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https://www.fda.gov/Drugs/ScienceResearch/ucm572698.htm
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Neurology
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® Pulmonary

H Endocrinology
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m Infectious Diseases
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M Rheumatology

M Inborn Errors of Metabolism
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M Gynecology
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*Binimetinib
*Brigatinib
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*Cobimetinib
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*Dinutuximab
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*Neratinib
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MVEGFH& : B-mab

N
——

MVEGFR-251& : R-mab

Ramucirumab

J Natl Cancer Inst. 101: 1308-1324. 2009

NCIC CTG CO.175188% : Study schema

WZA0DSVI. AUITAY, ZFFUTSFUESD
EFEERICHRBIET L. EGFRBUD ERSNIZES

t"‘/i‘-"“/??*
+ BSC

EGFR detectable
by IHC

EJHJ?"I?

43181934

BSC alone

ECOG PS ©Oor1vs 2

*400 mg/m2 IV dayl then 250 mg/m? IV weekly
N Engl J Med. 357: 2040-2048. 2007
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RIEREFE (PFS)
HR = 0.68 (95% CI: 0.57-0.80)

ECFBEQ T RNERT BE, EGFROEI(EIN.,
WiES 71V 5ES I ETHRNIEED 5

kras| [NRas| [HRAs

O
8

P< 0001 i I
dian PFS: i "RAF |
" 84B(BSC) vs, 1.95 B (C-mab-+BSC) - wE
50% --~= B7x272 I——a MEK
/ + BSC i KRAS
/ i Exon 2 Exon 3 Exon 4
Bsc i 1213 5961 117146
i RASEIGFICE RIS SERASEAKN
: BICEELEREICE S,
¥ = C-mab, P-mab% 135U TEMBNEBETE)
N Engl J Med. 357: 2040-2048. 2007
CO. 1 7T ER DB ERHT
KRAS exon 2 (AR>12, 13) RASEMEGFRIE (bYFV7 (¥ :‘MW )
ERATIFE X 27205 8
KRASZEREY KRASEFHHY
Bx3272

/+ BSC
/

BSC

- KRASEGFEEBMDRE. NRIRNC ENERDHER
(CRYSTALzER. OPUSEHIER) CEIEA
+ KRASELFER(Inegative selection biomarker !!
N Engl J Med. 359:1757-1765. 2008

EYIIEGFRS BB
c0Q EBEENRCTHIRNEIR

_____

-

KRASERIIC (X
MEGFRIUADARRD 1 v k
MESNEN ! |
—>KRASEFERICOIHER

EGFR: L R REF2EK

2008498

(BhEEX 3ZR]
EGFRIBIEDAMGIRT BT - B RO 15 ER A
R
i‘JJEE PRI HERLDERE>
20104E3 8
2. FHIOERIFLTIKRASEEFEROWWERBUL LT, B

wisﬁ&ﬁa:a(mfﬂiﬁzﬁmrﬁﬂﬁ)
35%&0}7% V2 z ./.x
KRAS NRAS HRAS
(34.6%) (3.7%) (0.2%)
20154E4 8
2. EGFR BHE0AEYRTETET - EROEE - EREIHT 25K O

FICEXLTIZRAS (KRAS RU NRAS) R FEROBEERELELT.
b B E ORRETICE(HREKREIDESR),

Contents

- EERRMINECELFDRIBR

FEhvRRABhEE
FABIEIET © RAS. [EGFR‘ ALK. BRAF. Ros1]

EHEHIIRRIIEIEF © UGT1A1. BRCA1/2
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BIBRABEIE\VHRAR RS (C XU T DD AZEDBEF

19708 1980t  1990FE{% : 200051\
1

EGFRFOY Y+ —tESA!

