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HAICBWT, 5-7 A1 v 7 2 A (5-Fluorouracil; 5-FU) ¥ X I8 2 7°F 5 (Cis-Diammine
Dichloro Platinum (11); CDDP)ff F#gti (FP 8i%) 13, EfTRERE QBRI L ST 2,
FP ik @ A 7 AR o i (median Overall Survival; mOS) 13#7 6 » H. 22313 (Response Rate;
RR) 134 30% & Wi X T 3 [12] BRI B T ET BB OEELRE L A I NTH
b, mOS 12#J 8 77 H. RR 13# 35% & A L MBEOHBENLRD LN TWB[3], Ll
BOG. MAMEMICERRER S X O NIRIEE O Ty, Lo T, FP K
FickE L O AT 2 2 L CHEEMR L @0 2B B S B R INTEY, 2%5
VEOWRBERTH B EIME TN T 5[4-6], Yamasaki O . F % & F 41 (Docetaxel;
DOC). CDDP ¥ X U 5-FU fif % (DCF #6i%) 25, HAANICH T 2T REREICN L TF
WIS R (RR=73%) 23 H 5 Z L ZWE L T 2[7], L LA b, £ 60% D EHIC
Grade IV DU HEREAV 3FIE L 72 2 & b fif& THE L T Y. DCF BHEITIEHR iR H il
MAlZELES C EDRBINT WS, IRICEH VT D Grade IV DUFHERIEA 37 50% I FIE
T2 LRI NTS(8-10], F7-ETHERICH T 2 DCFEEICIHVTIE, Grade 111/1V
DAFHERIEA 235 80% ICFIE L 72 & b i ST 5 [11,12], DCF &k I3 T Rl B
SRS BRI RIRECH B L EZ b N B, oW LEE IC§ 2Lk L kL
T b B HEIH 2550 ThEV & F 2 5115 [13-16], Xiao-Long & 1. HHEICK$ % DCF ik
LI F T ROERERIC BT 2 BEEOEGERE L TH Y. DOC M IR DK & 7
FRTH 3 L@ LT3 ([17], 7. DOC FI& & aF Bk C IXBE2 % 2 & T
% 03, Z Ot Grade IV D UFHERIRA 1 BlE S 2 BRI AR 7259 2> o T 7w [18], — RIS,
9 B 1T B\ TRARAFHBREAS 1,000/ul AT AR E < i, # 5% 23R YE (K
MAEF 72 FIFEICTHET 2 L DMEDH Y, HFhERBEE=2) v 735 2 LD T

HETH 5[19], % Z TRIFFE T, DCF FEEZMafT L 72T BB IS 3%, Grade IV
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Table 1; Baseline characteristics of oesophageal cancer patients (n = 66) treated with docetaxel (DOC),

cisplatin (CDDP), and 5-FU (5-FU)

Mean 95%Cl n
Age(years) 67 65-69 66
BMI (kg/m?) 20.7 20.0-21.5 66
BSA (m?) 1.62 1.58-1.67 66
Neutrophil (/uL) 4339 3871-4806 66
Monocyte (/uL) 442 396-487 66
RBC (x108/uL) 4.19 4.04-4.34 66
PLT (x10%/uL) 256 239-273 66
Hb (g/dL) 135 13.1-13.9 66
Ht (%) 40.9 39.7-42.1 66
K (mEg/L) 4.3 4.2-4.4 66
BUN (mg/dL) 14.3 13.1-15.4 66
Cre (mg/dL) 0.78 0.74-0.82 66
AST (IU/L) 20 17-23 66
ALT (IU/L) 15 14-17 66
yGTP (IU/L) 34 28-41 65
Alb (g/dL) 3.9 3.8-4.0 66
CRP (mg/dL) 0.57 0.32-0.81 66
CDDP (mg/body) 108.9 105.0-112.9 66
DOC (mg/body) 111.0 107.3-114.8 66
5-FU (mg/body) 1111.3 1073.5-1149.0 66




Abbreviations:

n %
Sex
Male 56 84.8
Female 10 15.2
Stage
I 3 4.5
I 19 28.8
" 30 455
v 14 21.2
Medication
ACEI or ARB 12 18.2
CCB 18 27.3
PPI 18 27.3
ACEI, angiotensin converting enzyme inhibitor; Alb, albumin;

ALT,

alanine

transaminase; ARB, angiotensin Il receptor blocker; AST, aspartate transaminase; BMI, body mass index;

BSA, body surface area; BUN, blood urea nitrogen; CCB, calcium channel blocker; CI, confidence

interval; Cre, creatinine; CRP, C-reactive protein; Hb, haemoglobin; Ht, haematocrit; K, potassium; n,

number; PLT, platelet; PPI, proton-pump inhibitor; RBC, red blood cell; y-GTP, gamma-glutamyl

transpeptidase
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DOC ¥ X UF CDDP(70mg/m?) % 2 IRiflil, % D% 5-FU(700mg/m?) % 5 HEIFikei S X #u7z,

BB X OEH ISR LT, A2 7 7L e X v F(150mg). v /& ka2 (0.75mg)F L O
7 ¥ Y A & (6.6mg) % DCF ik 30-45 D HNICHIRIE S Lz, 23 HHIE T ¥4 A2V v
DB XNz, Grade IV DIFHERIAD % FIE I FIET 2 & Tl X 1 25403, JEkE

Bk = v = — i~ ¥ (Granulocyte-colony stimulating factor;G-CSF) ¥ X OPTH 3% 5- & u7z,

HeRTAEHT

DCF ik % % 7= T Rl B o IRk 2 BT 7 v 7 X 0 R THNICHH#E L 72, DCF
PEMATHT O Ffin. AN (Body Mass Index;BM1), {43 Hif# (Body Surface Area; BSA), %
fEAEL # A s & ' DOC, CDDP ¥ X I 5-FU OB % L 72, R\ ThFhERE D 21k
F(ANew) Z5HHE L 72,

pre neutrophil count — nadir neutrophil count)
pre neutrophil count

ANeu:( x 100

Grade IV D#FHERFEA 13 Ef R M@ FERHE(Common Terminology Criteria for Adverse

Events; CTCAE) version 4.0 IC X > CTE#E L 7=,

FERS o Feil 12 12 Welch t-test 35 & UF Fisher’s exact test # V> 72, % ERE I+ 2 fiIEIZ B 2
b3, AEKEE5%(p<0.05) T 2 FEf D=2 E L 72, 2h3 81 Hedges’g % F\»C

IR L 72 [20],

IM, = M,|x N, + N, -2
\/(Nl _1)X (51)2 + (Nz _1)X (82)2
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M B X M I3 A, S1 5 X O Sy 3R HE(R 7= N1 5 X TF N2 1 Grade 11/111 35 X OF Grade IV
DIFFERIE D> DV v T TH 5, — T REIZ 05 TH. 08 L ETRE IR TWE,

¥ 7z, Hedges’g DfEFAXRIIZLAT D X 5 IR L 72,

2
95%C|=gi1.96x\/(N1+N2‘1)x[ 4 )x(u%]
2

(N, + N, - 3)
A7) =B L T, # v XH(0dds ratio; OR) Z % RE DB & L 72,

ZEUY AT 4y Z7HRETALICED, OR BXUZ NS 95%(5 fHIX [ (95% confidence
interval; 95%Cl) % k% . DCF ik X % Grade IV D IFH BRI O FRIK T % ko 7z, €T
IC XA BT IC T p<0.05 2 ORBREVRF UL L h o 7o T RTCOER 2 ED T, AT Y
—EHITHE N TIE, OR D 95%CI 28 1.0 ZEA TV WA, ETLVICED 72, Grade IV D
IR % PHIT 27200 H v A 7{EOWEICIE, Z{5EEERE: (Receiver Operating
Characteristic; ROC)Hifft Z #i % . X 512 ROC Hi#t F it (Area Under the ROC Curve; AUC)
PR L 7o RO 22T TS LT B L F IR 125 Grade IV D4 ERIRAD O 5354
RES)Z WM X252 & 9 212, NRI(Net Reclassification Index; NRI)3 X U8 IDI(Integrated
Discrimination Index; IDI)% F\> THEGET L 72 [21], #ERHENTICIZ, R3.1L1 Y 7 Y =T 2w

