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A Case of Thrombotic Microangiopathy during Combination Therapy
with Gemcitabine and nab-paclitaxel

Case Summary

A Japanese male patient in his sixties with stage IVb pancreatic cancer was administered gemcitabine
with nab-paclitaxel as first-line therapy. After completing eight cycles of treatment, he was admitted to the
hospital for fever, difficulty of breathing, and worsening edema. Upon admission, it was determined that
he had hemolytic anemia and reduced renal function. A kidney biopsy led to the diagnosis of thrombotic
microangiopathy (TMA) . Following improvement in TMA symptoms, the patient’s chemotherapy protocol
was changed to a regimen of folinic acid, leucovorin, fluorouracil, irinotecan, and oxaliplatin (FOLFIRINOX) .
He remains on this regimen to this date. Although TMA has often been reported in pancreatic cancer
patients treated with gemcitabine, the influence of nab-paclitaxel could not be denied. Thus, TMA should be
considered when laboratory results show proteinuria and reduced renal function during chemotherapy.
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AP/ L RE  (thrombotic microangiopathy;
TMA) 1E BN LA RE P v 2 2 i 3 2 P af /AR
W, BN PN I IR A | & 2 B 5 038
5% IR FNBM A TH Do TMADIREZ R
REWFEB L U<, BMMERIEREGER  (hemolytic
uremic syndrome; HUS) & AV /MR Ik A 14 5%
Bt 9% (thrombotic thrombocytopenic purpura;
TTP) 3% %", JEIENGE ML IR F5E R R (aHUS)
B A F2015" Tld FANC X 5 TMAZ Hli kB
HHUS & RN ZIRETMAE EHLTWwWb, IR
PETMA® 9 3EFIPETMA T PUEMEES 3. Pl
A SRERRIF 2 EDRIR & R D RET A Z L A8
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BAICX D PURDEE SN D RIEF A D= AL L,
FEARA R ERAN b E 2 5 X 2 53
o 22125557,
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BWREL L TOZ 7 YA TR YR I TOHH
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Vo JEICT 2 ) A= T o i AR B EHUS O &
WKIReNTBH, ZRETMANOMHIZDO W T
BEtiE e ShTw Y B E ¥, BRIk
TdH DM RIEFNEET OB 5255 5 WREMEDSD 1) |
MR 2T a4 FOMHLEE ST 5Y,

4l 7 A Y% ¥y (Gemcitabine ; GEM) &
nab-paclitaxel (nab-PTX) O H#EEHIZTMAZ
FHE L 7B 2 #RBR L 72D CTHGE 3 %0
FESH

60t B
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WRIRZ W44« BEARERE (cT2N1IM1 StagelV)

GORRE ¢ ST

BEAERE 2R %8 (304F-Hi)

T LVF—JEE - BIVEREE - FRECE I L

WA 206K & D BRI E T LI H S A

ki . 14EREF TY— VK3 ~54/H
IR

N F THERRMIG O THERIARR IR % 154
ENFZ L3 hh o720 20164E 1T 5 & F RIS
%%, Computed Tomography (CT) #Aro#s 4,
ARG, TR 8D I 72 72O H AR 34t R
B vy LR, BEBENEET A FT
ZEfl O %%, adenocarcinoma & W & L7z, BEIC
iz b H 0. cStageNVD 720 1 RGEHE LT
GEM. nab-PTXftHMbs#E: (GEM 1000 mg/ m®,
nab-PTX125 mg/m*) ZHiE L7z, (ZOH%day 1
E95%)
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1% 4 7 VH X Yday 1512 B} 5 5 EREA1000
/miRG NI T L2720, &34 27 VNI5H H o
52 2%y T L 2B IRNAT V2 — VERL T
WD 5Nz 5 A 7 VB XY +E LA %2580
7272%day 11117 22 Y ¥ 5 mg. day 125127
TNV E 220 mgMER, ATEIMS zasa v
PE—VAROZDMA L b 2210 mgk40
mgN\E L o7z, YA IV TIRITHE, T
RE - BARREAL T 2 A & OFFAIHEH I ABE &
o7z (day 169),

AlRBFS{ARR

B £171cm, 1K #H64kg, BMI 21.9, Il H179/83
mmHg, JRFA7918] /45 sinus rhythm, Ml 2 FIE
IR E DT,

AbehFE HE

7x/)7477—13160mg/H, =V RATF—
V20 mg/H, ¥V 7unu—nL25 mg/H, 740V
10 mg/H, 7V V%V 40 mg/H, u¥ v 7o
7 x 120 mg/HTH -7,

ABBHEERR

A BB WA T % Table 112783 JRIGIMN3+, 1M
w7 L7 F = (sCr) 147 mg/dL & BHERE R E
AL, REETRERMMICHEARIMERZ A L D72,
JR#1800 mL/H. R#&H36 ¢/HTH o720 CTH
ETIRDEOMKEFE A S NT2e ADAMTSI3D
FINIAE Dm0 T2,

ERAREE
BEREIINRN—Z2F 4 »DsCr09 mg/dL & 0 5~

Table1l ARREFREFR

1EE REE HAEE
ER (A

ALB (g/dL) 2.3 3.8-5.0
TP (g/dL) 4.6 6.4-8.2
BUN (mg/dL) 24 43,332
sCr (mg/dL) 1.47 0.5-1.2
eGFR (mL/min) 37.6 60-

Ca (mg/dL) 7.9 8.2-10.2
Na (mEq/L) 138 138-146
K (mEq/L) 4.6 3.6-4.9
T-Bil (mg/dL) 2 0.2-1.2
D-Bil (mg/dL) 0.7 0-0.3
LDH (IU/L) 640 118-240
BNP (pg/mL) 362.3 0-18.4
NTRTOE > (mg/dL) <10

