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Teicoplanin ORIIE « R OPER « PR ERRIE T 3 2 FRRHIBREY

Bl B # &
JI BB R R IR BN

B, ERguih LB R 7 & U IR B RE IS 5 teicoplanin (TEIC) DERRAIRRES
2, LEWBRCBVTITbh D TZORER2 O THRE LT

44 methicillin-resistant Staphylococcus aureus (MRSA) 2 &1 7 ABMEIC & 2 R
fE, R LNBEAEB L UMAENSEE LT, RN 21T LFEK TEIC OMMH#REIC
ST LT, BRIE, Bt LPBEA T, 400 mg/400 mg — 400 mg/ B CRIAL V&
VI RS (trough levels) 238 5, IMAEEE & HEIL THEBISS S Shiz, MigkH
Tb, 400 mg/400 mg — 400 mg/ H THEVIMFEBEBB SN T4, LHTLOBKHMR L
OFEBIIXEE & TR B o T,

— B PR SAER 13 BRI, Rt PB4 T 1% 400 mg/400 mg — 400 mg/H, FERERGE
13 200 mg/200 mg — 200 mg/H & 400 mg/400 mg — 400 mg/H D 2 FHZ DWW TR L 72
B R 2 B i3 B, R L B T 8 T 6 B (75.0%), FRIRERRRHLE T 17 Bl 14 B
(82.4%) «HZITH D, 200 mg/200 mg — 200 mg/ HEET & 1167 9 B (81.8 %) BT
BHotre £z, MEZHRNE S 23 BEth 19 £ (82.6 %) »siE L, MRSA 8 £k 6 £k (75.0%)
DKL T2,

Bl FRSERS 113805 6,4 A% B DS DATHY, REFEREEHOFLLT—
BEOIFSERENASIT, WThLEELR ORI R 5T,

TEIC i3 MRSA &7 5 ABHRERBRRE N LT, BE2EOBVWERLEATH S,
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Teicoplanin (TEIC) 2~V 4 >« X Vv« & IERSH:
TR AN 7Y aRT 4 FREFAKEATSH Y,
methicillin-resistant Staphylococcus aureus (MRSA)
2E07 7 LABMECN L TRUITEAD2E L, Z0OFEA
BB THD, £7- MRSA 250/ 7 LABMHEIC
X 2 in vivo BREFEEBRIIBLTHENLNESTED S
nTw3a,

HEGPE SRERRAE 72 & M2 5B 1 HHER IRz 8> T TEIC
DREWDSHER I, HEHR S CCENEIED SRR
BRESHEINIDOT, 19884E5 A X VRS SHEB
ah, AFIOERR, BRERNSTbI,

e, RRtONEA B & UMFREBRREICH T 5
TEIC DKM 1Z, Table 1 2R3 £E 40 fifRkic B
WTiThiled, ZTOREE ZLHTHRET %,

I. ¥RBRELUFE
1) AERNHR

MRSA 2 &7 5 ABMEI & 5 BUILEE, B3RO

AL S L L ENRE LT, ARRS%2TI LH

Bz, TEIC OIHEE I DWW THRRET LT,

1HHAELZ > ICHE .

Table 2RI, BUMAE, REFMEOPBER TIE
HHD % 400 mg, 12 B¥f# I 200 mg, LA#& 200 mg
1 H 1B AREEEE (400 mg/200 mg — 200 mg/H),
HHDO»400mg % 1 H2E, MU#%400mg 1 H1H
TS E R (400 mg/400 mg — 400 mg/H) @ 2 B
ST, AT, 200mg 1B 1 [EAFEEER (200
mg/H), FIHDOH 400mg, A% 200mg 1 H 1 E &
¥ £ B (400 mg — 200 mg/H), #1H @ & 200 mg
1H2ME, A% 200mg 1 H 1B ST (200
mg/200 mg — 200 mg/H), #IHD A 400mg 1 H 2
B, ML 400mg 1 B 1 B & %A (400 mg/400
mg — 400 mg/H) O 4 Bz oW THHNYE, et
DV THE L, AP Table 2 3L,
BIME T 2 ~ 38, Bt LABER TId 4 8,
MR SERPFETIX 1~ 3BM & LTz,

EFERFI Table 3 WRTAIL, WM, B4

* T701-01 AR 577
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Table 1.

