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Beecham #W%ERF TAR X h = Amoxycillin i3 a-
Amino-p-hydroxybenzyl penicillin T Ampicillin
EHLIL T B, RIRAERN L, EAKZELET Am-
picillin ® 2 fEBE O MHPBREICET S L vwbh 3, &
EUATO XS P EME =D TRES 2,

A RERFEHERRER
L 5 8 fF H

BERFOBKIBERE S N RO, KBEI1S
B, 7 V7 V=7 4Rk, RIRES R A, HARLERE
EFESEEERIC X ) ERARE T Amoxycillin s XU
Ampicillin DREAVFEERILBEZRIE Lico

HFIX Tablel X5k, 7FYHRECIHED
MIC {#i1 0. 1mcg/ml %% 100 meg/ml 23> %= b B B
TR ¥ — 7 BR 38\, 26 meg/ml ¥ CTTRAIE X B BEK
¥ Amoxycillin 21§, Ampicillin 28 50 mcg/ml
ETREDLATH 268K, HESTHKTHD, Ampicillin
DiE 5 BRCHENIH & bEX LRI, HENY A
WTBRET 2 L, WEOMICIIRR M EET S L E
xbhd (Fig.1),

FR KBRS TR B T E D &2 — v a R LI

2%, E— 73 Amoxycillin D(Z 5 AYE\ B EIC 507,
2 v 7y 5D 4TIV 100 meg/ml L |-
ThY, RBE bR OWTLERETH D25, Amo-
xycillin T 50meg/ml DA 1 B2 bic,

Fig. 1
Corellogram (8. aureus)
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Table 1 Activity of amoxycillin
a) Susceptibility of Staphylococcus aureus isolated from patients to amoxycillin and ampicillin

MIC (mcg/ml)

0.1 ] 0.2 | 0.4 )08 1.6 ] 3.2 /| 6.3 |12.5{ 25 50 100 >100
Amoxycillin 2 1 3 2 1 2 1 2 7 5 14 19
Ampicillin 2 2 3 3 2 2 8 .6 9 4 18

b) Susceptibility of E. coli, Klebsiella and P. aeruginosa to amoxycillin and ampicilli

n
MIC (mcg/ml)

0.2 | 0.4 | 0.8 | 1.6 | 3.2 | 6.3 |12.5| 25 | 50 | 100 >100

Amoxycillin 5 4 4
E. coli

Ampicillin 1 2 3 6 1

Amoxycillin 4
Kleb.

Ampicillin 4

Amoxycillin 1 4
P. aerug.

Ampicillin 5

2. 5y b OHBAREE

Wistar 585 » + 1 B 8L3D) Amoxycillin ¥ X
' Ampicillin 100 mg/kg #&E0HL5 L, ABRNERE
BRIE Lo EITZERT v hTF—FTAEXHFARCHEAL
10mg/ml KEWELEREAL, 2RHEEBUNBIES
¥, AR BT BSS pH 7.2 THE{CHERL,
FOED EFRRE Lico BIEXWTh b REES-8 1k
EHWAERBRIC X B ito,

84T Table 2 1 L L, Amoxycillin T3
rr¥EEEIT Ampicillin D8£ L s b, FLLEBZAT
L 4~5EDBEELY LD LI, ERFBEIEL, Kk
WCENEREY LD L, ks, ZOfEXEIRER X
BEIEREZ I Tl

Table 2 Tissues distribution of amoxycillin
and ampicillin in rats (2 hours after

oral administration of 100 mg/kg)
(mcg/ml or g)

Blood| Liver |[Kidney|Lung| Spleen

Amoxycillin| 11.0 | 110 | 65 6.0 7.5

Ampicillin 3.8 24 | 14.5 | 1.2 0.8

(mean of 3 rats)

3. e tombEE

s X OVBREE O I\ EERFIC Amoxycillin %0
BEL, FOMPREY LbN, #5RV-TFhb R
B Ch B, IMiE X ORBERORNELIEHEE S-8 kA ik
BRELTHEBE TR IO, .

