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ALK: Anaplastic lymphoma kinase (A43{bV o7 fE¥F—8)

Bcl-2: B-cell lymphoma 2

BMI: Body mass index

BRAF: v-raf murine sarcoma viral oncogene homolog B1

BTK: Bruton's tyrosine kinase (7 /VhoMlFmi o F)—+E)

CDK4/6: Cyclin-dependent kinase 4/6 (447U AR FEFF—8)

CI: Confidence interval ({5 #H X [H])

CINV: Chemotherapy-induced nausea and vomiting (53 AALSEIEIZ LD L - TR H)
CRH: Chemotherapy-related—hospitalization (73 AL IEN R IK CA UL BB APE)
CRUP: Chemotherapy-related—unplanned—presentation (23 AL LD R IK CAEU D iERFZ 72)
CTCAE: Common terminology criteria for adverse events (45 5 $ 4 338 HFEHL 1E)
ECOG: Eastern Cooperative Oncology Group (K |E| By 59 il R illR 7 11— )
EGFR: Epidermal growth factor receptor (b2 il K [Kl 152 25 K)

FLT3: FMS-like tyrosine kinase 3 (FMS #Fri ¥ ) —+F 3)

FN: Febrile neutropenia (i Z\M: 4 H ERJFME)

GIST: Gastrointestinal stromal tumor (YH{L.4 [ & fE55)

HER2: Human epidermal growth factor receptor 2 (b bRz il R [Rl 15 45k 2 1)
iMiDs: Immunomodulatory imide drugs (402 Jf%& %K)

MASCC: Multinational Association for Supportive Care in Cancer

MEK: Mitogen-activated extracellular signal-regulated kinase (<A~ = EME(LARSN 2
JVREEFR S —F)

mTOR: Mammalian target of rapamycin

NSCLC: Non-small cell lung cancer (FE/INH i)



NTRK: Neurotrophic tyrosine receptor kinase (#fRZE K7 F s o FFH—EBZF R —E8)
PARP: Poly (ADP-ribose) polymerase (7Y (ADP-UR—2R) 7R AZ7—E)

PFS: Progression-free survival (T A= /71 fH])

PS: Performance status (=& IREEDFEEE)

QOL: Quality of life (Z=7FD'E)

SAE: Serious adverse event (HEAHEHR)

TKI: Tyrosine kinase inhibitor (F =3 % —EHELE)

UAC: Unplanned acute care (FHHiZD 2 HITE#)

WHO: World Health Organization (fH: F AR FEA%ES)
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AARIZBIT B AORBIEFLTHIT, AN O E# bz B KEL T, SRS ME Rz
%o N OO EEMEO AR AR AL 3R, 540 bbl 1980 AR ETITHIML TD
23, 1990 AT A — 2123 LD (1) (Figure 1) . EINO I FT O AR TIL, 2018 4F
(CHITACRB WrS I8 A (AE DS A BG) 13 980,856 il (B 1 558,874 {5l ik 421,964 5, HiiE
MADFZIEDY) | 2019 FEDOP AN EDIETHNT 376,425 A (F1% 220,339 A £tk 156,086
N EBAERIDFETE (5B & DFE) 13, 2\ MBIV HTE . KRGS . B WENsoE 36 L OV ©d
% (1),

2006 -, REEZTHRICL VO EFR NPT HNDEREE DR, A IR AR R THD
(3 AUk SRHEMESEASG ] | DR TE/RE % H L LT T3 A RIEAE | A3 E S, EL~L TR
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HRIBIR B L OB AR R AL G DR TR PR RIC LY . MABE O ETFEHIRITER
LCRY, FTHIDP AL DG DAL EFRIEOR IR et TR RO EITxt35
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Figure 1 AL AAF RS CROERHER (1958-2019) (AR FIEND A FEHR B
M ASADHEET 2021 XY)

FINABEDBE SR IL, R R O F A ha P =~ ZF—RICH R L., 1950 4R LRI

HNEPEE MR A KD T NI NMALIETH LY 7 aRm AT 738 (4) R~ A~ A2 (5) IR E BT S

iz, 2000 FELLRTIL, TV NMALFI THDHY VR AT 7IRR T AL VIV U R A T D 5-7

NATT T NDT ARG T THDHTH T =TT RETINIT L S (THT—)V/F AT

VIIAT TV 78 E ORARREEMHUN AR O FLRAIEDOH L TH-T=, L, 2000 1K

PIRRIZIL, 2y FREROTRRIRDNBH R SNAD IR0 | FE/ Nl fitiE 22—~ & L7= EGFR F 11

v —BPHESE (Epidermal growth factor receptor tyrosine kinase inhibitor : EGFR-TKI) CT&

DT T74F =7 (6, 1) D EL T, ZLORAFIRAFRFITRIILTN\D, Fo, ITFEDOR AT

FRIEIZABERIR LSRRI AR THY | 8 1 HHA KD AR LTRSS L O ff R IED

HINL TV (8-10) , ENTORE AP A IO B R OHER % | Figure 2 (27777, 2000 4=LLRTIC



FEEESHUTWARR O P AIEIT, 10 FHITH-7-73, 2000 EARITIE 11 ZEH G papE 2= 34 : 2

FL G FARAOTEHREE : 8 A, S R 1 ) A3, 2010 4EARITI 35 HF) Gl fea e 25 14 541 - 2

Rl o FHRAOTRRREE - 31 Al e iR 2 A1) | 2020 42 LARRIFREIC 9 FEA (53 FARRITANEHE 9

) 33 TESN TN,

1980- Mercaptopurine (01/1957)  Procarbazine (04/1978)
Melphalan (05/1979)  Doxifluridine (08/1987)

1990- Tegafur/Uracil (03/1984) Hydroxycarbamide (08/1992)
Cyclophosphamide (10/1992) Etoposide (03/1994)
Tretinoin (03/1995)  S$-1 (03/1999)

7000- Gefitinib (08/2002) Capecitabine (06/2003) Imatinib (06/2005)

Fludarabine (06/2007) Erlotimb (12/2007) Sorafenib (04/2008)
Sunitinib (06/2008) Thalidomide (12/2008) Dasatinib (03/2009)
Nilotinib (03/2009) Lapatinib (06/2009)

2010- Everolimus (04/2010) Lenalidomide (07/2010) Vorinostat (07/2011)
Crizotinib (05/2012) Axitinib (08/2012) Pazopanib (10/2012)
Regorafenib (05/2013)  Afatinib (05/2014)

Trifluridine/Tipiracil (05/2014) Alectinib (09/2014)

Bosutinib (12/2014)  Vemurafenib (02/2015) Lenvatinib (06/2015)
Pomalidomide (06/2015) Panobinostat (08/2015)

Vandetanib (12/2015)  Ceritinib (05/2016)  Osimertinib (05/2016)
Tbrutinib (05/2016)  Trametinib (06/2016) Dabrafenib (05/2016)
Bexarotene (06/2016) Forodesine (05/2016) Ixazomib (07/2017)
Palbociclib (12/2017)  Olaparib (07/2018) Lorlatinib (12/2018)
Abemaciclib (12/2018)  Gilteritinib (12/2018)

Dacomitinib (03/2019)  Encorafenib (03/2019) Bimmetinib (03/2019)
Entrectinib (09/2019)  Quizartinib (09/2019)

Wenetoclax (12/2019)

2020- Cabozantinib (06/2020)  Tepotinib (06/2020)  Tirabrutinib (06/2020)
Capmatinib (09/2020) Niraparib (12/2020)

Brigatinib (04/2021)  Acalabrutinib (04/2021)

v Larotrectinib (06/2021)  Pemigatinib (06/2021)

Figure 2 Trends in the development of oral anticancer drugs in Japan



O PIRAZRIZIDIERHIL, FEFHU A SRR L el U TS 2RI AL O BT 7 L2 s IRf

]

MO 72 B THEIELRDOIREZ L CEHIENG, I D Quality of life (QOL) 23]

EFTHEBZLNTHNS (1), LU, #E I HU0NA G RPN A SR L RIER IS5 BEHIHI 5 L OVH

{EERFIE~DOEE P LETHY  FrlZRE A o FARRRIR IR TIE, BURIEE | @b, I A

RIpEDEEIRBIVER N 95 (Table 1), £7=. EFHEE CHEi 4 23 HPLAIKICLDIE

PRCIE, B G-RNTIXERZS, 55 sP3E TR HAR I L > TRAE DS IRBOMERE TE O

R0 D, —T7 AEE TEMSINDRE AFIAATIT I DM TIL, IRFEE HLRNEH ORI E

BB S EIFRMTOT0  BERLFIRICIRA T LRI ER R a0 (ISP RS DL B

5D, IHIT, TRET TV ATIRFEN RIS E %2 R IF T EHERK - THY, TRET 7 AK FIC

DIRIFENROWET N HE I TND (12, 13) o #R A FLAASEIBR R Z DRI, D DR 4T 5

FTH72OIIE, ERTLSORFRIZ LD BE AR —FSE R S TRY, FHEAENIC LD 77—~

S a—T AN T RIS CWA,

H AR OB L DE, 77—~ a—T 4 IV T, TIRAIRN 354 B DO

RIPBEL AT OATENE 2L TRR DT L ETDEZ T THhHEL TEY (14) | AR

FR R (WHO) Tl MR E DR KON QOL D] 7= | BAME R IRER) A TER T 5ED B

1R T SEWFREA TS BRO AN O L5 -178h, BIS-, BIL. M, PEAE. sk WP 720

NICHBEICE S THLDTHD | LEFRL TS, £/ 1990 4FEIZ K ESEKAIISTIZTHEFHED

QOL ZUETAEVIREN BRI THY, ZDT-DIlE T2 > CRICE 27 72 ERE A



FRUTDIETHD IEEERLTND(15), D%, KB NOD T 77—~ a—T 4TIV T T DE

BeDOHENEIL TETWD (16) o Z<ITERAIER DR HIZ B WO T o B L3 ic B 22 728

B, TR SCULT TR SR FE i R £ =4V~ (Therapeutic drug monitoring) D¥z 5 |, k3K

B8, F—AEROMIRINEE IR EI T XD ER LR ~D G2 R LT\,

Table 1 Side effects of oral anticancer drugs

Mechanism of action

Side effects

Fluoropyrimidine

EGFR-TKI
Multi-kinase inhibitor
ALK-TKI

IMiDs

Ber-abl inhibitor
CDK4/6 inhibitor
mTOR inhibitor
PARP inhibitor

BRAF/MEK inhibitor
NTRK inhibitor
FLT3 inhibitor

BTK inhibitor

Myelotoxicity, Nausea and Vomiting, Diarrthea, Hand-foot syndrome. Pigmentation,
Eye disorders

