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Clinical Evaluation of Doxycycline(Vibramycin®) in Respiratory Tract Infection

J.K. Lim, M.S. Kim, S.G. Shin, H.I. Yoon and S.A. Hong

Department of Pharmacology, College of Medicine

Seoul National University

Pan-Korean multi-center trial of doxycycline in the treatment of upper and lower respiratory

infection was carried out in the summer(from May to October) of 1975. A total of 204

patients between the ages of 3 and 75 was treated by 37 physicians including the internal

medicine, pediatrics and ENT specialist in 17 general hospitals and 2 private clinics all-over

the country. The dosage recommended was 200 mg on the first day of therapy followed by

100 mg daily thereafter. The pediatric dosage was 4 mg/kg on the first day and then 2mg/kg

on each successive day. The subjective and objective signs of respiratory infection such as

temperature, cough, sputum, pain and associated inflammatory symptoms were assessed using

the carefully designed protocols and it showed rapid improvement by the fifth day (80%) of

therapy. Only minor side-effects were reported and these were mild and mainly limited to

gastrointestinal tract. The overall evaluation of the trial showed that 170 petients(83,3%) had
a very geod or good result, 13 patients (6.4%) a moderate and another 13 patients (6.4%) a

negative result.
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4 rickettsiae,

CH; OH N(CHs),
/\/\/'\/,\__OH
[ . “—-—CONH2
NN NN
ol bou o
Chemical structure of doxyeycline
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Table 1. Age erd sex distrituticn of the totef
204 patients
Sex | T -
Male Female Total(%)
Age
Total - 134 70 204(100%>
0~10 34 16. 50(24.5)
11~20 20 9 29(14. 2)
21~30 34 10 44(21. 6>
31~40 19 9 28(13.7>
41~50 16 9 25(12. 3>
51~60 8 7 15 7.4)
61~70 6 4 10C 4. 9>
71 0 2 2C1)

A% 174 FH9Lst 24 A9
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e g3te AL 2 FRIFAREFLE AT
g}, Ay 23y Table ool A} ¢} BT zcute bron-
chitis(26% )8} chronic bronchitis & F4 <t31(18% )
2 gg A ge] 549 (26.4%)0.2 AAYEF 7+
A ge wgd As g, e o Ak
pneurronia(Z89 Dot Lronckopneumonia(189% )& fﬂ‘
g w9 46m(22.5%)0] 9o o5 tonsﬂms 32
w), pharyngitis 319, otitis media 1373 AT U
wl®] 289 13.7%% sinusitis(E9), infected asthma
(9%), tracheitis(5%), dental infection(2%) ¥ 7}
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Table 2. Number and percentage of the patient
according to the diagnoses. Numbers in
parenthesis indicate the male/female
ratio of the diagnosed patients.

Diagnosis No.(M/F) %
Acute bronchitis 36(20/16) 17.6
o eaio ] 1804/ 8.8
Pneumonia 28(19/ 9 13.7
‘Bronchopneumonia 18C 7/11) 8.8
"Pharyngitis 31022/ 9 15.2
"Tonsilitis 32023/ o 15.7
Sinusitis 5( 3/ 2 2.5
“Otitis media 13C10/ 3 6.4
Infected asthma 9( 5/ 4 4.4
Dental infection 202/ 0.98
Trachetitis 5(4/D 2.5
Others 7(5/2) 3.4
Total 204(134/70) 100

o el AR ZAgel AR ARG Fe) R 9
v} Table 35} Fig. 149} o] & 2049 223 2=
el 37°ColAhe 18l A 1609 (78.4%)% o}
296l = 1255 (6L 3%)0.2 4RI, 3,4,5¢4 =
Z7 8779 (42.2%), 697(34.3%) 514 (25%)3 .0
A8 10940 % 37°C ol 44 vehd AL 53(2.5
%)9.ou 1 FEE 38°CE ¥ g3k ¥ 2
Lol 40°ColAbe] e wel AV 7Telg ey 2
A 2o s AN 39 o] Fel FWE 40°C

S14E e A ek

Ao

Table 8. The number of patients with a temper-
ature higher than 37°C is shown on a
daily basis.

