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O ALK 2FM H|2M|ZH 2HAnapolastic Lymphoma Kinase positive Non-—
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» ALK MufE = ALKZE g st=lH RAS, PISK, JAK-STAT3 52| &
SUEHAE Ss5t0] Mz S40| STtE1, MZEXBEALE A S5Hod

oM Fore Yoz,

1) 20156 =7} SsSA AeEaA
2) Zarogoulidis et al, Treatment of non—small cell lung cancer(NSCLC), J Thorac Dis 2013;5(54):S389-S396.
3) Current Medical Diagnosis & Treatment, 2019, Chapter 39: Cancer

4) EML4-ALK (Echioderm microtubule—associated protein-like 4-ALK) fusion oncogene: 28 232} small inversion®l] ¢]3] 24y
&}= fusion oncogene©& EGFR-TKIZF &7} 9l ZAo® dejd g F2 2o d¥, n5dx Ao oA wass Ao
a4 gy, HAGHEAA, 2010.10.).

5) A8, #HehEa]e] HA A4, Hanyang Med Rev 2014;34:10-14
6) HAH), vaAEH e EAAYES Hanyang Med Rev 2014;34:4-9
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ALK REARRANGEMENT POSITIVEhR

ALK rearrangement
discovered prior to
first-line systemic
therapy

ALK
rearrangement
positive

ALK rearrangement
discovered during
first-line systemic
therapy
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HE.

FIRST-LINE THERAPY™™

Alectinib™ (category 1)
preferred

or

Brigatinib (category 1)

See Subsequent
—————— Therapy (NSCL-23)

Progression

or

Ceritinib"" (category 1)

or

Crizotinib™ (categoryl) —— Progression ———»

Therapy (NSCL-22)

Complete planned
systemic therapy,
including maintenance
therapy, or interrupt,
followed by alectinib
(preferred) or brigatinib
or ceritinib

or

crizotinip ———  Progression ——

See Subsequent
Therapy (NSCL-23)

Progression ———— = 3

See Subsequent
Therapy (NSCL-22)

8%, &

AM M E F0f

A ol

I-_I_ A3

9k

SUBSEQUENT THERAPY™™

= Consider definitive local therapy (eg,
SABR or surgery) for limited lesions
* Continue crizotinib

Fip

Progression on
crizotinibUtv¥

Symptomatic

Systemic

Isolated

lesion

Multiple
lesions

or
+ Alectinib"™WW.XX or brigatinibnn.WW.xx
or ceritinib"MWw.xx

Progression,

LoriatinibY¥Y or

See Initial systemic

»|therapy options®

Adenocarcinoma
NSCL-28) or
guamous Cell
Carcinoma (NSCL-29)

= Consider definitive local therapy (eg,
SRS) for limited lesions

= Alectinib"N-WW.XX o1 brigatinib™"WW.XX gr
ceritinipNmww.xx

= See NCCN Guidelines for CNS Cancers

= Consider definitive local therapy (eg,
SABR or surgery)
= Continue crizotinib

= Alectinib™"-WW:XX or brigatinib™nWW.XX gr
ceritinipMww,xx
or

+ See Initial systemic therapy optionstt
Adenocarcinoma (NSCL-28) or
Squamous Cell Carcinoma (NSCL-28)

7) NCCN Guideline, version 3. 2019. non-small cell lung cancer
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—|-'c*>'3._| oFM| & K[&HE = USZ. YWHio| ctel A lorlatinib EE= Al
1T = = S AL o
EEZM XEE Y = US
ALK REARRANGEMENT POSITIVENh
SUBSEQUENT THERAPY™™
= Consider definitive local therapy (eg, SABR
A tomati ,. | orsurgery) for limited lesions
Symplomete = Continue alectinib or brigatinib or ceritinib
Progression,
Progression Loriatinib or
on alectinib See Initial systemic
or brigatinib = Consider definitive local therapy (eg, SRS) therapy options®
or ceritinib"! Brain —— | for limited lesions Adenocarcinoma
= Continue alectinib or brigatinib or ceritinib (NSCL-28) or
= See NCCN Guidelines for CNS Cancers Squamous Cell
Carcinoma (NSCL-29)
Symptomatic .
\solated = Consider definitive local therapy (eg,
leslon SABR or surgery)
= Continue alectinib or brigatinib or ceritinib
Systemic
¥e Lorlatinib
or
Multiple___ | see Initial systemic therapy optionstt
lesions for Adenocarcinoma (NSCL-28) or
Squamous Cell Carcinoma (NSCL-29)

O ™ EF2 ALKE dHste X ZHM=Z, "o|do Fz|xE|Hd2=z Xz
2 Ho| U= ALK &Y Tl M == Mold H| M =ZH F 2HAe| x[Z7of
sizter2 4 ohetA

- E} ALK XMaliM= 1 13 750mg(250mg 3 =)
600mg(150mg 4 =)2 =SST0| L AMEE 2
(180mg 1d) 5322, Ef ALK XsliA[of|l H|St0{ 50| E0|E = US.

