
 
Duvelisib…PI3K inhibitor ª¹Ô´ãËÁèÊÓËÃÑºÃÑ¡ÉÒâÃ¤ÁÐàÃç§àÁç´àÅ×Í´¢ÒÇ

¢èÒÇ»ÃÐ¨ÓÊÑ»´ÒËì·⌫è 1 à´×Í¹ Á¡ÃÒ¤Á ¾.È. 2562 â´Â Ë¹èÇÂ¤ÅÑ§¢éÍÁÙÅÂÒ ¤³ÐàÀÊÑªÈÒÊµÃì ÁËÒÇÔ·ÂÒÅÑÂÁËÔ´Å

 
Phosphoinositide 3-kinase ËÃ×Í phosphatidylinositol 3-kinase (PI3K) à»ç¹àÍ¹ä«Áì·⌫èÁ⌫º·ºÒ·ã¹¡ÒÃà¨ÃÔ­¢Í§à«ÅÅì,
¡ÒÃà¤Å×èÍ¹·⌫è, ¡ÒÃ´ÓÃ§ª⌫¾, intracellular trafficking ÏÅÏ «⌦è§ÊÔè§àËÅèÒ¹⌫éà¡⌫èÂÇ¢éÍ§¡Ñº¡ÒÃà¡Ô´âÃ¤ÁÐàÃç§´éÇÂ
ËÒ¡¡ÃÐµØé¹¡ÒÃ·Ó§Ò¹¢Í§ PI3K ¨Ðà¡Ô´¡ÒÃ»ÅØ¡Ä·¸Ôì protein kinase B ËÃ×Í Akt (ÁÒ¨Ò¡¤ÓÇèÒ Ak strain transforming)
Êè§¼ÅãËéà¡Ô´¡ÒÃ¡ÃÐµØé¹ mammalian target of rapamycin (mTOR) µÒÁÁÒ «⌦è§ PI3K/Akt/mTOR pathway
¹⌫éà¡⌫èÂÇ¢éÍ§¡Ñº¡ÒÃà¡Ô´âÃ¤ÁÐàÃç§ËÅÒÂª¹Ô´ äÁèÇèÒ¨Ðà»ç¹ÁÐàÃç§ª¹Ô´¡éÍ¹ (solid tumors) ËÃ×ÍÁÐàÃç§àÁç´àÅ×Í´ (hematological
malignancies) ´Ñ§¹Ñé¹¡ÒÃÂÑºÂÑé§ PI3K ¨⌦§à»ç¹à»éÒËÁÒÂã¹¡ÒÃÍÍ¡Ä·¸Ôì¢Í§ÂÒÃÑ¡ÉÒâÃ¤ÁÐàÃç§PI3K Á⌫ËÅÒÂ¡ÅØèÁ ·⌫èÃÙé¨Ñ¡¡Ñ¹´⌫¤×Í
PI3K class I, class II áÅÐ class III «⌦è§àÍ¹ä«Áìã¹ class I áºè§ÂèÍÂÍÍ¡à»ç¹ class IA Á⌫äÍâ«¿ÍÃìÁ (isoform) ª¹Ô´ &#945;
(alpha), &#946; (beta) áÅÐ &#948; (delta) áÅÐ class IB Á⌫äÍâ«¿ÍÃìÁª¹Ô´ &#947; (gamma) (´ÙÃÙ») ã¹¨Ó¹Ç¹¹⌫éàÍ¹ä«Áì class IA
à¡⌫èÂÇ¢éÍ§¡Ñº¡ÒÃà¡Ô´âÃ¤ÁÐàÃç§ã¹¤¹ÁÒ¡·⌫èÊØ´ ÂÒ·⌫èÍÍ¡Ä·¸ÔìÂÑºÂÑé§ PI3K (PI3K inhibitors) ·Ñé§ª¹Ô´·⌫èÁ⌫¨ÓË¹èÒÂáÅéÇ ä´éá¡è
idelalisib, copanlisib áÅÐ duvelisib (ÂÒàËÅèÒ¹⌫éãªéÃÑ¡ÉÒâÃ¤ÁÐàÃç§àÁç´àÅ×Í´¢ÒÇ) áÅÐª¹Ô´·⌫èÍÂÙèÃÐËÇèÒ§¡ÒÃÈ⌦¡ÉÒ àªè¹