Rash acneiform, Dry skin, Paronychia, Diarrhea, Interstitial pneumonia
Hand-foot syndrome, Hypertension, Diarrhea, Hepatic disorder, Hypothyroidism
Nausea and Vomiting, Diarthea, Hepatic disorder, Eye disorders, QT prolongation
Myelotoxicity, Peripheral neuropathy, Deep vein thrombosis, Rash

Myelotoxicity, Nausea and Vomiting, edema, Hepatic disorder

Myelotoxicity, Diarthea, Hepatic disorder, Interstitial pneumonia

Stomatitis, Diarrhea, Interstitial pneumonia, Hyperglycemia, Hyperglycemia
Nausea and Vomiting, Myelotoxicity, Diarthea, Hepatic disorder, Hypertension

Cardiac disorders, Fever, Hepatic disorder, Rash, Secondary
malignancy

Cognitive disturbance, Psychiatric disorders, Dysgeusia, Hepatic disorder
Myelotoxicity, Hepatic disorder, QT prolongation

Myelotoxicity, Diarrhea, Nausea and Vomiting, Rash, Headache




AIALFIRIEI SO TL, FLsAERO@E e 5E L, BITEREB-CT Re T 70 Az m kS

HHZLICIVRI TR ERIGR A A TR DI LN EETHY | FAINN T PO HMFL

L COHD A TED FLREN 2 MG A I A T ERTCH BRI 8 OWARL T DD D D, 73

MBI DT 7 —~ a—T 4 T LT R A I L AEIE RS PRI L D24

PEDR FIZBI T 2E23 < HLos A SEIRIR I R 32 F.0/1E M- (Chemotherapy-induced

nausea and vomiting: CINV) OHBGEZN R (17) R0, VR IEO ML 12T LD RIME R (18-20) 72

EDRHESNTOD, AP A FIRIRA~OFAR T A LDRTIE, BRMTERMIGHRIC

BiTD S-1 FHEDFEZROA L (21) PCHELT - R MR SR ITHA=F =7 FRIEICB T D]

TEHREEOAINE (22) I EDOHEDRDHLH FER PN ASIGTRICIB T DHE LR L TY 7R,

PULEXD, SRS DI ATICIDIRRNSOHISER T ZENTRSND2D, BEITHL

TR TR EBINRIRE R DT LI AR IR O BB R T ThoHEEX D, €T T, A

I AFIB RS2 T HBF I TH T 7 —~L a—T AN T DEERET VAR A LIk

O IRIEOZREVER OVRESROm AR A5ZeE2 BE LT, ENEBNAMTE B 2 — BRI

FBUWTHE AP AT I DR AL FIRIEZ FE T DB AR R, LT O = FEh OIS

N EAT T,

IR AR BT A MRl & L CEE /A F 54 (Serious adverse event: SAE) D

FIEDHSND, B AP ABIRERIE B LI fE 130720y, 22 TH—FE T, R in

AIEVRIRD SAE FeAMRIA AL A0 X CIHAT LT, ERKIC B B O AR



Pz R L7z, Eio, R AP AFIRIRIZIIT D SAE (IZX > TR O PIr-CIER] . AR

(D ERBE O RA B SEZ T ZERHOILTNDTD | BAALFRIERIEO GBS 2R

J% (Unplanned acute care: UAC) Z /b S EHZ LM HEETHD,

B FE T, UAC FAEV AT O @O BB ~OFERRII 72 ANa BT 72012, O i AR

PRIZEB1TD UAC FELEDVARV R HERFR UT=, SOIZENLAMFZE 72— HUR 5 TIERe 0 Hias

A SEIERRIBH\ ST BAERI A SRR L5 N KB L T80, EVTOR 77—~y 2T

AN T T DU BENDHLE 2D,

ZCHE =F T, BIBRIE CTHLT 77 F =7 1RIR B 3 DAk e - HIAT AT A3

LMK RN RICE DINTHF HEL TR AMXIHE T HZ LT, AT ATER

PRI T DA ADERIRAIRR 2R L7, LA EZD | 8 0PI A SRR 2320 D B 1o

F27 7=~ a—TAANT T DEEET VIS HT LTI IBIRDO L M ORI R

D EERLZEEAREL,



B—E BROMPAFKIBETCOEERFEER(SAE) DRAERNER

2D EAM

Hb =
ﬁ /I?'\

IR AL FIRIEIZ BT DL BRI, DS AALFRIEN RN TALLEERRERICX
DEBARE (PHIR R ARR) R3S TS (23) , SAE DFEAETOREBAPLICI ST, 165
O HPETPIE], I E5RE (Dose intensity) DI T, B L OABENIIRIFED EIR B O R ELD
ZEPMESITND(24), HARD EERDAMLSIHRBEIZ I T 2009 FZE iSRS A
{LFIRIE DR VR B 9D FEREFHAE TlX(25). SAE M 1T F 4D 0.4~2.8% THY, &
BRI AACFIFRIED ERE ST TODERE AT T D, ZORFOFHA TIERt A His AFIZED
IBRITIREN THDD, ZDOPOROAITHS S-1 O SAE FABAE (3.3~5.0%) 1%, oL 2
v EHE L TEVWMEIANC HD LN RESNTRY | RARKIEDMLEMEICOVWTE KL TS,
PINAFIBIRIZED SAE OB, FERFIR CITREARGBR KOS D SO 2 E D TR IR D o A
TRTAIVE 2= THRESITEY (26) . EERIKIZISITSH SAE DBEERZ OFFEM A BN
THILITEETHLHEE R D,

ZZ T, AP ASEIBERIZED SAE ABE B LU OB ZHHFOL DA BNTHHA TS

RN UNS  IRE7WAVIVE SNBRAY SISV (A=) -3 R AN Qe X e 1] O a8
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1) AP

ST, 2014 4E 12 A 1 B35 2015 4E 11 A 30 B ICE S AR B 2 — BB T,
B P AFRIZ L DTEWE (EH RO IR G Te) 232 T4 Sk BB L LT, BRIRRRER IS L C

WL BB IO AL FIHEATGRZ 2 T TODEE TR,

2) AT IE H

FRE R LU AR, PRI 2SARE, TRFRBAAARFD Performance status (PS) | 6Ly T (2
7 BIOEHREEREZ 2GRN O A M EITIHE L, EHIT, AP AT LA RIG R
HHCo, BEABRIZRITDALEE | LENE . BLOAFLEH A FEE DR, R
52 22 (Chemotherapy—related—unplanned—presentation: CRUP) (23317 552 2B | ALENE .
BIOEEDNDOIRBE~DEFHERE O LB N E 2R D% AMEITHA LT,

B OHIA AT IVE RS C IR B PRI AR5y TRERTAMR SR A LT, M E 3
EH2/EHL T DNA #8545 S 293504 DR EMERTAS A SE ) | D3 A O8GRI B 5-9 51

B SIS D385 % o) FARROTR IR LIEFR LTS,



3) HERAEHL(SAE) | 572 (CRUP) BL UV AEAHRR D E %

SAE IO\ T, B A HIAAKIEEGI I ABRIERN VLB LS A ERRDOIL L

TICERE SN EROER80>5 . National Cancer Institute DT ART AL QDIZBITH 5 >DOhT

FU— (TBAFRZ2 ), [BHVZEINZZRD ), THVI5 ], TBELL], M) oF T, THYH5), [B%

O ETTHIHEIC TSN A FEFRE TN AZLRRBIRDE DS | EEFR LT, FLsAHK

EDRREIRA ARG AL, T OBMRE S E TE72U 2 SAE EL7-, SAE 34 FTOHAM

V. B OB A ERIZ L DTEEBR LA H 235 SAE (2> CTEBAIC ARG LIz H £TEL7-, CRUP I3,

DB EDIRREE OGN0 FFRT, B2 U THRICZ 2L, ABEDLEIT7R

WEERTAHIT LIS 6 ) LT, SBREFRARIE, TRREBIF PSS AL FRIEICE TS, BB

DOIRFRAERS LT,
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1) B

Iz
bl

KRBT 1,841 A THY, BOAHDAIEDHAZT 10,946 [BEIALT ST, BES B

Table 1-1 {Z/RL7=,

ST 66 7% (5-89 7%) THY. B 1,040 A (56.5%) . ZctE 801 A (43.5%) Th-7-,

AT 5 ALETONAFEIL, BifijE 449 61 (24.4%) | FEIGEGE 311 N (16.9%) . ¥ 306 A

(16.6%) . IMEHEE; 134 A (7.5%) . FLFE 134 A (7.3%) THY, 1,349 A (73.3%) 2358 O Hias A 3K

HANCLD1EE A 492 N (26.7%) D5 0 HINASRE T B A SR O OF FITEIR 252 Tz, 1B

FHREFERIClr, AR EMEPTN A SRIZ DI E ST QOB EE T 1,147 A (62.4%) | 77 THE)

