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Yutaro Mae', Yuka Taniguchi, Takashi Yokokawa, Kazuo Kobayashi, Azusa Soejima
Kouki Hashimoto, Yoshikazu Tateai, Kazuyoshi Kawakami, Hisanori Shimizu, Masakazu Yamaguchi

Current Status of Pharmaceutical Interventions and Their Effects on
Reducing Medical Costs

Abstract

At the Cancer Research Institute Ariake Hospital (our hospital), pharmaceutical interventions performed in outpatient
and ward settings are recorded as prescription proposals, and some of them are reported as pre-avoids. In this study,
we investigated the current status of pharmaceutical interventions performed by our hospital's pharmacists from
April 1, 2022 to March 31, 2023 and the medical cost reduction effect of the interventions. The evaluation items were
classified into seven items with reference to previous studies, and the medical cost reduction effect was calculated. The
reports to be evaluated were 4,829 prescription proposals and 270 pre-avoid reports, and the medical cost reduction
effect obtained from the pre-avoid reports was 36,881,183 yen. In addition, the medical cost reduction effect per case was
136,597 yen. The reason for the high medical cost reduction effect compared to previous studies is the high proportion of
interventions for cancer chemotherapy. In particular, since more than 80% of outpatient care is intervention for cancer
chemotherapy, we believe that pharmacists have a large role to play in avoiding and reducing drug side effects.

Key words
prescription suggestions, pre-avoidance reports, pharmaceutical intervention, medical cost reduction effect, Pharmacist
Outpatient Clinic
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A Case of Colorectal Cancer in Which Treatment with Encorafenib,
Binimetinib, and Cetuximab Could Be Continued Even After Renal
Injury

Abstract

BRAF I/b‘()()E-mu‘[a‘[ion—posi‘[ive colorectal cancer accounts for approximately 10% of all unresectable colorectal cancer
cases. In these cases, first-line treatment is often ineffective, leading to poor prognosis. Encorafenib+binimetinib+
cetuximab has been shown to be an effective second- or third-line therapy regimen for BRAF VGOOE-mutation—positive
colorectal cancer. We have encountered a case in which a patient was able to continue treatment after severe renal
failure with appropriate withdrawal, dose reductlon and infusion load. Reports of adverse events remain limited to
relatively rare pathologies, including BRAF"" mutation— positive colorectal cancer, and no studies have addressed the
continuation of the three aforementioned drugs as therapy following the onset of renal disorders. Therefore, the findings
from this case will be valuable in future discussions on treatment protocols for patients with renal disorders.
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BRAF"™" Sz F A RBYEO KD AL, WIRARRERBE S ABE DR 10% % 5505 —KIGREOTIEED R4 L
LIS TR FRARTH Do Al EH 51X BRAF ™" BETFERBHEORBE AT 5 kB L 0= RiAEHE L
THIBATRENTVWAL Y AT T2 T+EZAF T+ F I THEICB VT, BELBREENKBL-ED,
BT, B L OKGEMGET) ZLICL D, BREMSET 5 2 L AT E7ER 2 48R L 720 BRAF ™" 5T AR
BRI SA D & D R R BEIDHCHETIE, AEHRLOWEROMONTHEY, TNF T, BREESBIL-%I123
FIDSERE T X 728 o AREBIE, 518, ABEICB T A FEZ#RTABOBEELMBIC R L EZ 5N,

+—J—R BRAF™" M TERBMANESA, Tva5 7227, Vo AF=7, £vF <7, BREE

KD ABEDORI0% % i 550, —WIERICH
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= 7 (Binimetinib: BINI) + & ¥ ¥ < 7" (Cetuximab:
CET) #i:1d. YIRRASEE BRAF™™ it f5 1725 btk
DRGIIANTHRBLOZWRGHEE LTERD
PR SN T VB Y, REMN A EFRITIE T,
B - W, SERREE. Y. B S Tw»
L5 HBMINGZL DL LTI LT FoVERAF
¥ J—+ (Creatine phosphokinase: CK) ®O¥§hl% £
R EY 2 EH M STV 5,

INFEFTIIHMESNLBEREED Y b, %
boL LT, BERMEELFI L 7IEG A S
%%, ZOREFITIE Grade 2 DERENFIL L 7214,
3FN %1 HERIEL, ZD%, ENCOB L UCET @
2H 72 FHE L7225 JEROBRIIASN o728
LTwb, L2aL. BN ZREEICOW LIRS
NTHELHT., T2, BREEFRIZICBINI ZH1Ed
52 EDEBEICOVTHMEES N TV,

