ-ʤʘʣʢʦ ʠʥʪʨʘʪʫʤʦʨʥʠ CD8+TILs.ʊʘʟʠ ʫʩʪʘʥʦʚʝʥʘ ʟʘʚʠʩʠʤʦʩʪ ʦʧʨʝʜʝʣʷ 

ʩʪʝʧʝʥʪʘ ʥʘ ʠʥʪʨʘʪʫʤʦʨʥʘ ʠʥʬʠʣʪʨʘʮʮʠʷ ʦʪ CD8+ TILs ʢʘʪʦ ʚʘʞʝʥ ʧʨʦʛʥʦʩʪʠʯʝʥ ʠʥʜʠʢʘʪʦʨ ʧʨʠ 

ʥʘʧʨʝʜʥʘʣ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ. 

ʊʫʤʦʨ-ʠʥʬʠʣʪʨʠʨʘʱʠʪʝ ʮʠʪʦʪʦʢʩʠʯʥʠ ʊ ʣʠʤʬʦʮʠʪʠ (TILs), ʚʢʣʶʯʠʪʝʣʥʦ CD8+ TILs, ʩʘ 

ʩʚʲʨʟʘʥʠ ʩ ʙʣʘʛʦʧʨʠʷʪʥʠ ʢʣʠʥʠʯʥʠ ʨʝʟʫʣʪʘʪʠ ʧʨʠ ʤʥʦʞʝʩʪʚʦ ʪʫʤʦʨʠ. ʉʪʝʧʝʥʪʘ ʥʘ ʠʥʬʠʣʪʨʘʮʠʷ 

ʥʘ ʪʫʤʦʨʘ ʩʲʩ CD8+ T-ʣʠʤʬʦʮʠʪʠ ʝ ʚʘʞʝʥ ʧʨʦʛʥʦʩʪʠʯʝʥ ʠʥʜʠʢʘʪʦʨ ʧʨʠ ʥʘʧʨʝʜʥʘʣ ʫʨʦʪʝʣʝʥ 

ʢʘʨʮʠʥʦʤ. ʄʝʪʘʙʦʣʠʪʥʘʪʘ ʨʝʛʫʣʘʮʠʷ, ʬʫʥʢʮʠʦʥʘʣʥʦʪʦ ʩʲʩʪʦʷʥʠʝ, ʧʦʜʪʠʧʲʪ ʠ ʧʨʦʩʪʨʘʥʩʪʚʝʥʦʪʦ 

ʨʘʟʧʨʝʜʝʣʝʥʠʝ ʥʘ CD8+ ʊ ʢʣʝʪʢʠ ʠʛʨʘʷʪ ʨʘʟʣʠʯʥʠ ʨʦʣʠ ʚ ʪʫʤʦʨʥʠʷ ʠʤʫʥʠʪʝʪ. CD8+ TIL ʩʘ 

ʢʨʠʪʠʯʥʘ ʜʝʪʝʨʤʠʥʘʥʪʘ ʟʘ ʦʪʛʦʚʦʨʘ ʥʘ ʣʝʯʝʥʠʝʪʦ ʩ ʠʥʭʠʙʠʪʦʨʠ ʥʘ ʠʤʫʥʥʠʪʝ ʢʦʥʪʨʦʣʥʠ ʪʦʯʢʠ 

ʧʦʨʘʜʠ ʧʨʷʢʦʪʦ ʠʤ ʫʯʘʩʪʠʝ ʚ ʨʘʟʨʫʰʘʚʘʥʝʪʦ ʥʘ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ. 

ɺʠʩʦʢʘ ʧʣʲʪʥʦʩʪ ʥʘ CD8+ʣʠʤʬʦʮʠʪʥʘ ʠʥʬʠʣʪʨʘʮʠʷ (ʥʘʣʠʯʠʝ ʥʘ Ó60 CD8+ ʠʥʪʨʘʝʧʠʪʝʣʥʠ 

ʣʠʤʬʦʮʠʪʘ ʥʘ ʧʦʣʝ ʧʨʠ ʛʦʣʷʤʦ ʫʚʝʣʠʯʝʥʠʝ ʚ ʥʘʜ 50% ʦʪ ʪʫʤʦʨʘ) ʩʝ ʥʘʙʣʶʜʘʚʘ ʚ ʧʨʠʙʣʠʟʠʪʝʣʥʦ 

80% ʦʪ ʩʣʫʯʘʠʪʝ. ʇʣʲʪʥʦʩʪʪʘ ʥʘ CD8 ʥʝ ʢʦʨʝʣʠʨʘ ʩ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ PD-L1. 

 

 



47 
 

 
 

ʌʠʛʫʨʘ 29.  ʅʝʠʥʚʘʟʠʚʝʥ ʧʘʧʠʣʘʨʝʥ ʢʘʨʮʠʥʦʤ ʥʘ ʧʠʢʦʯʥʠʷ ʤʝʭʫʨ ʨʊʘ. 

ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʀʍʍ ʨʝʘʢʮʠʷ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ CD8, CD68 PD-L1, DAB 

ʭʨʦʤʦʛʝʥ, ʫʚʝʣʠʯʝʥʠʝ 200ʭ-400ʭ 
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ʌʠʛʫʨʘ 30. ʅʠʩʢʦʜʠʬʝʨʝʥʮʠʨʘʥ ʫʨʦʪʝʣʝʥ ʢʘʨʮʠʥʦʤ ʩ ʧʣʦʩʢʦʢʣʝʪʲʯʥʘ ʤʝʪʘʧʣʘʟʠʷ, T2b. 

ʆʮʚʝʪʷʚʘʥʝ ʩ H&E, ʀʍʍ ʨʝʘʢʮʠʷ ʩ ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ CD8, CD68 ʠ PD-L1, DAB 

ʭʨʦʤʦʛʝʥ, ʫʚʝʣʠʯʝʥʠʝ 200ʭ. 

 

ʊʫʤʦʨ-ʘʩʦʮʠʠʨʘʥʠʪʝ ʤʘʢʨʦʬʘʛʠ (TAMs) ʙʷʭʘ ʠʜʝʥʪʠʬʠʮʠʨʘʥʠ ʠʤʫʥʦʭʠʩʪʦʭʠʤʠʯʥʦ  

ʯʨʝʟ ʝʢʩʧʨʝʩʠʷʪʘ ʥʘ ʧʘʥʤʘʢʨʦʬʘʛʦʚʠʷ ʤʘʨʢʝʨ CD68, ʢʘʪʦ ʙʝʰʝ ʠʟʧʦʣʟʚʘʥʦ ʤʠʰʝ 

ʤʦʥʦʢʣʦʥʘʣʥʦ ʘʥʪʠʪʷʣʦ (clone 514H12, Leica BioSystems, UK). ɺʠʩʦʢ ʙʨʦʡ ʤʘʢʨʦʬʘʛʠ, 

ʙʝʰʝ ʥʘʙʣʶʜʘʚʘʥ ʧʨʠ ʪʫʤʦʨʠ ʩ ʧʦ-ʚʠʩʦʢʘ pT ʢʘʪʝʛʦʨʠʷ ʠ ʩʪʝʧʝʥ. 

ʊʫʤʦʨ-ʘʩʦʮʠʠʨʘʥʠʪʝ ʤʘʨʦʬʘʛʠ, ʧʨʦʠʟʭʦʞʜʘʱʠ ʦʪ ʤʦʥʦʮʠʪʠ ʚ ʧʝʨʠʬʝʨʥʘ ʢʨʲʚ ʠ 

ʧʨʠʚʣʝʯʝʥʠ ʦʪ ʭʝʤʦʢʠʥʠ, ʩʘ ʦʩʥʦʚʝʥ ʢʦʤʧʦʥʝʥʪ ʥʘ ʣʝʚʢʦʮʠʪʥʠʷ ʠʥʬʠʣʪʨʘʪ ʚ ʪʫʤʦʨʠʪʝ. 

ʇʣʘʩʪʠʯʥʦʩʪʪʘ ʠ ʨʘʟʥʦʦʙʨʘʟʠʝʪʦ ʩʘ ʫʥʠʚʝʨʩʘʣʥʠ ʭʘʨʘʢʪʝʨʠʩʪʠʢʠ ʥʘ ʤʦʥʦʥʫʢʣʝʘʨʥʠʪʝ 

ʬʘʛʦʮʠʪʠ, ʢʦʠʪʦ ʤʦʛʘʪ ʜʘ ʠʤʘʪ ʠʣʠ ʟʘʱʠʪʥʘ, ʠʣʠ ʩʪʠʤʫʣʠʨʘʱʘ ʪʫʤʦʨʘ ʨʦʣʷ, ʚ ʟʘʚʠʩʠʤʦʩʪ 

ʦʪ ʩʠʛʥʘʣʠʪʝ ʦʪ ʤʠʢʨʦʩʨʝʜʘʪʘ. TAMs ʦʙʠʢʥʦʚʝʥʦ ʩʘ ʦʨʠʝʥʪʠʨʘʥʠ ʢʲʤ ʥʘʩʲʨʯʘʚʘʥʝ ʥʘ 

ʪʫʤʦʨʝʥ ʨʘʩʪʝʞ ʠ ʘʥʛʠʦʛʝʥʝʟʘ, ʧʦʪʠʩʢʘʥʝ ʥʘ ʘʜʘʧʪʠʚʥʠʷ ʠʤʫʥʠʪʝʪ ʠ ʠʤʘʪ ʚʘʞʥʘ ʨʦʣʷ ʚ 

ʤʠʛʨʘʮʠʷʪʘ ʥʘ ʪʫʤʦʨʥʠ ʢʣʝʪʢʠ, ʠʥʚʘʟʠʷʪʘ ʠ ʤʝʪʘʩʪʘʟʠʪʝ. ɺʲʧʨʝʢʠ ʪʦʚʘ, ʤʘʢʨʦʬʘʛʠʪʝ 


