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Clinical study on the prevention and treatment of capecitabine-related
hand-foot syndrome by modified Guizhi Decoction "
ZHOU Yingjia \SSHEN Hongmei , HUANG Jie ,ZHAO Ruilian
(Integrated Traditional and Western Medicine Cancer Research Center ,the Third A f filiated
Hospital o f Kunming Medical University/Yunnan Cancer Hospital , Kunming ,Yunnan 650106 ,China)

[Abstract] Objective To compare the clinical efficacy of external application of modified Guizhi Decoc-
tion and vitamin B; ointment in the prevention and treatment of capecitabine-related hand-foot syndrome
(HFS). Methods A total of 80 patients with malignant tumors who received chemotherapy with capecitabine
in this hospital were selected and divided into the observation group and the control group,with 40 cases in
each group. For patients in the observation group,at the beginning of the chemotherapy,external use of modi-
fied Guizhi Decoction solution was applied to soak hands and feet,20 min each time, twice a day in the morning
and evening. For patients in the control group,at the beginning of the chemotherapy, external application of
vitamin By ointment was applied to the skin of both hands and feet, twice a day in the morning and evening.
Twenty-one days was a cycle,and both groups observed 2 cycles. The incidence of HFS, serum cyclooxygen-
ase-2 (COX-2) level,skin disease quality of life index (DLQI) score and incidence of complications were com-
pared between the two groups. Results At the end of chemotherapy,the incidence rate of HFS in the control
group (42.5%) was higher than that in the observation group (15.0%),and the difference was statistically
significant (P<C0. 05). At the 21st and 42nd day of chemotherapy,the serum levels of COX-2 in the control
group were higher than those in the observation group,and the differences were statistically significant (P<C
0.01). There was no significant difference in the proportion of patients with stable or increased DLQI score
between the two groups (P>>0. 05). Conclusion Chinese herbal medicine modified Guizhi Decoction can re-
duce the level of COX-2 in peripheral blood of patients,delay the occurrence of HFS,and reduce the incidence
of HFS.

[ Key words | capecitabine;cyclooxygenase-2;hand-foot syndrome

TR AR — AT IR FUR e 254 A 58 CFLIR AN Sk U R iR T . TR 4R A AE (hand-
58 7 80 T sz M dr, HEr & 7 iz i Fifk foot syndrome, HFS) J& HARMRE 19 R RN - O 71 i

* BEWE . A WA MM (R ERA L TD (2017FE468-216) s 25 B 4 2 H T BH A WF 58 36 4 BT H (201815224) 5 4 [6 Hh = 25 81 3
BT AA RV H (2019-07-10) . EHE B A W (1983 —) . VA BN 78 32 1 W50 AR, 3220 D3 o = b 9 8L O TG A T 5%



FTRES 2010 45 8 A% 48 A% 15

RS EZ —. B8Nk HFS & —Ffil )5
AR AE RN, T RE 5 A A B-2(COX-2) i Rk f
K, MR S B A BT 8 HES B9 Il PR 28 B, o 15 3
WEY R A = K L5 158 RN, i A7 38 5 Bk Ok 37 B
. T UL LU, 2 B PR R AU I ol e 2%
M AMIGEE B 25 2 7 I EE A . B 2008 4E
LK B in o B A 37 K A R I R 5 B 6 TR 5 At i
fBI7 BT s HES, B T R AF80CR . BB T

1 #AREA%

1.1 —fEekl  BEEL 2014 4F 11 J % 2017 4E 5 A 1E
A e A B 2 32 1 R BE A T Z2 AT 09 vk M R
80 . 4 AKRUE : (1) 2895 B 5% 40 MO 24 1 12 1 2% e i
o MERS TS B R AE T BRI R R (2 R R P
WE R AL R I A Ak BB (3D — M L R AT
HEAE TR R IRTE S (KPS) =70 435 (4) 4F % 18 ~75
% s YWt A A2 ] 6 A4S LA L5 (6) T8 ™ 5 Jmy # J2k
Jeo HEBRARME : (D AFTE R B RK B9 L il 55 T 2
B BRI AR 5 (2) Bz BRXE e 25 30 0 5 (3) B &
TRER B HoA R AR S & RGN AL .
W5 R B AL /41 A B X B % PR 05 A
R F A AL AR B2, 4% 40 B, ©FsEad RE
XFRRZHA 19 3 DRYR YT 58 e T i 3, AR 4
ABRSE G #h st 1) 5 3, 5 s B 57 o 80 1], L%
517 B A 23 ], - B AE S (54, 60£8. 67) %,
Wi 23 ) B e 6 . 5 3 )L FLAIRE 8 Bl
XTHRZH 95 22 fi] . Zc 18 f5i], ~F- ¥ 4F % (55. 504 9. 11)
& Es e 24 ) B S L E 1 L 2L IR R
T, PRALRE TR AR RO A A, 22
Gt E X (P>0.05), R k. AUFRAE R
PR R} K B 2E A PR 2 0 & W AU