[ CDDP CBDCA ] | Pemet'rexed Nab-PAC
I Bevacizumab
+ B Gefitinb (1 L wH)
MMC 1 Afatinib
VDS Gefitinib - o e “
vos | Croini Alecin Erlotinib (&/L12/Y)
IFM | 51 Osimertinib _ .. .
EIIII" : Amrubicin - ; Bt Afatlhlb (\\JZ I\ IJ 7)
ivoluma e o »
| Pembro Dacomltlhlb (Eyyjm)
| lizumab _ . ..
coop+%3gf\:: | —— S=tR Osimertinib (97 1) \J)
8117 g
SRERE : HREYRETIRESR
s B ICEE S < SARIGRIR
4518 7-81 8
EGFR-TKIDO{EB#=
EGFRDIEMAL
SHHiRIEE. PINE—I X
DIEE. MEFHERKVEGH
ZSTEEIBBECETICEES,
% EGFRFOY Y+ —E0D
ATPiESEMINGRSEEIC
KBS VE{LZEH#I
$
niEmMR
P 5D« F T FEIEEMD ?
— o - N — sl E Iy 7 == £
23@7 \J& A1b% ]:[ *g Eﬁ%ﬁ ZiRaBLARFONSCLCEH R ELIE 27K EOLLERFER
IDEAL-1 IDEAL-2
- - - - SABNSCLCERREL , 1t linelAFRT
(1 or 2 prior regimens) (> 2 prior regimens) platinum doublet~ ) | 3£ £25EL /=PI
250 mg/H 500mg/H  250mg/H 500 mg/H HBRTLEHEETRET,
INTACT 1:J Clin Oncol.;22:777-84. 2004
(EHEE (%) 18 19 12 9 ) INTACT 2:J cl:: 0223. ;22:785-94. 2004
FEIRBEERNE (%) 40 37 43 35 2005568 FREAERAZL (FDA)
PFS(# A) 3
os(«,R) 8

J Clin Oncol. 21: 2237-2246. 2003
JAMA. 290: 2149-2158. 2003

BESEIENBIRIMRICRIT DT 0« F T ETSEMDRCT
= ZBBETIROSICERE[ERE L,
LANCET 366:1527-37,2005
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IPASSES%

Inclusion criteria

T27+4F=T 250 meg/B

Progression Free Survival

/ (n = 607) (95% Cl) : 0.74 (0.65-0.85)
18U E

« Stage I B/IV DI

* Nonsmokers or former \ HILIRNTSFY D24F=7

light smokers AUC=5~6 dayl P

AR ESE eIV +

B, PR, B, 1SFAST, B, 2L—57, | 200mg/midayl 38 it
21IEY, F1iR—IL, B, 2151585 (n=276)
FEIYVRMA Y b ESBEFE (PFS)

BIRNTY RIRA > b £EEH (0S) . MBEMSE,
55$2. BEGEEFER. QOL

Carboplatin + Paclitaxel ﬁ.ﬁki‘lﬂ'éGeﬂhmbQilF#:ﬁ%ﬁ.iESé
(a=1.2 WHEEEa=0.05 B=0.2)

N Engl J Med. ;361:947-57. 2009

N Engl J Med. ;361:947-57. 2009

EGFROBLEFERE (2004)

Science 304:1497-1500. 2004 N Engl J Med 350: 2129-2139. 2004

EGFROELGFEE

P-loop

dk>746~750 19
761

Kinase domain

a C helix
762

I A-loop

Exon19M3 k> 746-750DEMIICHITDRAIER EEX0N21 DI K /858N mze
RERICKBO01IYIUNDBPIVFZIUNDELL (LS8R DEEDHOI0%ELDH D,

Progression Free Survival

R (95% CI) : 0.74 (0.65-0.85)

524FZ7
NiLR23F>

+
Rmigxtil

N Engl J Med. ;361:947-57. 2009

/\ EGFREEH D | Y | EGFRREEEL

\lf?ﬁ:j > -nn;r://w%

EGFR EInFEERIDEFHR

)

FI4F=2 NA25F>
P
NLRZIT>

+ KlaEan

F24F=2

NiLR/ k7| > '7‘74?-:y

N EnglJ Med. ;361:947-57. 2009
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#2.7=2 EGFR mt (+) : EGFR-TKI vs. Platinum doublet ﬂfﬁﬂ%b‘/u EGFR mt (+) " PFS
NEJ002 I S CDDP +PMT vs. 7 77F="2
- Stage IlIB/IV lung ad i (LUX-Lung 3)
EGFRZER B ETIFEGFR-TKH2S B . EGRRmutations ()
OB hBEICPFSEIER.
N Engl J Med. 362: 2380-2388. 2010 Lancet Oncol. 11: 121-128. 2010 /7'77'f-'-7v
TUOTET gms ees
© N eur Neoo2 10.8 mo CODP+PMT
\T \._‘ WJTOG3405 9.6 mo OPTIMAL
‘.\ ‘\h_ OPTIMAL 13.7 mo
. EURTAC 9.7 mo
Lancet Oncol. 13: 239-246. 2012 Lancet Oncol. 12: 735-742. 2011 J Clin Oncol. 31: 3327-3334. 2013

