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WA - ORAFERERGYE IC 81T % Pivampicillin
ORI S VN B R

pi-1 i
¥ W IE
4 IE

3

— A B
Bew H B
RE

- A TRT

—A R ETH

' —-L % 1E

HOAUE B R K T — MRS R R

¥ X &

FHAYE Pivampicillin (Pivaloyloxymethyl-D-a-ami-
nobenzylpenicillinate hydrochloride) X Ampicillin ® #%
BAT, BOL5T5 LM ICHLE» RIS,
nonspecific esterase O ffj & T Ampicillin (A 53 fig & v
LIRSV LRI 2 8
biTévbhTwsY, LabRED Ampicllin # 51
IV LvmEelmiPRERLIOABEEER TV 3D, 22T,
Fox FHBENICE O RS BRI O AR N IS & JE LER R
I3 A EERREEOHRICHEAL, ToHRiconT
Bt L,

T, Ampicillin

B HR

1. MHEELUEE
{KE 200g P F v F&EE 3 PLic Pivampicillin 38 X0

Ampicillin # Zh#h 100mg/kg FoEO#KEEL, #
54304, 1, 2, 4, 6HMEICEMES ¥ T MK
&, WHE, BT B, THEEAHEOSBANRELZ
BIE Lo @RI HHE2 2 i 5 ~10f5& D pH. 7.0
@ phosphate buffer T homogenize L, 18F[H]4 Tiz
REFELIDL, BWUAEELEEECS>WTHEHREY v 7
%3P CRIE L,

W H o FEORHE  Bacto-Penassay Seed Agar
(Difco) pH 6.6 Th Y, HREBX Bacillus subtilis A-
TCC 6633%%T, 5x10°ml ic3ffaz BF T2 L5 ICH
B LU THRETARZ (ER L,

ARG Ampicillin # pH.7.0 @ phosphate buffer
G 100mcg/ml 7>% 0.025mcg/ml F TREEFR LD
D% Uiz, Pivampicillin iz oW T, in vitro %
RLE TREAERRISRD Shiz v O TP, Ampicillin
BERL LTHET I LIZ LG

BRI FERFAR Lic b v 7% 37 TIERRR LU

Table 1 Concentrations of pivampicillin and ampicillin in blood and oral tissues of rat

Pivampicillin
Time i Blood Tongue l Masseter Sublmag(. Gingiva Bone
glan marrow
30’ 8.9 2.8 ‘ 0.115 0.48 / 0.3
1° 9.6 1.7 0. 060 0.08 / 0.24
2° ’ 3.4 1.3 0.05 0.055 0.4 0.46
4° 0.77 1.0 1 0.05 0.22 / 0.4
6° 0. 54 0.2 : / / / /
(mcg/mb)
Ampicillin
Time Blood ; Tongue ' Masseter Suglizl:g. Gingiva mgrc?:)iv
30 6.0 0.98 ] 0.27 0.37 0.64 0.144
1° 3.8 0.23 l 0.07 0.034 0.05 0.11
2° 3.0 0.14 0.045 0.19 0.05 0.50
4° 0. 44 f 0.05 | 0.034 0.14 0.11 0.22
60 017 0.7 l 0.043 0.07 0.11 (2.6)

(mcg/ml)
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EWE 0.2ml AL, 4C TAREERSERNL,
37C TLOREfHEILTE Lico

BEORIEE, BRbhiHIEMERE 2 Hfb o RIE
LCESEE KD, Ampicillin OEHERRIC X BE1EH

Fig. 1 Pivampicillin concentration in blood and oral
tissues of rats (means of 3 rats)

meg/ml
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Fig. 2 Ampicillin concentration in blood and oral
tissues of rats (means of 3 rats)
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DD S - TABAERBICIRE L TIT R 2 72

2. #& ES

HIEFERIE Table 1, Fig. 1, 2 (7R T, I
BT Ampicillin T30 3 — 27 Th 5735, Pivam-
picillin TR B~ BH LMD,

Z OO AR SR L b, RELPREICELT
L7 A 7R LT e,

Pivampicillin $: 58 & Ampicillin 58 OBE*
Wt 5 LR TR & b RTE K 2 fEOEE R L,
&, THBEBHELEBRICK 2 ~ 3EDETH o7, K
i, T, HATIEOSLEHWMERTH -7,

