
 
Pralsetinib…kinase inhibitor/RET inhibitor ª¹Ô´ãËÁèÊÓËÃÑºÃÑ¡ÉÒâÃ¤ÁÐàÃç§»Í´ (ª¹Ô´ NSCLC)

¢èÒÇ»ÃÐ¨ÓÊÑ»´ÒËì·⌫è 4 à´×Í¹ ¾ÄÈ¨Ô¡ÒÂ¹ ¾.È. 2563 â´Â Ë¹èÇÂ¤ÅÑ§¢éÍÁÙÅÂÒ ¤³ÐàÀÊÑªÈÒÊµÃì ÁËÒÇÔ·ÂÒÅÑÂÁËÔ´Å

 
âÃ¤ÁÐàÃç§»Í´à»ç¹ÊÒàËµØÍÑ¹´Ñºµé¹ æ ¢Í§¡ÒÃàÊ⌫Âª⌫ÇÔµ¨Ò¡âÃ¤ÁÐàÃç§·Ñé§ã¹¼ÙéË­Ô§áÅÐ¼ÙéªÒÂ âÃ¤ÁÐàÃç§»Í´ª¹Ô´·⌫è¾ºÁÒ¡¤×Í
non-small-cell lung cancer (NSCLC) ¾º»ÃÐÁÒ³ 80-85% áÅÐª¹Ô´ small-cell lung cancer (SCLC) ¾º»ÃÐÁÒ³ 15-17% Á⌫ÂÒ¡ÅØèÁµèÒ§ æ
ÁÒ¡ÁÒÂ·⌫èãªéÃÑ¡ÉÒâÃ¤ÁÐàÃç§»Í´ »Ñ¨¨ØºÑ¹ immune checkpoint inhibitors àªè¹ nivolumab, pembrolizumab, durvalumab
Á⌫º·ºÒ·ÁÒ¡ã¹¡ÒÃÃÑ¡ÉÒâÃ¤ÁÐàÃç§»Í´·Ñé§ª¹Ô´ NSCLC áÅÐ SCLC ã¹¼Ùé»èÇÂ NSCLC ÃÐÂÐÅØ¡ÅÒÁËÃ×ÍÃÐÂÐá¾Ãè¡ÃÐ¨ÒÂÁ⌫ÃÒÇ 20% ·⌫è¾º EGFR
(epidermal growth factor receptor) mutation, 3-5% ¾º ALK (anaplastic lymphoma kinase) mutation (à¡Ô´ ALK fusions)
áÅÐ¾ºÂ⌫¹Í×è¹·⌫è¼Ô´»¡µÔÍ⌫¡àÅç¡¹éÍÂ«⌦è§ÃÇÁ¶⌦§ RET (rearranged during transfection) mutation (à¡Ô´ RET fusions) ·⌫è¾ºä´é
1-2% RET à»ç¹ proto-oncogene ¾ºä´éã¹âÃ¤ÁÐàÃç§ËÅÒÂª¹Ô´ «⌦è§¹Í¡¨Ò¡ NSCLC áÅéÇÂÑ§¾ºä´éã¹ papillary thyroid cancer áÅÐ
medullary thyroid carcinoma à»ç¹µé¹ ¡èÍ¹Ë¹éÒ¹⌫éÁ⌫ÂÒ·⌫èÍÍ¡Ä·¸ÔìÂÑºÂÑé§ tyrosine kinase ·⌫è RET protein
ÍÍ¡ÇÒ§¨ÓË¹èÒÂáÅéÇã¹ºÒ§»ÃÐà·Èà¾×èÍãªéÃÑ¡ÉÒâÃ¤ÁÐàÃç§»Í´ª¹Ô´ NSCLC ã¹¼ÙéãË­è ·⌫èâÃ¤ÍÂÙèã¹ÃÐÂÐá¾Ãè¡ÃÐ¨ÒÂáÅÐÁ⌫¤ÇÒÁ¼Ô´»¡µÔã¹
RET protein (RET fusion-positive NSCLC) ¤×Í selpercatinib (´Ù¢éÍÁÙÅà¾ÔèÁàµÔÁä´é·⌫è Kinase inhibitors ã¹»⌫ 2020: update
1) àÁ×èÍàÃçÇ¹⌫é pralsetinib à»ç¹ÂÒª¹Ô´ãËÁè·⌫èÍÍ¡Ä·¸Ôìà»ç¹ RET inhibitor àªè¹à´⌫ÂÇ¡Ñ¹
ÂÒ¹⌫éä´éÃÑºÍ¹ØÁÑµÔáººàÃè§´èÇ¹à¾×èÍÃÑ¡ÉÒâÃ¤ÁÐàÃç§»Í´ª¹Ô´ NSCLC ã¹¼ÙéãË­è ·⌫èâÃ¤ÍÂÙèã¹ÃÐÂÐá¾Ãè¡ÃÐ¨ÒÂáÅÐÁ⌫¤ÇÒÁ¼Ô´»¡µÔã¹ RET
protein (à¡Ô´ RET fusions) àªè¹à´⌫ÂÇ¡Ñ¹ pralsetinib ¼ÅÔµÍÍ¡¨ÓË¹èÒÂã¹ÃÙ»ÂÒá¤»«ÙÅ¢¹Ò´ 100 ÁÔÅÅÔ¡ÃÑÁ