CA19-9 (U/dL) 15 0-37
CEA (ng/mL) 6.2 0-5
REM A

CRP (mg/dL) 244 0-0.3
ADAMTS13;E M (%) 415

ADAMT13 inhibitor =43

EiEV—LRRER =3k

Mm%

WBC(/uL) 9900 3700-8000
HGB(g/dL) 7 11.5-15
PLT(x10*uL) 5.8 13-40
ik R IR M ERSH Y
D-dimer(ug/mL) 6.7 0-1.0
REH

%8 3+

il 3+

ek 30-49/HPF

=Nik=3 1-4/HPF

MM 1+

HFAE 1+

REL

RER(9/R) 3.6

NAG (IU/L) 29 0-11
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P PR B S 23t L 720 ABi24 HH (day 194) 12
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MR ED T 2 58, TMA L W S /- (Figure
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C. e BRMEIITIL -
. S a. PAS J¢ft b, PAM ¥ty
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28T dH o 72 72050% i L TGS 2. D%
b WL PR R IR R R (2 3 L s R
FE O 72 6 O A R MU E 722 & DTG FRE D AT
W, BB IZsCrl.2 mg/dLEifE CTZE L7 (Figure
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Table2 BEANCHIT S GEM [CKD TMA DFRE

XEES & A EhES BEe BEHE frmE Py Blm
Bharthuar 2009 11 47 F 1 1000 mg/m 6 cycle Capecitabine, Bevacizumab AT OAF, MR, JYFI 7T ENTHA
Boeck 2008 12 64 F 2 - - ik seg:d W=
Casper 1994 12 65 M 3 800 mg/m - RIFHAE BHEA
Choi 1999 13 51 M 4 1900 mg/m 7 cycle RIFHEE BHTEA
De Smet 2008 14 7M1 F 5 - - BRIFHIA R
Flombaum 1999 20 65 M 6 800-1500 mg/mi 4 cycle 3Py WE
67 F 7 1000 mg/m 3 cycle ZFAAK wE
63 F 8 1000 mg/m 15 cycle IM4E3T R xE
Fung 1999 15 - - 9101112~ 58 48 9: RIFHA 9,12: E(RER)
10, 11: M¥F3T 10: 3ET=
12: MR, RES/ DIV 11: BTEA
Glezerman 2009 27 - - 13-23 22000 mg/m(#B%E5E) 754~ A RIFHAR BEHEA (n=2)
Lee 2014 21 5 M 28 26250 mg(#A1x 58) 647 A Mm3E3R % wE
Lhotta 1999 12 - - 29 - - ZFAAR wE
Maginnis 2011 22 72 M 30 - 7 cycle RENARER =
Phelan 2009 23 70 F 31 1000 mg/m 3xA REHAE WE
Richmond 2013 12 - - 32 - - REFHIAE ET(RIEE)
33 - - Juukged:d BITEA
Ruiz 2004 16 54 M 34 1000 mg/m’ 4 cycle  Tegafur AFO4K A m
Saif 2005 17 72 M 35 1000 mg/m 3 cycle ZRTAAR, MIFRHR BHEA
Ustwani 2014 6 7% M 36 11100 mg(#3 1% 5 2) - THYRIT =
7 M 37 99540 me(#1% 5 8) - Capecitabine, Bevacizumab T41) X< 7 wE
73 F 38 - - IHYRXIT BT
69 F 39 - - Carboplatin Mgz TH)XIT wE
Zemtsov 2011 24 46 F 40 21000 meg(#A1% 52) 6 cycle Jiukigrd:d wE
Georgia 2017 12 52 - 41 21500 mg 6 cycle RFOAF, MIFHE, )YF 3T wE
68 - 42 22100 mg 6 cycle RFOAF, MIFH, )yFI<T wE
65 - 43 8000 mg 2 cycle RFAAR, JYFITT wE
Gosain 2017 7 54 F 44 - 12 cycle nab-PTX M3z TH)X<T wE
AR 2002 18 71 M 45 - - RIFHAR wE
AR 2003 18 70 M 46 1000 mg/m 6 cycle - ET
FR3E 2005 25 MM 47 - 647 A 3% 33 4 BE
25k 2008 18 71 M 48 1600 mg /body 6 cycle I3 34 ET(RER)
HIg 2008 18 62 M 49 12000 mg (AR 58) - Jinkgrg:d =
AH 2009 19 76 M 50 - 5 cycle S A
FIFE 2010 18 63 M 51 1000 mg/m 15 cycle ik og:d EHTEA
BR7E 2010 26 70 M 52 20400 mg(#8 5 &) 3 cycle RTOAF RIFHAR WE

D, HRIEFEH A Z AL BTMA L BT 5,
MEREEOSA, B SE520,000 mg/m* &
DZWEEICTMAZ BIES 2560355 L ST
WY CHEHIPETMA T BE T & AU B 36 2 b -
k5 2 EAHERENT VB, FOiEwEIIHH
VLTE ST KT R U O — Y
THRHREDSHL E 2 B0 BARIZ K 5ENTEARE
TS S SN Tna MY — T, MR
2704 FTHEL, TMASFHZ A & o726 #H
BERTWSY ¥ GEMIZ X 5 TMA TIZ 3K
1k & & BITH3ENISEE. 5EIEIHET 5D ODF
BEEAFRGET 22 LS 0E S N5Y, KIERITIR
MAER R A 71 4 &2 w72 2 &3 RAaANHG
WOATTMADLFHEZ A L O, FIERT & 0 BA%HE
BEFEHDLHODORELRBTH -7 (Figure
2) o FHERH R BAF I IEE D A TR RS 2 A &
D722 o N EDRRFIEE 2 S5 H5,
GEM® B FE# 5-#1315,000 mg/m® & Rk O 5- &
0ot

