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4t H B-lactam REAWEIC L AR OZH x5 LDH &
DRE L O DREFHREDES

KB HER- KRR -4 F F
FAERERE R TR A H

(Bf6leE 3 A19BEM)

EHA f-lactam RPAFZ L % drug fever DBUTD FEME 218 T 7obiz, —BIBE»5
drug fever ¥ I BHIC X< A HNH1MfE LDH LROHFKELEZOBU LOEHBYEE TS &
LB, WO DRFENBEDOERAEYRE L1,

LDH —@t LR (+) o drugfever =& v — F# & LDH 8 (=) o drug fever & & T,
GPT LR %5 R LI BB £ X r»7o —H LDH L8 (+) BT, LDH 5§ (—)
BN TEEBEOFFER - M/MIRIHEECE -7 (P<0.05), LDH L& 24 bh
72 10 §C, LDH LFK (drug fever Bf) &z D% D LDH fEHRERKOMIICKITBET 1 V¥4
LDRIHEDEHRH B &, 6 flTLDH-3 2%\ T, 3T LDH-2 T\ THRATH 70 LUE
X b drug fever FpicmiEeizigin %5 LDH X ¥ cmBicidisk3 3 E#HEBIX h, drug fever it
BOWRIT X DRREMD B PR « M/ MROBE * HERIRIC R LT HRERDOTHH 5 LB
iz,

drug fever §l 15 FickiF 2ERIER O KAREIL, ERATNILHIT FRET1 IR
BEtETH . FICMBERORBERICC X 2HEATGBOBIERY 5/15 L{Er -7, La LEAH
AR X A AMREERERR (BEOEFRM) T, drug fever Bk 3B HERIT 9/11 (82

%) LEL, ZTOWERIEBR O FHESEIERSA DR - B LR L TERIR K&h -1
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(P<0.05),

TR ws»T, EHANEYE, 45 B-lactam &
EHFlic X 5 drug fever ERE H o T WX TWW5B
o, ¥lexoRMci, ERIERCERE ERER,
ERH B o, A, W OorDEFRREMBDO —BHE
EBREDBEIRIDPEVI T EERE L, AAL
Ibh3BERREMEO —BHEBO L, it, FHhRO
FERY, mMMROBERY, FEBR#H% % v LDH
ArgEhic, LDH wowTit, BHEMELLTHR
RERBENBECREOMMEIFERKREVEBbhi,
‘ENE, co—@omiE LDH FAofHEKZ O WTHR
<L, drug fever ¥z} 5 LDH fERIE0 EH%Y
B LT, ¥ o, drug fever it L W oD RE
CHRERRALOT, LOKRLbbETRET Do
I. % *
1. drug fever = v — F#izki3 5 GPT LR E
LDH LR OBk L OHFHREREY - M/ RiED
& LDH R DBk
1982~1983 F D YEHZ BT HEE A f-lactam FRfiE
IZ &% drug fever @ 55 =&V — F'D 5%, drug

fever BRi% D GPT {EDB)& & LDH Bz % & {
WEfiL 5 5 DIk 45 =€V — FThotoo Chb%
drug fever ZfEfRFIC LDH o—@# LR (BRELE
TRFEEDOE, BEE KT HEDHFD 1SD Lk
DELTHDE EHET D) BALRIE LALLM
SEBCHT, ThEROBCRIT S GPT 0—G#
A (@) OHIARD LB Y-HE TTIL - 120
WICEZE 55 =€V =N D 5 b, FRERK, MM
¥, LDH fEDBxoVFh i o 5HIE AT TH - fodik
41 =&V - FThoto ThHHE T drug fever HiE
FfiC LDH 0—@# ERNRALNhICHE LA bhich -t
Hent, ThZhoBicks T, OFFERK - /Mg
BOBRE—@BHRY (BESCKTAHEDCHHD 1SD
PEDE) DuTFhirizbhic=y — FO¥, @
FR2EHOVWTFAN—2DENHELRI=E Y — KD
B, FIUV@LZ2HEEOWTR L N ADL R Ichs
fez €V — FORXFAN, o2 v T HEET
ManN-WHithey O U-BREX 1T - o
HMEMCIAEDEORIER L LTORETH B LEK
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Fig.1 Method for calculation of —A4LDH-n
values* (Case No. 5)
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x Differences in absolute activities of LDH isozymes between
the time of the occurrence of elevation ‘episodes of drug
fever © Z ) and that of return to normal of serum LDH
level (7))
THicHdITIL,

