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FLITR B 2 PP R AR AUCH & BEFIRAR DG TR e A i IR R

B, EIH, B, EANRLFE B E A

NIEAFMEBEER H¥W, L 2140002 R T H &2 2B RN+, T 214000;
LHAFWEAFER 4%¥#,LH 214000

 E HH:.3®OREREFEE,NARAGRIAFEF K, KRB L AT ERIR, W
5B RSN B TERAUC)ENLREEF T LA T ABRSAUCE B 74 LA
oA A M, ik iaE20195F6 A ~ 202156 A £ 5% 224 b A SURR R 1~ 20 64 44 Bh AL 77 3 #7 40 Bh
77 B E1016] M2 HHF oM S BREBESAUC, R SAREZLFTALERAARL
AUC 1~1.6mg-h-L", Wi B AFRRAAZETMwatEL, [~TETHPHNLEEA
15.9%; ¥ A F E BN T1.7~25mg-h-L'8, B85 L £ R A21.4%, L F 2R ars L £ %
A14.2%; B A FFHEANT2.6~3.0mg-h-L'8, BRI H L EE466.7%, % BREHZLSAUCT~
1.6mg-h- LW & FEANE REAEmier| LA THIBEFHRTHNAERFALEEZF (P>
0.05), Zit: 2 BEZLFAELEAABSAUC 1~1.6mg-h-L" , EXAEEEAN, EXTH

F& T E TR A% R A gm e R A T

KEIR LEERKR,BETOR; TP mieigR T

FESES
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FLIR I R A0 L AR DL R Y

M G835 26 06 0 ot 45 A i 8 Al R ™ B, A B
A7 OB HE B AT 2 SRR Y I A, £
PG fth 2% (docetaxel , DTX) VE A S AZ AT AW, % T
L9 A B Ay DA ROH B B AR | A s S O T
EEIEZAEM, KW, XTI R Y,
DTX F #E 40 ) A RSO0 580 8, WF5E /s, DTX
TC R G FH 24 502 B 34 23 5 kS v P 240 i o /b
& (febrile neutropenia,FN), A FilBi FN [ &
A=, I IR B 22 ok IR 48 B B (granulocyte
colony—stimulating factor, G-CSF) #47—Z ol # —
B {3 G-CSF nI 5 & B S B,
b IR Wi R N AN E B N R 1 s
Bl O DTX RS I 259 48 N i (area under
the curve, AUC)-5 H I i 7 M 2% DI AR O, SR M0, 2L T
AUC 5 DTX I8 5 1 B9 A G HERT IS AR 2, AUC 1Y
T FEI RS AR R S 5 BRSEABEZE DTX
25X 3 11 2% (pharmacokinetics , PK) A7 7€ X 57 E
W H A B DTX 60 mg - m™ 81k 36 A
75 ~ 100 mg - m™ B} ML "= FEPE B R, SUN N SR

R969.1
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— TGO DTX 167 SR Mg AUC 19 il & 7%
LRI EN 1.7~2.5mg-h-L", {HE A H T &
FEAS AUC MEAES G E IR AR I, I
A AR AUC P IH 9 B T B, G A 4
X DTX FefERa S AUC i B ik 17k — 25 i AfF 52,
MARA AUC 58 8 30 1 AH DG T 58 it PRITAG i
WEEPE A AR R R B2 2% [a]InF | AR 30T H 4803 2o 4R
PR AUC 8K B8 5 fig 7 3hE S 190 B M 1 G-
CSF, LIk ) 254 26 35 24 LU K/ AN BRI H Y

1 M#EFZE

1.1 IGERA#

AW 5T 28 TC ) T A ) AR A e P 2 40 B A o A
HeofE, BEHL 2019 4F 6 H ~2021 4F 6 H 15 K24
e = e 2 1 FL I R 101 B

I3 0 e 25 . (D RS W oA L P g
FUIRIE ARG T ~ M3 2 52 %l B A7 3087 5l B AT 18
H ST HE N AE)C-T FE[ZF IR (EEIL
BOBRA A BEBEN BT DTX 100 mg-m™?|5f TC(DTX
75 mg-m? BRA R BERERL ) 77 4 ; BAFE IR 20 ~ 80 £ 2
] ;@0 F T T REIEH ;O IR IES 0~ 2
o1 s @I H RLES BCA FARIT S 2 ~28d, H 2 IRE
A BN — AR A B BRI 45251
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M UM AR B A S ML FARA AUC 5 B My # 40 X % 4