—J5. ZLVET 5 — VEL RIS Z ) % 3+
(KoEL-PTX) ®nab-PTXZ&E&H L ¥ A VfifrHic
BIFATMAOHRE IV RN OHFIEEL T b,
20174 D Gosain 5 D" TIE, GEMIZ X 2 TMA
EENTVWAEDHDOD, nab-PTXZHFH LTV 514
BHY, ) AT kG UERRERE I35 - 72
BEHEL TS, ZOREBIIBIT B KHAOHKG &
RIREAICHET 2 HEHRIEAHTH S, KoELPTX &
Ifosfamide. Cisplatinfff /i L ¥ X 1281} 5 TMA
DA TI243m P M3 LKOEL-PTX 250 mg/
m?% 342G S 3V A 2 VAT R I B R R
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L R ED72o ADAMTSIEMEIZ BEMHEZ AL
DT, ALFEERIEOATTMARLHELTED,
NS OREITARIER & @ 50D 5, F7o,
KoEL-PTX & 6 U % ¥4 » RFHITH 5 Docetaxel
*EL L YA VICBIFATTP/HUSOHE D 5 52,
NSV ITN LI TORETH 505 ARG
ThHPTXORHIZCYP2C8B L 'CYP3A4IZ X b
b, ThHOCYPH T OBEIETZRITEYE)
BOHFELZREZICZIORELRVEEZ SNTW
5%, LA L. nab-PTXIZKoEL-PTX & i LPTX
DB 5058 MR~ O DA BRI, B
BEITBT 554 545136638 L/ni & KoEL-PTXD
4334 L/mi & ) HICKE VI EAVRERTH YT
Bk A S IR B T IR 2 H AR &
HEWBREA K E K B 5 WHEMED D 2% 72,
PTXZP-# & & (P-glycoprotein; P-gp) @ #'ZE
THHHY, R Mo FETHE T I3 I P-gpAtss
WLUHURAIOPER 2 2 LI X DT 50
BEEASRIE X 0 PogpBHEXI ORI & 5PTX
OMIBEEVEH O R 2 /R L 72 2580 e o HE b H
%% KIEBITIZHEBBEEE X 0 i hEREGR A 0 72
DAV a—NVERZE L2258, P-gpDiE
FERBD 2 WIEBI TCPTXDO RENPKE L ) H#
RAFVEDOBEFE TTMASIEY A 7 12D % W3- 72 i
HHEZS5NS, o TKoEL-PTX%nab-PTX% 5
FFOTMARER Z £ L. 5w, Bmo
Fitl OBESL MoK F LA L T L
ENHLHLEEZ D,
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Mercaptopurine hydrate powder exposure in a disc-type powder dis-
pensing machine.

Abstract.

Mercaptopurine hydrate (6-MP) is an oral anticancer drug in wide clinical use for leukemia; however,
environmental exposure has been pointed out due to scattering when it is dispensed by conventional
methods. No studies have investigated the scattering of 6-MP when it is dispensed using a disc-type powder
dispensing machine. A model powder not containing 6-MP was mixed with 0.05 wt % fluorescein sodium,
which was used to visually observe scattering. Fluorescent spots were observed by UV after dispensing
the powder using a disc-type powder dispensing machine. Scattering was measured using image analysis
software. In addition, we visually investigated the residual powder in the disc-type powder dispenser
machine after cleaning with lactose and the scattering of powder on the electronic balance and dispensing
table using fluorescent spots. After dispensing, fluorescent spots were frequently observed in the hopper,
feeder, powder hopper, and final hopper of the disc-type powder dispensing machine. The fluorescent spots
were reduced by cleaning twice with lactose but powder remained in the injection hopper and the powder
hopper. Scattering on the dispensing table tended to spread around the vicinity of the machine and in
front of the electronic balance. This investigation showed that scattering of 6-MP powder could be visually
observed in and around the disc-type dispensing powder machine and the electronic balance. In addition, we
confirmed that cleaning with lactose is not sufficient.

Key words
oral anticancer agents, mercaptopurine hydrate, disc type dispenser powder machine, anti-cancer agent
exposure
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Examination of effect predictor of non-small cell lung cancer patient
administered Nivolumab

Abstract.

Factors predicting the anti-tumor effect of nivolumab in patients have been evaluated; however, they remain
unclear. Blood biomarkers that can predict antitumor effects, which are relatively easy to measure, need
to be identified, and studies on the use of the neutrophil-to-lymphocyte ratio (NLR) have been previously
reported. We assessed factors, including the NLR, that can predict anti-tumor effects in patients at our
hospital, which specializes in respiratory medicine. The anti-tumor effects of nivolumab administered to 41
patients with non-small cell lung cancer were assessed and complete response (CR) , partial response (PR),
stable disease (SD), and progressive disease (PD) were observed in 0, 12, 19 and 10 patients, respectively,
with a response rate of 29% and a disease control rate of 76%. Univariate analysis was performed by
classifying the patients into the PR (n=12) and SD+PD (n=29) groups. Odds ratios were as follows: squamous
cell carcinoma, 0.15 [95% confidence interval (CI) =0.05—0.50, P<0.01] ; age (=67 years), 0.16 (95% CI=0.05
—-0.53, P<0.01) ; decreased pretreatment NLR after administration of 4 treatment cycles, 0.08 (95% CI=0.01
—0.59, P=0.01) The study results revealed squamous cell carcinoma, age (=67 years), early reduction of
NLR after nivolumab administration may be a predictive factor of effect, and it was suggested that the
higher the number of factors corresponding to the factor, the higher the PR rate.