taselisib, buparlisib, alpelisib, umbralisib (ºÒ§ª¹Ô´ÍÒ¨ÇÒ§¨ÓË¹èÒÂã¹Í⌫¡äÁèªéÒ) ÅéÇ¹ÍÍ¡Ä·¸ÔìµèÍ PI3K ã¹ class IA
â´Âà©¾ÒÐÍÂèÒ§ÂÔè§äÍâ«¿ÍÃìÁ &#948; ¹Í¡¨Ò¡¹⌫éÂÒºÒ§ª¹Ô´ÂÑºÂÑé§ PI3K ã¹ class IB (äÍâ«¿ÍÃìÁ &#947;) ä´é´éÇÂ àªè¹ duvelisib,
buparlisib ÊÓËÃÑº buparlisib ¹Ñé¹ÂÑºÂÑé§àÍ¹ä«Áìä´é·Ø¡äÍâ«¿ÍÃìÁ·⌫è¡ÅèÒÇÁÒ Duvelisib
à»ç¹ÂÒãËÁè·⌫èÇÒ§¨ÓË¹èÒÂàÁ×èÍäÁè¹Ò¹ÁÒ¹⌫é ÍÍ¡Ä·¸ÔìÂÑºÂÑé§ä´é·Ñé§ PI3K&#948; áÅÐ PI3K&#947; (à»ç¹ PI3K&#948;/PI3K&#947;
inhibitor) Á⌫¢éÍºè§ãªéã¹¼ÙéãË­èÊÓËÃÑºÃÑ¡ÉÒâÃ¤ÁÐàÃç§àÁç´àÅ×Í´¢ÒÇª¹Ô´ chronic lymphocytic leukemia (CLL)/small lymphocytic
lymphoma (SLL) áÅÐ follicular lymphoma ·⌫èà»ç¹«éÓËÃ×Í´×éÍµèÍ¡ÒÃÃÑ¡ÉÒÍÂèÒ§¹éÍÂ 2 ÇÔ¸⌫¡ÒÃÃÑ¡ÉÒ
¼ÅÔµã¹ÃÙ»ÂÒá¤»«ÙÅÊÓËÃÑºÃÑº»ÃÐ·Ò¹ ¤ÇÒÁáÃ§ 25 áÅÐ 15 ÁÔÅÅÔ¡ÃÑÁ ¢¹Ò´ÂÒ·⌫èá¹Ð¤×Í 25 ÁÔÅÅÔ¡ÃÑÁ ÃÑº»ÃÐ·Ò¹ÇÑ¹ÅÐ 2 ¤ÃÑé§
¡ÒÃÃÑ¡ÉÒÃÍºÅÐ 28 ÇÑ¹ ¼Ùé·⌫è·¹µèÍ¢¹Ò´ÂÒ´Ñ§¡ÅèÒÇäÁèä´éãËé»ÃÑºÅ´¢¹Ò´Å§
¡ÒÃ·⌫èÂÒ¹⌫éä´éÃÑºÍ¹ØÁÑµÔã¹¢éÍºè§ãªé¢éÒ§µé¹à¹×èÍ§¨Ò¡Á⌫¡ÒÃÈ⌦¡ÉÒ·Ò§¤ÅÔ¹Ô¡ÁÒÊ¹ÑºÊ¹Ø¹ ¡ÒÃÈ⌦¡ÉÒáÃ¡à»ç¹áºº randomized,
multicenter, open-label trial ·Óã¹¼Ùé»èÇÂ CLL/SLL ¨Ó¹Ç¹ 196 ¤¹ ·⌫èâÃ¤´×éÍµèÍ¡ÒÃÃÑ¡ÉÒÍÂèÒ§¹éÍÂ 2 ÇÔ¸⌫¡ÒÃÃÑ¡ÉÒ ãËéÂÒ
duvelisib ¢¹Ò´ 25 ÁÔÅÅÔ¡ÃÑÁ ÃÑº»ÃÐ·Ò¹ÇÑ¹ÅÐ 2 ¤ÃÑé§ ãËéÂÒ¨¹¡ÇèÒâÃ¤¨ÐÅØ¡ÅÒÁ (ÂÒãªéäÁèä´é¼Å) ËÃ×Í·¹µèÍÍÒ¡ÒÃ¾ÔÉäÁèä´é
â´Âà»Ã⌫Âºà·⌫Âº¡Ñº ofatumumab ·⌫èãËéà¢éÒËÅÍ´àÅ×Í´´Óã¹¢¹Ò´·⌫èá¹Ð¹ÓÊÓËÃÑºÃÑ¡ÉÒâÃ¤´Ñ§¡ÅèÒÇ ãËéÂÒ 7 ÃÍº ÃÇÁàÇÅÒ¹Ò¹ 6 à´×Í¹