Listing of institutes

The First Department of Internal Medicine, Sapporo Tetsudo Hospital

The Second Department of Internal Medicine, Muroran City General Hospital
The Third Department of Internal Medicine, School of Medicine, Iwate Medical University.
Department of Respiratory Disease, Iwaki Kyoritsu General Hospital

Department of Infectious Disease, The Institute of Medical Science, University of Tokyo.
The Second Medical Department, The Jikei University School of Medicine

The Fourth Medical Department, The Jikei University School of Medicine

Department of Internal Medicine, Tokyo Women’s Medical College

Department of Internal Medicine, Cancer Institute Hospital

The Second Department of Internal Medicine, School of Medicine, Teikyo University

Infections Disease Section, Tokyo Metropolitan Geriatric Hospital

Department of Internal Medicine, School of Medicine, Keio University

Department of Respiratory Disease, Tokyo National Chest Hospital
Department of Internal Medicine, Kawasaki Municipal Hospital
Department of Internal Medicine, Kanagawa Prefecture Midwives and Nurses Training School Hospital

Department of Respiratory Disease, Kanagawa Prefectural Circulatory and Respiratory Disease Center
Department of Central Laboratory, School of Medicine, Yokohama City University
The Second Department of Internal Medicine, School of Medicine, Niigata University

Department of Internal Medicine, Shinrakuen Hospital

Department of Respiratory Diseases, Seirei-Mikatabara Hospital

Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
The Second Department of Medicine, Kawasaki Medical School Kawasaki Hospital

Department of Internal Medicine, Kure National Hospital

The Third Department of Internal Medicine, School of Medicine, Kurume University
The Second Department of Internal Medicine, School of Medicine, Nagasaki University
Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University

Department of Internal Medicine, Nagasaki City Adult Diseases Center

Department of Internal Medicine, Hokusho Central Hospital
Department of Internal Medicine, Aino Memorial Hospital

The Second Department of Internal Medicine, Oita Medical University
The First Department of Internal Medicine, School of Medicine, University of the Ryukyus

Department of Surgery, School of Medicine, Keio University

Department of Surgery, Kanagawa Prefecture Midwives and Nurses Training School Hospital
The First Department of Surgery, School of Medicine, Nagoya City University

Department of Thoracic Surgery, Asahikawa Municipal Hospital

Department of Thoracic Surgery, Tohoku University

Department of Cardiac Surgery, The Jikei University School of Medicine

The Heart Institute of Japan, Tokyo Women’s Medical College

Surgical Intensive Care Unit, Cardiovascular Surgery, National Cardiovascular Center

Department of Surgery II, School of Medicine, Okayama University

DR T 4161, MR TRIIBATHY, fOHiE
FIpt RGO R BERERHE & £ R BRS L 7 AT R B
iz, sheh28fle 23O 51BITH S,

2) —REGRFARR

RS ABREE b S BRINE, Bt LA T,
HIHDO#A 400mg 1 H 2 [E, LIk 400mg 1 H 1 ER
WAL L, WRBRRETE, FIHOA

200mg 1 H 2[E, LA%200mg 1 H 1 [B] S F#FER
L, ¥IHD A 400mg 1 H 2B, A% 400mg 1 H 1
B S REEEEED 2 B DL TRET L7z (Table 4),
ERARERIZ Table 5 WRTAI, BUMAE, BRFt
DR S 13 6, MR ERRRHYEE 20 B, FH33BITH B
28, SRS ERPAE RO TIEFIGE AR £ 8 B 2Bk
S U RAIE, FhEn8HlL 1764, F 2561
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Table 2. Teicoplanin dose finding studies

Diagnosis
and
administration dose

[Septicemia * Infective endocarditis]
« 400 mg, 200 mg and 200 mg at intervals of 12 hours on the first 24 hours, followed by 200
mg daily on subsequent days (400 mg/200 mg—200 mg/day).