TEIRFRICLDIR I 694 44 (37.6%) ThroTz, Iy T4 713, IFEilr 2 O BRI DS 471

N (25.6%) . BEeFE FF BN DAEMTRIED 1,370 A (74.4%) Téh-o7=, PS B TiL, PS0:989 A

(53.7%) . PS1:475 A\ (25.8%) . PS2:87 A (4.7%) . PS3:5 A (0.3%) . PS4:3 A (0.2%) T o7,

DLRGEIZ PS DR # N R TH 7= B E 1 282 A (15.3%) THY . BRERE I 2 WIEEHE

BT 1,061 A (57.6%) . 2 IRIGHEIL 302 A (16.4%) . 3 IRIBHRLLFEIT 478 N (25.9%) Th-7=,
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Table 1-1 Patient characteristics with oral anticancer drug treatment

Characteristics n (%)
All Cases 1,841

Prescription numbers

Age (Median)

Gender
Male
Fetnale

Cancer type

Lung Cancer

Colorectal cancer

Gastric cancer
Hematological malignancy
Breast cancer

Pancreatic cancer

GIST

Head and neck cancer
Bladder cancer

Treatment
Monotherapy
Injection combination therapy

Treatment setting
Cure(adjuvant/neoadjuvant)
Progression/recurrence

Previously treated
1st
2nd
>3th
unknown

66(range 5-89)

1,040 (56.5)

801 (43.5)

449 (24.4)
311 (16.9)
306(16.6)
138(7.5)
134(7.3)
121(6.6)
104 (5.6)
85 (4.6)
59 (3.2)
134 (7.0)

1349 (73.3)
492 (26.7)

471 (25.6)
1370 (74.4)

989 (53.7)
475(25.8)
87 (4.7)
5 (0.3)
3 (02)
282(15.3)

1061 (57.6)
302 (16.4)
478 (25.9)
1 (0.1)

GIST: Gastrointestinal stromal tumor

12



2) 1 O ARG LD EE/2 A E 55 (SAE) HE (Table 1-2)

SAE 1%, 1,841 A 52 N (2.8%) IZFEAEL, LFZE 1 B4 T-0DEIE X, 0.5% (52 14/10, 946

O Th-oTz, B NP A SO BRI T, MR F R AR LD 252 T TS R

FH 32 N/1,147 N (2.8%) . 43 T-HEHITEHEEE AN 20 N/694 A (2.9%) . #% AP AFIREANZ LS

TR IE 37 N/1,349 N (2.7%) | % O EVER LA AZEZ DAL TUODEFE X 15 N/492 A

(2.8%) TIH 7=,

SAE F&AEFD LA L MRREEMESIASETIE, S-1 25 19 A/671 A (2.8%) 1%

Y 8 A203 A (3.9%) . NUTZ LU /FETI L 3 N/TT N (3.9%) . 25 FREFIVEIEIE T, 77

7F =T T4 NA2 N(9.5%) . THRLF=7T3 AN/19 N(15.8%) . LIT77=2=7"T3 N/I65 N

(4.8%) 73 SAE ZH&BRL T =,
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Table 1-2 SAE incidence rate of oral anticancer drug according to mechanism of action per

patient and prescriptions

Emergenc SAE/ SAE/
Drugs Patients Prescriptions hospitaliza ti)c:n SAE patients prescriptions
P (%) (%)
Cytotoxic anticancer drugs
S-1 671 3.449 73 19 28 0.6
Capecitabine 203 1,180 19 8 39 0.7
Tegafur / Uracil 122 457 2 0 0.0 0.0
Trifluridine / Tipyrazyl
hydrochloride 77 346 19 3 3.9 0.9
Etoposide 17 78 5 1 59 1.3
Melphalan 17 84 0 0 0.0 0.0
Hydroxycarbamide 14 172 3 0 0.0 0.0
Cyclophosphamide 10 44 0 0 0.0 0.0
Fludarabine 4 5 1 1 25.0 20.0
Mercaptopurine 4 31 2 0 0.0 0.0
Procarbazine 4 9 0 0 0.0 0.0
Temozomide 4 15 1 0 0.0 0.0
Total 1.147 5.870 125 32 2.8 0.5
Molecular targeted drugs
Gefitinib 134 1030 13 2 1.5 0.2
Imatinib 99 620 1 0 0.0 0.0
Erlotinib 71 464 10 1 1.4 0.2
Regorafenib 635 330 16 3 4.6 0.9
Sorafenib 48 353 3 0 0.0 0.0
Afatinib 42 320 9 4 9.5 1.3
Everolimus 39 240 2 2 5.1 0.8
Lenvatinib 25 225 3 1 4.0 0.4
Sunitinib 23 156 5 1 4.3 0.6
Lenalidomide 23 152 3 1 43 0.7
Pazopanib 21 116 1 1 4.8 0.9
Axitinib 19 129 4 3 15.8 23
Alectinib 19 536 4 0 0.0 0.0
Crizotinib 19 121 1 0 0.0 0.0
Nilotinib 15 85 0 0 0.0 0.0
Thalidomide 9 87 0 0 0.0 0.0
Lapatinib 8 33 3 1 12.5 3.0
Dasatinib 7 46 1 0 0.0 0.0
Trefinoin 4 13 0 0 0.0 0.0
Tamibarotene 2 3 0 0 0.0 0.0
Bosutinib 1 16 0 0 0.0 0.0
Vorinostat 1 1 1 0 0.0 0.0
Total 694 5.076 80 20 29 0.4
Oral anticancer dimgs 1.841 10,946 205 52 2.8 0.5

S-1: Tegafur/oteracil/gimeracil
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3) AR AFIERIC LD EHERA FFHSR (SAE) DGR (Figure 1-1)

YEFRREF RN /338 LT SAE DN IL, MlafEEMHIAAZETIE, BECRIED 9 14 (0.8%) |

T 5 1(0.4%) | BUKAELR 4 7(0.3%) « 73 FARRITRBRE T, TH 7 1 (1.0%) . BRACE 4

14:(0.6%) . BEACELR 3 14 (0.3%) ThH o7z, i3 A I IH b E 21285 SAE 23 cb <3 AL

NQAY R

Anorexia

Diarhea B
Dehydration
Pneumonia
Cytopenia
Stomatitis
Enteritis

Liver disorder

The nature of SAE

Venous thrombosis

Molecular target drug
- Cytotoxic drug

Skin reaction

0 05 1.0 1.5 2.0

Percentage of SAE in oral anticancer drugs

Figure 1-1 The nature of SAE with oral anticancer drugs.
The percentages of SAE in cytotoxic drug treatment patients (n=1,147) and in molecular target

drug treatment patients (n=694). FN: Febrile neutropenia
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4) R P ASRIR I L DT R B IA O E S/ 5 (SAE) %4 £ TOHIM] (Figure 1-2)

B OIS AT L ATER B AED D SAE Z4A £ To MM o hfEiX, 32 H (5-1,705 H) .

VYERI RN 2 FE LT SAE Z8AEF CTOHIMI O fEI L, MIRFEEMHLAAZE T 45 H (7-779

H) . 2 FHEFTEEET 16 H (5-1,705 H) T -7, SAE BAETOHMZ, 0-30 H. 31-60

H.61-90 H.,90 HLLED 4 B3I 7256 MEEEDIZ 0-30 HRERIRD ZFEL Tz,
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Figure 1-2 Periods until SAEs occurrence of oral anticancer drugs (median).
The percentages of SAEs in cytotoxic anticancer drug treatment patients (n=1,147, [l ) and in
molecular target drug treatment patients (n=694, [~ -]).

SAE: Serious adverse event
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5) 1 PO A BRIBIR I L DGR 72 (CRUP) O#A)E (Table 1-3)

CRUP (%, 1,841 AH 100 A (5.4%) 1258 E L TERBEFRIICIE, MIRRFEEMETIAIICEATE

AT TODEIE D 58 N/1,147 N (5.1%) | 57 TRERIRIRIE Tl 42 N/694 N (6.1%) Th-

77

CRUP DOEIEEWERANL, ffafEEMH AFEE LT, S-1:40 A/671 A (6.0%) . 13

218 N203 N (3.9%)  NITZAYZUF TIN5 NTT N (6.5%) | 53 FARRIIRIHHE T,

Va7 7x2=7":7 N65 N(10.8%) ., 77 4F =7":7 N/133 N(5.3%), =rmF=7:6 N/71 A

(8.5%) . A~F=7":5 N/99 A (5.1%) 7 CRUP Z#&ERL CU =,
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Table 1-3. Chemotherapy related unplanned consultations incidence rate of oral anticancer drug

according to mechanism of action per patients and prescriptions

Unplanned Unplanned

Drugs Patients Preseriptions Unplmed COﬂSll!tﬂth[lS consult.atl.ons

= consultations /patients /prescriptions
(¢0) (%0)

