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The cancer chemotherapy and the role of clinical pharmacist
Kentaro Ogata
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Abstract
In Japan, cancer has been the number one cause of death since 1981, and at
present, one in three people die of cancer. Through measures to fight cancer, such as
the "10-year comprehensive strategy against cancer" and the "new 10-year strategy to
conquer cancer", a concept that "cancer is a disease that is caused by genetic
abnormalities" has emerged in Japan. As the pathogenesis of cancer is clarified more
and more at the genetic level, marked advances have been made in treatment and
diagnosis, including early cancer detection methods and standard treatments. In 2004,
the "Third 10-year comprehensive strategy against cancer" was developed to markedly
lower cancer incidence and mortality, and Japan is totally committed to study and
prevent cancer and comprehensively advance cancer medicine. One of the goals is to
standardize cancer treatments, and the "Cancer Control Act", which was enacted on
April 1, 2007, promotes not only cancer prevention and research, but also
standardization of cancer medicine. Subsequently, core hospitals for cancer care have
been established in each prefecture, and more emphasis has been placed on the roles of
pharmacists at core hospitals. The Japanese Society of Hospital Pharmacists
established a cancer specialist certification system, and, as a national policy,
pharmacists who specialize in anticancer drugs are being trained. The present report
introduces the three basic activities of pharmacists involved in cancer medicine at the
department of the Division of Medical Oncology, Hematology, and Infectious Disease,
Fukuoka University Hospital.
1. Measurement of plasma concentration of oral busulfan during pretreatment for
haematopoietic stem cell transplantation.
2. Pharmacokinetics of arsenic trioxide in Japanese patients with acute
promyelocytic leukemia and adult T-cell leukemia lymphoma.
3. Desensitization therapy successful against skin rash and liver dysfunction
induced by imatinib mesilate in a patient with chronic myeloid leukemia.
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[ T

DRETIE 1981 LV BADBKROE L LD | BIETIE A ABBATEL
IR LA L Te o T D, DREONAKRIRIE TxAA 10 7 R AHEE ] KO IR
ATLIRET 10 7 FFHEIS ) 12X D, IRAITEBBETFORFICE-STEIAHEATHD) £
BESSHESL L, BAG L-ULV TIRBED AN HE 2L, 23 A O BHIR RIEOMEST . FEXERY72TR
FIE ORI 2 W « IR D B R E LW Z 2 72, FIZ 2004 4005 OH 7272 10 »
ERIE DT 012, BADRBRLILCROWHEEZ B L 15 3 X3 A 10 4 FHR 4 ki |
WED DAL, BADOHIE, TR CEROBREHHEEICR2 ) T e Z L 7ol
Z ORI HEDOONE DB VEFROE TAALR T v, 2007 4 4 H 1 BIZHfT Sz
AR AR EEARE] 2 H M ATIHCHFZEDHERE L & BT, DAERDOY T AALDHERED %
VIAENTND, TNEEE ZKEEM ROV TR AR OEHE A, FFIZ
WLSIRBE O EFIET O&E], $720b b, HFMENESR NG0B ARREEEFIEG 2 1325 A HE
FHSEAIRTRRERIE ZHE L, FERE L TOARYIRIEICH® LA 2Bk o2 & &
AN

2T, BRARFIHEGE - S MR GENE COIEARTE L CONAVERIEE), 22T
X = OO REERTIEE) 2 R,

I FEELSBMABHEIILEBICBT 2RO ALV 7 VOEEKEEE

[ FEE BB IE 1970 4E1%12 Thomas & V12 & » TEERISH U CLLK, BLfE CIXEIER
AR BRI F M 72 & O #EEMES a2 BICxT L Cial A B4 L7oiaiik & LT
LTWb, TAXNWALIETH D7 AT 7 > (BU) ORI N ST/ E IR kAT h
O KIEIC S 2GR DIERA T 2720  BAERTALE I2E L7234 B 2 b Tz,

