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IR (Glaucoma) & R HIEE 2 Bk A ME IR BRAVAHE o (R ECHm R Frs 2k AR
N1z2tE  —MER A B W ERLG - M PR E) - T RS B IRWE - B
IR F B2 HAIRER A R S (IRER) A S s [ERY - IEFE VAR EREIEE 10 2 21mmHg » iR
BR r F IR BS (Ciliary body) 77 bR 27K (Aqueous humor) » fEFf% (Cornea) ~ BEFL(Pupil) Bl
0T R (Iris) 2 [ETRBY - S8/ NR4H B4 (Trabecular meshwork) » JREIAIE S « HRFE7K
PEHEAGIRBRAI AR S AH B S B DL S R B A AR YRR R /K B JE i & i iR
BE BTt - A BR A B i E B S B AT AR R R

1




Cornea

Schlemm's canal )
Anterior

chamber
Trabecular meshwork \

Posterior

chamber
Ciliary epithelium
Ciliary muscle
4—  Conventional pathway of aqueous humour inflow
? Diffusional pathway of aqueous humour inflow
4~_  Conventional pathway of aqueous humour outflow
4~—  Uveoscleral pathway of aqueous humour outflow

AR

FOCHR AT LAST Ry Wi KJE - BRI A5 (Open-Angle Glaucoma) & PRI (Closed-Angle
Glaucoma) > B FEHY £ HZHR Fo /K SATRNFA Ay 48 N RHEA - A5 —ERIFHZE - K
ZHOIENE - AL Rt - fEiRTo0 B8 - AIREE 5. - IRIBFALAEAR - B
SAGAER ~ e TR s - BRI -

BRTFE

RS Z BN Y - BT YRR AR 5 2 B B2 R 2 iR R B A T 74
1% > HAlEZEAY &R [# F alpha2-agonist ~ beta blocker ~ JHATHIHR T A #)(Prostaglandin-
Like Compounds) ~ Bf&ETHEHIIE7(Carbonic Anhydrase Inhibitors) ~ B 2 L7

(Cholinergic Agents) ~ #afE(Miotics) fz Fifr s -



e %%

Beta blocker  Js/VHR 55 /KA 5300 - HETMERARER > J2 H A JeHRATEE — &R FHEE - £
FHVEIERA RIS ~ B GEHER ~ AiER > SV R RAIER A =5
MAVRITERD LBk > OEEAERE > BXE - SRR ESS -

CT EX%2) ARSI 2IfEH

Arteoptic 2% o i
. . Rl ~ DA o
ophthalmic solution Carteolol HCI kR At

3 . HEH
EFF BRI

Alpha2-agonist : F beta blocker —# R/ VAR /KBl AR PR HR BR » 1F B % beta
blocker &4 FIECE 2L THF AR R REE - BIME A R4ERE R ~ 5 el - ARIGFRRE - 1Y
NG ~ BRI ~ CIRZ o N oTELE R HEE MAOL B8 0F R - gheinEeER

B END%a) LRSI EIfEA
Alphagan P 0.15% R MAOLFH | ETHF M E
. " Brimonidine tartrate .
U H HEREEK gt o R fERE

B REET B (Carbonic Anhydrase Inhibitors) : J8/HR 55 7KHY 73 b A<l (AR EE - AR
R B AR > IREIMER 2 - 3R2H Rl eHR BN 48y - IR AL REITE A
FoSERASR ~ BAER ~ HREGTRAR ~ JURUER ~ B0t > SZIHEEY) Rt JHEEY) - GOPD dh=
TEE SR B E ] - BhRe (K 3 (Clor<30mL/min) A sk 6

e EN%a) EEEIE BIEA
' CIARZE > HEFR Fte ~ B8R ~ 4H
Acetazolamide . .
Acetazolamide W BYEEE | IR BEFARE
250mg/tab N
e fEMEA L
Azopt eye drops, [ SRR BT
suspension Brinzolamide 1% TEFE o A
FEYEREEIR R




HIFIRR IR (Prostaglandin analogs)

HEER & ~ RO B REREH—X
KA ERE—ZBIH] - £
blocker A8 SRA A i FHIFEE ] -
AR ~ IRE @RI - BEBEA

T E R R

R

BT /KAE

B SHEEY R IR 55 /K B B L T P ECAR B
NIEIME A A B R AR R
H AT ORARE PR FH Y beta
BIIE A R 5 ~ SRR TE - RIS AR - 52iR
MR~ 82LF -

1M

B

L TRy EI{EH
Taflotan Tafluprost GEREE - IRBR R SR
ZRrREEIHAR g K 0.015 mg/mL,2.5mL/Bot
IZBA Travoprost VAR R R
S & BEREAR R 0.003% > 2.5 ml/bot
HITEEY) -
L TRy FEEIHE &I{EH
Brinzolamide/Timolol IR ~ IRIE R
Azarga Ry CAT A beta
maleate SLHE ~ EZYIEL - B