EGFR-TKIDTm X A=A

2002478

©ILFIED!
FHI R (LE FIE/MERAT

20114E118

e 2] 1190M

EGFRIB(GFERIZMED F M FREX (FB R I/ MR IHE

<BEE-HRICEHETHERALOTES

1. ECFREGF ERBEZ LT H2&. EGFREGFEETRBA DR EE
EOHT. AFIE/ETIERE. BRMEZLONMEZEAIRSAVIED
EFOERESEIZTSIL,

Clin Cancer Res. 19: 2240-2247. 2013

AURA3ER D—— AURASFER
EGFR-TKI4 BEICH T BiaE
FIXIVFZT 80meg/ B

Inclusion criteria HR: 0.30, (95%Cl, 0.23-0.41)
(n=279)
P<0.001
18 £
os 01 _ARNE=T
EGFR-TKISEEhE/Z (3 < E— MPES (95%CD
ﬁf*ﬁtﬁggﬁm’ Y 2TS5FY 75 me/m?2 day roxne 07
ZNSCLCRS or SKRILF=2:
’__.-;‘-_-\ HIVINTSF >V AUC 5 day 10.148 (8.3-12.3)

+ Vs,
RX RUFE R 500 mg/m? day1 29FFHZ 2L v :

BRI x;w-j(gm: 1j C’)‘) ] 4.4+B (4.7-5.6)
® IZWMES : el

mEREFHR (PFS)

L ——

N Engl J Med. 376: 629-640. 2017

N Engl J Med. 376: 629-640. 2017

21




2016454

[ZhEE-%hE]
EGFRFOL Y ¥ +—HYAEECEHIEDEGFR TT90MZE RiatE
DYIRRTEER (T B FIE/ MR fhRE

<%hEE-HRICBEIETSERLOEE>

1. +RERBRER Y DREEXIREERICETHREICLY. EGFR
TIOME RGN FER SN =B E RS THI L REIZHT=DTIE.
RESNIRN D EEZRAVTAES 2L,

ZIAXIWFZT

EGFR T790M [Z

ORR = 61%

EGFR T790M [E1

TI90MZ T EM< BENIS

N EnglJ Med. 372: 1689-1699. 2015

FLAURASEE TIATZZ vs AL RLF=2
EGFR-TKIRLOLLER

Inclusion criteria FYAIFZT 80me/8B
h=279)
18F MU E
DR BERBR D A
Exon 19 del T214F=7 250 mg/ B
or exon 21 L858R or

TILOF=T 150 mg/ B
AERIER h=277)

*EBHIEA Y X FIADIORA—/—2FE
@ FEHRB :

mERLEFHR (PFS)

N Engl J Med. 378: 113-125. 2018

FLAURASVER
PFS

ASRIWF=2
/ (18.9+R)

#724F=2
IiLOF="2(02~R)

HR (95% Cl): 0.46 (0.37—0.57)
P<0.001

~
For statistical significance at this interim analysis of overall survival, a P value of €S

\

than 0.0015 (determined by the O’Brien—Fleming approach) was required.

T ————— ——————

F714F=2

ioF== 's ALKILTF=2

HR (95% Cl): 0.63 (0.45—0.88)

P =0.007

N Engl J Med. 378: 113-125. 2018

20164F58

Rk
CAEED) s i gEIARE (AL~ o H®, aILER (ER
EGFRFOY v *+—EBEFEICERIENEGFR T790ME £i51E
DYIRTEE X L E H I/ MR
2018481
[ZhEE-%hE]

EGFR:ﬁm-?'?{&K%EO)%ﬁTZ:ﬁEXIiﬁ%#ll\.‘ﬂﬂﬁﬂﬂﬁi%

<ZhE-RIEHESHERLDETE>

1. EGFRIBIGZFERREREEI DL, EGFREGTFEERTHAIDRNEE
EOHT. AFERETIRE, BRMEZROTMESRANS(2 15D
RHOEHESEIITIE,

EGFR-TKIs DESZEX

=13
s % | TR | FEE | o
0.

