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Adherence Is the Critical Factor for Achieving Molecular
Responses in Patients With Chronic Myeloid Leukemia
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\_ o f’a"&#’ﬁfﬁ  [WBC, SEG, ST, HGB, PLT]

S 77 8 o 3 - e

4
ERCLICRTT HREE ,

University Hospital.




FERFHE @
REEWEORERERRT

e HARE] : 2014/11~ 2016/100D25F [
[SLT5=HEAEN]

145 249,8524% EEINDRERIRE UK EEDOEHE
28 253,1674%
&’ )Y ( &AbH
/iﬁﬁﬂﬁﬁaﬁw\ 18 349 14 128 135 1%
ETZE IR DR | 2%E 295 {4 N\ | 8 143 14 )
1528 644 &
248 571 1F 1L N\ \( 20 )
- / (DIZ=THIH) vem 214
1265 295 15 #8152 s y

[EERDRISHDIE RN D HEFIHD ]
FRBU TV OISR ENRET S
SREIOREEZR THIEZHIEIS
-Sht(dskip. BFEFETERIIERITD
‘KZEORMZEE (CEBRTIELL

Copyright by Chiba University Hospital.



FEAYHRE @

llllll
UNIVERSITY

fQ_jatﬁ?E\(L;i:t)j_fﬁﬁgg‘Ei ﬁﬁBQ\
OANBS D28
S 1EH (&) 248 ()

L IOF SN EIR::
gl{ER O EE1L[e] 5
%#@1&%)‘)]%0) E'_ J:

114 116
18 25
3 2




9&7'5’7“ EI(L_:I:DT RRIB=DIHE eI

IIIIII
UNIVERSITY

HEEE 14 E () 298 ()

’\:E’J OEVERE
= oI LN
:U/IZT7—t
QLTFFoxFH—t
FanEsoEy
PT [NR

o T s [ U U G U G— a— | TR -

MEDDDD—L—LMD—L




FERERE @

CHIBA
\\\\\\\\\\\\\

IMAHZEE(CED IERREBESONEE
QEHEmpIREEDFHZR
FnAR  1&H (D) 268 ()
EELAEEE 129/135  140/143
95.6% 97.9%
o EEMBIREMBEFIA LT VERRIEZR T
52 ENEZ SN

—HC. EEMIIREBIEE U TR RN

WinEDEERBIEDOH AR Z S8 DR

BB LEEZ SN




MAZEBE(CESERERaDNE @ ok @
@ EEmpItEEIEDFRRIE

UNIVERSITY

FRIE 18 (&) 248 (H)
2 A B b S R ] 92 99
== 36 41
=5 1 0




FEATRE @

Q75 25 5 15 > T2

UNIVERSITY

E¥XD 4 BREE o]
. T7LL/Y K |KIE5.6DFf=&. £355100mghin25megNiBi=,
=g
tLaxsTJ | BHEEE (Cor30kiETHY . hik&tiot-,
LRoox4oy | BH#eE 2B BLUEBFEITHE.
B HERE - .
7AaJT)/—)L | BHERE 3EN D28/ day~NLE

thZ& AT EEE TR D Cmax R TFAUCO, 24hixFhEFh
53R UV55% LH T 5, KREEZFEDASTIXgrade3, T DD
FFHgEE [z Txv RSy | BFiEE |BFiaE X grade 1 DRFLEEREE , EERICHEZEL . FREE(EL
HAEBRATHAICENS, 727) 01T EIEELH
1=

T4z FRIBBALPERLTEY ., RBEHEML TLVAL
F-OERMICHEZELI-ECA, NEKICE-TIEMEERT S
BMERRR | KUV —IL| FFBERE |C&EhioT=,

F D% . 300mg/dayh 5200mg/day N ET A &L
1=

Copyright by Chiba University Hospital.



FEAYRE @

IIIIII

SEDERDBHLET. BEFAILTRROETPILLGZ-BLITOFIRAD
sHElCcRD WA ZILNR T I2ERICHREE EEZZFDBREZREMT S,

Hits CAFLUIEZEE [CDWTC. Ehi=:
ERIMZF 28U, g DERER-ZERI(CE

EREFEAMIREMFHREFNICERTHHIC. EEDREEPERERE
ERTIEETHTLEHEEN. Z5LICEES D ZENICEADDDOHDET .
REERBTHROERHR-E/EXFITHILT.
e L TORSXROMO LICEMTEXT

35

Copyright by Chiba University Hospital.



FEAYHRE @

CHIBA
UNIVERSITY

Copyright by Chiba University Hospital.



