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Table 1.

Medication method according to grade of renal dysfunction

Degree of renal dysfunction

Initial administration
O until the 3rd dayd

After the day 4th”

400 Ccr O 60 mL/min

100 Ccr O 40 mL/min

Ccr O 10 mL/min
[ patients of hemodialysis and
peritoneal dialysis are includedO

administer dosage equal to
normal renal function patient

administer daily dosage every other day

administer daily dosage every 3 days

administer daily dosage every 5 days
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Table 2. Background of patients

Group by degree of renal dysfunction

Total

Group@D  Group®@  Group®

Number of subjects analyzed 4 8 11 23
Gender male 2 5 8 15 0 65.2%0
female 2 3 3 8 [J34.8%0

Agel yrQd 0 15 0
16 O 64 4 4 [17.4%0
650 74 1 1 6 8 [ 34.8%0
750 3 7 1 11 0 47.8%0
Disease sepsis 1 3 4 017.4%0
subcutaneous abscess 4 4 017.4%0
chronic bronchitis 3 1 4 [017.4%0
pneumonia 1 2 9 [39.1%0
others 2 2 0 8.7%0
Dose of 400 1 6 7 14 [0 60.9%0
1 time mgO 200 3 2 4 9 0 39.1%0

group D: 400 Ccr O 60 mL/minC group @: 10 0 Ccr O 40 mL/min0 O
group ®): Cer O 10 mL/min, patients with hemodialysis and peritoneal dialysis
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Table 3. Serum concentration of TEIC in the renal dysfunction patients

Serum concentration 0 p g/mL0O

Group by Cer Dose of
degrglfu?]f:tri%r;al NO. 1 /minO ljl;“;mme Trough level Trough level Trough level adnzw?r:igtfrtg':ion Trough level before
y 9 on the 2nd day onthe 3rd day  on the 4th day on the 4th day next administration
1 44 200 05.10 5.31 6.31 13.85 5.18
Group @ 2 480 200 04.08 4.53 5.47 10.63 5.13
Un0 40 3 425 400 11.0 10.97 14.32 28.89 13.27
4 590 200 06.49 6.61 7.58 1451 7.85
5 30.2 400 7.2 10.9 135 27.6 12.6
6 32.3 400 8.7 125 14.4 30.8 13.9
7 20.3 400 not measured not measured not measured not measured not measured
Group ©) 8 370 400 12.1 9.5 10.1 235 7.5
On0O 80 9 160 200 37 32 4.4 8.7 3.7
10 300 200 04.78 4.88 5.59 8.81 4.37
11 230 400 10.0 12.1 155 36.3 13.8
12 29.2 400 145 16.4 21.4 49.8 16.3
13 8.8 200 06.48 7.04 8.91 17.16 6.65
14 — 200 5.1 4.8 7.1 13.7 3.7
15 315 400 24 4.8 6.4 23 not measured
16 — 200 4.5 6.2 7.2 13.2 6.1
17 1.9 400 14.7 18.11 20.1 36.5 19.60 7th day[
Group 18 — 400 326 10.8 20.7 39.3 106
On0O 110
19 — 400 8.2 10.8 11.6 24.9 7.1
20 1 400 6.2 12.9 17.0 29.1 10.6
21 — 200 6.2 7.3 10.9 19.8 8.901 8th dayd
22 3.1 400 07.95 10.73 11.56 23.86 9.47
23 — 400 15.1 20.1 26.1 62.5 17.8

group D: 40 0 Ccr O 60 mL/mind group ): 10 O Ccr O 40 mL/min0]