Any 2G3 Any 2G3 Any 2G3 Any 2G3
Zi;go?;_j 71.1% | 5.3% | 34.2% | 0.9% | 55.3% | 26.3% | 5.3% | 2.6%
I((’)I;EM’:Sj 79.8% | 13.1% | 57.1% | 4.8% | 6.0% | 2.4% | 1.2% | 1.2%
S —
’(3)(1?:;? 89.1% | 16.2% | 95.2% | 14.4% | — | — | 13% | 2
%3;2:53) 13.2% | 4.4% |78.4% | 8.8% | 18.5% | 0.9% | 1.3% | =
Zgiﬁ;k)?—j 33.7% | 0.7% | 40.5% | 1.1% | 6.5% | 1.1% | 3.2% | 0.4%
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ALKBESEA

E—H
Crizotinib (¥—34)

E
Alectinib (PLEYY)
Ceritinib (AT 1 77)
FE=1
Lorlatinib (O—=2JUL7)

fiiRiE (BAN) CRITDESAN—EBLFER

BhRRED 3 ~5%

Cancer Sci. 104: 1396-1400. 2013

2007584
EML4-ALKDFER

2008F128
MR CERBIWRE

ALK inhibitor (B)

I

Nature. 448: 561-566. 2007

EML4-ALKOREEIL TN

DAlLERCICEERR
- Proc Natl Acad Sci U S A. 105: 19893-19897. 2008
s s N Crizotinib
ERARSIERB0 *c-METBHERLL T, BECTERBARESEDHON TV,
2007F128268 1EFBEEE \AKBEEEELATI MG Mo TIVE,

Anaplastic Lymphoma Kinase Inhibition
in Non-Small-Cell Lung Cancer »yvJsx=—7

82 patients
‘CR+PR:1+46-=47A

(Emﬁ:il 3%)

Platinum doubletCI320~30%

N Engl J Med. 363: 1693-1703. 2010

200758H EMLA-ALKDER

(Nature, 2007)

EREREAERREIE
ERIBDER)

2007512826H

2008F128
EIYDSRER CIEIE e\ IR &30
(PNAS, 2008)

BRABRGREFIAR
(ASCO 2010)

2010564
20105108 WRREBRIERE RIS
(NEJM, 2010)

2011588 XETER
BATER

2012558
~m—

AFTHR ! !

N——
i

BRHANSADSFTIOEM L

2012454

(e - #HR]
ALKER & RIEFIBE D OIRT AT - B R D IF/ MBRAIHE
<#Ee-RIBIET HEMALDEE>

1. +AGRBERTIREER XREBRICETIREICKY.
ALKEIABREFRESERSWEBEICRETIE,
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PROFILE 1014518x

#71]*/F="2 vs. Platinum doublet

D1JJFZT 500 mg/H

Inclusion criteria

(h=171)
188U
CDRRRBEIFE VR
WOt
ALKRSEIRF (+) 2T SFY 75 meg/m?2 dayl
PS 0-2 or
D NIVIRTSF i AUC 5~6 day1
RX ~UFE R 500 mg/m?2 dayt
_ . =172
® IETIHES : n-172

mEBEFHR (PFS)

N Engl J Med. 371: 2167-2177. 2014

PROFILE 1014518%

MNPIF="2

CDDP or CBDCA
+ PEM

Progression - Free Survival

pdeno = 94%

ALKRiSBIGT (+)ORBENSCLC
7 1]*,F =2 vs. Platinum doublet

Overall Survival

N Engl J Med. 371: 2167-2177. 2014

ALKRiSBRIGT (+)ORIBENSCLC
7 1]*,F =2 vs. Platinum doublet

PROFILE 1014518%

overall survival

HR (95%Cl)
0.76 (0.548—1.053), P = 0.978

median O

1EFEA 47578
DIUIFZ NR

J Clin Oncol. 36: 2251-2258. 2018

fiRiE (BARN) CRITDRSAN—ELFER

—

Cancer Sci. 104: 1396-1400. 2013

ROS1-positive patient with advanced non—small-cell lung cancer
to crizotinib

RN=R31YV DIVIFTERE12:8%

J Clin Oncol. 30: 863-870. 2012

Crizotinib in ROS1-rearranged non-small-cell lung cancer.

