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A retrospective analysis of the risk factors for emetic events or usage
of anti-emetic agents induced by TC (paclitaxel/carboplatin) therapy in
patients with gynecologic cancer

Summary

We retrospectively examined risk factors of chemotherapy-induced emetic events or usage of anti-
emetic agents associated with triweekly paclitaxel and carboplatin (TC) therapy. We analyzed data of
110 gynecological (ovarian or endometrial) malignant tumor patients treated with triweekly TC therapy.
All patients received 0.75 mg palonosetron and 19.8 mg dexamethasone as antiemetic therapy on day 1.
Complete Response (no emetic events or antiemetic agents) was observed in 71.8% of patients in all phase
(0-96 hr), 98.2% in the acute phase (0—24hr), and 71.8% in the delayed phase (24-96hr). Patients were
classified into three groups (no emetic events or antiemetic agents in all phase, emetic events or usage of
antiemetic agents only in the delayed phase, or emetic events or usage of antiemetic agents in all phase).
On multivariate analysis (multiple logistic analysis), age=60 years (odds ratio, 95% confidence interval: 8.7,
1.3-56.3), BMI (body mass index) <25 kg/m” (6.0, 1.5-24.5), and non-habitual alcohol intake (6.0, 1.7-21.7)
were significantly associated with emetic events or usage of antiemetic agents only in the delayed phase.
Considering risk factors we found out, we need to detect high emetic risk patients and apply appropriate
antiemetic therapy.

Key words
Chemotherapy induced emetic events or usage of antiemetic agents, Risk factors, Gynecologic malignant
tumor, Paclitaxel and carboplatin (TC) therapy
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Investigation of incidence by epirubicin-induced poor gravity dripping

Summary
There were instances of occasional poor gravity dripping of the anticancer drug infusion solution after
the change in account adoption from epirubicin lyophilized powder to a epirubicin ready to use (RTU)
solution. Therefore, in the present study, we investigated the incidence of poor gravity dripping during a
intravenous administration (IV.) of the lyophilized powder or RTU solution. Patients who received epirubicin-
based treatment during the period from October 1, 2013 to March 31, 2015 were divided into the lyophilized
powder and RTU solution groups before and after the account adopted switch. Then, the medical records of
the patients were examined retrospectively focusing on poor gravity dripping during ILV. a administration
of the anticancer drug. In 14 of the 278 cases (11 of the 72 subjects) in the RTU solution group (5.0%)
related to poor gravity dripping were occured. No concurrent extravasation was observed. Moreover,
extravasation was not observed in any of the 359 cases (91 subjects) in the lyophilized powder group (0%) .
The differences in the patient histories between the two groups were not significant, and the incidence
related to poor gravity dripping was significantly higher for the ready to use solution formulation group
(P< 0.0001, Fisher's exact test) than it was for the lyophilized powder formulation group. The use of the
lyophilized powder is recommended until measures are instituted to elucidate the detailed mechanism, and
corresponding remedial actions are considered and initiated.

Key words
Epirubicin, Adverse events, Drug Instillation, Extravasation
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Evaluation of effectiveness and implementation of protocol-based
pharmacotherapy management for prevention of hepatitis B virus
reactivation induced cancer chemotherapy

