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> ERBEREILE:
B EBERRE(2013)
1. EBNME A (adjuvant treatment):E2 dabrafenib 5% BRAF V60OE 5,
BRAF V600K =& H HAMEARILTIRERA
2. AOYkReER 4 EEEE: BRSNS dabrafenib #f AR BRAF V600E X
BRAF V600K Z2% 7 fm A
B ERRMIE)AARamE (2017) : £ dabrafenib # AR BRAF V600E 3R 75 A
B EF2EE(2022) : & dabrafenib Hﬂ%% BRAF V600E 2% 7 s NS /N
ZRE BREXpMEEERDER  BEHMAEEIR
B SERRE AR E R R AR IR R (B (2018) £1 dabrafenib #f A5 BRAF
V600E Z=E 7w A - HEHEMGEEIR
B *Trametinib AOJREARBEERE - RABEREE BRAF IGIEAXER G
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US FDA

a— A ERER AT Al ERAE R FEBIE
Anaplastic Open label, single ORR 69%(95% Cl,41- | dabrafenib (150
thyroid arm, phase 2 trial 89%) mg twice daily)+
carcinoma, dabrafenib + trametinib (2 mg
Locally trametinib (n=16) medium DOR, PFS, OS | once daily)
advanced or were not reached at the | until disease

metastatic,, in
combination
with dabrafenib

Journal of Clinical
Oncology 36.1 (2018):
7.

time of data cutoff.
Kaplan-Meier estimates
at 12 months the
results were 90%, 79%,

and 80%, respectively.

3/4 AE: fatigue, anemia,
diarrhea,
hyperglycemia

progression,
unacceptable
toxicity, death, or
discontinuation
for any other

reason.

Melanoma,
Adjuvant,
following
complete
resection,in
combination
with dabrafenib

Double blind, phase
3,RCT

dabrafenib +
trametinib (D+T,
n=438) vs two
matched placebo
(n=432)

N Engl J Med 2017;
377(19):1813-1823.

D+T vs Placebo

3-yr RFS: 58% vs 39%,
p<0.001

3-yr OS: 86% vs 77%,
p=0.0006

3/4 AE: pyrexia, fatigue,
elavated AST/ALT,
hypertension

dabrafenib (150
mg twice daily)+
trametinib (2 mg
once daily)
treated for 12

months.
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Melanoma,
Unresectable or
metastatic, in
combination
with dabrafenib

Double blind, phase
3,RCT

dabrafenib +
trametinib (D+T,
n=211) vs dabrafenib
+ placebo (D+p,
n=212)

N Engl J Med 2014;
371(20):1877-1888.

D+TvdD+p

0S: 97 vs 85% at the
time of analysis,
medium not reached.
mMPFS: 9.3 vs 8.8
months, p=0.03

ORR 67 vs 51%,
p=0.002

3/4 AE: pyrexia, fatigue,

dabrafenib (150
mg twice daily)+
trametinib (2 mg
once daily)

until disease
progression,
unacceptable
toxicity, death, or
discontinuation

for any other

elavated AST/ALT reason.
Non-small cell | Open label, single ORR 63-2% (95% Cl dabrafenib (150
lung cancer, arm, phase 2 triall 49-3-75-6) mg twice daily)+
Metastatic with | dabrafenib + trametinib (2 mg
BRAF V600E trametinib (D+T, PFS 9:7 months (95% Cl | once daily)
mutation, in n=59) 6-9-19:6) ) in continuous

combination
with dabrafenib

Lancet Oncol 2016;
17(7):984-993.

DOR 9-0 months (95%
Cl 6:9-18-3)

6 month OS: 82%
3/4 AE: pyrexia,anemia,

neutropenia,

hyponatremia

21-day cycles
until disease
progression,
unacceptable
adverse events,
withdrawal of
consent, or
death
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Solid tumor,
Unresectable or
metastatic, with
BRAF V600E
mutation, in
combination
with dabrafenib,

Open-label, single-

Glioma cohort

arm, phase 2, basket

trial

dabrafenib +
trametinib

(9 cohorts, up to 25
pts each)

Subbiah, Vivek, et al.
"ROAR: a phase 2,
open-label study in
patients (pts) with
BRAF V600E-mutated
rare cancers to
investigate the
efficacy and safety of
dabrafenib (D) and
trametinib (T)
combination
therapy." (2016):
TPS2604-TPS2604.

https://clinicaltrials.g
ov/ct2/show/results/
NCT02034110

ORR (33% in high grade
glioma; 69% in low
grade glioma)

The Lancet Oncology
23.1(2022): 53-64.

Biliary tract cancer

cohort

ORR (17%)

The Lancet Oncology
21.9 (2020): 1234-1243.

*The results are still

reporting

3/4 AE: fatigue,
headache, neutropenia,

pyrexia.

dabrafenib (150
mg twice daily)+
trametinib (2 mg
once daily)

until disease
progression,
unacceptable

toxicity, or death.

