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Table 1. No. of cases examined

No. of cases

- C . . No. of cases No. of cases
Time of No. of participating examined . .
. L. . . . included in the excluded from
investigation patients (included in the . .
. efficacy analysis  the efficacy analysis
safety analysis)
1st” 589 2,918 2,846 72
2nd? 596 2,948 2,904 44
3rd¥ 599 3,125 3,071 54
Total 1,784 8,991 8,821 170

" Oct.1994-Dec.1994, ? Feb.1995-Apr.1995, ¥ Jun. 1995-Aug.1995
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Table 2-1. Patient profile
Item 1st” 2nd? 3rd® Total Statistical analysis
male 1,506 (51.6) | 1,530 (51.9) | 1,588 (50.8) | 4,624 (51.4)
Sex female 1,412 (48.4) | 1,417 (48.1) | 1,537 (49.2) | 4,366 (48.6) ] n.s.
unknown 0 (—) 1 (0.0) 0 (—) 1 (0.0)
under 1 month 0 (—) 1 (0.0) 1 (0.0) 2 (0.0) H
1 month-1 year 237 (8.1) 224 (7.6) 247 (1.9) 708 (7.9)
Age 1-3 years 1,251 (42.9) | 1,208 (41.0) | 1,303 (41.7) | 3,762 (41.8) p<0.005"
4-6 years 1,142 (39.1) | 1,051 (385.7) | 1,148 (36.7) | 3,341 (37.2) p<0.005°*
7-15 years 281 (9.6) 446 (15.1) | 421 (13.5) | 1,148 (12.8)
over 16 years 7 (0.2) 18 (0.6) 5 (0.2) 30 (0.3) H
outpatient 2,839 (97.3) | 2,885 (97.9) | 3,058 (97.9) |8,782 (97.7) |
Hospitalization status inpatient 38 (1.8) 38 (13) 21 (0.7) o7 (1.1) p<0.05*
out/inpatient 40 (1.4) 25 (0.8) 46 (1.5) 111 (1.2)
unknown 1 (0.0) 0 (—) 0 (—) 1 (0.0
0-3 682 (23.4) 800 (27.1) 979 (31.3) | 2,461 (27.4) (—
. . 4-7 981 (33.6) | 1,034 (35.1) | 1,053 (33.7) | 3,068 (34.1) p<0.005*
Duration of disease (Days)
8- 1,082 (37.1) 930 (31.5) 875 (28.0) | 2,887 (32.1) p<0.005**
unknown 173 (5.9) 184 (6.2) 218 (7.0) 575 (6.4)
X present 2,793 (95.7) | 2,740 (92.9) | 2,907 (93.0) | 8,440 (93.9)
Concomitant drugs :I .
absent 125 (4.3) 208 (7.1) 218 (7.0) 551 (6.1) p<0.005
L present 668 (22.9) 553 (18.8) 592 (18.9) | 1,813 (20.2)
Complications :] .
absent 2,250 (77.1) | 2,395 (81.2) | 2,533 (81.1) | 7,178 (79.8) p<0.005
Predisposition to hypersensitivity present 137 (4.7) 72 (2.4) 113 (3.6) 322 (3.6) :|
absent 2,781 (95.3) | 2,876 (97.6) | 3,012 (96.4) | 8,669 (96.4) p<0.005*
mild 1,390 (47.6) | 1,310 (44.4) | 1,414 (45.2) | 4,114 (45.8)
o moderate 1,486 (50.9) | 1,584 (53.7) | 1,662 (53.2) | 4,732 (52.6) ] ns.
Severity of infection
severe 41 (1.4) 54 (1.8) 48 (1.5) 143 (1.6) p<0.05**
undetermined 1 (0.0) 0 (—) 1 (0.0) 2 (0.0)
. . present 650 (22.3) 637 (21.6) 643 (20.6) | 1,930 (21.5)
Previous treatment with :}
antimicrobial agent absent 2,265 (77.6) | 2,310 (78.4) | 2,476 (79.2) | 7,051 (78.4) n.s
unknown 3 (0.1) 1 (0.0) 6 (0.2) 10 (0.1)
superficial pyogenic
diseases 41 (1.4) 43 (1.5) 97 (3.1) 181 (2.0)
raspiratory infection | 2,686 (92.0) | 2,746 (93.1) | 2,721 (87.1) | 8,153 (90.7) } p<0.005°
. . campylobacter enteritis 21 (0.7) 16 (0.5) 16 (0.5) 53 (0.6)
Diagnosis . .
ear/nose infections 119 (4.1) 110 (3.7) 243 (7.8) 472 (5.2)
oral infections 3 (0.1) 0 (—) 13 (0.4) 16 (0.2)
multiple diseases 9 (0.3) 9 (0.3) 12 (0.4) 30 (0.3)
other diseases 39 (1.3) 24 (0.8) 23 (0.7) 86 (1.0)
<20 223 (7.6) 256 (8.7) 205 (6.6) 684 (7.6)
20 <30 1,513 (51.9) | 1,623 (55.1) | 1,700 (54.4) | 4,836 (53.8) p<0.005*
30= <40 1,025 (35.1) 873 (29.6) | 1,041 (33.3) | 2,939 (32.7)
Daily dose (mg/kg) 40s <50 68 (2.3) 71 (2.4) 75 (2.4) | 214 (2.4) p<0.005**
50= 1 (0.0) 20 (0.7) 16 (0.5) 37 (0.4)
changes in dose 28 (1.0) 17 (0.6) 34 (1.1) 79 (0.9)
unknown 60 (2.1) 88 (3.0) 54 (1.7) 202 (2.2)
1-3 474 (16.2) 568 (19.3) 643 (20.6) | 1,685 (18.7)
4 516 (17.7) 609 (20.7) 664 (21.2) | 1,789 (19.9) p<0.005*
5 264 (9.0) 298 (10.1) 332 (10.6) 894 (9.9)
6 517 (17.7) 562 (19.1) 471 (15.1) | 1,550 (17.2) p<0.005**
7 328 (11.2) 303 (10.3) 317 (10.1) 948 (10.5)
Duration of treatment (Days) 8 312 (10.7) | 220 (7.5) | 257 (82) | 789 (8.8)
9-10 257 (8.8) 223 (7.6) 223 (7.1) 703 (7.8)
11-14 190 (6.5) 126 (4.3) 150 (4.8) 466 (5.2)
15-21 51 (1.7) 29 (1.0) 50 (1.6) 130 (1.4)
22- 9 (0.3) 10 (0.3) 18 (0.6) 37 (0.4? —
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Table 2-2. Patient profile
Item 1st" 2nd? 3rd® Total Statistical analysis
<1 230 (7.9) 252 (8.5) 258 (8.3) 740 (8.2) |+
1 = <15 393 (13.5) | 473 (16.0) | 526 (16.8) | 1,392 (15.5) p<0.005*
155 < 2 518 (17.8) | 525 (17.8) | 619 (19.8) | 1,662 (18.5)
2 = <25 514 (17.6) | 564 (19.1) | 550 (17.6) | 1,628 (18.1) p<0.005°**
255 <3 223 (7.6) 224 (7.6) 218 (7.0) 665 (7.4)
Total dose (g)
3 = <4 484 (16.6) 491 (16.7) 438 (14.0) | 1,413 (15.7)
4 = <5 292 (10.0) 217 (7.4) 262 (8.4) 771 (8.6)
5 = <175 212 (7.3) 169 (5.7) 187 (6.0) 568 (6.3)
75= <10 33 (1.1) 25 (0.8) 45 (1.4) 103 (1.1)
10 = 19 (0.7) 8 (0.3) 22 (0.7) 49 (0.5) |
Total 2,918 (100) | 2,948 (100) |3,125 (100) |8,991 (100)