Cytotoxic anti-cancer drugs
S-1 671 3.449 40 6.0 1.2
Capecitabine 203 1.180 8 39 0.7
Tegafur/Uracil 122 457 1 0.8 0.2
Trifhuridine/ Tipyrazyl
. 5 5
hydrochloride 7 346 - 6 14
Etoposide 17 78 0 0.0 0.0
Melphalan 17 84 2 11.8 24
Hydroxycarbamide 14 172 1 7.1 0.6
Cyclophosphamide 10 44 0 0.0 0.0
Fludarabine 4 5 0 0.0 0.0
Mercaptopurine 4 31 0 0.0 0.0
Procarbazine 4 9 1 25.0 11.1
Temozomide 4 15 0 0.0 0.0
Total 1.147 5.870 58 5.1 1.0
Molecular targeted drugs

Gefitinib 133 1,030 7 53 0.7
Imatinib 99 620 5 5.1 0.8
Erlotinib 71 464 6 8.5 1.3
Regorafenib 65 330 7 10.8 21
Sorafenib 48 353 0 0.0 0.0
Afatinib 42 320 3 7.1 0.9
Everolimus 39 240 1 2.6 0.4
Lenvatinib 25 225 3 12.0 1.3
Sunitinib 23 156 1 4.3 0.6
Lenalidomide 23 152 2 8.7 1.3
Pazopanib 21 116 1 4.8 0.9
Axitinib 19 129 3 15.8 2.3
Alectinib 19 536 0 0.0 0.0
Crizotinib 19 121 0 0.0 0.0
Nilotinib 15 85 1 6.7 1.2
Thalidomide 9 87 1 1.1 1.1
Lapatinib 8 33 0 0.0 0.0
Dasatinib 7 46 0 0.0 0.0
Tretinoin 4 13 0 0.0 0.0
Tamibarotene 2 3 1 50.0 33.3
Bosutinib 1 16 0 0.0 0.0
Vorinostat 1 1 0 0.0 0.0
Total 694 5,076 42 6.1 0.8
Oral anticancer drugs 1.841 10,946 100 5.4 0.9

S-1: Tegafur/oteracil/gimeracil
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6) % A HLAN BRI L DRI 72 (CRUP) O B (Figure 1-3)

YEFF%FE 5B CRUP OERF T, b EMERIA A ZETIZ, THI:20 74 (1.7%) | B L/BER

PR 12 14 (1.0%) . 2R 12 14 (1.0%) . &2 8 1 (0.7%) . BARANIE 1 7 14:(0.7%) | 4 FHE

TRHERTIL, EREE 22 14 (3.2%) . TFH#1:6 11(0.9%) . EELMEM: 4 7 (0.6%) Th-o7z, i

AlEHIZTH LB T B 1285 CRUP 23 %0 -7,

Skin reaction Eemm e e e e
Diarrhea

Nausea / Vomiting
Fever

Anorexia

Drug lack
Stomach ache
Edema

Stomatitis

FN

Liver disorder

Pneumonia Molecular target drug

Cytopenia i Ctotoxic drug

The nature of unplanned consultations

Fatigue
Others

0 05 1.0 1.5 20 25 3.0 35
Percentage of unplanned consultations

Figure 1-3 The nature of unplanned consultations with oral anticancer drugs.

The percentages of unplanned consultations in cytotoxic drug treatment patients (n=1,147) and in
molecular target drug treatment patients (n=694). “Drug lack” means a unplanned consultation due
to lack of prescribed supportive care medication.

FN: Febrile neutropenia
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7) I DI A SRR BT DEE OO EFHEE DN (Figurel-4)

O PN AFRIZ DI PR O BENLOFEM BN OEFEFERIL, 699 A (38.0%) . 1,422 14

ThoTz, MERBEFHI T, MR E PRGN A BRI LD A2 T T D 431 N (37.6%) .

860 11, 77 THEAEIRIKICI DI TIL 268 A (38.6%) . 562 D EFHEHA N -T2, b

DIED LA 5 (71, SRR A ST, J68, AACRIR, T, B OERES K OTERs

THY, IR T, B BECRR, A BERE B LR Th-oTe,

-—FETEI’ ................

Anorexia
Diarthea
NauseaVomiting
Pain

Stomach ache

Constipation

Skin reaction

The natwre of telephone consultation

mMolecular target drug

m Cviotoxic dmg

Edema

0 10 20 10 40

Percentage of telephone consultation

Figure 1-4 The nature of telephone consultations with oral anticancer drugs.
The percentages of unplanned consultations in cytotoxic drug treatment patients (n=1,147) and in

molecular target drug treatment patients (n=694).
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Cases : At the start of chemotherapy-related
unplanned acote care occutrence course

Unplanned { { Chemotherapy-related unplanned acute care ]
acute care Cases
Controls - The controls was assigned cases matched
during the observation period.
Non-Unplanned { ‘ H H
acute care Controls

Figure 2-1 Description of the study design

Study subjects were patients who received oral anticancer drug therapy (single agent or
combination therapy with injections) between December 1, 2014 and November 30, 2015 at the
National Cancer Center Hospital East in Japan.

The case group included patients with the unplanned acute care during the observation period. The
control group was matched 1: 1 from patients who did not develop chemotherapy-related unplanned
acute care within the observation period to match age (+ five years), gender, dosage, schedule and
duration of the treatment at the time of the chemotherapy-related unplanned acute care.

The white rectangle indicates the course period or the period until regular consultation.
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it S
1) BB k5

SR BH 1,674 N\OXREFZ DL BAALFHIEEIHED UAC #5172 95 N&/r—AfEL
U DAAGFHRIEBE D UAC 2520 CUOZRWRE O 4RI (+5 %) PRI, %55, 15%
LA IEEWIA—BT 25912 111 O~yF 7L 95 Nrarba— L ELL T & AT

L7 (Figure 2-2)

Oral anticancer drug treatment patients (n=1,820)

Exclusions
Clinical trial patients (n=7)
Haemetologic tumor patients (n=138)
Initial dose unknown patient (n=1)

A A

Y

Study population (n=1,674)

¥ Y

UAC patients Non-UAC patients
(n=127) (n=1,547)

< Matching >

Matching nonconforming patient
UAC group (n=32)
Non-UAC group (n=1,452)

F 3

h

h 4 h 4

UAC group Non-UAC control group
(n=95) (n=95)

Figure 2-2 Flowchart of population study entry
Flowchart showing derivation of study population used in this analysis.

UAC: unplanned acute care
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Table 2-1 Factor analysis of chemotherapy-related UAC and patient background at the start

of event occurrence course (Univariate analysis)

Chemotherapy-related UAC
Case group, n (%) Control group, n

Characteristics (2e9) ©6) Oddsratio P-Value
(@=95) (95%CT)

Age (Mean£SD) 66.117.6 659176 1.00 (0.96-1.04) 0.89

Sex

Male 60 (63.2) 60(63.2) 1 (ref)

Female 35 (36.8) 35 (36.8) 1.00 (0.55-1.80) 1.00
BMI (Mean £ SD) 21.2%3.6 222%39 0.93 (0.85-1.00) 0.06*
Cancer type

Lung cancer 18 (18.9) 17 (17.9) 1 (ref)
Colorectal cancer 23 (24.2) 25 (26.3) 0.87 (0.36-2.08) 0.75
Gastric cancer 27 (28.4) 20(21.2) 1.27 (0.53-3.07) 0.59
Other 27 (28.4) 33 (34.7) 0.77 (0.34-1.78) 0.55
Comorbidities
No 54 (56.8) 55 (57.9) 1 (ref)
Yes 41(43.2) 40 (42.1) 1.04 (0.59-1.89) 0.88
Performance status (PS)
0 64 (67.4) 56 (58.9) 1 (ref)
1 26 (27.4) 36 (37.9) 0.63 (0.34-1.17) 0.15*
2 5(5.3) 3(3.2) 0.43 (0.33-6.38) 0.62
3 0(0.0) 0(0.0) -
14 0(0.0) 0(0.0) -
Treatment setting

Progression/recuirence 65 (68.4) 72(75.8) 1 (ref)

Cure (adjuvant/neoadjuvant) 30 (31.6) 23 (24.2) 1.44 (0.76-2.74) 0.26
Treatment line

1st 50 (52.6) 49 (51.6) 1 (ref)
z 2nd 45 (47.4) 46 (48.4) 0.96 (0.54-1.84) 0.88
Drug classification
Cytotoxic anticancer dmgs 65 (68.4) 65 (68.4) 1 (ref)
S-1 47 (49.5) 47 (49.5)
Capecitabine 10 (10.5) 10 (10.5)
Trifluridine/tipiracil 7(7.4) 7(7.4)
Tegafur/Uracil 1(1.1) 1(1.1)
Molecular targeted drugs 30 (31.6) 30 (31.6) 1.00 (0.54-1.84) 1.00
Regorafenib §(8.4) 8(8.4)
Gefitinib 1(4.2) 14(4.2)
Afatinib 4(4.2) 4(4.2)
Axitinib 3(3.2) 3(3.2)
Imatinib 3(3.2) 3(3.2)
Erlotinib 2(2.1) 2(2.1)
Sunitinib 1(1.1) 1(1.1)
Lenvatinib 1(L.1) 1(1.1)
Pazopanib 1(1.1) 1(1.1)
Everolimus 1(1.1) 1(1.1)
Treatment classification
Meonotherapy 69 (72.6) 69 (72.6) 1 (ref)
Injection combination therapy 26 (27.4) 26 (27.4) 1.00 (0.56-1.89) 1.00
Oxaliplatin+S-1 (SOX) 13 (13.7) 13 (13.7)
Oxaliplatin+Capecitabine (CapeOX) 10 (10.5) 10 (10.5)
Cisplatin+5-1 2(2.1) 2(2.1)
Gemcitabine+S-1 1(1.1) 1(1.1)
Dose reduction from the first course
No 81(85.3) 70 (83.2) 1 (ref)
Yes 14 (14.7) 16 (16.8) 0.85 (0.39-1.86) 0.69
*P<02

