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Adverse Effects of Drugs : The Mechanism
and Clinical Prevention
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Allergic Side Effects of Drugs

Katsuji UNO
Pharmacy, Sutbarago Hospital

The methods to detect the allergenic drugs, the pathogenic mechanism of drug allergy
and the agerelated change of drug allergy were studied. The results indicate the following.
1. Leucocyte migration inhibition test (LMIT) constitutes an effective means of detecting
the allergenic drugs. 2. Lymphokines play a major role in the pathogenesis of drug allergy.
3. Both leucocyte migration activating factor (LMAF) and leucocyte migration inhibitory
factor (LMIF) are involved in drug allergy. 3. LMAF is induced during the early period
of allergenic drug-sensitization, whereas LMIF is produced during the late period of the
sensitization. 4. Drug-sensitized lymphocytes produce IL-2 in response to stimulation by
drug-antigens and IL-2 increases the production of LMAF. 5. IFNy may be partly involved
in drug allergy. 6. The proportion of positive LMIT has two peaks in each age category
and this change may come from the age-related alternation in the peripheral blood lymphocyte
counts. 7. Aged persons have a high incidence in drug allergy and this causation may
come from the age-related change in drug-treated patients. 8. Antibiotic drugs, central
nervous drugs and cardiovascular drugs form more than 85% of all allergenic drugs. 9.
Aged persons have a high incidence of allergenic cardiovascular drugs and this causation
may come from the agerelated change in administered drugs. 10. Aged persons have
longer latent periods and this causation may come from the low activity of lymphocytes.

Key words: drug allergy, methods to detect the allergenic drugs, pathogenic mechanism,
agerelated alternation, aged persons
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I. 70ULILX—ERFEREEE
1. BEMERIRARE, BERnBREERRES LU
B Bk IR O LB s
B-7 7 2 AEIRBIESLBEOL (AR 2XFHC
BRI L (immediate type skin reaction, ITSR),
BAERMEBREERES (sensitized hemagglutination test,
SHAT) &L UEMmEREEERR (F3E (leucocyte migration
inhibition test, LMIT) i X % EEER OB % £
L. ML L CERAIEBREREIRN (BH)
ampicillin, cephalexin, latamoxef @ 3 ¥#H| (FEBE
90) oW T3RBRAEfT-. TOKBRE, X1 K
AT L5 ITSR AL BHOAE L L 2B
AL, SHAT iBEc2figd JEMz27), A
B 6.7 BB ARL (2L EOFEMARD), £0O

o B g H
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IMIT BEIC4.4%, AR 75.6 U OBMERERL
fo. F¥ i, AR ITSR Btk 7 flizef LMIT Bt
BR LA, Lichi-T, LMIT it ITSR & SHAT &
ERTEROTEVBEREZ R L.

2. BEHIARE S SmBREERIERERO HER

B-7 7 & hFLRBIERREEBF L X GiT ELISA i@
LA EREFOFRIGORE & LMIT i & 5 #ifak:
FEEDBILIC D>\ THEHRE L. £ O#%E, ELISA
127.9%, LMIT 2 74.2 % 0oBHER4 =L, LMIT 7
HE (0<0.00001, ratio test) W@\ IBHERAR L.
F7, ELISA BB 76X 1IgE 0, IgG 261, 1gM 5
Plat L, 26 LMIT BsmR L7
3. U \BRRIEEERR S B mEREEEIERBR O
B
FEFBBIE B B EOMZHR I Y v BRABER
(lymphocyte stimulation test, LST) & LMIT T
HEF OB 2T, ARBOERES&T L. HE

HUAME 3 BIA 2, 261034, 18 TH-To. —H, W2 -oHEE B, HE 1 TIIEAR S L HUERY
1 ASEEARIG, BRFROBEERIS, AmEEEE ERROBER
. , A id B i
B B | B | BEE (%) | BB | B | BiEER (%)
BB R B P SO 90 0 0 90 0 0
REAE AR M ERER AR SIS 90 6 6.7 1 90 0 0
aa
, Pun e 1
SRtz Sp NI ] 90 68 75.6 90 4 4.4

A B-5 7 2 nHIBBIERZREE, B -7 7 2 1 FIRRBIERE
a : significantly different (0<0.000001), ratio test

£ 2 Vv ARHEER S QMEREERIERBROBHEER
» LSTY LMIT?
BEE PR Tawm | meE 00 | BEK | BE® (%)
—— ©<0.000001*) ——
EHFBHERZEE 90 384 42.2 739 81.1
FHEE (65RK) 64 34 53.1 54 84.4 o
0<0.001® N.S.®
#EE (658LLE) 2 4 15.4 19 73.1
—— ©<0.000001*) ——
EABRERLEE | 90 199|211 549 | 60.0

DLST: U v ERRIBAE, PLMIT : QMmEREEHEIEFAR, Y8BE : ratio test
DHEL CHERBRE D ttest TEMEKS URBOFEZARDLEELBHE
S)¥[E 2 1 LST (2 SI fEA 200 % LA E, LMIT i3 MI fEM85% AT #7213 115 ¥ LA B