+ 400 mg, 400 mg and 400 mg at intervals of 12 hours on the first 24 hours, followed by 400
mg daily on subsequent days (400 mg/400 mg—400 mg/day).

- 200 mg once a day (200 mg/day).

+ 400 mg on the first day, followed by 200 mg daily on subsequent days (400 mg—200 mg/
day).

« 200 mg, 200 mg and 200 mg at intervals of 12 hours on the first 24 hours, followed by 200
mg daily on subsequent days (200 mg/200 mg—200 mg/day).

+ 400 mg, 400 mg and 400 mg at intervals of 12 hours on the first 24 hours, followed by 400
mg daily on subsequent days (400 mg/400 mg—400 mg/day).

« Septicemia : 2~3 weeks
Duration « Infective endocarditis : 4 weeks in principle
* Pneumonia : 1~3 weeks
Study design Open trial

Table 3. Number of patients studied

Diagnosis Dose Total Excluded* | Evaluated
. . 400 mg/200 mg — 200 mg/day 12 3 9
IS:f‘:c‘;im':n ocarditis 400 mg/400 mg — 400 mg/day 18 4 14
© endoc Others 11 6 5
Subtotal 41 13 28
200 mg/day 12 5 7
400 mg — 200 mg/day 4 4
Pneumonia 200 mg/200 mg — 200 mg/day 11 4 7
400 mg/400 mg — 400 mg/day 9 4 5
Others 3 3
Subtotal 39 16 23
Total 80 29 51

*Reasons for exclusion from evaluation of clinical efficacy :
» Concomitant therapy with other antibiotics : 13 cases
« Diseases not included in protocol : 11 cases

« Others : 5 cases

Table 4. Dose regimens for open clinical trials

Septicemia *
Infective endocarditis

Respiratory tract infections

. On the first day 200 mg X2
X
On the first day 400 mg X2 1 On subsequent days 200 mg
On the first day 400 mg X2
On subsequent days 400 mg 2 On subsequent days 400 mg
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Table 5.

Number of patients studied

Diagnosis

Total Excluded* | Evaluated

Septicemia ¢ Infective endocarditis

13 5 8

Respiratory tract infections

Pneumonia * Lung abscess

Secondary infections to chronic
respiratory disease

Pyothorax

Total

33 8

*Reasons for exclusion from evaluation of clinical efficacy :

« Diseases not included in protocol

: 3 cases

« Insufficient medication (dosing less than 3 days) : 2 cases
» Concomitant therapy with other antibiotics : 1 case
« Uncertain symptoms of respiratory tract infection : 1 case
« Severe condition due to underlying disease : 1 case

Th 3,
I.8% B & &

1) AERNABRICBT 2EHE

FEFIERSR % Table 6 12, S B FIMIE A%
H% Tabel 7 WRL7Tzo RBHE, HEOEESNDHE
Az ZDftbe LTRLTz,

(1) BrIfmfE, Rtk LABER

e, R OPBER 3 2 EBRZIR I, 400
mg/200 mg — 200 mg/HEET 9 Bl 5 # (55.6%),
400 mg/400 mg — 400 mg # T 14 B # 9 1 (64.3
%), & DRLDEET 5 Bl 3FNERTH > 72,

43 B R B B S OB SR T i 21 Bk 18 Bk (85.7%)
OBHELTHD, MRSA TH 11k 9 #k (81.8%)
WHEHELBRED SNz,

(2) Hi%

i w2t 3 2 BEPRZNER 12 200 mg/ HEET 7 Fich 2 6
(28.6%), 400 mg — 200 mg/H B3 L < & 200 mg/
200 mg — 200 mg/HEET 11 Bl 6 B (54.5%), 400
mg/400 mg — 400 mg/ HEET 5 Hlth 2§ (40.0%) &
B THol, RRBYMEMZI:bODOEHFRIL, £
hznss. 7%, 72.7%, 80.0%TH -7z,

