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Thalidomide is an important advance in the treatment of multiple myeloma. In Japan thalidomide is now on the ap-
proval step for the treatment of multiple myeloma. The drug has some bothersome side effects such as defect of organo-
genesis, neuropathy, constipation and fatigue, but is likely more effective than standard chemotherapy and is changing
multiple myeloma treatment. At this moment, Japanese patients must import the thalidomide preparations from Mexi-
co, Britain and elsewhere, but after approval, they patients will be able to get the new Japanese thalidomide capsules. In
order to determine appropriate amounts of Japanese thalidomide capsules in the treatment of multiple myeloma, we
compared the dissolution profile and plasma thalidomide concentrations of Japanese and British capsules and Mexican
tablets. The dissolution test was performed according to the Japanese and the United States Pharmacopoeia. The phar-
macokinetic data for Japanese capsules were obtained from the clinical trial in Japanese subjects and compared with
those data published for other formulations. The dissolution rate of the Japanese capsule was the fastest, followed by
British and Mexican formulations. The pharmacokinetic profiles of Japanese and British capsules were similar, while the
100 mg Japanese thalidomide capsule demonstrated a 1.6-fold higher maximum plasma concentration than the 200 mg
Mexican thalidomide tablet (1.7 vs. 1.1 ug/ml), greatly shortened ty., (4.5 vs. 6.2 h), and the apparent half life was
only one-third of the Mexican tablet (4.8 vs. 13.5 h). A comparison of the dissolution and the pharmacokinetic absorp-
tion profiles demonstrated a rank-order correlation. Physicians and pharmacists should be aware of the probable altera-
tion in plasma thalidomide concentration when switching to the Japanese capsule, especially from the Mexican tablet,
and should monitor clinical response carefully.
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5.3 9hbt, BixdHU R REKRTEY
RIEEIZR-NTHE ST, s 2@ AmAT
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HARIZBNWTIE, U R REFINZ TG b
JEDIEERE L U THERFTEARREZRFE I NTHD,
ENTESE I NAZYY R REFIZHEHTE S X
DIIRBHEAHTH D, HERNST Y R<A KA
ZENBALTHER L TE/-BET, o omENn
SENEFAYOEZ 5720, Fijlicehzhoi
HIFs 2B L, AR IcEL THEET 2
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1. RBREBRIRVORAZE HU R~ REANTE
& 100 mg £RDHAEA 7 IVA] (FPF300, fEA
B Lot No.: 18161, 28261, 28361), 1) Z#l
H 7Y )VH| (Sauramide®, Penn Pharmaceuticals,
Lot No.: 0040B/P1, 0048A/P1, 0189X/P1), KU\
AF S a8IgEHK] (Talizer®, Laboratories Serral,
Lot No.: AA050046, AG050606, AG050607) %
W7z, FPF300 71 72 )3 ARG L DR Z 1)
7=. Sauramide®] 7t IVIZME AN A L THEHAL T
WEBEEXD, REOHTRIVAIZED ZT-. <
DEBIHARITA IR, MIETHo 2.
Talizer®§gII M ANE A L7z, YU RY1 REERZ
AL VDEDZ, 7o bFEmRE (O
NI4T A7, ®#h) %, HPLCIZH W=7t b
Z UL (BEE LY, WA BEERksox ~r
FI7HERWE. TN ORI, WK
MEEZHWE BB, AFTELIFYREL T+
JLENZ, 0040B/P1 7% 47 5171 )l, 0048A/P1 KT}
0189X/P1 MZENZTN 13 HTENDATH oD
T, HE&FEHABRIL 0040B/P1 O b DAHENL
SRR B e Ol R BT 2 0wy I~ (0048A/P1,
0189X/P1) IZDWTIX 1 h7BILTDfro 7=

BRI A TR EIN ST KA R 2B THI
95581, IXTAFE045um DA T L >
74 )V%— (WTPS 7 1 JI% — Verified, Waters)
THELTHWE.
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FEEE (U-2001, HAYE, Wu0) & HWTHEE 216-220
nm [ZWINER DD 5 T & Z/ERL 7=

