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Efficacy of Preventive Treatment for Delayed Emesis Induced
by FOLFOX4 Chemotherapy
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The control of delayed emesis is very important in order to continue ambulatory chemotherapy. We performed
retrospective study that examined the efficacy of preventive treatment (granisetron+ dexamethasone+domperidone)
for delayed emesis induced by FOLFOX4 chemotherapy for advanced and recurrent colorectal cancer. The subjects were
92 patients who underwent FOLFOX4 chemotherapy at the Cancer Institute Hospital of JFCR (group with preventive
treatment: 50, group without preventive treatment: 42), and the observation period was set as the 1st—9th cycle. The
complete nausea inhibition rate was 50.0% in the group with and 21.5% in the group without preventive treatment,
showing a significantly higher inhibition rate in the former (p=0.0047). The complete vomiting inhibition rates were
86.0% and 66.7%, respectively, again showing a significantly higher inhibition rate in the former (»p=0.015). On mul-
tivariate analysis (multiple logistic analysis), the development of nausea/vomiting and preventive treatment for delayed
emesis were significantly associated, showing that the treatment was an independent preventive factor. All adverse reac-
tions induced by preventive treatment were mild, suggesting no safety-related problem. These findings suggested the
usefulness of preventive treatment with granisetron, dexamethasone, and domperidone for FOLFOX4 chemotherapy-
induced delayed emesis.

Key words——delayed emesis; FOLFOX4; dexamethasone; granisetron; domperidone

ST - BRRGBDAITHT BEEL A D 1D

# = T® % FOLFOX %% D HL 3% oxaliplatin 13,
Bl R, DNALFRIEICHES FHERELROD EpSEHET 3 % ASCO (American Society of Clini-
DTHD. ZOERT, —ERRTDEBBEICHT cal Oncology) % NCCN (National Comprehensive

HAREEDIERL, Tl Jli,u»u - R DFEFEIT DIRN
O,V AbFEEE ORI E 2 KT T RN D
£ D quality of life (QOL) Z#RFd 2729012
1, LRI ERE AR & 0 5 Y) 7 SRR 2 B A
U, Bl - WO FEH 2 5/ NRITI A 7203 5 L35
FEEMGL CTOS ZENEBETHDEEZEZEN5.

FEWTTE A BIRBL AR, SRV
ERY

*e-mail: takashi.yokokawa@jfcr.or.jp

A R

Cancer Network) Dl EEICBETHH A RI1
‘/“C“EP%F@@IH:‘I%%%M:%%E%&T}S@, =X
FEFEME DL « WEM IS 2 il 51 D T B % 571
?Ei‘fééh'(bsé. 2,3
BUTE, MR SA YW (LT, 24k Tl -
R KRG ABIED first-line & L T FOLFOX4 %
FEEHEHAL TWS, 3512, HLEIRR—k &?‘*ﬁ
B E AR DA > 7 a—F =R T DFEHIC
2ﬁ47wau%%%%%ﬁabfmé.ﬂ%%ﬁ



950

Vol. 129 (2009)

DG, FERICHRB O TN D 2 B FEIEEL -
MR L THTPRTEHZENEETHS. NCCN
DHA RIA ZBNTH, EHEEHOFAIE LT
[ R O DM b B L EHBE D55,
U200 5 MM ekEEC CTEREZET 5 06E
M5, NEFEMENORE ORI T Th
%] LBEERINTNS, Y EFEMEED - EHITE L
TIIERORBEF NG L Tnd EEZL5NTH
0, RMHAIRE 3N, 99 #HTIX, NK-1 (=
a—0OF = 2-1) ZHRAEKEHZE T H 5 aprepitant
7%, BEfF DA E ORI K VBRI - IR
MUTHHMLREOWEEND 5 @GN, o0
ASCO ®° NCCN DA R T A BN THELTEH
D1DELTRINTWS., LhL, AFIZTBWT
IAREREFNTH D720, BUERRI N TN S A
DHTHELD - Ha: 2 F/NRICHA 2N BETSH
%.
URETIINER, S OEL - g2k d 5 T
BRI T TR, BEREMEEL - &I L T
FEHOEMBEHNE LR OMHICE EF
D, FPHREGIIIT D TWisho /=, ZD7=9,
BRVGEFMEELD - A2 RBRT S EEN DN ST
FEL . TORNZWET 5 72O EAIRM &b
FIERHERNIC K O gz T\, 2006 4 11 H KD
FEPETL - G U TH 5-HT; 2RI &
2T 04 REKO RIS O 2R RETIERIC X 2 Fbf
W72 T HFEENRB I N SE, FOTFIEED
BT DN TR 2T 2O THIET 5.

;] &

1. SREG  LEEITHBWT, 2006 4F 12 -
2007 4F 4 12 FOLFOX4 %2 ] [E3E A U 7= K
MAUBE (THiIEER) &, TOEHRELTT
B9 1 BHIE R D 2006 4F 4-6 H 12 FOLFOX4 #15: %
FIEBEA L= RGBS GETIHEER) ZHE
MRELZ., 2055, LINORAEEICE LTS
JEGNEFRIN T B Z & & Lz, 1) FOLFOX4 ¥k
ARg KO ik 2 BUE 8 O 1T T L TR WIEH,
2) FOLFOX4 %8 ARTXK D ol - Mat 235880 5
NDRER 3) HEHREEZ DA L TW 2 HEH]