" Oct.1994-Dec.1994, * Feb.1995-Apr.1995, * Jun.1995-Aug.1995
*Chi-square, **Kruskal-wallis

Table 3. Adverse reactions and incidence

Statistical
Subject 1st” 2nd? 3rd? Total .
analysis*
No. of cases examined 2,918 2,948 3,125 8,991
No. of cases with adverse reactions 33 29 31 93
n.s

No. of occurrences of adverse reactions 33 35 32 100
Incidence of adverse reactions (%) 1.13 0.98 0.99 1.03
Hypersensitivity 3 (0.10) 2 (0.07) 8 (0.26) 13 (0.14)

Rash 2 (0.07) 1 (0.03) 4 (0.13) 7 (0.08)

Urticaria 1 (0.03) 1 (0.03) 1 (0.03) 3 (0.03)

Urticaria acute 1 (0.03) 1 (0.01)

Eczema 1 (0.03) 1 (0.01)

Drug eruption 1 (0.03) 1 (0.01)
Gastrointestinal 29 (0.99) 24 (0.81) 19 (0.61) 72 (0.80)

Diarrhea 24 (0.82) 16 (0.54) 16 (0.51) 56 (0.62)

Stools loose 3 (0.10) 2 (0.07) 1 (0.03) 6 (0.07)

Vomiting 1 (0.03) 7 (0.24) 1 (0.03) 9 (0.10)

Constipation 2 (0.07) 2 (0.02)

Abdominal pain 1 (0.03) 1 (0.01)

Watery stools 1 (0.03) . 1 (0.01)

Dyspepsia 1 (0.03) 1 (0.01)
Hepatic 2 (0.07) 3 (0.10) 5 (0.06)

GOTt 1 (0.03) 1 (0.01)

GPTt 1 (0.03) 1 (0.01)

Hepatic function disorder 2 (0.07) 1 (0.03) 3 (0.03)

Hepatic function abnormal 1 (0.03) 1 (0.01)
Hematologic 1 (0.03) 1 (0.03) 2 (0.02)

Hemoglobin | * 1 (0.03) 1 (0.01)

