VOL.49 NO.5

[MRR%ARE]

Cefditoren pivoxil O 4kt ~D ]I TE J A

(IR 2 IV RS S N TR Py R | Ay 1 (L T

ikad SR /SIS IS VR e A

FRE NI LS SR UE U

CPR 132 H2 24 - 113 4:3 )] 11128

BOL7 2 ARIAEMETH S cefditoren pivoxil (o A 17 2 M5 100) % MEURIF 24 Sh7e
HRB L OCHMAERICHTAEENIZOWT, L NOARS T 4 7RI MA - L o at L7, AEN
FRIAAR GO R EIWR (Fh, EWEL L), &5 Hi &kt 5 0m 4z L), KRB L Ui
M, BIFRB LU ERR, BRRE, e (CRAE8, SBRo ) BLCMT 2, AR
Bl FER, WER1L»ABIOTMRLSSIMAE 1ERT THRBREL ) THob, BKEELD,
HRICAR 2GS Lo @ S n/-ERN 148 FIT, BRY - IREER (12 B)) % bR\ 7- 136 Bl & fRHT X R
EFE L. Z0OH, MAEHR 1A I THMTE RGN 127 6, HAE1FER T TEI TEERIL35
BITHh o7z BTN FIEFONRIZ, (1) Tk 4~7 8 FEMERY) HS5ER 16 Fks5.8) , (2) &
i 8~15 8 (HxfabRi) i 5EFIE 17 B, (3) MFHik 16 AR SAERIIE 118 B (K (34THR 41 :8) T,
CNOLDEFTIIEBICAAZGHOIMEABLUOAFEFRIZOON Lo 7, HAERIZBML TL AA

CDTRPI O AT bt~ 0> f1i 1] A HE ) ¢ - )

BEICERTLEEZONIREMAIZDOON LD o7,
Key words: cefditoren pivoxil, fEHEEHM A, i, H4E R EHFA

RE, BLALOEHORMTLE G [HEB~NOHKGIIOW
TREEHPEIINA TV AW LI EoXRKICE LT
D, FEFICHTAEROHERIIOVTIESH T VHREATY
BVONBEKTH b, HR~OX5IZHT A EHEZESD,
E, REROREHIIOVWTOMLYET S %0, bhbh
i, RBRTRBON Lo ElEHTEL, EARMGRE Y
BRUT L ENCEOERBTHD L EZ, HE~DHKEI
B 2 H L1806t L T& Y, A TIL, cefditoren pivoxil
(B %: 21727 F®8E 100) DEF~DOZEIZMT 5 EH
EEREOERERET %,

A4 727 M8 1001, 1994 4 AIIRERZ S h R
Ot 7 A RMEWME T, HHEEPMIL 1994 F 4 A ~2000
F£3H 6HFM THo7o 19974 1H~19984%6 A (1
F67H) I2BVT, FHDHFIIZE SNIEFEHRE
LZZL baARY 74 TR EAEBREXEML, EHB
UCHERICHTAEEHICOWTHRET Lz, HAERICEL T
3, FAERBIOHAER 1A, SOHERSEE, HAE
1F#% T TERIFATLERL 2.

I. AEDAH &

1. EWlHE

XA T MO 100 RA STV 5 EBEEED D
b, ERARERSHEALAENRE L, EEFEHRE
YEMNEM L ) GARLEOLESED O AR & iR (5%
HIRA DL :EFAZE&L) SRS LA L OERY G/
I L, AEX~NOBIKES L OHEEMKIZM
TRHYRREL, LIOARSZF 1 TR EHERRE

EEML. AROBREVHELZINHBRESTRE L,
K5 HOREWRELVTRELZEFICOVT, Ho5HL
OREHBEEDL-AEZEYH. HYEMEDAFL
Tofx 5 hE, WMENBIUHARLI2H GBHALX o
THREMNT Lz S0, tHEBEBRTIRIEATELZVE
FRA 2 HRT - OME1ERICLEHFALEL
T, BEFAAEREANOAFEMIIKEL 72,