ULy BU O R MR T AR AE O S M P (Css) 7 13 M o J PSR 0 T
5 (AUC) ICIRfFET 5 23, ZoMmEEIEERMENRKEL . 2O ERFEREEZ D

5D ORME RS STV 72, McCune H liass DMEV /N RSE R T (<600 ng/mL) |
RSN & 2He L Y. E£7- Slattery, Deeg b Ik A @M B (4 ML) B Tl

RN NZ WAL YY), —T, Ess DAEC1000 ng/mL)JER] Tl AL Ef AR EA ZEiE
(VOD) 72 & OBAERETEME (RRT) OAPHEENS N ERHRESh T *9 —h

50 = & £ D BUOCss % 800~900 ng/mL & F % 7= & O H 5 Bl IE A HESR S T 5 Vs,

ARFR T ILE MM R RTALE (1) 5 BU I BEE =4 U o 7V OREGITEL, TOfH
FPER L OVBU 28 TDM R R [EH G L 72 5 D BfEIZ 72 > T Zewn, BEEERIZ BU OF AME (R
& LZRME) ZEmD LTI REAZHER L OO GEEEZ 2 hr—/LT 52 LA
T INTWNDR, ORETIEAS % OBRMEEHEME A MR EERE~OHEAT HE 25T
WV, 2T, BUMHREZHE L, Y2 B8 L EMFRIEORBRRE®RS L,

[ 5%4]

R R FIRPEIZ I T 2002 4 8 H ~2003 4 6 A £ TICBMERTLE & L TBU—CY L
AV EAV, RGNS TSN 4 Blaxg e Lz, 7ok, BU I |
TENSENL D EIRENARMFIEOFHZITOVLEICLY TR TOEENLRIELZRS LT,
BU 1284l 7 BRl XL 0 A B S, 11 1mg kg % 6 BEEIZET 16 BINART 5, FRIML
RA L ME 6 EIEHANRE 05, 1, 2, 4, 6 K TH Y . ~ NV RUBRER M & % F N CHER M
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L7=Dh, BeNICE DR L 72, 55 mAEIEHE £ T—20°C CHAGIRAE LT, MmiE
HBU MBI, @ik v~ F 757 4 — (HPLC) » #OLBHIEIC E v JiE L Y,

BE B L 72 4 S00uL (CNEEYEY)E & L T 1,6-bis(methanesulfoxy)hexane (10 u g/mL)
T )RR SO L N3 %, HiZ, HkFH Y 7 A (8100 mg) &Nz CTREM%,
el =7V 1 mL A2 C 2 0 RliR%E 3 5, =058 (1000 g x 5 min) &, HEfE—T L@ %
ELL. 65 CTRERET D, a2 =X/ —/b 100l [CHEM L. 1M KER{LT R Y
TAEHE 10 uL BE O 2-F T X Lo F A —L (0.3M) 10 uL Iz, 90°C T 50 43 HER
I Do BOGIRIR Z2 KK T EI#%, 20uL % HPLC (Z7F A L7z, HPLC Ot : /oBfED Z
2, YMC-Pack C4 (150 x 4.6 mm, I.D., 5 pm), BEIfH, A% 7 —/:0.1 M BEEE#ETE K (pH
7.0) =80 : 20 (v/v), ¥, 1.0 mL/min, #H#%E . Ex 255 nm. Em 370 nm,

HBE O BU (KNEEE/ S A —# X, VCM-TDM version2 (FE¥F35HI%K) |Z Sandstrom 5 °
DHRE L TCWDOLREEM AT A—ZE AL, F7 XA L0510 1—a3/3— KAk

ETNAVEHNTSA DT AR E VR L, £, Css FHEBARIZL YR L7z AUC
ZHNWTUTONRTRDIZ,

AUC (ng*hr/mL)
T (hr)
[FER] 4pliconTimEd BUREEZHEL, XA U7 IEERHC TR Z{To72L 2

Css (ng/mL) =

R Css I% 740 — 1700 ng/mL & FEFIH T 2 5 LL E0#EZF D 7=, Table 1 1T 4 HlDEFH

5 L PR RS S A, 4 BIP 1 ) R 3) A3Css : 1,676ng/mL & B A R L.
VOD 2 &0F L1z, ARBRICISI1T 5 BF DO P85 2 — &% Sandstrdm 5 3G LTV 5
RHEMNTG A =R LT 5L 27 )7 T A (CLIF)B L OSMER (VAE)IZIFIERET
o TN WIS EE (k)3 1.5 3 R & WMEZ R L2, LLFIC VOD 24 BF L 7=5ERIC
SWTREM A T,

