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Clinical Study for the Effect of Loracarbef(LY 163892)

in the Treatment of Lower Respiratory Tract Infections

Se Kyu Kim, M.D., Hong Lyeol Lee, M.D., Joon Chang, M.D.,
Sung Kyu Kim, M.D., Won Young Lee, M.D.

Department of Internal Medicine, Yonsei Universily College of Medicine,
Seoul, Korea

The treatment of lower respiratory tract infections requires an agent with activity against a wide

range of bacterial pathogens, including pathogens that produce f-lactamase. Loracarbef, a member

of the carbacephem class of antibiotics resistant to #-lactamase, was tested in a series of clinical tri-

als for its efficacy and safety in the treatment of lower respiratory tract infections including bacteri-

al pneumonia.

We gave loracarbef, a member of the carbacephem class of antibiotics and cefaclor over a 2-week

observation period to 60 patients with lower respiratory tract infections during the period from

March 1994 to August 1994 in Severance hospital, Seoul, Korea. In this study, 60 patients (35 men,

25 women) were randomly assigned to receive 200mg of loracarbefl twice daily or 250mg of cefaclor

thrice daily in patients with acute bronchitis and acute exacerbation of chronic bronchitis and to re-

ceive 400mg of loracarbef twice daily or 500mg of cefaclor thrice daily in patients with bacterial

pneumonia for fourteen days.

The results of our study were as follows :

Significant improvement in symptoms such as cough, expectoration, dyspnea, tachypnea, chest

pain, chills and abnormal physical signs on auscultation was noted. Clinical response was assessed in

30 loracarbef-treated and 30 cefaclor-treated patients. Among these evaluable patients, a clinical

cure was found in 50% of the loracarbef-treated patients and in 46.7% of the cefaclor-treated pa-

tients and improvement in 46.7% and 46.7 %, respectively. The overall clinical response to loracarbef
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and cefaclor was 96.7% and 93.4%, respectively. Loracarbef was well tolerated and side effects was

negligible.

It is concluded that loracarbef is safe and effective in the treatment of lower respiratory tract in-

fections.

A =

F4 %7 AdFL dA4Ee] HLE 2 F
2% deo® FA4 71RAG F oA ATl
o3 94 7R FA F87 oF 1/3 AEE
AAsed A5 geide A dAgez A
PPozxn FA TF FHE 2Ystod 4EL 4
a7l et

7= 7S wlelejazt F3 Yo At St
replococcus pneumoniae, Hemophilus influenzae, Mo-
raxelle (Branhamella) catarrhalis, Hemophilus para-
influenzae, Staphylococcus aureus 3 Klebsiella pne-
umoniae Sl 2]§F o]z} _*1]‘3."71:}"“3"] gk 4 9l
oo, olgjd A¢ 7|¢ B 71#A ¥ el o
gy WA A2, JAHezE 7| R &
F27, 4y, 22z A 3 Fbsk w48 &
Ag& Bk F4 95 8 =9 Hee ¥
3 @7 Ao 3o} 2Hl2 G 349 U=
s} F7)-BF EFYel A, 53 U4
AP FAEL 7|BAY sty AFg wEel
Hagelrcl 3F7) ol WHsHA Tt 7
29 wWug HAH, ¥rlgH o2 AT o
Qe ztggrl olai¥t FAEL AT T o
2 9 oe Bgez A kol Fxe Frist o
712 qdel ols) Ha Frlsle Ao e, 24
LAFE Fol AAY FAAE F3te Aol A
8o s1zejc}.

22 HZ flactamased A= WAHEF
o] 3712 Hw7h Adste 397 @obA ARE
sho} #ate] FEEE Foln gl A T4
AE Mgste o] AFEx AP

olel HAEE flactamases] HFHo| Ut
carbacephem Al FA Al loracarbef (LY16-
3892) 9] FEAI HAHAE AHE7] Hete FA
AvA g % WA ARALe) o3k AEzd el
2 AZFA AYd T 2§V FES A 609
t)4to & loracarbef} cefaclor Foje] mtE& Jak
A 2735 A4 27 F& v Ao EH

- 92 —

A7) skAle) mhe)
Asich.

et iS4 e ARE

cheh 3wy

1. cf Ab

1994 34%-¥ 19949 8¥U7t#] AAcstm £
et Augtadd ZEFZFS oA Wil
184 olAte] #AEF FAAZRNE FET AHE
2 Ex Ad FoF T F4 713A4, ¢4 712
Ao ez M4 o5 ;A AT #HY F
9 3F7) A4gF IAEL ddez sdr