© VEWEOCERPHEFCHERT IR THD, 2
AL ERRE LEDREH 37.5C LETH B &
&,

@ HEHEOMOER B X U XHEkE, MEKE MM
W - MERELE ORBD, TORBCHIET S %K
EEDHFEXIF LIV L,

® TEMERGOMTERYOERZ L) 2HEKRY
B L DB T &,

@ MTHEWEODI X b ERIITHEET S
&,

D4EGEETNTWIET I EXLELET A LT L,
ZDRIZOWTE, UTORFHEBICE VLT REETH
Z)o

UTOEBZ, 1985 FDUE DA S-lactam FHf

AR X B drug fever &% & LTHRE L,

2. LDH o—@#ER»Z bt drug fever flic

¥+5 LDH 74 V¥4 2a0F ¥

drug fever ZEfERHIZ LDH D £ 7 % - 7o) 10 filic

BT, drug fever FIERT/cd>b LDH FRER L, 3K
#iE#k LDH {E»BOHE Lickd 2 @, LDH fE &
% LDH 74 V%4 A DLBXRAMICHE L, TOHI
IDETAVHFA L0 EERD I, KRIT 2B SO
BT A4V A ADOEMNEDERKD, Thu —ILDH-
nff (n=1~5) L1l TLT, D74 VHAL a1

Table 1 Relationship between serum level of
LDH and that of GPT in episodes of
drug fever induced by parenteral
administration of B-lactam antibiotics

Transient No. of episodes of drug fever

elevation of
serum LDH level

Statistical
significance

} NS.

$\TC —4LDH-n {EXRRK 78 5 5, 2%, dryg
fever F¥> LDH EREDT7 M V¥4 AR FLEL
Foh i iiEt Lico Fig. 1 ESFIOBERR LTwy
A, —ALDH-n fi%, n=3 OK3$/iH LDH-3 kg
WKL/ > Twb, 7t LDH X UV ¥% (Fif
1% 210~3601IU/1) iwXx b, ¥7 LDH 71 vy¥1 40
HEXerve 2717 — MEEK KB L VETEL
oo

3. drug fever flicisit 5 EAMEROEARG

LEHTIL, EHA B-lactam RUEF % ERT Ak
BLTEORAT A P2 fTishbh, KAEHMD v
20 HBITIEHTH BT ERHER LTV 5, SMEIkdg
fever Glicxf LT, EHRIAAFITEFIE»SH1EH
BUMFTHAEFIORRNT A b 2T T TREDH
B0 X5 ERYTAR OB ARIGE 2 it OB RE
LT 300 ug/ml DEWEALEL, OO O0.02n
TRANCES Lic, ¥xBe LT, ABAERHLL
ml ¥EREH Lo £ LTOEAESH»S 15~20 4
%, @4~5EH%, © 8~10 KK, »IV@UK
I D 4 BHE Lico = DREX T Lizoik 16 fiT
b, EH o RFX, PIPC6F, CZX3f, CIT
%I, ABPC 1, CMX 1 {3 X8 CPZ 1 i Thote

4. MERORRERIGIK X% drug fever BHMR

RO AFERICN T 2 EOKRE

drug fever §l 15 FlO$i4F g 1EA S 1 BRKL!
BEEOMESWT, MERnREERGC L 5E
PR T 2 YLk 0 BITE 25175 2 i & O ERR
I L, HHIL MR X b ¥ ¥ B THY, PN
& CPZ pERMAERI OB A, ELbETERE:
BRI N T v = v BALEARMERE? & X Witk
A RE X i, CTT DBE it Lz REE R
HRFCETIAE—A T L5 PNz X b, M
DHETITRAER TEF) PRFETcE TV
—ATAFe VETEX v = v BOIEAtAEN LY, §
7o CZX DR & IIBERER T () hRBFEFES
Te b ORIMERIC A R EBAE & < 2 5 L)

with transient elevation
of serum GPT level (%)

+ 21 6 (29)
- 24 4(17)

Total
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Table 2 Relationship between transient elevation of serum LDH level and
transient-and-slight* decrease of neutrophils and/or platelets in

episodes of drug fever

No. of drug fever episodes with

Transient Total No. R L
. . both either none Statistical
elevation of of episodes g
serum LDH level | of drug fever | of two items — namely, decrease signii-cance
of neutrophils and that of platelets
+ 20 12 4 4 } P<0.05
- 21 6 5 10 (2,=1.982)

* More than 1 SD (calculated on the basis of the distribution of counts

in healthy persons).

