Alectinib

ALECENSA 150 mg/Cap /
= S BR]
ZIEBE CE YNV AWl e il y

= B ERE (YR 2017 & FDA A8 /)

REaBEB BB ALK EENER 4D
% : 600 mg bid

E B RE B TECES RZBIE
Alectinib vs Randomized : 303 pts EH Dose:
Crizotinib in Alectinib (600 mg bid) vs alectinib
Untreated ALK- crizotinib 600mg bid
Positive Non- 12-month event-free survival
Small-Cell Lung rate, 68.4% vs 48.7% (crizotinib)

Cancer ORR:

82.9% vs 75.5% (P=0.09)
NEIM 2017 Aug ADR Grade 3to 5:
31377(9):629-838 41% vs. 50% (crizotinib).

ORR: overall Response rate
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> Bttt BEEERI (12 %FE A REEEZEE4NENM) -
> BRHIHEER:BM (56% @ 3/440 : 2% )
WEEARBERD> (22% @ 3/4 4% : 5% ) -

TEEEMREREIFA
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> DIIERM : KE (30% ) ~ LBBE (8%E18% ) ~ MitEE (1% )

> PIRMARG K (<41% ) BB (17%)

> NMEZRF: KB (18% ) ~ XBURMKEER (10% )

> AN HZF : SIHE (36%) ~ BIIFHBE (32%) - MFBE
(29%) ~ ERBEMAE (21%) ~ IERMES ( 20%), ESIEM ( 11%)

> BEBEEHEZRM B (34%) ~1BD (18%) ~ R (16%), l&it (12%)

> MHZ4: B AST 715 (51%) ~ M5 ALP 4R S (47%) 180 5
MEALZIAE ( 39%) ~ B ALT 3870 ( 34%)

> WENARBREZS  IERERRES (43%) B0 - &5 (<41%) ~ A&
(£29%) ~ MINBERERE (<29%), 5% ( 12%)

> Bz . ISNEEETIEN (28%) BINEEAZE (8% )

AR EREEYETIRARSER - PIWENEIER - 81  ZYAXRSNEIER - RAERFRIBIEN -
FEE MEBENWEMZEYRTEERIER - ZYRIFRNEREREREEMREHETNE RSHER
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 8 AR MUR A EEAEE -
PRI ERESUNBREENR - SUDRBRERANEANER  2BEM A PREA) - &
EGMAR ) Bm(4MIET (54) - 2RE3RULNEIFRR - FEENAREBETHISERE
WIFEL  HRE 4 BET  RIBFEERNABEERE -
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ISR
> BIEAZHEAEE
B CrCl 230 mL/minute: A HHEE £
B CrCl <30 mL/minute or ESRD: ;8B &R

> WIEEARE
B EHEDPEINEEAZE(Child-Pugh class A or B): B HI S % -
B EEINEEARZE (Child-Pugh class C): 450 mg —KmM=R

> IKREYEIERTHEREE

BIfEREE

FYATEIS 600mg bid
E—RELEE F %A 450mg bid
B_REEE F%s 300mg bid
E=REE =H
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EE/EEEIREARNREARMNEIR
> IVEIE4E (Bradycardia ) : £ alectinib oISEE HIREAR MO BIBIE ; 1B
B 20%MmA - ERELE<S0 R/DEE -

Bradycardia F&3IR I8
BIEARONERERE (B BFHEFEE BIWESREEANEOEBIE - 5
(ArEkEan) INE260 R/ 8 - EIFFHEEM L AZEY) - AT

HEERE alectinib WHEIZ -

B NRAZREMBEAZE  BEAERAEA
alectinib EXEREaHIOBBEIE - AREERIX X
# |t alectinib -

fe REmRLE B RLARIBEHEEYER - RIXAFH

B/ LK <60 alectinib -
bpm ( EE2EZ B NRBEEWIEFLL (NREESE ) BREHEMREZEY) -
BRIE ) RITE W B R REAN OV B 480/ 0 2260 bpm &

PAPE— R 2 W18 alectinib ( WARER ) -
B HRRERFNEREWRN/OERLE - AIXAFE
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> BfE : EEX alectinib ‘5 BERIBA S - B Z—L LR BEAAEEE
B (BfE3RsT) - BRERAR R P HRE 0] LT 2 AL 5 R R
(CPK) #@& - 3 A& CPK Fr&p P IR E(median time)& 14 X - HRER