12 Fik
120 wEor s BEHMH AE)C—T 5 TC ¥4
J7 T —2Aby7 BRI 1 R DTX #BKGHETE 1h;
21 KA1 JEH,
1.2.2 R & &g% 3t B g 97 25 M ok E W]

SR ML A5 B BETES . W L FE 1T DTX i 1 45
HIT 10 min ~ 78 7 45 FOR A W I AE 2 F DTX JH 7
ZER S 30 ~ 60 min NRAE PO AR B R AE = IR
2~3mL, ¥ T EDTA HU&ER 14,3000 r-min™ 2
> 10 min, B 200 pLL M3 & A B.O0E N, T 2 ~8C
VLRI, TR SR A % B G SR LR R] S, T
fazs AUC 45,

LU TR R 2V R A2 BRI S %2
W BB (Z8 N ) A B2 B | 7L A i L ok vk I S
K T DTX S5 B 1 25 4% B2, R MyCare 2454 2%
& 113 R (Saladax /\? VITHE DTX fazs AUC,
123 A AR e s AT R B BRI 4
Gk A A T A A BUBUIE 259 Stk O 2ok B

N4y FEARUE BRI O 9. AL TT 4L = 4.0 x 10%/L,

RN T A =2.0 x 10%L, T & = 110g-17,
M/ = 100 x 109715 T 2% . (A 40 3% (3.0 ~
3.9) x 10°/L, PR 40 M T4 (1.5 ~ 1.9) x 10%/L, It
I 95~109 g- L7, il /M T4 (75 ~ 99) x 10%
L T %% (40 M3 %0(2.0 ~ 2.9) x 101, H 4% 40 il
(1.0~ 1.4) x 1071, LT % 4 80 ~ 94 ¢- L, Ifil.
I (S50 ~ 74) x 10715 TN 2% . 40 M 3H %% (1.0 ~
1.9) x 10°/L, ¥R 4 i 1452 (0.5 ~ 0.9) x 10%/L, Ifi.
ZIER 1 65 ~79 g L7, /M IT 4 (25 ~ 49) x 10°/L;
IV . 40 i3T50 < 1.0 x 10°/L, w6 40 i 11 4%
<0.5x 10°%/L, IfiL 4L 8 11 < 65 g~ L7, i/ T4k < 25
x 10°/1.,

XF 101 191 58 35 AT I WY 75

\

PTG 73T, o

*ﬁﬁmAUC 5 1M 5 M B AR M
124 s T&4TAELRAT SRR A IR
R F AT IR AE IT-mT;ré%?EF%IW,;EE{EFH

G-CSF # Z 8] B # hl K A 5801 22 53
1.3 SZit=EFH*

AR UER . DA B AT B2 2R B 0 R
B, I R ART T i 5 0 i AR R E AT R -1k
I BB BRI 200 s QRS AUC THEZ5 R X F i
2y B BRI R R BR &R E ok
B EAREUE  Aid MER A AUC< I mg-h-L7', T4
o pr Iy He 1 #E TS

KT SPSS 26.0 et #R A AT B /3 A, i
R (x5 ) 6 o MR IE 25 40 A 1 B0 L3R o
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Ko, AR MIE 254370 i B R A AE S BB 56, 41
(] b3 R FH BRI 2R 22001 ,P< 0.05 A 2% H 48
NEI-98

2 & R

21 HBEHEMBER
s R BUE 101 B, 7 AR R R (55.70 +

10.58)§;A(E)C—T 56 1], TC 45 i ; 5 R 2 Wi hy ZL
g ARG T ~ 399 422 52 %l Bl Ak o7 =808 4 B Ak o7 i
F AT IRECN 1~ 4 K[A(E)C-T #% DTX F4f# 1T
B RTRTPEfEFH G-CSF /B 11 6], — 2 Ty /&
83 M, R A T
2.2 DTX 7% AUC 4F1ER