B KB BF R

1. *¢ & E Bl

xtiER (Table 2) 1X19724:10H X V197343 H %
TICERERER RS ARk %2 Lo nz
TURIRYHE DB E 326 TH - 7o

HELT20F D H69F £ T, HBITIXBI66H], Z164l,
BHATIE (Table 3) S THREEEER 26, Sk
BB RLTH, ST AR 26, B AHERBR
1B Th oo

JRYSE D EREEE T1X, B 320,8 L E O ERER 4 41,
10500 Eorh o], 105 T OEFIX 7HT, T
WEEARR, SMEENEEROPEEDERFBFLTSH
270

nB, £O5LEWER, #ERORY, MAIGH, X
Behik7z ¥ 07e 2 FINRAHIEICRBWT, 8 HI2 A%
HIRBIZIB W TR S iz,

Table 3 Diseases of the patients treated

Diagnosis Cases
88 pericoronitis acuta 12
ostitis alveolaris acuta 17
osteomyelitis mandibularis acuta 2
cellulitis
Total 32
2. ‘B HE

¥ 5 J5ki% (Table 4), JFRIE LTI H 1,000mg &
ANZ oY TR TR L 7225, 750mg b 1,125mg %
Y5 U 2B L - foo BEHHAIME 3 ~ 5 HIavh
LN1ED3, FR26HREG- LI b Dhidb -7,
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Fig. 3 Criteria proposed by the Japanese Association of Oral Surgery for the evaluation of the
therapeutic effects of antibiotics (Draft 1)

Name of the drug

Clinical Findings (Oral regions)

Out patient ,

In patient
Name of sp, First med.
the patient M-F | Age | Body weight: k& |
Doctor
Drug No. in .
charge Phase 1. From onset to progressing stage
2. Peak stage
Diagnosis 3. Declining stage
Complication Vo. Yes. (

Prior treatment
with antibiotics

Name of the drug

Dosage schedule Clinical results

treatment

Reason for suspending

Period of treatment :
Dosage :  /day, Total
Administered : per os, i.m. i.v.

* Poor
Unknown * Recurrence

Fair

Others (

Poor effect, Side effect,

)

Period of treatment :

Fair + Poor

Poor effect, Side effect,

Yes, Ni Do : day, Total
es ° sage /.ay o Unknown » Recurrence | Others ( )
Administered : per os, i.m. i.v.
(Acute dental suppurative inflammations confined to
Causative disorder | and surrounding the jaw bone) 4. Others
1. 2. 3.
Present illness
1. 2 3
Single dose mg Every hrs. | Daily dose mg
Dosage schedule -
Period of Total drug administered :
treatment
Concomitant Name of the drug:
drug Dosage +
Evaluation of 3rd day 5th day

the therapeutic
effects

Initial visit

Initial visit

Subjective evaluation by the

attending doctor

Excellent,

Good, Poor, Unknown, (Fair)
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Table 4 Doses employed daily dose
3. MR¥ERE
Capsules/day No. of cases
5 L BRYUEIRRIC 1T 2 2R ORI EIREIC X 5
8 30 BRREHEL, BHRERORSEIC X 2K A
9 1 BHEEGEEIC L o7
FEW L REHE CREREVERIEROLE, BE
Tatal 52 ORIB T i LRARICHE LR E Z 0% $HA L
Total dose 7o
Dose (capsule) No. of cases BT RECHIEIRIC 2V T AR DR 2 OH
EMBOHRHERERNERLERY (Fig. 3, 1) it
4 1 > THIRIERORAZ T, 3 A A OBEIERO 47
T . F B S RAARE O ST L7205, 0.300 BLFO 40
57 9 ®25%h, 0.700 KiEEHLD, 0.700 LA EE L LY,
S nown X JeA 7 A K SRR 3 B, BAkas 750me
DLO 14, 3 B HHEIRTEIh - TEFIOFH 6 Flic
Total 32