~ A AFHES I 2 ZE FJ2|ZE|HSoZ x|BU2HM0o| U= BHR}
o x|=ol cisto{gt FHItEUeLt FZ=EIHES =
Molld deo| gle 2AE Aoz sF 34 ArAFEHA, F2|=EYH
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8) Camidge et al, Brigatinib versus Crizotinib in ALK-Positive Non-Small-Cell Lung Cancer, N Engl J] Med 2018;379:2027-39.
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(3) matM H AT =XH
O AHE2 MAMINNNIAM crizotinib HMEHA ALK kA H| M ZH ol A}
g & Us ALK XNoid & stz 2= A0, JHo[ =2l A

crizotinib £04 & Zgdo| XISt &tXlol| A alectinib, ceritinibt =& sF =
Fzog HIED Ys12), =2 0|57 HHo|Ll, ALKLM H|AAMEZH 2t
1XF X 2M 2 HDET7|E eH3),

(4) datre 22

O tlEEel a7kl UolM oM KEMS Bolshs Sl elah

o 1 /| o
Sz & 1HE HdEgh

oot

O

O Crizotinib £01 & Zgo| XSt FAXAHH E£= Mold ALK &M H[L
MzZm et 2xHn=222)8 ae=z AMFE 12 13 90mgw(n=112)z}
180mg=(n=110)2214) N & 5F0] A|sHSt Clel ofxf| 22fe ZXL9

1

- =
i, S7H, 24, of=71 d&Ae A

— 1AFHEIIX|E2l ZHaA HIE S (Objective Response Rate, ORR)2 90mg
< 45%(50/112), 180mgT 54%(59/110)2 LIEF=H(97.5% ClI 242t
34%-56%, 43%—65%)17).
= 289 ZheliEFS(Complete  Response, CR), & ZhllEFS(Partial

Response, PR)2 90mg=ollAM CR 1%(1/112), PR 44%(49/112) L}
Etteny, 180mgTolAM CR 4%(4/110), PR 50%(55/110) LIE}.
2l =™ E(Disease Control Rate, CR+PR+SD(Stable Disease))&
90mgT 82%(92/112), 180mg= 86%(95/112)Z LIEIL.

B2XISH M=T|7HProgression Free Survival, PFS)= 90mg= 9.270&, 180mg
= 12,97 2 L}EFEH(95% CI 242t 7.4-15.6, 11.1-NR(not reached)).

9) DeVita, Hellman, and Rosenberg’'s Cancer: Principles & Practice of Oncology, 10th(2015)
10) The MD Anderson Manual of Medical Oncology, 3rd(2016)

11) ASLC Thoracic Oncology, 2nd(2018)

12) NCCN Guideline, version 3. 2019. non-small cell lung cancer

13) Metastatic non-small-cell lung cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up, Annals of
Oncology 29 (Supplement 4): iv192 — iv237, 2018

14) 180mg T2 15797 90mg FF & 180mgl. = S35

15) Kim et al, Brigatinib in Patients With Crizotinib-Refractory Anaplastic Lymphoma Kinase—Positive Non-Small-Cell Lung
Cancer: A Randomized, Multicenter Phase II Trial, Journal of clinical oncology 2017;35:2490-8

16) Primary endpoint’} g2} #4072 XQ=o], Bz} AFo] ¢l Bt Aye A3 ¥4 A (investigator assessed)Z 7] Ak,

17) 594 HE $93](Independent Review Committee, IRC)S] ORR ¥4 ZA3}+= 90mg 48%(54/112, 95% CI 39%-58%), 180mg
T 53%(58/110, 95% CI 43%-62%)



- M M=7|ZHOverall Survival, 0S)= &Ztatol ==K Rsi 0,
1d MZESE2 90mgt 71%, 180mg™ 80% = LIELL,
= 8 &7 ol gy E o7 phE ZIH8) OS= 90mgT 29.57HE,
180mg 34. 170 &2 LIEFE(95% Cl k2 18.2-NR, 27.7-NR)
7

Zf(median Duration of Response, mDoR)2 90mg= 13.8
70, 180mgT 1117 2 LIEFE(95% Cl 242 5.6-13.8, 9.2-13.8)

- 52l AE 2 23|(Independent Review Committee, IRC)7} 245t =
M Jlsst X Mol &Xe|(=10mm) F= i i EF=2E(intracranial

Response Rate
=H95% Cl 2+Z

T ~~—

2 90mg 42%(11/26), 180mg= 67%(12/18)2 L|IE}
23-63, 41-87).
A 55, 7|8 S0l, grade 3 0|4
= 50| LIEtL,
» X271 H3ot o|AHEFE 2 90mg/180mgTolA 24 33%/40%, M
AL 19%/38%, T = 28%/27%, 7| & 18%/34%F =.
» Grade 3 O|Ate| o|AtHFES 2 90mg/180mgTollA LDEQ 6%/6%,
CPK A& 3%/9%, HE 3%/5% F=.
— Dose intensity SZtF2 90mgT 90mg, 180mgw 174mgolAU=.
» 42 90mg 7%(8/109), 180mg= 20%(22/110)0ll A LIEF,
= 32 O|Ae] FOEF= 90mg 18%(20/109), 180mg 36%
(40/110)0i| A LIEF.

O zHA stalof19) =M MHEES2 7[E AZHo 435t s= 521t
TAtel et d S Eel ALK A sl 2xt ALK %=

M 2, crizotinib X|& O|F

OFX| MEHA] DE{gr £ U= 2M2l= 2[dE MAlE. AEE2 EF ALK
Mo M b H|A|, Md=MoZ JIE ZI PFS, OS&S LIEtA20d FIHLY
(intracranial) 2t &, Tl PFS7} =gt Crizotinib &z &HX}=0| k]
HMo|E SHistes 47t B2 A2 e of, MEE Z0{A| ALK X
=

—
mel ME Aol Fobd & 2US

18) Poster session, Huber et al, Brigatinib in Crizotinib Refractory ALK+ NSCLC: Efficacy updates and Exploratory Analysis of
CNS ORR and Overall ORR by Baseline Brain Lesion Status, 54th Annual meeting of Society of Clinical Oncology(ASCO) 2018
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— NICE_Recommended(PAS M &2A|, 19.2.15)
— SMC, PBAC, pCODR "WrIZz} gi3.