Hematocrit | * 1 (0.03) 1 (0.01)

Thrombocytopenia® 1 (0.03) 1 (0.01)
Others 1 (0.03) 1 (0.03) 2 (0.02)

Stomatitis 1 (0.03) 1 (0.01)

Stomatitis aphthous 1 (0.03) 1 (0.01)

" Oct.1994-Dec.1994, 2 Feb.1995-Apr.1995, ¢ Jun.1995-Aug.1995
*Chi-square, *Unknown adverse reaction
(Note) Subtotals by category (hypersensitivity, gastrointestinal, etc.) are shown as incidence (%) of adverse reactions.
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Fig. 1. Severity, outcome, treatment, and relationship between rokitamycin and

adverse reactions.
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Table 4. Adverse reactions and time of onset

Time Day 1
a;
Symptoms Y

Day 2

Day3 | Day4 | Day5 | Day6 | Day7 | Day 8-

Hypersensitivity
Rash 1 3
Urticaria 1
Urticaria, acute
Eczema
Drug eruption

Gastrointestinal
Diarrhea 3 14
Loose stools
Vomiting 1 2
Constipation
Abdominal pain
Watery stools
Dyspepsia

17 12 5 4 1

- e

Hepatic
GOT t 1
GPTt 1
Hepatic function disorder
Hepatic function abnormal

Hematologic
Hemoglobin |
Hematocrit }
Thrombocytopenia

Others
Stomatitis 1
Stomatitis, aphthous

1

No. of occurences of adverse reactions* 7 22

23 19 9 11 2 7

No. of patients with adverse reactions* 6 22

23 18 9 9 1 6

No. of patients examined** 8,991

8,989

5,517 | 4,623 3,073 2,125

8,967 | 7,306

*Estimated based on the zuterual between the first date of administration and the date of onset of the adverse reaction
**Estimated based on the duration of the period of administration of rokitamycin
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Table 5. Incidence of adverse reactions according to patient profile
No. of Incidence
No. of . L.
patients of adverse Statistical
Item cases .
. adverse reactions analysis*
examined K
reactions (%)
male 4,624 52 1.12 J n.s
Sex female 4,366 41 0.94
unknown 1 0
under 1 month 2 0
1 month-1 year 708 33 4.66 p<0.005
Age 1-3 years 3,762 38 1.01
4-6 years 3,341 16 0.48
7-15 years 1,148 6 0.52
over 16 years 30 0.00
t 8,440 2 1. .
Concomitant drugs presen 9 09 :l s
absent 551 1 0.18
t 1,813 24 1.32 .
Complications presen :J n.s
absent 7,178 69 0.96
Predisposition to present 322 13 4.04 ] p<0.005
hypersensitivity absent 8,669 80 0.92
mild 4,114 52 1.26 = n.s
X . . moderate 4,732 39 0.82
Severity of infection
severe 143 2 1.40 —
undetermined 2 0
superficial pyogenic 181 0.55 M
diseases
respiratory infection 8,153 85 1.04 n.s
Di . campylobacter enteritis 53 0 0.00
1agnosis ear/nose infections 472 6 1.27
oral infections 16 0 0.00
multiple diseases 30 0 0.00
other diseases 86 1 1.16 I~
<20 684 2 0.29 H
20 <30 4,836 39 0.81 p<0.005
. 30= <40 2,939 42 143
?ally d;’sage 40 <50 214 5 2.34
me/ke 50s 37 1 270
changes in dose 79 4 5.06
unknown 202 0 0.00
Total 8,991 93 1.03
*Chi-square
Table 6. Incidence of adverse reactions according to concomitant drugs
No. of No. of patients Incidence
. 0. of patien
00 ith P ¢ of adverse Statistical
i with cases of
Concomitant drugs cases . reactions analysis*
examined | adverse reactions
(%)
theophylline and 715 10 1.29 ns.
Present | similar drugs” ]
other drugs 7,665 82 1.07 n.s
Absent 551 1 0.18
Total 8,991 93 1.03

*Chi-square, *Theophylline, aminophylline, diprophylline, cholinetheophylline



690

HALZREY XH®E

AUG. 1997
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DR R EAHRE T EHYE [3 BA#), 14 H
Db] o ZBREFMAIT-72E 25, BITHRI
8,100 Bl b, [FHYE] [HHF] BALNLDD
X 6,704 BIT, ZTORERIL 828 %THY, HREN
DRBEI e h o7,

1) BEERPIBT
Table 7. No. of cases in which laboratory testing was performed

Item (before and after treatment) | No. of cases | Frequency (%)

RBC 269 3.0

Hemoglobin 268 3.0

Hematocrit 257 2.9

WBC 284 3.2

Platelet 235 2.6

GOT 145 1.6

GPT 145 1.6

ALP 63 0.7

Total bilirubin 47 0.5

BUN 100 1.1

S-Cr 101 11

RS 8,821 BB AXERICHL, HERI
\ZFBNT 24T 572 (Table 8), ZDOKE, FAERHG, 4
BB, ABE - SRX 5, BmEIMR, OFHEAER,
EOHEAER, HEER, KA, EAMMNOLE
HTHEERZD LN,