group ®: Cer O 10 mL/min, patients of hemodialysis and peritoneal dialysis

2 group : trough level on the 6th day[] group @: trough level on the 7th day[] group (3: trough level on the 9th day
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Group® Group® Group®
Opg/mLO 400 Ccrd 60 mL/min 100 Ccrd 40 mL/min Ccr0 10 mL/min, hemodialysis, peritoneal dialysis
30 :dose 400 mg® O @: hemodialysis
.. dose 200 mg® [0 dose 400 mg~ O |0
§: meanz S.D. M hemodialysisO
25 0 dose 200 mg® 0|0
[2: peritoneal dialysis
0 dose 200 mg~ 0|0
20 1
- i
5 — ﬁbﬁ
0 nJ4 0nd7m 0 rd8m O dose of 1 time
Trough level Trough level Trough level Trough level Trough level Trough level
on the 4th day on the 6th day on the 4th day on the 7th day on the 4th day on the 9th day

Fig. 1. Transition of trough level from the 4th day to before next administration.

Table 4. Clinical efficacy

Group by degree of  Analyzed Clinical efficacy Efficacy rate
renal dysfunction Cases  cyred/Improved  Unchanged  Deteriorated  Indeterminate
Group @ 4 1 3 0 0 01/40
Group @ 7 6 0 0 1 0 6/60]
Group ® 9 6 2 0 1 0 6/80
Total 20 13 5 0 2 72.2%0 13/180

group @: 40 0 Ccr O 60 mL/minC group @: 10 0 Ccr O 40 mL/min
group ®: Cer 0 10 mL/min, patients of hemodialysis and peritoneal dialysis
Efficacy rate O cured and improvedl] analyzed cases O Indeterminate[x 100

30
= @ dose 400mg; cured/improvedl nJ10[T]
= A dose 200mg; cured/improved] nJ 3]
E® : dose 400mg; unchanged nJ 1[0
g 2. dose 200mg; unchanged] nJ 41
& 50 ® [ dose of 1 time; clinical efficacy[1]
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Fig. 2.

Cerd mL/mind O

Relation between degree of renal dysfunctiof CcrJ and trough level on the 4th day.
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Table 5. Clinical efficacy by dose
Clinical efficacy
9 Cured/Improved Unchanged Deteriorated  Indeterminate
400 12 10 0 1 90.9%0 10/1100
200 8 3 0 1 03/70
Total 20 13 0 2 72.2%00 13/180)

Efficacy rate O cured and improvedl] analyzed cases [0 indeterminate[x 100
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Table 6. List of patients with side effects
Age Body Ccer Dose of Trough level 2hr after Causal
No. Infection OyrO weight 9 mU/minD 1time  onthe 4thday administration Side effects Severity relationship with ~ Termination Safety
Gender [ kgO 0 mgOd O pg/mLO on the 4th day study drug
hroni o1 increased BUN mild low recovered
chronic . .
4 bronchitis male 43.8 59 200 7.58 14.51 mcr_efased NAG _ m!ld low unknown problem
positive urinary protein mild low recovered
. increased BUN mild low continued
10 pneumonia 89 432 30 200 5.5 8.81 _ _ : : problem
male hepatic dysfunction mild low remitted
7 pneumonia ferZSaIe 53.9 20 400 not measured not measured  anaphylactic shock serious high recovered problem
rash moderate high remitted
: 81 consciousness disorder serious low continued
9 sepsis 71.6 13 200 4.40 8.7 roblem
P male renal tubular acidosis moderate high continued P
chronic renal failure serious high death”
subcutaneous 40 increased Al-P mild high remitted
20 51.3 1 400 17.00 29.1 safe
abscess male increased y -GTP mild low continued
19 pneumonia m6a7Ie 45.0 — 400 11.60 24.9 eosinophilia moderate low recovered safe
gynecologic 67 . . . . . . .
14 infection female 35.0 200 7.10 13.7 decreased hepatic function  moderate high remitted indeterminate

U after the examination
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Table 7.  Safety rate
Group by degree of  Analyzed Safety
renal dysfunction cases ; Safety rate
Safe  Problem Indeterminate