77
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DCF #EIC 52T, 49 A(74.2%) 53 Grade IV D #FHERIRA % F4E L 72 (Grade 111; 11 {4 Grade
I; 6 fl), Figure 1 DCF #iENi1T1% 15 H R DI hEREG#ERE 2R L 72, Grade 11/l 35 X O°
Grade IV D ERAKIFHEREIZ,. 21X 886(95%Cl : 708-1,065/uL) 5 X UF 282(95%Cl :
252-313/uL) T®H > 7z, ANeu fHIZ Z N Z 1 81.6(95%Cl : 78.6-84.7) % X ¥ 92.0(95%Cl :
90.9-933) CTH o 7, HARMMTOKR. Fin, M. 77=v +7v2T7I7—-%
(Alanine Transaminase; ALT) 5 X X7 v 7 2 v 1Z., Grade IV O ifFhEREA & HEICESHE L T
7-(Table 2), 7=, 7'm I v & v 7HEAH(Proton Pump Inhibitor;PP1) Z NAR L T\ 7z BEHE
Tl. Grade IV QU HHERIR 23% %> > 72 (OR : 8.30, 95%Cl : 1.10-376.37, p<0.05) (Table 3),

SHEEICBI L Cid, Fin(g=0.62). #FHhEk#(g=0.52), If/IMik%i(g=1.26). ALT(g=0.53)% X
W7 N7 2 v (g=0.61) 13 FEELL T - 72 (Figure 2), i HHERE DR E IR ICh 2200 b 5
T, Mt FN R G EE X% 257, DOC, CDDP & X Uf 5-FU ® & IC b #EEHAIE EE 1T
<, MRED /NI D072, Grade IV OEFHERIRD % FIE L 72 & 2 B2 G-CSF 05 %

ZIFTEL, 2NHD I B 29 A(59.2%) 25 FRiHi%E % % Tz,
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Figure 1; Neutrophil count-time profile (mean and 95 % confidence interval) after docetaxel, cisplatin, and 5-FU
chemotherapy. Patients with Grade Il/l1l and IV neutropenia are represented by the solid and dotted lines,
respectively. Only the mean values are described due to the small sample sizes in Day 12 and Day 13 for patients

with Grade II/111 neutropenia.
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Table 2; Univariate analysis (Welch t-test) of the risk factors for Grade IV neutropenia in oesophageal

cancer patients (n = 66) treated with docetaxel (DOC), cisplatin (CDDP), and 5-FU (5-FU)

Gradell/Ill Grade IV
P-value
Mean 95%Cl n Mean 95%ClI n

Age (years) 63 59-67 17 68 66-70 49  0.035
BMI (kg/m?) 21.2 19.6-22.9 17 20.6 19.7-21.5 49 0.45
BSA (m?) 1.64 1.56-1.73 17 1.61 1.56-1.67 49 0.55
Neutrophil (/uL) 5089 4172-6007 17 4078 3535-4621 49 0.057
Monocyte (/uL) 437 368-506 17 443 386-501 49 0.89
RBC (x105/uL) 4.15 3.85-4.44 17 4.20 4.03-4.38 49 0.72
PLT (x10%/uL) 312 281-344 17 236 219.1-253.5 49  <0.001"
Hb (g/dL) 13.3 12.4-14.2 17 13.6 13.1-14.1 49 0.57
Ht (%) 40.4 37.8-42.9 17 41.1 39.6-42.5 49 0.61
K (mEg/L) 4.3 4.1-4.5 17 4.3 4.2-4.4 49 0.78
BUN (mg/dL) 13.2 10.8-15.7 17 14.6 13.3-15.9 49 0.30
Cre (mg/dL) 0.75 0.69-0.81 17 0.79 0.74-0.84 49 0.24
AST (IU/L) 16 14-18 17 21 18-25 49 0.013"
ALT (IU/L) 13 11-15 17 16 14-18 49 0.030"
yGTP (IU/L) 41 21-62 17 32 27-37 48 0.38
Alb (g/dL) 3.7 3.5-3.9 17 3.9 3.8-4.1 49 0.038"
CRP (mg/dL) 0.90 0.21-1.59 17 0.45 0.21-0.69 49 0.21
CDDP (mg/body)  113.5 107.3-119.6 17 107.3 102.4-112.3 49 0.12
DOC (mg/body) 113.5 107.4-119.6 17 110.2 105.5-114.9 49 0.38

5-FU (mg/body) 1135.1 1073.8-1196.4 17 1103.0 1055.9-1150.1 49 0.39

“p< 0.05

Abbreviations: Alb, albumin; ALT, alanine transaminase; AST, aspartate transaminase; BMI, body mass
index; BSA, body surface area; BUN, blood urea nitrogen; CI, confidence interval; Cre, creatinine; CRP,
C-reactive protein; Hb, haemoglobin; Ht, haematocrit; K, potassium; n, number; PLT, platelet; RBC, red

blood cell; y-GTP, gamma-glutamyl transpeptidase
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Table 3; Univariate analysis (Fisher’s exact test) of the risk factors for Grade IV neutropenia in

oesophageal cancer patients (n = 66) treated with docetaxel, cisplatin, and 5-FU

Gradell/Ill Grade IV
P-value OR 95%ClI
n % n %
Sex
Male 15 88.2 41 83.7
1.00 0.69 0.064-4.02
Female 2 11.8 8 16.3
Stage
| 1 5.9 2 4.1
1 2 11.8 17 34.7
0.18 - -
11 11 64.7 19 38.8
v 3 17.6 11 22.4
Medication
ACEI or ARB 2 11.8 10 20.4 0.72 1.91 0.34-19.91
CCB 5 29.4 13 26.5 1.00 0.87 0.23-3.77
PPI 1 5.9 17 34.7 0.027" 8.30 1.10-376.37
“p < 0.05

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin Il receptor blocker;
CCB, calcium channel blocker; CI, confidence interval; n, number; OR, odds ratio; PPI, proton-pump

inhibitor
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Figure 2; Effect size (Hedges’ g) with 95 % confidence interval. Effect sizes were classified as either small (0.2),

medium (0.5), or large (> 0.8)

Abbreviations: 5-FU, 5-FU; Alb, albumin; ALT, alanine transaminase; AST, aspartate transaminase; BMI, body

mass index; BSA, body surface area; BUN, blood urea nitrogen; CDDP, cisplatin; Cre, creatinine; CRP,

C-reactive protein; DOC, docetaxel; Hb, haemoglobin; Ht, haematocrit; K, potassium; PLT, platelet; RBC, red

blood cell; y-GTP, gamma-glutamyl transpeptidas
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RNTEHER T Y 25 4 v 7 [FSH % FvC, Grade IV DIFHERIRD @ T8I T % #gt
L7z. % DFER. 1M/ (p<0.01). ALT(p<0.05). ¥ X O° PPI PR (p<0.05) % Grade IV @
T BRIR A & B L C 72 (Table 4), ROC figbit Dt If/MRE D@ A v b A4 7 fiE 1%
290x10%uL T & - 7z (Basic model; AUC : 0.81, 95%Cl : 0.70-0.93) (Table 5), Basic model 1%,

