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HEBRFEL > Dol Xt 2 B Fl- Wb 5 - < g T FR A Nk
B SRR P PR BB TR

U I LR U T AN B R ~}§'p ('small cell lung cancer, SCLC) #72L | ‘m*e 5 J

(non-small cell lung cancer, NSCLC ) » & 22 ] e g 5 4 » X ik 88% - NSCLC ~ #
B A L 5#}1«)% (adenocarcmoma) gk + g e % (squamous-cell carcinoma, SCC) ~
+ sz % (large cell lung carcinoma, LCC)» # @ 12 E*’*fjlrl% QT AL R 75017 E kR
e A R F R o R R 2 ARG AOR Y o SRR e BT Y - 2% 0 FEuLEp
T & Bdp e 58 ZE3R :ﬁﬁ?i%ﬁv x-’az"zt’srﬁﬁ«? ERFENGRBELEET SR P TR
BlenSRR R ATFIOF T4 » % i EGFR(epidermal growth factor receptor )~ ALK (anaplastic
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lymphoma kinase ) ~ ROS-1 (c-ros oncogene 1) ~ BRAF (v-raf murine sarcoma viral oncogene
homolog B) ~ RET (rearranged during transfection ) ~ c-MET ( mesenchymal- epithelial transition
factor ) ~ NTRK  ( neurotrophic tyrosine receptor kinase ) >®- 23% = # 4 + 77 » 5% NSCLC
&-ﬁ 72 EGFR 2 % % 4 > fk 55-60% > ALK ) it 3.6% » ROS-1 B ik 196°« f gk 2 4~ e o

B ¥ L EGFR 2 ALK % % » ¥ pt 3 pageprdr41&] (tyroisine Kinase inhibitor, TKI) it
BRI LR ER P 0 A F 4 2 ahbrigatinib (Alunbrig® ) gt
ALK-TKI % 4 -

T TRy

Brigatinib 5 — fffeseph pprdr )& ek v E DGk B T B I § ks (4o ALK
ROS1 ~ insulin-like growth factor-1 = #8 4= FLT-3) ~ EGFR 4* % {rgL % % 5 2 o ¥ #r4] ALK
2d ALK 3 & en™ 5@ v 5 (STAT3 ~ AKT ~ ERK1/2 4 S6) ermipa it » » & 3r]
8 vF 4 74y EML4-ALK (echinoderm microtubule-associated protein-like 4-anaplastic lymphoma
kinase ) 2 NPM-ALK (nucleophosmin-anaplastic lymphoma kinase ) f & 3-9 2 fm e frefasf 2
"B A gEp ks ® o brigatinib 4 ALK (14 f8 % $755% B FUg s > & 451 * crizotinib i
P & 1 2 NSCLC g * #g i 1G1202R #2 L1196M X % & % R % B ¥ AR 18 % >0 ALK
B 2] fme o o I 1t 2 m JE @R crizotinib fs Ao oAy B 2019 & Fr o Ak ALK TS
Menat g 2E0 ] e Wy 8,

TR Eob sl

Brigatinib sx 4z 7 X g » R F > AR FEH L8 F F AR BLBARROT T LE R E > TR
T_fi B8 = ¥ Jk A (maximum plasma concentration at steady-state, Cmax ) *% 4 13% » ® 4 %
T & f% (areaunder curve, AUC) % % #25 - %+ - = - & (QD) 90 mg {- 180 mg & » Cmax

g% e T 35 (mean) fo% 8 3 (coefficient of variation, CV% ) 4 %] % 552 ng/mL (49% ) fv
1452 ng/mL (60% )~ ¥ & & v R brigatinib 30~240mg 4 » & % & ¢ i}é)?: 7 :EpF R (the time to
maximum concentration, Tmax )¢ Tl L4 e hE - BRSNS & 4 %> brigatinib
2L HEBEEA60mgQD 3 240 mg QD 2 AF & I £ vt |4+ (dose proportional ) - ¥ =& © PR
brigatinib 180mg & » & T_fi e 394 v T PR f_, (CL/F) 2 89L/h > Tiax Jff#k "f L5 Hp
% 25 ] 78,