Temp. °C 1 2 3 4 5 6 7 8 910
40 7 02 1 — — — ————
39~40 42 18 8 1 1 — 1 11—
38~38.9 69 44 27 24 13 8 2 1 11
37~37.9 42 61 51 41 37 27 10 8 1 4

Total No. of

pt. with temp.|160 125 87 69 51 35 1310 3 5

above 37°C

<y =>
Doxycycline 2| 8.7] 7+ Aghs T 48+ 3 A4
2.9k3 A 2 (viscosity) S A A} ]—9&_0_‘:4 7t 7 minimal,

aticnts
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Fig. 1. Evolution of the temperature in patients
with an initial temperature higher than

37°C.

moderate, copius sputum 3} low, moderate, very

viscous = bFgiel. ARk oko Table 4 4 Fig. 29

Table 4. The number of patients with sputum
above minimal volume.

Day

6
Sputum 1 2 3 4 5
volume

Copius 7 9 7 4 2 1 ————
60 47 22 24 13 10 8 4 2 1
44 50 55 59 50 37 302611 8

Moderate
Minimal
Total No. of

pt. above
Minimal

135 106 84 87 65 48 383013 9

$5 of Patients

Lt
n
<

! 2 3 4 s € 7 8 -] i0
Day

Fig. 2. Evolution of the volume of the sputum
‘in patients with above minimum volume
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As}t o] A8 2YelE 1359 (66. 2% )6 A minimal
o] 4 ol gl ot A 5 A G A el whe} zhadte] 1094 ]
£ 98 (4.5%)4 A mte] AAyol el gaL 241el copius
volume & 29l 1790] 64 Fd = FAFE 2LelA
o} o Agkakg A3 gkl

gk A ol 9ol A= Table 591 Fig. 3014 A" &
A Astel] el AEs B-e(low viscosity)dhAL
4= 28 3~494 77 Fs}slE 9kl moderate W] %)
very viscous 3% M-S 543 FARAS4E A A
& 5dAdE B AE(very viscous)E T 4FE
AL g gk

Table 5. The number of patients with sputum
above low viscosity

Viscosity of | 22Y

sputum 1 2 3 4 5 6 7 8 910

Very viscous 6 4 1 1 1 —
Moderate 64 40 23 18 8 7 7 21—
Low 56 60 62 61 46 31 11 6 2 4

Total No. of

patient - |126 104 86 80 55 38 18 8 3 4

oot
%0 L
so} ‘
70[

50{ \\
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% of Patients
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2 3 4 L & 7 8 9 10
Day

- Fig. 8. Evolution of the viscosity of the sputum
in patients with above low viscosity.
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AR AEE ARAon sodr)e THstne
AAAN e 2 steF doxycycline 2] 8o B2 AR
%5 mild, moderate, severe 2 Vo] SIFEE & Q
v}, Table 63} Fig 4914 o] A2 A3 ol&
o 7L Z4FE dAer) WA gL F
Anzgdd milde|4-& 348 AL §F 1489725

%001} A% AR 10806]E 39(L5%)LR
Z293 AAdA o R severe dria 34F FAASL 29
ol 2909 0a} gl Fel & BAEE g5tk

Table ¢. The number of patients con&plained
cough is shpwn on a daily basis,

Degree of D_az

cough 1 2 3 4 5 6 7 8 910
Severe 29 20 8 4 2 1 1 1——
Moderate 82 45 38 24 9 7 4 2 1—
Mild 37 55 58 71 48 34 21 8 1 3
Total No. of
pt. complained|140 120 104 99 59 42 26 11 2 3
cough

2 of Patients
»
o

., 2 3 4 5 6 71 8 8 0

Fig. 4 Evolution of the cough in patients with
above mild degree.
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Table 7. The number of patients complained the
associated pain. Mild, moderate and
severe degrees were subjectively deter-
mined by the patients.

Pai Day

an 1 2 3 4 5 6 7 8 910
Severe 2% 2 4 1 — — — = ——
Moderate 41 37 23 13 6 4 1 2— —
Mild 51 50 51 45 31 17 10 5 2 1
Total No. of

pt. complained|117 109 78 59 37 21 11 7 2 1
pain

100
s0:

80

% of Patients
- @ b Ao N
© 6 ©& 0 © o ©
— ——

L
L

12 3 4 5 6 T 8 9 10
Day

Fig. 5. Evolution of the pain complained by the
patients.

AE294d 1207 (58.8%)M4 2w
595 Az wel 104l 2544 “J_“ﬂ A
ol v} (Table 8, Fig. 6).

