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CLINICAL AND BACTERIOLOGICAL EVALUATIONS OF A NEW
MACROLIDE ANTIBIOTIC IN THE TREATMENT OF SINUSITIS

— Change over time in the bacterial species detectable in the middle

meatus of the nose and the epipharynx —
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Objective : To evaluate the clinical and
bacteriological efficacy of clarithromycin
(CAM) in the treatment of sinusitis.

Methods ; CAM was administered to
adult patients at a dose of 400 mg“day,
and to children with acute sinusitis at
100

from the middle meatus of the nose was

mg /day. Purulent nasal discharge

examined for change over time in consis-

tency and volume. In addition, purulent

nasal discharge from the middle meatus
of the nose and nasopharyngeal swab were
examined for change over time in bac-
terial species.

With respect to purulent nasal discharge
from the middle meatus of the nose,
samples taken from all study subjects were
subjected to both aerobic and anaerobic
culture conditions, ard MIC of CAM against
each detected bacterial

species  was
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determined in accordance with Standard

Methods provided by Japan Society of

Chemotherapy.

Results :

1. The clinical efficacy of treatment with
CAM was rated as excellent or good
in 17 (70.8%) of 24 patients, that is,
in 3 (50%) of 6 adults and in 14 (77.8
%) of 18 children.

2 . Patients given ratings of excellent
or good included those in whom Haemo-
philus influenzae was detected, against
which the MIC of CAM was 6.25 ug,/
ml.

3. In many of the patients showing clin-
ical improvement as a result of CAM
treatment, bacteria identical in type to
those detected at the first medical exa-
mination were detectable in the middle
meatus of nose and the epipharynx at
the time when improvement was noted.

4. Of those patients who, after showing
clinical improvement on CAM, continued
to receive the drug in order to ensure

that subsequent course was uneventful,
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some experienced acute aggravation. In
these patients, the type (s) of bacteria
detected in the middle meatus of the
nose and the epipharynx at the time of
clinical improvement and at aggravation
were identical to that detected at the
first medical examination.

5. In 2 patients, PCG insensitive S.pneu-
moniae, which was detected at the first
medical examination, was detected in
the middle meatus of nose and the epi-
pharynx during the treatment period.

6. CAM did not display antibiotic activ-
ity against aerobic or anaerobic bacter-
ia against which the MIC of the drug
is high.

7. CAM treatment improves sinusitis in
many patients. Many experience recurr-
ence of the disease, however, most like-
ly because bacteria attached to the mid-
dle meatus of the nose or the epiphar-
ynx, which are considered to be the or-
ganisms causative of disease, are not
totally killed or eradicated by the drug.
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Fig. 1 Case Y. H. 5l years. F
Acute right maxillary sinusitis

The slight reduction of the purulent nasal
secretion-amount was found at the Tth day
after administration of CAM, and H.influ-
enzae alone without detecting S. pneumoniae
were found in the midde nasal meatus and
nasopharynx. The nasal secretion was com-
pletely disappeared at the 20th day after
administration of CAM. The improvement
of the right maxillary sinus-shadow was
found on the roentgenogram.
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Fig. 2 Case M. A., 28 years. F.
Acute left maxillary sinusitis

The purulent nasal secretion continued
until the 3rd day after oral administration
of CAM, and reduction of the detectable
bacteria was found, but same with those at
the initial medical examination. The nasal

secretion was disappeared at the 12nd day,
and indigenous bacterial flora was detected.
The improvement of the maxillary sinus-
shadow was found on the roentgenogram.
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FicZ2. CAM 400mg,day #12H 7 B »»
SI2A1ITHZE THARL /2. 12H1THIC W &H
Bl Y v RETH LS,
mEFHOREIREL 2. RHEE R H. influ-
enzae +, S. pneumoniae H+TdH YV, 12813
Hicidh&iE, LWEEE &I H. influenzae
Biph & 75 5 7. B DR R TOMBEBRE TR
HiTThH 5 (Fig. 1).