2) #R B R 2R B R R AT

KBEANTORERPLOMEZKRF L (Fig. 2),
BEMLEYER, »r¥uns ¥ —BRTILHRE
BHICBLWTRFLRERIEON, FRSFEIED
mTiE~v A a7 X<, 77 3IVT7THRTORE
MHERETHo7, BREFMEABRBRMEONEELTIEE 3
RAEBHCTRIFTH - 72,

3) EHEROMHT

HEXTHEEFZOOW 2 FLHBICHL, &&
FEAETEETVELEEIONLEREHHT L7,

(1) 152A~1EEKFEDRERIZ BT 5 T

EWROBTIE [1 AH~1 kil OEB THREX
MWEL, ZOFHOATHOERNBERZITo72LC
5, BEMER, AELFER, EHMMNCTEES

|1st” W2nd” 03rd” Statistical
analysis”®
superficial - 90.2 %
- B (39/43) 90.7 % n.s.
pyogenic diseases ‘ (88/97) 90.7 %
672/845 79.5 %
pharyngolaryngitis (769/939 81.9% n.s
(720/859) 838 %
(1,223/1,522) 80.4 %
acute bronchitis (1,319/1,573) 83.9 % p<0.05
(1,261/1,529) 82.5 %
110/126 87.3 %
tonsilitis 101/125 80.8 % ns
(137/163) 84.0 % ’
83.9 %
pneumonia 87.0 % n.s.
87.5 %
mﬁ?::;?:l 68/77) 88.3 %
P (103/112) 92.0 % ns
chlamydial
pneumonia
100.0 %
campylobacter
L 86.7 % n.s
enteritis 875 o/‘:
/ 76/118 64.4 %
i 79/109 725 % p<0.05
(194/242) 80.2 %
(2/3)
oral infections | (0/0)
] : | (s/13) _]1000%
0% 20 % 40 % 60 % 80 % 100 %

Y Oct. 1994-Dec. 1994, * Feb. 1995-Apr. 1995, * Jun. 1995-Aug. 1995
*Markedly improved + Improved/Total *Chi-square test

Fig. 2. Efficacy according to disease and time of investigation.
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Table 8. Efficacy according to patient profile

Item Efficacy rate* (%) Statistical analysis
Total 7,259/8,821 (82.3)
Time of investigation st 2,289/2,846 (80.4)
2nd? 2,408/2,904 (82.9) :|p<0,01'
3rd¥ 2,562/3,071 (83.4)
Sex male 3,730/4,534 (82.3) ]n .
female 3,528/4,286 (82.3)
unknown V1 (=)
Age under 1 month 212 (=) []
1 month-1 year 528/689 (76.6)
1-3 years 3,011/3,692 (81.6) p<0.005*
4-6 years 2,718/3,281 (82.8)
7-15 years 976/1,129 (86.4)
over 16 years 24/28 (85.7) ||
Hospitalization status outpatients 7,093/8,618 (82.3) (—
inpatient 92/95 (96.8) p<0.005*
out/inpatient 74/107 (69.2) | |
unknown o1 ( —-)
Duration of disease (Days) 0-3 2,036/2,428 (83.9) |
4-7 2,618/3,029 (86.4) p<0.005*
8- 2,210/2,808 (78.7) |
unknown 395/556 (71.0)
Concomitant drugs present 6,787/8,277 (82.0)
absent 472/544 (86.8) ]p<0‘01'
Complications present 1,394/1,762 (79.1) :|p<0.005‘
absent 5,865/7,059 (83.1)
Severity of infection mild 3,346/4,055 (82.5)
moderate 3,810/4,625 (82.4) ]p<0‘05‘
severe 103/140 (73.6)
undetermined 01 ( -)
Previous treatment with present 1,544/1,876 (82.3) ]n.s
antimicrobial agents absent 5,707/6,935 (82.3)
unknown 8/10 (80.0)
Diagnosis superficial pyogenic diseases 164/181 (90.6) [
respiratory infection 6,683/8,103 (82.5)
campylobacter enteritis 48/52 (92.3) p<0.005°*
ear/nose infections 349/469 (74.4)
oral infections 15/16 (93.8) ||
Daily dosage (mg/kg) <20 555/671 (82.7)
20 <30 3,927/4,762 (82.5) T
30= <40 2,343/2,876 (81.5)
40= <50 176/210 (83.8) n.s
50=< 30/35 (85.7) ||
changes in dose 61/77 (79.2)
unknown 167/190 (87.9)
Duration of treatment (Days) 1-3 1,213/1,646 (73.7) [
4 1,437/1,762 (81.6) p<0.005
5 760/882 (86.2)
6 1,342/1,527 (87.9)
7 800/936 (85.5)
8 656/766 (85.6)
9-10 581/693 (83.8)
11-14 358450 (19.6) | | oo
15-21 86/124 (69.4)
29- 26/35 (74.3) | |

v Oct.1994-Dec.1994, ? Feb. 1995-Apr. 1995, * Jun. 1995-Aug. 1995
*Chi-square,* *Wilcoxon, *Markedly improved + Improved/Total
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BAbNT, Tbb, 1 2H~1 RRBOERTIZE
HHE (8] DEFTHEFEIED 72 (Table 9)o