R4 ¢h sz ¢ brigatinib i & ¢rig CYP2C8 £ CYP3A4 3 3k TRmA A~ 7 T4
itraconazole 200 mg - = = = = ( - & CYP3A % »cdr| 3] )& ¥ # £ brigatinib 90 mg & * pF >
¢ ¢ 2 Cmax 22 AUC & #i 4c 21%22 101%; % & * gemfibrozil 600 mg - % = =x( - #& CYP2C8
56 <A ) PF o0 B2 % brigatinib ¢ Cmax &2 AUC % &5 41%2 12% - & gemfibrozil $+*
brigatinib # & F . 83 B qpk F ch K o RPN E T 53 LT N 65% A ik d
25% ik ie A E o £ B4 i 4 > (Child-PughC & )~ & & % # it % > (CLcr 15-29 mL/min)
% EK A brigatinib 2 £k B EAPROTF S T D F L FE A UF N 37%2 86%°
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Brigatinib 2 * i 2 % p - =t > v JROOMG > 7 % {SH 4 5 180 Mg HFH ¥ I AR E
AFARERIDAPLL cBHE IR VIS A TRIRY O LFEREIR 2
AR e v JRPRE B JRE (SR D T L AT IRE & o ﬁtrﬂz f’»F),f%rTw frigpR* 14 = (&2
) &
.
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o LA EEAR 00MgQD v iR 7 X (SR R4 L AH T Ak R R o £ RFTH
2 ( Child-Pugh C & ~ CLcr 15-29 mL/min ) Ve R MAIE R U 40% (£ - )e %’”PF»? &
«Jr” sHEARITY > TARBITFAUZ EERABERE (2 ) %’%&T%&‘)ﬁs‘ﬂfzzmﬂ“» %
Mg QD » fisk 4 i % gt vk > F] 2 A E a FOKHBEPE o 2 2R E EEaemE "0
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Fo- S B0 2ok 4 3 brigatinib &) € 23K "o

R A ERM# 2 2 (Child-Pugh C) £ A T# i3 2> Cler 15-29mL/min
_ % <M E 40% % <A £ 5 50%

90 mg QD 60 mg QD 60 mg QD

120 mg QD 90 mg QD .

180 mg QD 120 mg QD 90 mg QD

C AR AR B brigatinib #) £ a2k "0

7 AF RS s

i *
e Mg -5 ¥ ¥z =
90 mg QD 60 mg QD XA B E #(FET)
180 mg QD 120 mg QD 90 mg QD 60 mg QD

4 W brigatinib sh@] €% > 1345 ALTALL fv ALTA ek 2% h75 4L 2205 & # brigatinib
Z p A2 180mg FFo R F LA 2 F G & o B (11-32% ) £ 7 (15-40% )~ % 5 A5 (38-56% ) ~
"18(19-53% )~ vk (30-40% )~ i efh AL e fiF 2 B (27-81% )~ 25 4 (17-28% )~ % #i( 18-35% )
e (29-36% ) 4 & 2 i h B A LK BT kAR 1(0.9-3.7%)% 5 L (4.6-5%) ~
st (interstitial lung disease ) ~ 2b8 25 L % o g7 2 F BREERRE A 5 5 12
% 45 A & 4 PR brigatinib s v (£2) "0

1P 2 3 1T chfRsk R TR 0 CYP3A ¥ scdrd | HFE ) ¢ & brigatinib <0 AUC # 4c 5
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 CYP3A § si»ass P el B enip M B i > 2 hBock S Frd| A A E - T AERT &
LR LR e & T R Sk () 1o,

% = ~ % brigatinib 7 2 F Ao sz % "8
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% CYP3A Fr4|#