SEEERHEFENSRIC OV TIE 238KF 12k
(52.2%) HEIMEEH»TD 5h, MRSA TH 12 £k
6 1k (50.0%) THEHERISED sz,

(3) FAERIMEEE (trough levels) & EER%HE

e %3 B HIE LETHERIc oW T, A&
B (trough levels) & EERZIERIZ DOV THRES
U7z, Fig. 11ORT0< BuE, Bt OMBER Tk
400 mg/400 mg — 400 mg/ HETREP LV B 1
A (trough levels) B o5hTBY, MHEE &HH
BIL THESBIBS S BH STV S,

fifi %% T b 400 mg/400 mg — 400 mg/HE TH W
M (trough levels) BB 5h Tw5s s, L3 L
bEERENER & OFBIZE S H Tk o Tz,

& 5 M (trough levels), £BEE D MIC &
EERZNER I DWW TS L7z, Table 8, Table 9 7R
T < BRiiE, B OHNBER TIX, SEERE O MIC
WXt B M B (trough levels) #4310 514
LOERTEMRMBED SNTBY, PR, B
DEMIZFDEEIZEA L 10ELLTOERTH -
720 BHR T b IZIZEROEALTED Shiz,

2) —MERRABRIC BT 5 AR

FERZNRZ Table 10 R0, FRIME, BgH
DREER TIX 8Bt 6 B (75.0%), FERERRBRYE T
1% 17 Bl 14 B (82.4%) WSERNTH - Jz o FER BR RS
fEDQWERTIX, iz, M{LIRAE 1269 114 (91.7
%), TRHEBREIHT 26, B2 #5150 E
hTHotz,

EHICHRBCERYREZATHSB E Table 11 i
RTAL, HTERESNMEARLRED Shicss, HEER
B2MEA L RInE, B O0NBERO 5 Fid 4 Fh
BRTH otz FFRERBRIE Tl 200 mg/200 mg —
200mg/HEETH 1145 9 Bl (81.8%), 400 mg/400
mg — 400 mg/HBE T X 6 Bl 5 B (83.3%) v3HER
Tholz,

SEEEBMEERRE T, Table 12 1/R 3 H01<
23 Bk 19 £ (82.6%) MEHALL THBDH, MRSA 8
¥ 6 £k (75.0%) BSEHEL T3,

3) REMIZ DV T ORI

FERNRBR L & S Ic—RIBIKFER I B 1) 2BI1EA
FBERE 2 & CCERREEDO R LRI DV TRE
L7z
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Table 6. Clinical efficacy by dose for each infection
Clinical efficacy Efficacy rate (%)
Diagnosis Dose plzgéstfs . Good and Fair and
Excellent |Good | Fair | Poor more than more than
Septicemia * | 400 mg/200 mg—200 mg/day 9 1 4 2 2 |5/ 9 (55.6)
Infective
endocarditis | 400 mg/400 mg—400 mg/day 14 9 2 3 | 9/14 (64.3)
Others 5 3 1 1 3/ 5 (60.0)
200 mg/day 7 1 1 4 1 2/ 7 (28.6) | 6/ 7 (85.7)
Pneumonia | 400 mg>200 mg/day 1 3 3| 2 | 3 |6/11 (54.5) | 8/11 (12.7)
200 mg/200 mg—200 mg/day : :
400 mg/400 mg—400 mg/day 5 2 2 1 2/ 5 (40.0) | 4/ 5 (80.0)
Table 7. Bacteriological response by causative organism
Eradication rate (%)
Causative organisms Septi S
pticemia .
Infective endocarditis Pneumonia
methicillin-resistant Staphylococcus aureus 9/11 (81.8) 6/12 (50.0)
Staphylococcus aureus 2/ 3 2/ 7 (28.6)
coagulase-negative staphylococci 2/ 2
Streptococcus pneumoniae 3/ 3
Enterococcus faecalis 1/1
Others 4/ 4 1/ 1*
Total 18/21 (85.7) 12/23 (52.2)
*Mixed infections with methicillin-resistant Staphylococcus aureus + other gram-positive cocci
(ug/ml) Septicemia * Infective endocarditis (ug/ml) Pneumonia
25 1 25 -
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g 518 & & a5, A
g ¥ @
SO I s A .
0 T T T L T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T 1
0 5 10 Day 0 10 Day
O 400 mg/400 mg =400 mg/day Good O 400 mg/400 mg = 400 mg/day Good
® 400 mg/400 mg =400 mg/day Poor ® 400 mg/400 mg = 400 mg/day Fair
2 400 mg/200 mg =200 mg/day Excellent, Good ~ 200 mg/200 mg = 200 mg/day Ex
cellent, Good
4 400 mg/200 mg =200 mg/day Fair, Poor 400 mg »200 mg/day