(2) RBHWIM 8 HL LRGN BT BT
BEHMNOBTIZ [8 H~] OHE THEREIEKSL,
ZOHBOATHOERNBEN 21707225, &
SEAER, KRB THEHBESRALK, EHRHEMNTAH
BEMNAOLN, ThbL, BRHMBEORVERTII,
P 5- MRS R TR EFAEA - 72 (Table 10),
(3) PEHE TH] DERINIBT BT
[ZotoBcsOBRERBEEM], [LPEREH ],
(%] [REBEHE] OB THERNRLRLEN
572 bo b ELAHIN TV AEFIL [HREE
HE] Thbh, O, 15,667 EHMFFHINL T/
(HERIZ 802 %)o RVT [TLLVXF—HE| 5TH
2R, FhonpARATORELRIIRIFTH - 72
(Table 11),

(4) BUE [H] OEPICBIT L8
EPHEOFEBNICAL L [BUHREIABLIUVAN
MREIR] THEX 71.4 % (50/70), [{LBE#ESB X

CHMABHOBE %] 72.2 % (78/108), ISR
DB 75.0 % (12/16) THhY, ThHLOEHETY
EXNRRED o 72, EHEOPTE D o2k
Bz (WME] THY, 641 BUIHR LKAEFEIZT83 %
TH -7 (Table 12),

(5) H BRHHBURSEIC BT BT
RBIOHRTIE [HARHEBRBRRE] OHETHHE
KHREL, ZOILORBURBFFIE (HFEFXR] »
90.5 %, [HER] 25779 %, [BIBER] 28712 %
ThHh, EREXEALNL, LA LERYS, HEED
EONFMMICHBL5 A AL ELONLNEREAN
BIOKEOMHEHYM 3 Bk, [14 BUE] 0
BlABRVWTBEN 2T 25, mER, NEBLTIR
RELDERAONL D 5722, BIABERTIRES
D LERMPED ST (Table 13),

5. REBITOREL OHE

AREE T TONRBERTER S NRBR L 5HED
RBROREN, HWHORBELHEL 2,
BIERICOWTIIREK X TA® 622 BIhRES 1 4

Table 9. Efficacy in patients age a 1 month-1 year

Item Efficacy rate* Statistical analysis
(%)
Duration of disease (Days) 0-3 108/143 (75.5)
4-7 189/229 (82.5) :| p<0.05*
8- 196/270 (72.6)
unknown 35/47 (74.5)
Concomitant drug present 497/648 (76.7) :l
absent 3141 (75.6) e
Complications present 88/128 (68.8)
] p<0.05°
absent 440/561 (78.4)
Severity of infection mild 247/326 (75.8) M
moderate 270/346 (78.0) n.s.
sever 1117 (64.7) |
Diagnosis superf;ic;zla::(:gemc 1214 857
respiratory infection 497/651 (76.3)
campylobacter enteritis 2/2 (=) e
ear/nose infections 17/22 (77.3)
oral infections oo ( -)
Duration of treatment (Days) 1-3 88/131 (67.2) [
4 94/128 (73.4)
5 50/66 (75.8)
6 100/118 (84.7) ns
7 68/80 (85.0)
8 41/55 (74.5) $<001°
9-10 44/54 (81.5)
11-14 33/44 (75.0)
15-21 7/10 (70.0)
22- 33 (-)
Total 528/689 (76.6)

*Chi-square, **Wilcoxon, *Markedly improved + Improved/Total
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Table 10. Efficacy in patients with an-8 day or longer duration of disease

Item Efficacy rate* Statistical analysis
(%)
Age under 1 month 1 (=)
1 month-under 1 year 196/270 (72.6)
1-3 years 946/1,204 (78.6) ns
4-6 years 810/1,019 (79.5)
7-15 years 253/309 (81.9)
over 16 years 45 ( -)
Concomitant drugs present 2,121/2,702 (78.5)
absent 89/106 (84.0) :ln' °
Complicatios present 542/709 (76.4) [ |
absent 1,668/2,009 (79.5) | | "o
Severity of infection mild 692/896 (77.2) [ ]
moderate 1,465/1,838 (79.7) n.s
severe 53/74 (71.6) [
Diagnosis superﬁ.clal pyogenic 2731 (87.1)
diseases
respiratory infection 2,093/2,650 (79.0) os
campylobacter enteritis 44 (=)
ear/nose infections 84/122 (69.7)
oral infections 171 ( -) iJ
Duration of treatment 1-3 122/238 (51.3) [
(Days) 4 211/308 (68.5)
5 133/173 (76.9) p<0.005"
6 352/426 (82.6)
7 265/320 (82.8)
8 402/464 (86.6)
9-10 403/473 (85.2)
11-14 245/302 (81.1) p<0.005°*
15-21 61/81 (75.3)
22- 16/23 (69.6) —
Total 2,210/2,808 (78.7)