#5232 Table8 D E ¥ b, 260 mg HEFTITE— 2
232 K§H] A C 2.6 meg/ml, 600 mg 45 Tk e—7i%1

B H C 6. 6 mecg/ml & 7oote, F71- 260 mg HYE-HID

6 B¥f] ¥ ToHEf-RY 142. 5 mg TEIREKIL 569 & it
Dice T OFITIL 260mg 6 BEfED BB ST Tt
Ofchl, B 6 R E% 1B E ombREIXE 20 E
1.0mcg/ml, 3 HB % 1.0mcg/ml THDOt,

Table 3 Blood concentration of amoxycillin

Hour
1 2| 4 6 8
Dose

250mg [1.0]2.6]1.2/0.26

Urinary recovery
(0-6 hrs)

142.5mg (579)

500mg (6.6(4.0(3.0 0.8

. B K B R

£ FEDONEHRYIESAFIC Amoxycillin ¥ o #45
L, ZD%RE LT, ERDHFITIFER I RYAES4
BT, 5batEiikl1ssl, RERIFE200T, 5HER
BREEWINILDIFTH S, RHENITTHERR
BEws o isofedt, & RPRERETIIRAENT
DBE LM TIRWBENS L, FBRBREEREELRED
TR L2 I Dt EFIN & hvote, Th B DBRIEE
ToWTiE, WHis5 Ampicillin o Disk T
DREZHE LB,

BHERMERCIEC1E 125mg 1 H 4 @55 260~
500mg, 1 H 4 @1 % THE Lic, KHFEE5RIX 2.6 LA
NHBATIE 86g I Licflnid ot HEIROH
FBIREATHEECENOTHEAICHE IR, WhEs
5 % L ORISR & BIRIERC T 38R %
BBECHE LRI & DOBE, MMOLERERISHEA
Il X RHRVBBDONIHETHHEREE Lice &
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ERRDONRILCHEEAEE LTHD, TIRHERN
Amoxycillin RZM: Tl olcBs, TOHRHUE
WA WA LRIENR D B2, FHETIIVBIs 5Bt
BTHRUEORFINZLTH 5,

#841 Table 4-1, 4-2 /50 Table b It ¥ &%
TL® L, KBIICHS &, HRBREYE AR
P2 A BT 2BIBR T, THAEBEIELZRIASTT
BRHLHATINT DM, MEEANHROENHHRD &
WITFhLHERETH O, ZhbDRakk EREX T
250mg 87c\W L 4EEFI A S K, FLRBHEEIT
5~TgLIHD b DHt 14/19 L KEH TH o7,

2RI TR A S N U ERE 6, FlikERE 2 L
DR X Rt 10/12 B8 TH O, EHHIL Am-
picillin gtk DM 7 ¥ Y RERBERA L, » v FEH
BT, WTFhbIEHEGHATH Ok, 7o G (=) rod ¥
B Ui 1 B s ig 4 R Ml 53204865 ¥ TER L, PAP
LEZLRD D THREHUENOBI LTH B,

#5813 500 mg 4 [E1227/18, 250mg 4 [B1A% 5/18 T
Hb, BERIT b~b6g I XA TS, MEEHL
RUIARAGANRE L, E¥26, 826, THI8HT
Bt

I &0 LB ERIPITIRBE BH S i
0, EFHTH DN, FRBERIHCAD LcBIESELR
B CURERIRANCIL B B 2 Ie g 2R J7e 0012y, e
FHNCIBR TH O,

PREGRRGUIE 20 B 5 B Akt 2 6 4 i3 Ampicil-
lin figtEd Cloaca BEHIBIZER X\ T &A% CRIEE
BRI EFIT LT B, E @B 2 iz vThd
PERRE ABHEBR L LTW3BY, LIREYHTH oM.

FHE %8BIk h Ampicillin it DEHER X
CRBEXHRH Lic 2 gl &, 5 HRH B Ampicillin
M DAIGHE & footc 1 BlE DX X 26E% T, MY
I b EOMERE 2, BHEEFRERO 1 X, KBE
A S, Ampicillin KRR K &HE I hicdt,
SHRER IO, Z Ol T, Nalidixic acid
X O Ampicillin #5412 Kt Licdotc,

SHARD 5 50 1 Bl 125 mg 4 B3 7 A D5 TH
RERERL, BEHFEb B L,

Zhbo bR Eits Tt 126~260mg 4 B L
THE 7.5 LINTHH, BRBL TIX 260 mg 4 [
SRS, RBSED 16g LA TH Ok,