REF 2. FKOEOR, 28, Lk (Hv T
4350), 2Wr . A& EERRK

WIE . H5FE10R 18H BRI, REBR%:
Ik, hEE, FWEOMAT» S S p
neumoniae (+H) %M L7, CAM 400mg
/day Z12HEINAR L1I0A30H i i & 1348
L, BEE#IR -, X-PRATLE
LEERRFE IIHEE L. (Fig. 2).
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R 3. WOEO, 268, &, (his
3963), GRAME LB

WEE . HEFE 9 A T HRMRH A2 XK=
#. CAM400mg“day 2%91 7 ABINAR L 72
DIRMERT, REROHE V.

9,/ 7T ORRE R H. influenzae T % 3,
11H#%®D 9 /18%» 5 H. influenzae & S. pneu-
moniae (MIC CAM>100, ABIC 0.2 ug,/
nl), 38 HEPCERZMHMARIRE (PCG
insensitive S. pneumoniae : PISP) Z#H L
7. TOPISP 310/ 9 % THeft L ThRHB &
.

BRSREIR 034 U R ASINd R & 75 -
1eBlThH 5. BRAGI» S PISP 2Kt L 725
16HTH % (Fig. 3).
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Fig. 3 Case M. S., 26 years, F.

Acute right maxillary sinusitis

No change of the nasal secretion was found
‘although 400 ng./day of CAM was orally
administered for 1 month.Although H.influ-
enzae were detected on September 7, H.influ-
enzae and PCG insensitive pnemococci
(this strain with the maximum tolerance
of CAM) were detected from September 18
after 10 days, and this patient was not hos-
pitalized after exchange of the dosage of
the administration of BAPC on October 9.

35 M
H5

L 8/9 9/13_10/4 10725 11/1__ 11/8  11/15

BiHEtt me M @M  mE W Ladan
¢ %) (®) [ C 2 e R O ()
Bacampicilin __ BAPC
REHR 25 &3 K 400mg/day 1000mg/ day 750mg/ day
smnm PE BE WM& WME CNS CNS

eamm| A0 o/
ABPC 5 0.025 u o/l

SUGITA ENT (A7 3669)

\z/ M'J

Fig. 4 Case Y. T., 35years, M
Acute right maxillary sinusitis

Although 400 mg day of CAM was orally
administered for 2.5 months, changes such
as nasal secretion and bacteria in the mid-
dle nasal meatus were not found. This dis-
ease was markedly improved by administra-
tion of 1,000 ngday of BAPC for 7 weeks.
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bacampicillin 1000 mg,day icZEE Lic & T
A2 THBTLLIBEEH BT ALE
D IAERICBTERIELL .

¥ B 13 W22 8 5> © Streptococcus inter-
medius (BRSHEE) T CAM ® MIC>100
wg/ml, ABPC=0.025ug/mlThV, 118
1 HICBAPC icEE T 5 TRl L 7c.

L v by v RE TS BAPC RIS A B
TR ITRE L.

A3 _EEEEH 5 normal flora % #iK L
BH LT3 o et LSRR ORI REMES &
3. EEm SR A RKE TAK] 3 R
TH -1 (Fig. 4).
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AU ABHICEHVREE S SHEBEL
2. 11425H1z BADC 1000mg,/day 7 H £
542120 3 HicRBHREES2EL L .
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(CAM £0.025g,/ml) A5, 11A16HICIE K
lebsiella pneumoniae IZZAL L, BAPC 1000
ng/day 5 7T HEIC X CNS ic&{k, A&



HAHAWBRMRREENESS

MBI HR L 7.

PIEDERAOBBREIRERENTHS. C
AM 23 % MIC SHET NIEER), oL
5%, 6BIh3BITHIITS - 1e.