#* CYP3A ¢ >3 %8

Rien AL 5ok (V1 50%) ¢ % (' 1 40%) (BB RE28)
90 mg QD 60 mg QD 60 mg QD R L i A EET
30mMyiEBrA B > BB A RE2EHE o
120 mg QD 60mg QD 90 mg QD 2% CYP3A ¥ »c2f 4|14 i 3 2 o eh
180 mg QD 90 mg QD 120 mg QD vt AmE o
E ~ ALK-TKI &4 i
$ M ALK 2% g P 1 ALK R % *W%%‘@@ﬁﬁifGZ%’ﬁﬂ*
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A sgw— BTN e B EF R A L F LR N ALK-TKL > i # 3
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# B2 ALK B enmip 2] fmre v B 0 @ 30 2020 # 8 Y PUA R I o 12 TR
kg 15 @ crizotinib - ceritinib 4 alectinib 4t - brigatinib % 17 4.8 % 1+ ALK %2 % { #
P I AF el ok 2t ALTACLL 3% 7 B 7 £ o 3 50N % 5 <2 B 10 crizotinib™ ™ -

.
% I

~ ALK-TKI &4 & 7.8
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Crizotinib Ceritinib Alectinib Brigatinib Lorlatinib
g ( Xalkori®) (Zykadia®) (Alecensa® ) ( Alunbrig® ) (Lorviqua®)
# 51 % > AR % > B 2 L MARY)
e ALK 15 4
e 3R A ok N R
i
0OmgQD - - iF
Z2HRAE 250mg BID 450mg QD 600mg BID s34 % 180 mg 100mg QD
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Crizotinib Ceritinib Alectinib Brigatinib Lorlatinib
-3 ( Xalkori®) ( Zykadia®) (Alecensa® ) (Alunbrig®) (Lorvigua®)
£ 1% = Rk 23 it & iRl
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ILD=Interstitial lung disease
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o) e g A ¢ > L3550 ¢ 5 ALK T E e eifa) 0 2 ALK 1 ezt | tmie
T A THIER b G RE 0 B -SSR E R TR Y 10 B 3 At TRk i
b OAERAE o S fREe # 5 ALK-TKI Sope 0 7 0 sl 2] mse v ALK % % P 4§ 1
S s ETE 0 A% 4z ehbigatinib £Up w53 B o ¥ E R EL d eh ALK-TKIL B
4 = % ALK-TKIL> 7 # 3¢ crizotinib 7o # & 1+ 2 ALK B et 89 2] fnve o % > 1
Bl TRfk i@ * 8% F '3 12 2 % 4 1 (4 pneumonitis & interstitial lung disease ) sk & 118
WM R SRR S 2 TALEE SR R ORI LAM D LR T Rl A
2 -

ZRE S

L4 AR f3n it fe o 109 # 5+ F] 43t & % 4 45 - Available at
https://www.mohw.gov.tw/dI-70215-86¢cfadd5-ec26-4472-ab77-5f875eb26d22.html Assessed
12/2021.

2.2 AR IR A i B F o 107 # & Fup F edF £ - Available at
https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=269&pid=13498 Assessed 12/2021.

3.4 AmFIFR st e o 109 # 7 Flizt % 3 & 4 - Available at
https://dep.mohw.gov.tw/dos/cp-5069-61850-113.html Assessed 12/2021.

4.WHO. Global cancer observatory: cancer today. Available at https://gco.iarc.fr/today/home
Assessed 12/2021.

5.0 RmA s € o kS o Available at
https://www.canceraway.org.tw/cancerinfo.asp?id=BCD03185-BCBC-4CE2-A7E1-EBF798161C
AA Assessed 12/2021.

6.2 EAE € o %k~ E o Available at
https://www.canceraway.org.tw/uploads/File_20200408163908.pdf Assessed 12/2021.

7.% 2.5 8 @ Alunbrig® - Available at
https://info.fda.gov.tw/MLMS/H0001D.aspx?Type=Lic&Licld=52027730 Assessed 12/2021.

8. Micromedex: Brigatinib. Available at
https://www.micromedexsolutions.com/micromedex2/librarian/CS/332105/ND_PR/evidencexper