Table 1 ABIDBEESE EBUBIE/ITA—4

e - R RkE IR DR 3 5 41 RAGEREY 2 ERRE

(L/hr/kg)  (L/kg) (hr) (hr™" 1 v i B
(ng/mL)
1 27 T EHEBRK 0.16 0. 81 2.6 1.64 745
iE % B
2 60 & ENYUNE 0.21 0. 64 2.1 2.60 827
3 21 T SHEHY 0.10 0.48 3.4 3.39 1676
=Fik
4 46 8 SR 0.19 0.7 2.6 2.56 861
B I %

[FEGI 3] 21 mitet:. &K 170cm, 1A 61kg,
2001 4% 9 H Sk E #ErE A i & 2l S 7o, ABitk . EREEARIEZ 1T L SE R miRic
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BE L7z, HUE OPIEIC o] & e & HeRr - i BIRIE D i T Sz, L L 2003 4 1 A H%58
Z D E MRS ANRIENTI T .4 A HLA —£00 i X 0 [RIRE R A R a2 hifT L 7=,
AIALE & LC, B 7 HAlL Y BU 60mg/[nl % 6 REfEIFEIC 16 RINAREE S L=, B3 H
AL D CY 3,600mg @ 3 B2 2 HMAT - 7=, Btk 11 3 B3 A fEkE 5,000/ 1 L,
13 H B/ s 50,000/ L %, B0 CEMEEIXEIE LZ, L 14 HE X
DFE VU LE A 1.9mg/dL & iEfEZFRD . 20 H HIZIX 9.6mg/dL £ CTEF L, £
iR & & BICHFIER E KRB LN 18 H B £ TIZ 15%DKREHINEZ RO, ZORmo
JFHERE B 13RO TR B VOD &2l Lz, = Dtk VOD IZXF T 2152374 3 %

K%RLKO$5W®MJ&Mim%@MLT%otO
BU-CY L' ¥ A & TBI Z W2 W HARTALE & U Tl HIEER 2 RTLERIETH S, L

AL BU 1272 ORABIRE DR KRIER K X < | Css £ 7213 AUC 2SBAR% DA% | Fi%.

RRT LB L CTVD 2 EABESHTND ), F- BUIRIAZF AL S-h T AT =
T—RBIZLORHEIND Z LD NHEESCEB 2RI L 2 RNEE~OEENRHE SN
T3 19 Sandstrom 5 A3 L7= 3 A (Caucasians) (231 5 /35 A —X L Hilgd 5 b |

4 F 3 BB NT ka fEKE <, WIGERE COKE 22RO, @Y%, BU ZH\-
BHEOBIZIX, BU KREEGIZE > TAIFT 2k ErE (&%) % T4 2% B ChHis
FNOE X 5723, Hassan & WIFHiEBI L LT T ERLE T 7 o= M U E AW
FER T B RAEHABICEITRO DN o TN 7 == A R TIEBU @ CL/F
DOEHRE AUC DR TFTEZRDIZZEZHELTWND, SHIKRAKEINDIIZODREDE
BELIEAIND, SEOAEFATITETALTeBEAEH ISR, BF LR UBHEEBEHO
MBENHE SN, SE4IEF & WD DARWEFIE TH 722 b b b, BERO

NG A—HOEBIEREL . 5 1 (Css 1676 ng/mL) (B2 PR AR, M

REZBEEICa hr—135Z LT, ALK TIELZ EESBEHORIEIZ D2
DD EH, RFIZEBNTHIEMEHIRBRATLEIZRB T S BU MPREE=4%1U 7D
FEWAERETLEDOEEILND,