FRBIE I T, MIEIHERE L, 8XdHsRET
Tteotoo BEROHEIC 2 W\ TIXRMROEEETH -
. 5. drug fever ffl& BIfER DA SIichH » f-Flick
T A ERTAERIC X 5 A MmEREERERS
drug fever ] 11 &, FEHHA B-lactam RILEHK %
BRI EERA LT, ONRESE, FEE/RE D
SRR BRI 5T 9 Bl T, ERPE,ASH1
IR ERIERIC & 3 BMEREEHIERBR 2 1T/c-
o TR, PINGOHAT # e — A FREY & FEH
FI7VvAF— @B LIHENC E L — K2 LR
do (BMBREEFBCREROBREMBF A5 455,
BOFECMZICEREETH Y, Tofuciy, £&
BOBEXOLITNPREE LT TH D),
9, BEDO~-) vk 10~15ml L EHTFF
AT vD S ABRIEKER > 4:1 DB TRE
, 37°C 45 ARED#4EH, leukocyte rich plasma % £
L7 Thz 1,000rpm, 54730 L T HLR* %
, PBS(—) (phosphate buffered saline D—if,
2, Mg® a4 ¥ig) T1Eg - (1,000rpm,
700 0.7 ml D HFFEWHR IR ZEH K 2.8 ml &Nz
20 Mk &AM ¥, Kie HEPES-TC199 (2x)
Sml &z Bli%xFik X € 7, Hanks T 1,000
m, 5 4, &\ TE#HK (HEPES-TC199 (2x) 5
VoM 1R, HHK4E OR AW T, 1,000
n, 5 0EOC LY MakEy, 2.4ml DEEEY
2 THMBREER & L1,
ERPAFIR 0.1ml &, i B mER & Rk
LICBENMNRF 0.1ml #5500 UHEALTEE, =
CRIE D B BRI 0.8 ml &Nk (FAEFIDRR
€12 100 pg/ml) 37°C 1 MRIEEHE Lo % DHMKIE
20~25x10% cells/pl TR L, HSH UDIEEL LT
¥ — ARROE well PIC 7pl FONEL, Zh

37°C DIREPIIC 24 RERAEHE L7ce HUEFIM O hiT
HAERGEE (PBS(=)) A i EAEOBRIEX T
ST DEFB L Lic,

ER% well FAEO V- v BAoMGEETFOERE Y
PIE L, kAT X hiEEiER (migration index, MI)
wRDTI,

MI(%): ﬁﬁiﬁuﬁ%bu#@;’éfﬁﬁﬁﬁ@ﬁi@

PUAEFIFEFRINEE D L EHL D

RS ADTAEREERAL T v 7 WEEZECS VT
PIPC T, %1 flo5 ADfEREZ ZH VT CZX TTh
ERBE L THDRLE 10 D ML I/
LIcOT—4E L CHEHAE L7 & 2 5, 50 mean
—2SD ¥ 93%, mean+2SD 12 111% TH - 1=, ¥IE
CELTIE, CoMYEENCEEEME L, 93% %
s L,