Summary

In the guideline for prevention of hepatitis B virus (HBV) for the patient who receive cancer chemotherapy,
they emphasize prevention and management of HBV reactivation induced by cancer chemotherapy.
However, in our hospital, the compliance to the guideline was not sufficient. As a pharmacist, we performed
the prevention and management of HBV reactivation using protocol-based pharmacotherapy management
(PBPM). From July to December 2013, we researched the compliance of prevention and management
of HBV reactivation for the patient receiving injection cancer chemotherapy medicine as a baseline. We
reported on the result to our chemotherapy committee and proposed prevention and management by
PBPM. First, we changed the informed consent sheet for cancer chemotherapy so that pharmacist can order
HBV examination whenever needed. Then we developed a database to evaluate the executing rate of the
examination. We compared the executing rate of HBV examination between the intervention period from
April to September 2014 (n=115) and the baseline (n=123). The test for HBs antigen, HBs antibody, and
HBc antibody test was performed in 100%, 75.7%, and 75.7% in the intervention period, which are much
improved than the baseline, 87.8%, 9.8%, and 9.8% respectively (£<0.01). In the baseline period, there were
two patients who were HBs antibody and/or HBc antibody positive but were not monitored with regular
HBV-DNA tests. However in the intervention period, all 21 patients who were HBs antibody and/or HBc
antibody positive were monitored with every 90 days HBV-DNA test. We concluded that our activities
by PBPM using the database could contribute to prevent for reactivation of HBV induced by cancer
chemotherapy.

Key words
hepatitis B virus, reactivation, protocol-based pharmacotherapy management, cancer chemotherapy,
pharmacist
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Hypersensitivity reactions induced by paclitaxel in a Japanese cancer
patient who received a decreased dose of dexamethasone premedication
in combination with aprepitant

Summary

Paclitaxel can induce hypersensitivity reactions (HRs). Aprepitant produces a drug-drug interaction with
dexamethasone. We evaluated whether a dose of dexamethasone premedication in combination with
aprepitant could affect paclitaxel-induced HRs in patients who received a first cycle of paclitaxel-based
chemotherapy between January 2010 and December 2014. A total of 40 patients comprised the study cohort.
The prevalence of paclitaxel-induced HRs in patients who received a decreased dose or a standard dose
of dexamethasone in combination with aprepitant was only 1 case (4.8 %) and no cases (0 %), respectively,
which was not significantly different (P = 1.00). The patient was a 56-year-old female with ovarian germ
cell tumors who had a history of HRs induced by etoposide prior to paclitaxel-based chemotherapy. In this
case, diphenhydramine 50 mg, aprepitant 125 mg, dexamethasone 9.9 mg, ranitidine 50 mg, and palonosetron
0.75 mg were administered as premedications to paclitaxel. After 34 minutes of paclitaxel 240 mg/m®
administration, the patient reported symptoms including pain, a severe cold sweat, a bulging eruption
with itching in the left arm, and disturbance of consciousness. As a countermeasure for paclitaxel-induced
HRs, 3 L of oxygen was administered through a mask and methylprednisolone (500 mg) was intravenously
administered. Consequently, the patient recovered. Care should be taken when interpreting results from a
case report, but this result suggests that a standard dose of dexamethasone in combination with aprepitant
should be administered to prevent paclitaxel-induced HRs.

Key words
paclitaxel, hypersensitivity reaction, aprepitant, dexamethasone
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FEBIRE T HAH% 77 )7 FLNIZL 5 HR PRiO729012,

TN DRI EDTRIE SN S,

&

EHPEGAC L > TELLEWEHO—2 2 LT, #
BUERE (hypersensitive reaction : HR) 2% %,
HROFERIZIEFE R FIRIE &\ o 72 ERER D S\
LA SRR, MEACT 72 L2 S, HRAAE L
7oA OFBEG LT B FENE T Ly, fUE3ED)S
HIBR SN 2 Pras A AN TRPR 12 B W CHRIZE K 7 B
HTHB, N7 1) 7 FLNIIHE5HICHRE§| X
TR D B DT UARETH 2720, FZHSG
BlIG O BRI+ iER 2 ) DEYNH D £
D7z, BEELZHAROFEHZFILT 57012, /87
VZFEVOFHFREELE LTI 72 KT 3 VI
2T AEOLEEITXFY A5V %20 mg. Bk,
C#. DERVEHOEEZTXH AV %8 mg
B555 L) EICHEREIN TS, 7Y%
FEVOHROHEE L L CTld. Rib ORI %2 %5
LZaWEE7EE20~60% & @l Td 5 DI LT,
W2 %5352 ~4%F TR NS Y,