ENCO-+BINI+CET 3 #: 25 % % & % % BRAF™"
BAR T2 RGO KB DS AT EFEGR IR v
WETH LY, Lo T, BREEORKRBIZLY
BB S I 2 i, BEOAEGTHRICE
W % T3 ] RE M AT v ENCO+BINI+CET
Pk & ENCO+CET # i3 A 7 K T b B
CoVWTIRHEELREA TV AV, LA LA
5. AU B L OB/ ITDO W T,
ENCO+BINI+CET #: 0 B AN 5 @i 5,
FD720, EREICBWT, PilEEsIEL X ) J8HE
X724 1213 ENCO+BINI+CET #2880 &
NHEZ LI THICEETE S,

L, EH 513 BRAF” #AE T E RGO K
s 28 A% A ENCO+BINI+CET #8128 W T,
Grade 3 D HFE 2 BB N FEH L 72 & 8 B AKZE,
WEB X OKGEMEZIT) 2 LT 3HEZ/HEET 5
CEDVTEER ZREE L 72720, Wit d %,

AMGFHIIEFHRETDH 5720, FA T EHBEEE
et v ¥ —RPEMEOFRAET BRI B W T BsR A
AR SNz, BB, R SCHERZITEH
AN LT\, SEFIEE T 5 FEE
BAERE» SR 15720

el

1. BEER
60 A, B
BRAF IR BIME, 2 BB R

2. BRE

ARSI R R 2 Lo 72 o [ B BRI R AN AT 5
N, FELEE 2 X 0 BRAF " iz TR D
AT A L BTSN, F7 SREER I DN
EORRIEHH Y. IHE D BN L b h

72728, CAPOX (A RI F ¥ v++FH1) T 5 F
U)VHARNY X TP+ RN Y X THREA G
Elpolze 43— AR TH, SIREHBIZOVWTHY)
BRUTRE &R S, BERESE T S KRG VIR 2317
N7zo SR O BEALRE 75 8L pT4aNOMO T -
7205, EFRYIBEOREMKE L 0 ) v HiiEE AR
CEEbNh 2720, Ttk & L T CAPOX
PEDBHm I N UL, 2 23— A BN
HHBH L 72720, R0 BRMN 25517 S 7z 2
Dk, LI XA VIZFOLFIRI (7 vk ary 5 2 v+ L
KRRV F—= b+ A )T H V)32 A THE
WCEHERD, 23 —AFEEI 725, 3a—2AH
WX Z IR 23484 S 1. ENCO+BINI+CET #
2 (1) ITE W & % - 720 ENCO+BINI+CET #%%:
BARFOEMAIREIEZ, TV FF X a— VR
$¢ 300mg/H). A a/8% ¥ v % 10mg/H), 7
V79V N Qmg/H), 72V 7Y TF U
(40mg/H) BLXUOTEL=ZV ¥ V5 (16mg/H) T
ZF)Of:o

FRPREE

X112 1% ENCO+BINI+CET ###: (LLF. AR#EE)
BABZOINTE 2 L7 F = ¥ (Serum Creatinine: SCr)
DR L IHHFEM AR T, 2B, day 1 IETAREED
BAHE L7zo RPREZHIGT 5 12H72 0 AR
FERETREERL, AFEFRLOAMEETERL 72,
ZDRER, FIBHEONRZ Y AR TIZE D EELD
N5 Grade 2 O SPEHREZB L PRSI A SNz, L
L. MoFEFLII R, AEEEAKZL LD
EEBEL72D0D, HilzeFHERLORHI -
720 day 29 OFRIM T SCr #31.21 mg/dL {2 EH- LT
W7eAhS A G I RE R R v5.0 H AEEIR JCOG
I (Common Terminology Criteria for Adverse Events
version 5.0: CTCAE v5.0) {22k < FHEE 1 Grade 1
TH O, HEIEk S e,

L7 L. day 36 DR EHEF % T ERAIR L
BRIKDFRZ 23D - 72720, FAIMIIPEERD, 8
HoORY) . ARE. PEREEL K&, IRoMEH, Ko
BNELFENL 720 SNOHICEALDR LD 572720,
ES, K. T 7213 G9E O REME IRV & E 2,
ZEEHE L TARBETR oMo EZHITBWTCK O
LEHRAERBELZRE & DICEREICHERIEM L 72,

PRI D &5 F. CKIZ8IU/L THRHEMHNTH -

%=1 ENCO+BINIHCET &% (1week)

300 mg/[al, 1 F 1 [=]

45 mg/lal, 1 F 2 (=]
#1El 400 mg/m?  (2h) dl
2 [Al H LA 250 mg/m?  (1h) d1

myaF 7 ==7 (ENCO)
E=xF=7 (BIN])
Y ® <7 (CET)
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ENCO 300mg x 1 225mg x 1

