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To prevent medical errors, especially drug-related ones, clinical pharmacists have to play an important role in mul-
tidisciplinary team care. We have investigated the pharmacokinetics, pharmacodynamics, and molecular biology of
several drugs and have applied the findings obtained in our studies to therapeutic drug monitoring. The first finding is
that achieving vancomycin (VCM) concentrations at an appropriate concentration contributes to a decreased incidence
of VCM-induced nephrotoxicity and a decreased duration of VCM therapy. From this result, we have constructed a sys-
tem to provided recommendations for VCM doses to attending medical staff as soon as possible. The second finding is
that we clarified the risk factors for steroid-induced diabetes in patients with neurologic diseases, indicating a close
relationship among postprandial hyperglycemia, advanced age, and hypercholesterolemia in these patients. We also de-
termined that monitoring plasma glucose concentrations 2 hours after lunch could be useful to detect diabetes in these
patients. Finally, we identified the mechanism of 3’-azido-3"-deoxythymidine and dacarbazine photogenotoxicity, in-
cluding the specific site of DNA damage. These findings may provide useful information to prevent phototoxicity of

drugs and to develop new photodynamic therapies.
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MRSA BEHIEIZ L D VCM £ D5 %2 21T /-
F 184 N L, BHRERTORAEHEIIDON
T, TDM £l (n=73) EIEEMH (n=111)
TH# L7z, VEMBEEROI LY FZ2>2U7 5
> X (CLer) 1%, TDM JEFE Nt TIHZERLAHTIC
NEBIEFLZOICHL, TDM Efiff Tid&EL
W CLer DX TFIZFED 65 N7a/n>7 (Table ).
VCM # 5 #Eic B s Mmig 7 LY F=> (Scr)
DRI L TIE, 0.3-0.6mg/dl FR LU= —
AL, EEMBETIZT2%THD, EERETIE 4.1
% THo/=. FEIZ0.6-1.0mg/dl EF L= —A
ZFENFNA45%, 2.7%, /=, 1.0mg/dl Z#E %
TERLETF—ZA3ENFN63%, 1A% THD,
WINHIEEBHTHERTH- 2. ZORRLD,
TDM 2 &% VCM # 5B O IE LI, BHRERE
DEGEIZDBN B EEHENITL 7=,

RIZ, VCM OIREHREE — 7 BE & ORI
DWT, MRSA filik (n=38) KUOBUIMERE (n
=15) Z&%iZf7> 7. Group A I¥ VCM O E —
77 B Y 25 ug/ml LA b, Group B3 — 7 JEE M
25 ug/ml KD EHEREE Uz, MRSA OIHEIH
HEINDETOMRN, Group A 2% 14.1+6.6 HT
H UV, Group B ® 27.0+14.6 HIZH~NHZITEM
>7 (p<0.05). ZDHEIEX, Group AIZHBIT 3
VCM 5314 14 HEITD CRP O /M 1.8+1.9 ug

Table 1. Patient Demographic Characteristics and Kidney
Function-related Parameters in the TDM and Non-TDM
Groups

Group TDM Non-TDM
No. of patients 73 (48/25) 111(73/38)
(Male/Female)
Age* (years) 51.8+£25.8  53.3%23.1
Duration of therapy™ (days) 19.8+12.8 21.8+18.7
CLcr before vancomycin ther- 59.6+16.3 60.4+19.5%
apy® (ml/min)
CLcr after vancomycin ther- 56.5+16.8 51.1£19.9¢
apy™ (ml/min)
Increase in Scr levels (No. of
patients/incidence rate)
0.3—0.6 mg/dl 3/4.1% 8/7.2%
0.6—1.0 mg/dl 2/2.7% 5/4.5%
1.0<  mg/dl 1/1.4% 7/6.3%

CLcr: creatinine clearance. CLcr was estimated using the Cockcroft-
Gault equation. Scr: serum creatinine. * Data are expressed as mean+
S.D. Increase in the Scr concentration means the difference between the
Scr values before and after vancomycin therapy. ¥ Significant difference
between the CLcr values before and after vancomycin therapy in the non-
TDM group (paired #-test: p<<0.05).

/ml 73, Group B @ 3.6+3.9ug/ml IZHREFHFIC
Kmo7z (p<0.05) ZEITHIIGL TV £z,
Group A O N5 74 (11.8+6.9 ug/ml) 13,
Group B ® 7.0+4.2 ug/ml IZLERBFREIZHE NS 2
(p<0.01). ZTNH5DOFEFRID, MRSA i 48 J UL
MIETIEZ, VCM Ot — V7 BEZMIE{LT 2 I &N
BEIROMEIZDRNE EZEZ SN £,
VCM ZBERGFROEA TH 50, FT TRE
dDHKMEL FITRE L2 Z E BB B RICEEE
ZHeb LIZEREEZS5NS.
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J7%E 7 TDM EAEAF I, TDM 624 KA 234
M GRRE 217D, Y HPICHERE R ZEMIC Y
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KLU MEFET, TN ETIOERE RO &I
EEEWMINZZ RS, MEICEEE 5255
V' H, S NE O K OV B D BEAE I 7
Molz. £z, WTHNORNREDFEREI HBERIK
e oz, MFEEOREL, Bk ER 2 KFE
BITITW, 22N kg 126 mg/dl LAk, BER Mk
200 mg/dl LA 2R IR)E & ZWi L7z, PSL O 512
K OBERIEZFIE L 7= B FIL 25 A 13 A THD,
BIRD 52.0% EEERTH> . BERWEZFIEL /=
FEETEIE L7 o 7= B D I FEE D H NE B % Fig. 1
WRT. MBEOIMBHEL, #R%XI0 ERL, BA
B2MRENRARE o2, T UT, WO A E
s 5 &, B RGO Il DA 3o PR R T B
DMPEENERITE S, FICE R 2 RFfEE O I
EICIIRERENA SN, FERBBERICET ST
NTOHREDMBEEIL 200mg/dl LLETdH - 7=,
PSL O fx 5 Ifi A i 30 52 I Rl T O If 9 FE D 3 2%
RN, FhE 1.3 B, 2.2 B & E 0N,
Ay IS 12-36 I & W2, PSL X
HHiZhbavipEEz FREIEEEEZAGNS.
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N FERTLEE%2FREHEZIEERE TSI &N
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Fig. 1. Daily Profiles of Plasma Glucose Concentrations in
the SDM (n=13) and Non-SDM Groups (n=12)
SDM: steroid-induced diabetes mellitus, *p<0.01: significant using the
independent ¢-test.
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Fig. 2. Site Specificity of DNA Damage Induced by UVB-ex-
posed AZT or Hydroxylamine in the Presence of Cu (II)

Reaction mixtures contained 0.5 mm UVB-exposed Zidovudine (A) or
20 um hydroxylamine (B), 32P-5"-end-labeled 211-bp fragment derived from
the p53 tumor suppressor gene, calf thymus DNA (10 um/base) and 20 um
CuCl, in 200 4l 10 mm sodium phosphate buffer (pH 7.8) containing 5 um
DTPA. Reaction mixtures were incubated at for 30 min at 37°C. After incu-
bation at 37°C for 1 h, the DNA fragments were heated in 1 M piperidine at
90°C for 20 min. The DNA fragments were then subjected to electrophoresis
on an 8wm urea/8% polyacrylamide gel. The relative quantities of
oligonucleotides were measured by scanning the autoradiogram (LKB 2222
UltroScan XL, Pharmacia Biotech) .
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