ERENARRE - BREINED  BROBEKE - ERosERZPENSERN
JSPREHIE -
A7 I
CPK >5 times ULN = alectinib ; BEEIREZERER <2.51F
ULN - DIEIREIE S MEA%BEE -
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CPK >10 times ULN =55 _ X2 | {= alectinib ; ERIEEZE R ED
4 CPK >5 times ULN <252 ULN - B—4REISEH
alectinib ;&%= -

> BhEl . BEMAE (ILD)/M% - kA (JaEER ) | XKAFEH
FRRIE r4L ]

st ROARENBEME | BRAEZS ILD /b - BBl EDs

% (ILD ) #&8 - HHIRFREGE | & ; LEETE alectinib 2FREMEE - Bl

ARZBAE ~ SHIR ILD /i KALEILIBE -

(BUem - R - (ORISR - B50E )

Hm A B ZE KL ILD /Ahsk -

> BEYH . HERSEERLBINEEEE - 81 3 ANERNRGEYS - 23 K
BINEERER P I(median time)lEA 3.7 @R (£ E : FESZE 14.7 (@
B) - B4 ESU0EZEREAE  RENSSHKALIEE -

Est B
3BINEEAE hETAEE R creatinine 'k E <1.5
Cr >3 x baseline; >3-6 x ULN | times ULN - A DIE—RHOE = RER
4 RBITHEER S KANFEE
Cr>6xULN

> Kst BEHEEREERL LFT ES - &1 AST/ALT A&> 5 BEREE
EFR ~ MPEAIER> 3 EBEEELR  AZBNESXEE FNI =R -
B\ F i BL BB BT 3R AT ALT / AST A&2ULN B 3 fSARAE4TI Z=ULN
B 2 ERVIB IR D BE - HlEY) RSB REL ASTEHALT AS 3 244
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FFIh8E BEIE

ALT or AST >5 times ULN(IEBE LFR) | FZEERIWERIRAEZEES] ALT
with total bilirubin <2 times ULN or AST <3 times ULN, & 150 mg
SAREE
ALT or AST >3 times ULN with total KANFEE
bilirubin >2 times ULN JR BIE+ E1&5L
A -
Total bilirubin >3 times ULN = alectinib - BEEIREHNER B
bilirubin <1.5 times ULN - f&—#R
H S ER4EZE -
> B  BEEEERAGE N (EaEHE  REREBE—REA

alectinibb9Zz%® 7 X ) - HBEFEMESEE (SPF250) -

@YX HIEH
> BFEBENBRZEVRLER  FTERELESIER - ISR/
EEENEL FEREYROFRBEBELENESFMHNSR -

B PR 52 A1 TH B
» ALK positivity in tumor tissue or plasma specimens
> LFTs (ALT, AST, total bilirubin) &M 2 5% A1 3 @ H, ABEHERI=ER
REZ (R A GOT/GPT & bilirubin A5
CPK BN —EANEmEZER - SIkER KT
%?ﬁ DAlOBE ~ [ -
ESRIRS B M A< /B SSREAR ~ ALY -
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> CAREAIREJBIXRFRENRE (HBsAg ) ~ JEMF£ZOIEE (anti-
HBc) - ZBIFFRFRE IS (anti-HBs ) - AiEHIBEE HBV BIEHNTE
£ ERE REETRBHOUEEESEETENHREENTEN -

E

AleCtInIb IS a terSIne mmachanism of Action of Alectinib
klnase receptor Alectinib binds to the tyrosine-kinase domain of ALK, preventing the
. . . binding of ATP and inhibiting autophosphorylation of the ALK receptor
inhibitor which o
inhibits anaplastic [ cotmentrere |
. Alectinib '/\ Inside
lymphoma kinase O
(ALK) and RET (W|th I Protein kinase domain of ALK
1

similar potency to SN i SN

A_ctlvat_imof
ALK; Ou 2016). ALK e

- =

gene abnormalities

due to mutations or translocations may result in expression of oncogenic
fusion proteins (eg, ALK fusion protein) which alter signaling and expression
and result in increased cellular proliferation and survival in tumors which
express these fusion proteins. Inhibition of ALK phosphorylation and ALK-
mediated activation of downstream signaling results in decreased tumor cell
viability. Alectinib is more potent than crizotinib against ALK, and can inhibit
most of the clinically observed acquired ALK resistance mutations to
crizotinib (Ou 2016).
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