BHEZ R, Table 6 O X 5EBERHEND
R THDE 75 BRI LOKRBERHATCILE
BBIDIL D, FDOMLD 7 T AR T —iIC SR A
B\ MEFODRTHERENNS <, KBEUM
WD Tekami L bhisyy L LRZHDEWE T

LRIEBN BN\

BERNSEY RSB, Table7T DL xD1AHEE
B, RB5EL IHFELOMCBEEIRD I, L
AuThIBEENRLEVEE, FHHVED LS00
5B D B, T Lr LEER AR, Lird
Eic@Ensoichbh 3, S2hbhRr\EETHD
TEERRLTWSEEX B,

EIfEfiL, Table 8 @ X 51 64 ik 7 Flic £ EDOR
DEEEE, BE26, £FBERKE 24ITHIAT
DB, BhHhIEDRTIs F I Bk B BEE 1,
RE 1T, OBNIEN D, RERIZH20%L7D,
TUAF L ELORD DR DONTIXT. 4 %55 & Vs
k) Y

5. HRBEMEOEE)

LEEAIC o X 5 O£ BAELEREMED 5 BIF
BEEDigE L LT S-GOT, S-GPT i XU° AL-Pase
%, T oW ik Urea %, #HMmiFHRico
WCIERMERE IS TO~NE /R E ViR E VLT, #
SR st 5 o h b OBEDZE S 5, Amoxycillin
BHOREMEY LH T,

EERILFig.2 (1, 2, 8) DERHTHB, MiF GOT
3 X0 GPT i ThdHGEHRE LORGEHRICRE)
ERER LUicfliXicdyolc, AL-Pase fH $ #5 8iic <
BREFER LIcBizi bR, M Urea iz H5
# 14mg/dl p 5 28mg/dl, ¥ X0 10mg/dl 25 17
mg/dl ~EF Lic 2 GnHR bR,

FROERBUT R G HREIN LIcBn % L, BP 2R Licsl
ichote, Flo~E 7 v € UEICOWT b BRERED
B RDIFNIA B isdot,

B XX &L 8BIE

(LR EFIOREROYIEIKED 1 DL LTihIEHIER
EOBER XU EOFHEIMEEL IhTW5, —Ric~
7 m 54 FREHL ERASN & TREmPEAIBEOR
Wig FEBABT, Lo URRBEBELEES L
ATk b, BRNERTEDTHEWIOFEREY 5 5791
BhruEbbhTWwb, Amoxycillin 3 Ampicillin &
BTHELDORIIT <h, mPBRED Ampicil-
lin ARFERO2EBECLBEINTVLSEY, K
RTINS ICDRERE TR, LR L
7o Ampicillin O & BT % & B LB - MR
EEfE% Ld L,

F¥T , FrOMABNRE D Ampicillin ORIBER 5T
{HRTA~BEDOMHEEEDOTEY, Licdi>Tmedg
EOBWZ & LdbeEL DL ERELL1DOfET
B5H5,

HENDR»bELDE, HE7 FUYRE, KREk
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Table 4-1 Clinical results (I)

. . Isolated organisms
(I:\?ci € Sex, Age Diagnosis Underlying disease Pre—Rx ¥ g Post-Rx ¥
Tonsillitis _
1 M 43 follicularis Staph. aur. +++
2 | F 41 ” - ” +++ -
3 F 25 ” - B-Strept. ++
4 M 21 ” Staph. aur. | +++
Tonsillitis _
5 F o4 Bronchitis
6 F 71 | Acute bronchitis - Staph. aur. | +++ /
7 F 39 ” - Normal flora - —
8 F 30 ” Staph. aur. +
. P .
9 M 66 ” Hypertension ﬁ-”se;::z’tc:oc i i
10 M 52 ” ” Staph. epid. ++
Coronary /
11 M 48 4 insufficiency Staph. aur. +
G (+) cocci /—
12 M 35 ” Staph. ++ +
13 | M 51 " - Staph. epid. | +++ | _—
14 M 53 ” /
15 M 33 ”
16 M 49 ” Staph. + +
17 M 26 ” Normal flora
18 F 69 ” Diabetes mellitus G (+)cocci | +++
19 F 25 ”
20 M 28 | Acute Pneumococ ++
bronchopneumonia *
Arteriosclerosis of .
21 M 69 ” the brain Staph. epid. ++ -
22 F 39 ” - Staph. aur. +
Pulmonary y
23 M 73 ” silicosis 4 - Staph. aur. +
24 M 75 ” Pulmonary fibrosis | G (+)cocci | ++ |G (=) rod -
25 F 67 ” - Candida — Candida -
26 | M 31 ” - Staph. aur. | +++ | _—
27 | M 29 ” - ” |
28 M 71 ” Pneumococ. + 4+ + —
29 | F 20 ” - Normal flora —
30 M 68 4 - Staph. aur. + -
31 M 36 ” . - ” +++
32 F 20 |Atypical pneumonial - G () rod o
33 F 60 ﬁglg a::ggganymg Lung cancer Ps. aerug. -
Chronic bronchitis . H. parainf. | +++ -
8 | F 76 | g1 Atelectasis Al. dispar. | +++ -