T BT BRI

blocker HY#8 & &

(10/5)mg/ml, Sml/Bot 5045
B beta blocker F
Combigan Timolol/Brimonidine GERE TR ~ HRHE 2R
o alpha2-agonist Y
FERREE HR AT 0.068%/0.2% > 5 ml/bot &%~ EZYR
R EaE
‘ CIRZ ~ R ~ HR
Simbrinza Brinzolamide/Brimonidine | /£ CAI FiI alpha2- )
5 ‘ . o 5 7ei ~ 98 AR e
[P ve RS 7 BEIR R (10+2)mg/mL agonist HY & & & &
%

SRUTEES

B EHRE Tl m] DA e o —
7l (Trabeculectomy) ~ 588 F S TF-flr(Shunt implant) FIFET

invasive glaucoma surgery, MIGS)Z

A2 RIS > AL E FL o Gridotomy) ~

IR

FEHR F-flr(minimally




I B ZEF Ll (iridotomy) - 22 PAS M EIRIE S B AV AR T-B - 1RH AR E 5
Y&l - AR PS5 7K BENEA AT L JekBE

/IMERDIBRHT(Trabeculectomy )2 i # FIHY BRI A YEHR BB L B IR EE KRR
AR - VIR EE RSB - 5 2 HIIR KB LURUE - ZFRIREE
[ -

ol 2 R E B0 55 UAUVE B A —TE - AR R/ NMEIREY 5 & R
EVEENRGH T > FRHE—RATHEERREA - SRR KZEEEE R -

R YR F-lif(minimally invasive glaucoma surgery, MIGS) » EHRER - BLE U ING

FAL > RS DUE BEANRPY > A05R f5/KEYHk - ZESIPERIIREREY HAY - (BRL R 2e 21
PN

DUBTES Y~ REIR DS IRER T A -

/INERETIBR T (Trabeculectomy) i &5 Mitomycin C ZKBH 1A AVEEIE - 52
TEfT & 5T 5-FU ZE &SRR BRI > BBIR /K 2 1R RENEFIR o 5 R A
FHHREEYI R R IET AR R AR - WIREE KSR CREEY AR RENTRE -
B 5 BT -l 12 o 00 FH B2 AR 4797 28, Mlitomycein C JFACE: R A R JRI ) 22
Yy ESRIN IS RS RIS - BRI -t FIATRENT DNA 455 (R
DNA fEES45 G DNA HI#EES 5 5-FU #8505 DL DNA 4ERCHTSIEY - 58 DNA 182 84HS
L 5-FU HUM, Uracil {SE42844% 11 - R{EZEYET 2 HIHIATAAE RS AR F-0id P kR
fZRK > PR Mitomycin C fEFAlT HBEER I TR - BORIE B LR FAT2 2
Mitomycin C 1F £ F-flr 5247 -

S

FOCIRAZEA SR B ER B A  AEAIRE 2 (AN EEE R AES
AAEEFHEMEEY) - BB EEYIC A ERAYSEE > RN B A B EEYIRI(E AV
2 AR REEIRGEN: - 4 RE A B AR BERnAEamE -



1.

2.

EOCIRAYE /. (48RP 4177 9. Online. https://www.retinatw.org/ 25 Jun 2022.

Crawley L, Zamir SM, Cordeiro MF, et al. Clinical Options for the Reduction of Elevated
Intraocular Pressure. Ophthalmology and Eye Diseases 2012; 4: 43 - 64.

BR[| Firaks. (LEAE NGBS CHRREIER?. Online. http://www.iop-target.org/
29 Jun 2022.

The National Institute for Health and Care Excellence, Glaucoma: diagnosis and management,
2022.

Deborah S Jacobs, MD. Open-angle glaucoma: Epidemiology, clinical presentation, and
diagnosis. UpToDate, 2022.

BN TN S

=R B EFEE T available at https://epaper.ntuh.gov.tw/health/201606/project3.html

Angelita M, Jason Hall, Louis B. Cantor, et al. Long-term Outcomes of Intraoperative 5-
Fluorouracil versus Intraoperative Mitomycin C in Primary Trabeculectomy Surgery.
Ophthalmology February 2009; 116; 2: 185-190.Wilkins M, Indar A, Wormald R.
Intraoperative Mitomycin C for glaucoma surgery. Cochrane Database of Systematic
Reviews 2005; 4.

Philip Wexler. Encyclopedia of Toxicology. Third Edition. 2014: 354-356.



Ll T e—

el it ZEEiT

AIS
AT IERES R BB 38 s A SE 3 KB (Neisseria meningitidis ) 5 [EAVREEMERL
e B RABINA R - BIFUERE ~ O T SIEMEE A HEEREIR - B B L
MR EE Z GFEEIN R - W rTRE AR AUIE ~ K R FESRETISE - BULRA

2 40% - HESEAIRIBIE - i35 E2AE 3 (6 H 2 3 s BB405 - 1Ak > Sk
B RHRBEEA R ~ i JBRMBRE N - NHRE A 2RERR R - e KM fiRatiE
IR Ry R = R AR -