X100

II. # 7
1. drug fever =¥y — FEizki+ 5 GPT L& &
LDH R oDBG% (Tablel) 35 X OMFHERIA -
/R4 & LDH R 0BIE (Table2)
LDH o—@ LA »HARShi: drug fever =& v —
FRIZ B1TD GPT o —@EEF o H KX 6/21
(29%) TsH b, LDH o—@it LA, bhich - 1o
T ARIMEEK 4/24 (17%) R LR - A, #Hiet
FTIAEREX I > —F, LDH LR ZLH
7o drug fever = v v — FEETIX, BE—BHOIFFER
B« MRIRY D Wt A B LAcEl&i, 20 =
€Y —Fh 12 =y — ¥ E4L, FhE - MR
DUTHN—DDHES DI 4=y —F, WFhd
Hhbith oD 4=y = FThH-72, X BHTIC,
LDH EFhIZ bl - BTk T, fFhE - m
IMEBA DT R BB Lich»te= €Y — KA RS
%< 10/21), ThbONMrtk~5 EHEMIcEE%:
MNE& bRt (P<0.05 Z,=1.982),
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2. LDH o— @K Eg&rn&bhtc drug fever Flic
+510% LDH 74 v+ 4 20ff& (Table 3)
drug fever J&fERsic LDH o— @M LH * -7 10
PITLDH 7A V¥4 20 BEXRFT L& T 5,
—ALDH-n {#iX, 6 #lITn=3 OFHZEAKTHH, 3 T
n=2 OB K TH-To COERELD, EHA plac
tam RPAEFIC L B drug fever FEMICA > HLDH
EHiizix, *w LDH-3, RiT LDH-2 piFE5E LT\ %
LHEPIR Mo fistoic —ALDH-n fEiAS n=5 DEFIT
BATHo1o10ik, GOT & GPT » —@H 100
1UN Pk BB LB TH - 1o
3. drug fever Glicisi} A {EMPEHK D EARIC
(Table 4)

Table 3 —ALDH-n in drug fever patients with
transient elevation of serum LDH level
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drug fever Fl&flici\ T Y AERIE ROk
52+ (AT 15~20 HEITHE) By
-1z, drug fever A3 CEFI&RIE LTH LR 158
st B ERAERIOERT A P OERE, RELLS
Bk 14 gz, OEPREH?»D 15~20 SHHE, Q
4~ 5EERgKE, ® 8~10 RERIEHE, @ 24 Ky
HE, ouFRICKEWTHEMETH - 7o PIPC i
X b drug fever pimxbHhic 1 BITIE, HAFIERKD
F A2 Mt T, 8~10 B OHERC DL, FuE
HOFR (&H) »nabh, BRLTLEKTH-1,

4. MEAMNERBERIGIC X5 drug fever FEim

hoERFAERICH T 2 5EORH (Tables)

FHEED IR FIE % KE L RS LeRigsTo
foo SR E LD THRB L, TOHFETE, EfHLs
5 2 BRI ¥ ComiEFERTAERICH T 256
B Ihi-BEOZE, 15 fid 5 fl (33%) LERT

Antibiotic —ALDH-n (1U/1) BHo1
Case | ich induced o
No, | Which i — — B _ _ 5. drug fever @& BIfE D& bhieh - 1efiick
drug fever n=1|n=2|n=3|n=4|n=5 ) '
A ERRARIC X B A MEREERH 1R (Fig
1 ABPC 26 51 20 7 -6 2)
2 PIPC 58 | 197 | 307 | 257 | 189 drug fever BERICR VT, ERANEFR L 381
3 | PIC ~4 | B B 2] 2 BB IERER R HAF L7e 11 flsR O I (82%) T, mi
4 PIPC 0 18| 3| 2 8 gration index MHEMIEHEED TRIE 98% *TE
5 CTX 60 | 17 | 2756 | 217 | 124 b, BHEHEINT, L LESA p-lactam Rk
6 CMX 4 | 72| 62| 3B | 10 #ix 2 BRI ESER LTLEFROR b hish - gl
7 CMX 7 6 4| B3| U5 Bich, Picwien bARBROBHAIA ORI ()
8 (074 -13 12| 48| 16| -7 229), %BMT migration index DOFHEXHBLT
9 CPZ 80 | 106 | 18 | B | B 2%k, drug fever BEFC 1T 5 FHIER, EIfFA0
10 CTT 46 | 4] 15| 14| 29 Abhigh o e BEROTh LB LTS (P00,
Underlined figures are maximal values PAEFIY B LTl BEERO The HBLT ‘
in each case. (P<0.01) BEEMETH >
Table 4 Results of hypersensitivity skin tests using antibiotics
which the patients with drug fever received
Test No. of Period from No. of patients
performed skin-.tested intradermal in.jection who showed
patients to evaluation positive reaction
Before .
treatment 19 15~20 min. 0
One week 15~20 min. 0
after cessation 15 :___ Shr. 0 .
of antibiotic 10hr. 1
24 hr. 0

* Erythema (8 mm in diameter) in a patient treated and skin-tested
with piperacillin.