225mgx1

225mg x 1

BINI N IS S
45mg x 2 30mg x 2 30mg x 2 30mg x 2
CE;II' 40Hlll R RN
weekly . 7
3.5 4 CTCAE
3.0 Fb Grade3
- 2.5 A
o
=% 2.0
E 15 oo Grade2
g 1.0 Gradel
0.5 4
O T T T T T 1
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\anr ~

1 ENCO+BINHCET BEE8ARDINED L7 F =V DR LiakEEE

7275, SCr #%1.21 mg/dL (day 29) #*5 3.60 mg/dL
(day 36) ~NEABMIC LA LTWD I LB HH L
Botze o CTHETIEIBEOTERIEHZ D
DD, KEER R . BHREBREDRRE & % 5 R
BERREOMET 721352213 I3, SADE
ITHIEMIN LD o7z, BHEIEMERE LB
. day 37 ICABEE 72 o 72,

F21213, ABEOHEARS (day 1) B L O REE
SEPRE (day 36) (2B B ERMAAE & N4 & L4
AV OREERT, day 1 LIIKT 5 &, day 36 T
13 SCr B £ VR # % % (Blood Urea Nitrogen: BUN)
DERALZLSTIC T AT 7L (Mg) DIRTFRALN
7ehs, EOMOIEE IIEZHHE L ELIZA LN L 25
720 ABEZORATOFAKEZEE D & O 2 BIFH R
XD LN, RBFMPREAOKRE L o
72 JRWp2 I 7 a7 a7 v (B2-microglobulin:
B2MG) 1314445 g/l & FAETH o 7272, EIEEE
1% Grade 3 &L W S L. AFEE L day 37 K DRI L
ol T2 BEAROLZD, )25V KB
IOFRZ)TIFidkEE R, TELV=D
YU IMEMT & B s T 2B e L Tk L
ol EbadyryBlvtady surx rid
HEEEDOEEEON NPT ETE LD 72720,
FHRELHEO L. KR E %o 7, BEEEDHE
ELTiE, BMiE % RFT 5720 K5 A (5%
7 B MEMEERR Y Vil 1 H15L0) 23hia &
N7z ZO%, 2 HIEIZSCr 2% L. day 46 121
1.35mg/dL (Grade 1) ¥ TS#EL 722 LRI
72728, BB day 46 1ISBEREE o 720

B O EAEE (day 53) TR EMAIRDI L E
ENTwiZzd, ZJUV 5V FBITTARY YT
FUIFERE RS 720N MEIFREL TWizzHT
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=Y roBfiER%EL Nz, BRI —
A4 VETHEL TN LR o7203Grade 1 TH -
7oz, VAR EL L CABREZHHT 5 5
ol REEOFHBICE L, EIRED S B
BB T 12 BT 2 AL O 2 #E IO VT
KB o 725 ENCO & BINI I LA 0 374 T H
0. R R AR X 0 As, Bl SCr B &
DHPEEBAEETE R WEE 2, AT TRE
V2R L CHE 3 MR RER @ Grade 3 DA EFHIZHE
O k2 $E % L 72 (ENCO: 300—225 mg/H. BINI:
90—60mg/H. CET: 7% L)o ZOREH, RE:
X day 57 2 HIREEB Y O 5= THE SN,
Z D%y SCr it day 99 \ZFFE &AL, 1.90 mg/dL
otz REFEIF 2B OKRIEL otz
B, TORERTIEA2MG 1ZHE LTV h o 7255
BUN (3L #MHAN (142 mg/dL) T V. Mg i3 EAED
T IRV 14mg/dl) THh o720 FDMOEEHKEB
BN ITIEE R BAIE A SN Do 720 KTERTIZ
fiH9, AEEOKRED AR THIE LTze Z DR H,
SCr & day 113 1213 1.21 mg/dL (Grade 1) (2K F L 72
72%, ENCO B X OF BINI i3 = 212 L 72,
L% L. day 169 {2 1% SCr %%1.70 mg/dL (Grade 2)
FCTHA LA L2 ORBERIE3MHOKRIE L 72>
72 O TH BUN IZFEHEfEP (161 mg/dL) T
HY, Mgl v 1dmg/dl) TH o 720 F 72,
2 M H R p2MG IZHlE L TB 53, ZOMmof
RMRAAEIC D B R EBALIE A SN o 720 A
FOIRIED B THIG L 724G 8. day 176 121% SCr 1
1.35 mg/dL (Grade 1) IZMKF L7272, ARPEPIIF
B & o7z,

day 190 O & KR, BRI O B s A8 H 7z
720, ERPICEBEICHEE T 72 BHERIZ



&2 ENCO+BINHCET BEDEARD FUBEBERIBRFCHT DWRAREMBE /A FILT A DHE

T EARE (day 1) BIEERIE (day 36)