FEEDADREA LI A VIZBWT, 7Y ¥ ¥
L IVIIMOPIARAK EMAGEDETHH I T
bo YATTF U EEEMILY A2 ICHES
LA E BT A3E0. Bl - o) 27 /T
DHHLBFHIIBVTIR, =2—aFx=r (NK,) =
BRI CH LT T LEY ¥ MslEAl & LCht
HaEnz?, L2AD, 7TTLEY Y P EFFH R
5 OMICIEEMHEERPHRE SN TS, §
bbb, 7T7LES Y FOCYPSA4RHEEHIC XY
TEXF R ORBPHEINT )T T VAN
053MF LT 5720, FxH 25V v o5
ZIRET HIEBDRD S, L L. A CEHEIIBWT
N2 ) F F R VHIEEESEEOHRIZHN T 5 7 F 9 2
7 OREEEIIOVWTORRIT RV, TTLY
Z Y MEHBRICFERS A 7V 2RI ERS L
AL, TRV U HMTHE RS L
GRLETAHE, MHETRETFT XY Vol
FE — AR PR ORBITIT E A LS, i
EMHEESETT2Y 28T FEH ALY
WX BHRO PRI E BN E 2 b b,
HAEF T, ¥R ¥ 07T LESY » MiEH
BEZBIF A FFH 2%V VR4 A HRIZ K 1T
FTHREIZOVWTIEEN Vv, S0, FxlZ, 77
LYY ¥ MEFRIZT R 25V RG5O ED
X7 ) 5 XL )VOHRDFEHIIKITTHEIIONT
BRI L 720 TOBIC, T7LE S ¥ ME

[l
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TTVEY Y MEHRHE TR XSV AR

FARRIC T3 A 7V UG aaeiE LERICB W
THRDA: U7HERI DR S N7, AR TH
HT 5,

Vabs

1. WHR

XF 5B 1X20104F 1 H ~ 20144E12H o Wi &
KPR E R (4b) 12T 7 ) ¥ F k2
rELLIAVERBLIZEEE LT, BTALVT
DBHERLERE B HEITRE L2 R4 7 i
PEDHE L7z,

2. AHEIER

HRO A, ERIZOWTEF I NV T OB
RN L7z R E LT, R SFEE.
REME, 7TUVVE—BOFE, N7 )7FL LD
BhHE (A 2hlsh), 7325 o
&, 77VEY Y MEHOERE, 7TT7LESY V|
BEHEOF XY X 7 oEAEE L2 HRO
EFL, A EHG IR VA0 H ARFERICOG
DT Vv — RO IZ#E U7z Al AL <
7)) FENVIZILHRDTHFH A7V ORIVER
X200 DOHBIAKEETH %720, HRIERD
S L 720

3. MEEER

TFLEY Y MEHEEO S ) ¥ F 2L OHRSE
BRI HFXH A5 OREAED 2 BER
1. Fisher D EEHERME THNT L7z ATICIX
StatMate”V for Windows ((#k) 7 h & A, HE)
= Hwv, PIEEEHRE T, P<005% Al # A
e L7,

4. (RIEMEDE

REFFEIL SR A L IEEG BB O [NEWNR L
T 5 ESRGEICE T A MEIRS ] (CERi264E12H
12H285) 126E-> T, YEMEEEROKRBEHT
Fhi L7z GRAEFK T 1505018%5) . WREHDT S
AN —IZECRE L. S BEE AL L 72 b CpT
iTo 7z, RENCH B [URIZEICHI WV SN2 5
DM HN % G LHIEDFERICO W TORERE &
Bl 232720, BEEEARO R — 2= FI2HE
WmAabn L7z,



e

AN ) & T2t 5 S 7228341
DI, TTVLESY v FAE S TW 724060250
Txtg oz (K1), HARGE % - 724060
B AIXI661 (40%). EhbishiE246] (60%) T
HY. THXHRAY VI EGEOPIAEIZII mg (H
PH3.3 mg ~ 198 mg) TH-o72 (F1l).
VAR S 2=t

