
 
Risdiplam…<i>SMN2</i> splicing modifier
ª¹Ô´ÃÑº»ÃÐ·Ò¹ÊÓËÃÑºÃÑ¡ÉÒâÃ¤¡ÅéÒÁà¹×éÍÍèÍ¹áÃ§¨Ò¡ä¢ÊÑ¹ËÅÑ§àÊ×èÍÁ (spinal muscular atrophy)
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âÃ¤¡ÅéÒÁà¹×éÍÍèÍ¹áÃ§¨Ò¡ä¢ÊÑ¹ËÅÑ§àÊ×èÍÁ (spinal muscular atrophy ËÃ×Í SMA) à»ç¹âÃ¤·Ò§¾Ñ¹¸Ø¡ÃÃÁ·⌫è¾º¹éÍÂ
à¡⌫èÂÇ¢éÍ§¡Ñº¤ÇÒÁ¼Ô´»¡µÔ¢Í§à«ÅÅì»ÃÐÊÒ·ÊÑè§¡ÒÃ (motor neuron) ·ÓãËé¡ÅéÒÁà¹×éÍÍèÍ¹áÃ§áÅÐÅ⌫º
ÃèÇÁ¡Ñº¤ÇÒÁ¼Ô´»¡µÔ·⌫èà¡Ô´¡ÑºÃÐººµèÒ§ æ ã¹ÃèÒ§¡ÒÂ ¾ºä´éµÑé§áµè·ÒÃ¡áÃ¡à¡Ô´ ÍÒ¨áºè§ SMA ÍÍ¡à»ç¹ 4 áºº
µÒÁªèÇ§ÍÒÂØ·⌫è¾ºáÅÐ¤ÇÒÁÃØ¹áÃ§¢Í§âÃ¤ä´é´Ñ§¹⌫é type I SMA (Werdnig-Hoffmann disease) �
àÃÔèÁ¾º¤ÇÒÁ¼Ô´»¡µÔ·⌫èªèÇ§ÍÒÂØµÑé§áµèáÃ¡à¡Ô´¶⌦§ÍÒÂØ 6 à´×Í¹ ¼Ùé»èÇÂäÁèÊÒÁÒÃ¶¹Ñè§ä´é, type II (Dubowitz disease) -
àÃÔèÁ¾º¤ÇÒÁ¼Ô´»¡µÔ·⌫èªèÇ§µÑé§áµèÍÒÂØ 7 à´×Í¹¶⌦§ 18 à´×Í¹ ¼Ùé»èÇÂ¹Ñè§ä´éáµèäÁèÊÒÁÒÃ¶Â×¹, type III SMA (Kugelberg-Welander
disease) - àÃÔèÁ¾º¤ÇÒÁ¼Ô´»¡µÔ·⌫èªèÇ§µÑé§áµèÍÒÂØ 18 à´×Í¹¢⌦é¹ä» (¢éÍÁÙÅºÒ§áËÅè§ÃÐºØµÑé§áµè 12 à´×Í¹¢⌦é¹ä») ¶⌦§ÇÑÂà´ç¡
¼Ùé»èÇÂÂ×¹ä´éáµèäÁèÊÒÁÒÃ¶à´Ô¹ áÅÐ type IV SMA � àÃÔèÁ¾º¤ÇÒÁ¼Ô´»¡µÔàÁ×èÍà¢éÒÊÙèÇÑÂ¼ÙéãË­è ¼Ùé»èÇÂÂ×¹áÅÐà´Ô¹ä´é
ËÃ×ÍÍÒ¨áºè§ SMA µÒÁÊÀÒ¾¼Ùé»èÇÂÍÍ¡à»ç¹ "non-sitters" ¼Ùé»èÇÂäÁèÊÒÁÒÃ¶¹Ñè§ä´é, "sitters" ¼Ùé»èÇÂÊÒÁÒÃ¶¹Ñè§ä´é áÅÐ
"walkers" ¼Ùé»èÇÂÊÒÁÒÃ¶à´Ô¹ä´é ª¹Ô´·⌫è¾ºÁÒ¡·⌫èÊØ´áÅÐÁ⌫¤ÇÒÁÃØ¹áÃ§ÁÒ¡·⌫èÊØ´
¤×Íª¹Ô´·⌫è¾ºµÑé§áµèÇÑÂáÃ¡à¡Ô´«⌦è§ÁÑ¡àÊ⌫Âª⌫ÇÔµ¡èÍ¹ÍÒÂØ 2 »⌫ ËÒ¡àÃÔèÁ¾º¤ÇÒÁ¼Ô´»¡µÔã¹ªèÇ§·⌫èà´ç¡âµ¢⌦é¹ àªè¹ 18 à´×Í¹¢⌦é¹ä»
¼Ùé»èÇÂÊÒÁÒÃ¶Á⌫ª⌫ÇÔµÊÙèÇÑÂ¼ÙéãË­èä´é âÃ¤¹⌫éà¡Ô´¨Ò¡¤ÇÒÁ¼Ô´»¡µÔ·Ò§¾Ñ¹¸Ø¡ÃÃÁ·⌫èÁ⌫¡ÒÃ¡ÅÒÂ¾Ñ¹¸Øì¢Í§Â⌫¹ survival of motor