VOL. 34 NO. 8

CHEMOTHERAPY

709

Table 5 Detection of antibiotic specific antibodies by passive hemagglutination
test in sera from patients with drug fever

Antibiotic which Treatment of No. of patients No. of patients
induced drug fever red blood cells tested with positive tests
PIPC Tannic acid 6 3
CpzZ Tannic acid 2 1
CTT Glutaraldehyde 2 1
Glutaraldehyde
CMX + Tannic acid 2 0
Direct combination
CzX of human RBCs 3 0
(group O) and drug
Total 15 5 (33%)

Fig.2 Leukocyte migration inhibition by B-
lactam antibiotics used in treatment

Wogration  ndék

(%) I P<0.01 :
140 a
A
2
120 o A
'y ry .\Iea'n
— abal -
100 - a 0%
A Jay
2 Mean
oY —2SD
5 2
80 ..O A
(1]
L )L J
60 P<0.05 N.S.
Patients with Patients No antibiotic
drug fever without adverse was given.
reactions
PIPC 3 cases PIPC 3cases 5 persons
CZX 3 CzX 3 tested with
ABPC 1 CMX 1 PIPC (O) and
CTX 1 crz 1 5 persons
CMX 1 CIT 1 with CZX (&)
CPZ 1
CTT 1
1. # =®

drug fever OZ¥IZEE L TI1E, 7, sSEEFERAI ML
DIESA B-lactam FJItEF| DT drug fever %
WOEEZ LT UVEANRNLOPEE R TE D,
ug fever ZHEM LTV BV L W5 EOEHNEETH
o B-lactam RIFLAEKIIT L 5 drug fever iZ:\TILE
FRtaA bR EE TOMM DR S 3 X OBEICHAH A
habos, ¥ BHER LIl - IMLIEE
BERPICE L HBRHAORADHRTHVWERC X
drug fever THBMW Eicdd BWO BT &b,
2L, “LAE” R L drug fever D MEMEZRIC
NODBEER LML TH, Ex0flicsiT 5EHC
ATl L HVDOT, BRALREEXRETC

ENMERT I D, PR drug fever REDERRBREMAER
ELTIIEFBREINAEE SR TOWRBETH DA, &
DHBEELEH DT,

7, B E T, EHA B-lactam RITEFIC X
% drug fever DRIERIC, QBE—BH: OFFERED
OEE—@MOM/MIBY, 3 X0@—@ko LDH k
F, L5 30DB&H, ThEXh drug fever Flogy
FRRAONBZ xR E L, 205 bIFFHRRL &
MR, EFEROELTHDZ &5 RS
heFvowexl, LDH FRB LTz, BEELL
TRDLNBEALA drug fever FIOYHL Licihbh
TWB DT EOMEMIKAE

4@, drug fever O=v¢ ¥ — F%, LDH 0—B#% F
ANRONIEE LR DIk - BT HV, mERT,
Rz W TEBENBERICE L GPT 0— @ LR
STeREHE L THRBE, LDH LEBETORNPLRE
Moleb DOEFEZE XL o T —F, BE—BHOIF
R - U/MREA OB, LDH ERMN & b h i
drug fever = &V — IR W TEHEEBILED - foo IFF
B LM/ MRBV SR OR D 2 & Sh- T,
LlEX b, drug fever RiERRTIIT HIFHERE A, M/
B4, LDH FHD 3 20BE ORI REREENS
BT ENERI T,

LDH 74 v ¥4 205z X i, drug fever Bgo
LDH LRRLEFELTWB01L LDH-3 TH b, &k
i LDH-2 Thoto ZFHY 12X 55 - 5o
LDH 74 V%4 a5k %% 5 &, Tk LDH-5 %
56% &b <, LDH-4 QR A XV, FRMER T
LDH-1 2% 32% <K % % ¢, LDH-2, LDH-3 % %
Vo FFHRERTIE, LDH-5 2% 34% & BETHDHH
LDH-3, LDH-4 % %\, [i/ME T, LDH-3 0 36%
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P& T, LDH-2, LDH-4 p3%i< (MERZK LK T
A7 A4 21520% UEEENRBIDTHB), LIcHio
T, LDH 74 V4 A8 b ¥ 1o, drug fever BFol
% LDH o FREDOERER & LT, FEEL b b MREE
DHNETHBEVIELZERZTHLTDHX5 THD,

drug fever ZAERFIZ3\T B IFHERED, M/IMEA B
X0 LDH FROBGIRETH A b, E5A 8-
lactam RITAEFEAF O BRHAMC, O3HEBZH
CLTHETNE, L2 RFEBECELRLSTH, Th
b O F & 5721 T drug fever DM S L ATHE
HLHy, ARAMIALIEESLEbh 5,