Grade IV DUFHRERIBA % FoHE L 72 49 ADBEEH D 5 B 41 N % HIH L (Sensitivity; Sen=83.7%)
FAED IS > 72 17 NDHEFD 5 H 12 N %5l L 72 (Specificity; Spe=70.6%),ALT 35 X U* PPI
WHREZET 2 L. Sen LU Spe 132 %41 755 5 X Uf 88.2% TH - 7= (Updated model;
AUC : 0.89, 95%Cl : 0.81-0.97) (Table 5), Updated model iZ . Grade IV D4 HERJRD % FHE
L7-8 NDBEDEY A7 FICIEL K I N, 6 ADBREMME Y R 7 FECASE Y5
I N7z, T, Grade /N DUFHERIEAD 2 FEIE L 72 9 ADBE MK Y R 7 FHICIEL < #9
I 1L NDBEME ) R 7 BEICAEYNIC A8 S 4172 (Table 6), 245 ® NRI 35 X U IDI
X, 2N X4 0.79(95%Cl; 0.33-1.25, p<0.001) I & T* 0.16(95%Cl; 0.060-0.25, p<0.01) TH >

7= (Table 5),
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Table 4; Multivariate analysis of the risk factors for Grade 1V neutropenia in oesophageal cancer patients

(n = 66) treated with docetaxel, cisplatin, and 5-FU

OR 95%ClI P-value

PLT (x10%/uL) 0.98 0.97-0.99 0.0052"

PPI 37.95 3.53-1660.64 0.015"

ALT (IU/L) 1.15 1.02-1.35 0.042"
Alb (g/dL) 4.09 0.69-27.10 0.12
Age (years) 1.07 0.98-1.19 0.14

“p< 0.05

Abbreviations: ALT, alanine transaminase; Alb, albumin; CI, confidence interval; OR, odds ratio; PLT,

platelet; PPI, proton-pump inhibitor
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Table 5; Discrimination and reclassification of the risk of Grade 1V neutropenia in oesophageal cancer patients (n = 66) treated with docetaxel, cisplatin, and 5-FU

Model Sen(%) Spe(%) Cut-off ROCarea IDI(95%CI) P-value NRI(95%CI) P-value
(BasiF():LrIodel) 837 706 2%?:5)03 (0.7%%93) reference
ALT 61.2 64.7 (|18/'E) (0_5%?579) i : : :
PPI 34.7 94.1 : o 5%?; ) : : : i
ALT + PPI 714 76.5 i o 603;_7589) ; i ] i
PLT+ALT 81.6 64.7 ] (0.701'?593) (-0.0%’?0?066) 0.19 (-o.gé?g.ag) 0.19
PLT + PPI 71.4 88.2 : (0.7%3; %) (0.03'11_8. 18) 0.0053" (0_2%?592) 0.0012"
AT ms wme o 8E s e I o

“p< 0.05
Abbreviations: ALT, alanine transaminase; IDI, integrated discrimination index; NRI, net reclassification index; PLT, platelet; PPI, proton-pump inhibitor; ROC,

receiver operating characteristic; Sen, sensitivity; Spe, specificity
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Table 6; Reclassification of the risk of Grade 1V neutropenia in oesophageal cancer patients (n = 66)

treated with docetaxel, cisplatin, and 5-FU

Number of subjects who did not developed Grade IV neutropenia

Updated model

Basic Model <0.25 <0.25-0.5< <0.5-0.75< >0.75
<0.25 2 0 0 0

<0.25-0.5< 5 0 0 1

<0.5-0.75< i 2 1 0
=>0.75 0 0 1 4

Number of subjects who developed Grade IV neutropenia

Updated model

Basic Model <0.25 <0.25-0.5< <0.5-0.75< >0.75
<0.25 0 0 0 0

<0.25-0.5< 2 0 2

<0.5-0.75< 0 0 3 6
=>0.75 0 i 3 32

@Hatched columns: patients were reclassified into a higher risk group

b|_atticed columns: patients were reclassified into a lower risk group

€0.25, 0.50, and 0.75 are event probabilities associated with the basic model
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Grade IV D HFHERERAD D FLHEZRICBI L T

AIFFE TR B X 0 & Grade IV D UFHERIED D FFEEN & D3 2> - 72[7-10], = & TH & 13,
BER TS X LT 3 Grade IV D IFHRERIEAD O FIEEI & % . Grade IV D AFHERIE D D

HEMEREZ XA ZHEEICTRD T2, _AXHEERLL T O X S ICERI N TV D,
7(6] D)=k x f(D|6)x n(6)

n(0|D). f(D|0). m(0)F X Nk ix. ZNZh Grade IV DIFHRERIRD O HLHER, LE, FHillE
EEIVEHERL TS, BB XOARIFES 5. n0)ix 0°%(1-0°L, f(D|0)iF 0%°(1-0)' &
725 72[7-10], % DGR, FHEMERIT 015(1-0)° & 7n o7z, BHRIEEIRAL D 013 0.63
T& Y. Updated model ® [ Ffl{iE (Positive Predictive Valug;PPV) % sk 72 & £ 5 0.92 & 7
27z, K\»T Updated model DG PELEZFR L2 & 25 6.4 TH o7z, Grade IV OUfrh

RBADERIEL/ZBEIZZ ) THRVEZTID D 64FBBHICRY T W & 2R L Tz,
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Grade IV D HEFHEBRIERD & M/IMREICES L T

AWIFEClE. Grade IV OEFHERIED D i b BHEE 72 TR F- 12 DCF FEERT O MUMRELTH -
720 Kogo & i, EFT RE KRR 1T B\ TEABORBIRERT O MV IMRELAS Grade IV D #FHIEK
WAHOLBCBEEL T e a@RELTWB[22], £/, Z0H v b A 7fllL 290x10%/uL
ThHolebWELTEHY, KK LERDOMHERTH o7z, —fRIYIC, FRILA» HGF 5N 21
IIMRBUIFEARE., BB XOCZLEM DT v 2B MKL Tw3 EE 2 i, EEIIER
10 HE#F 2o T3, fRIC DCF LR DMUMDV 23F i 2 iR R L T 3 & &
ZBE. 2 OWMERNBERICGEMTE 22605, LaALARD, KIFFEICH
TIE®» 2L I3HEL 22> 7= (Table 7). L7228 > T, MU/MRDIRA ZZA (Fan) 721 T B
DI RL T2 eF 2 b, FRIC, HFHERED A OBREEIC L - TEET 2 L
FExoNT0b, BlziE, A7 a4 FIZER 7 — 1 &0 7 — N O pERE R BN & &

WARg 7 — Vb DRI~ D UFhER DT E R HE S 5 & ST, DCF FETIE T F¥ A X
Vvx 3 HEEREG L TE Y. T X YV IFhERB ORI ZL 2 EERICEE T2 2 & h
Lo TWwd, Lo T, DCF BHERREH O MUMIE R HERE D RS 2 £ 555 2
X v &, DCF FEERGRT O IM/IMRED . I 28 B R v & v ) BRI & RE L 72 B

WREDIRIRIC 2 5 L B 2 b iz,
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Table 7; Platelet half-life (Day 1-4) and log-linear changes in oesophageal cancer patients (n = 66)

treated with docetaxel, cisplatin, and fluorouracil

r2 95 % CI P-value Half life 95 % CI
(day)
Gradell/Ill 0.17 0.024-0.39 <0.001" 8.90 5.57-22.20
Grade IV 0.13 0.043-0.25 <0.001" 8.35 5.86-14.57