Fig. 1. Correlation between therapeutic outcome and teicoplanin plasma level

A 400 mg =200 mg/day Poor
0 200 mg/day Excellent
m 200 mg/day Fair, Poor
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Table 8. Correlation of therapeutic outcome with teicoplanin plasma levels (trough levels) and MIC value
against causative organisms — Septicemia * Infective endocarditis —

Excellent and good cases

Causative Plasma levels (trough levels) (ug/ml)
No. of D organisms plasma levels / MIC
patients ose
MIC Day 1 Day 3 Day 5 Day 8 Dayl4
MRSA 3.9 2.5 3.7 11.3
1 400 mg/200 mg — 200 mg/day 0.39 10 p 9 29
MRSA 1.9 3.2 3.6 3.3
2 400 mg/200 mg — 200 mg/day 1.56 1 9 5 9
S. sanguis 2.6 3.0 3.3 3.2 5.1
3 400 mg/200 mg — 200 mg/day 0.20 13 15 17 16 9%
MRSA 9.1 13.1 11.0
4 400 mg/400 mg — 400 mg/day 0.78 12 17 14
MRSA 8.5
5 400 mg/400 mg — 400 mg/day 0.78 1
CNS 7.9 8.9 10.5 14.8
6 400 mg/400 mg — 400 mg/day 0.78 10 1 13 19
S. oralis 9.4 10.0 14.0 18.4
7 400 mg/400 mg — 400 mg/day 0.20 47 50 70 92
S. mitis 3.9 7.5 8.2 8.9
8 400 mg/400 mg — 400 mg/day 0.78 5 10 1 1
Fair and poor cases
Causative Plasma levels (trough levels) (zg/ml)
Nq. of Dose organisms plasma levels C
patients
MIC Day 1 Day 3 Day 5 Day 8
MRSA 5.3 3.1 3.9
1 400 mg/200 mg — 200 mg/day 0.78 7 4 c
MRSA 3.8 3.6 5.5 6.5
2 400 mg/200 mg — 200 mg/day 0.39 1 9 1 7
MRSA 2.5 3.3 2.9 3.0
3 400 mg/200 mg — 200 mg/day 0.78 3 4 i 4
S. epidermidis 3.4 3.1 3.4
4 400 mg/200 mg — 200 mg/day 0.78 i s )
MRSA 4.7 4.8 4.9 9.7
5 400 mg/400 mg — 400 mg/day 0.78 6 6 6 12

BIfEFAFESEE X, Table 13 R3¢ 113 fdh
56 (4.4%) w@EDoh, 4FIBHIEL TS,
BifER OB RE 26, BB 26, BE1IFITD
%, HED 1FIFMEGEERL TR, AL OBEFRIX
HTLUBBESHTIE R (Table 14),

2512 1 HEFAE L EWERHBEE CIX, #iFEL
L T 200mg/H i A& T 548 4 B (7.4%), 400
mg/BEREETIZS3HIH 14 (1.9%) THYH, oL
SEFEBECREREREESMES B> TR
(Table 15), X E@RAICEWERBBEEE2ATYH,

MRSA : methicillin-resistant Staphylococcus aureus
CNS : coagulase-negative staphylococci