4 Z1uAde At ZlELE 13 2 sl
Agt wE, 3FIY, 2d, 2F 59 F4] d
3, 5 X-4A4 dAFEe) gledA A7 F43
o]&ta AAA FES(rales), #HH-g(wheezing)
3! & (rhonchi) 59 AF7F A& 7)7%e] 25
ojalal 7ZA$2 3tdrch. g4 7RG FA4 o4t
£ Age Tk 713e] 1] Ha 344 o4
2 d4o2 glawl #abeA T 2F ool A
ote] shis A4 wsel 7|3 5o Fae]l FA s
Bal A$ zzlm ATA dAge 2de F4
Aol FA FH X-44 #dAE 27AE Mo
A4z Aestdr}.
AgA FAA Ee Hudd sqgurge] 734
Ho| sle A, o FAAE BT A4
o2 Agstgd &zl 94l e FHFelAY A
7+ 1AM A 2 FukAdle] gl FAEL o
T wjatel Al Al s]st g}, Loracarbefe] f&EA %
QA AL Hrlslr] ¢gr dj=2F e 2 cafaclorE A}
Lstedon], el dstd Faslz 30494 F
602 #=zA2 djare 2 s¢r}). LoracarbefF&
Uzl 194, =} 1162 A3 244614 854 (F
# 5084 eld F4 fHale @R 19%9F 119
ol 4 glglom, cefaclorF2 @At 164, oIz} 144
2 d=ge 27464 794 (FF 55.64]) °oldx F
A #Hae A 164F 104l 20t (Table
1). LoracarbefZ3} cefaclorie] dj4#zals= FA4

=N
=
EL

-
L™

[+]
b
(=



— AT 8 871% ) ABel lojA Loracarbef(LY163892) ] & s}ell dldt 944 A7 —

713k A19] 5} 8¢, A ZIBRAF) FAASE
17< e} 169 ze|a AFA sl @das 8492 69
ol it

z.

L

Loracarbef9} cefaclore] ¥of wh, &y 9 £

ke the3} ooy RASAA, s R A
A 5o FA4Ha oGEe] Wi dad At 9
skt

FA4 7139 9 A ZRAGe] F4 odstal
7 %-o)|= loracarbef& 13| 200mg# s5}5 24,
cefaclor= 13] 250mg#] 35 3¥-E 257 Fo3}
deon, M4 Hya 7H-$el loracarbefE 13)
400mg#¥ &% 24, cefaclor= 13] 500mg4 3%
3g 237 F4354drt.

A7 71 & 252 sged, Az ¢ AN
9] H7} ZlEe A, JAHez AsH, A& 1
F%, Ag 25F< 714, 2§, 4 A4,
F35EF3, 2%, F534 2 94 A4 FES,
Aode P F¢ 59 FA 274 28z F4 X-A
A R Y74 wdAE A £2AE ¥
Harstgdcel. 94 24 % AFE 44 =34 ¢
&, 1=%3%, 2=%3%%, 282 3=%3% &% @
& scoring systemol] 2|3t} Hriste] T HATE
v)Est e, P4 Ede] g Hrzle T4 o
AF7t A3 2459 A% & (cure), VA3 =
Ao}t A3 248 e A¥ TA(m-
provement) Z1E]i X3 o] @™ ALE
A3 (failure) 2 2534t S5, Hemophilus in-
fluenzae® ZHE ATEHH ZAAE A%t A=
A, A8 17F, A8 25Fd Ad 23943
blood agar 8} =)o vancomycin, bacitracin, clinda-
mycing #H7}gt VBC Aujz|E o] & Al o
FAAb R FAA 754 HAL 2] cefinase
(BBL)& A}4-% p-lactamase ZAHE 7Hdt ZE
A @zl A Agstdct. Ad 2FdNE2e
100u]& o)A & Ao Well 4 HIF F7}
257§ olAtelm, AbyjAEz} 1070 o)zt Z el
2| ol & Fich

Disc &H4yg o]4% 44 54 Axe
Hemophilus influenzae® |22 st ZAfele
24]%1 A& Mueller-Hinton brothell Foj4]
McFarland 053 €x¢ ZFdL w531 1%

IsoVitale X(BBL)7} 2§ % &9 &3 HFF
% 5% CO; wjek7]oll 4] 16-184]7F wi<kgk F &%
sled o v, Streptococcus pneumoniaed Ao 2 3}
= A4 254 Aae F449 d2E Mueller-
Hinton brothel] #o]4] McFarland 0.53 g %9 o
4% = Hojgh el AFF F 5% CO. vk
7lol A 20-24A17F ejk@ F wEspch g4
Klebsiella pneumoniae’= &34} vieksle] & Fz2]=l
Zee TSBel #5% F oA F=du7A 35C
ol 2-547 vjerRr & Hedsut TSBZ 3 4shel
McFaland 053 &% o] gt3o] Mueller-Hinton uj
Aol P2 F 35Ce) BEujokr|olA 16-18417F
oo F wEshadch