2006 4F 9 HIZHEHH BU (T ALV T = 7 R%) BWEH I, K S0 50EMAEDRH Y |
FERRRFEIICIZA % BN H BU O HIZER O —2 L& b D,

Flo, TANVT 27 AL T EI2EFHOAH T, 1 HARIZET L 2EX5 L REA
HIZFEFICHE LWL ORH D,

0 2MEAMEHEREAMFBIORATMBEEBRLEY o EICxd %8 BRE
RRIZBIT 2 e ROMEANEIRE

1992 4F, b A2 Tl & T2 FIETHHEE 1 % (Ai-Ling 1) 2AAMERTE#EME A
Mm% (APL) (2% L T all-trans-retinoic acid & [RIZ DO EME AR EZRTZ &R HE I
T3 12, 2o, FEBIOT A U BITBW CHKRR?MTH, #it#BoO APL 5
2B DA FAMED HERR S 1315 2000 4 9 A 121F Cell Therapeutic £ & W TTRISENOX®
EWV I A THIRENTWD, HARIZKIT S APL (239 2 i b MEIEOHRRIT, 1999
3 HMD 2001 4F 3 HIZKE O TAHGERIZHE U CTERKRRER 2 ThIL T 0 2 DR R,
14 Bilh 11 BN SERBEMRRD DN 2 EBME SN TN D 16,

—J5, BN T HBEME A MR Y >3 fE (ATLL) /< Human T-lymphotropic virus type 1

(HTLV-I) OREGITER L= RKAEME T MR O MREERE Th 528, BIfED ATLL (2
K DIEEDOHFITIER T F U RBEOIRRIZHE U -2 A0 FRIETH D, L L,
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ATLL fifaix Z 3L 5 L FFIEANCx L CRINCTE 2 #5 T 5 720, % - IR ERE
ATLL OEFITZ X 0D CTHREEZ R TH 5, He#E HTLV-T &Y T Mtk L OV ATLL
BE B RFRE ATLL #IC 7 R b= 2 &FE+S 528 17 £/, INF-a & O T
HTLV-I &% T #ERIC T R b—o 2 L& Gr ¥ IEAFEI N Z L 18 Y diefo
ATLL {8E~O 2 R L T\ 5, & 5|2 Hermine & (X% - RIS ATLL (2
KL CHE B 8 - INF-o 0F HFRIEZITV, 8 Bl 4 BN FfRLL LD R a2 157- 2 & &3
LTS 19,

L Lan s, #ie BEGREOENBIEICET 2 @®E IV ETHY | FRZHARANTOMR
FHIEEICE LV, £72, HEBRO APL MlICHT 20 RITEBEIC L > TR | (K2
FE (0.1—0.5u M) TiIobiFE, @iEE (05—2.0u M) TET R b= RA&2HEST D 2
ERFLNTND 20, Lz~ T, M FEEIX, APL B X O ATL OFUEREZ S K
LB ERITZENBZ LN, ERZOENBREBICET 2 EHITHE E BOIEE 571
R IE D L TCEERIERERVGS,

F T EE IR R AMBEERZE S DOEKR LS T EBERNFIC TER SN - F% -
TR HC P M 2R B A (b 5 i b R IE A TR O IRINENRB I DWW TIRET 21T o 72,
[J795] e ERiEstAl o FHHL - H b iR 1T Sigma 8L, 2,3-V A0 7 hFr 3 —LidHn
FAER RO O EBH L. £ OMoRII TR 2 A7z, 5 e Bk o
AT, RS 80mL (ZHE B8 100mg Z¥AfE L, 24Uz 1M KEE(LT R U o 2K
K 8mL Mz, #ib @Rz 2RI lE T 5, ZHUC IMEiRRE M, pH % 5 — 6 I[ZiH%
%, EHHAKTE2EZ 100mL (Img/mL) & L7z, AT T 7 40%— (022um) T
AHiEtk . WEHEE A T v (10mL) 12/ 7E L, SEAKBER. ©T (4°C) R~IFL. f#
HAMARRIE 1 /& L7,