* Ampicillin disc sensitivity
** Evaluated by physicians in charge
¥¥¥  Figures in parenthesis represent the treatment days to the onset of side effects.
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Daélérlgd)ose Dél ;:;i;;n Response** |Side effects*** Clini ;:islg):csti riol. Remarks
250% 4 3 + - + +
500% 3 4 + - +
250 x4 4 + G. L (2) + ?
500X 3 5 ++ - + ?
1254 5 + + G. 1. (b) + ?
5003 10 + - + ?
500X 3 6 + - + ?
250X 4 7 + - + ?
125x 4 3 + G. L (2) + ? Discontinued on 3 rd day
250 X 4 4 + — " 2
125x4 4 + . Rash (2) + ? No response to ampicillin
250 % 3 7 4 - N 2
250%3 8 ++ - + ?
2503 8 ++ | prternesa(®|  * ?
250 3 8 r+ Z " 7
2503 7 ++ - + ?
2504 5 ++ - + ?
250 x4 4 + G. L. (1) + ?
250 % 4 4 - + ? No response to josamycin
250 X 4 4 - + 2
250% 3 10 - + + - + ? I:x(c): oziesponse to chloramphe-
Concurrent use of kanen-
250X 4 7 + - ? ? domycin, No response to
chloramphenicol
250 x 4 7 - G. L (2 - _
500 4 29 |+ | Pruritus (3) + ?
500 x 4 21 - - - -
500x 4 11 + - + ?
250%x4 7 + - + ?
500x 4 13 + - + +
2504 13 +— o - + ? No response to kanendomycin
500 4 13 S+ - + +
500 4 U - + ? .
500 X 4 4 2 | Rash (4 ? ? CA 2048 x
250 4 16 — - — ? No response to tetracycline
250x 4 7 ? - ? +
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Table 4-2 Clinical results (II)

Case Isolated isms
No. Sex, Age Diagnosis Underlying disease Pre—Rx 30 a: Orga;;sst}x ¥
1 F 24 | Acute cystitis — E. coli 10% + -
2 F 38 ” ” 108 | ++ -
3 M 40 ” Mzcrocéx o | FEF _
4 M 53 P Encephalitis (?) Cloaca _ Cloaca _
P : 3x10¢ 2% 104
Ischemic .
V —_
5 F 41 d heart disease E. coli 10% | + 4+
6 F 72 | Chronic cystitis Diabetes mellitus G.N.B. 108 + -
7| F 59 ” K E. coli 108 + -
8 F 48 | Pyelitis Proteus - Proteus —
Acute . E. coli
9 F 45 pyelonephritis Hypertension 7% 105 ++ + -
”
10 F 73 ” Cor pulmonale 16% 10¢ +++ -
”
11 | F 18 ” - 18x10¢ | T -
V4
12 F 19 i B innumerable | T +_“ T R
13 F 67 ” Obstructive jaundice ” 107 - E. coli -
14 | F 87 ” 710 |+ 4+ R UL -
15 | F 47 ” - 710 | 4+
T s Chronic v 105 B T o
16 F 61 pyelonephritis KSW 10 + _Eiolt 108 +
17 | F 60 |U. T. L Cerebral thrombosis | E. coli 105 | ++ | & C”’g %108
18 F 52 V4 —_— ” 105 p—
19 F 24 ”
Acute G(+)cocci _
20 F 23 cholecystitis 107 ++

*¥Ampicillin disc sensitivity
**Evaluated by physicians in charge
*#¥*¥Figures in parenthesis represent the treatment days to the onset of side effects.