S

SATIERSEF BB SR £ BORA TR R Bra i bE DR s T M TR ey " RAER |
(meningitis belt) > #FE4NF ~ X 2F (WEF 11 HERFEIH) - HEERERERE
HERE S WEA LERAH B AR iR M B R 2/ 0 ] 70 B 13 (A BT - Hor 6 SIS ROReT
BFEAB-C W~ X Y% - FEEEER K EEYH CRAVEEEIERSIH B A4FT
Sl » AR AFEMAIL A BCW B E - BEEEHNPTE T ESEHA-C- WY

5| HE R 3R SRR DU (R S RIS S MenACWY) - $REEFTAE & B R T EE 1E By
THPIHEFT -

FHY S BN AT A A R MUE BRI TS, - iU ERE S s E B BUAGHH 3R
BEPRER 5 [HE Z PR B e TR CR, - ATEEARBE 2 8Y B A% (4CMenB) » H 2015
BB IRE] FDA ot B > BP0 B RUMEEE R EERATHIEBR SIS S 3R - Re A
ARSI TER - ASORFETA BERT R 15 — Bexsero® L0 FEGE B BURKHF 38 SR B v {hfE—

Bored



B EARER
@ P5in ¢ Bexsero 20 EE B BUMKHE S SRR B
@ =24 : Recombinant Neisseria meningitidis group B
@ 7= :
O FBIRKFEF 2°C-8C) » U172 -
O FHEEE AR IS
@ E=hiEMlanA ¢
MENVEO (meningococcal Groups A, C, Y, and W-135) FU{EE & A
@ FDA HYEFERE

FAR 2 EH PLESRE R Z B R - DA B BRI R AR 3 K
Pt HEERIIR APERE RS SR BEER B P -

1y

Bt

BEFRER 1 4H

(] Bexsero T ORISR Ry 7RIS AR R AT HaSZ B i/ NHBA ~ NadA ~ fHbp
K PorA P14 HIREEMEDTRS - HET TR IR ER MRS I R SEBR BB - I8 e b5 A H ik
RIS S5 - PRI & S00HEHs & SEak B TR 5 (F G s i Fraf 2509 bt

EEHRAEERE (vaccine effectiveness)

fR#% Ladhani S5 AfY cohort BFZE » ££ 2015 -2 2018 £EHARIULSR H BB B AUHSHE
RIFH B e s T EE T 2 Bk - BFSREEER ¢ HEFT WO B BUASHE 3 S R AR S
F552.71% (95% C1-33.5 - 83.2) » #5 & Se B Pefe Se B NI 1% P T AR 49 B 59.1% (95% C1 -
31.1-87.2)

FR¥E Wang Bing &£ AHY observational cohort &% case-control iff4¢ » UZEE 2019 F2
2021 FFEHAMI FE N B BURKH R P e B S e T = 2 B} a5 RB R TN B %Y
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RS 3 2 1R AR ER 4 By 94.2% (95% C136.6 - 99.5) o B =T ipTFEEL - B AUAS
P SR i AR AT 3 2 11 {8 H KRAVFZE A EE T RERIRER (adjusted IRR [aIRR] 0.40
[95% CI0.23 - 0.69], p=0.0011) (F&—) ©

T PR ERAE 3 2 11 {# H KAV L EREF PO i MfE - BRI AR ET M

60% °
Pre-vaccination period Vaccination period IRR* Vaccine-eligibility
adjusted IRRT
Annual mean Annval incidence Annual mean Annual incidence
numberof cases  per100000 number of cases per 100000
population population
0to11weeks 0-00 0-00 0-50 11-39 = =
12 weeks to 2:67 17-20 1-00 6-83 0-40 (0-27-0-59), 0-40 (0-23-0-69),
11 months p<0-0001 p=0-0011
1year 133 656 1-00 514 078 (0-16-3-89), 079 (0-16-3-87),
p=0-77 p=0-77
2years 133 657 1-.00 4-92 075(0-17-3-24), 075(0-18-314),
p=0-70 p=0-70
3years 067 326 0-00 0-00 NC NC
4years 0-33 163 1.00 4-84 2.98 (0-44-20-05), 3-00 (0-47-18-79),
p=0-26 p=0-24
Syears 0-17 0-81 0-00 0-00 NC NC
6to14years 0-67 0-28 2:00 107
21to 25 years 2.83 2-44 1.50 129

BASRAT ~ SEBERERES

B/ DEEA R AR S AT AL AR ~ A BB - HAMAZE

SRR A R R B S - ETERIRYRIFEE R - Uek 17 2013 422 2016
Tl BT - DBHE NN LR E R HIR PSR (NSEE R
5 EHVEEE: ~ 2B MEAVHHE ) ZBEA BHE 6.9%) ©



2% ~ Bexsero W E 5

[ JfE KSR

*
J
e
=0
SN
K
&

PRI RS R R LR B RITRE Y R B

BRSIERSEE(10 BEEAT) F/OE(1 R LSRR A

ik R (21/10) SEBE(38°C) ~ IEAEM MR - 5 | BUE - B0 AU - REER
&L~ MR ~ EETEOALAEED - BRE) - R EEERALATE - BERR
UEHE ~ BEWOE - B - BEIR - 61 | 4560 - 5 - A8

