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1. Clinical Obsevership
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ZUELILCE “We need to take care of ourselves to take care of others”
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2. Dr. Ryan Corcoran Lab

Massachusetts General Hospital MGH)Of| &% AHA7|2kQl
Yard (CNY)2 23| Dr. Corcoran Lab & EstFELICEH O] MMl A2
MGH Ol M2] elective & A|™3t= 7t 2 S7|0IAt AF=HO[U7|0f, 2 7|2
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Az 0 AR}ESLICE 1. Gastrointestinal Cancer 0| Al £7 driver mutation 2 target 5t
SAI0] resistance @d2 X[CHEH £ &= /U £ Targeted Therapy Strategies O CHet S,
2. Liquid biopsy & &3l circulating tumor DNA (ctDNA)E 23}04, tumor 7t 7HX| =
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2.1 Targeting tumor with resistance

22 TIE ZAl heterogeneous 3t population 2 7K1 JAELICH BE XK=&
XH7 HEZ2H response & EO|X| %= BFE 'primary resistance’2t 5tH, X|=
Z7|0f response & HO|C}7} BEZ CHA| resistance & LIEtLHE ZPE 'secondary
resistance’2t 1 2tLICt Secondary resistance = tumor 2| heterogeneous population &
target | X| %2 mutated R MEZ2| selective survival & growth Of| A 7| 2lgtL|LCt,
Corcoran Lab 2 BRAF 2} KRAS mutation colorectal cancer 0| A{2| secondary resistance
gdd & 20 oot f0tA™ X|z& Aot ASLCE & mutation B MAPK pathway 7t
cancer survival I} resistance development O 3A| 7[0St A& A& LICEH BRAF
mutated colorectal cancer 2| Z%, MAPK pathway & BRAF 2L} upstream 0f U&=
EGFR signaling, 12|21 downstream O = MEKE &3l BRAF inhibitor treatment O
CHt resistance 40| O|FO{ALIC} O resistance @ 7|HZ O[S RN,
resistance £ S5 = U= XNEE 74 siE = UESLICL Corcoran Lab 2 EGFR

inhibitor, BRAF inhibitor, MEK inhibitor, 12|11 MEK EC}  downstream @I ERK 2]



inhibitor & 410 At&3%tE= 024 targeted therapy combination 2 A/ EM, S
SHEQl BEXM X228 HPStD USLICH SXY7X] ARLZADL in vivo(mice model) 0| A
EGFR, BRAF, ERK inhibitor & &% 4<% 7I& & response rate & 2} &L CH
Corcoran Lab 2 O] AR ZADE 8| targeted therapy & MAtstE XS At0]| O{Estn
BIALe] X|A2E clinical trial 2 FZI5t= 22 &5t0] 'Bench to Bed' translational

research & &gfL|Ct.
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2.2 Liquid Biopsy — circulating tumor DNA (ctDNA)

X B2 29| TEHo= tumor biopsy 7t AF&E LICH SHX|TH O|2{ot HAMRHE
invasive & &8t OtL|2}, tumor mass 2| MA|7t LHESH= heterogeneous $F mutation
profile 2 CI capture 3tA| &g = UCt= EHEO| AFZLICE Tumor 2| mutation
profile 2| O3HE ot = CHE HALE & StLt7t liquid biopsy &L CE. Liquid
biopsy 2t cancer 7t EHO| HOJ{E2l circulating nucleic acid & 2Mst= SR LICE O
circulating nuclei acid = 8t 7|7l 16 20X 2.5A|Zt0|0{ M, liquid biopsy E &5l
tumor 2| AEHE 'HA|ZF2E, |loco-regional  CHEA Ao EdO{LIA, 2|20 HWH
HESHQ SHo =2 & o = QUELICE Liquid biopsy 2| CHYSH & F, Corcoran

29| heterogeneous $t mutant population & O|sistl, X X[Z0f CHPH ENHE
toz BLESH= =Hoz A 3 JiEsta &L S Liquid biopsy 2|
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Hat H[E0| HMC= FYLCH 9 THE2 gd0Ael HE0 o277 7tE 2
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2.3 Targeted therapy in conjunction with Immunotherapy

Z[Z2 Oncology O™ 7t& 2t&8= X|g T L7 HYX|E QLICH Targeted
therapy = HIX[2 e 2 = U0, 0] B2 F X =7t A|HXE EH
BRAF fE= KRAS mutant colorectal cancer 0| A2| X|220t7t SEIE £ UASX|0f Cfst
AT} Corcoran Lab O A FIAE|D AAUSLICE Y0M AZE MAPK pathway Off
20§St= MEK inhibitor 2t ERK inhibitor 7} & M[Z2| MHC Class 12| &3 & 7t AlZ
= UCt= B2 =Qlst7| flet d77t 2l 5 O|JASLICE Tissue culture 2 BRAF-
mutant colorectal cancer cell line & 7|21, & X|EE 3t & western blot & S|
20l StYlS M, HLA-ABC 7t S7tEl 21 ERJASLICE S8 ERK inhibitor X|2 Al
2 M Z 2| immune surveillance escape 7|72l PD-L1 expression 2 A Al7ICHs Zitz
HASLCE old HFE &l signaling pathway 0 ZH-&3}= targeted therapy 7t
tumor 2 immune system 2| interaction Ol = 2045t O =2 Q18] immunotherapy Of
g2 NEH = & ACt= o s D& = = JA/YSLCH
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