2. AAEFEILAHH

HEW, FAKXRSGHRONE, HEROHNTE, BH
AR, BH (W4 1E%R) &L

[A# 58] BEBY, V7 No., AK - 4%KX
G, EWE, IRGRTAREK, (TR, X SERAE, B/
HA WH), BEH, EEE, B, &6tE 71
V¥ —BEAERE, AL, AHlo 1 EkS®, 1 HE
M, 50, BERER, FRSE, WERE, BIEA
OFE, HE, EHE, BE, WEREORE, &7,
HEH, AR ORRBE, FEER GUERAZKR)
OF M, M, RHE, BE, WEREORE, &7,
HEH, SREE, BRREHE

[HiPERF] MHIRGAREOFE, HESRF, SH%EH
H, A%, 2R, THRREORE, H4HER (&
B, KE, BE, 77#—R37, B¥YLE Ll B
BE)VE M, ARBEEOENE, BEOEE), #x
(R H, A¥, FHLOHEBR)

GEEr Q2R #ER, E2HE KE 2%
Y-

C AR R X R 2-4-16



332 H oA AL 7 # L & M i MAY 2001
Gagk (BE1ER)) MR, a2, 1k, " TableliZ% L iz, MRIEFOEKIL20~40 A TH
WO o1 A4 T 7 M¥5E 100 5 MO IREKIZ, (1) 4~
II. A & & R TH (Hx fE BRIE) At 16 (k5 ). (2) 8~15i1ﬁ
1. SEBIK CHIXE f B 01 A% 17 B, (3) 16~20 A% 9 B, (4) 21~
FEBIER OB % Fig. 1123 L 720 7l 22 i & 29 M A*30 B, (5) 30~36 M A¢39 #l, (6) 37~ 41:@

SO S L7
e - Bl oo
[ S8 BRI O I AN 1)

DILE S N7 148 Bl D 5,
FEB (5 B), THAEF (2 61),
SR RSB IR AT R e SE B (4 1),
(2 & B e E AN T B A e B (1B ol 12 B & B
SMEBIE L, 136 B % 5T Wl REAT M SUERI & L 72 o1tk
BT RIER O S b, fukt - Xz
FEZAEB] (8 1), EERMiASWATAT LTI [40]] & L
HER (1B oEt9Bl xR 1278 12 HRD
BEH AT RIER & L, F70, AT Hol

NA0BITdH o 720 Ve i IE, &S T B A0 31 61
(22.8%) &b k%L, T EAHKSRAEN 30
) (22.1%), W24 27 ) (19.9%), BHEAHE X%
H21 Bl (15.4%) e & Th -1 TAEEEIIBIE 78 #1,
55 BT, BMi&HbEbE#HBLDEARTH
o7 FZ WML THE, 10 3% (300mg /i) A
96.3% T -7z #fe/ M (H%) $4~7 HAH*72.1
Y, #e¥x'j B3 10~21 § (1,000~2,100 mg 1) i) 7b<
#170% % i T 7o (B #4ES i 600 mg 7)1,

HREZOZHEFNBIIBHTH 7275 I b 106 KGR 7,800 mg J)ffi)o 5748 L 29~42 ;50)&:1
X TR GBMRE) TRl Thorod, 1FE KD PHC, ot (~36.8) DIEHIH 12 Bl (8.8%) , Wi (IE
BB AT SUEBIE 35 Bl & L7, W) M (37~42 M) DIEBIA 124 B1 (91.2%) TH -
2. BEHR 7o HEARERICBL TIIMES S U2 H O EAH83.1
1) #EIonT % Tdh o710
RN RIEB (rifE) 136 PO BHIFR () % 2) HERIZIO>VWT
Total cases
148
Excluded
12
Cefditoren pivoxil administered to 5
mother after childbirth
g Duplicate cases 2
% Follow-up not possible because patient 4
@ | did not return
@ Follow-up not possible because patient's
doctor refused to participate | 1
Assessed (delivery)
136
Excluded (1-month-old infants)

9 |
= | Follow-up not possible because patient I s ]
£ | did not return BEa
% Lack of information on abnormal
g findings because doctor did not furnish | 1

_ 11 information
Assessed
(1 month) R
127
Follow-up
(1 year after childbirth)
Total cases
45
Excluded (1 year after childbirth)

10
g |Follow-up information provided until 1
;8‘ or 2 months after childbirth 4
3 |Follow-up not possible because patient 6
a4 |did not return

Assessed
(1 year after childbirth)
L 35

Fig. 1.