*Chi-square, **Wilcoxon, *Markedly improved + Improved/Total

(0.16 %), TH# - 81E 5 # (0.82 %), ZTDHMDHAL
SBER 3 # (049 %) ThHhH, SEOEHRERED
BEGE 0.14 %, HILBEIR 0.8 %L KELENIZ LD
o575, REMFI TR oMo 2ORKD 2 #
(0.02 %) Z#ED STz (Table 14)o

BREMBREICOVTIIRDE T TORBTIIHFRE
BEIRE S 455 B 2.4 %, HRRMEH 5.5
%I\ZRBD STz, —F 4 B O Tl E RE 6
PREFICRL S5, FFEEREEE 145 Bt 6 # (4.1
%) ZRBDONTz, MRICEVWIFBEROEICOWT
BESEERAZ SN TBOTFIHTH -2

BISRBE LTRAIB LA TV EIRBOAREL
DU TR LRI R BAVKER £ T 17 HIEFA
% (100 %), fEAkEFRE 181 Bt 164 BIHR) (90.6
%), WERBsRRYguSE TI3RAR % T 322 B AER) 273
Bl (84.8 %), fHEFIRMFAZ T3 8,103 A %) 6,683 Bl
(825 %), Hrvunyy—BRiIKLRE T 36 A%
BIE%D, fEEREAE 52 PIh AR 48 B (923 %) T

& -7 (Table 15),
1. = %=

EPETRITICHBBICEAOERFEDDDOR
EXfThRA TR, BFOWEEOHBEREH I X
LSEMVERICHT AHMLORETEA L L HIC, HRERE
WX REH -  AMBNORROEERSRRINS X
ICHoTE LEALUERDBAEFERLEONEK
BIoWTREZ DR EHE N, X FEHICHAEN
EREIND IR oTEL, BEAEZ TR THHRERAE
OFEE] *HEL, BEEXEOHE (SBR (Summary
Basis of Reexamination) A& LY, &5 [HR#E
FAERFNZES) $2RB LRI ER, SERE
EKHELRMFL CFR 844 6 A 26 H), X512 [EX
mOMMEHAEDOEE (GPMSP (Good
Post-Marketing Surveillance Practice) (B3 244 ]
ERfMLZ CFR 94 3 A 10 H)o ThidhikgHAE
WKDOWTER, MBREETLLEFMLHHALLZSINT
By, SHEoTREREOFAEEZRL, TOHKRD
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BHARE EDZDDELEFR 5,

LI REROD L FRESHIIMBEL, D&
METREREORRIEIIZRDTE, COFBER
DODOHBHEDABIIEHERBIIS LLRAETH S
2o, ARBRBROBETCEBONE»ST-MRADPES
NBWREEEHY, BELEBBREZVBLIIEN 0
CEZONEH, RET TIIARINIZRZm LIS R {59,
MNEASAITOREIR O,

RKM Dry Syrup ® 200 mg/g BAII 7547~
ADEEEZBHELTHEEMORZZB-BATHY,
SHEMERAOPLELEDDDEEZONSL D, SHEHAK
RORFTHEP LY [EHREREDL] 2EHEL,
HERTTOREN - HEHMICH LB 21T- 7

CORETIE, TRERESFA FF74 Yo T,

Table 11. Efficacy in patients receiving concomitant drugs

Concomitant drug Efficacy rate®* (%)

Central nervous system-acting drugs 1,458/1,708 (85.4)

Peripheral nervous system-acting drugs 33/38 (86.8)
Sensory organ-acting drugs 126/167 (75.4)
Circulatory drugs 106/120 (88.3)
Respiratory drugs 12,572/15,667  (80.2)
Gastrointestinal drugs 624/732 (85.2)
Hormonal drugs 165/202 (81.7)
Dermatological drugs 192/214 (89.7)
Dental/buccal drugs 6/6 (—)
Other specific organ-acting drugs 3/5 (—)
Vitamins 21/24 (87.5)
Tonics 14/17 (82.4)
Blood/body fluid-acting drugs 294/375 (78.4)
Other metabolism drugs 1,334/1,617 (82.5)
Anti-allergy drugs 3,417/4,269 (80.0)
Crude drugs 3/4 (—)
Chinese medicinal preparations 28/34 (82.4)
Antibiotics 433/533 (81.2)
Chemotherapeutic drugs 10/16 (62.5)
Biological preparations 4/5 (—)
Prescription drugs 40/47 (85.1)
Alkaloid narcotics 67/82 (81.7)
Other 21/23 (91.3)