S-1: Tegafur/gimeracil/oteracil, BMI: Body mass index, UAC: Unplanned acute care
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Table 2-2  Factor analysis of chemotherapy-related UAC and laboratory values at the start of

event occurrence course (Univariate analysis)

Chemotherapy-related UAC

Case group, Control group, » i
Laboratory variables mean+S.D. mean+S.D. Odds ratio P-Value
(95%29CT)
(n=95) (n=95)
TP (g/dl) 6.810.6 6.8%0.6 0.88 (0.54-1.43) 0.59
Alb (2/dD) 3.8310.5 3.8%05 0.98 (0.56-1.70) 0.93
AST (UM 267156 26.31+15.5 1.00 (0.98-1.02) 0.87
ALT (UM 19.3£10.7 21.3£14.3 0.99 (0.96-1.01) 0.28
-GTP(U/) 51.1156.4 504%75.8 1.00 (1.00-1.00) 0.94
T-Bil (mg/dl) 0.6%0.3 0.6%0.3 1.29(0.49-3.38) 0.60
ALP (UMD 3244%201.8 308.1£167.7 1.00 (1.00-1.00) 0.54
eGFR (ml/min/1.73 m?)  75.8+225 75.8+22.6 1.00 (0.99-1.01) 0.99
BUN (mg/dl) 152451 14.8+4.7 1.02 (0.96-1.08) 0.57
Hb (g/dl) 11.8+1.9 11.8+22 1.00 (0.87-1.15) 1.00
RBC (10%ul) 381.4+64.6 387.7£79.0 1.00 (0.99-1.00) 0.55
Plt (10%/ul) 209+738 212%83 1.00 (0.96-1.03) 0.80
WBC (10%/ul) 593+22.7 549%23.2 1.01 (1.00-1.02) 0.20%
Neut (10%/ul) 38.3120.9 35.4%£20.7 1.01 (0.99-1.02) 0.33
Lymp (10%/ul) 14.8%5.1 13.6X6.4 1.04 (0.99-1.09) 0.16*
Mono (10%ul) 40121 38%15 1.06 (0.91-1.24) 0.46
CRP (mg/dl) 12£23 1.1+£1.8 1.03 (0.89-1.18) 0.71
LDH (U/) 238.0+140.3 238.61216.7 1.00 (1.00-1.00) 0.98
Glu (mg/dl) 108.1+24.4 114.3£29.3 0.99 (0.98-1.00) 0.12%
Na (mEq/) 140.9+2.6 143.8£28.0 0.98 (0.91-1.06) 0.61
K (mEg/1) 42104 4104 1.51(0.74-3.10) 0.26
Cl (mEq/1) 104.2%3.0 104.5+2.8 0.97 (0.88-1.07) 0.54
Ca (me/dl) 9.0+0.4 8.9+0.5 1.23 (0.63-2.41) 0.54
*P<02

TP: Total protein, Alb: Albumin, AST: Aspartate aminotransferase, ALT: Alanine aminotransferase, y-GTP: y-

Glutamyl transpeptidase, T-Bil: Total bilirubin, ALP: Alkaline phosphatase, eGFR: Estimated glemerular filtration

rate, BUN: Blood urea nitrogen, Hb: Hemoglobin, RBC: Red blood cell, Plt: Platelet, WBC: White blood cell, Neut:

Neutrophil, Lymp: Lymphocyte, Mono: Monocyte, CRP: C-reactive protein, LDH: Lactate dehydrogenase, Glu:

Glucose, UAC: Unplanned acute care
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3) MAALFEIEBIE O G 2L O 2HEHNEE (UAC) 22 T2 B O EH4
r—ARE(n = 95 IZRBIDEFOFEERIIHEO S WIEIZ TH 32 4 (33.7%) . LIEkEE

28 1:(29.5%) . FEEN 25 14:(26.3%) . BAKRER 20 14 (21.1%) . Fl/MEH: 17 {4 (17.9%) Téh-
2o F12 95 AP CHUSIEEMEHIAA T LD E ST T (n = 65) DA HFFRITHE DR
WIIEIZ, T 21 #4(32.3%) . FEER 19 1(29.2%) . BACRER 14 14 (21.5%) . Bo/Er: 12 £
(18.5%) . BJ&IEE 11 £ (16.9%) Th-o7=, 43 FARFIRIRIEDIR R A2 T T2 (n = 30) DA
FREGUL, BEREE 1718 (56.7%) . TR (36.7%) . FEEA6 14 (20.0%) . AR 6 (20.0%)

MR 5 4 (16.7%) Té 7= (Table 2-3) .
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Table 2-3 The nature of chemotherapy-related UAC for patients

Cytotoxic anticancer drugs Molecular targeted drugs

Total (%)
Adverse effect that caused UAC (%) (%)
(n=95)
(n=65) (n=30)

Diarthoea 21 (32.3) 11 (36.7) 32(33.7)
Skin reaction 11 (16.9) 17 (56.7) 28 (29.5)
Fever 19 (29.2) 6 (20.0) 25(26.3)
Anorexia 14 (21.5) 6 (20.0) 20 (21.1)
Nausea/Vomiting 12 (18.5) 5(16.7) 17 (17.9)
Stomach ache 5(7.7) 3 (10.0) 8(8.9)
Stomatitis 6(9.2) 1(3.3) 7(7.4)
Dehydration 3 (4.6) 3 (10.0) 6 (6.3)
Pneumonia 3(4.6) 2(6.7) 5(5.3)
Dizziness 4(4.6) 0 (0.0) 4(4.2)
Enteritis 3 (4.6) 0 (0.0) 3(3.2)
Liver disorder 2(3.1) 1(3.3) 3(3.2)
Cytopenia 2(3.1) 1(3.3) 3(3.2)
Oedema 2(3.1) 1(3.3) 3(3.2
Fatigue 3 (4.6) 0 (0.0) 3(3.2)
Epigastralgia 2(3.1) 1(3.3) 3(3.2)
Constipation 1(1.5) 2(6.7) 3(3.2
Others* 20 (30.8) 29 (96.7) 49 (51.6)

* If the total number of UAC for cytotoxic anticancer drugs or molecular targeted drugs is 2 or less, it is listed as
"Other". The number of occurrences of each adverse event is shown as overlapping numbers in the case that the
combination of multiple adverse events led to UAC.

UAC: Unplanned acute care
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4) HERRORAEERTON AALFHREBE O FHE S OZVERTER (UAC) DY AT KT

T — AR AR O B O S LM ARG R O B BT Tl WO B A B AR

OO T (Table 2-1, 2-2), HAEMAT T P <02 @ 5 SOIEHA [BMI., PS. HMEE

(WBC) | Vo7 EkEL (Lymp) | 33X OUMFEAE (Glu) 12 48 &b U7 228 24T Tk, BMI {KAEAS

Y2ZKFE U THiH &= (> XHE:0.90, 95%CT:0.83-0.99, P=0.03) (Table 2-4),

Table 2-4 Factor analysis of chemotherapy-related UAC and patient background at the start

of event occurrence course (Multivariate analysis)

Factor Odds ratio (95% CI) P-value
BMI (kg/m?) 0.90 (0.83-0.99) 0.03*
PS

0 1 (ref)

1 0.61 (0.31-1.20) 0.15

2 1.74 (0.33-9.25) 0.52

3 - -

4 - -
WBC 1.01(0.99-1.02) 0.27
Lymp 1.04 (0.98-1.10) 0.21
Glu 0.99 (0.98-1.01) 0.33

*: P<0.05

BMI: Body mass index, PS: Performance status, WBC: White blood cell, Lymp: Lymphocyte, Glu: Glucose

37



5) % BMI 43 JEIC S5 UAC OA v Xt

WHO @ BMI 3R EES<J@ R Lt Tl ARAERE (BMI<18.5) iX, BMI 7% 18.5kg/m? L) I
DOFEL LT UAC 23 & 12027 (odds ratio=2.338, 95% CI=1.091-5.009, P=0.026) (Figure
2-3), LOSUAEHEREERE (18.5 kg/m2=BMI<25 kg/m?) LI R EHE (25 kg/m2=BMI) TiL, Z1 LA

SHORELIEL THEZEIT -T2,

Nutritional status UAC(+) UAC() Odds ratio Odds ratio (95% CI) P-Value

Underweight (BMI<18.5) 24 12 — 2.338(1.091-5.009) 0.026*t

Normal range

(18.5< BMI<25) 61 68 — 1 0.712(0.386-1.314) 0.277*

Overweight (25 = BMI<40) 10 15 — 0.627(0.266-1.477) 0.283*
0.1 1 10

= 2 test, 1:P=0.05

Figure 2-3 Forest plots of the odds ratios of UAC based on individual nutritional status.

The World Health Organization (WHO) BMI classification was stratified with Underweight (BMI<18.5), Normal
range (18.5 =BMI<25), Overweight (Pre-obese, Obese class I and Obese class 11, 25 = BMI).