Case flowchart.
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Table 1. Subject profiles for pregnant women [N = 136]
Background factor Number Rate (%)
20-24 24 | 17.8
25-29 o B 60 44.1
Age (years) 30-34 42 30.9
36-39 9 6.6
40 0.7
inpatient ’ 32 23.5
Inpatients versus outpatients outpatient 101 74.3
inpatient/outpatient ) 3 2.2
4-7 (absolute risk duration) 1 0.7
8-15 (relative risk duration) 17 12.5
- . 16-20 9 6.6
Pregnancy week at administration
21-29 30 22.1
30-36 o 39 28.7
T 37-41 40 29.4
i primiparity 71 52.2
Pregnancy history 2nd 42 30-9
3rds 17 12.5
unknown/not recorded 6 4.4
mastitis 1 .7
pharyngolaryngitis 14 10.3
acute bronchitis 21 15.4
tonsillitis 2 1.5
respiratory tract infection 1 0.7
R . upper airway infection 30 22.1
Diagnosis "
pyelonephritis 2 1.5
uystitis 27 19.9
urinary tract infection 1 0.7
periodontal tissue inflammation 1 0.7
obstetrics and gynecological infection 5 3.7
infection prevention 31 22.8
mild 78 57.4
. . moderate 55 40.4
Disease severity
severe 2 1.5
unknown/not recorded 1 .7
yes 8 5.9
Allergic history no 124 91.2
unknown/not recorded 4 2.9
L yes 5 3.7
Complications
no 131 96.3
yes 77 56.6
Concomitant drug use
no 59 43.4
. 300 131 96.3
Daily dose (mg potency) 500 » 5 3.7
1-3 15 11.0
Duration of administration (days) 4-7 98 72.1
8-14 23 16.9
600-900 15 11.0
1,000-2,100 94 69.1
Total dose (mg potency) 2.200-4.200 26 91
4,300= 1 0.7
. 29-36 (premature) 12 8.8
Delivery week 37-42 (full-term) 124 91.2
spontaneous 94 69.1
induced labor 11 8.1
Delivery modality cesarean section 25 18.4
other 3 2.2
unknown/not recorded 3 2.2
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Table 2. Neonate profiles [N =136]
Background factor Number Rate (%)
male 68 50.0
Gender
female 68 50.0
1,568-2,499 9 6.6
2,500-2,999 51 37.5
Body weight (g) 3,000-3,499 59 43.4
3,5600-3,999 12 8.8
4,000—4,685 5 3.7
39-40 1 0.7
41-45 9 6.6
Body height (cm) 46-50 87 64.0
51-55 33 24.3
unknown/not recorded 6 4.4
5 2 1.5
6 2 1.5
7 1 0.7
Apgar score (1 minute) 8 23 16.9
9 80 58.8
10 22 16.2
unknown/not recorded 6 4.4
6 2 1.5
8 3 2.2
Apgar score (5 minutes) 9 23 16.9
10 95 69.9
unknown/not recorded 13 9.6
yes 10 7.4
Phototherapy no 119 87.5
unknown/not recorded 7 5.1
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Table 3.

ADRs and AEs

ADRs and AEs during administration

Abnormal pregnancy, delivery

Abnormal findings in neonate

Abnormal findings in 1-month—old infant

Abnormal findings in 1-year—old infant

ADRs:adverse drug reactions
AEs:adverse events

Yon No Total
' “(7“_~‘ 1146 T 136
- ‘-2‘7“—“*‘ 109 136
» i 7 129 136
6 121 127
T e e

Table 4. Abnormal pregnancy or abnormal delivery [N =27]
No. Abnormal findings ngnénq va'k Delivery week Abnormal findings in neonates
at administration