RREF YR e EEAZ B E U TR 144 1 A6 14 4 12 H £ TICA
Bt L7- APL 8% 24 & ATLL B 34 Th 5, Table 2 [ZHBHF O b FREIEMEITRIICE
JABREE AT, LT F=27 VT T A (Cler) IX Cockeroft-Gault DHEER 2
HAWTHEH L7z, 7Zods, i A ERIC T B Y EMA R REE2BICH L~V v
FESICESEHICHA L, CETRBE~OSIMOFEE 25T L=,
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Table 2 HBEEE

Patient Age Sex Weight Diagnosis BUN Scr CLer®  AST  ALT No. of

No. (Y) (kg) (mg/dL) (mg/dL) (mL/min) (IU/L) (IU/L) relapse
1 29 M 619 APL 13 0.6 159 54 104 4
2 39 F 483 APL 15 0.5 115 38 50 2"
3 35 M 820  ATLL 7 0.5 239 13 11 1
4 66 M 539  ATLL 18 0.6 92 46 74 2
5 75 F 394  ATLL 19 0.7 43 17 9 e

Abbreviation: APL, acute promyelocytic leukemia; ATL, adult T-cell leukemia lymphoma;
BUN, blood urea nitrogen; CLcr, creatinine clearance; Scr, serum creatinine;

AST, aspartate aminotranferase; ALT, alanine aminotranferase

# Creatinine clearance were calculated by Cockcroft-Gault equation.

*The patients had previously received some courses of all-trans-retinoic acid, plus
anthracycline antibiotics and cytarabine.

1The patient had previously received 3 courses of arsenic trioxide treatment.

1The patient had resisted some courses of the chemotherapy received previously.

B 7 ikds L O%RM - FHHR U 72 b BV RS 0.15me/kg/day (B # L LT 1.52 2 mol) %
1 H 1[EL, 3~4 B CTaEE L, &5 HMITRKT60 HETH D, TG54
HEBLO20 HBIZITV, #EEAT, 0.5, 1, 2, 3, 4, 6, 8, 12 B LV 24 Bk iz~
U 2GRV U728 M TIT W, BRI micm 0B L, miEE LHET 5 £ T—40C
TRAT L T2,

MmAEF O & FEAERE - MAET b FEE I N2V SO FEICESE e #E 2,3- VALY
77— (Bal) THEMBL L% AR~ N 7T 7 40— /B85 (GC/MS)
Z HWTHIE LT,

b FBAENENE - b RORNBREHE T, AT FRE CoL ORBINAEMFES 1=
=R A hEFAREOM (X)) 2RV, RSk U CIERER/N RIET 0 7T L
MULTI22 % W CTARNEIRE T A — X OHEE 2T -7z, BEAMEE LT W=Ci ', f##r
7 w3 Y X AIZE Damping Gauss-Newton 1% U7,

R
Cp= —vgi—{1-exp(-k, T)}-exp(-k t,) + Cy,
¢ (%)

Z 2T, RolFHG#E, VA IINMAEM. ke IZTHEFHETHAERLTWD, T
. tpi IZATHRR TH OB CTHY | SHEK T E T tpi=T TH 5,

IR — I P e gl P fS (AUC) 13 b B0 B 5. BIME ) 6 24 B T2 BEARX
ko THEIHLE, 2827 U752 (CLt) 1% CLt=keXVd TEH L7,

[543

APL B X OVATLL BF 2k L, di e BRRERA 1 H BB X020 H HOMmME v ERE
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OB & Fig. 112, #HMERE/<F A — % % Table 3 (2R L7z, MAED b 2208 8 35 5 R
WG THRRC R BEZ R L2, EOIIE T L, 24 BRI ICIXIZIER 58 L1

Lico . WTHOBFIZE W THMEH e BREHRITEEU LT n 7 7 AV ERL,
b FEORNERITHEOBAEMZEE N NS ERNEZ N, £/2. 1 HEBI O 20
HEHODOKNEIE T A= [ZIIFBERZTRO NN L b, b L5 e H#E
WENREDZ B LA FICEHIT 5 e ROLEHEMIXIT L A EBNZ LRIz,