BICERE TE R EARED shikh o, BIfE
AHRE CORKEATAS E, BEBEFOAHH
CEDHNTWSBY, o 4FlidvFhs 6 HEHLARE
CRHONTWVS,
REBEEEHIEERAHUEEERNEZESY O
H¥ECHE LI HDTH 28, Table 16 ICRT UL 56
#, 8FlcHED SN TEY, £F& b DIixGOT,
GPT, ALP OREE#H TH -7, £/, 200 mg/HiE
FrEEE L 400 mg/ HEERFBEROMTHVREEIRAD S
nixhroiz,
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Table 9. Correlation of therapeutic outcome with teicoplanin plasma levels (trough levels) and MIC value

against causative organisms — Pneumonia —

Excellent and good cases

Causative Plasma levels (trough levels) (ug/ml)
No. of D organisms plasma levels / MIC
patients ose
MIC Day 1 Day 3 Day 5 Day 8 Day13
MRSA 3.0 3.9 4.5
1 200 mg/200 mg — 200 mg/day 0.39 8 10 12
MRSA 3.8 5.2 6.4 8.2 10.6
2 200 mg/200 mg — 200 mg/day 0.39 10 13 16 21 97
MRSA 2.7 3.6
3 400 mg — 200 mg/day 0.39 7 9
MRSA 3.8
4 400 mg — 200 mg/day 0.78 5
Fair and poor cases
Causative Plasma levels (trough levels) (ug/ml)
No. of Dose organisms plasma levels / MIC
patients
MIC Day 1 Day 3 Day 5 Day 8
MRSA 3.3 6.3
1 200 mg/day 0.78 ) 8
MRSA 4.4 8.1
1.56
2 | 200 mg/day S. epidermidis 3 5
1.56
MSSA 1.9 2.1 2.1
3 400 mg — 200 mg/day 0.78 9 3 3
MRSA : methicillin-resistant Staphylococcus aureus
MSSA : methicillin-sensitive Staphylococcus aureus
Table 10. Clinical efficacy by type of infection
. . No. of Clinical efficacy .
Diagnosis / Efficacy rate (%)
g patients |Eycellent| Good | Fair | Poor y rate 0%
Septicemia ¢ Infective endocarditis 8 6 1 1 6/ 8 (75.0)
Respiratory tract infections 17 12 1 2 14/17 (82.4)
Pneumonia * Lung abscess 12 1 10 1 11/12 (91.7)
Secondary infections to chronic
respiratory disease 3 1 1 1 23
Pyothorax 2 1 1 1/ 2
Total 25 18 2 3 20/25 (80.0)
(Excellent+Good) / Total
m. # 3 LBMESEE T B EIE VEM X D ER T

TEIC Z= VA v AV N FIBASHTHES L
fz, FLWSY aFyA PROFHAHERNTD
%, TEIC OB X227 b Vit vancomycin (VCM)
B 5 LABEOFAME L REEECROIATE
D, MRSA &t S. aureus '3t 3 2 HE/11x VCM
LIZIRAIZTH D, L L, Streptococcus RV Z

61,2)0

& 512 MRSA, S. aureus 2 EEEME L 5~V
AERILERPFEICH LT, VCM LRFEL X
ENTEEMRERL TV S,

TEIC % 30 2 fl s F e 1k U 72 B oD I P 2 054 1
46~56 BRI L B\vs, REFERACERBERZASNT
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Table 11. Clinical efficacy by dose for each infection
; Clinical efficacy
Diagnosis Maintenance NO.‘ of Efficacy rate (%)
dose patients ||Excellent| Good Fair Poor
Septicemia * 400 mg 5 4 1 4/ 5 (80.0)
Infective endocarditis Others* 3 2 1 2/ 3
200 mg 11 1 8** 2 9/11 (81.8)
Respiratory tract infections = f---==-=-=-=-=ssmsmefieomosososmor oo s oo s s s e oo oo oo
400 mg 6 1 4 1 5/ 6 (83.3)
(Excellent+Good) /Total
*200 mg/200 mg — 200 mg/day 1case
200 mg X 2/day 1 case
400 mg/day 1 case
**including 1 case with dose of 200 mg/day
Table 12. Bacteriological response by causative organism
Bacteriological res
Causative organisms No. of erio o8t ponse Eradication rate (%)
patients | Eliminated | Decreased | Unchanged| Replaced S‘ilr?fg:.ti on (Eliminated+ Replaced]
MRSA 8 6 2 6/ 8 (75.0)
S. aureus 4 2 1 1 2/ 4
CNS 3 3 3/ 3
S. pneumoniae 4 3 1 4/ 4
E. faecium 1 1 /1
Other GPC 3 2 1 3/ 3
Total 23 17 1 2 2 1 19/23 (82.6)
MRSA : methicillin-resistant Staphylococcus aureus
CNS : coagulase-negative staphylococci
GPC : gram-positive cocci
Table 13. Overall incidence of side effects by diagnosis in teicoplanin patients in clinical studies