1.2 ik

1.2.1 GARIF I EE WA . e Ak y7 I 4R i 1R 30 41
TR AERE 7 . U R A 3 P R A L AT 98 L T
B S CH B TR Ch 2 A AR 2
). LGRS R A E 70 g, HEK
2 000 mL il J5 H AR H E 35~37 CHil 25, &
TR AT WA LI B GR ML 20 min, B KR
Mags 1 k. XFRRAL . AE AL y7 Faa B[R] B3 A FH 4k A= & Bs
WECREA L EBAARA A, #5: B/ 25
H12021012) i & A i BT /& B2 Bk B R HA I 45 1 IR
21 d N 1ANEW . PR HmEE 2 A5 .

1.2.2 WEHRR B4 6] HES i)k 4%, 4y
SIFEARSTRT L 50 5 HES 9 & A B a) & 40 9%, 1
WA A HES &A%, HFS ME 5 ZAR 5
K SR I T IR R R IR A SR 4 (CTGO bR : 1
FE SRR R 3R Bl sl 8 S, JO R M I ik AN (8D 41
BELORE M Hw A G s I1RE 9 M b B RN (5D 40 3, 5%
M) H A0 5 RS R - 105 » KRN (=80 960
TR AT H R AW . 0 FARYT AT S R R
A JE I COX-2 7K, %€ COX-2 ik 5 HFS &4

2567

A . 4330 FE IR 97 B S U0 2% Lb A T 4 AR R kAR
I 5T 515 OO, R ] B K A= 16 52 & 48 AR (dermatology
life quality index, DLQD) H 3L faj & R FEH7 .
1.3 Ziteehbs R SPSS23. 0 it #1748
T R ERILL T4 s Fas . B4 IA] &8 SR FH W
SEAEAR ¢ KL 5 THECSORE LB R E A R R R AR B
BORFA o BB, 45 200 AL I BL 4R A 45 00 R
BRI s LA P<<0.05 NESAHGIH¥E X,
2 % ES
2.1 WABRFEAAITTWE HFS 4B LK b7
B PIH I IR & & A HFS, fhIF45 G (56 48 K,
YR A 17 BB E BT HES,HFS & 4E 15 2 if
[ (11. 59 £9. 50 ) d;s M HA 6 #HlEE LT
HFS, HFS % 4= 14 F- 21 0f 8] A (15. 17+6. 65)d, X B
4 HFS KRN 42. 5%, Mg 4] HFS KB RN
15. 0% . ZR AL #E L (P<0.05), LKL .
697 45 R 5 M EZ 240 HEFS 43 B 4 A T % B4l (P<<
0.05), W3 1,

F1  WALFE HFS HEBRIEBKI=10,1(%)]

fhI7 s 21 R fbI7ss 42 %
A5
1 I I 1 I I
WLEE L 4(10.0) 0 0 6(15.0) 0 0
X REZH 8(20.0) 2(5.0) 0 11(27.5) 5(12.5) 1(2.5)
Z 3. 177 7.348
P 0.793 7 0.032 9

2.2 WABREAITWIE COX-2 KFHE Sikiy
B EL# . 6 BEAHAL Y7 G i COX-2 KT . 2 R A
Goit s L (P<<0.01) ;s AR LAk Y7 i AL yT 58 21.42
Kl COX-2 /KF A, 2RI G128 L (P>
0.05), fLI7 AT, WAL B H M COX-2 /K- Jo i 25
S (P>0.05); fb¥7 28 21,42 K, X B4l i3 COX-2
Ky TSR 2 R A G2 L (P<<0.01) . i,
*2,
*2 WEBELTHE COX-2 Kk FE
Ltk % (n=40,7=+s,ng/mlL)

21 7 (gl TI7 e 21 K fRIT 5 42 K
W5 41 7.69243. 848 8. 60443, 721 8.526+3. 825
X R4 7.931+3.790  41.190411.040* 40.260£11.670"
P =>0.05 <0.01 <0.01

*P<C0. 01, 5 [ 40 1L 7 1 Lt 3%

2.3 A B FE AT R E R BRAETE A LR YT
J& W EE 41 DLQI ¥ 43 2 L il s T % B4, %) B 41
DLQI P43 38 I b ] =5 F 54, 22 7 RSt 22 B X
(P>0.05), W% 3,