Table 5 Clinical responses divided according to diseases

Excellent Good Poor Total | Effectiveness (9)
Tonsillitis follicularis 1 3 4 100
Bronchitis* 7 8 15 100
Pneumonia 1 9 200)%* | 12(1)** 83.3
R.T.I. accompanying lung cancer 1 1 0
32(DH)** 90.6
Cystitis
acute 3 1 1 5 80.0
chronic 2 2 100
Pyelonephritis
acute 4 1 3 8 62.5
chronic 1 1 0
Urinary tract infection 3 3 100
19 73.7
Cholecystitis 1 1 100
Bronchitis+U. T. I. 1 O (D) -
19 25 | 8(2) | Ba(2)* 84.6

*One case of tonsillitis + bronchitis included
**The number of unassesable cases is indicated in parenthesis.
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*Evaluated by physicians in charge

Daily dose | Duration I P ook Response
(mg) (days) Response Side effects Clinical, Bacteriol. Remarks
125x4 5 + - + +
125%x 4 2 ++ - + +
250% 3 7 + + - + +
250x 4 7 - - - - No response to cephaloridine
250 x4 4 + + — + +
125x4 7 + — + +
125x 4 7 + - + +
250% 4 14 _ _ ? _ Concurrent use of methena-
mine
250 4 10 ++ - + +
250 4 6 + G.1. (5) + +
500X 3 8 + + - + +
o B _ T No response to pyrolidinome-
2504 1 ++ + + thyl-tetracycline
250 x4 6 - — - —
250 X 4 ' - - = _
250 % 4 14 ++ — i ?
. T o _ 1A _— h __ _ No response to nalidixic acid
5003 8 CGL 8 and ampicillin
125x4 11 ++ - + —
125% 4 5 ++ — T T
125x 4 9 +r -+ ?
125%x 4 7 + — 4 +
Table 6 Clinical responses divided according to isolated organisms
B X Clinical fesponse* - ) Bacterioidg?ciai résgonse o
Organisms s n — e Total " — ?
Pneumococcus 3 3 1 2
Staph. aur. ; 1 10 1 12 3 1 8
Staph. (epid.) ; 4 1 5 5
B-Streptococ. i 1 1 1
G (+) cocci 1 3 4 2 2
E. coli 8 3 3 14 9 4 1
Proteus 1 1 1
Cloaca 1 1 1
Ps. aerug. 1 1 1
Alk. dispar. 1 1 1
H. parainfiu. 1 1 1
GNB 1 1 2 1 1
Candida ! 1 1 1
Unknown 5 3 8 8
Total 19 25 8 3 55 18 8 29
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Table 7 Clinical responses divided
according to doses

Excellent Good Poor UA % Remarks
a0 000
125mg qid | Aqon naa
© Tonsillitis
250mg tid giooo follicularis
2 O Acute
a . o ©00000 © oY
S 250mg qid 000 @gem KEDDD (=] Bronchitis
= © Broncho-
S| 500mg tid | O c00 a Pneumonia
A Acute
500mg qid oY) ) Cystitis
4 Chronic
S 2.5¢ CA)EI io Cystitis
oo 0O Acute
~ 5.0¢g gD eAigo gi\;elor'lephri!is
— [ ronic
000000 | o006 ) : "
~ 158 |oa;y o a0 o] Pvelonephritis|
» © Acute
2| ~10.0¢ |O o g Cholecystitis
a
- & Mixed
£( ~15.0¢ |DOO o [=[g]
=
~2.0g ] <]
>25.0¢ <] °

*UA ! Unassesable

EF LT Ampicillin ERIBETHD EEZ LR,
Fher vy, BIEECR LTIIES L FABCHE
NERIIL,

7 FoRRECR LTk Ampicillin & ORICIITER
Mt 55 X 5 TH %,

Amoxycillin OEMARENERECED X 5K
BT BB TH D0, EED OAFDEEREIC T
BEEREIE, SIEGCK LB 44, &8, HETAE
2 THHRIE84. 6% & InDlzy —MRENCE 21X, MRS
RYucst LTUIADBL SR THOl, Thi MR
FHRRTHD &, FREBBPETITHARALS SR, F