B ~ BEETR

VR TIENR 2% © & ~ 52
B(12 £ 23 il H RHIAHE)

HR (1/10~1/100) | FZB(B25EEL 2 2 10 RHYSLED) -

VR, B F(RLIERVESE) ~ 3840 =
(1/100~1/1000) C) ~ BEE - IREEHERINKTT

BRI %)
R, =SS ~ ) EE R -
(1/1000~1/10000)

ERENE RIS IR EN: - HE{THEAYIRZAHE » E5HREF BH A R
FZ e ELAEEST AL AR ~ SEVEIER

ERAENE
B TR 3% 7% i 17 B e aak P T AL R A LU e — B IR HEAREAE A0 T

I 2 22 18R RERE 12 s (A X BT
] - 1ER (ER L5 e EEEREE D ¢ BA)
A =
WA T TR
6-11fEFA . (ER LA EENE T EEERED 2 BA)
>2 B
12-23 f@AR 5 EM£5EEE 12 £ 23 @AM
A
2-107% o1 B ERRRIME SRR 7 S ERROA
=/ (11 mLLE) B z % 8 54T — B
BLA
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BB TR

PR T BT B 4l B S RERE MenACWY B B UM 3k BERR 2 b~ e A P AN 5]
(F=) - HAFEEER B ZURGHA S s ey AT AR TR R H o RN A 2 B 4
PRHRF S5 A T — R B AURSHA SR e v o M EL A 1 RIS T — BB NIE] > DUZFI R ERS
i o A Ay B BUREHRE Sy B A 52 B _E i B e+ T e Ry 10 21 25 5% > [NIHESEEY CDC
BN 10 BRHYREF PGSR R - TS ief T s BB R SRR - H
O T ER S 2 TRAE

B ZUHEHR S e v H R AR AR ARTEP BRI H o - (RE B SR
[ FOik e S ARt bere itk & B BUZ VA e b iR (RIS R 1Mt e bl
18 ~ BRBETHRERE ~ NERIERRAZ R e, - BERERENRITHIESER) B8
T

F= ~ ZEEESHFE R B & (MenB) M VUEREETEEE MenACWY) Z Hf THEFE /2

MenACWY
&ik = AR R Tt EE
MenB
MenACWY B E b ke 1% dose BNE|
=H
=t = e )
o f 7 B H =R (shared decision-making)
MenB liicg:Eadashinge s (B 161885 E R
MenACWY 1* dose
B
MenB 1* dose 2" dose BINE
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SR N BRI ZIEE

Bexsero 0 EGH B ZRUMKHEE & BERK B 25 b BALVU (B S AU e v 2 B Iy - W e s i
Ty RlEt A E A BRI TR 1 B AUREHR S e v i P R S » ms 21 2 (8 H RHY
ZH o SISO b U ERE SR ST - HEERTESS - CBFEFEE
19500 JT °

H

/

F

VY ~ B RIAEHH 32 SEBK TR B A DU R S A e v 2 PR

mi53 Neisseria meningitidis group B Meningococcal Group A, C, W-135 and Y
— BB ERERAMA ME2 mER L) - FOEERRA(55 #F)
BAY A A5 PO MBS 28 & TR S MR 3 EREMEE A - ¢~ w-135 B v 5B
Sucrose
Sodium chloride - Potassium dihydrogen phosphate
SR - Sucrose - Sodium chloride
” - Histidine - Sodium dihydrogen phosphate monochydrate
Water for injections - Disodium phosphate dihydrate
Water for injections
iz BT - BmELE EE1H  2ERSRBEEEERESSTENEELE
®BE L PR 5 LB S
L qe2gt] 2°C~8°CA L - BEIRF 2°C~8°C&TE, - LR
| B £65007T/syringe ; 195007T/& 12 B #13767T/syringe
LA ZE

S TPERE R B SR R T RE B BT MR B B 2 OFS8E > BINEELN S ~ T
TRy R e B R TS BB e S IR 22 B B MW S BEERE > B 2020 52 5 HHEL
15 /E4EREHY Bexsero W0 fEGE B BUBKHA R EER I 1 - AE BRI PRI A B EERTRY

o B BAMSHE % HERKER & b A el R O AR - DUR BB - FE R iE e s
FEE - HATS B EGW AT R R H 2 i TRy 2R - Sk
TEREFRL VA A SR T > FLeRTT S A T R Z BRI m] 5 i R i S (B AN 2R 5
FRE RS HETHET -
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EEERIA S IS AT MRS R SR AR TAE - 2019 4 10 A.
ErAEREAER e 2 U TR R B S PR dta T &) available at:

https://nidss.cdc.gov.tw/nndss/disease 71d=0360
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Diseases, 2022.
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https://assets.publishing.service.gov.uk/eovernment/uploads/system/uploads/attachment da
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o MET ShEEF 14 BkEE ( MET exon 14 skipping ) 2852 JE/)\ 4l B i 722 2 S8 78