UAC: Unplanned acute care, BMI: Body mass index, CI: Confidence interval
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b

8 A3 AU RRIRIR 2 S\ T TN SR IBFE At R L LTE Bt FRIFFEIZ R0 | 23 AAB B IEBE D

UAC BRATDHEFTO BMI K 23, UAC 25| ST IVAZ NI EW (A X1:0.90, 95%

CI:0.83-0.99, P=0.03) 2241 THOLHNI LT, #IZ WHO @ BMI 73 3EICFE-S< @ BV ARMT

XD AR ERE (BMI<18.5 kg/m?) 1, BMI 23 18.5 kg/m? LL_EDOREL L TEV <D UAC %

&L oL AR Uz (A A H=2.338, 95% CI=1.091-5.009, P=0.026) , ZDOfk 1%, 23 AAbE

PIEL DA D — ABAGARF £ I3 E W72 2 220 BMI O 23, 8% 013 ARG (2 Bl

THHEFLROEBOYAZHENINERHEL TEY, 2—AF1 UAC £L TP CRH 53X CRUP (2

DIRNID ATREMEZ TR L TVVD,

MR PEHIAN A FED S-1 12X DD AALFIRIE O BMIK T 28k IS e 52 %

FEKTHHZE(54) ., S-1 12X A Mg EEDVAZIR LU TE BMI B AZENRESIL TN

(55), ZHbBlE, R—2F7A D BMI DMEWE ., S-1 IZEAF EHEORERNEIIHILh R

LCW5, SRIOHFFED R RIEBN BT D03 A FIFIERED UAC OFIF0013 S-1 25T

DA THY, BMI BMEWEE OB AALFRIER#E O UAC DUVAZZEDHERD 1 DL TE

AHD,

F2 0 FREEHNREIEDO T, DAALFIRIEEIHED UAC OBEE N KD S WEANL, 7705 =

T T 77F =7, =uaF =7 @ EGFR-TKI Th-o7z, $lZT777F =7 1% EGFR Z AR m[ A9

FREE9-5%5 2 1% EGFR-TKI THY ., EGFR Z Al WifIZfLE T 55 | R OIAITHL7 7 4

39



F=T R nF =7 INLELORNWEAZ I ERITIENRESN TS (56), T 77 F =71

BAL CIXEFE LRI MAHFER T2 LUX-Lung3 (Global) & LUX-Lung 6 (Asia) 3R DFE & fEHT

IZC, 7¥7 AN TR BMI(<25 kg / m?) 23 H & DO EIZET#HL T A ZENHIEII TS (57),

Flov T X —BHEETHOIA=F =7 1L, & BMI(<25 kg / m?) 2 TR H EHIFR 75

PGSR T ZEDNHE SN TS (58) , ZORERE v /L F T —BILHFIRICLOIG R TIX

BMI 2MEVE UAC ISV EE OF RLE—F L Ta,

AFFETIE B OTIDAFKIEEIC LD UAC O ERFKIT. B IEEE LK EEE ThH o7

(Table 2-3) , MlAREE EMFINAIRICEIDHEFTROIZEAE X, FBEE TH, BECRIR, L1

MR EDHIGIEE THY, 73 FERIIRRE TR EEE L TR Ch-o7z, THNZ, MlakE T

INATRE S FRERNIR R IE T2 FF R THY, EER MTRIT, RIECEME DOERIZED

Tt IR AR B I L LD B R BTN D PR DD, FI2 UAC 5 | & Z LT B g

DIFEAETL, EGFR-TKI (ZX5H D TH -7, ZOFEHRIL, UAC Z[alkEd 5729 BMI<IS8.5

kg/m? D O H I E (R TH) &R RS LTk L 7oA B FR ORI LY R 419

5 UAC @V AZ BE T 5720 DV AT AOREEE | B G E %3 A b7 X EHRIEIR T

DXIEREE BB RE DLV BEN ADPLE THHILZ /R TD,

AMFFEOR KL, DAL FIIEICEE S D UAC 2358 E T DERTO TR = — AR AR O A

AT R 2 I THRT L2 Z 8T KD SRR O V2R IS I RE R0 W2 ETH D, ARFFED R

FUEL ERZAAMITE L Z— R D B i DO A THY, UAC 2B LT DM AL
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ERE DA FERROBENIEF TR0 | MEZRFEFIBE MR TETUVRNZEIZED,| )

TRV AR A SN2 T2 ATREME D 8D, £ DT= D FEE OFRAERE ROGE EBIMEE SO 5720

I BEED LIS RIS L O E LT 0N DD,

A2, Hliek TlEdh 505 H ARD ERER TOR O AIIEEICB W T UAC 2 LBl

DI PALFIRIEBIE D A HERHROVAY KA ZFFE LI TOMIET DD, M AALFHRIERE

D UAC 34T HEETO BMI K T (BMI<18.5) N AZ K+ THY . 16 BLEHIZ BMI 2ME T

THRFITR LT, Mk L2 E H SO 2 922 LI K B 5 UAC mUAY B

R L, BT H IR E NS 292 T RHRIERO IS ROBE BB REDBES A AT L

DIEEEN LI THDHEE 2 D,
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B8 TI7F =T EREESNTOAIE/ NI BE BT 53A
EEDBREBBERBIUOG R REETHLEVEAEEOA AEDOR
%;J-

T

TI7F =T RUALEEE (LR, 77 7F =7) iX, ErbB 773U — AL /3—[EGFR (ErbB1) .
HER2 (ErbB2) . ErbB3, 33X ErbB41/H0L 7 /URiEE A al Wi E 352 L CHUIEE )
R 58 o EGFR-TKI TH5(59), £/, 777 F =71 ALFRIERIGHED
EGFR #{n 12 8249 51476/ N ifijE (Non-small cell lung cancer: NSCLC) F# & x5 &
U7z E B EE MAHRRER I Z 3\ C L AR YETEHR (777 F - A OF b 080E) BE L Pl U C e A AR 17
HIfH (Progression free survival:PFS) A EIZIERE S (37) . QOL FHANIZ I3\ T filifia BI# D i
WROYGEH RATRUI=ZED 5 (60)2014 4 5 A KVAI T EGFR AR 12 B 5O T A 6E
IXFRIE I N FRE DFRETRIREED 1| DL TS TS (61),

— 5T T 77 F=71E, HR EGFR-TKI(S 74 F =7, mbnF =7) LRERIC FHI,
JEIEE (85 A, INDRE) e E 3 @B CHRBLT DL M ST 5 (62), Grade3 ML
DEER FTHBLOREREL, ZNENREFID 144%FBED 16.6% THELL ., H— AR
EGFR-TKI JOEBEEIZHBLTHEMAE SN TN D (63, 64), Fi2 TR L OV O 4] [E%

WETOHMOPREITENTI 5 HE 9 HTHY, BRI INORI T L LN HmE SN
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TW% (60) . R FANE, KIECEME ORI DK LCEME R FENOE R EICEL2

NHRHY, EELREEREEIL, BE D QOL K FTIHIEKD—>THD (44) LMD, FRIED

TR FEIEANI O G 72 SR RRE N R IRAKRGE OBLR P D EETH L, EFRE AR THD

LUX-Lung 3 & LUX-Lung 6 OFEAMENTIZIWNTIL, 8 BI72cHERE | BT IS U7 & - RSE

I, T F =T ORIERIZa ba— L R[RETHHESINTEY (57) . & QOL [h] LLiB#E

HkBEDBLE N LIE T Z2RITER B H KD BN THD,

AR, ERO— 2RI BT D REHE . IEEE B L ORI A, 28RBS IO

BIROFHIMRE | DT 25O AMBEAHEES L TV D, 2O RD—DLL T, o

EIRAL 7 DR OZIEES O —Fa L BVISEEE-#i7EL 65 2L TRE DRIUTHIMHE

RS T BT DF — AEFENHEES VTN D, DAALFIEIED /78T EGFR-TKI {BEICE

UNTC [ R T R A - SRl A e BRI BT — DA NI ED TR RN 81T 2 B PR

FEOEJEL DK TR QOL DUHEDHENIIN TN (65),

ZDOXH7eFZID, 2011 4F 6 ABESLD AT B2 —FRBEIZERB WO TH, Ak D

RN T, RO SRR O —H T A 208 6 L UNKRER 72 ARG AE BE LRI/ 72 2L

BN G TIT VY, RN - B LB o — AER AR L TV D, Fio, B —E TN

PRAIOFTT 7 2F =7 O SAE DR (9.3%) THBL T L (8 AL A S A

BEE 1 2.8%) | o> EGFR-TKIs & b U CHRIEAO72BIVEF T2 T HI<0 R I o J8 AL B )

RWZ LD ATETET 77 F =7 10T T BEZIEO MR EL | HAINM EE TR
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FHHE B LU 72 ik A BLL BIE T B & FE M3 5 & DA MR LUV et 2 3l 372

HH)CTOWRBREIT E A FEFRICEDIBRO Kz = FARA U he LIRSl & ak—MF7E%

1172577,
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Jiik
1) R4

20144E5 H 7 R (777 F =7 OENARH) 76 2019 45 A 31 BIZENLBAAMIGEE 22—
BB CT 77 F =71 L DTG &% 7=, EGFR #{nTA# (=72 19 K&, L858R £ ) [
P C R AHE (StagelV) UL FFREIE/ RIS A BE Z x5 U=, £72, Uncommon %% 5%/
Common % 5% (L858R, Del 19) LI L G RDIH DL HE SN TODTZO BRI LT (66)

HEBRCHRARABRICSINL TOD A | BRI E GOV THERP L LT,

2) BEY

il

RS MR BMI, 108 AUSRIBHEEE . BLSEEE  ECOG PS. EGFR &+ ZEROZAT  JEH4sy

$4. BHARRFO TIERERE (AST, ALT, T-Bil) . & lig#éHE (Serum creatinine, BUN, eGFR, Ccr) . Alb