1 premature birth (35 weeks) 35 35 none

2 vacuum extraction 39 39 none

3 premature rupture of membrane, vacuum extraction 39 39 none B

4 premature rupture of membrane, cesarean section 29 33 none

5 premature rupture of membrane, cesarean section 27 29 none

6 cesarean section 10 37 none

7 vacuum extraction 37 41 meconium aspiration syndrome

8 idiopathic thrombocytopenic purpura (pregnant woman), 33 35 none

premature rupture of membrane, cesarean section

9 cesarean section 21 38 none

10 cesarean section 10 39 none

11 premature rupture of membrane, cesarean section 28 36 none

12 cesarean section 26 40 none

13 gestational hypertension, vacuum extraction 38 40 none

14 cesarean section 29 40 none

15 cesarean section 21 40 none

16 cesarean section 18 40 none

17 toxemia of pregnancy, intrauterine fetal hypoplasia, 35 36 low birth weight (1996 g)

placental dysfunction

18 threatened premature delivery, cesarean section 20 37 none

19 cesarean section 35 37 none

20 | cesarean section 35 37 none

21 cesarean section 18 36 none

22 | toxemia of pregnancy (mild) 37 39 none

23 induction of labor, premature birth (33 weeks) 32 33 neonatal megacystis,

hydronephrosis, neurogenic bladder

24 | Rh incompatibility 15 39 neonatal hyperbilirubinemia
25 hydramnion, breech extraction 35 35 congenital esophageal atresia
26 suspected intrauterine growth retardation 15 40 none

27 cesarean section (breech) 33 38 none
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Table 6. Overall improvement
Markedly Slightly Not Efficacy”®
; i I d
Diagnosis Cases improved mprove improved Unchanged | Aggravated assessable (%)
Mastitis 1 0 1 0 0 0 0 1/1
. 14/14
Pharyngolaryngitis 14 2 12 0 0 0 0 (100.0)
21/21
Acute bronchitis 21 16 6 0 0 0 0 (100.0)
Tonsillitis 2 0 2 0 0 0 0 2/2
Respiratory tract 1 0 1 0 0 0 0 1/1
infection
28/30
Upper airway infection 30 6 22 2 0 0 0 (93.3)
Pyelonephritis 2 0 2 0 0 0 0 2/2
- 24/27
Cystitis 27 3 21 1 2 0 0 (88.9)
Urinary tract infection 1 0 1 0 0 0 0 1/1
Periodontal tissue 1 0 1 0 0 0 0 1/1
inflammation
Obstetnc§ anc? ' 5 2 1 1 1 0 0 3/5
gynecological infection
Infecti i 31 4 16 0 7 0 4 20721
nfection prevention (74.1)
Total 136 32 86 4 10 0 4 118/132
o (89.4:

*Markedly improved + Improved/Total - Not assessable
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Cefditoren pivoxil administered to pregnant women

Hiroko Suzuki, Hitoshi Kawano, Masashi Sakai, Yoshiyuki Koyama,
Tomoyuki Kazahaya and Masayuki Yokota

Pharmaceutical Information Center, Meiji Seika Kaisha, Ltd., 2—4-16 Kyobashi Chuo—ku, Tokyo 104-8002, Japan

The safety of cefditoren pivoxil (brand name: MEIACT®Tablets 100), an oral cephem antibiotic, in
pregnant women and infants was studied retrospectively in practical use. Parameters were subjects’
background factors—age, pregnancy history; dosing regimen—dose, administration duration; concomitant
drugs and therapies; adverse drug reactions and adverse events; laboratory tests; information on delivery
—pregnancy course, information on the mother at delivery; and information on infants—follow—up in
neonates, l-month—old infants, and, where possible, 1-year—old infants. Of the 148 subjects reported to
have taken the drug during pregnancy by physicians, 136, excluding 12 exclusions and dropouts, were
judged eligible for analysis. Of these, 127 were followed up for 1 month after delivery and 35 for 1 year after
delivery. Subjects eligible for analysis were (1) 1 taking the drug between 4 and 7 weeks of pregnancy
(absolute risk duration) (5 weeks of pregnancy), (2) 17 taking the drug between 8 and 15 weeks of
pregnancy (relative risk duration), and (3) 118 taking the drug in and after the 16 th week of pregnancy
(41 st week at the latest). Neither adverse drug reactions nor adverse events were observed in these
women due to cefditoren pivoxil administration nor were abnormal findings attributable to drug
administration observed in infants.