$72e £4L Chi-square test® °|-§3 3z,
p valuez} 0.05 vlztal o] EA Al fojHde] Sl&
Aoz stqch

=
=3l

2 T

g7 A9 FHH F42 loracarbefl &
7139 7 HFrt 203011 Aol 25 A& F 0.
1302, 22|37 cefaclorFel A& 2.1144 0.202
2 o8 Aaddack(p<0.01). A efEd
loracarbef ol s} = 2.57¢| 4 0.20, cefaclor-<il 4]
L 23404 0452, £F %2 loracarbefd 1.30
o] 4 0.07, cefaclor® 1.33¢ll4] 0.27%, F3ZFL
loracarbef & 0.93¢] 4 0.03, cefaclor? 1.01¢]4] 0.
152, 223 o|&a] 474 582 loracarbefF ol
A 0.97¢) 4 0.03, cefaclorF& 0.99¢]4 0.252 z}
Z fojaA Az Ackp<001). ¥d F§ 3
2ge FAAE fosiAde w@ded AP
244 B gch(Table 1).

Agk AF wiek AL ¥ FFE= Hemo
philus influenzae7} 26 (43.3% )2 7} @,
Hemophilus parainfluenzae7t 104](16.7%) =]t
Streptococcus pneumoniaer= 5 (8.3%), Staphylococ-
cus aureus= 29(3.4%), Klebsiella pneumoniaes}
Morazella catarrhaliss zZ+zb 1(1.7%) el A 27
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Table 1. Characteristics of the patients in the two treatment groups

Loracarbef Cefaclor
(n=30) (n=30)
Male/female 19/11 16/14
Mean age + SD(yr) 50.8+13.7 55.6+10.8
Age range(yr) 24-85 27-79
Exposure to smoking
Non-smoker 19 (63.3%) 20 (66.7%)
Active smoking (Smoker) 11 (36.7%) 10 (33.3%)
Mean pretreatment/postireatment
Symptom scores™®
Cough 2.03/0.13** 2.11/0.20**
Productive sputum 2.57/0.20** 2.34/0.45**
Dyspnea 1.30/0.07** 1.33/0.27**
Tachypnea 0.93/0.03** 1.01/0.15%*
Rhonchi 0.97/0.03** 0.99/0.25**
Chest pain 0.43/0.00 0.68/0.13
Chills 0.38/0.00 0.45/0.05

* Scoring scale : 0=absent, 1 =mild, 2=moderate, and 3=severe

** Significant difference compared to pretreatment and postireatment symptom scores (p<0.01)

Table 2. Pretreatment pathogens isolated in patients

Loracarbef Cefaclor Totals
(n=30) (n=30) (n=60)

No growth 0 4(13.3%) 4(6.7%)
Streplococcus pneumoniae 2%*(6.7%) 3**(10.0%) 5(8.3%)
Hemophilus influenzae 15%(50.0%) 9*(30.0%) 24(40.0%)
Hemophilus parainfluenzae 9(30.0%) 1(3.3%) 10(16.7%)
Klebsiella pneumoniae 1**(3.3%) 0 1(1.7%)
Stephylococcus aureus 1(3.3%) 1(3.3%) 2(3.3%)
Multiple pathogen

H. influenzae® + K. pneumoniae®* 1(3.3%) 0 1(1.7%)

H. influenzae* + P. aeruginosa 0 1(3.3%) 1(1.7%)
Group A streptococci 1(3.3%) 10(33.3%) 11(18.3%)
Moraxella calarrhalis 0 1(3.3%) 1(1.7%)
* 6/26 (23.1%) p-lactamase positive
** B-lactamase positive in all cases

qJak# el | # &I} loracarbefF ¥} cefaclor# ¢lt}(Table 3).
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Table 3. Postireatment clinical responses

patients
Loracarbef  Cefaclor
n (%) n (%)
Cure ©15( 50%) 14 (46.7%)
Improvement 14 (46.7%) 14 (46.7%)
Failure 1( 3.3%) 2(6.6%)

Table 4. Summary of adverse events reported dur-
ing treatment with loracarbef(n=30) or
cefaclor(n=230)

7+ed # sl 9le] 4l Loracarbef(LY163892)2] & ¥}el cl&t

Loracarbef Cefaclor
. n (%) n (%)
27(90%) 26(86.7%)

No side effects

Patients reporting at least

one event

Headache 1(3.3%) 1(3.3%)

Diarrhea 1(3.3%) 0

Nausea 1(3.3%) 1(33%)

Dyspepsia or

gastrointestinal disorder 0 2 (6.7%)
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212 ¢lr}l. ot} A loracarbef= Ageoez R
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