Table 5 Effectiveness of pivampicillin evaluated by global judgement

DWTEHLREDO LB LR AHEO AR, FEMk
SRR b A o7,

< SKebE U < 7 o T e
Diagnosis Excellent| Good 1 Fair ‘ Poor 1 Total l;;f . T“g%{:;;:bg?
‘ 1, B XURIE <3
o 4 7 1 0 12 y ) N
@88 pericoronitis (33.3%) | (58.4%) | (8.3%) (100%) ~ BFETULLIHER] L IRAR
itis alveolari 5 7 3 0 15 DHENT E 720 - 72D ThRSE
®@ostitis alveolaris (33.3%) | (46.7%) (20%) (100%) Lie
@osteomyelitis mandibu- 1 1 0 0 2
laris (50%) | (50%) (100%)
s 0 1 0 0 1 4. B &
@cellulitis (100%) (100%)
- A G O Fsh B[
Total 10 16 4 30 FIRE O BORA DR HE
(83.3%) | (53.3%) | (13.4%) (100%)_ (Table 5) x5 # &
Drop out 2 cases PR % G327 4 707 15l
1. Effectiveness not assessable having no further contact of the patient.------ 1 R N 4 o ;ﬁfj} M
2. Effectiveness not assessable due to suspension of the therapy by LR WAL, Bl
side effects. e WREERTITENS B, BHRT
Table 6 Effectiveness of pivampicillin evaluated by numerical rating B, LFR 3, L,
Diagnosis Excellent Good Poor Total BHETRE A BRO 2 H TR
i 0.3> 10.7>20.3] =27 % ARV L], PR R
878 peri iti 2 7 0 9 ROLBIIEZTH -7
D88 pericoronitis (22.29%) (77.8%) (100%) R {ﬂi HTdh-o £
fhe LTERLOH (33.3%) FH
®@ostitis alveolaris 4 7 1 12
(83.3%) | (58.4%) | (8.3%) | (100%)  #hief] (53.3%), HHh4
®osteomyelitis mandibularis 0 (10(;%) 0 (103%> F1(13.4%), #zho 5 (0 %)
" 1 0 1 Th o7
@cellulitis 0 (100%) (100%) BRI & 5 KR HIE D T
( 67) ( 177) ‘ ( 1(7) c 247> X /o244t >\ T ik (Table 6),
25 70.8%) | (4.2 100% o _
_ > : : o FIR A IRZE 9 Bh 0.3
Drop out 8 cases - o
1. Effectiveness not assessable having no further contact of the patient 1 LT o241, 0.7 RiEOF
2. Effgectiveness not assessable due to suspension of the therapy by side w7 LA EDOEEIHENX I D o 1,
eftects. 1 .
Ay b S ¢ 27
3. Concomitant use of a non-steroidal anti-inflammatory agent 3 L 4212@]#1%@4511,
4. Six capsules a day administration 1 87 4, BE 1B FE
5. Assessment of therapeutic effects on the 3rd day was not practicable 2 BERDO 26 Tix & LA, S
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B REERRR D LIS EAHITD - 7,
ffL LT, FH6 I (25%), HENTH (70.8%)
14 (4.2%) Th ol

5 & £ H

BeGREFI3240H 8 1] (25%) 1T W TCRIEH & bh
B ANPHEIRHIFBY B A7z (Table 7),

NRRIE LA EREHEE T, RA7H, Mo 1
B, BR2H, AARIFITH 7. Z0H LEIWERAD
TG E P LB L HORTH Y, FOfitih
T E THREZETE 2 REDRED LD TH > 1,

EIWER B £ ToR % H % L (Table 8), #5451
HEIZBET D LOREL, BERLITFETL TV
M olce BERHRBRERICOWTIE, SHRAEFIH O Rk o
SAE, WRERYUEZ PO L L b DO TH Y, #BEREEN
3~5HEENZ &L, WESRBHE O 2E 2
THMENZIT bl - T,

Table 7 Side effects

Total cases studied 32 cases
Cases exhibited side effects 8 cases
Rate of side effects 25%
Side effects Cases
Nausea 7 (21.9%)
Pyrosis 1 (3.1%)
Gastric pain 2 (6.2%)
Perléche 1 (3.1%)