“p< 0.05

8Pearson’s correlation coefficients were classified as low (0.04), intermediate (0.25), and high
(>0.64)

Abbreviations: Cl, confidence interval; r, Pearson’s correlation coefficien
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RNT, M/IRER & 45 D BER % SISt L 72, Biino & 12 M/IMRE & E#E I IZAHES 23 5
% L L, Ishiguro & (2 b v v R KR F VIRE L FEICIIBEERD S 2 EEME LT
W3[2324], 2N DWZED S, M/NRELE FElnic 3 52 DB A H 2 2 & BREBI N

Teo L L7230 AW IR/ L Flin o MBI IZ/NE <, ZHERED /N T 207z,
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Grade IV D HFHRERJEAD & PPI NRICEE L T

M/NRIRAME 1% PPI DRIVER & L CHBHY & < BRIRIC B W CREBR S 2, Lo LU ARIFZE Tl
PPI NAREE & FENIREFIC 351 2 BB RICEIZ e o 72, £ & TH 4 1. PPI & DOC, CDDP
B XU 5-FU OEYRBIHAEICE R %Y T/, PPl X CYP2C19 IC X > TRF# SN B 720,
CYP2C19 & MAMEMT 2 HH N HNEZ N o OIMFRESEMT 2L Ez2 LN, LAl
7235, DOC, CDDP # X Uf5-FU DL dh CYP2C19 A3 HEAHHREN CTH 2 & 13 &

TRy,

R\, DOC, CDDP 53X U 5-FU & ABC F 7 VAKR—X—iC DWW TR L7, DOC %
ABCC-10, CDDP i ABCC-1/2/5 35 X U 5-FU i3 ABCC-5 L HAMEHT 2 tfitia T3
[25], Pauli-Magnu & i3, PPI 2 ABC } 7 v A F—2 — DB H X UHERCTH 5 Z & 2
HLTWwB([26], £7-, PPLIZMIIEEICH 2 7u b v Ry FRHEST 3 2 &ic X b HifaEpH
DEYE KT 5, % OfE, #ifEIET®H 2 DOC OMINEHN ~DHLY AZRAHNIT 2
ATREMEDS B 2 [27], ch b % E BT 5 &, PPl 13 DOC Dkt % B X 2 2 2 & LHllufg
WEPEE I ¢ 2 AR D 2, L L s, 22’ Grade IV D hEkisd & BE L €

WBHE D DIARNFTED B2 OWIET 2 Z & IFEEL Vv,
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Grade IV D HFHRERIERA & FFESREICEI L T

FovrAv 7 A—vavicksbl, DOC #5514 48 WE D IR PARZACAHER 124 7 <

(<5%). #27 V77 v &iZ 204LNIM? & T T\ 5, filH AORFIMmEE% 1,500mL/min,
KD H1F o N7 PERERIE 2 v R 2R L2 25, 035 Loz, fIF
iR/ hE W Ld b, DOC DRHICIIHKRRNAEECTH S e ExbNT, —
e, ALT IZIFMABEN OBEEAIRE L XN TH Y, IFHERENICETE 2S5 & ALT X
ERI2MEMCH S, DF b, ALT 235 1F 1iE DOC DR ANEIES 2 Z & 23+l PAH
N3, BERIC X, FFHRERE © H 5 #1013 DOC DIiE A HER X T 5[28,29], [A
BRIC 5-FU BFICS K FET S Y e Fre ) IY v T e K a7 J —+(Dihydropyrimidine
Dehydrogenase; DPD) i & VY 73X 15, Z 4@z, DPD iGHEAME WA 13 5-FU O #2308
CHIET D EEZOND, LA LAAS Ogura b ifEH HARANIC BT DPD i&tEo KL
0.7%FEETH 2 L it LT\ 5[30], £ 7= Fleming & IZIFHEREIX T Ic BT d 5-FU 13 E
G HAIRETH 5 i LT\ 5 [31], 2%, 5-FU IIHHKREIC X 28 %X T IC
CWweEZ NS, CODP ICBIL TIXBHEITH 2 720, FHEREICIIEEZZ T h v & x

b T3,
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AHFFEDIRFIT DT

AWFRITIZ N O DMERDY S 5, 5 1iC, IMVIMES KO ALT @ OR %2 #1241 0.98
BLU LIS LIEFITNES hroTe, T, MVIMREE ALT ZifiiZsdi e L Cifio 272 T
Hb, KEFFETIE. ALT 22 103N L =& % E 2 % L. Grade IV DiFHHERIEA D Y X 7 13
K 4 fEEd 72 b eBRL T2, EHRAEREA T ) —ZRICEH L, $EKe VR
T Ay I RIT R o T WAL S %55, T HIEBRHE S % KRS T 2 alREMED & 3 72
DY) TH 2 LEZOLNDTZOFEMEL D> 72, 5 21T, Grade I/l DY v T A4 XA
Bl e THD, 2T T, BV TP A XK LI WATREZ F v ORI ZE % et
T2 Ll PYITNIARXICKELKHELZRZ T2 p 0L ZHET 2D TIEZE L,
FHENRETHIMERERET L L L Lz, LA LAEDD PPl DRI TIX, v 7
AZXBI LI B RERMELRH 2 LEZONI720 FHRIFITICCTRES v T3 A
R DR % 1T 2720 Z DAER. PPIIENAREEIC 351> T 70%D Grade IV DI HEREA D Y
27 W% FBIA TS G  BRE 40 HIC TR B0% THEARZ 2SO 1L 5 2 L RB I Tz,
Tz, R OMBERBHICD b b TR AN AEREMIO N A 072720, [H
FRICEHBZINT 21T o720 Z OREFR. KRESS BB ETH 572, 5% 312, Grade IV DAIFHER
Y DEBHERBBRARE 25 0 24 AHMEEIC TR 7223, BEEALZ L3 0 ofEHKXBTH
5, EEHKRTIE, v T AFA XN WEFchl, EFFICHRXCREEHOF Y T
YA RXBELINI L R BHMICH D, 2 ORRZIRIL T TR L 72 SHEEE 0 %2 H v < Tl
ETVERGHMEIT 2 L IFEEL v, E, BRREOANEZE 2 RICEE R Z LI, &K
BORERTH 2 0 DM EBEL. ZOfR e LThiHats X ohlattoBkzeEE T 5
ZETHDB, 22 TODEHKRE., 2 Y 3 DCFERIC X 3 Grade IV DU ERIIA O FEE
KOEHIXM ZK® PPV Z5tH 42 2 & & L7=(Figure 3), % D%, Updated model i< 3 1

3PPV BB XZ 90%E Y. EEFKICEWTEHEEGHIX 100fETh 3 LifERan, B
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41T ARHESE -l SN TP BRI E (Febrile Neutropenia; FN) IC B3 2 Z 83 Hisk 72 20 - 72,
HAESRIEE &1 X % &0 FN (ZAFFREREAS 500/ul DA T 2> D i AR 28 37.5°C L ETH
EERINT D, RIFFETIE. Grade IV DIFFRERID % FHE L 72 # 2 T2 G-CSF D
BEAZZTTEY ., —HETHNRIEE DRI Corz, ZORER, FEERC 1A h ek
RELSHEML T BEEME L, GCSFICLD2HRATH LD, FNICXD2RHATH 2000
HIEDHE L 2o 7o F 720 DCFREEICH 2 TP G-CSF &G DRIED AHITH . AHft
FETIIHF BRI D HICHH L 72T 24T > 72, % 51T, Grade IV OUFHEREA & T2 DB
BRICOVWTRGHEER L LOH A 2B TE Lo TEMT 2 2 & SR AD» - 72, BEHRIC X
I, IFHPERIEAIZ P HRICBES L Cw 32, ZOEELICIEBES L Tuwane ShTEsh,