[ATLL 5E#I] 75 ik Lotk

1998 fE 25 D 5 & FifIcZ 2 L. ATLL chronic type & 2 &=, 1999 4 L v %
2O & KRS ATLL #ifao#ihn, LDH o R 23880, LB RENRRE S -,
B (IR 2 R U, b e FBIRIEBRGE L o T,

AGEFEL INF- o 1[8] 300 T HAL A 3 FIOFH Uiz, 1R#BAGHE L 0 AmERE, A5
® ATLL Aiflaidid L, 1 8 H HICIXFEMN S EER O, B - RN HBL L7272
—HARIE L 72N OIRIEZ ML LRGSR, it v ¥ —a A% 2 e H—HdkE L,
Rs bIE AR & 72 o7z, LA EOREIZ X =kt 3 INF- o OFREIT AR & HlT &
M=, 16HERT. B8 I3 ATLL M 0 0 72 D SRR GEILE R H Y . ZOHITHRAD
FRWVEIB ZRD TV e, [RIFERZRILIIN G ORERT ILEGE L, — T, JNCH e BRR
BICL VA ULTEAEERFRLEEZOND MM ERDT

5
<
—_
S
<
[\
()

concentration

Arsenic
T LI
T LR

0 4 8 1 1 2 2
Time after infusion Time after infusion

Fig. 1 5SBIMAERFKRIBERV20BEOE EBMPIRE

— 125 —



Table 3 Z=BMILERBEEHDOEVHB/INS A—4

Patient  Vd (L/kg) ke (h™) CL, (L/h/kg) Cinax (mM) AUC (mM-h)

day 1  day day 1  day day 1  day day  day day day 20
20 20 20 1 20 1

No.

1-1 0.14  0.13 0.26 0.28 0.036 0.037 8.8 8.9 589 653

*

1-2 0.14  0.11 0.21 0.30 0.030 0.035 9.6 9.0 66.8  66.8

2 0.12 0.14 029 025 0033 0035 81 82 63.7 623
3f 0.16 - 0.25 - 0.039 - 7.8 - 55.2 -

4 0.13  0.12 030 029 0036 0033 81 89 64.5  70.1
5 0.18 0.20 0.18 022 0038 0043 76 73 61.0 527

ave 0.14 0.15 026 0.26 0.035 0.036 8.3 8.6 61.7  63.5
S.D. 0.02 0.03 0.05 0.03 0.004 0.004 0.8 0.7 4.2 6.6

Abbreviation: Vd, distribution volume; ke, elimination rate constant;
CLt, total body clearance;Cmax, maximum concentration;

AUC, area under the curve; ave, average; S.D., standard deviation

* Number 1 patient had received 2 courses of arsenic trioxide treatment.
+ Number 3 patient had discontinued arsenic trioxide treatment at day 5.

M SR LRICRIT DAL ~F =7 ORRIERE

AVNVEEA ~TF =7 (7 Uy 7% [ FEEEHEER M (CML) OREARFRIETH D Ber
/Abl BRI )T % 2y FAEHSE T %, CML Tl 9 Bk & 22 F Yk ol Lis
JE 1(9;22)(q34:q11). F 724> Philadelphia (Ph') HefafhAvil HiL, AEEEIC LY ber/abl
XA TBLIBIEHRSND, Al EANAT LT v X —EBIEMEIT Ber,/Abl DK
IC XV IERBICIEM LS, TR b= 22 LA ORERE L o TS P, R
VIVERA = F =71 Abl EEEH O ATP fEAHALIC T ATP EBEAMICHEA L. AblOF v
*F—BIEMEILET 2 2,

1&VER] CML JEBNZ KT 2 HIEEREE L TA YA ~F =7 L [FN-a + > % T B ff
FRIEO A% T 2 BRRBR A Thi, MlREEFHEREMRIIAE BN T
76.2%, %E TIL 145%TH Y, SHICHEICAKERLELEORVZ L6 L, BIERAH DA
NI EMMBAVNAEA T =7 N CML OF 1 BRI L 72572 2,