A TFEICER LR, RBK, BELDY, WHHEMN T,
Bl AT B E T, FEA2S S FHE BN
MR & WiASE & 58 7o A3, PR M e~ K i B T A
> 7,

B FE R X IR 1 TR S36. ST 23 d » 72 2%, BIARE
IR o Tco M AWBZAMAIZOT, F EHA FHD
FERE XY BIB & N 2 A9 15ml PR & 8 7o, KB EE O B ER
SR DR IX20 TH o 72, T DFEH TiX Pivampicillin
i1 HAE 1,000mg To#ELLEZA, 3HEX
TIZREIR 232 75 D WRIR L, B PRAEIR 0 S 30h 9 JRiT 75 -
7oo L2L, GIBAAIREAS L v72® 9 HH % T 1,000
mgfo,%W&%%mmﬁﬁbruamﬁﬁéodw
Teo ZOM, BHERIZE -2 Bh o, T OIEHILNR
Beni oA R S mAatkoRE R L Twickedic, )
D OFERDEEHE R L Moo, 5BHRT5ETICcH
BErELIboLtEXOND, LTHRIEOEBHE «
Wi & b AR &R S v,

Table 9 O. S. (1) 69yr. (No. 18)

Cellulitis submentalis & Osteomyelitis

Table 8 Dose and side effects

Total dose Cases exhibited
(capsule) side effects (%)
~ 3 4 (12.5%)
~ 16 1(3.1%)
~ 24 2 ( 6.2%)
~ 32 ; 0
~ 40 g 1(3.1%)
8 (25 %)
6. E #i

#1010 (No.18), 69 ¥ &eth, FHr»#iRE LA
kA PR AR (Table 9, Fig. 5)

19724E 12 3 P A 343 o FE I BERE 23 & D, Bz /) & bt
RIEF OG- % 5 FAE R T R Lic, 197345 1 A Hfic
U @R TBE47 ZIHKRKE L2 L 25, 20%, fhxic
F A ARSI & A B b AL, T 31 28 Y iR
NEBH LR, Z7aFn7x=a—Lofhe 5 -0

BT, BASH THPEL 7, HFEBRERICIEA M

mandibularis
Date 0 112|134 5

Dose/day 1, 000mg 1, 000mg
General:ondition 4 4 i 2
Redness 6 6 2| 2
Swelling 6 6 31 3
Induration 2 ? B "1 "'"i'

Pain 1 1 I —0
Trismus 1 7 ()7 B E) 0
Lymphnode 0 0 0| 0

Total 20 19 o 9| 8

Fig. 5 Cellulitis submentalis and osteomyelitis
mandibularis (No. 18)
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#26 (No. 21) 29F B, ZTHHE 4 HZ% (Table
10, Fig. 6) 14ERTIC[8MBIC MR A B - 2 NE I % 5 1
IR L7z,

4[5 Hific FRABCAERER AT, hal
BERVRS R o 2D T4 HRATICHREZRL, AT~
Ay, Toht7r vy rofbEE® 5T AR RE
T, YBHCRBEA SRokBE Lz, KBEREAIRS37.3TC, AW
MBI EW 2 ERBEAEA DY, FHBRBRPELICH Y,
PHEE 5 mmbL FTHh - 7z,

I PN 678 S B 1 OB Ak o IR 2338 &, BRI O
FJET & 0F 2 720 HIE W O B RAEIR 0 UOBE 23400 T -
Teo EFAMICHEEIZANIZOT, # 1em DY Z
%, #10ml P S w7z, 3 HHEIICA Y EW RO
f#n3d Y, BERIEROSEL 9 ML o7,

THHICEHBZE LD TOEL k-0 T, L
T & e WRMERR ICHRIE & 7o, Z OB R 1 o B i
TEES, SECHE CHFEA 0.39 THBEHES

/o

Table 10 S'T. (m) 29yr. (No. 21), Osteomyelitis

mandibularis

Date 0 |12 /3]4| 5
Dose/day 1, 000mg 1,000mg
Generalcondition 5 2 2 2
Redness 6 3 0 0
Swelling 6 | 6| | 3 0
Induration 2 l o I o 1
Pain 3 1 o 1 0
Trismus 3 2 : WﬁZ{ 1
Lymphnode 0 0 70 0
Total 23 15 9 4