Grade IV DHFFRERJEAD & PRI IZ AT I BIR M & 2 53T 5 [32,33],

RIFFROFER, DCFZEEIC X % Grade IV OAFHERIA X, 1GEZERT O I/ MRENC TPl © %
L2 EHREE N, PPINROFES X NALT 2 E B 5 2 & T, Grade IV O#FHHERIR
DYOFHREN L ET 5 2 &R Nz, fLEREIC B ORISR 2 2 L 3T
ZRVEIEHTH Y. Grade IV DUFHEKIED DRIEY X7 D H 2 BEHICH L CEYI 73K

— MNEEEABI RS LHPEETH B,
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Figure 3; Predictive values of various models according to the prevalence of Grade 1V neutropenia.
The basic, updated, platelet and proton-pump inhibitor, and platelet and alanine transaminase models
are represented by the long dashed, solid, dotted, and dot dashed lines, respectively. The grey shaded

column represents the 95 % probability interval (0.56-0.70) using Bayesian inference

Abbreviations: NPV, negative predictive value; PPV, positive predictive value
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55 1 B Clx DCF #%iE & Grade IV D #F BRI ICBI L THET 217 o 72, &5 11 B Tld. DCF #%
BB THHOOLNT WS 5-FUIKER L e %17 - 72, —M&WIC, 5-FU I3 TFLE.
B, BEEs X ORBECHEREING 2 3% WiEscd s, 5-FU DT r KT v /T
» %+ v — &% ®(Capecitabine; Cape) I JEEEIHIC 5-FU I A & 1L 2 POk 5 5 [34].,
Cape I3FFICHUES X WHECIL LA S TH b, EITFUE ST 2 mOS 1347 14 » H.
A TEHARNEAY 6 7 H B X O RR IIH 40% &5 S T 3 [35], HEFTHEEICE VTR,
mOS 13#) 11 » HT»H %[36,37], Cape (Z&hE721F T  WARPUEH &\ 5 i b FlfEYE2
JEHF T E DS, T REEMERE (Hand-Foot-Syndrome; HFS) 23 S AEFE IC FIE LI & 7e o T B,
Cape % & DL IC BT, #60%IC HFS 23F0E L FHEFIR#HEN: & 72> T3, HFS IX
QOLZE LIETEIRBZZET, av I IAT VADETICHEN>Tn3E L TN 5[38],
A ZIENT DFERCIE, M, mlRE B L O 5-FU R 52 HFS O ) A7 KT anTwb
P, R CIEZD LI BRIV A7HFIE R e bHEINTEY, HERR@EIEL T
72\2[39,40], Fx 235 | B CHIGT L 72 DCF A ICHE VT D, HFS 23 HIT 5 2 & i3 T
Y7 5-FU OFif 508 HFS © Y 2 7 KFTh 5 Z L ICIFEER 2K 5, £ & TR T

X, Cape ZNIRL 72HFICBEWT, HFSO Y A7 WF%FRb 2 L & L7z,
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2010 4E 3 A 2> & 2011 4F 3 H i KPR 2EERF @R B i T Cape % AR L 72 8838 52 4 %%t

ReLT-, BENRIL Table8 IR L 7=,

ARWFFE L. R EA I ER ORI E B & D AGE % 521 THME L 72 OKRE%E 5 15295).,
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Table 8; Baseline characteristics of the patients

Median 95 % ClI N
Age (years) 60 56-63 52
Hb (g/dL) 12.1 11.5-12.6 50
PLT (x10%/uL) 239 216-265 49
K (mEg/L) 4.3 4.0-4.5 34
BUN (mg/dL) 14 13-15 43
Cre (mg/dL) 0.63 0.60-0.71 49
AST (IU/L) 26 23-28 50
ALT (IU/L) 20 16-24 50
yGTP (IU/L) 26 23-40 40
Cape (mg/body) 2400 2400-2400 52

Abbreviations: ALT, alanine transaminase; AST, aspartate transaminase; BUN, blood urea nitrogen; Cape,
Capecitabine; Cl, confidence interval; Cre, creatinine; Hb, haemoglobin; K, potassium; n, number; PLT, platelet;

v-GTP, gamma-glutamyl transpeptidase
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Table 8; Baseline characteristics of the patients, continued

n %
Sex
Male 44 154
Female 44 84.6
Tumor type
Breast 39 75.0
Colon 12 23.1
Stomach 1 1.9
Premedications
Vitamin Bg 13 25.0
Moisturizing cream 6 11.5
Co-administered
anticancer drug
Bev 5 9.6
CDDP 1 1.9
CPA 1 1.9
DOC 5 9.6
Her 6 115
Lapa 3 5.8
I-OHP 5 9.6
MPA 1 1.9
PTX 1 1.9

Abbreviations: Bev, bevacizumab; CDDP, cisplatin; CPA, cyclophosphamide; DOC, docetaxel; Her,
trastuzumab; Lapa, lapatinib; I-OHP, oxaliplatin; MPA, medroxyprogesterone acetate; PTX, paclitaxel; n,

number
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Capel000-1250mg/m? % 1 H 2 [Al, 2 JEMINAR L 72 BEF 2R & L7z, HFS % FhE XL FEAE

T2 LTl GEICE, RBAL. AT 04 VX OHREIEY) IS TNz,

HeRTAEHT

Cape x NIR L - B E D[RRk 2 BT 7 X 0 BITHRIICTE L 72, Cape PARET D 4E i,
BAEAAL R A, HERISERA, Ml X O Cape DB ZFEL 72, HFS D27 L— Fi

CTCAEversion4.0 I X > CTEHEL 72,

YV INEDBNE L, FHRITH VY INVEDB R 57228 b5H D, ttest REDANT XY v
I MEDIEM D HEZ KE L ET IR H 5 /-0, BRI LELICiZ Brunner-Munzel
test 3 X U° Fisher’s exact test # F\ 7z, ZEMRTICH T 2MEIXE b d, FREKHE

5%(p<0.05) % A>T 2 B D ZE A ME L 72, IREIIUAT Z AW CEHRL 72,

median (M, ) — median (M, )

Effect size =
IQR (M, ) x 0.7413

IQR(Interquartile range) lXPUA7&IFHCTH 5, —MICRIREIZ 05 T, 08 ETKAKE X

nTw3, HREOMEHXME I boot-strapping ik X Y FHHELL 72,

7173 R L TiE, OR Z2WIREOE L L7,

COX Hfil~¥— FEF ALY | Cape PR DM £ IIZH & LEHID HFS JeiED 7
W%, BRI IC T p<0.05 20BN L L 72 5 72 T RCTOER TR, &

T —BHEITHBWTIE. OR D B%CI 25 1.0 # ZFA TR WIEEETVICED -, HiEtHE
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Cape NARIC 35T, 24 A(46.2%) 28 HFS % F&4E L 72 (Grade 111; 6 {5, Grade I1; 6 4. Grade I;
12 f5), HZS BT ORGSR, HFS % FIE L 72 B3 13~ 7 v © v (Haemoglobin; Hb) 2% & W i
HICH Y| ZhFE D LA TH - 72 (Table 9,10, Figure 4), ROC fi#HT DAER, Hb I X 2 HFS
DOHFEIC T 12mg/dL D7 H v M A TfETH o7z, Hb #EET 5 2 & T, HFS & EFRIC
FRAEL 72 23 A1 %13 Cape WARAT®D Hb fE2ARHIE) 0 BEFED > H 18 AZHHIL
(Sen=78.3%). FIEDHEH > 7= 27 A(1 %413 Cape PUIRHTD Hb A AKHE) D BEFED 5 5 18
N %A U 72 (Spe=66.7%), COX i~ — Figir o f5H, Hb 23 12 LAT @ B3 1% HFS &
fE F cOMM AR < 7 2 EAIC B - 72 (115 vs 75 days, log-rank test; p=0.30, HR=1.42, 95%Cl;
0.73-2.76, Figure 5, Basic model), —75. Vitamin Bs(VBs) MRS HFS FJiE £ oMM Ic 5 2 5