neuron 1 (SMN1) º¹ chromosome 5q «⌦è§Â⌫¹¹⌫éÊÃéÒ§â»Ãµ⌫¹ survival of motor neuron (SMN)
·⌫è¨Óà»ç¹ÊÓËÃÑº¡ÒÃÍÂÙèÃÍ´¢Í§à«ÅÅì»ÃÐÊÒ·ÊÑè§¡ÒÃ
ËÒ¡à«ÅÅì»ÃÐÊÒ·ÊÑè§¡ÒÃàÊ⌫Âä»¨Ð¢Ò´¡ÒÃµÔ´µèÍÃÐËÇèÒ§ÊÁÍ§áÅÐä¢ÊÑ¹ËÅÑ§¡Ñº¡ÅéÒÁà¹×éÍ ·ÓãËé¡ÅéÒÁà¹×éÍÍèÍ¹áÃ§áÅÐÅ⌫º áÁéâ»Ãµ⌫¹ SMN
ÊÃéÒ§ä´éâ´ÂÂ⌫¹ SMN1 áÅÐ SMN2 áµèÂ⌫¹ SMN1 Á⌫¤ÇÒÁÊÓ¤Ñ­ÁÒ¡¡ÇèÒ ÍÂèÒ§¡çµÒÁã¹¼Ùé»èÇÂ SMA ¾ºÇèÒÂ⌫¹ SMN2
Á⌫º·ºÒ·ÁÒ¡¢⌦é¹â´Â·ÓË¹éÒ·⌫èà»ç¹ potent disease modifier ´Ñ§¹Ñé¹¨⌦§Á⌫¡ÒÃ¤Ô´¤é¹¡ÒÃÃÑ¡ÉÒ·⌫èÁ⌫à»éÒËÁÒÂµèÍÂ⌫¹¹⌫é
àÁ×èÍäÁè¹Ò¹ÁÒ¹⌫éÁÒÂÒãËÁè ¤×Í risdiplam à»ç¹ÂÒÃÑº»ÃÐ·Ò¹ª¹Ô´áÃ¡·⌫èãªéÃÑ¡ÉÒ SMA ã¹¼Ùé·⌫èÁ⌫ÍÒÂØµÑé§áµè 2 à´×Í¹¢⌦é¹ä»
ÂÒ¼èÒ¹à¢éÒÊÙèÊÁÍ§ä´é´⌫ ÍÍ¡Ä·¸Ôìà»ç¹ SMN2 splicing modifier à¾ÔèÁ¡ÒÃÊÃéÒ§â»Ãµ⌫¹ SMN ·⌫è·ÓË¹éÒ·⌫èä´é (full-length SMN
protein) ÂÒ¹⌫é¼ÅÔµÍÍ¡¨ÓË¹èÒÂã¹ÃÙ»¼§ÂÒ»ÃÔÁÒ³ 60 ÁÔÅÅÔ¡ÃÑÁ ¡èÍ¹ãªéãËéÅÐÅÒÂ´éÇÂ¹éÓ (purified water) »ÃÔÁÒµÃ 79 ÁÔÅÅÔµÃ
à¾×èÍãËéä´éÂÒ¹éÓãÊ¤ÇÒÁáÃ§ 0.75 ÁÔÅÅÔ¡ÃÑÁ/ÁÔÅÅÔÅÔµÃ ÃÑº»ÃÐ·Ò¹ÇÑ¹ÅÐ 1 ¤ÃÑé§ ¢¹Ò´ÂÒ·⌫èá¹Ð¹Ó¢⌦é¹¡ÑºÍÒÂØáÅÐ¹éÓË¹Ñ¡µÑÇ´Ñ§¹⌫é
ÍÒÂØ 2 à´×Í¹¶⌦§¹éÍÂ¡ÇèÒ 2 »⌫ ¤ÃÑé§ÅÐ 0.2 ÁÔÅÅÔ¡ÃÑÁ/¡ÔâÅ¡ÃÑÁ, ÍÒÂØµÑé§áµè 2 »⌫¢⌦é¹ä»·⌫èÁ⌫¹éÓË¹Ñ¡µÑÇäÁè¶⌦§ 20 ¡ÔâÅ¡ÃÑÁ
¤ÃÑé§ÅÐ 0.25 ÁÔÅÅÔ¡ÃÑÁ/¡ÔâÅ¡ÃÑÁ áÅÐÍÒÂØµÑé§áµè 2 »⌫¢⌦é¹ä»·⌫èÁ⌫¹éÓË¹Ñ¡µÑÇµÑé§áµè 20 ¡ÔâÅ¡ÃÑÁ¢⌦é¹ä» ¤ÃÑé§ÅÐ 5 ÁÔÅÅÔ¡ÃÑÁ
Á⌫¡ÒÃÈ⌦¡ÉÒ·⌫èÊ¹ÑºÊ¹Ø¹»ÃÐÊÔ·¸ÔÀÒ¾áÅÐ¤ÇÒÁ»ÅÍ´ÀÑÂ¢Í§ risdiplam ã¹¼Ùé»èÇÂ infantile-onset SMA áÅÐ later-onset SMA ÃÇÁ 2
¡ÒÃÈ⌦¡ÉÒ ã¹ Study 1 ·Óã¹ infantile-onset SMA (type 1 SMA àÃÔèÁà¡Ô´ÍÒ¡ÒÃªèÇ§ÍÒÂØ 28 ÇÑ¹ ¶⌦§ 2 à´×Í¹)