BRPR A A
Na (mEq/L) 138 135
K (mEqg/L) 3.9 4.1
Cl (mEg/L) 106 104
Ca (mg/dL) 8.2 8.5
Mg(mg/dL) 2.0 1.3
BUN (mg/dL) 11.2 29.8
SCr (mg/dL) 0.82 3.60
CK (IU/L) 153 80
AST (U/L) 25 18
ALT (U/L) 14 13
BS (mg/dL) 207 112
Alb (g/dL) 35 2.5
WBC (/L) 3810 8570
Neut (%) 43.1 80.0
Baso (%) 1.0 1.0
Eosino (%) 4.7 1.0
Hb (g/dL) 13.5 14.5
Ht (%) 38.8 41.9
Plt (X 10% u L) 178 350
UPC It (g/g + Cr) 0.13 0.24

INA B A
BP (mmHg) 125/72 103/71
BT (C) 36.3 36.6
HR (/53) 75 95
SpO2 (%) 97 97

Na:FhUTL, K: WU DA Cl:Z7u—)b, Ca: DLV UL, Mg: V7%
A, BUN: RFEEH, SCr: M7/ L 7F =", CK: Z L7 F =L RAR
FF—8, AST: TARTXUVEET I ) N7V A7 2F—F, ALT: 7 7=V
T N7 AT7 =7 —E, BS: MFEE, Alb: MiE7 7 I, WBC: Al
EK, Neut : 79 ER, Baso : 5B, Eosino : #FERER, Hb : ~EZ by,
Ht: ~< r2Z Uk, Plt: fi/MR, UPCH : JRHEEHE/Z LT F=L,

BP : MJE, BT :{&K{E, HR : 0%, SpO2 : FesEaafnsE

day 99 OWREFAMKE IZREICHER S T W 7225, 4l
DIEEDFER. FREIRER I NIz T OFIRED
JESRHEMORINTH 5 L Z 2 b, SIFHEIHE S
N7z Bhidday 37 Cclidklady 7oty
TU 72y Tay b= LERTW 2, BikiED
BEALPBR S I N0, TO®RIITEINTI ) 72
YD EERZE R o TV, LA L, BEIEBRW
M MLELZD, EREICTRY SO 7o v
60 mg OHFE (1 H2 M) BX e Fa €L 7+
Yomg/HDBIMERE L 72k, WL %o,
ZFOH%, EiFIay bu— L E3h, BEIhTnws
SCr D2 LA ALN o720 LA L., day
246 |3 EHIRBOEALIC X 0 RFERIIPIRE o
T2o ZFOMH, BEZWIROMEITIC L 2L HBRKE
BERAIRICE Y ABBEZ#ED R L, day 288 DBREE
REDSEHEMERR & 72 o 726

KRGS, BRAF™" S5 T2 BB D KBy A5 A
(233" % ENCO+BINI+CET #{£12 8T, Grade 3
DOEFEEIEI L 7285 EAEARE, WEDB XKD
2479 S EICX D, BTk 52 2 EATE
THEBITH %,

—fFicuFyra syl aFy TR ED
FEZX T FEPIIERITEREEZF SEZ T L
PHIGNT WS, KEFICBNTH, B, b
DFEHIDISCr LAOPEERE L LTEZ b, LD
L. 2 HB X3 HHSCr EAHFRIIZMH S
Twhhrofzl e, ot iCudry oy &
G- L72%, SCr D LA T hho7-2 b, BhbE
O REME IR &I S 7z,

= RFEFUIRIERFIC SCr 2ME T L. BB
EAT S 0O KRR E  Beb iz, FEBR,
Naranjo adverse drug reaction probability scale® CEFAii

L7zfioR (3€3), 10 &2 ) [tk Asmv ] &)
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&3 ENCO+BINIH-CET & £(Cxd9 % Naranjo adverse drug reaction probability scale [C &k 2 5Hf

[EIPZS F '
LZOFEFERIEERA L LTI TIIEEI TN D A 1
2 ERERGIEDN TV D AR AR ISHAE L=h e 2
3AHEFRSIIEROTWT, HHOIIEPEOR 5 CtkE Lz EUN 1
AHERGITIEA OB G CTHERAET D) Fv 2
SHEHRSEZEITEEZLNDENOERND H ) GEAILISL) e 2
6HEEEGN T ERIZIVEIER . END) B0
7. | R R R CERAN SR S D B0
8. IEA D e 5 BIANN LW FEE LTINS 5 BN 1
F G BEOWEICEVNEEERILE T 50
9. UFLRFITE T, LIATNCERROIEAI CRBROERZ R Z LIz Z &R H 50 AHA 0
108 FEFLITIRBAMBIL TR I LTV D B 1
9 Ll E : BIVERH O RIREMEA B
5-8 & RITER O ATREE S 0 At 10