X/, &YURIA REFIROYHY R~ g
WS 3mg/ml ) R4 RO7E M MUIVE
WEERLEZ., 2hs 22U by ) HEKR
(60F254, MERCK, K-) IZZ®HRv hL, EEE
n-7F) L WoKEEEE 0 1- 7% J—)b=10:5:1 (v/
v) OREBHKERNWTIZOY N T7 1 —%1T\W,
254nm @ UV ZMH L THAEARY b Refli % b
w2 L7z

3. MIERER 29 EKEEEF/S (USP 29)
ICN#E XN T W% [Thalidomide] @ [Chromato-
graphic purity] K7 [Ordinary impurities] 127>
T, TNTN, R TH D75 ) EEZRDE K,
TIVE I OEEEREL L.

T Y IEFERME DG 'ERET 0T, 2ug/
ml 3 R A K258 0.2ug/ml 7% ) EEIEERR
W, MOV R REHELD 0.2mg/ml ¥
R A ROMBHEKR ZER L. T 5% HPLC
TEEL, ROZOAMYNTY R KD 0.1%
LIF, AMMIOEEINY Y RYA1 RO 0.3%LLTFD
EE, AT

Fz, VIVE I UEEENET HHEMETII,
2ug/ml 75 I UREHERIR, ROEBEFOHER K
0D 2mg/ml YU KT ROGEHARZERL 72
INs0REIZERW, 1-7% J—)b ok : BFERIRIK
B:1:1) TX0EEBI 7O KNI 7 1 —2fT0,
ZCERUVRISIZE B AR Y NOGEEHERL -

4. HERZEZHER S®Hoov MMEIC 20
OE—ALM KRR TTY R A RERER XD, 0.1
mg/ml ¥ R A R OIEHA TR & OEEHEE K & iR
L/ IS OEWKZ HPLC TEEL, Ov b
TEDEHbI N R A REEEZRD, £R
BIZHTHYY RYA ROBHERZFRERL .

FOv hOYY RYA REFNZONWT, % 10 &
oggE I7RIVANELZ ONEMOER) Zait8
L, HE 15 IRl TERREZdBa2iro . &
REICKTT Bl 2 DEEAI NI TV OT ) KA
REBHEEM (%) Z2Rko, v MEICEHLZE
BimARABROHEMA, HJFOHEFLEITHEN 15
%EBAIRNEZITEA S L.

5. AHEER 2oy hiconT, HREIS K
NUSP29 IZ9E > T tidBZ21T-o 2. HAIZBW

THY RYA RREEHELTERAIINTHE ST,
HF 15 OEEBEFICH) R ROBEHHBRIC
DWNTOFMAABRENZN, FHUTH L, KEICH
WTIEH Y RYA RATRIVEINERIENTWS =
W, USP29 I DIFHBiE b HESNTHD,
ZHUEHY R A REFIOBEHEHBRE U T &5
HONTHED1IDTHBHEEZGNS. DlLDZ
EMNS, 2 DOV HREREZE AW TEHEL 7z

5-1. BB 15 aHEAERE (P %) HJE 15 ¥
HEABRVE DN RINEICHER U 7= & TR B 217
o7 BB DT-610 (HAS KT ¥, ®
7)), MBI 0.5% R VIV X— bk 80 ZiRML 7=
VA HABRES 1 #E 900 ml 2 iy, /X RV O [ElEE % 75
rpm CTf7o 7=, ilBRBHLA 10, 20, 30, 45, 60, 90,
120 OB MK P O KA REE %2 HPLC
FEICKDERL.