BELOCRP A L7z,
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3)a At tE H

FEIME A X, T 77 F =T IBEORKE AW, TOEFRIL. BT R NVEERR|C

FOT 77 F =T BROK T 2 BB LIS LU,

FRIRAFHNTE B 1L, H &5 (Dose intensity: DI) , Z&MRHliE L 7 77 F =7 IKEKD

FE EOF M, BEE oMM, HEOBEA, THOHBETOM &K O E Grade D

FIOHBLETOHIM., TG 30 H AN &I Grade 0 T, B E O HBLETOHIMH &

OB Grade O fEREEO HBLE COHIM ., 15WBILE 30 H LANO A Grade O R fEREE | 7

R, R 2 BEABROA I, FAIMICL2ERE 7 40— 7 vy 7 OFE R EE LD

EAEFROAEEL LT, BIWEH O Grade 1Z. NCI @ CTCAE v4.0 (25t~ TRl L72(64), DI i,

[EERICERGSNT-HEFHESN-HE X100 OXTEH L, &E Grade 1X. 777F =7

TR Chieb BIEEE O =\ O EIEH O Grade LiEFR LT,

4) G & FEF Bl R

T 77 F =T IR BH ORI 52 7 v —% Figure 3-1 [T/RLT,

X HRRE R PROEARFIZERIICIY | 207 IR RS A O REE (TTIREE RE - B NP RE - BEFERE)

OHIWT, BEA~OIRFEF OB (12 74— LRa ) BLOEREHE (RA T ESCREIE

MEZORRIEOHI) NERSIL, 77 7F =7 BRORIWEM O SR RIESRE (LI, B

ERIROS AN DIRALTT ST, IRFRBARATR  FEERFIL, Rl SEAIRT, F ROV

DALY 7 ISBEDPOOEFAAHRIIKIE L BB C TRARINE G 7+ 1 —T vy T 277057,
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TBIEHERF A O B2 2R ClL, EANC LVIRBTH IR ORI 721) TldZed, 7Re T

T AH, BIVE RIS s, BEBEORVIRLE/S T,

FEAN L GRE IBR BN T DEROERNC L D2 W, I EA DB LRI, BE ~DIRHF

TH# OB BIOREBHE N ERMSNT%, 77 7F =7 BIORENEM O SRHRIERE DS AL

FFEN., ERNSORFEIZLY . FAIRTAS K (Pharmaceutical outpatient service) #5272 3 5, HHl

2N IR FOE A DB RO R RIE DT iR LTtk . BE AT 2 FML 7=, Fo. PR

FE R FEAN O TEWILA GRIRAT Y 2— /b BRI bIT 72, 1B TR TR, &

fill, B RN BEAIBOWFTNND AL 7 ISBE DS DEFFHRD D> TS BT IS LTz, F7e,

AT LOIGHRBALG 1 HELAA L 2 BELINIC2f] (B, BB EFE 7+ —7 v 72 iR L

BB 1 BRI KO 2 BEILINICZ 2 LIS B I ERE 7 A —7 v 7 2Tl

Moty )  REIDOZZ LI HEICGU T, BB OEEFORELZEFIC 7+ —T v 7L,

R EFF DTG Wa A U, MERFIG RO E B2 LTI, REI ORI T e T 70 A3

fili . BIEHIREARG 36 L OVEE B0R 235 AIA0 E 8 TR L 7=, FRNCAELERIL. ERDBZE

BpC A L LB DIE T TRIME IR SR O SCRPFRIE S OB 23R R LTZ,

R L DR 8208 LOEEAIRTIC Lo ik CRAIRIANK) 13, T TA /v — DS I fil== THE

RS ATz, FEAIRT BT, B2 (IRITECRIEM &2 DX RIEOBI) 12 A sk TE

Rl U7z it B 36 L O A SEAERR O R A 276 T L7z, SR Tl B 20E (SRR SRk

DIRAED B ZAG I LTz, TRET T2 Z5Hilide LOEIE I RHmIZ 1%, mfE TR SRR O &
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HREE H A T,

Control group Pharmacist-led group
—  Physician —
- Diagnosis
- Eligiblity assessment for Afatinib Treatment
* Imformed consent 2
- Patient education [V
(Instructions for usage of medication, Treatment schedule, expectedside effects and its countermeasures) —
- Outpatient prescription of afatinib andits supportive care drugsfor side effects =3
- 6-.
-8 Pharmacist (Pharmaceutical outpatient service) 28
.: m
[4h] + Qutpatient prescription check o= §
a = Share patientinformation with phamacy phamacists
= (Treatment schedule, laboratory testvalues)
+ Patient education
_"g —
Q l
.g Pharmacy
o (Prescription check, dispensing and medication counseling)
] L]
-— —
= Physician, Pharmacist, Nurse I
| Telephone consultation support | 2
=
Pharmacist I Pharmacist (Pharmaceutical outpatientservice) ~— O
Telephonefollow-up within 1 week andwithin 2 weeks (1]
Telephonefollow-up (asnecessary) after afatinib treatment started
—— I R
- Pharmacist (Pharmaceutical outpatient servicé]
Physician -
+ Adherence assesement
- Adherence assesement * AE assesement i
. = Outpatient prescriptioncheck
AE assesement S o . .
- Patient education = Share patientinformation with phamacy phamacists <
o - Disease assesement + Patient education a7
o * Treatment continuity assesement —
- - Qutpatient prescription of afatinib and Physician I
8 its supportive care drugsfor side effects
+ Disease assesement
8 = Treatment continuity assesement
c —< |
g Pharmacy
[1}] (Prescription check, dispensing and medication counseling)
E -
[+ Physician, Pharmacist, Nurse I >
| Telephone consultation support | '_:;
Physician, Pharmacist, Nurse Pharmacist (Pharmaceutical outpatient service) 3
(1]
| Telephonefollow-up (asnecessary) | | Telephonefollow-up (asnecessary) |
——

l l

Continue until treatment failure

Figure 3-1 Afatinib treatment flow of Pharmacist-led group and control group
Services provided only in the pharmaceutical outpatient service are shown in blue. Services offered

by pharmacists on behalf of physicians are shown in red.
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5) WRHAEAT

AN L EOBFHT . REEE L OCRIENEBOT 77 F =7 BRI AT ~ OB,

Cox (LN —NET Va2 W S E BRITIC LRGN — 2B 52 THEE LT,

ANUD RIS 10 LU EERDIDITIEBRAE DT, Fo, FaHIE BB LR ORI &2 H

L, FEMOENT x 2 BiEE Mann-Whitney FRE S IZLDME A AV BIFEHFEE ETOHIH

I% Log-rank MREZMWTHNTLTZ, AEAKMEL P<0.05 Z2HEELZ, fi#HTIZIZ, IBM SPSS

Statistics version 22.0 (SPSS Inc. Chicago, IL, USA) % v 7=,

6) fi PEAY AL IS

AR, EISLDS A GE B 2 — R e fin B A 2 B 2 OKRRE 7571 2020-296) D7RGEZ 32 1S

TEEshT,
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D) BHEE =

I PICT 77 F =TI L AEEE EML T BT 93 4 ThY, AR 8RN 61 4

(65.6%)., XTHAHEDS 32 44(34.4%) ThhoTz, ZNENDOREDBFH TS e | Table 3-1, 3-2 [TRLT,

ERAIAT B RE D 7 36 FREEL el U CR R N B 12D 72> 72 (P=0.030) , B AR M A fiE 1

WA BRI TR bR o T,

Table 3-1 Patients’ characteristics

Pharmacist continuous intervention

Characteristics
With (n=61) Without (n=32) P value
Age, years 62 (33-76) 62 (38-77) 0.881@
Median (range)
Gender, n (%) 24(39.3) 16 (50.0) 0.381®
Male
BMI 22.7(16.2-35.5) 22.1(16.7-33.0) 0.994()
Median (range)
First line chemotherapy, n (%) 29 (47.5) 9(28.1) 0.140®
Smoking history, n (%) 25 (41.0) 21 (65.6) 0.030™7
EGFR mutation type, n (%)
L858R 14 (23.0) 10 (31.3) 0.303®
Del 19 47 (77.0) 22 (68.7)
ECOG PS. n (%)
0/1/2/3 29 (47.5)/24 (39.3)/8 (13.1)/0 (0.0) 11 (34.4)/15 (46.9)/5 (15.6)/1 (3.1) 0.372®
Classification of NSCLC, n (%)
Recurrence 17 (27.9) 7(21.9) 0.530®
Inoperable (Stage IV) 44 (72.1) 25 (78.1)

BMI: Body mass index, EGFR: Epidermal growth factor receptor, TKI: Tyrosine kinase inhibitor,

ECOG: Eastern cooperative oncology group, PS: Performance status, NSCLC: Non-small cell lung

cancer

(a): Mann-Whitney U test, (b): ¥2 test, T: P<0.05
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Table 3-2 Patients’ characteristics (Laboratory data)

Laboratory variables

Pharmacist continuous intervention

Median (range)

With (n=61)

Without (n=32)

P Value

AST (U/L)

ALT (U/L)

T-Bil (mg/dL)

Serum creatinine (mg/dL)
BUN (mg/dL)

eGFR (mL/min/1.73m?)
Cer (mL/min)

Alb (g/dL)

CRP (mg/dL)

22.0 (8.0-53.0)

16.0 (6.0-59.0)

0.49 (0.24-1.38)
0.68 (0.40-2.40)

13.6 (7.0-28.4)
74.0 (23.0-127.0)
78.4 (30.0-135.4)

4.0(1.8-5.3)
0.25 (0.03-19.40)

21.5(11.0-46.0)
15.0 (7.0-104.0)

0.45(0.24-1.60)

0.73 (0.38-1.80)