*n=50
*ORR =72%
*mPFS=192+58

N EnglJ Med. 371: 1963-1971. 2014
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20124E5 8
[%hRe- 2R ]
ALKER EEIETF IS 1 D YRR T RELHEAT - B S O 36/ N AR i

<ZhiE-ZHRICEIET HEALOEED>
1. +HERRERTAREEX IREMRICE T IREICLY.
| AKEEREFRESERShBEICRET L,

201745H

[zhEE- %R )
ALK S G T BB I D UIRTR BE A EAT - B R O 36/ R A
ROSIEAS MIEFIBME D TR F AL 1T - B RO IE/MBMIE
<ghiE-HRICEETZEALOTE>
1. +HURBREETHIREEXIERERRICE TIREICKY . ALKREEET
G IZROSIREREFEMNERIN-EFITRETHIE,

AF-001JP study

B ALKRAE=E PLOFZT

46 patients
‘CR+PR: 2 + 41 = 43K (B%h=E:935%)

Response Rate
@O VVIF-T (BE—) :57.3%
)

O PLIOFT (B

: 93.5%

Lancet Oncol. 14: 590-8. 2013

J-ALEX ! PLOF=T vs. HUVFZT

PFS
TL72F=72

i

/

NPrF="2

PUOFZT > DUIF=T
(E2t) @)

Lancet. 390: 29-39. 2017

ALKBESZZDMHEX D =X L

Nat Rev Clin Oncol. 11: 473-481. 2014

CUFZT oUIFZT/PUOFZIMmME
(CRBBEME)

MNIF=7iEEE BlIF= 72435
M TF=7ia%#%(n= 80)
BTHME=56%
BATOPhase | 5 N EnglJ Med 370 : 1189-1197, 2014
TLOF=7MttRE  BIT= 721851 750 mg/ BhiZAE

=) MPIF=2. PLOF=2
EEamfICOMBNROSNIE

J Thorac Oncol. 10: 1058-1066. 2015

2016454

CEEESEESIED]
VI FJIERM R EFHBEDALKE
DI RE 1T B H O I/ AR

AiB{ETFB

[AERUVHAE]
BE.RACEEYF=JELTIS0MgE1H 1A, EERFcEO’S5Y 3,
BE.BEDREICKYBEERET 5.
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ASCEND-15%88 (Phase | 588%)
TUFZT  1stlineiaE

TCIF T : 15tline}8%E (ASCEND-4)

t1]F="2 vs. CDDP or CBDCA + PEM

Se PFS (Primary endpoint)
ALKRAEFiaRik Response Rate: lF=2
56% [95% Cl 49-64]) AR Ti—
/ 0.55 (0.42—0.73)
’ o,
m Overall survival
ALKRAEFER B
ResponseRate: 0 TTTEmmmm s s m e
72% [95% CI1 61-82]
Lancet Oncol. 17: 452-463. 2016 Lancet. 389: 917-929. 2017
ASCEND-4

2016454

(EIEEEIESIED!
)V F=I 1B XEFHEOALKEE B EFEE OB EEL
1T - B RO I/ MER
[ARERUAE]
BE.BAICFEYFZTELTIS0MgZE 1B 1A, ZRERKICRORET 5,
BHE.BEOREICLYERRET 5.

201749H
(ZhaeE =T R]

ALK &R 1R F IS 1E O VIR REGHETT - B RO I/ MBRIFHE
(RARUAE]

BE.BEACEEYF=TELT7S0mgE 1B 1E, EHEEICEOKRST S,
HEH. BEOREICLYBETHETS S,

L UFZTDeER

t11F="2 vs. CDDP or CBDCA + PEM

BIF=2 e mik
Any| @3/4 [Any| G3/4
T |85%| 5% |11%| 2%
Bl [69%| 3% [55%| 5%
et (66%) 5% (36%) 6%

Eib, B, FRIFO)
iH(ERRSMENSEL )

Lancet. 389: 917-929. 2017

TUFZT DR - A2

TvUFZT 450 ng/B B%E
/ (h = 4-4- )
— — BESRSHoOERZANELT.
—, [eUvF=Te00w/E B | ERERKRSCSS
(Nn=47) EiEE 22RUBME
N = — %iRtis 55E
TUFZT 750 mg/B RSt
(n=46)