LY A U TERE
(n=283)

Frohxt 4 (n=243)
cT7LEL L MR LEE (n=243)
TTLEH R
OFH & 0 B (n=40)
I
| ]
FRY AL FRFALS
WD YR e LR
(n=21:52. 5%) (n=19:47. 5%)

M1 gEIO—Fv—h

x1 BEER

£E (n=40)
M50 n (%) B 9 (225)
pegi 31 (77.5)
Fi )" 58 [16-79]
fh&RmEE (m?)* 1.53 [1.26-1.81]
TLILE—FE. n (%) H') 10 (25)
&L 30 (75)
INT)axEILIE5E (mg)* 110 [55-350]
#BE5HE N (%) Ak 16 (40)
ZhBs 24 (60)
FXY AR UBER (mg)* 9.9 [3.3-19.8]
EE. n (%) IIEE 4
FEiHE 7
F=5ERE 17
FE/INmBR R 8
FELSEEHIE 1
RAmpeiES (SERER) 1
ZD1t 6

*:FhRE [#EE]

WRBEABIDH B, FEH A ViEED B
32160 (525%). FFH X ¥V VkE L LEIIL9
B (475%) THotzo 782710 % FEIVIZX HHR
BHRIZ, TNENTIFH A VBED VT
B (4.8%) & FFH A&V VigELR LEETOB (0%)
THhotz (P=096). G, 77LESY » MR
WFERS Ry SRR RE LZHICBW TN
)& F VI X AHRY A U7 ER 2 KB L 720 T
WET 5,

gl

56i%. 787 + —< v AAF—% A (ECOG PS) 0.
GP IR v 55 stage IO BETH o720 T L

WEF—JEE LT, BGHROBEPHE (TLA~ 4
Y. TERY R, YRATIFTF V) BRI MRY N
52 & Y grade 20HRE DS H o720 237 1) ¥ F &
WVOHRFEHIKFO L Y A VIETIP (3271 ¥ F &)L,
ARTA R, VATIFY) THY., CHEEL
TYy 7z R73I250mg. 77LVEZ ¥ 1125
mg. 7F¥Y% A%V 99 mg. 7 =73 50 mg.
a2 b 075 mghitG-ahiz, X7 ) F
YV E G BIG345 % T E I CE R ARIEIRD S 1)
R PNENC R A 0 O B M L, Bk
DIBLL 720 7827 D) & F v VIRG-HR350 5, W
3LY R THGMNHMBLERD, AFLTL F=Y
T 2500 mgZ Ei L7ze /327 ) ¥ v x5k
9071, FEBHB, BEAEHE R D N Y IVRE
%L ot

ER

77VEY Y MEHERZ, FEH X5V oG R
DREDZ ) ¥ F L VOHRD B RITT %
WOWTHGREL 7R3, 77LESY Y M ETFHR 4
F UV EBERALZGEICTR N AV o5 Ex
WET S EHRPEH L 726051 Bl b, A
WOFHMEET TLEY Y N EFXH R Y I V2
HL72%E, T3 A%V Y0 AEISHRD S
BB R T I EIDERAEL72HTH 5,