R8I 72> o 72 (104 vs 113 days, log-rank test; p= 0.69, HR=1.17, 95%Cl; 0.55-2.49, Figure 6),
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Table 9; Univariate analysis (Brunner-Munzel test) of the risk factors for developing Hand-Foot-Syndrome

Without HFS With HFS
P-value
Median 95%ClI n Median 95%ClI n

Age (years) 60 56-63 28 60 54-68 24 0.86
Hb (g/dL) 11.0 10.6-12.1 27 12.7 12.3-13.2 23 <0.001"
PLT (x10%/uL) 250 222-327 26 222 211-262 23 0.16
K (mEg/L) 4.4 4.0-4.5 25 4.1 3.9-45 9 0.31
BUN (mg/dL) 14 11-15 25 14 13-15 18 0.95
Cre (mg/dL) 0.65 0.60-0.73 26 0.61 0.58-0.72 23 0.39
AST (IU/L) 26 23-33 27 23 20-30 23 0.77
ALT (IU/L) 20 16-24 27 21 13-29 23 0.59
yGTP (IU/L) 29 24-59 20 26 19-44 20 0.44
Cape (mg/body) 2400 2400-3000 28 2400 2400-2400 24 0.94

“p< 0.05
Abbreviations: ALT, alanine transaminase; AST, aspartate transaminase; BUN, blood urea nitrogen; Cape,

Capecitabine; CI, confidence interval; Cre, creatinine; Hb, haemoglobin; HFS, hand-foot-syndrome; K,

potassium; n, number; PLT, platelet; y-GTP, gamma-glutamyl transpeptidase
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Table 10; Univariate analysis (Fisher’s exact test) of the risk factors for developing Hand-Foot-Syndrome

Without HFS With HFS
P-value OR 95%CI
n n
Sex
Male 7 1
0.06 7.42 0.84-359.54
Female 21 23
Tumor type
Breast 18 21
Colon 9 3
0.11 - -
Stomach 1 0
Premedications
Vitamin Bg 7 6 1.00 1.00 0.24-4.33
Moisturizing cream 6 4 0.74 1.36 0.27-7.53
Co-administered
anticancer drug
Bev 5 0
CDDP 1
CPA 0 1
DOC 3 2
Her 3 3 0.072 - -
Lapa 1 2
I-OHP 5 0
MPA 0
PTX 1 0

Abbreviations: Bev, bevacizumab; CDDP, cisplatin; CI, confidence interval; CPA, cyclophosphamide;
DOC, docetaxel; Her, trastuzumab; HFS, hand-foot-syndrome; Lapa, lapatinib; I-OHP, oxaliplatin; MPA,

medroxyprogesterone acetate; OR, odds ratio; PTX, paclitaxel; n, number
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Figure 4; The effect size with 95 % confidence interval. The effect size was classified as small (0.2),
medium (0.5) and large(>0.8).

Abbreviations: ALT, alanine transaminase; AST, aspartate transaminase; BUN, blood urea nitrogen; Cape,

Capecitabine; Cre, creatinine; Hb, haemoglobin; K, potassium; PLT, platelet; y-GTP, gamma-glutamyl
transpeptidase
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Figure 5; Kaplan-Maier curves showing the proportion of patients developing Hand-Foot-Syndrome with
hemoglobin values of 12 or below (solid line) and high hemoglobin values (>12; dotted line) during the

365 days (log-rank test, p=0.30, HR=1.42, 95%CI=0.73-2.76). Plus symbols indicate censoring.
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Figure 6; Kaplan-Maier curves showing the proportion of patients developing Hand-Foot-Syndrome with
(solid line) or without (dotted line) taking Vitamin Be during the 365 days (log-rank test, p=0.69, HR=1.17,

95%CI=0.55-2.49). Plus symbols indicate censoring.
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ABFFETIE. HFS DFESEIC Hb 255 2 K5 & 7o o 7. Hb 2372\ 13 & HFS D FEAEHE
NBIEFID D > 7225, COX T DIER D & I ANERELS L N TERD 57,

THIFHHIANF — FHOREZ# 72 LT n T &R TH - 72(p<0.027), % Z T, Ll
N FPEDOREEZDELE LAV EH w22 L, 2 Bllor 75 v=4 ¥ —
(Kaplan-Meier; KM) #fi## T i #& (Restricted Mean Survival Time;RMST) Z [E iz + 2 2 & &
L 72[41-43], % DfEHR, Cape WART: 60 H72>5 230 Hic BT, Ho 287\ 13 & HFS D%

JEDSEN B AEHR & 7 o 72 (RMST Ft=1.18-1.46, p<0.05, Figure 7).

TN E TITHFS & Hb OELEM G S T vs, Hb 2340 713 & RS I & A3 i
T2l EEICR D L EFMRESHD T2 2 L ARE I N T 2[4445], Lo LA
LEZNOLMEZY v I I 4 XH/N&E L ZDMHEAIZF5 2 - 72 (p< 0.01, r?= 0.09), 7. Levy
SITAERT L HFS IS I3BARDSH 2 L i LT 2 28, Fex ORETCIZ4ER & HFS 1< BEEI3 7
%> - 7z (log-rank test; p=0.36, HR=0.99, 95%Cl; 0.95-1.01)[46], % & TAWFZE TiZ. Hb & i
DFHBIRIR & SR IC G 372 2 & & L7z, w/h 3L E A 7284 815 (Simple  Linear
Regression; SLR) D51 T, Hb & En i ZMHBEBERZ RT3 TcE b o720
(p=0.060, r>=0.052). 4z i [A])7 (Quantile Regression;QR) % F\» 72 #5f Tl Hb & 4Ffiic 134
52 DAHBERAR A B B Z & SR X 7= (Figure 8)[47], SLR & 50%QR D % 23ZE L v 2 &
25, HHTEEDERICEH T B Hb DM IZIEM I &% 2 57z (Table 11), 72,

I 2 7e 213 EIRREAVN S (L BHEE CTIRERIRAK & 207z, UL, HEE
TIREBAEPRE O EAEHOPERDH L LEZLND, —BINICEIE TIIAEED
INEL B PR ENZ 22 %2F 25 e, SRz 213 L EIFIEIZ/NE &
2EEzZLND, A DQREMGTL7ZE 25, 30%QR 25 HFS D FIE% /3 HH T & 2 EH| &8

=17 o 7= (Table 11),
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Figure 7; The RMST ratio of patients with hemoglobin values of 12 or below and high hemoglobin

values.

The ranges display 95 % confidence interval; dotted lines indicate significance (P < 0.05).
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Figure 8; Distribution of age and hemoglobin values according to quantile regression analysis.