JITAT BB I S8 BT AR DTX # K 1
W i BE 1 e EE 5 B A 295 ~ 1300 ng - mL, Wi i
FE2 WREEJE N 34 ~ 345 ng-mL7, B iHE B EFA
A AUC {5 M (<1.0~3.0)mg-h-L"  SEH{E M (1.59
+0.46)mg-h- L7, KRB R ZERT 345, WE 1,
B RS AUC M7 55 250 (coefficient of varia-
tion,CV%) A 29% , 7] WL I F 1R £ AL 45 25 1 DTX
MZEH RS AUC 228K,

~ 3.5

<L

= 2.5

AUC(mg -
&

0.5

0 20 40 60 80 100
BEE (n=101)
E1 FREEERS AUC HHER

2.3 FHEMHLEBR

ABFFEH 89% 1 8 Ay e I H A KL 4R i
FIFIH - (recombinant human granulocyte colony—
stimulating factor,thG—CSF)2~5 pg-kg™ 505K £ ¥
b 20 R BRI 7 (pegylated recombinant
human granulocyte colony —stimulating factor,PEG —
thG-CSF)6 mg # 47— 2 al — % Fipy, H i, 82.2%
(83/101) B H 32 T — b7 ,6.9% (7/101) £ 35 4
2T R BRSO 17 8%(18/101),
T I R A AR 5.9%(6/101) 0~ T i
i) 5 I~ IV EE -8 R 40 i) J B AR 2 AUC Zl'ﬂ%ﬁf
TEGETT T8 3 (P=0.033),0 ~ IT 21 B i 2 5 4
A& AUC K (1.56+0.46)mg-h-L7", M~V EFRZE AUC
K (1.93+0.17 )mg-h- L7, 7N [6)F2 B 5 Bl 1 ol £ 3
SAUCHIZEL,
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F1 FREBEEBHEMNHBZEZERS AUCER (n=101)

HEEIMHIREE o HH(%) S AUCJEM (mg-h-1)
0 i 83 82.2 <1.0~24
[~ 12 11.9 13~26
M~V i 6 5.9 17~2.1
24 DX R&HWHES
Z B 2 VKR BRI B0 & [ E 22 Bk (%

MO A R BN R EER DTX 2235 [l #E17FR & AUC
GYUL %S AR DU A3 6 R U8 T 25 g = H
= e 1 i 8 & Bk 5 B 114 W R S8l 10 47 40 BT, DTX
Sy HR<lmgh-L' 1~1.6mg-h-L" 1.7~25mg-h-
L12.6~30mg-h-L" &>30mg-h-L" 4, i T4
FEH I AR ELS 3.0mg-h- L7, K B0 43 K< 1 mg -
h-I7' . 1~1.6mg-h-I' 1.7~2.5mg-h-1." 2.6 ~3.0 mg-
h- L AR50, Fa s AUC 5B BB i & 26 45 %A1
TR 2, Geit st R R Eeds AUC < 1.6 mg-
h-L7' 5874 AUC = 1.7 mg-h- L™ ™ 58 86 40 il %
AR EFATEGITFE X (P=0.017), A EFEEE
] =2 [ B 40 o 14 i A 38 22 AP AR G 22 0 L (P=
0.006), M I, #a& AUC < 1.6 mg-h-L~ % H B ™
IV RE R XU SRS, 1H AR 97 24 9 Wk 8 s g 22
B RV, VR B AR T AR O ORI A
A AUC = Img-h-L'ERSH TR, 25 LT,
DTX %4 G HEFTEHE N 1~ 1.6 mg-h-L™7,
£2 AUC SEBMHE EFHEMEM (n=101)

5B
B A e G corGy BB A
| .
SEME o BTN Ubw(e) R AR(%)
(mg+h-1") = 3
<1 12 11 1 000/12) 000/12)
1~1.6 44 37 7 15.9(7/44) 0(0/44)
1.7~25 42 39 3 21.4(9/42) 14.3(6/42)
2.6~3.0 3 3 0 66.7(2/3) 0(0/3)

25 ¥tF DTX #aZs AUC 1~1.6mg-h-L™" if G-
CSF BIRz A

ARAFFEXF DTX 8275 AUC 1~ 1.6mg-h-L" 1) 44
Bl B AT b, b 7 IR G-CSF & 1
o1l e A= A S, 37 Bl ] G-CSF /&35 6 11
LB S, RO AE R B R P=0.693,

3 it it

A (CSCO FLAR 1297 48 ) (2020 47 )P A
(E)C-T(1A) & TC(1A) 75 % R FUMR IR A5 5 VL5 Bl
697 J5 %8 DTX 7 2o 35 8 3% 5 7 Th R T 2 AE
FH . SR, DTX LR TE 3, T 5 IRIE ™, 23.4% 1)
BEALE DTX Aby7 i S8 IV 3 mIVE T OF 2 B

(C)1994-2023 China Academic Journal Electronic Publishing House. All rights reserved.