TTVLESY Y ORISR % MEE U 7 SET0H R
HERCBWTY, LY RV Z Y YRR UNEFE
N-BEZ4p0s 5, 7FLE Y U MEHERICTF
YA Y E12 mgNEERSG L7z TREFICEWT
grade 4OHRPHEH SN TS (HRIEHH2.3%) o
AWFRIZBNTH, T7LYEY V MEHEICT 9
AF %I mgNikwm L2 1EMITBWT
grade 20HRZDSIEHL L 72 (HRIEHLF48%), DT
P 2HEBITIEDH AP, MFHELDTTLESY » MEH
BRI T FH X7V v &l LTz il oA
FSA4 2BV T, FHFRT 257V IdH3EERD
F—FFvrTHBHY, L L, K27 UFFELIC
BULZTFXH X7V OFEIIMT LV -1 %
HfFL72bDTH DB, 277X eNEELL YR
YTTTVLEY VN EPHRICT R X5V v 0¥
Her@=md bL, HREHMAZZD N2 & X
Dy BT LIV F—=RRDES LT W2 R EAYE 2
SNz FEMERTEIHLH. AT N
FIEHLOPLT LVF—1EM %, 7 v b TOIgERIHT
PRI & 2 B RBBOE 2 €7V & L TOWE L7k 5
O IgEPRIC L o THFEN D T v b O48HE
homologous passive cutaneous anaphylaxisT® &
25 I vEOBYB X OREEEA, © FaauF
VUFRRTIFH RSV oG ER 3 ERET O
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THEH-T RERAICHTI SN2 0D H S
TEND, FTEFRAY VI BHT LVF RS
38 G- RIS T AW RE B . b b,

Yahata 5 I ZSEIIMHERRBEE LT, 77LES
U hEFETIZXDHIMRREOMWEIEDH LD DD,
HREHZ BRI CE R nWa L2 HELTWD T,
S v b BBUEE 7 IVIZHB W THRIENK,, NK,Z %
REEPLEICBWTHHI SN A28, X% I VH,
H AP0 Tl S e oo 728 81 £ 7L T3,
77V E v M X BHRIHIRY S O W et AR
ENA b PSR E Lz Rt R SRR T s
tebZhozBipe LT, 77LE S ¥ MINK %
BROAOHERE LTHEH L, BEMERTF K
DM ZEARIHEH L W REMEA S 5 EHEZE L T
Wb, AMOKENLSLTTLEY Y ML D
HRIVFIRI R TE LW EAVRIEB S N7z,

R B ZHRFEB RSB GE L KL TH
ViWETH o720 Thud. RIFZETIZ N7 ) 7 ¥
ENVIZEBHRDTFFH A Z VI X BEWER D
HIPIASEE L & b 2 B AL 2 HR2 5 BRak L
TiMiL7z7z0 2 5 b,

N7 ) F XN ORMALEIIBWT, Bk Cik
D K OVE B0 ) [l $% 5.1 LEHR D 3 BLAs 4 5
o 723 A T ERR AR ICHE O 7 WHRO 56
. 2HEBEOBRES XD FXY A YRR E
LG LTI WERENDH S, HROFEHIZL D,
BEDSHBEROBNEZED LW, BT
W32 FFeNEGELLIA T T LESY Vb
PO SN D54, VNG T3 2500
BEEZBESTICHRG LTWD, T2, B E
DFLIIZHE . WA G- I CHRAY 2 70 o 72 RE B
BWT2HHMUED N7 ) ¥ F L VHELGRFHIZBWT
BEHEOTIH A YV Ik 2 HEEL O
PHERDY X7 A, B CH: DIERUER
TOHRDIFEHRBA LN D o BBV TTF
PR ORGSR L TR 5 2 L 2R
FTREELEZ D,

FmtHR
PR S R I 22
3RSzt

L) A& RHEHER B AALERBNRA S - T 57
74X, WAL, #2012, pp230
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Katayama M, Awata H, Kodama Y, Miyata
Y, Population pharmacokinetics of aprepitant
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chemotherapy-induced nausea and vomiting,
Cancer Chemother. Pharmacol, 2008, 63,
75-83.

4) /NEREE G TEMRA ST, REmA vy ¥ a—
TA—h A AV FHTELV015FE8 ] [48
F], 2015, pp46.

5) Tanioka M, Kitao A, Matsumoto K, Shibata
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randomised, placebo-controlled, double-blind
study of aprepitant in nondrinking women
younger than 70 years receiving moderately
emetogenic chemotherapy, British Journal of
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