Table 8 The number of patients associated with

inflammatory symptoms is shown on a
daily basis

Degree of Day

symptoms, 1 2 3 4 5 6 7 8910
Severe 33 21 4 3 1 — ————
Moderate 53 33 29 20 8 3 11— —
Mild i 34 43 52 40 25 17 8 2 2 2
Total No. of

pt. with infl. 1120 97 8 63 3¢ 20 9 3 2 2
symp,

=
[+

3

IOO[’
90
80
70]
8Q
50T
40

9% of Patients

30

20 N

;gL ‘ L \\\M~~L

] 2 3 4 5 5] 7 8 9 1
Day

Fig. 6. Evolution of the associated inflammatory
symptoms(local heat, swelling and engor-
gement),
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Doxycline 8] A&7 75 2444 23 % T
EE mild, moderate, severe  T-E3lg ). 2043
2@z ok 19%9 37ANA FAge] EY
o) el 280 mild¥ 7$932 moderate B
severe-‘e 7—]'7—}‘ 773, 1Helglon] RAL Wi B
boolsk 1Eglgch ¥ $9% 2E A
_g.% _f;,]z A o] F35 nausea, vomiting diarrhea,
anorexia @ epigastric discomfort 24 L AEE of
F Avjatd 194 AgdnE oluEd ARE T
g st oplgen Be AL F5 4
8.8 we)x @grh o]Hd RAEHL tetracycline
A% e FAGEENA TEAoE L £ 9 9l L.
ATRAAY fARATELLE AL ALBA
ARE 29 JER AY A7 okdde T Al
So A3t =t 39 adl AT 4F £ARA% &
spEo] MZEte] ¥l @A F& Ao Aasdth

m[m
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AN E FT
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h Awy ARAEAAR 55T AL Ve g
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+ Table 9. Evaluation of the results in relation to the diagnoses

i . ‘ Result

1842N0sS1s .

: TV BT T Good Nowcoy| Mgderste | Negailve " | Not specified
Acute bronchitis 13(36. 1D 16(44. 4 3083 3(8.3) 12.8)
Acute exacerbation of 7(38.9) 6(33.3) 3(16.7) 2(1L. 1) - :

chronic bronchitis i

" Pneumonia 5(17.9) 17€60.7) 207.1) C 2D 2(7. 1D
Bronchopneumonia 8(44. 4 8(44. 4 00 1(5.6) 1(5.6)
Pharyngitis 14(45. 2) 15(48. 4 000 13.2) 13.2)
Tonsilitis 17(53. 1D 10(31.3) 13. 1D 2(6.3) 2(6.3)
Sinusitis 0(0) 4(80) 120 o0 0C0>
Otitis media 7(53.8) 4(30.8) 17.7) 1.7 0o
“Tracheitis 3(60) 1¢20) 1C20) 0(® 000
Infected asthma 2022. 6(66.7) 00D 00 1AL D
Dental infection 1(50D 1(50) 000) 0(0) 1))
Others 2(28.6) - 3(42.9 1(14.3) 1014. 3 000

Table 10. Overall evaluation of the results

Patient Cumulative

Result %
4

Number %'

Very Good 79 38.7

Good 91 44.6
Moderate 13 6.4 89.7
Negative 13 6.4 96.1
Not specified 8 3.9 100

387
83.3

100l
90 ¢

93.9%

70+
6ol
50}
40
30
20

- 4 of Patlents

—

8 9 1011-1418<
Day

1 2 3 4 5 67

Fig. 7. Overall improvement in relation to days
of treatment in total 204 patients with
upper and lower respiratory tract infect-
ions.

8k o] &bz 722 doxycycline A FHA¢ &3 =
Al 33 X445 AFARE S EL F¢5ld
doxycycline ¢] %7 ZdZel] vigt QA4 AEE
& Ewj(very good), B%i(good), wHEEHER(mo-
derate) % FEA(negative) o] 2Tt wh
ZRietyd 23 Table 9l 39 o] FEay 2 FR-L A%
ol e} 80~100%5 RGP 2047 A e ARANAE
Teble 10914 219 sk 799, HHsL 018, HEE
Bt 13902 & 1839 80.7%A HEF RL=
SRS Q1 s 139, 6.4%2 fASH o] doxycye-
line 2 A4 == LI EF/AAAFTARA FHT #
&3y Aos Austgdrh
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