B EDMFZENF

)Jﬁit

M5 FE R

R | | %
3%

A& HARE :5HM (2014.10.28~11.4) SFE AR 64 A (2014.10.28~2015.4.15)

Copyright by Chiba University Hospital.



FEAYHRE @

'%% EE; JROT
UTE-J IR RERAE (RaEEhE)

2340
REEEEDHFER

ERICIYRERRR
IZENEDHLND

RS
3%

A& HARE :5HM (2014.10.28~11.4) SAE AR 64 ARS8 (2014.10.28~2015.4.15)

Copyright by Chiba University Hospital.




REEREDHRERS

Aﬂ-ﬁ ¥®¥$ﬁsﬂ

(2014.10.28-2015.4.15)

XS]

\¢
VAl

m
~—

EDHER (1£

&ﬂéd)ﬁlﬁfﬁﬁsﬂ

(2015.4.16-2015.10.30)

Copyright by Chiba University Hospital.



REEREOREZHZROHER 25F/H)

1fFH 25FH

453 (5844) 4735 (684F)
(ZDfh) 2FEM TR R78E B/ ETIEMLT-




FERERE @

- AN
=1 g—
\h

1 QU

(Heoelds

CHIBA
\\\\\\\\\\\\\

ROMNSFEE | ELVOERE,
BOMHondEDIEEICE=F)50L
TR2IT5.

tL"B@’E&—Z(:o

L DOMBIENTEMNTE &N

IL:\E LL\'IkIR)




- RREEHSORERANS (REEETEEI .
a

Fin. 1ER. A8, %%@\
EERBEBIOERICEDL

FERIR

BRE _, 204

| ez@ERoEx W
AXLSNORE-BE. tRZ2RLE
RN . OE —RELVEE
FESE
BENEVNHEMSFNEOF—
BRAAE. LA
-
BRI

Z Dt
o5 4% TE R !I
O 100 200 300 400 500 600 700
RERSMN ()
(2014%F7H~98)

_ /

Copyright by Chiba U



FEARZRE @
b Es ﬂ/_\ |/_I<| / \ UNIVERSITY
EmBEANSDZE1L
EBEBENODERIZEDIGEIERBESHIK
¥ 250
200
150
100
Cw
0
R BALREI FREARE = REARtE
3 AR 1-3 H AR 4-6 H A
(2014.7-9) (2014.11-2015.1) (2015.2-4)
= P TREE Sy 2267 2194 2226
=y 2.3% 9.7% 6.8%

Copyright by Chiba University Hospital.



FERYRRE @

Copyright by Chiba University Hospital.



) FTEAFRHE @
SEBNQD oz i

RP1.
U BT 4 L$E80mg 2B
71 ] (E#3057) 63H 77

@k A (ENC100H DFroMz&on. FHilANO B AZHER)

eGFR 79.5 (10/06) WBC 7.7 (10/06)
CRE 0.65 (10/06) SEG 56.3 (10/06)
CYS'C xk% ( ) ST xk% ( )
AST 21 (10/06) HGB 11.9 L (10/06)
ALT 16 (10/06) PLT 240 (10/06)
ALP 129 (10/06) CPK 62 (10/06)
T-BIL  *** ( )  TSH  *** ( )
K 4.2 (10/06) HbAlc 6.5 (10/06)

@5 ITVEE A LB R & AT ROM AT CERIAIT B0 Ty 5 A1T)
<Y EF 4 NL3e80meg>  BHEBE(eGFR,CRE,Cys-C)

RYN— )L TRIZHFEIRUIIIS. IRODERAREL T
UETAILH I TG SN
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@AM R (EHE100 H DRH Oz &R, NN BANZHIER)

eGFR 79.5 (10/06) WBC 7.7 (10/06)
CRE 0.65 (10/06) SEG 56.3 (10/06)
CyS'C *kk ( ) ST *kk ( )
AST 21 (10/06) HGB 11.9 L (10/06)
ALT 16 (10/06) PLT 240 (10/06)
ALP 129 (10/06) CPK 62  (10/06)
T-BIL  *** ( )  TSH  *** ( )
K 4.2 (10/06) HbAle 6.5 (10/06)

VEFAIVEEDRAT N E
E=3=y

FEEL DB 7|‘Az EEEDHDE
(HZELT ’JI/75C_/1ED“2 5mg/dLE k)
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@k A d (ENE100H OmFrOMz&on. FHRIMNO B AZHER)

eGFR 79.5 (10/06) WBC 7.7 (10/06)
CRE 0.65 (10/06) SEG 56.3 (10/06)
Cys-C * %k ( ) QT. * %k ( )
AST 21 (10/06) HGB 11.9 L (10/06)
ALT 16 (10/06) PLT 240 (10/06)
ALP 129 (10/06) CPK 62  (10/06)
T-BIL  *** ( )  TSH  *** ( )
K 4.2 (10/06) HbAlc 6.5 (10/06)

