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The leukocyte mugration test (LMT) was performed on 54 patients suspected to be suffering from drug-induced blood
disorders 1n order to 1dentify the allergenic drugs responsible. It was also performed on 42 patients who had been recerving
the drugs but had not manifested any allergic symptoms (patients without hypersensitivity to drugs).

Leukocytopenia was noted in 72.2% of the 54 patients suspected of suffering from drug-induced blood disorders, throm-
bocytepenia 1n 42.6% and erythrocytepenia in 42.2%. The positive rates for the LMT were 66.7% 1n these 54 patients and
7.1% 1n the 42 patients without hypersensitivity showing that the positive rate was significantly higher in the patients sus-
pected of suffering from drug-induced blood disorders than in the patients without hypersensitivity to the drugs (p<<0.0001,
X?-test). The positive LMT rate was 88.5% 1n a short latent period (<10 days) group and 46.4% n a long latent period
(10 days) group. Thus, the LMT positive rate was sigmificantly higher in the short latent period group than in the long la-
tent period group (p<<0.01, X*-test). In addition, the mcidence of serious blood disorder cases was significantly higher in the
short latent period group than i the long latent period group (p<<0.01, X*-test).

Our findings indicate that the LMT 1s a valuable method for identifying allergenic drugs in drug-induced blood disorders
and that drug allergies are greatly involved in the pathogenesis of short latent period blood disorders.

Key words leukocyte mugration test, drug-induced blood disorder, allergenic drug, leukocyte migration activating
factor, leukocyte migration mhibitory factor
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B L 72BN 10040 12, B (10% 7 < MiE & 10
mM Hepes #& & {# R NP TC-199 medwum, Gibeo) 100.L
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Table 1. The Leukocyte Migration Test with or without Patient's Serum
i 54 Cases Suspected Drug-Induced Blood Disorder and 42
Cases without Hypersensitivity to Drugs.

LMT
Patient’ s serum
Patients  Tested cases  Positive (%) LMIF (%) LMAF (%) Added (%) No added (%)
Group A 42 71 71 00 71 00
:| a* :] a* :l a* i] a* ] a*
Group B 54 66 7 296 444 500 407

In this table, the same patients are counted in two or three categories of disorder

LMT leukocyte migration test

LMIF leukocyte migration inhibitory factor

LMAF leukocyte migration activating factor

Group A patients without hypersensitivity to drugs

Group B patients suspected of drug—induced hypersensitivity blood disorder

*a significantly different , p<0 0001, x *-test
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Table 2. The Proportion of Positive Leukocyte Migration Test i 54 Cases of
Drug-Induced Blood Disorder, Broken Down into Chinical Types of
Blood Cell Injury

Type of blood cell injury* No of cases (%) LMT
Positive (%) LMIF (%) LMAF (%)

Leukocytopenia 39 (722) ] 615 282 436
Erythrocytopenia 23 (4286) :la“ a* 739 348 565
Thrombocytopenia 23 (426) _ 739 304 522
Single—systemic disorder 30 (556) ] 633 333 367
L only 19 (352) 579 263 368

T only 10 (185) b** 700 400 300
E only 1.(19) 1000 1000 1000
Double-systemic disorder 17 (315) 706 294 471
L+E 11 (204) a™ 636 364 364
E+T 4 (74 b™ 1000 250 750
L+T 2 (387 500 00 500
. Triple—systemic disorder 7 (130) ] 714 286 714
Total 54 66 7 296 44 4

"In this table, the same patients are counted in two or three in cases of clinical type of blood cell disorders
“significantly different a,p<001, b, p<005, x *~test

LMT leukocyte migration test, LMIF leukocyte migration inhibitory factor, LMAF leukocyte migration activating factor,
L Leukocytopenia, E Erythrocytopenia, T Thrombocytopenia

Table 3. The Proportion of Positive Leukocyte Migration Test m 54 Cases
Suspected of Drug-Induced Blood Disorder, Broken down mto the
Serious Degree, and with or without Concomitant Symptoms