A VIVIEA ~F =7 OARRE TOENERRBRICE T 28 EFFRIE., MikHEEE T
UOIRE. I, REERRENRHD . P THLRBORKREIL40%E EETHD 0, 1
AT LT TARERFRERBR C b BB 1L 32%I2280 b T 5 27, REREIR SR L 7=
BRI L, RIBEEAT oA R, fie 2% I VERE G750 8 OHERIER-ITH ICHR Y
WRABLENTWD, L LEEBERFROIZDO A VABA ~F =7 ORk 5285 %
B do TER 2 o, RHE (100mg,/ H) L0 FEHERME L0, REERNER L
1 * bE STV,

A VVIEA ~ T = TIHE PRI L RS RERR & 2 ok - LIBE P I 2 g < S B
ICBUEMERIEZRE L, BEGNAREE eo T,
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UEBI] 677%. Bk

TFF SR, BURAE 0 1997 4E, Ph' Y KEE CML & 2217 S 4L IFN —o JRIE S B G
ENob, EHEEE, BFRE, REBDAHBLIL, 5 DIRRE L 725 7272 IFN- o &L
ik &z, W;%t Ka & 733 RHC)1500mg,” H 512 THSKRIGHR T Th > 7203,
2002 A UVEEA ~F =TI X DIRIE B TARE & 72 o 7=, ABERFO A AT 7% A Bk Ek
6500, u L, ZRMERE 281 17,/ uL, ~EZ a1l 123g/dL, f/MEk 37.2 75/ w L,
AST261U/ L., ALT171IU/L ToH -7z,

A UNVERA ~F = TIREBMGE OFRGE - HC 2 IE L, A Y ILERA ~F =7 D 400mg/H
WIRZ B4R L7-, MUICOFAZRITIES | BAAZIEFRICRGR L=, BEFM 7T BEIC KT v
AT I —BORE FFH(AST 47 1U/L, ALT 521U L), 1 3 H BIZ&HFPEIZHE R
EESRE, BIOITCHEDORAELRD, AVNABA~T =TI BLEZH L, 7
LR=vynoy 3mg/ HE~LAUBruLT =5 E808E 12mg,/ B OBEHZBIMG
L7ze L2LZED 1 #M%., REEROESL, 38CHDIE, L TNAST 142 IU/L ALT
368 1U/L L IFEFEOEITELROIT0, HAT LT =M RZ s X OM#RREE &2
WrL, AU A~F =7 Okh%2HIE L7z, CML (2% L Cix HC 1500mg, H @&Ef%
BB L7z, 3 BERIBICIZREIER I L, AST261U L, ALT 231U /L & fFFEE & o
L7e7eh, AVNERA ~F =T OFE L5 2R A5 - OBUEERIEZ1T> 7= (Fig. 2),

X))
7Y%= | 400mg

R “ —e— AST

900 [ A 866

—m— ALT
—— LDH
L 623
600 A%A
A\A A/

300

100

Fig. 2 XYIILEEA X FZ 7 HNREDZE
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[BLRRAERIE] AV A ~F =7 2o BEE LTI Himg XM LE, TOR, 1
Ml 0.5g L7250 KO AME TP L7z, £D#% 2 HEIZ 2mg. 5mg. 10mg. 25mg. 50mg.
100mg, 200mg & ik L. BURIERER MG 3 BRI I8 AR & F&TH D 400mg, H 2
BEAREL Tp o7z, Bex 1XLLRT. D BFE T ST ARIOBUSRIEREEZRBR L THB Y . [k
DI EEAFEGNISHT 5 2 & & TIREICIRE URE Lz, AL 0T ST 4#l% 5mg/
HX VGBI S, SHIC 1 BEICHEREICHEE L, &5B45 10 H HIZ1X 2.000mg,” H £
THIET 5, AT ZNICHEL, AV EA ~F =7 o)nlf b &4 BIER G ED 1,400
BTHD Img/ HE LTz, D OEEICBUSEIERIEZIT O 729, 2 HEIZ 2mg, 5mg, 10mg,
25mg, 50mg. 100mg, 200mg & #iHE L, DiE/EHIM 2 R <MD 2 & 2L Lz, 3V CML
W5t L CIE HC BEIC L W IRBIIE B E N WO AR Th o 7=, DURIERRER LS 3 @
MZICITEARE L [AETH D 400meg, H X EAIREL 7o o7z, HC (A VA ~TF =7
B E & BT 1000mg, HICHE L, 14 HRETHIE L7, 20k, BEER., FERERE
EBICHRT DR 4EMA VLIS, ~F =T ONIREMKGET TH 5,

