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s A2 Bk A (A w2 o2 Bofo] njajA AgEo] uf>- tho AL & 4= Qlr} (~5%). Kamb A et al. Nat Rev
Drug Discov. 2007 Feb:6(2) The original information excerpted from Kola I, Landis J. Nat Rev Drug Discov. Nat Rev
Drug Discov, 2004 Aug:3(8).
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X 1) oncogenic pathway s 5114 & EFAE 4= Ql=targeted therapy I, 2) $x}<] ofoj]
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Z¥zo] A of| tiafA & ] Soict B, HA targeted therapys AAAEE YAEZ HSE
SHAE §F 8 A}, & driver mutationg EFO.R Sh= oFas Mdshs 2le Xtz slal
9lth. Z chemotherapyCh T ANLESIA Q| 2E TS R= Azl o] A+ 7jdto 2
AR oAf7He] AA7E 7ol E|Qlar, Egh W AlokEo] ZideA o ik, @A e 240]
= targeted therapy”|9te] SUAE BEAH EGFRES EFAIOR 3l+= erlotinib/gefitinib 25
20%2] lung adenocarcinoma®l] 24 =7} Q131 cetuximab 4| colon adenocarcinoma®lA]
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gk Hpo] QA= FEE 9 ‘:}741011*1 o A 280, ol & 50, 27] A (1, 2)& 7t
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Auree g %Rl—u"f— ’;%O}LHL 740] AR FEE A "ot Ty 37] QAo AE resistant blomarker Z oF
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2] A ek, o] gt i E2 AR HE A A H T ThE AR Y YRS a8t

Al ==, v]=re] M.D. Anderson Cancer Center®] 73~ adaptive clinical trial designs 7H4k
sto], SHHERE 913t Hio| @A S YA olA] o BA avfA o g o83 2] A-staL girk,

W 12! 3. AIMICH AJ2A (next-generation sequencing) EfH =

* Sequencing of an individuals entire genome (both
protein encoding and non-encoding regions)

* Human genome is comprised of ~3 billion
nucleotides (A, T, G, C ........... )

Whole-Genome (WG)

* Targeted Sequencing of an individuals protein
coding regions (exons)

* Constitutes about 1-2% of the genome (~30
megabases)

Whole-exome (WE)

* Sequencing of a panel of selected (cancer) genes
(10s-100s)

* VVery deep Sequencing (>500X)

* More focused but also ilmited screening

Targeted panel (TP)

* Sequencing of an individuals RNA from expressed
genes (MRNA) or small RNA's and mocroRNA's

* Gene expression, mutations, gene fusions, allele-
specific expression etc.

Transcriptome
(RNA-seq)

 1PATY 910 e BE AIEA Bl o] 83t BRoltt thtA Aoks|Ate] wo] A AEE,
ing, targeted panel sequencing, 12|12 RNA—Seqo]t},

whole—exome sequenc—
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, L2aL o] thek RES=% & & 4= Q= BEUNE nHAS = Qlok AL o] Qfof g
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4= (absorption), £ (distribution), A} (metabolism), 22|31 Hj4 (excretlon)oﬂ w249
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generation sequencing) 24, o] WH-2 gbko] FAA L mRNAo| Lot ofg] Feje] Hol=
S & o A, el & QA Soivt & 4= ol sieth (2H 3). 11 32 AR e o] &
A Y= AT ARG FRE Hola=t, o] F thA AlofslAtel| A Wol 531l o] 85l=
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s ooz AisiAb (IY 4), ohebA 3t 1A 48 Z2F T2 driver mutation
(mutation A9} BfS-S 71411 Q1= oM HaES -JU]BH’/} 2l A (dominant clone)=
mutation A7} 50| EojA] ¢kog HPHsten SJA 9 (sub—clone)> mutation B7} driver
mutation©|t}, o] = 7Ho] Y59 A7|= 27t ] A7) E vehdt), A mAoll= aiehl o
o] o] ¢Jof|A= YreAolBr Al E ZAS) K, —E—‘%‘ mutation A7} F55HA| LERe A o]
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B 12! 4. Clonal mutation 2+= EfZIS 2 5111 X| 23S o AMZ| oK = X|=2] Zu}

: Mutation A l_ Inhibitor of A

Sub-clone : Mutation B

Reduced clone by
the treatment Treatment selects

resistance
Raised resistance
to the treatment

mechanisms!
s 2P H2A Y3t =4 e 27 T2 driver mutation (mutation A9} B)E-S 74| 1L Q= A 2] RekS ojojgh
o} 2z A7t 9o 9 (= H—"“ 9z A} 2k A D)ol HoA A9 driver mutatlon"] mutation A EFZC & 3 )
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s]2] 2| &=o SJaliA] Aol 719Al= o] whEo] XA Het, o] ZAIE sidst] flste] AlA]
B RS sz HER sh oo oFs SAloll ARgShE BRIt & T1F 49 ol
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