LRSS A

G
TEE > B e e E BB = BRIt HERE— - IR/

WA ffi%E (non-small cell lung cancer » NSCLC ) J2& 5% RAYHHERELE - 4I(E i m
85%" < NSCLC J&—fHEEMHER » BaREHSEH TR AR S 77 iR
T~ WHINAR R RORARRE - AR CAIEREN R ZEE - BFEEE S » BN
£ EGFR ~ ALK ~ ROSI ~ BRAF V600E * NTRK1/2/3 ~ RET ~ HER2 & MET exon 14
skipping (METex14) 2881 NSCLC % A - LA FHIE Z ¥ ggy) ol (R ° - FI
NCCN $55 [ - 115 S MG SRS 1 i e a2 B Hh (o FH A0 2t U e S5 m i1 2B
FRASEAARY > Tiebs - IHECRB BT —BIRREZEI S EAaR - HEENE - HAR
TE 2SS B AN FE AR ERY) » MBI B AL REEEY) T R R H e -

£ NSCLC MBEF > HELE 3% £ 4% ML HEL METex14 288 > AR
EGFR (60%) =% ALK (10%) €8/ D R3F% » B EF RN - A2 5l 5
HihiEes o A WEEEY A L FEEYE S (FDA) RS
METex14 58 7 @/ NSCLC =B » 43731 Fy capmatinib J% tepotinib™ » A% METex14
RSB A A LRER DUER - ASGR$1¥ METex14 285 7 BEPRIGHEMHET & ©

METex14 2@t

METERAA N T SR R0 RE (7921-31) - RER 125 kb - & 21 (@4
¥ o MET FARELETTEES - MET £ - Wig 4 A& E 5288 (hepatocyte
growth factor receptor, HGFR) © & HGF 2 ¢-MET 45412 » SR #ER{E o-MET 455K
AL S R AEBEEE (L R MRS R - B A - EEMIAR o W BR AR
#F -~ GUREENHSHLAR - SRS EERER > (e Lt & E -
MET FNZ€% (40 METex14) ~ B:N#EH (amplification » MET-amp) NIZEHEBEEFR
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3 (overexpression) #REJRE#ER MET Tiif 2 sRE(HIERE "o METex14 E&H 59
MET 28 - n]pEEd MET-amp MHEH - iM% C4#EIL R NSCLC Hrigipk EGFR 2E 2144
M Mg — - WETYRE - METex14 fI MET-amp %288 &8 NSCLC 2 K RTEEA
FfR -
IEEBELT » MET BN B2 14 R4 AR MET 2388 YT R4S 1%

(juxtamembrane ) - $37EE EZAY c-MET ElFEZEAE (B—) - /£ METex14 ZEEAY4H
B > SRR AR HOMNE T 14 2 mRNA > #RINET 13 BISNE T 15 2
mRNA Bl sl e E s MET ZR8EN (B =) - E9FaFEN
TR RS R R SRR E L

—
—

PsI

| 2 = — -
. 1 -

§ i ] 348487 l.l'l:H"'l. 13 .'1- BWMiTHS XN X

S HEE R B

RS NE HisE

BIERER
MET HA ‘ METex14 E8R
[
. = FEE EHE
R < EmsmEs
(juxtamembrane) ml
MET #HE&EH MET FHeEH

16



£ NSCLC 1 » METex14 ZE8888 A4 SNAHMREZ M R © ERRFELIME 2% > BIRYHRE
FEAUNE 1% > BREHEEIE 6% - FliAJE 5 (pulmonary sarcomatoid carcinoma » PSC) Al
A 13% © f5A METex14 ZE#HVEEEE /M - FENEREKR (PAFERS
65-76 %) > HERUESAVIEERT - St B HIVFER BB EGER ~ KRAS 3¢ ALK 28
EIEE " o £ —HIA 148 LB METex14 288 >~ NSCLC £ 1[EgE T2 h a3 -
HE RAVEREAL 5 Rtk e (67%) ~ Bii (53%) ~ B/ OB EGEMRR (51%) ~ &
BE (49%) FOREED (37%)" -

MET E&ZEE R4 (tyrosine kinase inhibitors, TKIs )

MET TKI 5] 4% %5 T &Y ~ 11 BUFD T &Y © o T TKI o] ELEMERE MET =49 ATP 4541
e HAT—4REEHAY MET TKI 2B ESE « TR o Fy Ta 201 Ib & @HIER
Ib B TKI v PSS S IRV - FR MR - 1T 4 MET TKI [FEfE &g Fai & 2 ATP 45
afir > ZBIEEMERRNY MET 454 » BhEA T RZEEM MET (hEAHIHIER - 1T A
MET TKI K% @2 eI (multikinase inhibitor) * 75 25 {E{EFIZAY » cabozantinib
LB E—4E - T &Y MET TKI fEFIHEL ATP 454 B2 2R ENLEs - BRI ARA
sEyE \BRIRITSCIEE: © - BRICAS ZEEYw AN aRH A METex14 288
NSCLC - T iaEFE+ ¥ HAihfgeie sy 18 MET TKI #7144