14.6 (6.2-23.9)
75.0 (29.0-147.0)
82.1(33.8-219.6)

4.0(2.3-4.8)
0.22 (0.03-18.63)

0.783
0.662

0.328
0.499
0.464
0.811
0.380

0.441
0.890

AST: Aspartate aminotransferase, ALT: Alanine aminotransferase, T-Bil: Total bilirubin, eGFR:

Estimated glomerular filtration rate, BUN: Blood urea nitrogen, Ccr: Creatinine clearance, Alb:

Albumin, CRP: C-reactive protein

*: Mann-Whitney U test, 1: P<0.05
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2) FAEN EEOBHHE  IEEHE KL OCRIWEMNEBICLLT 7 7 F =T 10 HR A~ D 3%

SEFAN TE O BHHE | AEE B ORIER B ZERHEH A THo7 77 F =710k

KNG 2 D5 SOV TR LT, Flin, PERI, BN A SRIR R BUER | EGFR B nf 28 5

A7 ECOG PS, Wl faa A &L CEEE 2EZMEL, COX BRI HT &2 T/ Tohb R,

SEA BT 2 ERE T, R RS B L IR IR KRIY A7 IS B2 TR0 b o7z G

hazard ratio =0.781, 95%CI1=0.461-1.322, P=0.357) ,

£, T 7 F =7 BRI B 2 5 2 DA IC OV TRET 2 T 7o A AR A LR

£ (FH%5 1% Hazard ratio=0.570, 95%CI=0.348-0.935, P=0.026) 3L O ECOG PS (0-1) (F4&

Hazard ratio =0.202, 95%CI=0.106-0.385, P <0.001) |%. /G L) A7 2 H IR FEE, i H

%% (FH#4#% Hazard ratio =0.756, 95%C1=0.442-1.294, P =0.308) | %, Tl A~ HE (StagelV) &[FIZ DR

JERI AT Ch-7-, — 5T, EGFR &in ZE R 17 (L858R) (%4 Hazard ratio =2.431,

95%CI=1.407-4.200, P =0.001) /X, EGFR /5 A 2% A7 (Del 19) LG TIREIRRI A %

HEICE DT, £72. ot (% Hazard ratio =1.847, 95%CI=0.977-3.200, P =0.059) B3 L

IR R (FH%% 7% Hazard ratio =1.807, 95%CI=0.986-3.310, P =0.055) |ZI%. P00 A B

VNASTRIE B A2 e i BT S BBV
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Adjusted Hazard Ratio

(95% CT) P values
_ 0.998 (0.977-1.020) 0.882
Age.years
Gender (female) e 1.847 (0.977-3.200) 0.059
First line chemotherapy —— 0.570 (0.348-0.935) 0.026+
Smoking history A 1.807 (0.986-3.310) 0.053
EGFR mutation type (L858R) [ 2.431 (1.407-4.200) 0.001%
ECOG PS (0-1) ——— 0.202 (0.106-0.385) =0.001%
Classification of NSCLC (Recurrence) —— 0.756 (0.442-1.294) 0.308
Pharmacist continuous intervention e 0.781 (0.461-1.322) 0357
0.1 1 10 +:P<0.05
Adjusted Hazard Ratio

Figure 3-2 Cox multivariate analysis of factors affecting the incidence of afatinib treatment

failure
CI: Confidence interval, EGFR: Epidermal growth factor receptor, NSCLC: Non-small cell lung

cancer, TKI: Tyrosine kinase inhibitor

3) &8 (Dose intensity) ~0D #2E

AR IEOBEZHE | IRFEE KR ORIERE BN T 7 7F =7 O &3R8 (Dose intensity)
\Z G2 DR BEART LTz, ZORE R, SEAIED 28 REL 76.6£19.9% THY, *HREEL 75.7£21.5%

THY, MEEFICH B EITRRO LI -T2 (P=0.948) ,
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4) EEHIC LD BERISR I B LI O Z 72 | BAAFE~DRE

BAnC LD BB SR IB L OEERZ2  BEABEA~ ORI OV T L 72 (Table 3-3) ,

AL DEEE 7 A0 — T v 7 OEIE L, FARN SRS B CZENE I 39.3%E 12.5%THY

HRANEH S CHBICEE 7 40 —T v 7 O EREI A D% 72 (P=0.009) , FBE NSO EEGEAH

ROE|E (P=0.384) . BANAFEDOEIE (P=0.924) W 1 WAL CH B ZEITRO LIV o T,

BRI 2 OEIBIE, ZNZEH42.6%E 21 9%E MFEICA B2 XERD Hiveh -~ 72 (P=0.068) 73,

AN EERETE VA H -T2,

Table 3-3 Impact on telephone response, unplanned consultations and emergency hospitalization

Pharmacist continuous intervention

P-value

With (n=61) Without (n=32)
Telephone follow-up .n(%) 24(39.3) 4(12.5) 0.0097@
Telephone contact from patient ,n(%) 34(55.7) 21(65.6) 0.384®
Unplanned consultations ,n(%) 26(42.6) 7(21.9) 0.068®
Emergency hospitalization ,n(%) 10(16.4) 5(15.6) 0.924®

(a): Fisher's exact test, (b): 2 test, T: P<0.05
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5) 777 F=TIRIRORIE, i, Pk ~DFE

A ZEOBELE  RE L OCRWEREBLICL DT 7 7 F =7 IR RO, B, $

[E~DOEEI AW TE LT (Table 3-4), 7775 =7 WA R KL B OB &%, 37

Bifl B RS ST FREE CTEILEI 68.9%E 62.5% THY ., A B ZITZRO LI -T2 (P=0.644) , 77

TF =T OFGEAFELIZBEDE BN TH, TIEN 67.2%E 68.5% THY ., AE2ITHR

OO T2 (P=0.880) , 7o, &G E2OW]EHEETOMMIL, 28 HE38 HTHY, AEAIT

RO HILIEI -T2 (P=0.064) 73, FEHIAN = ERED J7 3% G- 8O ) Bl & F T O 23V ME )

\Zholz, AEFERTOIRBEOIMIL, A FERET 2 #1(3.3%) THY ., ZOFHIZFE M

iR B TH T,

Table 3-4 Impact of afatinib withdrawal, dose reduction, and toxicity discontinuation

Pharmacist continuous intervention

With (n=61) Without (n=32) Frvatue
Drug withdrawal n(%) 42(68.9) 20(62.5) 0.644@
Dose reduction .n(%) 41(67.2) 22(68.8) 0.8800
Time to dose reduction [range] 28 [3-387] 38 [7-300] 0.064®
Treatment failure by adverse events n(%) 2(3.3) 0(0.0) 0.544

(a):y2 test, (b):Log-rank test, (c):Fisher's exact test 1:P<0.05
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6) 77 7F =T 1RO TR L O FFIEE OFEH

AN ZEOBEHE | IREEEH L CREREHICEDT 77 F =7 IR ORIERIZ SN T

A L7z (Table 3-5), 77 7T =712X% FHiIL, All Grade CIEIEAIRN L EREE X IREECENLE

I 91.8%¢& 87.5%. Grade 3 UL O EE/GEIRIL, 18.0%&E 15.6% (P=0.718) Toh-7=, FHIDH]

ERBETOHMO P REIZZNZNS HE6 HTHY, AEREITRD LD -7 (P=0.501),

E72 FHRIORE Grade ETOHIMOHRABIZZIZI0 10 HE 11 H (P=0.614) | 163 BHLAD) S 30

H AN OB Grade O FHIOEIES 1L 85.7%& 71.4% (P=0.116) THY , MfEICA B /2= 1T/ -

77

R &R E L, All Grade CTHEAIAR - EREL TR CTEIN LTI 95.1%E 84.4%., Grade 3 UL LD

FE7REIRIE 13.1%E 3.1% CTHVIRAIN EERETEZWMEAICH 7203, A B AITED L) -7

(P=0.174) , FZfEREEOHEIFEEECOMOFRALIL, ZEh 13 HE 11 H (P=0.550)72-

7o FT-F2JE R E DR Grade TCTOMM O FRAHITZNZH 49 HE 34 H (P=0.243) . 15

WS 30 H LLNO B Grade O R &R EDOE| AL 63.8%& 51.9% (P=0.116) THY, WA

BRET )T,
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Table 3-5 Details of diarrhea and skin reaction of afatinib

Pharmacist continuous intervention

- - P value
With (n=61) Without (n=32)

Diarrhea .n(%)

All Grade 56(91.8) 28(87.5) 0.718®

Gradel 22(36.1) 14(43.8)

Grade? 23(37.7) 9(28.1)

Grade3 11(15.0) 5(15.6)
Time to onset of diarrhea [range] 5[1-370] 6[1-375] 0.501®
Time to the worst grade of diarrhea [range] 10 [1-370] 11 [1-256] 0.614®
Worst grade of diarrhea within 30 days .n(%) 48(85.7%) 20(71.4%) 0.116@
Skin reaction .n(%)

All Grade 58(95.1) 27(84.4) 0.1748

Gradel 17(27.9) 8(25.0)

Grade2 33(54.1) 18(56.3)

Grade3 8(13.1) 1G3.1)
Time to onset of skin reaction [range] 13 [0-110] 11[0-375] 0.550®
Time to the worst grade of skin reaction [range] 49 [0-316] 34 [3-139] 0.243®
Worst grade of skin reaction within 30 days ,n(%) 37(63.8%) 14(51.9%) 0.295@
Dermatological intervention n(%) 33(54.1) 13(40.6) 0.276@

(a):y2 test, (b):Log-rank test {: P<0.05
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