: No. of patients with
: No. of patients . H
. . No. of patients ; . discontinued treatment
Diagnosis evaluated with snc‘l)e effects due to side effects
° %
Septicemia * Infective endocarditis 54 2 (3.7 2 (3.7
Respiratory tract infections 59 3 (5.1) 2 (3.4)
Total 113 5 (4.4) 4 (3.5)
Table 14. Integrated summary of side effects in clinical studies
. No. of patients Severity Relation to teicoplanin Action
Side effects . . -
with side effects | Mild |Moderate| Severe | Definite |Probable| Possible | Continued |Discontinued
Fever 2 (1.8) 2 1 1 2
Rash 2 (1.8) 2 2 2
Jaundice 1 (0.9 1 1 1
Total 5 (4.4) 1 4 1 3 1 1 4
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Table 15. Correlation between side effects and maintenance dose of
teicoplanin in clinical studies
i Maintenance dose
Side effects No. of patients
with side effects 200 mg 400 mg Others
Fever 2 2 ;
Rash 2 1 1
Jaundice 1 1
Total 5 4 1
No. of patients 113 54 53 6
evaluated
Incidence (%) 4.4 7.4 1.9
Table 16. Abnormal changes in laboratory findings in clinical studies
1. No. of No. of episodes with abnormal
Laboratory findings examinations laboratory findings (%)
WBC | 112 2 (1.8
Eosino 1 98 8 (8.2)
GOT 1 111 13 (11.7)
GPT 1 110 9 (8.2)
y-GTP 1 92 2 (2.2)
ALP1? 104 7 (6.7
LDH 69 3 (4.3
T-Bil 1 103 3 (2.9
BUN 109 4 (3.7
S-Creatinine 1 110 2 (1.8
Creatinine clearance | 35 2 (5.7
Urinary sediment (RBC) 73 1 (1.4)
Total No. of episodes with abnormal laboratory findings 56 episodes
Total No. of patients with abnormal laboratory findings 28 patients

VRV, El-BETOMPEE (trough levels) I, 1
Hir 8 200 mg I THI 5 pg/ml, 400mg AT
#110 ug/ml OBEBEHE SN TBY, #HDH load-
ing dose ® W3 Z & T, &b & target mean
steady state IZET 3 Z EBRMEEIN TV 3B,

ZOM VEM iclE LB EMEMEL Y, £/ VCM
FERICEE S 51 5 M4 H histamine release b {& b
T, Wb 3“red man syndrome” D HIEHEH VCM 12
HL, B2 BEERTHLLVbIRSY,

Lewis 591375 ABME I £ 2. 0HEER, &
fE, RMEKERABERE, TRERYAES L 1,333 41
DR T ILT%DEREERLTEY, TV L¥—
HOBWERARED 2.4%, —BHEOFBEEREEL 2.0
RIZH LN EBELTWS, fiik, [EXRL L
BRI 30 12 D V> T Amaducci 57D A& T
LENIBERDRBBON TR S,