Efl WO BEO. 68, %. 21k

LT HS

9/28 10/9 10/14 11/8 11/19 12/14
AHER | M M i i raime 33
(¢ 9} (#) (+) @) (#) &) (#)
TI3YTu K I3y K AMPC
HEHR 100mg/ day 100mg/ day 750mg
T
*m H.intluenzae( + Hinflusnzas o+ z:r;:!u:;x;:(:/)mr.inﬂ uuuuu e +) | Hinfluenzas( +)

)
|y |oms2suerm

LR
o

#) | i ) ") )

SEERERM EERRAOE) R EEMGE | BR
(SUGITA ENT #15 554)

Fig. 5 Case N. M., 6years, F.
Pediatric sinusitis

The same kinds of the bacterium in 3
times’ psycholeptic episodes were found in
the middle nasal meatus and nasopharynx.
Although these psycholeptic episodes were
clinically improved, H.influenzae were de-
tected in the middle nasal meatus and nasop-
harynx.

fEfl HO <OT, 4% ¢. 15kg

H5 H6
BB |9/20 9/27 10/4 10/14{10/26 11/2 11/6{11/13 11/20|1/24

MG BE ) (=) [ 1S 3 =) e 553
@ | @ ) (+) €]

IFUTy K 25UV oK s5YT K
iR 100mg/ day 100mg/ day 100mg/ day
ERERRhR sk | BR wE | BR wE | BR

HRE |G S G T Sy Sty
T CAM 0.1 zg/mi (PISPY

ABPC 50.025

OBER | Hiat.
halis M.

Hint.(#) Hinf.CH) Hinf.(#) Hinf(+)
nnnnn W) Spneumo

S
(PISP) Saur

(SUGITA ENT HAF759)

Fig. 6 Case M. T., 4years, F.
Pediatric sinusitis

The bacteria which were detected 1in
the nasopharynx at the initial medical ex-
amination were recurrently detected in the
middle nasal meatus and nasopharynx.
The same bacteria were detected in 2 times
of 3 times’ bacterial tests of 4 psycholep-
tic episodes. PISP was detected by the 2nd
bacterial test (October 26). H.influenzae and
PISP in the middle nasal meatu and naso-
pharynx were detected by the 3rd bacterial
test (November 13).
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H5%#9H28H 4 510H14H £ ©CAM100
ng/day % PR LREHER DRI & TH# L
fe. RHE IR, K2keshRE, Lk
THEEA & H.influengae % ®H L 7z,

1A 8 BicHUBHREH S LILALI9H
T TO10HM CAM 2R LR DB E 7S -
fo. TOEEBEHRIICHELTVSA Hin-
fluenzae 2 EE, LIHEED SKRHIL 72,

12A 14 B icHERERT ST, REER
g, FWEEO W h & H.influenzae TH -
7z.  (Fig. 5).

ABid CAM @ MIC #36.25 pg/'ml &5
bbb S THERICRE L P RE L
LHEOFREERE TE AW L, HRE
ERIEEE CHESRRAE TS5 L, 8
HHTH 5,

EF8 : HO=O=x, 4%, ¥, 15kg

RIE : H5 4 9 H20H » 514 H i CAM
100mg,/day ZHNAR L10AH 4 B 3EERHI
HopRBEEA .

WliE I RE, WS bic Hinfluenz-
ae THy, BHMEEEIELLIOHI4RIE
B3 S. aureus & 78 - 7o H FIRTAE H.in-
Sfluenzae BSEREE L TW e,

10826H, 11A1SHOBERKEIZ L Z N
H.influenzae 3 & Ui&hH» &b - 2 H.in-
fluenzce & S.pneumoniae (PISP) %kt L
7 (Fig. 6).

ARG b EERIICHEET 5 B EE, LR
OHEEZRETETVEVWT &, BRI
BlowHE =R L7z & PISP Mg
SiMb->T& T LTS 5.

EF 9 - ILORREO, 4% BHE, 17kg (H
V5 4229)

WE: H5 #1084 » 511 2HETC
AM 100mg “day 2R L 7. WAR%ZBEE L
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Fig. 7 Case Y. Y., 4years, M.