Grade and LMT
No of cases (%)
concomitant symptoms Positive (%) LMIF (%) LMAF (%)
Grade 1 9 (167) 778 556 333
Grade 2 15 (278) 533 200 400
' Grade 3 30 (556) 700 300 500
2
Without concomitant symptoms 24 (44 4) 667 2|5 0 5412
With 30 (556) 66 7 333 367
Eosinophilia 14 (259) 643 214 500
Skin eruption 12 (222) 917 583 417
Hepatic mjury 12 (222) 66 7 333 333
Fever 11 (204) 636 455 182
Anaphylactic reaction 1 (19 1000 00 1000

LMT leukocyte migration test, LMIF leukocyte migration inhibitory factor,
LMAF leukocyte migration activating factor
*significantly different a, p<005, x2-test

NI | -El ectronic Library Service



Japanese Soci ety of Pharmaceutical Health Care and Sci ences

36

EREEY Vol. 31, No. 1 (2005)

Grade 2 %553.3%, Grade 3 470.0%T& ¥, £ Grade [#
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56.8% % 4, S\ T AR 4532 4% LV 72,
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A2 60(8.3%), FEEMEMN1H(4.2%), BILTIIH
HIEATI36(76.5%), FAAEAEA 361(17.6%), X
HMEEEG CEERENSL 161(5.9%), MRS T
P H O AT9BI(52.9%), K R A % 2661
(35.3%), WALRERE, AHUEEERLEEREN S
141(5.9%) Tdh - 7-.

WERHIRTIE, Tabled [ZR$ & 95 102 TIEI3.2+2.4
HT® o7z, LMTBEHEFER G T HiE % £99.8+2.0
H, iR F#-%14.8+6.2H, H{L2FEHEDS. 5+
1.1AT, HidFlOhD -5 7 & 2#IH7.5£1.7H, #
WA HEO R OMBBERE AR AT7.6£2.08 T, £F
FIFCTHEER2RO Do 72,

5 BRBICHTIEEEE LMTBR

EREART & EAEE ORGRB L OEHREIM & LMT B
RKOBRIZOWTHRE L7, SEBOERLIHA10H £
e M RAERE, OB LA RIMBERE LW
&, SRR 32606], RIIMRBERFII2ETH -
7z. Fig. 11ORT & 912, REIBZEAER TId Grade 1 &°

Table 4. The Drugs of Positive Leukocyte Migration Test, Broken down mto

Drug Categories.

Drug LMT Latent period (no of days)
Positive (%) Positive rate (%) LMIF (%) LMAF (%)

Antibacterial drugs 21 (568) 389 429 714 98+20
B —lactams 15 (405) 375 400 800 7517
Others 6 (162) 429 500 500 132+53

CNSDs 12 (324) 250 58.3 500 148+62
NSAIDs 7 (189) 18.4 74 429 7620
Others 5 (135) 417 400 600 248+141

DSDs 2 (54) 74 00 1000 65+11

MSDs 1 @n 333 00 1000 70

Anti—tumor drugs 1 @27 500 00 1000 110.0

Total 37 432 676 132+24

LMT leukocyte migration test, LMIF leukocyte migration inhibitory factor, LMAF leukocyte migration activating factor

Positive rate LMT—positive drugs/suspected drugs X 100, no of days mean=SE, CNSDs central nervous system drugs

NSAIDs non-steroidal anti—inflammatory drugs, DSDs digestive system drugs, MSDs metabolic system drugs

*a significantly different , p<005, x >-test
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%) 33

p<001, x*test
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Fig. 1. The Proportion of Positive Leukocyte Migration Test in 54
Cases Suspected of Drug-induced Blood Disorder, Broken
down 1nto the Serious Degree and Latent Period.

LMT : Leukocyte Migration Test
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ZRD B E OMREAREOR S LIRS & 2 RERRE
FETREORT YOS I2L 5L ERZOND.