¡ÒÃÈ⌦¡ÉÒ¹⌫é¾ºÇèÒ duvelisib ãËé¼Å´⌫ã¹¡ÒÃÃÑ¡ÉÒ â´Â progression-free survival Á⌫¤èÒ¡ÅÒ§ 16.4 à´×Í¹ã¹¡ÅØèÁ duvelisib
à·⌫Âº¡Ñº 9.1 à´×Í¹ã¹¡ÅØèÁ ofatumumab ÊèÇ¹¡ÒÃÈ⌦¡ÉÒ·⌫èÊÍ§à»ç¹áºº single-arm, multicenter trial ·Óã¹¼Ùé»èÇÂ follicular
lymphoma ¨Ó¹Ç¹ 83 ¤¹ ·⌫èâÃ¤´×éÍµèÍ¡ÒÃÃÑ¡ÉÒ´éÇÂ ritu⌧imab áÅÐ¡ÒÃÃÑ¡ÉÒÍÂèÒ§Í×è¹«⌦è§ÍÒ¨à»ç¹à¤Á⌫ºÓºÑ´ËÃ×Í radioimmunotherapy
(à»ç¹ÂÒ monoclonal antibody ·⌫èµÔ´ÊÒÃ¡ÑÁÁÑ¹µÃÑ§Ê⌫) ¼Å¡ÒÃÈ⌦¡ÉÒ¾ºÇèÒ duvelisib ¢¹Ò´ 25 ÁÔÅÅÔ¡ÃÑÁ ÃÑº»ÃÐ·Ò¹ÇÑ¹ÅÐ 2 ¤ÃÑé§
ãËé¼Å´⌫ã¹¡ÒÃÃÑ¡ÉÒ â´ÂÁ⌫ÍÑµÃÒ¡ÒÃµÍºÊ¹Í§ (overall response rate) 42% áÅÐ¤èÒ¡ÅÒ§¢Í§ÃÐÂÐàÇÅÒ·⌫èä´éÃÑºÂÒ¤×Í 5 à´×Í¹
ÍÒ¡ÒÃäÁè¾⌦§»ÃÐÊ§¤ì·⌫èÍÒ¨¾º àªè¹ ·éÍ§à´Ô¹ ÅÓäÊéÍÑ¡àÊº ¹ÔÇâ·Ã¿ÔÅµèÓ ¼×è¹¢⌦é¹ ÍèÍ¹ÅéÒ Á⌫ä¢é äÍ ¤Å×è¹äÊé
µÔ´àª×éÍã¹·Ò§à´Ô¹ËÒÂã¨ÊèÇ¹º¹ »Í´ÍÑ¡àÊº »Ç´¡ÅéÒÁà¹×éÍáÅÐ¡ÃÐ´Ù¡ âÅËÔµ¨Ò§ÍéÒ§ÍÔ§¨Ò¡(1) Copiktra (duvelis). Highlights of
prescribing information. Reference ID: 4324951, revised: 9/2018.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/211155s000lbl.pdf; (2) Blair HA. Duvelisib: first global
approval. Drugs 2018;78:1847-53; (3) Curigliano G, Shah RR. Safety and tolerability of phosphatidylinositol-3-kinase
(PI3K) inhibitors in oncology. Drug Saf 2019. doi: 10.1007/s40264-018-0778-4; (4) Greenwell IB, Ip A, Cohen ☺B. PI3K
inhibitors: understanding to⌧icity mechanisms and management. Oncology 2017;31:821-8.
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