3 WABRENTHEEREFTRELBE2=10,2(%)]

215 b e Hom
P =24) 0 36(90.0) 4(10.0)
X M2 0 26(65.0) 14(35.0)




2568

2.4 AERN MWABEY T E RN 25
LERR N KA

3 3 i

HFS AR A 3 0 8ot 12 R PELLBE I R = 2= 9t
AR /BER R LD BEME R K R R BN B
FURIZUPCHR - 2 H W ATE S . ZFb Y 259 mr 51k
HFS, 1fi = 55 fh 5 7 £ HFS JU oy ™ &, HES 1 & 4= 1E
AT BT B b V5 K A B 45 24, AT 52 BB 9T AR
RRbES R HES i 8 U1 HLH A 1 2, — o
JEA R B Dk B 6 W TR AL Bl (TP 25 22 38 Fl & W5 e
Ji ZU i (DPDOIE 35, v] BB 3 80K B i AR ™= 1 iy
SEHRO i HES & A R s 59 — Bl Sk
R Rt TR LS th AP W IR R G GF O HE S 1
JE TR B A0 53 Wb B AR B A &2 o X BB A R 45 At 1 1 HE
AT RE R R HES BB . A, i WA
HFS k5B ERNGELEE B M= F L, 484t
2 By Bt Al S B B AL AR I R AT BN
UM 376 3y JBE AR B2 92 ORROR VIR S E R . BRI L
XiF R AR R A AR Y7 1 BB ORI AR D TR 4 A B
()77 2B iG HES, BUM T 848 19 97 3% A 8 AT FE I IR
e RBFg IR A sk R e K B BN
XF B 259, 25 1 B W8 41 R I rp BR AR A P 4L
BAEDRIT iR R — 80 X R A T 4L E B
WOF MR IR Tk

HFS 19 & i UL v K 58 15 2 . B i 280 F A
s HES J&—Ff 5y &8 1 98 1 s . v] BB A1 COX-2 1 36
KA K., COX-2 1E % 1§ O T AUFE A 7 4% B 1 ik Fn g
A R K- 26 3k FE s BOIR S T, COX-2 1) 32 3k 7K -
AH 2 3% R BT AR A0 AR PR T BB B R 2K I AT A
COX-2 A= 1100, 35 43 35 B COX-2 A] F Ky 48 P =2 i 1
M HEER. BETER X T HFES #5289 br kB
RHEIE . BT HES J& — B & M Ny, v] B #2 5k ] 42
Hby AR B At sl = P fih . i COX-2 1y %8
PRV A 5 R 2R 7R R MO B HES 1) & J& e
BEEEAEM. B FER A SRR E T
P I RREATR R PR A BT K S AR T o] IR 9T R R
JBR i 9% 45 L 55T HFS [l 2 — B Jmy &8 /9 & PE 52N . il
AW 5 ) FE A 25 A A 1 X R R I A O¢ HES it
LRCR

S 2R O AS S TR CBLIE T A L XL FE I = AR
AR 25 A AT B A RO Z A, B
W58 HFS AN 5 8 8 T R I A7 32 9 - 5 ik
RIRPTECHEF UL B AL, 8 4 32 0 08 A 3 i
WL HNA T I UE B AR a7 IR TR
TR, HERGA I B (IR ) LLIG YT K BH H XUIE
Sy, B F LA BE AR R AR, N R R AE TR
BHBH , PRI 8% B R 732 g . AR B = TR & L i
T3 1k BRFE DRI s TAT BB 28 21k s A AR S T
RER R R EAE R R R AAT R & A,
45 B AT U8 A0S , 3R] I8 I Bk, DA R SR AN

FTHRES 2019458 A% 18 K% 154

MR B EEF A R L R R T D R
Jo %k I G 9 R e rh CDAT T bk B4 40 i 22 43 b B TgA
(SIgA) % , 48 50 IR /N BR g T8 26 55 4 5 T 6 . AT
V5 T S BE I 32 RN G B2 04 TR G 2 3 A R B
G PE 114 XL 1] 3 7 R G B A0 i 4 A o 5 T 4% 24 B
LR I SR T AN R 7 AN R AR KL . 3
F LA R AL A B8k B R A O 3 T 9 AE I L Ak
A A R () 98 1h B A T BB R Y T
TR R 3 2573 50 e L1 I3l 2% T3k i P 2, I
MR AN 25 TR 5 AR 22 Te R, I 2 e A LA 35S TR A
AL T L 45 1 SR