1-4 53 BWER O FTREMEIZER
0 5 BIWERNE 9 i3 L

EEINZZ L, AEEEORERRE®R 5 MR
WTH b

— R B B BB =21
SEEEND, REFNZBVTIE, R, R MR
B L OCWFHRAD S, Bk R A2 1378 7%
Motztz, BFHitkB X OB RO TR IZ G E S
. BEMEEbNz. 720 IREAOFEYIZEINX
%y IRHBIMG SEMETH - 722 L b, IR
FEEIC X 2O EETH S LI NI,
Stammler 5 1. KIGEASANIH T 5 ARKEHEIZL S
BRI AR R B O RE A B LAY, SEA
OHIEICE s THE LI E2HMELTWSY,
7z Mehdi 5 &, MR ANE I3 %5 ENCO+BINI
BT X B B ASEIE VM 25 % £F O SR BRIRTE 428,
RIEIZEDHF/BE L EHEL T WD, Stammler
55 @ Ak BRI A 0 e B & AHE ) & o 5
332050 1M HIZSCr B X CRHB2MG & b
WCEREMZZELNTH Do 25 HIZBEERE D
LEEEICEL T TOMHEN, 1~220HTh-o72
HTHb, ZL T, 3HHIZKRIEIZE Y SCrfilidsek
BLIMTH D, —J AR TIL BB E IS T
\ZBUN @ L& & Mg DT 25 & N7z (3£2),
Stammler 5 ° OIEFITIZZ S OEHIL AV, BUN
FEBEERHKICE > TREZRT I EDRMON
TWwb, ZOFGZHNT 2 H MLk LT,
BUN/SCr HeA3d %o Z @ BUN/SCr 1310 % FL#E &
LC. 2z ERGuSBREE R, F |5 354a 1R
M2 BT % BUN IR EO W REMESE 2 b h
5o AIEFITIZBUNIZ ERHLA2H DD, BUNSCr
HAI827 TH o 72728, JRAMIAE BEE o 1] A3 50
EIRENTZ, UEDRIZOWT Y, REFIA,
Stammler 5 OFER] & [ Ak, FRAIE EEIE O W B A
WSRO —D2TH B, K Mg ILFEE
CET DOREMNLEERRZD—DTH b, KIEHIT
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13 SCr W5 #% i Mg IMUIE AR LT 722 & A
5, Mg DI FIZ CET I X 2 BIAREVWEEZD
N7z,

—J FETHDERNLT 72 =TI B ANR
MEHBECIE, ERFEHR, HEEZPIEL T LB
REDUEIZZ L, 5% METHEZHHLTD
K5 bEARFVZEHESATVSY, 2ok
9 7 IR RARAF ) 72 R RRE R OB R E Tld, &
SRR HTRE TR W0, BREEORE
BT cME T 2L ERH B EEZ 5N D,

AIEHITIE, BREEYEERIC—REICE L L 72
bOO, FERIET S ETEERALNT, £
72 WD Grade 1 T THEENE LN L 20
ABLTLLHBALTWS, 2070, ARIER O
FRIHARMKAENTH Y, KETUEIE O N VR
PELIRRT OB E DO BETEIZR W L E R B,

Stammler 5 B EIHEBEZ OIS & LT, BINI
ZIRFE L, ENCOB X O°CET ®2#| D A DB T
JEROFRIE R CHEBEE MR CE e MELTw
5%, —7. AIEBITIE Grade 3 DEFIEEZ B L
722d 0 b 59, Grade 11283 L 72, ENCO
BLOUBINI # —ERWE LT, Z20%b3HITH
WM L72e SO NS, AFEHRIIBWTIE,
B EE SR D FORIERE T ICRE Lz
T, PUEBAEZ L) B S 0WAIE, #EE
PRI F 72030 E= L, SCr OB L2 EH L2 A5 3 #)
THET A2 LB O—D2THLEEZ LN
5o

R 053 IR RBRICB 1T 5 ENCO B L O
BINI O Af#} 255 (relative dose intensity: RDI) &
EBHIT9% EWEENTVWEY, KEFIZBITS
ENCOB L U'BINI®RDI I, #NFN65% B LU
60% THo720 LLARDS, KIEGFITIIEE L
BREENEBL-LOD, EEECBELETS