2. ERT7LILY-MIBEEEICSE TS LMT OFRAYK
FEFNC & 2 MEREEEOFBEF 1L, FREIUE & HiERD
BIS-0%EEHE S, FERIGE (N7 7 ) 8L, ACPURE, 3
BEEGHGER/ACHEY - UE - MERESKR) ERE D
3N DWTHESY I N T E 72, M EREOMS
IZoVWTRIFEAERF SN TR, I/, 7L
F-HMEEEDRRNEROEETIE, EFOHFEIUEL
T A ARMEREEREB CHEMMEMOBRIZER T
H Db & OIS0 B FE K AR IE WA B E (enzyme-
linked immunosorbent assay, 2LF, ELISA & B9)iET
Aspirin % Ampicillim 12 £ 5 I3k 5 A T O 1 38

M7 EBNERERLI-HEYWHE. LML, 2D
AR EREEHE FUER > ELISA (£ IS8 H) & MERDOFE S, A
EV AL DEEADVVETH L -0, FE - BEESY
PRETE L -HOERRESNERELDH Y, BIK
FHERABSENE VR,

ERMEMEBEEZZELZ BT 5IMTEEER
66.7% & & <, HAIEBBOERE OB HEET. 1%I2H~N

BhEERDZ, IMTIERIE) » 35k & EH/IBUR O
BRI L DEAEINEY A ML R T7 AL VKR
9 5 bioassay T, 7 L F—HEEAHFEERXEE LTD
HRAMEIEE  ORFZEEY 22 L YT TICH S 2
EhTwa, 7, EFMENEEESEDESSHIC
LMT FE DO S #1117 2 g5 L TE o 72 BH %
Dol b LMT OFBIR OBz ZHFL Tw
B. L7223 T, EREMEEEDFEIZT LIVF—K
IG5 <, HHHIT Lb 3 — P R 2 oD e P S )
BMHBIZLMT AR TH D, ZORBIHA I A R
TENA VHFECHEGLTwEEEZLNS.

X500, EAMEMEEEIIHRS L) EELRMERC
BALWREMEDE L, in vitro DREETH 5 LMT I EEF
OfEEiE s BHEME L, TAEROMIRICED S TR
PR TH AL LHR EARAEIEVEEZI LN
5.

3. LMTICHITAMBEDES

LMT BRI £ TI366.7% TH 5 75, BEMFR
HEEAS50.0%, MEZRINEESS40.7% C, TWEEAE Ik
BERLIZDE24% TH o7z, TOERIILMT 2 B&EML
HERMEEAMOMEETERT 2 LEEZREL TW
%. ' .
BEMFBRNMBED HIBEHE(26%) 2R L2 Lid™o
DERDVEZLNL, E—IZMFEFFY 7 —& LTE
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BNT 7L LTHERHROESTFYE, TabbFy
)7 — LAEE L THURM A ST 2002, BEMEFR
Ik Y EeMEEERL, RERDEITELEED
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BRI LMT BB D 16. 7% 12 3B FIFUE DAL L T
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4 REBLUEEEE LMT BiEE
BEMKTIIHMIEKIR DS, HUTIE 1 RHEESE
PRDLEVEBETH 7. Thid, homwE2P2 128
WCHLRBOBBEETRL TV A, Lo T, ZHIMEMEREE
EREEOHMIKBL O 1 RFEEENEZVEEZ LR
5. —F, LMT BHEIE, SEEMER, &EKEEE,
%5 CE Grade BIICHBE*BO L o7, LoT,
A MEBEEICBIT 5T LAV -0 ES X, HE
MER, HEIZ & ONCEIER & IR EBEH 5 &1
FEz 5N,

5. BEMEIEIR & LMT BRidsR

FEEESE IR PR  & EREAE KRB O LMT B3, F U
66.7% %R L, MEHEEEYRO L7, Ll
B2 95 % A o 7o AR M E Cld91. 2% L O TH
WERER Lz, T2, EFEIFREE TIIBEEER OG5
BT UNF-RBEOREGIEEL LTNEDTLONR TS
D, LMT DHERLEEIZ LA L TWAEY, FEEAER
DESIZOVTIIHBRBIZHR LTS 5 ICREPLEE
25,

RECEFEIRBES TIX LMAF & LMIF O ICHEE £ %
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