BRI E AT, A X DTX Y 307 2 4 i i) 30
e, 0] Wik P R FH G—CSF, IR i 7™ 5 i 6 410 ol 4 A=
RRKBEAR (1% ~ 7% )M AR (e A 77 S By
PERLAN M /01234 & K AR (2019 4F), TC 7% &
AC-T J E -4 & fa I R B & v b AT — 1B ; i
X RRAE K ARk PN B AT T R . A BESE
 89% 1 i A IT J5 W thG-CSF 5% PEG-thG-
CSF 47—l Wi, Hoh,82.29%(83/101) /&
B2 T — YW ,6.9%(7/101) (BB #Z T T
Bii o B R0 R kAR 17.8%(18/101) , ™ H
BEI ] % 4= RN 5.9%(6/101), (HE5SLPR™ BEA R
FRE - A B L B T R I = I R S B A
B, RTRE A A I AR B U T L6 T 2 Wk R W
B, 2% 80 BA & e & B B R & A %
W v T IE U

I F IR B (body surface area,BSA )il % )
BARERTRENERZE R EH R %E
TEZGRT RS AUC 2 e ATk 81 7 4%, SRS BR
K (clearance , CL) 2= e i v ik 3 10 4517, ARWF5Y
rRANAR T e K 22 KT 3 4%, WA L, i T8O R A
TERRAS AUC < Img-h-L7' 500, 173X 356 7 £ i
F DTX il 25 & B 5%, A8 F 3 H 55 BR i T PR &5 ek
TR BARTRAS AUC BfE, Rtk KBS b > A Ta]
R ZERT 3MEM450, A5 R & A AUC
) CV9% KT 29% , A UL3ET BSA 45245 DTX IfiL 24
WS AUC 2258 K, 0~ T gemaaimd 5 M~V
GeE BN A B Z AR AUC 22 R E1EGii T
B,

BT DTX 7 5RAS AUC /9 AH M 0T 58 A
%, (2T AUC M sh i BIAUR R A1 (L3R
3)o HRT, R N Y 225 30 R a5 2 w4 A
) 1.7 ~2.5mg-h-L7", {H M3 5 06 PR 52 e A7 7 —
25 WIFSE G it 45 5ok B 7LIRE (B % DTX
MFads AUC S5 BT BAL, EAF A IR TAE
S AN, o SR AL T A B S 2 L o
KA ARR B AR AT A R T R AR R R
FEVPAL DI A H RS ME R 5]

TS AUC< Img-h-L' i E, FFRAM
IR & A, HEES AUC 8K % JE AT fE R )7
R, B T R ADLH K B AT R E AR R
WEFEXT G B Bl A7 AT 5 g 00 Jl Al i 83 45 /)
&L, FET AT RAZS AUC 57 8% 2 T i B . 45
BT R B R A A AR S HE A L R R
DTX %4 % A 1~1.6mg-h-L",

T DTX F2& AUC AT 1~ 1.6mg-h-L7 A&
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SURR I3 BB % Wt R AL S AUC 5 B 3 dp ) A8 & M % A F IR

&

x3 ZEMERS AUCEEE

. HEEE RS AUC CL ,
L (mgem?)  (mgeh-LY) (Leh'em?) ik
EXTRA JM,et al®® 65 100 5.93+1.79 - NA
BURRIS H,et al™ 58 5~115 5919 183+54 NA
TAGUCHI T,et al™ 27 10~90 2.44+0.83 - Japanese
YAMAMOTO N,et al'® 29 60 266£091  245+64  Japanese
ROSING H,et al'? 24 100 3109  348+93 NA
TEN TUE Aliet ™ 51 75 601:323 1542694
Black
MINAMI H,et al® 69 60 2.68 29.4 Jpanaese