Fig. 6 Osteomyelitis mandibularis (No. 21)

MESLUEZR

HrhiAE Pivampicillin (T Ampicillin @A C,
ROE 235 Ll HLE» BRI & A,  non-
specific esterase DffjX T Ampicillin IZhIKSESH
T, Ampicillin & FERICHRVWHTE T L IRV HIERE 2
b+ vbhTns, Lird, [[AFEO Ampicillin%
TH L ED 2 ~3HEORVIMPRER L bR 5 L &S
NTn3s?,

ek, DEETERORYHSEL 7T WBEREE PO & L
IRABYIEN W 2 ®, Ampicillin 2SEISHADE &
LCHAESh, ZOFEIED LA TNED,

WolE D, HERFEROBIUEZ T ICHRT 5 O
FEEAED B, BEB L ORERAO N RN O
PAMPEREDS LR Lic L, FiEWEOAREONREE
FE LB E SRTWEY, 2O TARILRIEDON
e# 5T 2 ~ 3fEOMPIRIENR 2 B b & OWRERH Y
AIEFIROBIRNEEO LR L, 2 X SERREIR O
HoR & AR Sz,

TxIET T v b EET LT REER ORI

OWTHIE L7z &5, MPEBEIC O\ TIIREEOWE
LIFERSOER L b, &, W, ST A, T
T & BEN OB IREE L M P REE & AT L7cBh S 2ok L
WY Pivampicillin #5862 Ampicillin ## 58 &
D AEWMEEZRL, FHCEE THBABNEEICSNT
FEMR SN TH -7z, Pivampicillin o [R5 8% i 28 N
TREE 2 JUE L7 S RIE A SRR WAL, A ORSF
12Afs> Penicillin R4 L FIERIC L ORKER X D 124K
VM Z 5 LTV 72289, Ampicillin & Heills UCid i v il
&R L7e Z L QR SIIRYUE OTRHIC, XY A%
KeEzEZz BN,

F7c, WO ESUSRRYE S AR 2 B LR LS
ERALIZE 25, 2 FIOBRIMII R BR 72306 HTEE
DREEZHFHIE THEZNA1061] (33.3%), 156 (53.3
700, HRNAH (13.4%), iz L, SEHET
EBRIMA 8 T, ERh6 B (25%), FENTHI(70.8%),
N1 H] (4.2%) EVHHERTH -7,

R AR AR 35 V) 2 AR Ol R ER IR 12 A
SHTW WO THIRF RS, sk, Fix i
W UTE RO OPUVEYE & s LT 5 LoD Jf
LA CH - Tz

SECHIERC X 2 R BHEIC XAEth o 3KH L o g
REBNCTE 23T T B2, AKX ERER L
MY, S EBAHEEIEAB RV, L L, AHEE
(ER R L LT S - R A I & 2 1R% 0
55644 T3 5h22. 8%, HHh56.1%, Ry 22.1% L O
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B BRHTWBEDT, Thi kit 5 &R HITES D
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BASIC AND CLINICAL STUDIES OF PIVAMPICILLIN USED ON
INFECTIONS IN THE FIELD OF ODONTOLOGY AND
ORAL SURGERY

KENICHI MicHI, TosHIHUMI IsHIBASHI, CHIYOKO WAKUCH],
Masaakl MATSUURA, KoicHI Asapa, MasuMi Kus,

Masavya KuUcHINA, SHUNICHI TAKAKURA and TApasHi UENO
(Director : Prof. TADASHI UENO)

Tokyo Medical and Dental University

A new penicillin derivative, pivampicillin was investigated basically by the determination of tissue concen-
trations in rats, and clinically by the treatment of various infections in the field of oral cavity. Reported in
the following are the findings thereof. Results showed that the concentration of pivampicillin was found
to be higher than ampicillin in various tissues of rats. Especially, it was 2 ~ 3 times higher in tongue,
masseter and mandibular bone marrow.

Results of the subjective evaluation of the attendant doctor were excellent in 33.3%, good in 53.3%, and
poor in none.

Resutls based on the points determined by the criteria recommended by the Japanese Society of Oral Sur-

gery revealed excellent in 25%, good in 70.8% and poor in 4.2%.