EH ARG L 745, B3R AR B 524
R o e fi (9.0 20 H) ¥ & [FIAREE O 217
(288 H. #9596 " H) 2452 &S T&E /=,
AIEFITIE, BBEEBW O 72012 p2MG % ll5E L
720 LA L. IRPEMEOWERIRILES X O 4
MIFTETCwhwn, Iholbhid, BhEEEEz LD
FCBMTELEEZONDL D, Sk, A
CBWTERESRDLDNLLERIZIE. IS0tz
FHRBICERTRXETHDHLEERX D, 72 Espinel
13 Na PR3 2 BV CE R E 2 3 L Tw s Y,
Na #ElE W 2 MiE B L RPONaB L7 LT
Fo U EENENMET S LICINFHETAZ L
NTEDL, REEOFBVEARIZIEL, MBI
FERTE 2720, BEOKEICIEHTE2LE26N
5o
BRAF™"" 5T E RO R A AD & 5 (xt
SREEIL L VIRETIR, HEFLOHEE LIRS
NTEY ., HRIELGHEETH 5. AN EH
REREWICATO, RUICHERLZ2I0RTL L
. PIPAROBEERHICESTHEEZ SN,
EXD, AgEICBWTIE, BHBHBEO1~2 0
HENEEEERH OGBRYEE R/ LT SCrfii & Rk
BOMG ZHFEICE=S ) V7T HIEDNEETH S
a%i%nto$rmu St ARBPT X B B
ik A, BELAMAICRZLEEZON
éo

T

AAE B 1 — AR RN H AR E RIS DA
T S B 22 L EE L B 0T B S HER IS O —BRTHL Y
MATZZRETH B, ABEZITANTW72E F
L 725855 R b kR, 7 & NICAME S
T dH 720 THEW272 & T L A e
U F =R, DX D EHEBL EFES,

HimtER
FRTOHEEE. FRT <SRRI AV
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141 4

IS T EEE— EERES fBE

Mitsuru Koizumi', Seiichi Sato" ', Toshiharu Takahashi?, Mitsuhiro Maeshima'

A Case of a Patient Taking Duloxetine Who Developed Marked
Somnolence during Modified FOLFIRINOX Therapy

Abstract

A 66-year-old woman with stage IV pancreatic cancer concurrent with ovarian cancer received modified FOLFIRINOX as
third-line treatment after nab-PTX and nal-IRI+5-FU/LV. From the 5th course, drowsiness occurred each time oxaliplatin
was administered. The patient became drowsy during oxaliplatin administration and somnolent during irinotecan
administration, but her condition improved after completing 5-FU. Blood tests were performed during the 16th course
of oxaliplatin treatment, but no hyperammonemia or electrolyte abnormalities were found. There were no abnormalities
in vital signs, such as blood pressure, and no symptoms suspected of encephalopathy, such as convulsions. Oxaliplatin
and irinotecan administration may have increased free duloxetine levels due to competition for plasma protein binding,
resulting in somnolence. In particular, when modified FOLFIRINOX is administered to patients receiving duloxetine with
hypoalbuminemia or frailty, attention should be paid to somnolence.

Key words
pancreatic cancer, oxaliplatin, irinotecan, drowsiness, competition for plasma protein binding

LA=FIIEN

66 i 2Pk, IR & IR O Stage IV @ B T mMWXrMRHBNMN&%% 3 W iH#E C modified FOLFIRINOX
BEML TV 53—RAXDFFHY TI5F GO CICIRES A Ulze FERIZAFHY 75 F V8555 RGN
ﬁ<&b\40/rﬁ/&5¢~@ﬁk&0 5FU #1741 &%Ltow: X@ﬁ#&077%>&5mumﬁ@§%
ERE L7, &7 Y EZTIEREMRERT IR ONeh o720 MERENA Z VA4 VIZEFIT R TuRA L EH
FEREEIERIE L o0 AFH ) TIF L EAY ) FHyOHGICE ) MEEEGOBESIES, #EHNoF 20 x
LI ML 72720, IR E A U0 RBEAE 2 57z, FRIS K7 VT I VIER 7 LA VOREIZH LT 20 F ¢
F B2 LT modified FOLFIRINOX % 479 Bt id, IRICTEEALETD 5o

F—TJ—R g FFTVTSFU, AU Fh Y, IRA, EEARKEOHS

WRHnAe 2 A 3 AR ICHEIE ST B DS A SE
ED1oTh 5 ”o Modlﬁed FOLFIRINOX # i (LA
T+ mFOLFIRINOX) &4 %Y 75 F ~ % ik
FEL. RWTAY 7 U (UL, 4 7

1

FOLFIRINOX ## i 13 J7 it 1847 B B AN BE e i

[l

E“‘f

M

J(D

(524 - 2025462 H1 H 2B :20254E7 A3 H)

1 AT 379 B SR R Department of Pharmacy, lida Municipal Hospital
2 TR L ER N Department of Gastroenterology, lida Municipal Hospital