Crizotinib
Crizotinib J&—1# IR 2 BESHIHEIA] - "TLLEAIAE ALK ~ ROS1 k2 MET <Z#% " {H
HAHESAIZ AR 6B A ALK 3¢ ROS1 ZE# i NSCLC - f£—H#I#Y PROFILE
1001 E& » HH5E T crizotinib A A EFE METex14 fENEEERZE8 > NSCLC &
HHLERIE - FEA METex14 2885 NSCLC HEEF (N = 65 HFERER
(Objective response rate, ORR) £ 32% (95% CI » 21-45%) » T it i FERF4EERE (medium
duration of response, mDOR) % 9.1 f@H (95% CI > 6.4-12.7) ° FERIEREFHTEIR » K
LeiiER 2 BB (n= 24) Y ORR £ 25% (95% CL > 10-47%) » Gz —& Dl BiaH >
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B (n=41) Y ORR B 37% (95% CI > 22-53%)" - F&jA Faliéh 5 - NCON 55 3%
e AHUAEA MET TKI A5 T » crizotinib AT LURSSAMITEERE * -

Crizotinib HYZEEFERIE fy 250 250 - TR » FEEEZEERA - A crizotinib &4
8 CYP3A4 (UG - 7503 B A i 25 FA i o ol e e F LA 58 80y CYP3A SRR a5 2
B - alBm b i RAYERAHRE A REE F/KHE ~ (77 MERE - B0 ~ I8 ~ I&r: ~ 55
FOERL

Capmatinib

Capmatinib j&— &S MET & HHY MR TKI > A7 GEOMETRY mono-1 sAERV4S
R 25— (ELEEE FDA #it A METex14 #5814 NSCLC ZHEHIER » thiF&a/EE
5424 7 © - GEOMETRY mono-1 stBgE —(ERTIENM: - FEBEHE - BRI 2 —HARFSE -
YA 97 i175H METex14 ¢ MET-amp -~ BHAS =A% NSCLC 5 A o Horf 28 firfii A
capmatinib {F f—4UaHRHIEE » H ORR K 68% (95% CI > 48-84%) » mDOR %y 12.6
fEH (95% CI> 5.6-NE) : Jehilia#i” METex14 BEIA 69 fir > H ORR & 41%
(95% CI » 29-53%) > mDOR %5 9.7 F (95% CI » 5.6-13.0)

GEOMETRY mono-1 8 AFYEE F > F 13 [y BA T2 NAESHER - 22 HFE 4 A
IR BT SRR 58 208 2% (complete response) » 3 AHYMEREER 746 /)N (partial response) * 5
ANHREREORFFEREE (stable disease) » FEHAN ORR AJZE 54% ° RIFE Y capmatinib ¥fA&HEH
Bkt A E R "
Capmatinib FYZEFREIE fy 400 250 » BRWK @ BEEZERRA - 2V /FEMJ7E
R TR G SR REC R CYP3A4 572807 DA TR 2 (R U R fe - fF AR CYP3A4 FFAll
SR/ VO BEHIRITER © o sBR i RN REIE (220% ) FofEiE/KRE (= grade 3: 9%) ~
W55~ B ~ @~ MR HUEFEE (serum creatinin) EFf ~ SRR MNP, R #ESE o L2
Y AT RER RSN - RV RN R RO BRI S 58 > TR s R R B
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Tepotinib

Tepotinib f&55—f# Ta Z4 Ak MET TKI A4 VISION sEgHI455 - {45 Tepotinib
FEE B A FH R G FR RS M METex14 2888 2 NSCLC » HEthEEGE A& L 7 -
VISION F—Zrfupy ~ FEREME « BRI > 55 —HARE RS - 49 A 152 4%H METex14
22 sl MET-amp -~ BGHACEERME NSCLC %A » E AR e IR o] By (E4TaH4k T A simas
PR o el R BBy ORR » L EL Ry mDOR « A 69 firEE{HH Tepotinib 7EF—
43Pt - HLORR B 43%(95%CI » 32-56%) » mDOR % 10.8 {EH (95% CI» 6.9-NR) * 53
1 83 I s pie i HA AR B > H ORR B 43% (95% CI > 33-55%) » mDOR %
1.1 A (95% CI - 9.5-18.5 ) » iESb&EHAE(E FAH4RY] F BRORRE Y 7 [ Z FOREG it

19
o

>

VISION &g & i3 R 2021 Y ASCO g » 28atEnrh 23 (1A i
95 A > E ORR % 47.8% (95% CI - 26.8-69.4) » mDOR % 9.5 fEH (95% CI > 5.5-
NE) - BABCEEWERE > GER—20 o HAE CT/MRI HEE AR A9tk (R8T 14 0 b th BB
tepotinib & EABEAE R © -

Tepotinib VA& Fy 450 =5 - FR—KEEYIOHE - 23 G HTH »
AR fF HERRL CYP3A HIIHIEEGEEEH] ~ 585 P-gp GRS e & E%E 2 P-gp &%
B "o fR#E VISION & > Tepotinib H ¥ FRATAR B IE (220% ) FyEE KA ~ 55 - 18
O~ HETE - BIhEE BT - HLAE RSO A RS - S5FREE tepotinib A A HES [#E
R B IR -