* RFS:relapse-free survival; ORR: overall response rate ;mEFS: median event

free survival; OS: overall survival: AE: adverse events; DOR: duration of

response
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https://clinicaltrials.gov/ct2/show/results/NCT02034110
https://clinicaltrials.gov/ct2/show/results/NCT02034110
https://clinicaltrials.gov/ct2/show/results/NCT02034110

fERKE
Trametinib #I1%] MEK Zfg - UCARRBRNSREIZARARE 02 - A UCREE Ol Rl R R Al A
N ERARABT -

Btk EHESEEFH
> Bt BRI ER (1ER 10%RmAE LR )
> AIHEIMIREREE : I (38% ; 3/4#K : 2%)

ARERMKEREIEA

> LMEESR  KEEEZBEKE<32%), (BEME(15%)

> KEZ&: BEEEB(19%), KB (57%), KBEZE(11%)

> R MEBEHE R BEBEEME42%)

> PEME LG IRE (14%) K5 (32%) ~ 855 (18%)

> BBEHEZF ER (13%) ~BE (43%) - OERMERX (15% ; 3/4 :
2% )

> HBZEYEILURERESLERIER -
> [RZA: B (13%; 3/4 & : <1%), MEKEE (£32%; 3/4 #: 1%)

> MHEGZ  FFEEHAS (GOT/GPT) (39%/24% ) - wgttiiEsEs(ALP) L7+
(24%)

A EREEYETIRRARE - TWENEIER - 815  ZYARSHEITFR - RAEBRIRAER -
HEE NMTANEMEYNTEEEIER - ZYEIFRANERZEEBEEMERGIETNE RSHE
#E (Common Terminology Criteria for Adverse Events, CTCAE) - & 2RI MR A (EEAEE -
FRERESMNBRERENR - SHIRBARELRANEAIE  2REMOR) - PRER) - &
BG A& ) B@(4 MEIET (5 R) - ERE 3R LEWEIFARE - BBENAREBETHSHE
WIFEE ; BRE 4 RBET - KZBE2EERNABERERE -

W= A2
> BINBERE
B eGFR 215 mL/minute/1.73 m2 : hEMmEZEIZ - 1B eGFR 215
mL/minute/1.73 m2 Sl A EEZR trametinib BE
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B eGFR<15mlL/minute/1.73 m2 : (hEEWEZEN = -
> MIngeft=E
B #&Z (bilirubin £ ULN and AST > ULN or bilirubin >1 to 1.5 times ULN
with any AST) : AREZRAEH=E
B P(bilirubin >1.5 to 3 times ULN and any AST))  E&E (bilirubin >3 to
10 times ULN and any AST) : i BEmERE =
B R EYE NEEBRPERED  EPEREAZHNEAFEAR 1552
mg BRI ERSEMHE ZBFA - MEEEHEAZRAEA 1
mg - EEHEFENSHE ZBIFR ; BEEERNTEAZRAEA 1S
mg - MAEAPE—UBE-RNBERTSD -
> ERITFARRAZEE

teIaT S 2 mg once daily

113
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1.5 mg once daily
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1 mg once daily

3

EHOAMS 1 mg ZHEIE8IXKAFE -
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B 3R

DARE: | SREAR - LVEF EEER(E | EfF trametinib U8 - FUBA LVEF ¥
(LE18) m=210% - HEZ1RE |8 - IR [EHEEHMHRRER - 55

(=1YQN Wig - RIS REE -
BREAR Z DAL m e KANEEE -

LVEF EEEHER D
220% - HREZ1REEL
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fERE= - W&REI1ER

1% trametinib =8 - ZE=BRKE -
TE‘Z—BE”‘UEE%F‘aﬁﬁ“Eﬁﬁ = Bk
18 - BkRIZEE -

MBEEZEBERUERE | ABEFAEZE trametinib -
BRENEBARNRIE KAIFEE -
Elyes 38-40°C 1% trametinib BRI EER - OJ4E
RE S E—IEHEEMFHE -
40°CRL EEHAEMD 1= trametinib B FIE EEEE 24 /)
B - 8BH  fRKHBER | oJE— tb”*‘JzE%Faﬁﬁ“TKﬁF
I8 . ZENFEG - oJTEELS T
o FNERERFE—K T%F%ﬁﬁ—i*ﬁ
EfE 5 R(HEEREX 10 mg
prednisone) °
ugliil] —#R T M(FEEE ) 1= trametinib ERIHMAER - FHM
%18 - IR —PEHISEMFRIG ;| HEK
18 - BkRIFEE -
PO 4R & T (& K A= mm) KAISEE -
REBEEM |88 EX ABFBZE trametinib -
FEHEPER LS 1= trametinib =18 - HE=BAKE -
IR SR —EE EEMEBE
A - HEWKE - HIXKAFEE -
RAPEEF AR ZE KAIFEE -

FEMERSE  EEHRE -

B AR I SR EE AN SRR R B A

2
nf_'f.'{hjt ”md 1(-¢h 2022
TR

s




Pl S 14

NG

HrEg IR sl RAE 2 I BRAE

IEORERRE -
& MEEED)