7E:'MINAMI H,et aliX33R B CL#43 A L-h

& W R 25 IR 52 53 #7 il 45 3k R B G-CSF #E 47 7l
Bi . 46 B T8 0T FN KA KU 9 B FN & A2 K
B dE it 20%, ™ FN & A KUK 8% FN R A3
10% ~ 20% , R AT AT 80% A6 47 i 4 Wl B JG s Tl g 1k
N G-CSF, AWF5¢xF F DTX Fa4s AUC 1 ~ 1.6 mg-
he L7 19 44 )58 5 47908, I A & B0 0 5 1 1
G-CSF 41 5k #i iy ff AL A7 75 b M 22 5, BRI,
TF 5% s 191 50 i A B, 0 52 25 4003 ok i — 2D R R AR
B ARG W 5 . thG—CSF — ERLRE B3 1 /¥
23, Jo Hidg PEG-rhG-CSF, A% 1 5% | Bifi 5 =
R B TRE (5T R AV 8 - 349 9% HH B A — 0 o 2 1Y
B ST VPAL 8 b, 0 IR T 25 W W 0 T ik R R
WABRYT R, WA R TR BOR S, e, G-
CSF 119 1 FH AT Be 3 A RS20 & A6 AR o AR 40 3
FH 4N 240 i R 16 BH 5, 9.6% 1) fR A T g
BN, K U ERA LS R SRS N
A A BTN FLR 9 B E N G-CSF Al fig
T 3697 RH DG IV R 9 b e DR T v 3k 4 I YA R
G b IR AL 5 2R BE AN B E L | R R A SR 4
B AE LA B 2 I B 40 B P O /9 B 40 R b )
A8 IR YT 25 W 5 2k G R R A6 2 G-CSF
I DT B AR O 2 ™ AN R SR R AR AR, 25 I
ik, ARBFIEIN A DTX 2@ S HEHE RS
AUC 1~1.6mg-h-L, fEL S H G, B #Hol %
JETC T 0B 1 7 P A 248 L 35 R I e 47 T
— Y REEA R IEAT I

S5 30k

SIEGEL RL, MILLER KD, JEMAL A. Cancer Statistics,
2017[J]. CA Cancer J Clin, 2017, 67(1): 7-30.

BEBE, 2 BRI R R 2 2 FLUIRE 2T R
[M]. AR T kB, 2020: 5.

BiEEGE, &, T M, . ZWRTEAT AW T
TE MBI /N A0 I AT T B BT (], 2 Bl AR AT

(3]

42

[10]

[12]

[14]

[15]

(C)1994-2023 China Academic Journal Electronic Publishing House. All rights reserved.

7, 2017, 25(3): 253-6.

ENGELS FK, LOOS WJ, VAN DER BOL JM, et al
Therapeutic drug monitoring for the individualization of
docetaxel dosing: a randomized pharmacokinetic study
[J]. Clin Cancer Res, 2011, 17(2): 353-62.

MINAMI H, KAWADA K, SASAKI Y, et al. Pharma-
cokinetics and pharmacodynamics of protein —unbound
docetaxel in cancer patients[]J]. Cancer Sci, 2006, 97(3):
235-41.

GOH BC, LEE SC, WANG LZ, et al. Explaining in-
terindividual variability of docetaxel pharmacokinetics
and pharmacodynamics in Asians through phenotyping
and genotyping strategies [J]. J Clin Oncol, 2002, 20
(17): 3683-90.

BRUNO R, VIVIER N, VEYRAT-FOLLET C, et al.
Population

pharmacokinetics and  pharmacokinetic —

pharmacodynamic relationships for docetaxel [J]. Invest
New Drugs, 2001, 19(2): 163-9.

SUN N, SHEN B, ZHU J, et al. Clinical application of
the AUC-guided dosage adjustment of docetaxel-based
chemotherapy for patients with solid tumours: a single
centre, prospective and randomised control study [J]. J

Transl Med, 2020, 18(1): 226.

JABAGI MJ, VEY N, GONCALVES A, et al. Risk of
secondary hematologic malignancies associated with
breast cancer chemotherapy and G-CSF support: a na-
tionwide population—based cohort[J]. Int J Cancer, 2021,
148(2): 375-84.