5-2. USP29 A RERZE (USP %) USP29 iZ
IV#k XN TWw3 [Thalidomide Capsule] @ Disso-
lution DIHH It > TIEMABR 21778 > 2. R
451X NTR-8000-AC (FILEZE, KMk, ik
1% 0.0125% (w/v) RUFF>TFL > (23) I
UV T—F)LZ & 0.225 M & 4000 ml Z W),
JNRIVD[E#RZ 75 rpm Tro /2. ilBRBHLG 10, 20,
30, 45, 60 PRI POY Y R 1 RBEZ
HPLCEIC KD EEL 7=
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JBRGEHI R A F V) 28 T2 EIOH AR T+
VAN 2R BB OB Z T 2720, &
ATHBE DR U T T FEIE SR G O W0 [R5 MR
BAA RIA4 2 HDO—HKIEIZDNWT) (Epk 18 4
11 A24 H HEAEREFSE 1124004 5) 2551,
UToHEns f, BE Dz KD /.
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720, Ti KU RIS 551U R REK]
2D AR RICTHBT 2 FHEEHE, n 3 FEEHER
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PBWTEE S0, EEEOHA BRI ITiEWy,
JP L& USPIEDRERN S RIBHRFHZRANWT £
BEolzRDd=. bbb, JPETIRBRIE
120 7321 BN TH HAE 7 )L OS5
MBSBIZEL Mo 7=/=8%, 10, 20, 30, 455D
BHRZHAWT 6 BB OEZKRD, USPETIEH
ARELH T ILFID 15-30 4301249 85% UL RvaAHI L
iz, 10, 30, 455 DIEHEZEFHWT f, Bk oD
EzRkD7.

6. EMENREMRHKT B YU YA REKIZRA
L7205 DI R EHER & F HEER O R 2 ik 3
ZZEICRD, HHIOFE AT A EHER I T
TEEERF L, BARA T2V A2 O85 L
OB OMHPBEHSE DT —513, bbb ot
LU EENERRBOT —% ZBAREOFRZZHET
Wz, & O RS O BEEE K O 53 B D
WO THD. HERIMELHEEEHERE 13 A
(M S B, 2zt 8 i, 60.3+10.5% (42-77 5%),
S EE 158.4+6.3cm (150.3-168.0 cm), (K
# 60.1 -89kg (48.8-76.0kg)] 1T, WIEAKIC
FPF300 /7 7tJ)l (100mg ¥V R~ K) %51
7z, HBERRIR OIS 1, 2,3, 4, 6, 8, 12, 24 K¢
BRI L, MY > 7 IVZEBIELTEEL 720
5, Il 4E 250 ul 2[R B D 25 mM 7 T R iR
(pH 1.5), INMEEE 1 ml RONEEENE S LT 1
mg/ml AFIVNS X% 10ul iU, Smld
rsOoOR)VATHELZ., GHE 4 ml 2 RTEEZHE
L7=0b, 30% 7 b= MU IVICEMEL, HPLC
TE®E L. HPLC O3 #71 Al Inertsil ODS-2
(250X 4.6 mm I.D., ¥—T)L Y1 T2 A, Hi)
ZHWV, K7 bZRUJIL=68:32 2B
(#i#€ 0.8 ml/min) & LU, 220 nm D WS¢ E % HE
L7278 mHRgEH#E T -2 X0, E7IIVIEKEDR
RAT 21TV, TNTNOHHREINT A —F & RD 7=,

U RIYA REFRNBELZEE,Y RTAF
2 OBGERIY B2 W3 F U AT RIVAIS &%
%5 L7z Z2DRNERE/NT A—%13, ThTh
BERICHREINMEZ AW, BIRNES RO F
U Z 8 7V AIRR O 5 TR, SUHGRSICRES
NTBNEE/NT A —F OEHGfEMN S 1-T 2 )N — h A
PREFIBITICEOREHR L 2 RE D% H
W, EFIVIFKGENT T 2. RB, IR
BEROAF L aBGEAROEGOTF -39 kY

A R200mg Z2HELEHBEOHBDOTHD, YU R
XA ROEYBHEBOREMEZKE L THENL
7’—:_9,10)

F7z, M EERERS KO SRR (MAT)
Z, BB K D SEEE KR (MDT) 2L F O
REHWTHEHL, SEAOWINENEHDOHS %
e L7z

MAT=MRT,,—MRT,,

oo

MDT :S (Mo, —M (D)) dt/M.,

0
MRT,,, MRT, 3z O&5%, HIRN
& E#ZR ORI 2R L, M@ ISR 1 12h
JAEE, Mo 3REMEZRT. £k, 0450
5 120 DB B EINROBMA{ZT TR Y
1—a EICKVDEHRL, FHE O IPEITEY
BDRHINY — > gL 7=,

& R

1. BRFRBE W ThoRFHEROPCED
217.8 nm AR Z/RL, @O 757
1 =KD ARy FD R fHIE, &HVU K< F#d
AR OHY R A REEESF & BT RT0.61 T—
Lz ZOEXD, WIFhod 7 ILHd U R
XA BRZERGSELTERALTND ZEDHEREIN
7z.