Key words
nivolumab, neutrophil-to-lymphocyte ratio, effect predictor, non-small lung cancer
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TIZHBFRICT=RNV~ 7 (3 mg/kg 28R 235 L7z BERGHET MR IE /T i B 2 AT R & L7z AT S
B4144 % 355 \%;dj (partial response: PR) #1244 & #£4T (progressive disease: PD) . %% (stable disease: SD) #2944
S UL U720 SRRSO I B W TPREEIZSD + PDEELD A REITEHRITH o772 (735 vs 64, p=0.02) o HLf%
TR LR OBEDVPRETHEEIZZ L (75% vs 31%, p<0.01) « =RV ~= 7HRGROR R MG hER /Y > 788k I
(neutrophil-to-lymphocyte ratio: NLR) A%4 B H#%5-t4 F T T L2 B IIPRIEECTHZIZE 072 (100% vs 55%, p<

(%A 1201943 H5 H <23 : 2019%E 6 H12H)

1 b S S AL = 49k bedé#I#  Hokkaido Keiaikai Sapporo Minami Sanjo Hospital Pharmaceutical Division

2 AviEE RS A AL = 4R B s NEE Hokkaido Keiaikai Sapporo Minami Sanjo Hospital Respiratory Department
3 bR AR HEAAE Hokkaido University of Science Faculty of Pharmaceutical Science

*  EEFHR AbiEERE RS T006-8585 AbHEE AL i AR X AT 74157 H4-1
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0.01) o AMRES TIE, i T-LEHE, =67, = RN < 7RG HROFLMONLRIE T D 3D DH T 2% R FRlH & 2 7]
REMEAIH ) TN T BAL WERITEPRED & 0D I EATRE SN,

&

ANV~ 7iE, b MRIPLE FProgrammed cell
death 1 (PD-1) £/ 7 u—F VIR TH V) fEhE
BEICHV SN Y R &, A
BT BT 0TIE R, AaHGO%RE
ZRHT 5GHEETH 5. RIEMETH 5 THINIZ
Kl 2 R g E 2 R0, Lo L. il se iz
fon ) % % ¥ 2 %A Programmed cell death ligand 1
(PD-L1) #pEAEL, PD-LIZ T2 LI2X ) 5%
EOEE EZWHT S, L7zdt> Ty SEilladsEd: 3
APD-L17%, THINIZAAAES A PD-12 B HISHE
5L ERHAETEI, REMEI IR ENEZ L
el L E 7O 75 AL EL 2 L fgE
Bbho TOITENL, =RV TIFEEER I IEZ T
T 72 < IR/ e R B (9 B 8 72 7
B & L C20154FE12 B IS 258 S LT IR,
RSN L T3,

HEVLEE T AH#ER (CheckMate 057:B%) Tix. 7
7 FF8H 2 St 2 AL REOWGEE A
5 HEAT AT HR AR I 1 b2 FE/INHI N il o S 12 8
TRV~ 7L Ky XL oMz L
727, ZOREREZERNVITIZBWT, PD-LIO%H
RICERRZ: < B0 EEFHEEE Th 5 &4 17
BB ORI, BRROBMIEIHR SN, —
BTy AAOTHBIEEALERIC X D, EEEDRE
FIBICEKRT 2 EEZON L REHERERLR
(immune-related adverse events : irAE) 238l %
CENHD, rAEFE R OENITIER O EELITE
NDHIENHDHID, rAEO R L BHE~D
HEMEPEREE SN TWS, ERirAEE L CTHhli
Jig 28, EORE B M T)AE. K. HEEO T, TR
PRI, HARBR PR RE R 2. EEE O KBRS, infusion
reactionF A HEINTWD, Lol FERIRICE
T AEERLOBIELHINN, I8 L
DAY 2 WGP R VIRETH Y P, iE
PR IERLHEBRAET O 72D O W23 L WIHIR 2D
bo TNHZETFIT LHHF-OHE - ML, FEERR
BT LIRELR=Z—=AD1DOTHb, TOHRTOH
i L IEHREORE E OMICEEE AT AT % [HE
FTHRIENTENL MRTUAHFL LTEHT S
ZENIRRE R D,

e/ TR FE B BT 2 =R < 7 ORI
K& LT, RMIfEHEk ) 2788k (neutrophil-
to-lymphocyte ratio : NLR) O#HiiE25HHE I Tw
255, LanL. NLREHIT 2B G2 vt

il
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BB A BRBOI R B BRIV E VR OB & 2T
TLEHo =AY T L 2 IR D EHEIC
BT, irAEICK L CRIBRERVE VHIBR
CHwHNSL, L L. NLRZFHii L 72F D R 5
OAf FEGH508BIOoOWTEIAHTH L, F2
THML ALBEM =4kt (DUF. 4B 128w,
SRV TG E 234 REHRSHETICAT R
4 PG 2T ho 2 BEEZRIN L) 2Ty =
RV T %8G L2BEICBT 5 HEEMGRY o
METFHRTOER HWE L TR E217T- 726

absy

1. WREH

20154E12H %> 520174E 3 H £ TITHPRICST= RV
~ 7 (3mg/kg 2 HMHHE) %P5 L7BEGHAET
IR/ N RE G RE B 2 AR G & L7z BRoh ke
=RV THYG 4 [\ HOMEFHE H F TRIENED &
By SRV~ THRGEERE /4B RS HE T
WCATaA FeEgEb5 27 hocBE,. =KLv<7
WM 51128 H DL BB DT SE B X OV T4
HiGREOR S 22  BH L L,