600 mg Fed

<

™~
450 mg Fed 750 mg Fasted

J Thorac Oncol. 12: 1357-1367. 2017

TCUFZT DR - A2

750 ng 20565 450 ng Wik
Thi: 644% > 417%
Biis: 62.2% —> 455%
Eet: 422% - 227%

J Thorac Oncol. 12: 1357-1367. 2017

20164E5 A
[AZERUAE]
BE.BAICEEYF=TELTISOMgE1H 1A, ZERIROERET 5,
TH.BEOKEBICIVETERET S,

2019428

[AERUVAE]

EE. mACREYF=IeLca50mgE 1 1A, B icgngs

T5, 5B, BEDKREICKYEERET S,
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Lorlatinib (ALK/ROS1BEZEHD)

| I
2017548278
ALK, 3385 ORRIKI0% (27/30; 95% CI: 74, 98) , IC-ORRI%75% (6/8; 85% CIL 35, 97)

BALKEMYE, DUYIFZTICKDAREDD :
ORRI69% (41/59; 95% CL 56, 81) , IC-ORRI%68% (25/37; 95% CI: 50, 82)

BALKEBE, 7 YFZIUADALKREEHIC K SEIERES O :
ORR [ 33%(9/27; 95% CI: 16, 54) , IC-ORRIZ42%(5/12; 95% CI: 15, 72)

BALKESY, 2FEE3L I X YDOALKISHIC K SENAREDHD !
ORRIZ: 39%(43/111; 95% CL 30, 49) . IC-ORRI%48% (40/83; 95% CI: 37, 59)

BMROS1 fZ1E : ORRIZ36% (17/47; 95% CI. 23, 52) , IC-ORRI&56% (14/25; 95% CI: 35, 76) ,

‘ 85158 (CROWNEED
DILSF=2 vs. MIAF=2 (—/BE)

JRINFBRERMD A ¢ IVER
EOEEETES

)

- /

2B\ A RS+ Y —BHIRDEE - REEST— 2018 Fik

-EPYPTOPIHE (n=127)
ORR = 69.3%, mPFS = 1347 2
J Clin Oncol. 36: 1405-1411. 2018

* ¥KETOPIHE (n=50)
ORR =72%, mPFS =19.27 8
N Engl Med. 371: 1963-1971. 2014

BRAFELGFER > TS5T71ZT + RSXFIZT
-PIHE (n=57)

ORR =66.7%, mPFS=9.77 3
Lancet Oncol. 17: 984-993. 2016

ROS1 &L FekE = DIUVFZT

Z> VYA Y Dx Target Test ¥JUF COxYRT A

2018%F4A1
*HTS5T =T/ S AFZTDCDx
+ BRAF VEOOEEIFEEDIRL

U

2019521

* BRAREIGRFICIA T, EGFR. ALK,
ROS1 &L F RN TAE

+ SEEDDFIRNEICKT DBFENZE
BISICHETDCENTED

https://www.ncc.go.jp/jp/information/pr_release/2019/0227/release_20190227.pdf

,¢‘ """"""""""""" ~\\ ,,‘ """""""""" ‘\\

4 - N N 2 \
& EIBIDEETIRE Vi I EE T RE \
! (BI#MHONDELFOER) | ! (BRODELCFDER) H
I 1
E I i

1
i i i
1 1 1
1 1 1
: ¥ :
: H / :
1 1 1
1 (] 1
I i ! Diagnosis H
| kiEmS i i
| #hHCISDNA b i
1

1 1 i 1
1 1 1
' H :
i i i
1 1 I
: germline mutation : : somatic mutation :
i Host genome E H Tumor genome H
| I )
\\\~ ‘,/ \\\ "ll

Contents
s EERAINECEIEF 2RISR

A8 F : RAS. EGFR. ALK. BRAF. ROS1

BB R SUEIE T CUGT1ATINUDTS
BRCAT/2
TN/7N- (65 BIRE. E BE. IPEE, =68, LEGE)
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(U IFNYORE

l UGT1A1

EREAGE

N EnglJ Med. 364:1144-1153. 2011

UGT1A7T BInFZE

Exon 1A

Promoter

(TATA box) Exon4

Exon 2 Exon 3 Exon 5

x1/x1 x1/%x28 *x28/%28
*28: (TA)g/, TAA i b
CPT-11D >
B ‘ZI I !
< >
’/ """"""""""""""""" \‘
i i
! SN-38 SN-386 |
1 1
\__mutwn  BERE seestam