2. fpE A ER Tablel IZ/R L 2 &L DI,
HPLC T X5 i s, AL TWST75)L
BEEHEDEIINTND 0.I8B LU FTHD, TXT
OHY B3 A REFNTBWTHED T TH- 7= £
Z, WFnbe® >t RY CBEEDRR Y MIGED S
NRNWZ EMS, TV I U ORTEILED 5 Niah
-7z (Table 1),

3. HER=EER CEEMNRAKVEERZRR
DiEHR (Table 1) 75, HHADOITRToOO Y b
O RYA REFRIT, RREITHL T 95-102
% DHEIPFTH > 7z, ERMMOME 2 DHFOE &%
FANWTRO-EBRZOHEMIZ IS FTH
D, WIFNORAHEREMARBRITES L TV,

4. AHRER IJPEEL USPEOWTHIZBW
TH, HA®D IV EbERTES, 204 T
SEEIZEL, Oy MEDOIESDEBIFEALERNS
o, —H, AFTOEEANIEHEENRDIES,
2 THIEEICERTT, Oy MEHOIE S DEN
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Table 1.
for the Thalidomide Formulations

Results of Impurity Tests for Glutamine by Ninhydrin Reaction and Phthalate Analogs by HPLC, and Mass Variation Test

JPN MEX UK

71 12 13 M1 M2 M3 Ul u2* uU3*
Glutamine ND ND ND
Phthalate analogs
Maximum impuri-
ty content (%) 0.04 0.04 0.04 0.05 0.05 0.06 0.02 0.04  0.04
Total impurity 0.10 0.09 0.10 0.16 0.15 0.18 0.08 0.13  0.13
content (%)
zgfngmecm“ 101.2+0.4 101.9+0.8 101.8+0.6 97.9+3.3 100.5+3.1 100.6+1.6 99.0+0.8 96.5  95.7
Acceptance value _ _
%) 1.1 2.2 1.7 8.6 7.4 3.8 1.9

JPN, MEX and UK represent Japanese, Mexican and British thalidomide formulation, respectively. Lot numbers are J1 : 18161, J2 : 28261, J3 : 28361, M1 :
AA050046, M2 : AG050606, M3 : AG050607, U1 : 0040B/P1, U2 : 0048A/P1, U3 : 0189X/P1. ND : No spot was detected in the test solutions. Data of phtha-
late analogs expressed in percentage of impurity in the portion of thalidomide. Data of thalidomide content are expressed as a percentage of the label claim, and
are shown as mean +S.D. Acceptance values are calculated according to the method described in mass variation test of the Japanese Pharmacopoeia 15th Edition.

*Results of one capsule.
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Fig. 1. Dissolution Profiles of Thalidomide Formulations
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The dissolution test was performed according to the Japanese (A) and the United States (B) Pharmacopoeia. Lot numbers are @: 18161, A: 28261, H: 28361
(Japanese capsules), O: AA050046, A: AG050606, [1: AG050607 (Mexican tablets), @: 0040B/P1, A: 0048A/P1, M: 0189X/P1 (British capsules). Symbols

represent the mean values of 6 experiments.

BRORKENOKE., AFUREATEINFTIE,
0040B/P1 OAAMHD 2 DD O w b+ & fhis L T
MNELS Oy NEOIESDENH -7 (Fig. 1).
7z, AFUREATRIVAIROAF 2 a®-EEFNIC
X9 HAEN T IVAIOD £, BEEOMIL, TPk
(1FY R :331, AF3:19.3) KU USP ik
(1FUR:332 AF3:10.5 OHEREMGHE
HUABEEDIZ, WTENHEEMOD 42 2 FE> T
B0, HAREATLIANZAFIAKDOTAF D
WTNOREKNE SR DEHINY — 2 ZRLUT-.