Group @ 4 3 1 0 03/40

Group @ 8 4 3 1 04/70

Group ® 11 9 0 2 09/90

Total 23 16 4 3 80.0%) 16/2000

group @: 40 0 Ccr O 60 mL/min0 group @): 10 0 Ccr O 40 mL/min{ group ®): Ccr 0
10 mL/min, patients of hemodialysis and peritoneal dialysis
Safety rate [ saféll analyzed cases O indeterminate[x 100

Table 8. Extraction rate of TEIC by dialysis

Tvpe of dialysis Dose of Number T(;?]ut%g I:x]el Trough level before  Drug extraction  Average extraction
y?nembran):e 1 time of dialysis day next administration rate by dialysis rate of each
i o ]
0 mgQd O timelJ 0 pg/mLO O pg/mLO 0 %P membranel] %0

CTADO FB-150E0 400 2 11.56 9.47 18.1 330
CTAL FB-130ED 200 2 7.10 3.70 47.9 '

PSO PS-1.3UW0 400 2 20.70 10.60 48.8 320

PSO APS-150S0 200 2 7.20 6.10 15.3 '
PMMAL BK-1.6P0 400 2 11.60 7.10 38.8

PMMAL BK-1.3U0 400 2 26.10 17.80 318 36.1
PMMAQO BG-1.6U0 400 3 17.00 10.60 37.6

CTA: cellulose triacetate[1*"number of dialysis from the 4th day to next administration
PS: polysulfone O O O 0% trough level on the 4th day 0 trough level before next administrationlJtrough level on the 4th day

PMMA: polymethyl methacrylate
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List of patients who carried out peritoneal dialysis or CHDF

Table 9.

Safety

Clinical efficacy

Trough level before
next administration
Opg/mLO

Trough level
on the 4th day
0 pg/mLO

Dose of
1 time
O mgUd

Infection

Ccr
O mL/mind

Body

weight

O kgO
4

Age
O yr0 Gender

No.

Type of dialysis

cured/improved safe

6.65
0 9th day0l

8.91

subcutaneous

9.5 8.8

female

73

13

abscess
subcutaneous

safe

indeterminate

19.6
O 7th dayO

400 20.10

abscess
sepsis

1.9

67 male 59.8

17

Peritoneal dialysis

unchanged safe

8.9
0 8th dayld

10.90

200

male 55

47

21

indeterminate

excluded?”

death
0 8th day

6.40

31.5'0 sepsis 400

male 72

36

15

CHDF

10 Since the patient was dialyzing, he was included in group 3 regardless of the value of Ccr

20 Since the patient died on the 8th, he excepted from the object for analysis
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Results of a post-marketing clinical trial of teicoplanin in renal dysfunction patients
Study of efficacy and safety

Hirofumi Hasegawa' and Nobuki Aoki*”

"Division of Artificial Dialysis and Nephrology, Kinki University Hospital, 377-2 Ohno-Higashi, Osaka-Sayama, Osaka, Japan
“Division of Internal Medicine, Shinrakuen Hospital

We studied the efficacy and safety of teicoplanifl TEICO in renal dysfunction patients with MRSA infection,
and the validity of the recommended dosage regimens as related to the degree of renal function, that are cur-
rently recommended for use.

23 patients were examined, and the safety rate was 80.00 O 16/200 excluding three non-evaluable patients
from the group used for evaluation. The efficacy rate was 72.2[11 13/18[M after excluding two non-evaluable pa-
tients, and 90.9000 10/110n the group on a daily dosage of 400 mg, and 3/7 in the group on a daily dosage of 200
myg. In the patient group with Ccrd 10, including dialysis patients, the trough serum level concentration, which
is important to judge efficacy, had decreased greatly by the ninth day compared with other groups.

We conclude that the dosage interval for TEIC in the patient group with CcrJ 10 is appropriate, and a daily
dosage of 400 mg is preferable. This study also showed the necessity for reexamination of the dosage interval in
patients with CcrQ 10, including dialysis patients.