¢¹Ò´·⌫èá¹Ð¹ÓÊÓËÃÑº¼ÙéãË­è ¤×Í 400 ÁÔÅÅÔ¡ÃÑÁ ÃÑº»ÃÐ·Ò¹ÇÑ¹ÅÐ 1 ¤ÃÑé§ ¢³Ð·éÍ§ÇèÒ§Á⌫¡ÒÃÈ⌦¡ÉÒ·⌫èÊ¹ÑºÊ¹Ø¹»ÃÐÊÔ·¸ÔÀÒ¾¢Í§
pralsetinib ã¹¢éÍºè§ãªé¢éÒ§µé¹ à»ç¹¡ÒÃÈ⌦¡ÉÒáºº multicenter, non-randomized, open-label, multi-cohort trial ã¹¼Ùé»èÇÂ RET
fusion-positive NSCLC ã¹¼ÙéãË­è ·⌫èâÃ¤ÍÂÙèã¹ÃÐÂÐá¾Ãè¡ÃÐ¨ÒÂ Á⌫·Ñé§¼Ùé·⌫è¼èÒ¹¡ÒÃÃÑ¡ÉÒ´éÇÂ platinum-based chemotherapy
(n=87, ã¹¨Ó¹Ç¹¹⌫éÁ⌫ 39 ¤¹ä´éÃÑº immune checkpoint inhibitor) áÅÐ¼Ùé·⌫èäÁèä´éÃÑº¡ÒÃÃÑ¡ÉÒ´éÇÂÂÒã´ÁÒ¡èÍ¹ (n=27)
»ÃÐàÁÔ¹¼Å´éÇÂ overall response rate (ORR) áÅÐ duration of response (DOR) «⌦è§¼Ùé»èÇÂ·⌫è¼èÒ¹¡ÒÃÃÑ¡ÉÒ´éÇÂ platinum-based
chemotherapy Á⌫ ORR 57% (complete response 5.7% áÅÐ partial response 52%) ÊèÇ¹ DOR &#8805;6 à´×Í¹Á⌫ 80%
ÊèÇ¹¡ÅØèÁ·⌫èäÁèä´éÃÑº¡ÒÃÃÑ¡ÉÒ´éÇÂÂÒã´ÁÒ¡èÍ¹Á⌫ ORR 70% (complete response 11% áÅÐ partial response 59%) ÊèÇ¹ DOR &#8805;6
à´×Í¹Á⌫ 58% ¼ÅäÁè¾⌦§»ÃÐÊ§¤ì·⌫è¾ººèÍÂÊØ´ (&#8805;25%) ä´éá¡è ÍèÍ¹ÅéÒ, ·éÍ§¼Ù¡, »Ç´¡ÅéÒÁà¹×éÍáÅÐ¤ÇÒÁ´Ñ¹âÅËÔµÊÙ§
ÊèÇ¹¼Å·Ò§ËéÍ§»¯ÔºÑµÔ¡ÒÃ·⌫è¼Ô´»¡µÔÃÐ´Ñº grade 3-4 (&#8805;2%) ä´éá¡è ¡ÒÃÅ´Å§¢Í§àÁç´àÅ×Í´¢ÒÇ (lymphocytes áÅÐ
neutrophils), ¿ÍÊà¿µ, Î⌫âÁâ¡ÅºÔ¹, â«à´⌫ÂÁáÅÐá¤Åà«⌫ÂÁ áÅÐ¡ÒÃà¾ÔèÁ¢⌦é¹¢Í§ alanine aminotransferase (ALT)ÍéÒ§ÍÔ§¨Ò¡: (1)
Gavreto (pralsetinib) capsules. Highlights of prescribing information. Reference ID: 4667106, revised: 09/2020.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/213721s000lbl.pdf; (2) Li AY, McCusker MG, Russo A, Scilla KA,
Gittens A, Arensmeyer K, et al. RET fusions in solid tumors. Cancer Treat Rev 2019. doi: 10.1016/j.ctrv.2019.101911; (3)
Markham A. Pralsetinib: first approval. Drugs 2020;80:1865-70.
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