5. #1) R¥ A FORRKR O MAEEORAIC K
EZE YU RIA RERNERG RO D55
DIEHRT U R A RBEORRF 2L K IR D
Hefs % Fig. 2 1R L7z, £z, EFIVIEEKENR
Hrick Ok 8HEINT A —% % Table 2 IZ/R L
. HAR®S T AE (100 mg) WNARE O ifn 4 i
EHR E A+ a8lgERl (200mg) EHND &,
BEM P IEE (Cow) 13 1.6 5E<, Heln e
FERE (tmax) & A0 T OEEHNTZFNFN 28
%, 64%KMmoTz. HABEEAF Y ZEH 7 2)LHF
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Plasma Concentration-time Profiles of Thalidomide after Intravenous (A) and Oral Single Dose of 100 mg Thalidomide For-

mulations (B), and Absorption Rate-time Profiles of Thalidomide Formulations Calculated by Deconvolution Method (C)
Symbols and vertical bars represent mean and SD. after intravenous administration of thalidomide () or oral administration of Japanese (@), Mexican (O)
and British (@) formulation. The solid lines are the best-fit curves. Plasma concentration data after oral administration of the Japanese capsule was given from
Fujimoto Pharmaceutical Corporation. Other data were obtained from the previous reports.*®

Table 2. Non-compartmental Pharmacokinetic Parameters
after Intravenous Administration (IV) of Thalidomide or
Oral Administrations of Japanese (JPN), Mexican (MEX)
or British (UK) Thalidomide Formulation

v JPN MEX UK
100 mg 100 mg 200 mg 100 mg

Cmax (ug/ml)  — 1.7+0.4 1.1+0.3 1.3
tmax () — 45+1.7 6.2+1.9 4.7
AUC.o . +
(ug - h/ml) 22.8 15.8+3.0 22.7+4.4 16.6
tin (h) 3.0 4.8+0.4 13.5£6.8 4.9
MRT (h) 4.4 9.0t1.0 21.4+8.2 9.6

Chax - maximum concentration, tg,, : time to maximum concentration,
AUC. : area under concentration time profile to time infinity, t;/, : ap-
parent elimination half-life, MRT : mean residence time. The phar-
macokinetic parameters of MEX determined by non-compartment analy-
sis were obtained from previous reports.® The non-compartmental phar-
macokinetic parameters of IV and UK were calculated from the compar-
tmental parameters in previous reports.+® Values are mean+S.D.

DI R HERS T LRI L T .

FTAARY 22— 3 ARITK VRO 7= IR D RE
& [Fig. 2(C)] LEHRABRTHE S NiE %
g (Fig. 1) Zl#lLzE2s, WihdbHARS
TEIWVH, AF) R TRIVAL AF S aBEEHR
DN RN e NE N OHEENEN > . Tz,
MAT &7 MDT (Table 3) &, HAH DT vILA]

Table 3. Mean Absorption Time (MAT) and Mean Dissolu-
tion Time (MDT) of Thalidomide Formulations

Parameter JPN MEX UK
MAT (h) 4.7 16.9 5.2
MDT (h) 0.50%0.02 1.09+0.25 0.83+0.27

Values of MDT are calculated by the results of JP dissolution test, and
are mean+S.D. (n=3)