*Markedly improved + Improved/Total

RYOOLRVEFZER, LIVBEEORVWTTANRT T ¢
ThFr—sNEERA, ERAXTHFRZRALL, &
DHETHRYOERBIITF LIS A AV, BHED
Nk TORBOL LR VERITREL HELZERZ TV,

RERFBEELT 1 EM% 3 2ORBICRYY, |
—O7aba—Nk 3 ERVETHERETIT o272
B, F— s BRRHANOZFHNLEB LM TE 7,

BEOERIIOVWTRFHEBY DK ENSE » o 7,
EHERPEREEICOVTREDOMMI VEELAEY
HILMNTEY, WEMENRONIZL LY, 5%
DRAETRERTRERTHLLEZ T

KB TIIAHA MLs L W) EHDD Y, BHEBR
PIEDHFL L 2o 72,

BIERIZDOWTIX 8,991 #iH 93 1 (1.03 %) 2R
L, ZHNLEBEIAON Lok, TORERR
BEi, 100 mg/g, 200 mg/g MBFIZBIT 2 EKIK T
TORE (995 Firf 12 #1 1.21 %™ B X T 100 mg/g

Table 12. Efficacy in patients with complications

Complication Efficacy rate* (%)

129/157 (82.2)
Specific diseases caused by Coxsackie virus 16/19 (84.2)
Conjunctival disorder 34/43 (79.1)
Non-pyogenic tympanitis or auditory canal

Enteric infection of unknown etiology

29/38 (76.3)

disorder

Pyogenic or indefinite otitis media 78/108 (72.2)
Acute nasopharyngitis 25/31 (80.6)
Acute sinusitis 12/18 (66.7)
Acute pharyngitis 29/36 (80.6)
Acute tonsilitis 40/51 (78.4)

Multi-focus or unlocated acute upper
. . . 87/106 (82.1)
respiratory infection

Acute bronchitis or acute bronchiolitis 50/70 (71.4)
Chronic sinusitis 64/81 (79.0)
Allergic rhinitis 717/95 (81.1)
Asthma 502/641 (78.3)
Diseases of oral soft tissues 12/16 (75.0)
Gastric dysfunction 26/29 (89.7)
Atopic dermatitis or related disease 43/50 (86.0)
Contact dermatitis or other eczema 15/17 (88.2)

*Markedly improved + Improved/Total

Table 13. Efficacy according to ear/nose infections

Analysis of all cases

Analysis of cases adjusted*

Disease Efficacy rate*

Statistical
(%) analysis® (%)

Statistical

analysis*®

Efficacy rate*

Otitis media 127/163 (77.9)
Otitis externa 19/21 (90.5)

Sinusitis 203/285 (71.2)

Total 349/469 (74.4)

7.

106/136 (77.9)
19/21 (90.5)
126/163 (77.3)

.-

251/320 (78.4)

*Chi-square, *Markedly improved + Improved/Total
*Patients who received treatment for less than 3 days or more than 14 days and those receiv-

ing concomitant antimicrobials have been excluded.
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Table 14. A comparison of the safety (in pediatrics until the approval vs. in drug use

uncestigation

Adverse reactions and incidence (objective and subjective symptoms)

Incidens in pediatrics Incidens in drug use
until the approval investigation
No. of cases examined 622 8,991
No. of cases with adverse reactions 9 87
Incidence of adverse reactions (%) 1.45 % 0.97 %
Hypersensitivity 1 (0.16 %) 13 (0.14 %)
Rash 1 (0.16 %) 7 (0.08 %)
Urticaria 4 (0.04 %)
Eczema 1 (0.01 %)
Drug eruption 1 (0.01 %)
Gastrointestinal 8 (1.29 %) 2 (0.80 %)
Diarrhea 4 (0.64 %) 57 (0.63 %)
Loose stools 1 (0.16 %) 6 (0.07 %)
Anorexia 1 (0.16 %)
Others 2 (0.32 %) 12 (0.13 %)
Others 2 (0.02 %)
Stomatitis 2 (0.02 %)

Table 15. A comparison of the efficacy (in pediatrics until the approval vs. in drug

use uncestigation

Incidens in pediatrics

until the approval

Incidens in drug use

investigation

Skin and soft tissue infections

21/21 (100 %)

164/181 (90.6 %)

Respiratory tract infection

4317/509 (85.9 %)

6,683/8,103 (82.5 %)

Campylobacter enteritis

36/36 (100 %)

48/52 (92.3 %)

Ear/Nose infection

349/469 (74.4 %)

Other infections

15/15 (93.8 %)

Total

494/566 (87.3 %)

7,259/8,821 (82.3 %)