PAWLOSKI PA, LARSEN M, THORESEN A, et al.
Pegfilgrastim use and bone pain: a cohort study of
community —based cancer patients [J]. J Oncol Pharm
Pract, 2016, 22(3): 423-9.

MATTEO L, LUCIA DM, ANDREA B, et al. The five

“Ws” for bone pain due to the administration of
granulocyte —colony stimulating factors (G -CSFs) [J].
Crit Rev Oncol Hematol, 2014, 89(1): 112— 28.

BWA, FW, 5k &, ZUUMTA T =PIEIAR
I I 25103 01 2 B SE (1), BB R e B s R,
2017, 4(30): 319-22.

EXTRA JM, ROUSSEAU F, BRUNO R, et al. Phase
(RP 56976;
NSC 628503) given as a short intravenous infusion[]].
Cancer Res, 1993, 53(5): 1037-42.

BURRIS H, IRVIN R, KUHN ], et al. Phase I clini-

cal trial of taxotere administered as either a 2-hour

I and pharmacokinetic study of Taxotere

or 6-hour intravenous infusion[J]. J Clin Oncol, 1993,
11(5): 950-8.

TAGUCHI T, FURUE H, NIITANI H, et al. Phase I
clinical trial of RP 56976

(docetaxel) a new anti-

http://www.cnki.net



[16]

cancer drug [J]. Gan To Kagaku Ryoho, 1994, 21(12):
1997-2005.

YAMAMOTO N, TAMURA T, KAMIYA Y, et al. Cor-
relation between docetaxel clearance and estimated cy-

tochrome P450 activity by urinary metabolite of exoge-

nous cortisol[J]. J Clin Oncol, 2000, 18(11): 2301-8.

HE5IRKMR
Pharmaceutical and Clinical Research

al. Pharmacokinetics and metabolism of docetaxel ad-
ministered as a 1-h intravenous infusion [J]. Cancer
Chemother Pharmacol, 2000, 45(3): 213-8.

TEN THE AJ, VERWEIL] J, CARDUCCI MA, et al.
Prospective evaluation of the pharmacokinetics and

toxicity profile of docetaxel in the elderly [J]. J Clin

[17] ROSING H, LUSTIG V, VAN WARMERDAM LJ, et Oncol, 2005, 23(6): 1070-7.

Safety Window Study on Correlation Between Docetaxel Homeostasis AUC
and Myelosuppression in Breast Cancer Patients

XU Yunyun', CAO Lujuan?, XIE Bingxue®, YAO Ying’, YUAN Wenbo’, LU Zihong®, JIANG Sunmin’, YIN
Di*, WANG Dongxu’

'Department of Pharmacy, Affiliated Hospital of Jiangnan University, Wuxi 214000, China; *Wuxi Experi-
mental Center for Drug, Wuxi 214000, China; *Department of Pharmacy, Wuxi Maternity and Child Health
Care Hospital, Women’s Hospital of Jiangnan University, Wuxi 214002, China

ABSTRACT Objective: To determine the therapeutic window AUC in breast cancer patients and discuss
on its correlation with myelosuppression through retrospective analysis. Methods: A total of 101 breast

I - I receiving adjuvant or neoadjuvant chemotherapy
during June 2019 to June 2021 were selected. The AUC values of docetaxel were calculated by the Mycare

cancer patients pathologically diagnosed as stage

software and statistically analyzed. Results: When the therapeutic window reference range was 1 - 1.6 mg-
h-L7, no severe myelosuppression was found and the incidence rate of I -1l degree myelosuppression was
15.9%. When the reference range was 1.7 — 2.5 mg-h-L™, the incidence of myelosuppression was 21.4%,
with severe myelosuppression at 14.2%. When the reference range was 2.5-3.0 mg-h-L", the incidence of
myelosuppression was 60.7% . In addition, there was no significant difference between the prophylactic
administration of granulocyte stimulating factor and the non-prophylactic application for patients within the
reference range of 1-1.6mg-h-L" (P>0.05). Conclusion: The optimal treatment window reference range of
docetaxel is 1 —1.6mg-h-L™", within which patients need no prophylaxis with granulocyte—stimulating factor.

KEY WORDS Docetaxel; Area under the curve; Myelosuppression; Granulocyte colony—stimulating factor
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