(4.7 hr, 0.50 hr) MEHEL, /2 AF 2 a®EH
(16.9h, 1.09h) MEHEN-S =,

% £

FETHRIN TS T R A REH O HEIT
—ETRRBEWI ENHESNTND. 2 2 TH
b, HATHEZINDHAZZDO T3 pEOHY R
YA REFNIONWT, Ov MEIZZENSDEEER
BEERLEZ. TOMKE, 1 7Lk oik
A F Y Z8EFK] (Lot No.: 0048A/P1, 0189X/P1)
DIRZRTIE, RBERRENSHANLZBDTH
97.9% (AF J8IFEA, AA050046) THD, W
THNHHY RS ROGHRIIEEDOHPANTH >
7. TFEMEEHEICHT 20 R A ROBIEME
HATARIA 2] ITRINTWBHEDIZ, bhbih
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AY2001 FICHEREXVBEOZT A AF Oy Y R
YA REgEHWTHEILZ/RTIE, T08F &I
BRELOHNI0%EN >k, ZOELEDOHEES
B ORERN - Lo ZFEKRNELT, Oy MNED
ZOIEA O SE N B L etk ST A, B
FHIZL BT RYA1 REQREIRED, EiEv2iE
BREARBURBRE THO 20T, U RIA RO
oKD EEMET LR b & E TER
W, REFEEABR, (R 25 A B S OV R BB OO R
1, WTFNORANTBNTHITNTHES EHWSh
7z,

—7, W I EFIE THE T ENRD S
N7z, JPiEE USPEOWTNOEHHEICBWT
b, HAREA T AOBEBHNRDHES, A+ O
A OEHIZELEMh-o7 (Fig.1). ZOX
SICEHENRKRESEESZRERELT, WMHEICTH
FBEIEDENTET 5N, HAKYY R R
BENIHTEIVAITH O, EHRBRBELE 10 502N
AT RIVHHEL, MIDWRRROY Y R A R
EENTHBIND D, BIREET 2HEENA
<, HLEHEINSHEEZEZLGNS. FHUTHL, A
FoaBBANIERTH D, FHHBROBELE 10 5
BTCIX—HDRET 5, HAOREZRSLEX
DHDHHo. Thbb, AFT aWEANIAER
EHETAHIMEN NS VWEDIEENENEEZ 5N
5. Fiz, AFVZREATRIVANL, AF O28E
ANZHER 2 EHAE S T2 IVANGE WA NS — >
ZaR U200, FEUEITEO sNmho 7z FHU
AT EIVEITH O I S IEIERIENED 51
MWHHE LT, H7RILOEMCRNEDOEIEH
DEBENEZSNDN, ZOHEIIOVWTIRE SRS
MANBETHAS. =720, AFUREHhT I
#ITIX, 3200y kD55 0040B/P1 DHAMHHD
22000y MEE LU THEMENEN N2, 0%
HOFEREL T, Oy MEHDOZEDIEH, 0040B/
Pl ORAERENMBECEBEREDO R TRIZ> TW
lENEELEEEDEZLOSND., £IT
0048A/P1 % TX 0189X/P1 ® 2 O v ~ Dl %
WTA F U ZBA T EIVANCHT 2 HAR S T2
HO 6L EBOMEEFEHL THSD &, JPEN 43.7,
USP 2428 TH D, WinbELMED O EHE
INBED, AFYRAEYY KA RAT2IVA
X, O MZX-> TUIHAR- A T 2L F & R

MELL TWBEEZEZSNS.

51, NikBEOmMHREH#HEZLKT 2 L&, H
A8 T2IVH (100mg) ZRNARL 72 &EE D Chax
I, fBEEOAF T a®EX (200mg) ZNRL &
BHEX0b 1.6 5EMo/z (Table2) .Y 2D &
WEAF T aRAZNIRL TWBEED, REOHY
R REEGDHARS T I FNCEFZ2AET S
L, Cone M3IFBE VB ERDZEZRBL TN
5. =72, HARSS T )LEIZ WK
HAANZWRE L TEAZBERRG L TH DI
L, AFaslfghlzmlnzidBTia, AAKRTT
DY NGl LU TERERRRGLTWS, 20
EOBWEBRED NHERORGDI A 2 27 DENN
MBI EL 5EZ DN H 5. AFEDEWN
WCRDZEBIIDWTEAHATH 20, HHGDHY A1
ST DEBEIIDNT, Teo HILKEE A T ILAID
Coax MEHIREG EBBBRETEMLINWI E2H
HLTWwWBs 2202 EMms, ACATEIVATH
2 HARBBAID Cppx [T EGY 1 2 27 DO EIT
P, BEEEGELTHEEEG LFREED Chu
MEOENDHEEZEZONDD, RIID AF aflfE
IS 7172 IVEINDZETE TIE Coax D32 F
L7 B TREME YR W,