LI AT, HEOWHZEI?Y Iz X ki, endogenous
pyrogen 3 7ci>% interleukin-1 {3, FRERD DIXEL
Sh, BRR-<=/s7r7 ;- CRoOMRCHKRTHES
hTwb, LR 3EBOREMBDOE(L & drug fever
BIER U bR % LiXWv5 300, ZhbilEn
X5 IBFRIOFIONDD K5 5 b, PCG 12 X % drug
fever OEEF & LTIL, BERY " I B 7 v F
—HBELTVWHTHS D LHEESH T\ %235, BIK
IZEWTh, B-lactam RITAFIO EAIBALA 2> L drug
fever ORB ¥ Cicit, BFRESTTH, FH2~38
BxETHWo L, 1H2EH - & EOHEC drug
fever (XFBICDLALND T ENHEWIZ R HIbR
Tk, ThOoDBEZRD A7 VAF - LIXFE
Lisva OB 7 LA F—DEERSH T LTHE
DEEIETIREBbh b, b, HEWERTE
HHE TR D, FUEBRIBIC KT 2 AIBHOTURG
HBEAD, v FDHEEN S D endogenous pyrogen
DEAERFR LIV ERBERY 255, —7, FA
1z X AAMmMER - MR oWTh, I BH7rvax
=25 LTVB L EnBHNRALRBH9,

PENDBRDLICELDHZ ENTEREN L Lt
W Tigdh, drug fever fI T, HIAERID 2 ~ 3 BMH
OREIZI VEUIERIGVEET S LA, K&
DY (BUEFD) »#EIhpEEEEIERI RS,
M= TIXHER - =7 r 7 > — S ROMRRICH X,
interleukin-1 #E4 X4 drug fever #0023, A
BRI &, R - MR @ THlla g
WHE, LofHER LDH ER20E R T, LU0 5 R
THBHH, Iek% OB ®ET 5, LDH EROLL
Mg\ drug fever il A7e<idia<, BICiFHER - 1M
IEDFRIEHVINE D2 5 1 IEF T DAy, H B L4 Rig
BREIL ORI THALELH D,

AN E bz, drug fever ZWiD B TRIZFEMRE
Z, SRR, T ERNERORNT AN THS
75, drug fever iz is\F B{EMRTORE T L0l Tk

ThH b, EFHEERIED»SH 1BEEORETY, §
Arthus RIED A it 1 xRV TR B3R 51 |
fohis T, ZOREIAERTIRILV .

EWH 7 LA X — OREDUEKERCH T HE0RE:
3, B, ¥ THEAMREERIEARVOR B by
%\, 4@, drug fever FIDFEFIFIENS 1~ 2 By
DIEESWT, MERLREERISC X 55 4R
HEBELSHOWRERCTEKBE LI LT B, Fkogy
BRI L VEATHY, TEBHELHEI gL
RIILTIE 33% LiEr-Tco HEMOBS LIS
ORIEY BB LBbh b, EEH™ A B-lactam Rty
CRLTEADT7 v AF—%R Lic BERSIT 3%
FHBM A RE LT 58, TOHE (Srz-a7h
Fe VEEZ v = vERAEBHAE) X b YZEH
T AU I hicRiz, EEER SBPC nigs
(% 37/41 (90%), ABPC D341 4/4 (100%) &Eh,
fohi, CEC Tk 0/4 (0%) Thotco LlELY, dy
fever ZW~ADZ DHEDFHRITOWTIZ I LIRBHY
EThLELD,