A small amount of the viscous nasal secre-
tion was detected during 7 days after oral
administration of CAM. The bacteria which
were detected at the initial medical exami-
nation disappeared in the middle nasal
meatus. Although CAM was continuously ad-
ministered, purulent nasal secretion (+++)
and S. pneumoniae (PISP) in the middle na-
sal meatus and nasopharynx were detected
on October 29.
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Fig. 8 Case T. W., 8years, M.
Pediatric sinusitis

Although 100mg day of CAM was admin-
istered from November 20 to December 16,
change of the nasal secretion and bacterial
count was not found. When dosage was ex-
changed to the administration of 200mg,/day
of Banan® from December 16, nasal secretion
disappeared completely on December 21.
CNS in the nasopharynx and indigenous
bacterial flora were found. The asepsis or
indigenous bacterium was obtained by ad-
ministration of cephem stype antibiotics.

® HI3E W1

T LEMEOI0A 128 3kt DR E T
ELR, L LI0H2BHIC 3EEREREH
WERITY, 117 2 B3R %R
&1 -7 (Fig. 7).

FREEZHIC 13922 D> S S.pneumoniae (C
AM MIC3.13¢g/nl, ABPC0.2g,/ nl)
DPISP TH-t. 10A12HOKER TR
EH 5 PISPIX7HK, b - T Xanthomonas
maltophilia 2 H U 72 55 _EWHEHIC 13 PISP
PEELI. £ U TI0H23H OSB3
thBEH & PR PISP 28 L 7.

AHlid CAM WAR CTHEIRATIC — IR E L 7o
DE—bUERIEFERPIC b 2b b a2
Bl 2HEERIERREBC LcbF
Tb7<, [EU PISP 2#H L 1.

Xt O EB T SBTPC, CPDX —PR #&5.%E
BlaRd.

FEFIL0 - $8ORO, 8% BR (w7
47170)

R : HOF11A298» 512816HE TC
AM 100mg /day =R L 7 B IBHBH I E
b3z nwiz®, 12316 H CPDX —PR 200mg
Jday WEE Lz, 12H21HICEBH RZES
IR L 72,

MERFERNICIZI2A16H IcthBaE,  LEIEEE A
5 S.pneumoniae (Typed) 2RHL TV
»%, 12A21HIC i3 B8 13 CNS, LIKER
normal flora &7% -7 (Fig. 8).
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Sultamicillin 20mg, kg, day #PNAR L, B
el L, RlE RS, LWER
Edic 7T A208 1% H.influenzae T&H - 1o 7
A298 i3h BB e, EMWER I normal
flora & 78 - 72,
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Lot MIHEEEE LWEEE i



HAERWRRBAEFHLLHE H13% H18 —135—

SBTPCEFIY /OS54 RRFENEED
ERERZIER .. HEFARRDILE

FEH) : N.K. 6 yrs. & 18 kgs:

B K £ B i 729 a0 109 L
RO Bt — | Bigen wte EREE B
nEMYE SBTPC FG. CAM
360mgiday X7 days 100mglday x 30 days
H.influenzae(-+-) Negative | H.influenzae (-+-) H.influenzae (+) | H.influenzae (-+-)
MIC: SBTPC 039 pgiml | MIC: CAM_3.13 g/l
Rt ABPC 039 ugimi ABPC 02 yghni
S. preumoniae . pneumoniae (+-)
MIC: CAM_ 313 pgimi
ABPC 039 g/l M. catanalis(-++)
Hinfluenzae (+++) NORMAL | H inflienzoe (++)  Hinfloenzae(++-) | H. influenzae(~+H)
LBV o s, ) s (+)] 8. (+)
M. catarhalis(++)

SBTPCARR TIRMAT S HLL . PREOEMBML. DEROMBONERREL D,
CAMT B &t OMRE(L. RAAORRDT 5 HWBISHKL LU

Fig. 9 Case N. K., 6years, F.
Pediatric sinusitis

Three times’ psycholeptic episodes were
found. 20 mg kg day of SBTPC was admin-
istered for 7 days because H. influenzae
were detected on July 20. The nasal secre-
tion disappeared on July 29, and negative
bacteria in the middle nasal meatus and
indigenous bacteria in the nasopharynx
were detected. ‘

H. influenzae and PISP were detected at
the recurrence after approximately 2 months.
A small amount of the viscous nasal
secretion was found by oral administration
of CAM for approximately 1 month, but
H.influenzae and PISP reduced more than
that at the initial medical examination. H.
influenzae and PISP were detected at the
recurrence after subsequent 1 month, and
indigenous bacteria were found by adminis-
tration of PC-system antibiotics.