È⌦¡ÉÒáººà»Ô´à¼Âª×èÍÂÒ áºè§¡ÒÃÈ⌦¡ÉÒà»ç¹ 2 ÊèÇ¹ ÊèÇ¹áÃ¡ (n=21) È⌦¡ÉÒ»ÃÐÊÔ·¸ÔÀÒ¾áÅÐ¤ÇÒÁ»ÅÍ´ÀÑÂ áÅÐÊèÇ¹·⌫èÊÍ§ (n=41)
È⌦¡ÉÒ¤ÇÒÁ»ÅÍ´ÀÑÂà¾ÔèÁàµÔÁ ÊèÇ¹ Study 2 ·Óã¹ later-onset SMA (type 2 SMA áÅÐ type 3 SMA ¼Ùé»èÇÂÍÒÂØ 2-25 »⌫)
¡ÒÃÈ⌦¡ÉÒáºè§à»ç¹ 2 ÊèÇ¹àªè¹¡Ñ¹ ÊèÇ¹áÃ¡ (n=51) à¾×èÍËÒ¢¹Ò´ÂÒ·⌫èàËÁÒÐÊÁ áÅÐÊèÇ¹·⌫èÊÍ§à»ç¹¡ÒÃÈ⌦¡ÉÒáºº randomized,
double-blind, placebo-controlled trial à¾×èÍãËé risdiplam (n=120) ËÃ×ÍÂÒËÅÍ¡ (n=60) È⌦¡ÉÒ¹Ò¹ 12 à´×Í¹ «⌦è§¼Å¡ÒÃÈ⌦¡ÉÒ¨Ò¡
Study 1 áÅÐ Study 2 Ê¹ÑºÊ¹Ø¹¢éÍºè§ãªéàÁ×èÍãËéÂÒµÒÁ¢¹Ò´·⌫èÃÐºØ¢éÒ§µé¹ ÊèÇ¹¼ÅäÁè¾⌦§»ÃÐÊ§¤ì·⌫è¾ºä´éºèÍÂ·⌫èÊØ´ (&#8805;10%)
ã¹¼Ùé»èÇÂ later-onset SMA ä´éá¡è Á⌫ä¢é ·éÍ§à´Ô¹ áÅÐ¼×è¹¢⌦é¹ ÊèÇ¹ã¹¼Ùé»èÇÂ infantile-onset SMA
¾º¼ÅäÁè¾⌦§»ÃÐÊ§¤ì´Ñ§¡ÅèÒÇàªè¹¡Ñ¹ áµèà¾ÔèÁÍÒ¡ÒÃàËÅèÒ¹⌫é ä´éá¡è ¡ÒÃµÔ´àª×éÍ·⌫è·Ò§à´Ô¹ËÒÂã¨ÊèÇ¹º¹ »Í´ºÇÁ ·éÍ§¼Ù¡ áÅÐÍÒà¨⌫Â¹
ÍéÒ§ÍÔ§¨Ò¡:(1) Chen TH. New and developing therapies in spinal muscular atrophy: from genotype to phenotype to treatment
and where do we stand? Int ☺ Mol Sci 2020. doi:10.3390/ijms21093297; (2) Ratni H, Ebeling M, Baird ☺, Bendels S, Bylund
☺, Chen KS, et al. Discovery of risdiplam, a selective survival of motor neuron-2 ( SMN2) gene splicing modifier for the
treatment of spinal muscular atrophy (SMA). ☺ Med Chem 2018;61:6501-17; (3) Evrysdi (risdiplam) for oral solution.
Highlights of prescribing information. Reference ID: 4653194, revised: 08/2020.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/213535s000lbl.pdf
 
 
Reference:
-
 
Link:
-