¥ Corresponding author

14 HARKRESEFRMEE Vol.43



H)ELKRKR)F—FANVT A (BT, LKk
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I OW + ) DIRREIZNT TR BHERRIE. P2
FWE 22T B BRE R PR o MR [ 5 72 & D ke
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W7z ZOH%, WEBITETL, XAF1IH LD F
IR =ML ) FH Y (nallRD+7 VAT
5 YV (5FU) /LARKRY) F— b (V) #EZ G L
720 HHERBA D722 23— A LV nalIRI %2 1 B¢
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MFOLFIRINOX A DR MIER

13—2x 50—2X 113—2x 133—2 150—2 160 —2%
ALB (g/dL) 3.6 3.7 3.7 3.8 3.9 4.1
ALP (u/L) 116 86 112 118 109 105
AST (/L) 13 16 35 21 20 22
ALT (u/L) 7 11 30 15 11 18
B (mg/dL) 0.3 0.2 0.3 0.4 0.3 0.5
UN (mg/dL) 5.6 7.6 5.5 6.2 8.4 11
CRE (mg/dL) 0.48 0.51 0.53 0.48 0.59 0.56
UA (mg/dL) 3.8 35 4.4 4.6 4.6 4.4
Na (mmol/L) 141 143 142 142 141 141
K (mmol/L) 4.2 4.7 4.2 4.2 4.4 4.2
cl (mmol/L) 107 105 107 106 106 103
Ca (mg/dL) 9 9 8.7 9 9 9.4
CRP (mg/dL) 0.02 <0.01 0.21 0.03 0.02 0.02
GLU (mg/dL) 116 111 113 110 118 109
eGFR (ml/min/1.73nd) 96.15 89.98 86.27 96.15 76.39 80.88
WBC (10"3/ uL) 5.55 2.73 2.54 2.98 3.13 3.29
Hb (g/dL) 12.3 11.5 10.3 11.8 12.6 13.1
PLT (10"3/ uL) 188 156 134 164 157 159
EOSI (10"3/ uL) 0.07 0 0.01 0 0.01 0.01
NH3 (ug/dL) <17

ALB: 7T Iy ALP: I AUKRRT7 7 2—4 AST: TRANSGFVET I/ M7V A7 7€ AT 752072/ 73R 7274,

TB:#EYILEY, UN: fREZEHR. CRE: 7L T7F =, UA: jREE

Na:#+rUTL K:HYUTL Cl:oE—i, Ca:Hhi¥vL, CRP: CRIG
HEA, GLU: ZLa—2 eGFR: #ERKIKREBE, WBC : BMEkE. Hb: AT/ RE Y PLT @ M/RER. EOSI @ #FEEERE. NH3: 7
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Loz DD PRES THh - 720 fethid kv & & 2
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o7z (E). MEHT ASHIZfThR Ty
A REET Y F—Y A3 hdhozbE LN,

RIS AEYBEOEIFICIVELLZ &
bEZOLNL, L2L. K2IZRT LI D
Grade 2\ ERH L7203 15a2—ADETHY, #
NLIHIE Grade 1 D F FTH o 720 HIRDOFZIE5
I—AXDAELTEY, EYOMmS EIXEFBET R
o7z,
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o TRR#xhs, £/, 77LES &~ MIRED
S REEE O CYP3A4 B (FHEAKAENY) K OVRF 38
HEA L, CYP2CO OFFEEH D AT 5, T2 F
tF U IEFEICCYPIA2 TRE SN BY 720, FAT
TLES v hEeFaudeTF v idHEEOBEH
iﬁ AU LWRESERH D, LAL, FATTLES

VM RGHICIRFIZE L o722 G, WEIO
MEER EZEZ SN o7z,

5HT: R AR E TH H/sa /7 kb a v 2
IR OGS 22, 51+ b1 2 1350% FLEE
BERZAED T FHRIMCHEE S, R0 25K Ew
ELTHEM S B, AT F 1T CYP2D6 234 vy,
CYP3A4 K. UFCYPIA2 %5 LCTwh, FauFxt

F U IEF I CYPIA2, —# CYP2D6 T S 5 Y
720, Sak huarypFandes roREEESE

EHAHEL, FauftT v OEMIHHR L 724
R HIREZAECTREDEZ NS, $72, %1
J bar ORI 40~50 R & & L R
TF CHIRARVW -2 L 2FHTE S, Ll /8
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tF Y EOMESERTH D EIIEZ LN LD 5T,
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B Uo7,

ARBHZIE D DFEIRITHT L T A A S W5 B I Wi
PHT7TaadFF rENRL TV, TauFdtk
F v OMEIRIZ243%" LW SN TV B D, KEF
T & mFOLFIRINOX BH 46 i (AR 1 72 22 > 720 HIF
BOEBY FaaFxtF LIEFEIZCYPIA2, —#B
CYP2D6 THR#EN B D, F+FH ) TF5F 22 4
VI FH BRIt uy s YL 2 CYPIA2 R
2D6 DRHEMEHIE % v CYP &4 L7z EAEHIZ4E
CLawnweEzZ oM,