2. FHmIER

PUEB IR L EIR O PR g IET L N1~
version 111230 X, 5242%) (complete response
:CR). #5rZ %) (partial response : PR), i 17
(progressive disease : PD), % (stable disease :
SD) CaFfli L 720 %57 (Objective Response Rate
: ORR) ZCRB L U'PROEH D EIE. Ik Bl =3
(Disease Control Rate : DCR) 1ZCR3 X UFPRIZSD
DEEEMAT-BHOHEGLER L2, AEFLRI
FEFGIEGEILME version 4012560 ZF-Mi L 72,

3. AHEIER
BRI, =RV~ 79355 D4R,

B E, EGFRE(ZFEAROA I, MR, =KL
< 7N EOKRES X e iKE (Perform-
ance Status : PS). Stage. {&# I 14 v, MWEBHUH
PRRATIEE, MR O M, BEARE CRERRI. il S
filige). NLR, AEHERIZOWTEMA VT, Hik
FoEk, REEFRERER, A —F =) VAT LA
WTHEAMEITRAEL 72,

4. HRETEEMR
BH#H%CR + PREFESD + PDEEO 2 BFIZ/MH L,



2HHMOBEETRB L OFERL LKL 72, et
fEdT i 7 vovkat (RS HAE SR — ¥ X,
B ZHL. WINOMEIZBWTH A EKE
5% A Al FIAEE Lze 2HEM OB E I
BT R I B 5545 o 3 H 125 LStudent’s
ttest®, IEHAG Tl \WIHHIZH LMann-Whitney’
s Utestz il L. N E 21X Chi-squared test% .
AR BERUAY 5 ARG O THH 22 Wi Fisher's exact
testz i L7202 BERI O 2> & A B K HE 5 %A
THo72WlTFDH 5, JHFEREIZ DWW TlIReceiver
Operating Characteristic (ROC) curvezH\WwT=
AN< TH512L HCR + PROFMlREE & v b+
THEEHE L, #HFRNEICELHE L 72 1ZBinomial
logistic regression analysistZ T YL BN 2177 -
720

5. REENECEICDWVT

RFFEDOFERZH 72> Tk, ANERNRE T LIRS
SAFFEIC BT A et 285 F L. UkeMmEEE A
DRBEZTITo 72 ORBF 5 ; %288, F7-.
AWFFEIEM AT RORE I T ARE L. 7T— 7 13EA
b L7229 2 TR o7z

e

1. EFE5=
TI%HDORMEMNREZED ) b, BRAVEEICEY L7z
BEBLE RN TAL DB RIS E LT,
BB XL OZDONBIZMTO®EY) Thb, =K
W= TG4 [0 H o) HEHE H ¥ TRELED B725
Yy ARV TSGR E /234 HERS HETICA
T4 FEgRS %247k o 2 BELIL. =KL T
WAl P 5128 H DL B Ra e e o3 5 % 21
TeRE 2 TH L, BTN RANZOBET R B
20%. w124, AERO PP Y66, FEBUEIE o &
4%, EGFREZTFAREM 34 (1 %4I1XEX19
del& T7T9OMASEHE L T 72), BAERI8%, Mtk
FRi20% kP L RE23%. W G184, 1k
HOPYLESS kg, PS 013214, PS 11314%. PS=
21364, =RV~ THEGHBOERT A il
X454 . BEBHR RS 7 4. R A R0
%y BEARIR RIS 4 44, Wi%UE 4 24, Wi%15%.
Z RNV TR PG RINLRO e fli27, =K<
7 hG 4 B H F TIINLROJEA 23A B L7z D 1328
% CToHho72 (Table 1),

Table1 Patient baseline characteristics (n=41)

All patients (n=41)

Characteristics Median (range) or Number of patients (%)
Gender Male / Female 29 (71) /12 (29)
Age - years 66 (43 — 84)
Smoking history Never / Current or Former 4(10) /37 (90)
EGFR mutation EX19del / L858R / T790M 2(5)/1(2)/1(2)»
Wild type 18 (44)
Not inspected 20 (49)
Histology Non-Squamous 23 (56)
Squamous 18 (44)
Body weight - kg 58 (42 -89)
ECOG PS 0/1/2/3/4 21(52)/14(34)/3(7)/1(2)/2(5)
Stage MA/IIB 11 (27)/5(12)
v 18 (44)
Recurrent 7(17)
Number of previous systemic therapy 42-15)
Thoracic irradiation history YES 7(17)
Brain of metastatic disease YES 10 (24)
Medical history Diabetes YES 4 (10)
Chronic emphysema  YES 4(10)
Pneumonia YES 15 (37)
Pretreatment NLR 2.7(0.96 - 12)
Decreased pretreatment NLR after administration of YES 28 (68)

4 treatment cycles

ECOG-PS: Eastern Cooperative Oncology Group - Performance Status, NLR: Neutrophil-to-lymphocyte ratio,

a) Duplicate with EX 19del,
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2. AEWR
CR 0%, PR 12%4. SD 19%. PD 10&4T» Y,
ORR 29%. DCR 76%Td - 72 (Table 2),

3. IRFAEFOEE

FEAT X G5 1414 % PREE1244 £ SD + PDEE29%
W L HEREY L 720 Ao Ui iz B8 CPR
BEIISD + PDEE L D DA BEICHETH - 72 (T3%
vs 645, p = 0.02) o FKRTY L3 P LR R 0 A
PREECHEIZE D o7 (75% vs 31%, p<001)o, F
72. PREEICIZPS= 1 B X O'EGFRi# {725 B 15 1
BERZBRO LD o720 =K< THGH ONLRAS
4 HHEG5HFETIET L2EEH L PRECHE
2% %o 72 (100% vs 55%, p<0.01) (Table 3)o

Table2 Response rate (n=41)

All patients (n=41)

% or Number of patients (%)