AFTaMOY Y KA REETIE, ROEGHD
MHREHERICBWT, RISEEL, flip-flop 73
D012, ANTOERENELS RS EHmES
NTNn5a. 49 4|, bhvbhn o stz h
WTH, AF T 2BEGEANIE BRI IR A3 g
ICERT, FELBEHMNEWI ENRINE, —
F, mOESEML, 205 TEHITEL 2 HAR
AT RIVEITIE, EenicimhEEN EFL, WIX
ROHEB S MAT OFfERNS D, 3 DOHFOHT
ROESHNIND Z DRI N iz, 1FY
Z8ATEI)LENTO Y MK o TIZEHZEEIDIH A
AT HEELLTWD EEZ 5N, HAES
TYIVAIO M EEREIERICRE S N1 FY
A8 TRV AID MR EHER & i K < —F L
TW/=. 0 2S5 OHALE, HY K1 REKINR
BO M EEEOHK I, EHOES & ZhicED
SN DS NEETH I EERBLTNSD,

HAIZBWTEE KRR ZHGFETOTY R R
AImIRE L, EARA SN EOTY B
XA REFINS HAEOY Y R A REFIADY) D
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BAMTONSa[REENE N, SRORFENS,
ICAF 2 OIMHNS HAB T 2IVEINT OB A S
A, Con [ EETRDD, tmax KRBT D5 H]
FEL<B5D, FITMEIIKEDEHEAGN
%, MiAPRES 2w oWwETIE, 7o)
Fldb 2 WId A F 1 ABBIFNTDOWT, HeRr 5L
% 5 I HICER 4R M & HIE S N2 ERERE SRS T
CHESINZEBERT, YU R RS 12 KR
BOMHFRE (CpfEH) ZHEELEEZA, WD
CpEOMIZEEEZITIRD SNABEN> . T,
PSR 2 RS 72D DI IR E B E IR S
ZOThHArH5EEZENTNS. —F, CpEN
2.0ug/ml XU EREOEE T, HHMREE
HERKEORZORERRBRBEBEEN N> 2. Lin
U, HFRERAME O FAE &S Y K< A RO e
EOMICIIMEIED s NahoElE N TN
. B0 FEEESE, AF a8y R A R
BEFGHOMPTY) R A RIBED N 7E &3
%h & ORNCEIRIEILED SN 248, MiEE
M 2.0 ug/ml &8 2 7= BE CEERAERNED S
NEERELTNWD, 26D ENS, MHEE
B OZEIZYTY R ROBIERRBICEELZ S
ADMHEMEDVRB I NS, BAREN RIS AF
JBAFIN S HAREA T2 IVAINOY O EZTIE, b
T IS 2D —F, Con ZE<IBBHEEZEZDS
N5, BEEFEHEOEHERICIUL, A+ a8
Al O AN RS ) R A REFI2AED 20.1%
EEMELEDTHBD, AFa8EHNS AR, T
TIHINGOEZ 2 EBFIDBRLIBNWEEZEZLSNS
2, WHZY)OHZ HEITEERORBENE DK
DB ZNHEHEICBRITRETH 3.
AFEOFERL D, B R REANCBNT
OGS HOIMTPIREHRBIGEVWVNELSHEROD 1
DELT, BHANCBIDEEEDERNSEEL T
Wb ZENRBEINZ. YU R ROHEAE ST
TIAINFETEI NS &, BARAICK DRy
URYA FEFZFEHL TEBEFOLIN, HE
DT R A REFICEHTLHETFEINS, £
DR, FITAF I O8TY R Righ s HAR Y
U RA RAT IO B Z 28581213, mHiE
EHERB ML, ZRUTE- TRIEH OFBINZE(L
THAHEMICHEENBRETH D, O ENEEE
HZICEL o THIcHEMIN, LETEKNY 0 E

AENBIENEEND.

BEE OAEICBWTHY R RERER H
ALY 1) R BT 1)L (FPF300) |3 A Sk
KO EZTE IR CEHRLET
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