1= trametinib B4

R 3% KA G -
BERE | EMZREBRRESN | vametinb =8 - ETERRES
St s —f - TS — EE B EHA A -
EFRIRE - AR -
BREBZMRE KA (S5 -
s ZHREHEEWEIE | e

TERE=#KEI1EH

= trametinib - &

AR AR ZE

WEE—
E—REHEENHERER - EERE

® . Ty

M#REIER - EREE
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==

1= trametinib HEEIWEZ—4 - oI5
R —PET S KR IFEE -
MAREIER - BREE | KAFE -
BEBERYE i aEEREERRERE—HRIT
NIRCEE  EFHBERELS

=/ EIRFREARRERRHNEE

gI{ERA g
DIVRE (D= OIVRER 2 ORI REREEFEA trametinib ZEA (B
iiz)) #4 dabrafinib £[E)E M)
B EE M BEZEESUHORERE

= Stevens-Johnson syndrome

g%, eosinophilia and systemic symptoms (DRESS)
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B)E B FEPNRENESHEME  BR  RKIBERE IR
4 B ER trametinib & dabrafinib B9 A
B EORERERIBMNE R REZARBEN D W - DIK
RIBNE SR AR 2 S/ -
The Lancet. Oncology 20.12 (2019): 1637-1638.
e EREIFHR BEZBXRASBZFAIRERERER trametinib KA
dabrafenib F95& A
angili] BEAZHMSNEZRELMEZEE T M AL Mol 5534
FREH trametinib KXt A dabrafenib BfEA
= M 3/4 RS METIBEEE R trametinib &t dabrafenib 89%%
A
5 M/ o] gES|ES MM ER
4 RE T B BEXEH dabrafenib FFARERALIRMZEREER
HEREEERIZESB] - trametinib &G dabrafenib B9fE At
oOJRESE 4
B EMEEER
v EEAAEELMN 3%
v EESRAREREEREREG DD
vV BREVEERERAEVR
v tBNREELIFNBEZBMEE
IREES M B REREEIVAERBEGAERIREE e EERP
F trametinib R A (D R)
B REENBUEIEREEERAZE(PRENEN R
FEEER )
B HREERIREECEENEEKE - AT - MEH
FENR -
FmER S AR RPEHEZNBE MK - FEAEIEAR MR - IR
AEt - TRE - IIRTEK -
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IR E B SRR ESHOEEEEERBEER trametinib A
dabrafenib B9%% A
B EERETIREEZE - MR - FTRERBIEITE

EYMRXEER
>  Trametinib oJ8EIE N Dabrafenib &1, Risk C: Monitor therapy
>  GERLEEYIEHFR  FERZYREFRHEREMUHSEZSHAANE

B PR 5581 TH B

>  FYRAERIZERERS BRAF V600K or V60OE ERX& S

W IhEE: Ftam) Ba & oh e B &

EOZEEEHDR(LVEFR): B k—EH%E - ®EE 2 £ 3 EH
EARERBER  RETRERSE

B3RP ER &l 1F AR AR B RE AR (MR ~ IR R 2 =5)

B2 BHEARIEH

ESRIMER - 1M ~ BEiREm R

B FEE SRR R AR IR

21 Dabrafenib HHZE AR ap S0P E MM M - RREN - & 2 8
RETEBREERIFER6ER - B MERREER - KBNIFERBZRMER
FALRE R B) ) B2 3Rk

> BAEIRBIENXREMNIR (HBsAg ) - JEMXZO T (anti-
HBc) ~ CBURTREKREMES (anti-HBs ) - BlgHsiiBEE HBV BUERARBSE - &
il BEETERFEUEEZEEETENRBEYTED -

vV V V V V V V V
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Trametinib 2—{E 0] - BEZEMA mitogen-activated extracellular kinase
(MEK) 1 and 2 #IEgHIHIE - MEK 27 MAPK/ERK AR —EERER
B - WEERSEABIEAMR 2R - BARRIWHARBEEELL - MERAEVARIH -
Trametinib £2 BRAF inhibitor - @ dabrafenib #fF - oJ#HILLAAMRERSE - B4R 5=
Amo - EEARET -

EGFR
HERS T2 ALK PDGFR FGFR  Cytokine R

Angiogenesis

Endothelial cell

Immunosuppression

T cell

Source: Laurence L Brunton, Randa Mdal-Dandan, Bjom C. Knolimann:
Goodman & Giman's: The Pharmacological Basis of Therapeutics,
Thiteenth Edition: Copyright © McGraw-Hill Education. All rights reserved.,
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BIfERZMH 3/4 RENRNZEIERFZERZ I AR ER AR

bR PREZRIIE B
B AEFYAAT BRAF V600K or V6OOE EFEE « £ LOEHH D
2= FINEE ~ SBFRFRENR (HBsAg ) - B2
u FHHF'Eﬁ EHERAOEFESE - FFI8E - MEBLUK EiE
YE FEAR
m 5 Dabrafenib & ERRRIERFE D EHASRIMME - &IEEA -
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