CR 0 (0)
PR 12 (29)
SD 19 (46)
PD 10 (25)
ORR 29
DCR 76

CR: Complete response, PR: Partial response, PD: Progressive
disease, SD: Stable disease, ORR: Objective response rate, DCR:
Disease control rate

M & = RV = 7P 55 ONLRIE, HF R
ETH 5 7-OROCHIFEEZHWTHy b+ 7% K
BDize EWREO A v I 7 HIZ67 (AUC 071, p =
002). =FNV=7WhEGHONLRO » v 4+ 7
fiti122.6 (AUC 0.68, p = 0.03) TH - 7z (Fig. 1 A, B),

BHETRIIBWTHBEEDORD DM, 45
Wi, = ANV~ TEGH ONLRYH GBI T L7
BELHAERE LTHERERT 21T o728 2
Ay MR O ERews vs FER - ER g, 4 v X
015, 95%fE X (CD 0.05 - 050, p<0.01).
EHD (67T < vs 67i% >, + v X10.16, 95% (CI) 0.05
~ 053, p<001). =FKN =75 ONLRYS 4 [l
G#HFIFTWMETFLEEE (B vs 2L, £ v Xk
0.08, 95% (CI) 0.01 - 059, p = 0.01) IZBWVWTHE
Fw il 7z (Table 4)0 WIZHEH % WA RN CH
BAXBOLRFICHELTHIHTHEL, Thth
DOPREDEALZE W= 2 A, WT 0MEEOPRE 0
%. KT 16 E OPRZE 0%, N1 2l # OPR%
42%. T 3MEBEDOPRFE6T%TH ). KT 0 IS
L CHRT 2 MHER X ORT 3MEEOPRENA F
ZEhro e (p=003, p<001) (Fig. 2)o Z&B. &
FZPREEDY ¥ TN A XHI2TH B Z L b,
52 mIATICIT 2 ) 2 HEROIT T TH 57
B, REGETIISEBNTIIT DR b > 720

Table3 Patient characteristics compared with SD+PD group and PR group (n=41)

SD+PD group (n=29)

PR group (n=12)

Characteristics Median (range) or Number of patients (%) P

Gender Male 19 (66) 10 (83) 0.23
Female 10 (24) 2(17)

Age - years 64 (43-179) 73 (60 — 84) 0.02¢

Smoking history Never 4 (14) 0(0) 0.24%
Current or Former 25 (86) 12 (100)

EGFR mutation Positive 3(10) 0(0) 0.349
Negative 15 (52) 3(25)

Histology Non-Squamous 20 (69) 3(25) <0.019
Squamous 9(31) 9 (75)

Body weight - kg 56.8 (42 - 83) 60.5 (44 - 80) 0.509

ECOG PS 0-1 23 (79) 12 (100) 0.11
=2 6(21) 0(0)

Stage 1A and TIB 10 (34) 6 (50) 0.28%
IV and Recurrent 19 (66) 6 (50)

Number of previous systemic therapy 52-15) 42-17) 0.269

Thoracic irradiation history YES 6 (21) 1(8) 0.32%
NO 23 (79) 11 (92)

Brain of metastatic disease YES 8 (28) 2(17) 0.38%
NO 21(72) 10 (83)

Medical history Diabetes YES 2(7) 3(25) 0.12%
NO 27 (93) 9(75)

Chronic emphysema YES 3 (10) 3(25) 0.20%
NO 26 (90) 9(75)
Pneumonia YES 10 (34) 5(17) 0.799

NO 19 (66) 7(83)

Pretreatment NLR 24(0.1-11.2) 3.1 2.1-12.1) 0.069

Decreased pretreatment NLR after YES 16 (55) 12 (100) <0.019

administration of 4 treatment cycles NO 13 (45) 0(0)

PR: Partial response, PD: Progressive disease , SD: Stable disease, ECOG-PS: Eastern Cooperative Oncology Group - Performance
Status, NLR: neutrophil-to-lymphocyte ratio, a) Fisher's exact test, b) Chi-squared test, ¢) Student's -test, d) Mann-Whitney's U test
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ROC curve for age-years and Number of previous cycles

A. The cutoff value for age-years is 67 years old (AUC : 0.71, TPF : 0.75, FPF : 0.35) .
B. The cutoff value for pretreatment NLR is 26 (AUC : 0.69, TPF : 0.92, FPF : 045) .
ROC: Receiver operating characteristics, AUC: Area Under the Curve, TPF: True Positive Fraction,

FPF: False Positive Fraction

Table4 Univariate analysis of ORR (n=41)

ORR

Patient Characteristics Odds ratio 95% CI Y
Age-years

67= vs 67> 0.16 0.05-0.53 <0.01
Histology

Squamous vs non-Squamous 0.15 0.05-0.50 <0.01
Decreased pretreatment NLR after administration of 4 treatment cycles

YES vs NO 0.08 0.01-0.59 0.01

NLR: neutrophil-to-lymphocyte ratio, CI: confidence interval, ORR: objective response rate,

a) Binomial Logistic Regression Analysis

=0.03
p<0.01
100 -
80 -
67
60
42
40 4
20 A
0 0
0
factor 0 factor 1 factor 2 factor 3
(n=9) (n=9) (n=14) (n=9)
B PR ratio

Fig. 2 Difference in PR ratio depending on the
number of effect prediction factors

PR: partial response, prediction factors: age (=67 years), squamous
cell carcinoma, decreased pretreatment NLR after administration
of 4 treatment cycles, Fisher’s exact test, factor 0 vs factor 1 or 2
or 3