SERED 77 AR X 5 BUME, BEMELA

A S PR BRBRYE 2R L LT TEIC DA
BERERERL S Nic—RERFARET o7,

FAERNABR TORME, BEMHEOHNBERIITT 2
BRIEIZ 60.7% 8 BIF 176 THo 1, MR
3 2 EREIT 43.5% Q3 HF 105 & FHRKKL
TEXRTHY, ARLOEELED SN RP O, &
DT LIEREE Uiz flig 0 ko i SR E O B RS
FInEEhTwi-kzHrEL5N5,

fh5, SEERETMESASR T, BILE, B
DI T 85.7% (21 #kep 18 #%) OB HEAF LD
s, MRSA & 11 #kdh 9 £k (81.8%) b3 iHEK L 720 fifi
KTOBEMHERIZS2.2% Q3tkP128) TH D,
MRSA i 12 #+ 6 # (50.0%) 23K L 72,

— G R SAEBR T D RMAE, B LRBRKR T 5
HR1FIX 75.0% (8 HIh 6 B THD, MR, TIE
B e SRR EBRPFEINT 2EMEIT 82.4%
Q78R 148 Tholzo Lrd, FIHDOA 200 mg
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1H2ME, A#%200mg 1 B 1 BEAMEEOEHRR
T 81.8% (11HIF 9Bl LENLBEHENE O
2o

¥ 7z, SEEREAMEZEARIE b 82.6% (23 HkH 19
) OENEESTED Sh, MRSA DHEEY 75.0
% (8 Bkth 6 £k) LEN T2,

MR EEUC CORBIEARBEX 4.4% 11345
54)) RDoSNDATHY, REMEREEHL X
ELT—AMOFSERETHY, O ThbEELD
DFASNE,PoIZ,

S5 MRSA 2 X 2B RSS2 > TEY,
H—DBEZEER L LT VCM 3HIF 5T 5,

TEIC i3 VCM ElOHE A7 b T A LHIEES
PETLEAATHDH, VCM itk LBEHEMNMEL,
red man syndrome % ¥ OFRHEHEXRTH 5, Ly
b M4 EHA LS 46~56 B L Rz 1 H 1 EIEA
T+ LBEERESENRELSN TS, VCMIiZ 1 H
2~ 3EMERANLETHEDICHLTHERLBY, &
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Teicoplanin in the treatment of septicemia,
infective endocarditis and respiratory tract infections

Rinzo Soejima
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School
577 Matsushima, Kurashiki-shi, 701-01, Japan

The clinical effects of teicoplanin (TEIC) on septicemia, infective endocarditis and respira-
tory tract infections were evaluated in 40 medical institutes. Reported herein are the results
of the evaluations.

Dose-finding studies of TEIC were carried out in patients with septicemia, infective endo-
carditis or pneumonia caused by gram-positive organisms, including methicillin - resistant Sta-
phylococcus aureus (MRSA), and plasma concentrations in those patients were investigated in
the studies. In patients with septicemia or infective endocarditis, 400 mg/400 mg — 400 mg/
day of TEIC showed high trough levels in blood soon after administration and proved effec-
tive in many of the patients so treated. The effect was found to be correlated with the level
in plasma. In patients with pneumonia, 400 mg/400 mg — 400 mg/day of the drug exhibited
high trough levels in blood, which, however, showed no clear correlation with clinical
effects.

Open clinical trials were conducted at 400 mg/400 mg — 400 mg/day of TEIC in patients
with septicemia/infective endocarditis and 200 mg/200 mg — 200 mg/day and 400 mg/400 mg —
400 mg/day of TEIC in patients with respiratory tract infections. The dose of 400 mg/400 mg
— 400 mg/day was effective in 75.0% (6 of 8 patients) of the patients with septicemia/in-
fective endocarditis and 82.4% (14 of 17 patients) of the patients with respiratory tract infec-
tions. The dose of 200 mg/200 mg — 200 mg/day was effective in 81.8% (9 of 11 patients) of
the patients with respiratory tract infections. Bacteriologically, 19 of 23 strains (82.6%) were
eradicated with TEIC. MRSA responded to TEIC, with 6 of the 8 strains (75.0%) treated
with the drug eradicated.

The incidence of side effects was only 4.4% (5 of 113 patients). Clinical laboratory findings
indicated transient episodes of liver dysfunction, but they were not severe.

It can be concluded that TEIC is clinically useful and safe in the treatment of infections
caused by gram-positive organisms, including MRSA.