@H5 TS A DB HA] & AT ROMAE RIS M0 2 A1T)
<Y ¥E¥F 4 NL5e80mg>  BH%BE(eGFR,CRE,Cys-C)

VETAIVEEDTRIE
[BEEREARNES]

AST,ALT,y-GTP,LDH,ALPD_EH , &8, MR
DS ONDENHDDT. HigeRE IS5
3hABICEBA. TOR(E I NATLTATIE.
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T04% ik AR 2016/10/6
RP1.
J ET 4 L#E80mg
71§ (81%3057)

UET(IVERDFAT X E
[EEEREARNER

3) AST(GOT), ALT(GPT), y-GTP, LLDH, ALP®D I 4.
Wi, WICIFRR B HLIhEZ LA H5DT,
FFEEEEtR T 3R 5RR 3 A BEE TIIEBA, TO%kIE
3HAZXEFSE L,

RENRD SR EEI21E, WEEPRIEZEowEY)
BALEZET R LI, P ES 1 HHUAICH
ek 2 45 2 L.

¥, AST(GOT) XIZALT(GPT) 238kk: L CIEH I
FRD2.51%5dH 5 WIX100HA6 A 2 725 1235 %
hibd4 52 &.
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Ligands: standard fibrates

Ligands: t

hiazolidinediones (glitazones)

PPARa: liver, muscle, vessel wall

PPARYy: fat, muscle, vessel wall

Lipid metabolism:

sincreases HDL cholesterol

estimulates "reverse” cholesterol transport
sreduces triglycerides

sincreases fatty acid oxidation

Glucose metabolism:
*Improves insulin sensitivity
sIncreases glucose uptake
*Regulates adipogenesis
sReduces inflammation

Therapeutic area: dyslipidemia

Therapeutic area: T2DM

Bezafibrate:

Pan-PPAR o,y,B/6
balanced ligand

!

PPARB/&: ubiquitous

Ligands: no clinically
approved agents currently

Lipid and glucose metabolism’
emetabolic adaptation?

ereduction of adiposity?

ofatty acid burning?

senergy uncoupling?

sobesity prevention?

-

Tenenbaum and Fisman,

Therapeutic area: unknown

Cardiovascular Diabetology

2012, 11:140




—p  DARIELE S

@ EPAIZEYET

Small
dense LDL

LT {0 VLDLHE kDL
& R HH L, iR (Q'J?ﬁzz:zﬁtﬂ'%u

SREBP-1¢c| > TGA FACZALS Y 3)
PPARaT=pE{b1

INT—ILSHhTEIL 4BE1—TH—L&Y
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ALT (GPT)

AST (GOT)

Toxicol Lett. 1998; 98(1-2):13-23.

CHIBA
UNIVERSITY
A DMSO FENO a
H0. P
-
o O‘Q oH
pGL3 &l\/
( i “
| cAlaAT wws | ALT (GPT) ! S A g
( s b
i cAspAT — AST (GOT) 120
|
actin S o2 100
£ 801
-
£
2 60
o
o
B 200 3 40
- ULN
£ 1807 20 ¢
=
=3 cepmpopris
2
s | | 0 v . . . , .
£ 1607 ErmeeTe 0 5 1 15 20 25 30 35
3 AR Days
8 LR
g 1401 pULSuu AN
=) AR RTINS Serum ALT and AST activities in healthy volunteers treated
E SN e BOGHIY with AZD4619. a) Chemical structure of the PPARa agonist
£ 1207 prvneony SN AZD4619. b) 15 human subjects were treated daily with 5 mg
& BN, SN AZD4619 for 21 days. Serum ALT activities (U/l) increased
RNRRNRND R RNINNG after treatment wit...
100
cAlaAT cAspAT

Toxicology and Applied Pharmacology, Volume 231,
Issue 1, 2008, 1-9

Chiba University Hospital.
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ERAM(CIRE
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60f% B3P NRL 2017/3/24

RP1.
77Uy h—Ull&tk lg
71 & (81%3057)

90H 77

@k A d (ENE100H OmFrOMz&on. FHRIMNOBAZHER)

= F bl REEFED

eGFR 69.5 (3/24) WBC 8.7 (3/24)
0.81 (3/24) SEG  ***  ( )

Cys-C *%kk ( ) QT * %% ( )
36 H (3/24) HGB 14.8 (3/24)

29 (3/24) PLT 217 (3/24)

248  (3/24) CPK  ***  ( )

T-BIL 0.5 (3/24) TSH  *** ( )
6.2 H (3/24) HbAlc *** ( )