6


https://www.mohw.gov.tw/dl-70215-86cfa4d5-ec26-4472-ab77-5f875eb26d22.html
https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=269&pid=13498
https://dep.mohw.gov.tw/dos/cp-5069-61850-113.html
https://gco.iarc.fr/today/home
https://www.canceraway.org.tw/cancerinfo.asp?id=BCD03185-BCBC-4CE2-A7E1-EBF798161CAA
https://www.canceraway.org.tw/cancerinfo.asp?id=BCD03185-BCBC-4CE2-A7E1-EBF798161CAA
https://www.canceraway.org.tw/uploads/File_20200408163908.pdf
https://info.fda.gov.tw/MLMS/H0001D.aspx?Type=Lic&LicId=52027730
https://www.micromedexsolutions.com/micromedex2/librarian/CS/332105/ND_PR/evidencexpert/ND_P/evidencexpert/DUPLICATIONSHIELDSYNC/834740/ND_PG/evidencexpert/ND_B/evidencexpert/ND_AppProduct/evidencexpert/ND_T/evidencexpert/PFActionId/evidencexpert.DoIntegratedSearch?SearchTerm=brigatinib

R e F R

t/ND_P/evidencexpert/DUPLICATIONSHIELDSYNC/834740/ND_PG/evidencexpert/ND_B/evi
dencexpert/ND_AppProduct/evidencexpert/ND_T/evidencexpert/PFActionld/evidencexpert.Doln
tegratedSearch?SearchTerm=brigatinib# Assessed 12/2021.

9.Camidge DR, Kim HR, Ahn MJ, et al. Brigatinib versus crizotinib in advanced ALK inhibitor—
naive ALK-positive non—small cell lung cancer: Second interim analysis of the phase 11
ALTA-1L trial. Journal of Clinical Oncology. 2020;38(31):3592-3603.

10.Huber RM, Hansen KH, Paz-Ares Rodriguez L, et al. Brigatinib in crizotinib-refractory ALK+
NSCLC: 2-year follow-up on systemic and intracranial outcomes in the phase 2 ALTA trial.
Journal of Thoracic Oncology. 2020;15(3):404-415.

11.Yang P, Kulig K, Boland JM, et al. Worse disease-free survival in never-smokers with ALK+
lung adenocarcinoma. Journal of Thoracic Oncology. 2012;7(1):90-97.

12.Chan BA, Hughes BG. Targeted therapy for non-small cell lung cancer: current standards and
the promise of the future. Translational lung cancer research. 2015;4(1):36-54.

13.Sharma GG, Mota I, Mologni L, et al. Tumor resistance against ALK targeted therapy-where it
comes from and where it goes. Cancers. 2018;10(3):62.

14.Qin A, Gadgeel S. The current landscape of anaplastic lymphoma kinase (ALK) in non-small
cell lung cancer: emerging treatment paradigms and future directions. Targeted oncology.
2017;12(6):709-718.

15.Zhang S, Anjum R, Squillace R, et al. The potent ALK inhibitor brigatinib (AP26113)
overcomes mechanisms of resistance to first-and second-generation ALK inhibitors in preclinical
models. Clinical Cancer Research. 2016;22(22):5527-5538.

16.% Fooaf ~ BRpn & o 0 ’ifjlfﬁ%,v EGFR 2 ALK A R % 2 ¥4 © §k %35‘? 1 7] . 2021; 87(5):
P283-286 -

17-1‘?’1}?}%& CHRE P o AP 2] e W2 TV B L R UL o 1 H 3 0 2018;29:143-152 -
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AR 4 * B /E# g (attention deficit/hyperactivity disorder, ADHD ) & - f& & 523 Fdp £
AL E 4 4 £ (inattention) ~ i % (hyperactivity) 2 2 fied> (impulsivity ) =z Fioo ipE
Bk WA B TR FR ORI TR L SREST YR R
# e ADHD > #® te4? i5 2@ B A (psychostimulant) ~ iE 4% 44 1 £+ ’9}]{% FR s T
( Selective norepinephrine reuptake inhibitor ) ~ a2-%* ’9}]{7% e HAc b @ E Lo

et FAH-ADHD AL G R it B RET TR - Bick P iR ADHD ¥ * ch&E 5k
P fRA @ A L 4 - Methylphenidate (MPH) » % £ TELP O FERTNE A RE B S
FoFhEARLA A ERE (ADHD) -

f ~ Methylphenidate 4 %

2018 # ¥ ADHD P 872 s £ 0 ¢ § < TgeT ~ Fhosfdnirm s ¥ ¥
- MEPISRER S Y IR ~'E3§ﬁ'ﬂ] rizie g & ADHD s 4 7 EF 23R 5
methylphenidate-2019 # & & NICE %+ ADHD 72 #7% ¢ 323551 % 2016 & 4 £ ~ CADTH #f
ADHD 7 + 1% 3 % 453045 01 » 5 2t s g 24 > & ADHD s 4 » §EH 55
methylphenidate®**