H.influenzae & S.pneumoniae (ABPC @
MIC0.39 £g./ml : PISP) TiEE®H b[6 L 2
EHOoR G EE, FWE»IrSKBHL
(Fig. 9).

TEF9, 10T PCHRP 7 = 2 RGUEY
BCRHMPELT 2RCRERGENH TR
WZ &, WERBHPRED, SPIZRICKRT L
reEEMEERIE LD, EWEEES nor-
mal flora iIcZA b9 5 & TR TH 5.

CAM 85 U TEFic > W TR E s H
B D CAM ic3x$3 % MIC LEERZIR % Table
LicR Ufe, 240EH, 33%kcERN, BHxHIE

iR D CAM B34 & BRERZNSR

K S. di
=100 (¢ 3]
H.inf.
50
25
125
6.25 |H.inf. H.inf. 354 H.inf. 26
H.inf. H.inf. 4 ¥ S.pneumo.
343 S.pneumo (PISP)
. (PISP) 28
z S.constellatus
S| 1.56 |Hinf.
3
o 078
= 036
02 S.constellatus
S.aureus
S.pneumo.| S.pneumo.
0.1 S.aur.
M.catarr. 284
S.pneumo G.morbillorum
0.05 (¢ )
M.catarr.
Peptostrepto. | S.intermedius| S.pneumo
<0.025 micros
S.pneumo.
E 38 L] POHY w

ERNERBIHRIM 17/24 =708 %

Table 1 : MIC of CAM and its clinical effect

More than effect was found in 9 of 11 ca-
ses with H. influenzae (81.8%) by adminis-
tration of CAM with MIC (3.13 gg./ml-6.25
rg/ml). The effect of PISP was obtained
in 2 of 3 cases. The clinical effective rate
was 70.8%.

More than effect was found in 3 of 6 adult
cases (60%).

More than effect was found in 14 of 18
infantile cases (77.8%).

1761 (70.8%) Td - =. H.influenzae 1313
Fld10641 (76.9%), S. pneumoniae 8 #lH 6
Bl (75%) OEXNERTH - /2. H.influenzae
D MIC i21.56 g/ m» 52100 g,/ mlTH -
fo /8, MIC3.13~6.25 ug,/ml OFE S 114
9% (81.8%) THRLIETH - e,

Klebsiella pneumoniae, Streptococcus in-
termedius i¥ MIC 2100 g,/ ml THEZNTH -
7.
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50 5 LhRUIAERERE LKG&ERERD,
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—ERE LREERTTVRicbobb s
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7T BEICERIREZ M TcE 5. 3) BIKH
KHEL TS, TEEL XU LIHEEOKRE
ERETERVENEN, F—-357 % 2 %5
EYE TIHELEE LCBA, hRERIEE
HdHsWIES LWHIEAEREL T M
BRI TH S, 4) EHECEEL, 20
BroRHE IZhEE, FREEE bicpib & E
UEEOEMNEZ WV, 5) ElRdic PISP =48
Friowimb > TE B 3FIA Shiz, PISP
2HUST LRTHH 5005 BORTBLE
Tdh5b.
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TVHH, E53F kT hy 5 REFEE
SO AT HHBE T 5 ERE LTV B,
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%7 AfRS L, 2 ERoBE RS BY)
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FEFID A vz v PEREAL D & ETHER

HAE BHEGEMREERES

2 BB B1S

KEELPT < (p<0.01) 20D & 3 SEEH
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S+%7, PCRZMMARE LD 8EREFL
PIh-otc L (p<0.0), HigtE, REMWT
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FEFIY, I0TRLEEDICB—57 % %
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OEFE DIV,
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B—37 45 rFGUHEYMHE & 3ER - 1/EH
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