BAO [EHAREHAEL ] ToORE (8,717 Bt 65 Bl
0.75 %) DR LHBELEIAONLE P57,
BIfER oMz, AZER O/ BFHSUR O RERRH
ERBICTRIS OB BAERS 0.80 %L bo b %
{, UTBBUE 0.14 %, FFHERES 0.06 %, MK
BREDRE 0.02 %% ThHY, BELREEHCHZ
KAMOBER IRZD b o7z. izl MLs i
AWELABEOBETTH D, Wt LTI i AL 8
R IBRETHLEXDH S J:%x%nto ¥/, K
DR ORBE LB+ 2 L3RRI TRS W EE
HARREMBREAZMRIET A ETEELZZ LN,
ERBOBET T M1 2B ~1 ki) TR/EARER
N 4.66 %L BN o720, KBEHTE TORETIE 6.25
%, HHBRERAET TIE 292 %& 1158 [1 K]
DRBAXMEARICEL, THFERERTH-7. 1 H

/J\

HERHITIE [1 BESR] 2T ONTRIER (Gl
L2REE) BHEIMMLZD, ChIBRMAREC
BIITHENPRECIEPRRALTVWR L EZ bR,
FBBUEREN [H] OEFAT, REXPAEICSE
Mozl LD EDMOEH L FH UBEMTDH - 729,

HMEEREZZRLZREATIE, A—0BHEIIHLT
BROERPER SN AHEMMICH Y, SHORETH 1
A7z 0 F1y 3.1 EHRAMER I TV,

MLs Tid74 71 v L HEAHPB XSRS
7o, AR TORERMRBRAR LB LA, Zofl
DEH L OMICABEE I D572,

AL 8,821 BITHETL, XFEHIL 823 %THDY
PIRBEBREE D 87.0% E KELEIR O AR -7,
AR TIESE 1 KWK 80.4 %, & 2 KiRE 829

%, % 3 KWK 834 NEABENEDOLNIZ, D%
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REERCTEREE, FHREOEFE, AHHEOHE,
BEIEREADEELREIABENALNRTVWAZ LI
RBELTWRIDEEZONL, LALENEOHE
KBOTHHEREIZLEDOV LV EBRNLHEN
VELEZEZ LN, SHUBSEIREFHEEZ T
%5

FRAETIMEEHRASTFLEERT, FHC
PO MUEROHMBICET 2RI +5Tdh - 7225,
RBAFOBRBE LB L BRERTOAENED L IEH
HEOMMOBS IV DELEEZ OIS, 5HOT
WERETIMAZNRTOEBITEEL 7T b I —
NOERALEEBbhi,

VEDOB#EL Y, RKM BEECBVTHIRENIE
, POBERLGERTHA I ENHERESNLY, KB
BOBMERET 2 LaRet AR OFMICE
BoRAL Y PTHD, ARBROBREE LBEAFTELT
WEORENLINEKRETDH 5o

#H O

RKM OREM - BT 2 HREAEOER%
LR TERREHOKFICI VRFEETHALEE
Tl COFNICLY, MR BIUOTRER
BIZHTHHEFHALHIIIRY, FERLZEREIES
NEL7e BHEODIZBIZTZILTHAHIZO 0D D

T, BELERERBT SV LZEZEOS L DL
HIS, LEYVRSBHBLET IS,

X 13
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Efficacy and safety of rokitamycin dry syrup 200 assessed in
a post-marketing surveillance

—Relationship between season and safety/efficacy—

Keisuke Sunakawa', Naoichi Iwai*, Yoshikiyo Toyonaga®, Tatsuo Katoh?,
Hironobu Akita*, Tatsuhiko Kuroda®, Yoshiaki Muramatsu®,
Kiyosumi Yamaguchi® and Hirotoshi Sugiyama®

" Department of Pediatrics, The Second Tokyo National Hospital, 2-5-1 Higashigaoka, Meguro-ku, Tokyo
152, Japan

? Department of Pediatrics, Meitetsu Hospital

¥ Department of Pediatrics, Yamanashi Red Cross Hospital

¥ Department of Pediatrics, St. Marianna University. Yokohama city Seibu Hospital

> Asahi Chemical Industry Co., Ltd.

A surveillance study on the use of Rokitamycin (RKM) Dry Syrup 200 was conducted with the
aim of improving the drug’s compliance with the result of the safety/efficacy investigation on its
actual use. Adverse reactions occurred in 93 out of 8,991 cases (1.03 %), without taking the sea-
son into account, and no significant differences from the results of the investigation performed
before approval were observed. Gastrointestinal symptoms, including diarrhea, were most frequent
major adverse reactions observed, and none of the adverse reactions were severe. Investigation of
drug interactions showed no significant interactions during concomitant use with theophylline or
other drugs. Efficacy was evaluated based on 8,821 cases. The results showed an efficacy rate of
82.3%, and not significantly different from the 87.0% figure obtained in the trial conducted as a
part of RKM development. Sufficient bacteriological investigations have not been performed. The
investigation of the emergence of resistant organisms during the use of the drug was insufficient;
however, based on it’s efficacy in clinical experience, an increase in resistant organisms appears
unlikely. Based on these results, RKM was confirmed to be an extremely safe and useful drug.