A A F SR B 6 S B A AH O HES (1)
Il R 9 2 B A1 FH H 2 s AR A 3 BE 4 R B i 4k
JY I BEAR HES 19 & Az 28 T & 9 R B, ml el 42 2B 1
Je ¥ B IR A5 495 AR A A T A DU A R 17 . % B fh 5
B AR IR R L  HES i B AN 2790 ~T76%,2
Ll b HFS f9 % 4= %8 9% ~30% . DLQI 15 43 &
o AR T B (QOL) 5 f5  KY . A 2 H LR A
BEE AT WF 9%, & B CDA rs2072671 AA 3t A A,
rs11075646 3£ A %1 . DPYD rs75267292 G & [A 5
CESI rs3217164 del C {37 i85 3 [ 2825 (1) B 5% W 5 %
A el L E HES™ 5l 3 BF 98 & B, COX-2 /K
V5 HFS (&4 2 IEAM L, i F X7 COX-2 5 HFS
AH PR B BF 52 38 o H i A BIF 98 AN 45 B8 A 4 D L A
(=38

A5 & B, B0 N R R RN A | 3 I 3 25 =22
AR 7 6 F B I R B At AH O¢ HES 1997 3080 11
LA I R AR o AER AR AF 58 AN 457 B A6 ) £ 3 A0 ]
H COX-2 7K Ay A6 I ok 4 I 5 4% 1 s I 1) 56 3R s 4
RE W% R & R 3 R Ik 4L 2R 45 COX-2 K P-4 ), H:
I R SR A YR J7 . K3 — 25 JF R S Wy 255 . 4y
T B AR BF 5 r 245 iR R 1V FHAIL L

S % ik

(1] fee REE AR KRGS . 55, PR 7 ¥6 47 30 R 35 A I 30T R 45
FAERST R BT ). 2> T2 AR 2 435, 201740 (2):239-
241.

[2] LIN E.MORRIS J S,AYERS G D. Effect of celecoxib on
capecitabine-induced hand-foot syndrome and antitumor
activity[ J]. Oncology (Williston Park),2002,16 (12 Sup-
pl 14) .S31-37.

[3] NIKOLAOU V,SYRIGOS K,SAIF M W. Incidence and
implications of chemotherapy related hand-foot syndrome
[J]. Expert Opin Drug Saf,2016,15 (12):1625-1633.

[4] EMA . EWW. T LRGSR EBH R L] Wi
K BE2#,2017,19 (3):581-583.

[5] QUECKENBERG C,ERLINGHAGEN V,BAKEN B C,
et al. Pharmacokinetics and pharmacogenetics of capecit-
abine and its metabolites following replicate administra-
tion of two 500mg tablet formulations[J]. Cancer Che-
mother Pharmacol,2015,76 (5):1081-1091.

[6] LOU Y,WANG Q,ZHENG ]. Possible( F#:45 2572 T1)



2572

LR AL T 1 ot e 3 L R AR, — B
PUIRZS AR 22 B e f 52 A CT . AT A7 il 38 ) B2 J2= A B f
PR A o I P A 3k 85 7 AR A7 DR RO ot A T
ARIBIT o ML 3 AR G e R AT RE B M = P
10 e e IR S 11 SN VA R i el 11
D) SRe P 48 2 10 90 TRD A 8% o fiee 5 4K 82 7 38 99 5 9 &
U >R P 22 % [l iR 940 1) A B o AS BT 5 v o i 98 [ A B
A 1 HIAR G5 2 & 24T IR PR, B
S FH T I A AR T R Y L LB e IR X B
o e 5 B A 22 5 T Bz SR A R AL A 5 91 5 B I A R T
2000 T EFRTFA .

LR LIRS N I8 8] B JE N R BT R A
I LT DX IR s A RN T i L IR B TE 43 A
PR 6] F AR 38 T8 BE A7 8 A V)T il 98 I B 2 A
W05 D RE DX B 2 I 26 23 i 9 P O A o A 20 I A A
A3 AL AR o I e 35 B 5

2% Uk

(1] e xing , 7oz i, 48 3 R M i iz Wrig o7 o | 22
FHE LRI e 2 Sh Rl 22 5. 2015, 31(12) - 1189-
1194.

SHIN D S, YOON S M,KIM S H.,et al. Open surgical e-

vacuation of spontaneous putaminal hematomas: prognos-

[2]

tic factors and comparison of outcomes between transsyl-
vian and transcortical approaches[J]. ] Korean Neurosurg
Soc,2008,44(1) :1-7.