—7, ERAFIC X 5 AMmEEERIERRY, 40
drug fever BRI FER, 9/11 (82%) DBttERy
Bohic, AMREERIERBRITS LS LY v 7104
v (AMmEREEEIERTF, LIF) 2&ET2HETH
2%, WarrINGTON 518 (3, <=V vk UCHRE7
VAF =R bh b BEFCKE VUL, BmEREE
BB, LIF X hdHii~=v) vHif (gM 3kt
IgG) DHEEDFIT » LB LBEE LTW5 LERLT
#Dh, Suct 59 LEEOBREB T 5, 40, 00
BE % drug fever HIICEATHIEELTUL, Thbo
BAIAER L, ERATAR & QML SR
ZHHOMEBLHEMT B &1z Lic, HEDREN,
MERE, HtskoEMEE, HREDO BRAELELIEE
T, EHFLE» LM 18K E L, FoRcanRd
BRI Lo = Of#EE, drug fever ZH0k
PFBRITIBAEEMD S Y, HICERREOTHLHE
ETETHAR X EF L CHOH I Ui fil L
WTHRATHBMS LAk, L L, Airicdh
drug fever 75X o BIfEFA A SRTRL FlicsTH
RBRIGHEOB AN H 50T, RELE L, LA
DI THRRITRETHS 5,

X ik
1D KBEX, KAPKE, tt+kBEF, BL ¥
HBE—, 4B W EmspEc P
BT B EERA9PF 9, Chemotherapy 33 : 56~
569, 1985

2) BOYDEN,S.V.: The adsorption of proteins®
erythrocytes treated with tannic acid a
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SIGNIFICANCE OF THE DETERMINATION OF SERUM LACTATE

DEHYDROGENASE LEVEL AND IMMUNOLOGICAL TESTS FOR

THE DIAGNOSIS OF DRUG FEVER INDUCED BY PARENTERAL
ADMINISTRATION OF B-LACTAM ANTIBIOTICS

Kikvo Onuma, Kotaro Orzumr and Kivosur Konno

Department of Medicine, The Research Institute for Chest Diseases
and Cancer, Tohoku University, Sendai Japan

In a previous paper, we have reported the clinical features which were characteristic of drug fever
induced by parenteral administration of f-lactam antibiotics and have pointed out that the drug fever
was frequently associated with a transient elevation of the serum level of lactate dehydrogenase (LDH).
In the present study, the sources from which the increased serum LDH was derived and the significance
of LDH for the diagnosis of drug fever were investigated. In addition, the diagnostic value of im
munological tests was estimated.

It was found that, between drug fever episodes with elevated LDH level and those without it, there
was no significant difference in the ratio of episodes with a transient elevation of the serum level of
glutamic pyruvic transaminase (GPT) which is derived almost exclusively from liver cells.

The drug fever episodes in the present study were classified into the following three groups, namely,
episodes with both a transient and slight decrease of neutrophils and that of platelets (Group I), those
with either of them (Group II) and those with neither of them (Group III). Of a total of 20 episodes
of drug fever with elevated LDH level, 12 belonged to group I, four to group II and four to group
III, respectively. Of a total of 21 episodes of drug fever without elevated LDH level, six belonged
to group I, five to group II and ten to group III. Thus it was known that neutrophils and platelets
decreased more frequently in drug fever episodes with elevated LDH level than in those without it
(P<0.05).

In ten episodes of drug fever with elevated LDH level, individual activities of five isozymes of LDH
were determined twice, namely, when the clinical symptoms were manifest and LDH level was elevated
and when patients were recovering from the episodes. Then the differences in the activities between
the above two periods were calculated. As the result, a significant change in activity of LDH-3 was
demonstrated in six patients and that of LDH-2 in three other patients, respectively.

These data suggested that the elevated LDH level was caused by a release of LDH mainly from blood
cells. Serum LDH level might be a comparatively sensitive indicator of the destruction of neutro
phils and platelets, which was possibly caused by the same immune mechanism as that which was
responsible for drug fever.

When hypersensitivity to antibiotics was skin-tested in 15 patients with drug fever immediately
before and one week after treatment, only one of them showed a weakly positive Arthus reaction
after treatment. A circulating antibody which was specific to the administered B-lactam antibiotic
was found, as shown by passive hemagglutination test, in only 5 of 15 patients with drug fever.

In contrast, {migration of leukocytes was inhibited by an antibiotic which was related to drug fever
in 9 of 11 patients examined (82%). The mean degree of migration inhibition was higher in patients
with drug fever than in those who had received B-lactam antibiotics for more than two weeks without
adverse reactions (P<0.05).