Pharmacogenomics J, 2: 43-47. 2002

UGTTATELFZEE
)/ TAVOESRNL (BIMEKEDERFD

Toxicities, grade 4 leukopenia and/or diarrhea (grade 3 or worse )

Cancer Res.60:6921-6926. 2000

UGTTATELFZEE
1)/ TAVOESRN (BIMEKEDETEFD

100% -
44.4%
15.1%

90% -
*1/x1 x1/%28 %28/%28

80% -
Toxicities, grade 4 leukopenia and/or diarrhea (grade 3 or worse )

0 Without toxicities
W With toxicities

70%
60% -
50%
40% -
30%
20%
10% -
0%

Cancer Res.60:6921-6926. 2000

1/ TAYRNNEDHET (FDA)

2005 68 HRMIXBHE]
2005%F 8RB UGT1A7*28 ZHEDRTTY

UGT1A7 EnFSE

Exon 1A

Promoter

(TATA box) Exon4

Exon 2 Exon 3 Exon 5

TLILIRE

. Caucasian: 0%
*6:211 G>A (Gly>Al
*28: (TA),/, TAA >A (Gly>Arg) Asian: 11~23%
UGT1A71*6 Grade 0-2 Grade 3-4
== 70 (89%) 9 (11%)
= 31 (65%) 17 (35%)
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Genomics Unit, Keio Cancer Center, Keio University Hospital

PleSSision Group (25 hospital in JAPAN)

Dr. Shigeki Tanishima
Director, Biomedical
informatics team, MSS
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version 4.0
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Neutropenia 46% 2%
Febrile neutropenia 16% 1%
Infection 13% 3%
Stomatitis 5% 0%
Fatigue 9% 3%
Myalgia 6% 2%
Arthralgia 6% 2%
Lacrimation <1% 0%
Grade 3-4 neuropathy 4% 8%
Grade 2-4 neuropathy 16% 27%

The table lists the most common grade 3 and 4 toxic effects and grade 2, 3, and 4 neuropathies (i.e.,
those that occurred in at least 5% of all treated patients) resulting from the taxane component of therapy.

N Engl J Med. 2008 April 17; 358(16): 1663-1671
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Nail Cooling

Cooling the nails on your hands and feet during taxane
chemotherapy may help to minimize nail changes. Nail
cooling is most effective in helping to keep your nail from
separating from your skin.

During nail cooling

Your nurse and other members of your healthcare team
will wrap your hands, feet, or both in ice packs or ice
bags, at least 15 minutes before you start chemotherapy.
The ice will stay on throughout your treatment and will be
removed 15 minutes after your chemotherapy ends. The
ice may need to be changed during your treatment if it
starts to melt. It's important to keep the ice on during the
recommended time so that you can fully benefit from the
cooling.

Effectiveness of nail cooling

Studies have found that people who use nail cooling have
fewer changes in their nails than people who don’t. The
effects are different for everyone, so it’s hard to predict
how this will affect you. However, nail cooling is safe and
has few risks.
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Neutropenia 46% 2%
Febrile neutropenia 16% 1%
Infection 13% 3%
Stomatitis 5% 0%
Fatigue 9% 3%
Myalgia 6% 2%
Arthralgia 6% 2%
Lacrimation <1% 0%
Grade 3-4 neuropathy 4% 8%
Grade 2-4 neuropathy 16% 27%

The table lists the most common grade 3 and 4 toxic effects and grade 2, 3, and 4 neuropathies (i.e.,
those that occurred in at least 5% of all treated patients) resulting from the taxane component of therapy.

N Engl J Med. 2008 April 17; 358(16): 1663-1671
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Nail Cooling
Cooling the nails on your hands and feet during taxane
chemotherapy may help to minimize nail changes. Nail

cooling is most effective in helping to keep your nail from
separating from your skin.

During nail cooling

Your nurse and other members of your healthcare team
will wrap your hands, feet, or both in ice packs or ice
bags, at least 15 minutes before you start chemotherapy.
The ice will stay on throughout your treatment and will be
removed 15 minutes after your chemotherapy ends. The
ice may need to be changed during your treatment if it
starts to melt. It's important to keep the ice on during the
recommended time so that you can fully benefit from the
cooling.

Effectiveness of nail cooling

Studies have found that people who use nail cooling have
fewer changes in their nails than people who don’t. The
effects are different for everyone, so it’s hard to predict
how this will affect you. However, nail cooling is safe and
has few risks.
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