TR BREEAR L SO0, AL 1Ry I Hs P 2 RS N XA It
BT ARBFO] T E A 23, 2018, 13(6) : 540-

[3]

[4]

(5]

(6]

7]

[8]

(9]

(10]

[11]

(12]

FTHRES 2019458 A% 18 K% 154

542,

XK o, FRR SRATA L S AR AL T 128 % VA A I TE P A
FARP R L], hAe B2 443 ,2009,89(1) : 25-28.
AR BV R L A SN A BRIR YT e I R SRS
M i L . o A8 i 5 0 R 4% 35, 2014, 19(2) 1 121-
125.

DEWITT I, RAUSCHECKER ] P. Phoneme and word
recognition in the auditory ventral stream[J]. Proc Natl
Acad Sci U S A.2012,109(8) :E505-514.

WEN H T,RHOTON A L,de OLIVEIRA E, et al. Mi-
crosurgical anatomy of the temporal lobe: part 2-sylvian
fissure region and its clinical application[]J]. J] Neurosur-
gery,2009,65(6 Suppl) : S1-35.

BRI Lo B A A R 2 BR 00 S T Y R
MBS 0. M2 4R . 2013, 3(6) : 357-359.

RHOTON J R. The Crerebrum[]J]. Neurosurgery, 2002,
51(Suppl 1):S1-51.

STERZI R, VIDALE S. Treatment of intracerebral hem-
orrhage: the clinical evidences[]J]. Neurol Sci, 2004, 25
(Suppl D :S12.

TAKEDA R.OGURA T,00IGAWA H.et al. A practi-
cal prediction model for early hematoma expansion in
spontaneous deep ganglionic intracerebral hemorrhage
[J1]. Clin Neural Neurosurg,2013,115(7):1028-1031.

LI Q,IJIU Q J,YANG W S, et al. Island sign:an imaging
predictor for early hematoma expansion and poor outcome
in patients with intracerebral hemorrhage [ ]J]. Stroke,
2017,48(11):3019-3025.

Clic e B #1:2019-03-04 &[] B #1:2019-04-14)

(3% 2568 T0)

pathways of capecitabine induced hand foot syndrome[ ] ].
Chem Res Toxicol,2016,29 (10):1591-1601.

(7] F/42 BB, 44K B N AR KNL]/CD].
46 TR S R, 2017,3(5) 1 298-304.
[8] UMEDA T,ABE H,CHO H,et al. An effective case of liver

metastasis of breast cancer treated with capecitabine + do-
cetaxel combination therapy using vitamin B;[J]. Gan To Ka-
gaku Ryoho,2010,37(4) :687-689.

(9] 2. 4/ R B6 Wiy MifyT R G M T R 255 1E

JER LT BUE 54, 2018,27(2) . 125-127.,

HAMSA T P, KUTTAN G. Evaluation of the anti-in-

flammatory and anti-tumor effect of ipomoea obscura (L)

(10]

and its mode of action through the inhibition of proin-
flammatory cytokines, nitric oxide and COX-2[J]. Inflam-
mation,2011,34 (3):171-183.

[11] SIBAUD V,DALENC F,CHEVREAU C,et al. HFS-14,
a specific quality of life scale developed for patients suf-
fering from hand-foot syndrome[J]. Oncologist,2011,16
(10) :1469-1478.

[12] PELLICER M,GARCIA-GONZALEZ X,GARCIA M I,

et al. Identification of new SNPs associated with severe

[13]

[14]

[15]

[16]

toxicity to capecitabine [ J ]. Pharmacol Res, 2017, 120;
133-137.

GARCIA-GONZALEZ X, CORTEJOSO L, GARCIA M
I,et al. Variants in CDA and ABCBI are predictors of
capecitabinerelated adverse reactions in colorectal cancer
[J]. Oncotarget,2015,6 (8):6422-6430.

MARTIN M,MARTINEZ N,RAMOS M, et al. Standard
versus continuous administration of capecitabine in meta-
static breast cancer (GEICAM/2009-05):a randomized,
non inferiority phase II trial with a pharmacogenetic anal-
ysis[ J]. Oncologist,2015,20 (2):111-112.

HAMZIC S,KUMMER D,MILESI S, et al. Novel genetic
variants in carboxylesterase 1 predict severe early-onset
capecitabine-related toxicity [ J ]. Clin Pharmacol Ther,
2017,102 (5):796-804.

YAP Y S,KWOK L L,SYN N,et al. Predictors of hand-
foot syndrome and pyridoxine for prevention of capecit-
abine induced hand-foot syndrome: a randomized clinical
trial[J]. JAMA Oncol,2017,3 (11):1538-1545.

ek B :2019-03-02 & 18] H #1:2019-04-25)