L2L, FaugftFrob MEREN %k
FMILET VT 2V, 1%y 879 ¥, 0.08%al-FE
PERER ) NOEKHAERITZNZN0~84% K T
26~32%. 96~97% TH 5V, Tt FH) S I F
YO MUETIVT I v, a7 vl OERAR
HRIZZFNZENAR2~98%. #66~92% TH V.
Al B EA LTI EAEEALEWY,, 41
T O MMIFEEARAEIE0~40% & KR
RS, TE A SN-38 1292~96% & v, —
Jiv 7 Fay g v (5FU) OISR ARSEIE
7~10% WP, FaoFtF r OEHEE TR
WA TNT7 7)) YIRHBER T an X T v
30mg/HOPEFRIC L ) IMIEHEHDOFEELIHEZ D, 7
V77 ) Y OERDHEE L, PTINR 25>19 12 F 5
L7z DHERH LY, P brd, FaudtF s
AIRHIC, EEHEGROBVE FH) 775 A4
)5 h oG X ), MAERA (L7 v
TIV) LOBEMPEIY, FauF S Ol
R FE 75— WP B U7z, EIRA A U2l e
YD 5o

KEFEZHEIIBWTEH I ) 55 L5FU %
KEHG$5 &, 533 75F ¥ RimEkgIcE
WL OWERHHPY, 20 AFH) T 5F
¥ Dy RIS BT B W ty=3920" 2 5-FFE A
14 H (336h) THAHIZ 05, £=336/392 =0857 &
Y. BRAAKT=10-1/2)°]=101-1/2)"]
=228 %5, 2FD,.5I—RXDAFHYTT
FrDO T TREPEFRBIGEL, B SREO
NS ZIBEICHNTS 2— A 5 7iEEIRB &
F2RICEHLCWBEZ IR G, AFH Y T F5F
YOEMIZ200ngmLEEEEZ LN, XY TS
Z F ¥ ML 51 0 Cmax 931 ng/mL™ & AT
WLOD, 53— ALRKIZ L) EBREOF XYY S
TF VBB INL RSN D L. —H AN T
GBS R IR TR < BRI AT
HTWEEZLNDE, TOZENDH, 53— LD
IRSE L7201k, FF5) T 5 F U0 —EiREERK
THILETTFaudFbF v EEAKGOBEEIEL
RFTVIRILE o TW2dEEZ LN,

HIEH O nal IR % $¢ 5 L 72 B IR IR 1342 U %
Mol —Jiv A 757 VIEREHRICOHERIEAEL
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720 AV T Y OWEERBWZT TR XY
VT 5F DRGNS LX), Ak
BraoodtFr2¥mLizdbotEz o, %
7ov XN TIF L ORGBEEE o THilRE
L2 &5 a—ADRIEIRASE L2 &, F
FHVTIF IR BLEGICEIVERT LI L
25, HROBEKE LTS )T h Db 4 F
VT I5F VOGN REVEEZ LN, WThIZ
L T % mFOLFIRINOX (38 FHA5 A O @35 &
HFERARI DR T VWL YA ThrEEZ DN
720

IARYY Y OEARKGHRIZ58% EEnE Hr
Ry vk Faadxtd O TIERE £ U %
Molze TRV YDNAFTTRAFTEY T4 %28
10%* 95 %, 1 H¥58150 mg T4 L iiHR 121t
TEINDTARY Y EIK005mmol TH Do —H.
¥ T I F 107 me 1$80.269 mmol, 1V /
7 71~ 200 mg 13§90.341 mmol TdH ), TXY V¥
DEGTERGEFZ RO S~6ETH D, 2Fh, T
RS VREFFF)TIF R4 )T H VIR
TEHETIE R o720, HIRZEL 513805
BT 2 aF e F UHIML A2 08 EZ S
N7zo MRS GFROEWIERFE LM E/EH T
2. BAMEAEOBSOADEH ENLHDS BEHM
EROEVER OB RICLTETRETHL L#
Y (A

52— ALBFICEEOERERENAL N
(1., HBEKIIGrade2 o722 25, 16
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EAHR 720 T 7 < ASASEWHR AL D BRI O HY .,
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RKEZFTHET VT I VIR Do 72 (1)
L — AT VT I VIERH B ETIVT IV
REREERATH 2P OWHEIIE, EEIE %
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5o

AL mFOLFIRINOX O4a— 2 2@ L TH F
PN TF5F L OERFNETH L RMMEHE =2 —1
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)T T F 2 DM (TU28) H327.6 BERH ™, SN-38
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