MPH i & 59 $r4{2 ¥ 1 st (norephinephrine) % % = "= (dopamine) ## = {cf| %
A Swre > MEF A A CRES Tk R 0 4 7S B 4 g (monoamine) ¢h
PRI b 0 B p AR < BRHE PR A 4 P fRA S eh® B T 5,

MPH & % i s 1] (lmmedlate release ) 7 % ###|4| (extendedrelease) » %% = 54 % o
AR B hs o v pRE 2O A 2 1-2 ) pFis i B £ ¢ JE & (the time to maximum concentration,
Tmax) > &% pFR 5 3 M@h 6/ EpEAINL 4XLE ERAAY - = Tmax
21520 pF s § o s Tmax 3 10-12 ) pF o B p iR E i S o T E IRES F okt
AR AL T EEaAs e (T PR o 3N g A F 1 a A e & oed ] @ 5. MPH K|
BASIR PE dE R SR ~ S B Ee s B A 8 T R N AR o - A R R
PRE S  BIEY XS4 TR SR EF L R SHARSRRMELE R
FETFFRRAL PV R GRPEDIRAG FELEFEARESER S FSA

S . 5
AR

% ~ Methylphenidate #| 3] +* $&

4 4 ADHD ipf 0@ fRid (58 B A MPH 6> > 2 & 2 8 3 7 A4l cads 4 F 405
(% - )oConcerta®1'J * % % R 4] methylphenidate HCl cn§8 2xsd & > 02 @ Suge &) 5 b 35
d 33 R E R L L3 E e RERSBOERZEPR Pt ES o FH kR
Prene X Ed k& FESoRAMNBERE R - K ZRAMFE S e ER > KA E

8



fa L FREN

MBS K G - B F S i ®oRitalin LA® & * #5¢h0 PRIF?L&%#NA T % %L (spheroidal
oral drug absorption system, SODAS )» &~ B & p > FpFe 7 7 50%4-:¢ f# x4 2 50%
WA e ket BT FR 0 APRY (5 'P i B MPH i Pl (5% émck o

Methydur FI* 5 kS By (Bl- ) & 82%2. MPH &2/ &R & » T35
ARSI AT Y R (TR 5 R bR F 18%MPH 2 = qEack 0 @ * Sucrose
Acetate sobutyrate (SAIB) #|4l3x#4] MPH i & > b P2 § ‘@22 £ 52 MPH éhE 1§ & 6

-3 (Zero-order kinetic) o 4 R8T pR{& 355§ (v eniE R T o ;‘ﬁi %? *t F st MPH
RiE MR R T o R Y RO AT A 3 R BICT - MPH F 9 A

T8 T o r MPH 7 i 2 4 v s f2ih% P ER 7 B_ahp %g »x MPH #| & % >
BREXEIEY T ey Bl - 24T 2 kR 3 P40 0 B IFS $<£ﬁf;“éﬁ|\/|PH Wi

%Aﬁ%*wnF*%Wm%?ﬁrhﬁkm&%%w%’&inﬁ F ol B AL > 2 5]
e A A2k 3§ A p;.mzsz)fpﬁvi z.gz%u— ’___1_—-],3%1,&{,; Zﬁ'jifgl{:—\’xa ’ﬁgu 47,/?;:)9 9,10,11 _
% - ~ & & methylphenidate -3¢ % &7%10.12
o ) ) ® . . ® ®
& Ritalin Concerta Ritalin LA Methydur
¢z ST SIPIE FIE i+ ke L3 ff»'a‘—*;;;kté%‘ft
ORADUR 22 ~ 33 ~
A 3 ) £
)3 IR » 10mg/tab OROS  18mg/tab SODAS » 20mg/cap 4amglcap
T R 3-6hr 12hr 8-12hr 12hr
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