Savolitinib

Savolitinib 72 H FIZE LG RITFERY Ta Bk MET TKI > HRifEEFE] L -
Savolitinib 1£ H B #E{ T2 —HFFFE (NCT02897479) » 4l A 70 %475 H METex14 2€8Hy PSC
oA NSCLC % » Hh 57% BARFE > 36% B4 PSC : £ 17.6 {8 H 1y fir#ii 22
BEf - PSC B2 ORR & 40.0% (95% CI : 21.1-61.3% ) » BAEA NSCLC HE#Y
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44.4% (95% CI » 29.6-60.0% ) HEOIi s KR =R - 5 R EEHERE R R IES 20%)
KRR ~ B0~ AST/ALT Fs ~ MEM- R & A IE ™ o

MET ex14 ZEERIGHE

br b aliasy) 2 BEpRaEash - HAb 75 ta88H 7 » METex14 NSCLC B HEAFHEZ A4
SRR AT ARAEE - f£—49A 87 fil METex14 NSCLC BEHIVEE HF /18
B> #2 MET #1885 36 iz i B 7 B G (medium overall survival » mOS) £
253 {E@H (95% CI - 18.8-40.9) - [AR$#Ez MET fI8ERY 51 irEEER 109 EH
(95% CI » 7.4-16.9) * -

S—THEE MR OHEEEKE GEOMETRY mono-1 H1{i capmatinib {Ef—44
&1 METex14 8% > BIEEHFRHEADUEREZEY) (LB ARSRER) (FR—
GUARNEE] METex14 NSCLC % - tHFTEH —4R{EH capmatinib AYfEE 7 4= 17 B
(medium progression free survival * mPFS) AHEE—&R{HE A LR/ REFEAE & (120
vs6.2) e

MET HIIEEIFTH 2 4 e M EFR I #r 2 Y METex14 NSCLC » #£—[EIIMERTFE
8 - METex14 BERIEERZ TR AR (AMBRE - RIEHRE) %IKA% MET I3
BlERARIE " - BUREFTAIGIHSEEE M NSCLC B & BT TRl 2=

4R MET TKIs it > s

MET TKI 2 $ii & M1 n] K205y MET #KE M (on-target resistance ) FIH FRAH{E
PEERAE (off-target resistance ) W% * o BRPRAIIIZT IR > SEFERES la A (crizotinib)
A1 Ib Y (capmatinib, tepotinib, savolitinib) H¥7 on-target H1ZE1E > BE RS 1T Y
(cabozantinib, merestinib, glesatinib) TKI HHUEM: » K2 IRR » » BN E(ETZR45E
TKI fE i F 1% KPigEt: (acquired resistance ) 2 ZESEIG B nl#EHARY 55— MET TKI 4
GaRE o PLEETERY off-target PRERAIHI 3T EL EGFR ~ HER3 Ml MAPK {#JE i
(KRAS/BRAF)Z E:A#EHE 5 KRAS 28 5RE » S URAHIE off-target 2 DTEEHEIT -
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FIREFI DA G OFEE e - B AlE L e i TR R R 9T S (B R R E
F MET TKI B3R B @ Bl - o] DA AR o i b e A R Ry e 28 5 - 64
GPR AT FHEYECAD MET fI8UAIE R e © -

2
4B

MET BS{SHYZEEE NSCLC Ay —{EEZAYSEENA T - HA EGFR - ALK - ROSI
S Rzes VR IGFEH S  IBEEYEEREY R R —ERNTEERE T - BRI
¥ MET Z€82 I EEY)] tepotinib 2 capmetinib FZEZE E{E MET exon 14 skiping [ - 1
TEEERRER B R T AR - RafE— &R EUE BN ORR #holEE] 40% LA
b BHASER I R B A E R TR RIS B AT AR T — 4B - Rty
T > BEARMT 21 BAF » (H B/ KR E e m R RRE — » B SR
EEPETE RN TR - BRI JOEE - B R S AR E Sy
TR R AR AEEE B - AU HRE & PSRRI EE - MR T RE S AR AV RIME B i
D ATR] DL A A A Y RS AR T A

21



SR

1.

Health Promotion Administration; Ministry of Health andWelfare. Taiwan. 2019 Cancer
Registry Annual Report. Online:
https://www.hpa.gov.tw/Pages/ashx/File.ashx ?FilePath=~{ }/File/Attach/14913/File_17794.pdf

Excite. 25 Jul 2022.

. Luo YH, Chiu CH, Scott Kuo CH, et al. Lung Cancer in Republic of China. J Thorac Oncol

2021; 16: 519 - 527.

Yoda S, Dagogo-Jack I, Hata AN: Targeting oncogenic drivers in lung cancer: Recent
progress, current challenges and future opportunities. Pharmacol Ther 2019; 193:20-30.
National Comprehensive Cancer Network: Non-small cell lung cancer (version 3.2022).
Online: https://www.ncen.org/professionals/physician_gls/pdf/nscl.pdf Excite. 25 Jul 2022.
Tong JH, Yeung SF, Chan AW, et al. MET Amplification and Exon 14 Splice Site Mutation
Define Unique Molecular Subgroups of Non-Small Cell Lung Carcinoma with Poor Prognosis.
Clin Cancer Res. 2016; 22:3048-3056.