O : with Hand-Foot-Syndrome

X : without Hand-Foot-Syndrome
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Table 11; Quantile regression analysis between age and hemoglobin values

Quantile regression analysis

oLR Tau=5%  Tau=30%  Tau=50%  Tau=70%  Tau=95%
Intercept 9.40 3.51 8.67 9.71 11.83 16.57
Age (years) 0.041 0.093 0.044 0.038 0.017 -0.033
HFS (%) 79.17 66.67 93.75 76.00 64.86 51.02

Abbreviations: HFS, hand-foot-syndrome, SLR; simple linear regression
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KT, QRAHFS & 9  CHFITE 2 D0 L9 A F A TG L 72, Ffifii Precision
¥ X O Recall DFFFIF)TH %, Precision (& PPV, Recall (¥ Sen & [F%TH 25, —&ivIc,
AGEE T — 2L TIE ROCHIT L & FIEXERIE SN TH Y AHET — 2034 T
RLTWERT —XICE L TW»w5b L Xb, Precision, Recall 3 X U FEIZLAT %2 CEHE

L7,

True Positive

Precision = — >
(True Positive + False Positive)
True Positive
Recall = — :
(True Positive + False Negative)
F — measure = 1 0<a<l)
o - a)

— +
Pr ecision Recall

X 51T, boot-strapping 4. hold-out %3 X U double cross validation %1 C FEA ) b K & <
72 % 4347 5 (Quantile Point; Tau) Z 3K &, % @ Tau 23 b FULEES 25\ Tau & L 7-[48], %
DFER, Tau=0.4 D FAH (0=0.5) 25K & < \HFS D FAE# Tl 3 2 HE 125 E %> > 7= (Figure 9,10).
— AT hold-out i IERIHET T 25 AM % Ve SN TE Y  AIfIFETL 2 DAL A LN
7= (Figure 10), “X\>C Precision 3 X OF Recall D E & (o) ZHE AL & 2, RIS 21T -
7= (Figure 11), Tau %% 0.55 DA, A D o KN L TEE L2 FIETH 572, fF5 N7 Tau
ZJTIC, R T COX f#hTas X O KM i T iR % FLik L 7= (Figure 12,13), & 7 Vil D
R HFS ORIEICEWT Hb ZUJ ChRFMEEZERT 5 2 L PERTH -7 (Tau = 055

model,log-rank test, p = 0.023, HR = 2.17, 95 % CI = 1.11-4.12),,
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Figure 9; Combining two actual and two predicted labels produces four outcomes.
Abbreviations: QRL; quantile regression line, TP; true positive, TN; true negative, FP; false positive, FN; false

negative
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Figure 10; F-measure (a = 0.5) - Tau profile (median and 80 % confidence interval).

Abbreviations: Tau; quantile points, Solid line; double cross validation, Dashed line; hold out validation, Dotted
line; bootstrapping validation

The F-measure describe the balance between the precision and the recall. Precision is equivalent to positive

predictive value and recall is equivalent to sensitivity.
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Abbreviations: Tau; quantile points, Solid line; Tau = 0.4, Dashed line; Tau = 0.55, Dotted line; Others (0.05 <
Tau <0.95)

The F-measure describe the balance between the precision and the recall. The precision is equivalent to positive

predictive value and the recall is equivalent to sensitivity
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Figure 12; Kaplan-Maier curves showing the proportion of patients developing Hand-Foot-Syndrome during the
365 days. The Cox proportional hazard assumption of A and B was not satisfied.

A; Basic model (log-rank test, p = 0.30, HR = 1.42, 95 % CI = 0.73-2.76).

B; Tau = 0.4 model (log-rank test, p = 0.062, HR = 2.08, 95 % CI = 0.96-4.35).

C; Tau = 0.55 model (log-rank test, p = 0.023, HR = 2.17, 95 % Cl = 1.11-4.12).

Plus symbols indicate censoring.
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Figure 13; The RMST ratio of patients developing Hand-Foot-Syndrome during the 365 days.
A; Basic model (The Cox proportional hazard assumption was not satisfied).
B; Tau = 0.4 model (The Cox proportional hazard assumption was not satisfied).

C; Tau = 0.55 model (The Cox proportional hazard assumption was satisfied).
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HFS %5l ¥ie o FRKMPUEEICIE, FFYALEL Y VX7V BIUPR=ZF=TRY
D3HTS T 5 [49,50], Molpus £ Mangili 1%, V&Y —2fbFFvrey vEE5dicix
FREZMPLT T L HFS ORIETHHICEETH 5 LE L T35, H v T s A4 X0
EWZ EPMETH - 72[51,52], % & THA IF Mangili 5D 7 — 2 L 2EREL 72,

BIIPNE W R ERBCE T, IRV 255 DR iR TSR T 2 Z
Lt 5, AtEOHE, B3 076 L7 ) FRZEWCT T LA HFS DREZ T 5 Al
BEERE W ERHER I Nz, T/ aF v Ny FRerl aFxy 7 HFS ORIEZ WD &
5L omED D 2([5354], = F vIC X ZEENNENMEEHN., tLraxsricks
Prostaglandin I X T £ 5 MEILIROHE 2 &3 2 & REIME % Ui E & 5 Z &5 HFS
DYFHICEETH 5 AlREED B 5, VB NARDS HFS 1K L CHERNCTH - 745 H b fif¢ CF

2 5L, KWIME DI & HFS ICI3BE R H 5 L # 2 b 5[55],

AWFRITIZN L ODDMERYE D 2, $TH 11T, FYITAF A XN I W & TH 5,

IR IR RIS, SIREEZEDETRE L. 3V TAF A4 X X582 rRERIRY
INE L7z, —T7 Lewis B 12, Y A4 X2UNE W\ C & O S8 2B K EE 3 2 AT RERE
ZIEHL T 2720 FEXEOME ZHE T 2 LE 23 H 5 L& 2 b L 5[56]. & 2 I, ROC
FRMT DFE R, Hb OEOE A v A 7{lld 12mg/dL TH o 7=, L Lo, H I ERKICH
v FATHEZ DD DHREE TR\ 72 fH A D HFS O FERIHER % F W NPV % k@ 72 (Table
12)o S HE TICHFS I3 2 PHERIZTFEL T2 & 2 FE 3T, 56 11 T Tk PPV
VI XV LANPY AEELAEREZFEOLEZONS, Z DR, Tau = 0.4 model iT
FIF2ENPVIIEEXZ 0% 72  FEHKICECCTHEERE R 100REETH 3 LRI -,
55310, AW T Cape Dtz R G B 4255 Z L 3k o 7 —MRIVIC HRER
BBEBR% L aNIER 5138, HFS ORIEY 27 A3mE 2 L T T\w5[57,58], %5 4 i, Cape

PR o H AR 0E 38 (B R ~ 0 W) BRI, BRI, SeRB0 B3 2 iz 152 < & o3
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Ko Tz, IR OMED HFS OJRKICAR 2 2 ex3E2LNTEY, ZOoBE»H R
Fu 4 FOEMHBHIZINEYcH B LI NTWAB, 5§ 51T, Precision 3 X Uf Recall @ EH 4
T ICET 2ERZBA 0 TH 5, EAFTICBEL THiER L —LMIZ R, ERFEKRICH

T CHHEA 2RI E2MEDEDH 5,

AHWFFE DFER, Cape 1T X 2 HFS OFIEICIZ Hb A FHIKT-& 725 2 L ASRB E iz, £ 72,
RMST I3l A2 Z[ET 52 L TREL Ro722 26, Hb LEWAZ[ET 5 Z & 25 HFS

FhEZ Fl$ 2 Eolio CTHEHETH L L E X b,
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Table 12; Predictive values of hemoglobin and patients age according to the prevalance of

Hand-Foot-Syndrome.