217, &E%H8, THH29THH, HZHEIL68.0% L7x>
fo

ChBDORERYRHEEICARS L, 7 FURE, ik
R, BIOLOMD G (+) BHETIHEHOL S,
KIBHE TR 146 8 BIERY T, T Ol GNB TIXHER
BB, b Z DB bic Ampicillin RIEH| D
BAENDBEEZ D, - EEFSHRTS 1 H260mg
4 B EFIH %A iS T 500mg 4 EIF52% <,
BHERERL1I5g L EDL DR 4 BB O, EEATIIZ
DOEREOESENVNETHD %25,

BB EBEEY SO TN%BREORE THOR
M, TvaAF—HrE25h5%0136.6% T, Ampi-
cillin 72 K oW THRE IR TOW A REKGEWETDH
iz, FE B LI1% Ampicillin & HBBEDOREX T viv
F—HUNHBEELOND,

Amoxycillin # 55 TOEKREMBOEE* 25 &,
FASEE TR TR b BE LK, FRomKRFMC b ARMER
ROBREEENIAS Righ0feh’, M Urea fHTidiE
BRRED LR R 2 0 D0, Zhb e Amo-
xycillin O# L LBIRMH B 1ELARHTH O,

C =% & &

Bk, Amoxycillin i o&F & LTHRKRMILBE» L
DB Nx o MELMAPBREOEELEKRDEDO L
CEISRBTHENTHBN, FRHRETRZOEELTSH
bt Lx iehof, Amoxycillin ¢ Ampicillin
%t L7z well controlled study 3% 4 BHEIKIZ I\
TEBINRTWEN, —BERBRCRSWTEH, $HKX
HIIEFAD DR ETRE, ThOFEMISKRFILETH
5¢Ex %,

Table 8 Side effects of amoxycillin

Treatment day of onset Medication
s s A Persistent|Transient| Total discontinued
Gastrointestinal disturbance 4 2 1 7 1
Anorexia 1 1 1 1
Nausea « Vomiting 2 1 2 1 2
Diarrhoea 1 1 1
Stomach ache 2 1 2
Heart burn 2 1 1
Sense of oral bitterness 1 1
Skin rash 2 1
Maculopapular 1 1
Erythematous 1
Pruritus (Systemic) 1 1
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Fig. 2-1
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RBC
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A STUDY ON AMOXYCILLIN

YasumicHl KaTo, AKIRA Sarto, IcHiIRo Nakavama, MasuMmi Tomizawa,
YosHITAKA MaTsumoTo, Ani KojiMa, KATSUHIKO MATSUI,
Hipeto IpEUCHI, OsaMU YAJIMA and MIKIYA SATO
The Second Department of Internal Medicine, Hokkaido University, School of Medicine

The results obtained from a laboratory and clinical study of amoxycillin, a new semisynthetic peni-
cillin with antimicrobial spectrum similar to ampicillin, were summarized as follows :

1) Antimicrobial activity of amoxycillin against 59 clinical isolates of Staph. aureus, 13 of E. coli,
4 of Klebsiella and 5 of Ps. aeruginosa was found to be similar to that of ampicillin.

The cross-resistance of Staph. aureus was demonstrated between amoxycillin and ampicillin.

2) The three to five times higher concentrations in serum and tissues of rats were obtained with
amoxycillin in contrast to ampicillin 2 hours after oral administration of 100 mg/kg of the drugs.

3) Serum concentrations and urinary recovery of amoxycillin in patients suggested that the drug
was comparatively well absorbed after oral administration.
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4) Forty-four of 54 patients with various infections responded satisfactorily to amoxycillin. Eight
patients failed to respond to the treatment. The remaining was unassessable.

The overall cure rates were 90.6% in the respiratory tract infections and 73.7% in the urinary tract
infections.

As to the bacteriological responses, the overall success rate was 68.09 in 25 patients assessed.

Acute pneumonia responded satisfactorily to amoxycillin treatment, although the bacteriological res-
ponses were assessable only in a few patients. Out of 12 patients assessed clinically, 10 cured. Two
failures were due to ampicillin resistant Staph. aureus and Candida.

5) No significant changes due to amoxycillin were found in the hematological and biochemical inves-
tigation carried out during and after amoxycillin treatment.

6) Side effects were observed in 11 out of 54 patients. They were similar to other oral penicillins
and mainly gastrointestinal disturbances (7 patients) and skin rashes (2 patients).

The medication was discontinued in 1 patients because of gastro-intestinal disturbances and in one
because of skin rash.