Tabrecta Prescribing Information. East Hanover, NJ, Novartis Pharmaceuticals Corporation,
2020.

Tepmetko Prescribing Information. Rockland, MA, EMD Serono, 2021.

Smyth EC, Sclafani F, Cunningham D. Emerging molecular targets in oncology: clinical
potential of MET/hepatocyte growth-factor inhibitors. Onco Targets Ther. 2014; 7:1001-1014.
Reungwetwattana T, Ou SH. MET exon 14 deletion (METex14): finally, a frequent-enough
actionable oncogenic driver mutation in non-small cell lung cancer to lead MET inhibitors out
of "40 years of wilderness" and into a clear path of regulatory approval. Transl Lung Cancer

Res. 2015; 4:820-824.

10. Salgia R, Sattler M, Scheele J, et al. The promise of selective MET inhibitors in non-small cell

lung cancer with MET exon 14 skipping. Cancer Treat Rev. 2020; 87:102022.

11.Vuong HG, Ho ATN, Altibi AMA, et al. Clinicopathological implications of MET exon 14

22



mutations in non-small cell lung cancer - A systematic review and meta-analysis. Lung
Cancer. 2018; 123:76-82.

12. Awad MM, Leonardi GC, Kravets S, et al. Impact of MET inhibitors on survival among
patients with non-small cell lung cancer harboring MET exon 14 mutations: a retrospective
analysis. Lung Cancer. 2019; 133:96-102.

13.Gherardi E, Birchmeier W, Birchmeier C, et al. Targeting MET 1in cancer: rationale and
progress. Nat Rev Cancer. 2012; 12:89 - 103.

14.Reungwetwattana T, Liang Y, Zhu V, et al. The race to target MET exon 14 skipping
alterations 1n non-small cell lung cancer: The Why, the How, the Who, the Unknown, and the
Inevitable. Lung Cancer. 2017; 103:27 - 37.

15. Tanizaki J, Okamoto I, Okamoto K, et al. MET tyrosine kinase inhibitor crizotinib (PF-
02341066) shows differential antitumor effects in non-small cell lung cancer according to
MET alterations. J Thorac Oncol. 2011; 6:1624 - 1631.

16. Drilon A, Clark JW, Weiss J, et al. Antitumor activity of crizotinib in lung cancers harboring a
MET exon 14 alteration. Nat Med. 2020; 26:47-51.

17.Wolf J, Seto T, Han JY, et al. Capmatinib in MET exon 14-mutated or MET-amplified non-
small-cell lung cancer. N Engl J Med. 2020; 383:944-957.

18.Heist R, Seto T, Han JY, et al. Cmet-22. capmatinib (INC280) in met6 exl4-mutated
advanced non-small cell lung cancer (NSCLC): efficacy data from the phase 2 geometry
mono-1 study. Neuro-Oncology. 2019; 21(Supplement_6):vi56.

19. Paik PK, Felip E, Veillon R, et al. Tepotinib in non - small-cell lung cancer with MET exon
14 skipping mutations. N Engl ] Med. 2020; 383:931-943.

20.Patel JD, Le X, Veillon R, et al. Intracranial activity of tepotinib in patients (pts) with MET
exon 14 (METex14) skipping NSCLC enrolled in VISION. J Clin Oncol. 2021; 39:15_suppl,

9084-9084.

23



21.Lu S, Fang J, Li X, et al. Phase II study of savolitinib in patients (pts) with pulmonary
sarcomatoid carcinoma (PSC) and other types of non-small cell lung cancer (NSCLC)
harboring MET exon 14 skipping mutations (METex14+). J Clin Oncol. 2020; 38:15_suppl,
9519.

22.Wolf J, Baik C, Heist RS, et al. Natural history, treatment (tx) patterns, and outcomes in MET
dysregulated non-small cell lung cancer (NSCLC) patients (pts). Eur J Cancer. 2018; 103:S.
E131-1.

23.Wolf J, Neal JW, Mansfield AS, et al. Comparison of clinical outcomes of patients with
MET Aex14 NSCLC treated with first-line capmatinib in the GEOMETRY mono-1 study with
those of a cohort of real-world patients. Ann Oncol. 2020; 31:4_suppl, S863.

24. McKenzie A, Fisher A, Correll M, et al. Clinical and genomic analysis of non-small cell lung
cancer (NSCLC) patients with MET exonl14 skipping (METex14) mutations and responses to
anti-MET therapy. J Clin Oncol. 2020; 38:15_suppl, 9613.

25.Recondo G, Bahcall M, Spurr LF, et al. Molecular mechanisms of acquired resistance to MET
tyrosine kinase inhibitors in patients with MET exon 14-mutant NSCLC. Clin Cancer Res.
2020; 26:2615-2625.

26.Fujino T, Kobayashi Y, Suda K, et al. Sensitivity and resistance of MET exon 14 mutations in
lung cancer to eight MET tyrosine kinase inhibitors in vitro. J Thorac Oncol. 2019; 14:1753-

1765.

24