2. HIMEEDORE  UPLicH TS FOLFOX4
P SRR RIS B TR O b
J—)L % Table 1 IZ/R U7z, TR ERIZERME
O - W&M:F 5 & LT, FOLFOX4 #7% day 2 & 0
5-HT; S8R EP 13 (granisetron 2 mg/day, day 2—
6) & A5 0O1 K&l (dexamethasone 4 mg/day, day
2-3) KO RN 2R RT3 (domperidone 30
mg/day, day 2-8) OfRO&K G5 217>7/=. FETEHIE
ERHIEN S 3AIICL AR OB G2 o =,
BB, WS D EMELD - TR D291 FOL-
FOX4 3L D% 3 & L T granisetron 3 mg & dex-
amethasone 8 mg @ FHFHIRMNIES 217> 72

3. RAEBERUFHEASZ  ZEEIDELDL - EH
DOFBRMIZONVWTL hOAXRT F 1 TITHEL,
THIREOFEMEERF Lz, BIRHIRE, 2B
BT % FOLFOX4 FIED it H RAE (9 Y1 7)1)®
ZHEMRIE L, FOLFOX4 #EEBEAMNS 91 2

Table 1. Protocols of FOLFOX4 Chemotherapy and Preventive Treatment
every 2 weeks
Dose

Dayl 2 3 4 5 6 7 8
L-OHP 85 mg/m? d.i.v. l
I-LV 100 mg/m?2 d.i.v. l l
5-FU 400 mg/m?2 bolus l )
5-FU 600 mg/m? c.i. l )
granisetron 3mg d.i.v. 1) 1)
dexamethasone 8 mg d.i.v !
granisetron™ 2 mg p.o. ! ! ! ) l
dexamethasone™ 4 mg p.o. ! |
domperidone* 30 mg p.o. ! ) ) ) l l y

* 1 As preventive treatment for delayed emesis, a SHT; receptor antagonist (granisetron, 2 mg/day), steroid (dexamethasone, 4 mg/day),
and anti-dopamine (domperidone, 30 mg/day) were orally administered from day 2 of FOLFOX4 chemotherapy. L-OHP: oxaliplatin, -LV:
I-leucovorin, 5-FU: 5-fluorouracil, d.i.v.: intravenous injection by drip, c.i.: continuous infusion, p.o.: per os.
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Characteristics of Patients

Preventive treatment for
delayed emesis (—)

Preventive treatment for
delayed emesis (+)

Number of patients
Sex
male
female
Age
median
range
Primary site of tumor
colon
rectum
Dose (mean+SD)
L-OHP (mg/m?)
5-FU bolus (mg/m?)
5-FU c.i. (mg/m?)
Average of treatment cycles
Previous chemotherapy
Opioid administration

42 50

23 24

19 26

64 60

36-75 35-72

28 29

14 21
82.4+5.3 82.2%4.6
391.0+22.2 391.3+18.5
586.5+33.4 586.9+27.7

6.6 6.6

22 25

5 5

L-OHP: oxaliplatin, 5-FU: 5-fluorouracil,

c.i.: continuous infusion.
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Fig. 1-a. Grade of the Severest Nausea during the Observa-
tion Period (1st—9th cycle)

Mann-Whitney’s U test **: p<0.01

The severest nausea during the observation period was graded 1, 2, and

3in 34.0%, 16.0%, and 0% in the group with preventive treatment, respec-

tively, and 47.6%, 28.5%, and 2.4% in the group without preventive treat-

ment, respectively, showing that the severity of nausea was significantly
reduced by preventive treatment (p=0.0044).
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Fig. 2-a. Grade of the Severest Vomiting during the Observa-
tion Period (1st—9th cycle)

Mann-Whitney’s U test *: p<0.05

The severest vomiting during the observation period was graded 1, 2,

and 3in8.0%, 6.0%, and 0% in the group with preventive treatment, respec-

tively, and 16.6%, 14.3%, and 2.4% in the group without preventive treat-

ment, respectively, showmg that the severity of vomiting was significantly
reduced by preventive treatment (p=0.013).
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Fig. 1-b. Changes in Nausea Grade in Each Cycle
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Table 3. Factors Independently Associated with the Development of Nausea and Vomiting on Multiple Logistic

Regression Analysis

Vomiting
Factor
OR (95% CI) D OR (95% CI) p

Age, per year 0.987(0.940-1.036) 0.596 1.008 (0.957-1.061) 0.772
Sex

male 1 1

female 1.335(0.512-3.481) 0.555 1.646(0.572—4.733) 0.355
Previous chemotherapy

no 1 1

yes 0.519(0.196-1.373) 0.187 1.163(0.403-3.357) 0.779
Dose of L-OHP, per mg/m? 1.004(0.911-1.107) 0.929 0.934(0.842-1.036) 0.194
Treatment cycles, per cycle 1.157(0.952-1.406) 0.143 0.853(0.690-1.054) 0.142
Opioid administration

no 1 1

yes 7.234(0.739-70.78) 0.089 1.591(0.323-7.845) 0.568

Preventive treatment for delayed

emesis
no
yes

1

0.221(0.082-0.597)

1
0.003** 0.288(0.100-0.828) 0.021*

1 p<0.01, * 1 p<0.05

On multiple logistic analysis, the development of nausea/vomiting and preventive treatment for delayed emesis were significantly as-
sociated, showing that the treatment was an independent preventive factor. The age, sex, previous chemotherapy, mean dose of oxalipla-
tin, number of treatment cycles, or opioid administration was not significantly associated with the development of nausea/vomiting.
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