- 2000FEHHS17FE”RIARABAULTWS

&

CHIBA
NIVERSITY
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(Bff)  (mEg/L)

6/25 5.1
12/17 5.5
3/24 6.2
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(Hf2)  (mEg/L)

6/25 5.1
12/17 5.5
3/24 6.2 <«— REREBS
6/23 5.4
9/29 5.0

1/5 4.4
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7V RAFTOASHAF
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HUA D
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804 M NBL 2016/12/14

RP1.
T—HAA F20%EY —25g
912 Wl & (E&#%3057)

21
1H 9y

@ KA (FET100 H DOz £, FHINANO BAHZHIER)

eGFR 10.8 (12/14) WBC 5.2
CRE 2.57 H (12/14) SEG  ***
Cys_c *k% ( ) ST *k%
AST 36 H (12/14)

ALT 24 (12/14) PLT

ALP 936 H (12/14) CPK  ***
T-BIL FrE ) TSH  ***
K 6.0 H (12/14) HbAlc ***

(12/14)

)
)

HGB 10.6 L (12/14)
133 L (12/14)

)
)
)

. %%nnlnjﬁﬁx'ﬂ_(i

U

7 — A1 NMIFRFEZ el

LTS

UNIVER

\\\\\
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(Hf7¥)  (mEg/L)

6/21 4.8
10/26 5.1
12/14 6.0
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J-l_ 15“ @ TFEXRFRT .

S0f% et B 2016/9/17

RP1.
AV H ) — L EEdE 5% (3-2)
72 - (£1%3057) 35H 5

@A H (EE100 H DR Oz £r. FHIMNO BANZHIEHR)

eGFR 988 (9/17) WBC 3.1 L (9/17)
CRE 0.48 (9/17) SEG 31.0 L (9/17)
CyS_C xk% ( ) ST xk% ( )
AST 14 (9/17) HGB 11.5L (9/17)
ALT 12 (9/17) PLT 217 (9/17)
ALP 330 (9/17) CPK  *** ( )
T-BIL 0.4 (9/17) TSH  *** ( )
K 4.1 (9/17) HbAlc *** ( )

@ FF TP LA & A EEROMEYE CGERIL T EA200F 7 2 H1T)
< ANHY—NEEdng>  hFrhEk [WBC,SEG,ST.]

- XLHYV-ILIE7BAh6EE (25B#RE)
- EFEEAIREBELL THFEKHERR
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@ AR (Er100 H DR Oz E£m. FHIMNO BANZHIER)

eGFR 90.8 (9/17) WBC 3.1 L (9/17)
CRE 0.48 (9/17) SEG 31.0 L (9/17)
CyS'C *kk ( ) ST *kk ( )
AST 14 (9/17) HGB 11.5 L (9/17)
ALT 12 (9/17) PLT 217 (9/17)
ALP 330 (9/17) CPK  *** ( )
T-BIL 0.4 (9/17) TSH  ***  ( )
K 4.1  (9/17) HbAlc *** ( )

@ FF IS LA & AR OMEY CEAILIT A0 T 57 2 HIT)
< ANH YV —ngedmg> ek [WBC,SEG,ST.]

§FohEREL = WBCx 1000% (SEG+ST.)/100
=3.1x1000x%(31.0+0)/100
=961 (/L) CTCAE V4.0&D

| Gradel | Grade2 | Grade3 | Graded
B ik = AESERH TR~ 2,999~ 1,999~ 1 o000kt
(/uL) 3,000 2,000 1,000
g HREKiR EAEEH MR~

1,499’\’ 999~ 500;';5%
(/uL) 1,500 1,000 500
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BMmEREN(/pL) SFREREL(/pL)

7/15 14H% 3 5,700 3,010
7/28 14H% 3 4,200 1,298
8/13 14H4% 3T 7,000 3,696
8/27 21H% 4T 7,400 2,975
9/17 35H73> 5T 3,100 961
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—  NSAIDSEBEDOUXIHERF &

s Age >60 years

¢ Helicobacter pylori infection

¢ Receiving hemodialysis

¢ High-dose or multiple NSAID use 12y L Goldstein

Byron Cryer. Gastriointestinal
injury associated with NSAID

¢ History of upper gastrointestinal injury use: a case study and review of

risk factors and preventative
strategies.

’:’ Anticoagu Ia nt use Drug, Healthcare and Patient

Safety
2015; 7: 31-41

+¢* Oral corticosteroid use; predonisone
¢ Selective serotonin reuptake inhibitor use

nm/MRERAR - BIHPRONAVATEEIC
NSAIDsHEREN. G&EZRZUICRIEETED F L)
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ALP 622H 1 1010H 2
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