Basic model Tau = 0.4 model Tau = 0.55 model
Prevalence of HFS
PPV NPV PPV NPV PPV NPV
50 % 75.8 70.3 66.6 92.3 75.8 77.3
60 % 82.4 61.2 74.9 88.9 82.4 69.4

Abbreviations: Hb, hemoglobin; HFS, hand-foot-syndrome; NPV, negative predictive value; PPV,

positive predictive value
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551 B Cld, BB IS 5 DCF AT 3513 2 A BRI A TR -1 B3 5 #ia % 4T - 72, DCF
L TlE, Grade IV OUFHERINA 25 50% LA FICFEIR L 72 & 023 ® 5 23, Grade IV D 5 H BRI
Yot —V AV T LREPEY R OBIR»OEETH L, LELAEYEL, INET
Grade IV DA HERIFA 158 < BE S 2 IR FICBE L CHIEZR RIS o T Za v, KETIHE,
REE IS A, ZIRE, €7 Vs X =4 XHEE % VT, Grade IV O HERIRA D 7l
KT Z2Bat L7z, ZofR, IRESLCZAOEEKHEIE [HicER HKwor] 2l d [H
VINFAZPINE D ICEBERENH O] 2T -0IcERATH o2, /2T
VAHIICBI L <t ko 7z Pl T A3 En2d 5 £ < Grade IV OAFHEREA % 0BT & % 5
ERET 27D ICHMTH 072, FHADRFTOKR. Grade IV D#FHEREAD O FHIKF & L <,
(b2 BaAG A O M/ IMVEL, IFFRERERE O —>TH 2 ALT ik X U PPI NIROEELREFHTH %
T EDIRBR I N, % DIGHETHIEIL 92% & 5 < . DCF BEEIC 1T % Grade IV O 4FHERIE AT HI

T MAATRET S %,

5N FETIE, FERHHO PRI K72, Cape EEICH T 2 HFS ICBH3 2 FHIAFICOWTH
#t & 1T o 72, Cape (37U, KIGHE. BRESICHEHI T3 7 v(by ) IV v RIUEETH 5 2%,
R ZRBIERIC HFS 235 V| Cape JRRICHE VT BO%ICHEIIS 2 & I Twd, Ll HFS
DFRBIFE L PHIR IR L CIRIR RIS o hTnZrv, 22T, HFS #Hlick T 5
IR Y R 7 IRF-DIFE R R D 72 COX ¥ — FET A Z VT A7 HTF 2B L 72,
— I COX Hfl A~ — KT VTR B Y)Y 2 F & 2 T ICH W S 5 JiETH % 53,
el — PR A < v P R —E) 2 IE T 2 &\ ) KE R0 T 2177 5 &
EHB 5, Lh LD SIEE, IPASS 5 X U ICON-7 illfize &, Wil — FHEZE T & 7o
BAMEIND X 512> TWB[59-60], %2 T, Hpl~F— FIEDHREZHHEE L 7ot T
#ETH2 RMST ZHWTHRETL 72, Z DfER. Cape PRI 60-230 H % Tld. fbAiEbliani o

Hb 2% HFS FIICH L CHERICHBET 2 2 ¢ BmBaI Nz, ~F— PR —ETHR W & ITiE
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HT 3¢, FERXEICENTDAR HFS BHIC~E 7 e VEAS L Tw3HiREARD, VR
K70 AR Ic 2 b3 5 S L MR S e, E2E T AFHECIX. Filive Ho A0 MHBIRIR
BOMAERFICL VERL, 2hZhopfifiicsid 3 HFS O MRES ©H 2 F fE(Precision &
X O Recall DFAFIF) %k 7z, & 51T double cross validation ICC FEAIRD KE L B ET
N, JULRRNOECET VLI L7z, 5 La—EOfEiTic kb, FiikAbe TEET
ZETETADTHREN PG R 2L H 2 2L, &L ICEE OB EZINKT 3 2 L5
X0 —EHERAETIRREABONDE LRI N, INODERLL, HFS KT 5 ~v4 =Y
AV PEH—THERETERLS, RAGFMIOC L CGEEZ(LT ¢ 5 2 & T, X vy zE

B EOXIGICERIT 2 Z L XAA[EETH 5 2 L REE LT,
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LS

I FE TN E % H 7 [ The effect of aprepitant and dexamethasone combination on
paclitaxel-induced hypersensitivity reaction] Z ¥~ 13 L7z, L2 L7235, American Statistical
Association (% p lED R Z LAT ORRICIRE L. KEURE Z @ IGEE 2 2 L IcE#ZIRS LT

(AR

I: P-values can indicate how incompatible the data are with a specified statistical model.

Il: P-values do not measure the probability that the studied hypothesis is true, or the probability that the

data were produced by random chance alone.

I11: Scientific conclusions and business or policy decisions should not be based only on whether a p-value

passes a specific threshold.

IV: Proper inference requires full reporting and transparency.

V: A p-value, or statistical significance, does not measure the size of an effect or the importance of a result.

VI: By itself, a p-value does not provide a good measure of evidence regarding a model or hypothesis.

A9 ¢ 13 American Statistical Association D7 L 7238 2 HMICiER L 72, —f&Ic, THEE

By TN A XBLUOERELOEEINS,

T statistic = Sample size x Effect size

IRIERGHICEWTKER THETEES2RDEMA S IEZ, Y ITAI A X2 RKELT B LT
Hb, LPLEBEROYF Y TAIARXEZRELLESGE. IROKZINNSIL ELEREE RN
HoTHbZ eichd, —H. THIAEINILCEIMPEORZTINNIWEFRL AW, £C

TpEDHZRAT 2D TIEEL, RBEO I THRET T2 2 LBEETH 2 LF 2T,
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T (MR- ) 21T 1ICh 7z, FOML 2 DIE AT, ETVEKE L. K\ TR
WETHELNEZT—2ZHOCTETAZEMEL T 2B RNTH L, L2LAEDLI D
FRICEKRE RMESFEST 2, BONET— 20T ARHBELEZEA. GohizT—2IC
W 2T VOBMAEEIIIEFICEL 2 (F—"=T 4 v T4 v )P, RADT —2ICHT %€
TADOTMEE AEe L IERS v, D b HEHENT (p EPIRE) 2 5 13 T V% 47 ICHi
TELZLEVEETH-oTH, ETAVOTRIBENZFHHET 2 2 & IIARARETH 5, £ Z TAMFKET
E, BLEHIENT IS 2 CE 7 VR S ff ¢ TGS 2 2 L 3 EETH B L E 272, NRI < IDI (F#7
s TV OFSFERES % FHl T 5 5&ICEH TH Y . doublecross validation (X 7 v D FHIEES] &
TS 2 A ICHERTH 572, TO XD REEHL L, BRFECENT p il 2RESIVOET

VAT A g CRET T 3 Z L AEECTH B EE 2 LT,

BUE sfbedikic X 2 BIfE o EEAE L RBIRNICE L Tid, IREZH Ve T VORI
Ko T, BMUAREERT O B HRAEICE S < PHREDS M LS 2 2 LR a sz, £, BIfEH
FEHL O T RIMERERFAT I 1 double cross validation 2G4 TH o 7=, AL TR O WA 2 HicE
TR LTI 2175 2 i X o T HI/NS 9 v A9 4 XDEERIEW» b TH - ThH,

YRR OAINIER K 2O BEMEIL TR REIC R 5 2 L ARSI Nz,
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