4. REREREER

AT 0 SEBI412 DirAED SE BLUIR DL, Iifi gk 2%
4%, (10%). F¥i 44 (10%). infusion reaction 6
% (15%) . BRI& 94 (22%). L 44 (10%).
R 84 (20%) FEFEIERFE 104 (24%). KEEEz
M 34 (7%, HIN% 44 (10%). HARERAEGEIT
HERE 644 (15%) . HUARBRBEREICTIE 344 (7%). <L
W 124(2%) M7V 7F= Ml EA 84(20%).
TANSGSEFUEETI ) b5 A 72T —¥ (aspartate
aminotransferase ; AST) E5124 (30%). 7=~
73/ M9 A7x5—¥ (alanine aminotransferase ;
ALT) b5 8% (20%) . Ik 8 44 (20%) T& Y\
grade 3V FEOEEZIrAEIIMER 1% (2%).
BRERIE 14 (2%). 0% 14 (2%). AST
EA 14 (2%). &S24 (5% Tholn,
RIZPREE1244 £ SD + PDEE294 W3 L bR L 72
fi A, PREFDMfiliE 7€ D FEBIFIISD + PD#E &
LCEWwEm %27z (25% vs 4%, p = 0.07)
(Table 5)
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Table5 Status of immune-related adverse events (n=41)

All patients (n=41)

SD+PD group (n=29)

PR group (n=12)

a)
Number of patients (%) i
All grade
pneumonitis 4 (10) 1(4) 3 (25) 0.07
diarrhea 4 (10) 2(7) 2(17) 0.33
infusion reaction 6 (15) 5017) 1(8) 0.42
fatigue 9(22) 8(28) 1(8) 0.18
nausea 4 (10) 2(7) 2 (17) 0.33
erythema 8 (20) 6(21) 2(17) 0.57
pruritus 10 (24) 6(21) 4 (33) 0.32
skin dryness 3(7) 1(4) 2(17) 0.20
mucositis oral 4 (10) 4 (14) 0(0) 0.23
hyperthyroidism 6 (15) 4(14) 2(17) 0.58
hypothyroidism 3(7) 2(7) 1(8) 0.66
myocarditis 1(2) 1(4) 0(0) 0.71
creatinine increased 8 (20) 5(17) 3 (25) 0.43
AST increased 12 (30) 8 (28) 4 (33) 0.49
ALT increased 8 (20) 5(17) 3(25) 0.43
hyperglycemia 8 (20) 6(21) 2 (17) 0.43
= Grade 3
pneumonitis 1(2) 0(0) 1(8) 0.29
pruritus 1(2) 1(4) 0(0) 0.71
myocarditis 2(5) 1(4) 1(8) 0.50
AST increased 1(2) 1(4) 0(0) 0.71
glycemia 1(2) 0(0) 1(8) 0.29
AST: Aspartate aminotransferase, ALT: Alanine aminotransferase, a) Chi-squared test
LTHY., NLRZHENT HEICH W2 ¥ 85Kk E

R

AT, =RV~ T2HKG L-BEICBIT S
BRGR W CoOMBETFTURTFORZEEZHBE LT
To70e RNV TOMETFTHMETE LT
Kobayashi® &, Mk (FF LK), =RKLv=<7
P G-RIVZAT » 72 HIEHE T 5 BRI 720 ROSHET 5
NBERELTVSEY, ¥RlicBWT, =K Lv=7
w5 U7 BEiR A TR IR N Rl B 41 44120
WCIRNT L 7R3, RS LR, ERi=67. =&
VI THRERONLRA=Z RV~ 7 4 M B 5% F

T T T2 EDRETFHUHRTIR D LRBSN
7z (Table 4) o NLRIZVTAE, JE (2 B L 72 A5 1
FHILER DZEAL 2 M3 5 4 B P 485 SUS J OBz o
v —7— & LCRHMICHIZE S hTw a9, JEh
HfEiifEEIIBW TS, =RV TORETFHIH
FL LTS MINLRAS 5 S T w it %),
Bagley 512X % LiHHHINLR= 513, 4470
ANE, EMEAFEAR L BEE LSS -7 L %
HELTWDY, F72,20184E 12 1&Sacdalan 512 & -
TRA T RFTORER D ONLREMETH B 2 25, Pk
RAGRERLBELTWE I EHE STV,
LA L. #EH S RINLRIE B R O B IREZ R
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R P ER B R R B B B R OV | O R DB 2 O 3 R
WG e, Y A4 XY R oMc R EBEROBE
2T 5 DM EE L v ARETTIRNLRO A
FMEZ X 0 IEMEICEHIS 5 72012, FPRARKTT
HANLREENEE LG 25 L EZONDLEIE KL
ROV CHIPER R RIEE DS = ROV~ 79 R
%BHWK%mLtM%%&%L&ﬁLTbD\%
DOFER, B EFx 5-ANLRIZPREE £ SD + PDEEICH
THEAIZRO SN > 72 (Table 3), Bagley
DHEHAINLRZ 5 DR B L O FHEARRK T L
THHE L B DRI o2 B E LT, A
BT 5 KO BERAINLRMKETH S 2 &
R, Hy A TEIP26LEAMETH ST L. NLRA
A e B ERZPER L 722 EBE R S5ND.—T,
WAl G- HINLRDSF Gl H Th 2 =R v~<7 4
I H$ 5% F TOMMITAL 2520 Sz B od
EOVPRECTHBEICEP 22800, =RV T
HHFRBABEHRONLROK T =RV~ 7H5 0% H#
RIS 2R T-O—212% 1) 5 Z k2RI S
%o Nonomurab D =KV~ 7 %5 S EHEH
fEBEZ DS B, HHRAREZROZEBHITBVTE
R DT ¥ 8Bk D—FETH 5 9 Kl — T (Th9)
MMl Cc v oWE23H 57, Kifgen