[BE] ALAWA~F =7 OBBPIL CML O T#% 28 L, BIE TIEZ% O YERTE SR
ERoTWS, LnL—FH T, AEFLRO-OIREDIEEZRERL SNHBEALRH D, &
FHERER L, RO A W= A LB L7 BT, ZHICED AR ED 2 EH L L
TR SNTZEATH D, 1ERHEANRING TS D720, HEkOMIEEENE %2 FF o HrEE g
AR L X B AV BHERN D2 W EEbNTE, L L., HEROIRA L B ZRIER N
HENTBY, BEMRAEERLETIIRY, 728 21T EGFR F 12 v %> —PHELR
THHT 7 4 F =TI IMEIRRICHOC OGN D, B ORJEER D EELL BicA b, K
ICIBIRICEEE KT 2 b5, AUNBA ~F =TI L BRBOREMRTFIZT Lv
X—PEb b 2N, AEREEEICHENT 2 L vbh 2 3EMIIRATH L, ZOMELE LT
100mg,” H X 0 % 5-BIAA L CREINC K o 726 2 CmEE /RS A 1 kLA
NE L ORHRER A E 5 Stevens-Johnson JEMERE DI A 39 4 s S i, B G ITRE RS
BB METH S,

A, FAEBHRE O SR TH > AEFNIEFNC S T2 7 VX -G E K= Lz
DEZZ, Fx XAl thoBEE T ST GAIORBIERIEZ R L T\ =0T, Efi~A
VIVIRA = F =T OBBAERIE R B DMER H D Z L2 E LT, ZoHEICEky, K
JEFNTERY T L L —DFRIELS A VR, ~F =T OFHEENTRe L 72 > 7, Park & ¥
B A VIEEA ~F = 7N X D RREIEIR % k72 U2 SEFNS 6 U CRURIERE 21TV, %G
WA LTV D, E51E 1omg,/ H XV &G L, F&EZ 1 BRI %K 1 EH
T 100mg,/ HIZHEL TWD, I LICKHEEROBRDENT & 2B L, T 0% 2 HiH
2 100mg HEET 5 HIETC oA E L TWo, a3y G &% lmg/ HHBAMA L
Teth, W ATV 3 M CHER G EZERT D 2 & MK, L LBUE/ER B A
WIEH G, WHEEE O LY ICERT 20O0NISHOBRANRLETHL L Bbns, ¥
oo TUAF—aRR EICHA SN TS BUSTERIEIIBFEEZMLE LT 508, A VL
A~F =T DOLEEITIgE OG5 ERRO LN TE LT T LILX BT O D RIE
SNTW5H,

FREAOBLG X, RANOFEFEREIAOLHRELZMD TEY ., BEBICZOMREH
EFERRERGEL TWS ZEREHETH D, FFEAHRRORIRIZIE S W THRRIRISTE RS
ZlEH L, AEFLEZBHIE D ECHEARIOZENIRE L, FRERAY v 7 ~D3HK
FIE ST EETH D, NEFIOIRFERBIZA VIR, ~TF =TI L DA EFRITHT
% BUEAEFIE O A% R UTe, ARIEFNL D FARRSEMIRIE 25200 D BB OFKFN T T %
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KT DEAN > TR REGHREHRO 1 >THHHLOEEZHWE L,
EIRIZ I 2 3RAIMMER IR IEE, BERT=2Y 7 BIERTE - ;RICBET %
WIecdh 5,

VLR A~72 &9z, 8 BEFIMIIRARTEB O 1T, BH K L THRIRNIIEZ & O 7o ik
EREFEHEHZAELCBE THL 2R L, BEZPLL LEERICDLTHH
MTELZ 2B LOFEVL L, SBRVBFGINDIFEAMTHY LN EFEXTWD,
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