PREODBZIIBVTH RNV~ 7H512 X ) KR
MOTh A HEI S % 2 & TNLRAME T L7z7]
FEEAE Z SN b, BIKRREBR R TRV~ T7 0
BIRFH E I 4 MG RICFHE S TW A 72D, K
MEFICBWTIE, 4 M 5-%F ol zZ R e L,
NLROZE) 235 W O RV —P) & 7%= % v] gk
MNEz 5N, L LNLROZEFHIZOWTIE,
HOFFRN < — 7 — Tl HWnIZ ERMAEIK X
WREDRANH L Z 0, oA G~ —
H—,L L TTIRIRL, BEORIEIREZ AL —DOD
WYL LTHBFEE=F) VT DOBEIITLIENT
XbHLEZLND,

RAZARENE B TER =673 238 R MK 712
BROIRE Z EDIREEI NI, Kugel & 13 M B0 1E
BEIIBWTEHBEEILFEEL) BREF = v
7RA Y MHERDPRNT LI L ERHREL TV 5D,
ZoHhE L TERRAEOEENTHE ST L%
VORI, HEBEOEE CIIEmEELD
HIEE T A% <. MIBERE ST A e nw S
EERWL LY, oG s S HIEMEE T X
WEF = v 7 RA ¥ FHERNZ X - THEMEL L 724
fo B PTG %2 B3 % 720, Hl#E T2 %
CHAETHHEERZELD D, MR EETHILAS
CHET A EIGEETRIEF = v 7 KA~ MHEA
WZR L7 REEDE 2 5B, RICHRIEF = v 7
RA ¥ MHEA L EROBEEIIOWT 22D ¥
TFYVABHESIN TS, ElOstarb 2k 5 &
BB BV THRIEF = v 7 KA ¥ FHEA O
B AL AR ARSI X A BIIZ T v L 2]
HLTWwBY, —J, Wub 3135464 (CEMEEM
fE44%. FE/NRIREIGHE39%. & DAl18%) D ¥E BE
CBWTHIEF = v 7 R, ¥ PEAIDEERE &
R O TR & AR A2 A
FICHE L., FFICEM=Z6SROBEIT. HERE X
D LHEIEREOREA2ZITLIENTELEHEL
TWBY, TNEDOHEDS =RV < 7T OREI4E
WC X B EDVE U B 22T EIE S TIE & 72
WZIE > TWRWDS, RKRETO L) IZE#E L ST
LM Z 6T AT T L 2 5 REMEIEH 5 &
EZHN5,

ABEICBWTIE, rAESBUIRIUZ B BRI R O
FMIE I D B W EARE S N7 (Table 5)0
Haratani® 1Z = K )V~ 78 5546 6 HE Oir AED
SEHLIE N BB oA oEEB X O
MBI RICHET LT Tho722 &
EWMAELTWD T A% ARG TR REIICREIE R
ANVEVRIZMEHTA LD LEERIrAEZ I L
TBRBEEBA L2720, irABIZR R TR 12
B"ohholbEZbNS, 7272 L. PREE Tl
ROFHDEEINCH - 722 213, SRIEM %
B LRkl L 72/ PRI 122 ) 9 2 hEH:

EhsrEEZOLNL,

ARFHZ BT, W LR REAR R 112 2
LUREMEDSH B 2 L, RS OGS RO
W CTHo7 (Table 4), MFELERET=RL~<T
DORMERFH W L FEETREEE (Tumor
mutation burden : TMB) DOFEHATE W Z & B4R
LTWA I ERE SN TS DY KRE s 5
WA L CTMBA EDREE DB R 5.2 TV B NI
DWW TIIHED HEEICB W TTMBO S8 % &
BT M7 L DA TE W EBERBET DR
Ro—D2LEZ LA,

REcid, R R, FER=6T%,. =KL~
TG #H%O R ONLROIK T O 3 2D K13 %h
FUET-& % AREEDSH V. K254 5508
ZVHBHITEPRENEH L 25 T LATRIE I NI,
LH L. RMRETOBRRE LCTld, HiEikicBsirs4
BB CTOBRALIMEENTHY . LERBIZITZ %
WZERLH, BEETROKA RO T
EHETHLRFOMBORIHEE ST LR,
TMBOHBIZDOWTHEZHEOH TR 21T 2 C
WHRWIZ EREZOLNL, LAL, EFRIIBWT
SRV T OGEHFEMKOFHE 2T T &R HET
A NOHED S SRR TFUHAF B L FEARKRFO
MHAEETH), REL=Z—AD—DLHo>TW
Bo SHRDEHRICBVTERZER L, M 20
PODOMFHEFERTHL I ENEETH 5,

HimtHR
FR T~ & FREHIRC I 2 v
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Lecture Series of Research Method: @How to write a research paper
Basic Rules for Writing a Research Paper

Summary

There are a number of basic rules for writing research papers that are often not mentioned in the
instructions that are provided to authors. Also, there is a high possibility that authors who do not have
appropriate research training will not know these rules. In recent years, it has been observed that research
papers are not only submitted by faculty and pharmacists at universities, but also by pharmacists working
in general hospitals and community pharmacies. Unfortunately, a large number of these are not written
according to the standard rules and are usually lacking in terms of content as well. As a result, peer
reviewers sometimes get a negative impression and this can result in unfavorable feedback. This paper
intends to introduce the basic rules for writing research papers. In reality, knowledge about a variety of
subjects is required to conduct research. Therefore, the author of this paper strongly recommends that
beginners should take guidance from an experienced writer, who also has research experience, rather than
attempting to write a paper on their own. This paper will be helpful in teaching writers how to write a
proper research paper. The author also hopes that peer reviewers will be able to focus on assessing the
content of the research paper without being negatively affected by the lack of conformance to basic rules.

Key words
peer review, instructions for authors, cover letter, manners, typo
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