(4¢3
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BRI~ ttest THERKRMOBRETHEELLXRD
=B E, HISE 2 ik LST AE® stimulation index
(SI) fE# 200 LA F, LMIT (& migration index (MI)
fELSSLUT & 5\ ik 115 LB & L. FORRIEL,
# 2 CRTEHSHEL T LST #142.2%, LMIT
78l.1%C LMIT vERBCAEVEBEERELRL, HE
2T% LST 7821.1%, LMIT #60.0% 7T, LMIT #¢
HBCBUEBERLR L. ¥, ORRMoOEEEL
65 LI L DEEE TR, LST BEFEE.1Y, EF
#15.4 % L EFEDPHBEICECBERAR LA, LMIT
BEEE8.4%, BEEBIROBERELREL, WE
CHBOERXRD -1

I, FERT UL —ORBEE

1. BmBREERERF L REIEEFORS
1) PHA FI#uc & 3 B mskEERERT & R
FoOESL
ERASHDY v 38R 1x10°cells/ml & PHA (6
BE) % 96RFEIRUCE 3 L T AEREERERTF (leuco
cyte migration activating factor, LMAF) & @Bk
HF (leucocyte migration inhibitory factor, LMIF)
OEAY LMIT TR L. TR, 1 iRt
L5 PHA @ 0.125 pg/ml OERE Tl LMAF O
PEAELFED, 1pg/ml Ll Er HREKRERC LMIF ©
EAEEREDI. i, BREOFOHFME D LMAF O
BEEDIUE L 7.

130

120

g‘lm
x
Ew
£ 7
5"
F ]
70
1 Cell count: 1x10° /mi
0] Culture period: 96 hrs

2) EREFARBE L AnREERERT & AL
BAF0EE

B-7 7 # AFLBBIERLEE 145 fla ¥ gic LMIT
BTV, BB & FFREEOREGER AR L MBI benzyl
HABT L -5 7 4 1H & aminothiazolyl K% H T
% p-7 0 & K| OREIER I cORRIE GEHBRA
o7 LAF—ERER oMM oREII B LM-
AF & LMIF OEALBR Lz, LMIT BE3RaRt
DB BESFOLBRLIMIC 505 LMAF & LMIF
DEE, 2 Rt ko BRI 2108 R TI
LMAF 75.9%, LMIF 27.6 % L, 10BE LTt
LMAF 24.1%, LMIF 72.4 %% L, BRMOE
Hi kb LMAF & LMIF oA EEZE (0<0.005,
yi—test) HFsble. Fi, LMIT BB IRFIMITREE7
FlLE UERE RN, BRI 2B mEE (o<
0.005, xZtest) ZF:Adi-.

EEEXZ T, benzyl E&FT5 -7 7 2 LHA
BUEEE (LMIT B 3361 TR 8 B %I LM-
AF (Bif) & LMIF () O EEE (0<0.005,
x>-test) W1, —J, aminothiazolyl E%H3 5
-5 7 & hFIRBERE (LMIT B s7#i<ci, &
RERTI48 28 LMAF & LMIF OE4AEEE (o<
0.005, x*test) %k, FHOMEET LMAF 76 LMIF
BEEOBITHICABEE R 1.

3) LMAF, LMIF, IL-2 5L ¢F IFNy OS5

PR BEE B2 B #2505 /R i LMAF, LMIF,

—@- Lymphocyte
~&- Lymphocyte+Serum

0.125 0.26 0.5

Con. of PHA (ug/ml)

H1 PHA WBi X3 LMAF & LMIF OE4
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Latent period (days)

B 2 #Z (ILMIT B EEssflosBRARC ST 5 LMAF &
LMIF DA

£ 3 LMIT & IL-2 (&

Group Nga.seof LMIT (%I—{ZM(PM L—_i]—_/SmEI)) Statist(itc_ztaészti)nalysis
A 6 Negative 6.23+1.33 M] <0.0005 :J
B 11 LMAF 17.67+1.68 b N.S.
C 8 LMIF 7.98+0.27

LMIT ' leucocyte migration inhibition test, LMAF : leucocyte migration

activating factor, LMIF ! leucocyte migration inhibitory factor

IL-2 540 IFNy OBS >Vt Lic. LMIT i,
F 3 WRT Lo 6Bl (AR, 1161k LMAF
e (BB, 8filic LMIF ##&H (CE) L, B
Ho Ml HZABECY LERBCERME CHo MI Eik
ABRCR LEBEM@%R L. IL2 f (BRMPu/ml)
T, BEEASABICHN LEBCEBELR LA, CEITA
B LABEEXED 1T, T, BETER, MI
fE& IL-2 fETEDHE (r=0.75 0<0.01) #&»
fo. Wiz, IL-2 oBpMmEROEEECRIETER 2B
LR, IL-2 BRIELERD IL-2 NEBEs+0
SO T4, Ml EAEHBENTHMEROEEEC
MEL RIS I o1,

IFN7y 3, BREE2ME CBE 1 BIDE 36 (LMIT B
MHD16%) KT Lrtkiixhd, CHE16l0 IFNy
EXBHE 260D IFNy EOELGLTT, IL-2 {#E 48
DR %~ L.

III. mEs&DFERT7 L IILF—

1. BEREEHORRET
AIEHRBL D 3 R (1990, 4~1993. 3) DIEHEH

EREZ AL 2100 (5107 4, % 103 4, #HEEEH| 708
) Axgic LMIT it X o & EH 7 LA+ —nb
REBITL, BEEDOESRT L X —HE L.

LMIT &R 160 6, BHs5080T, Bt 76.2
%TH-T. L L, LMIT BEHE5004 360 c st L
ToRER, BRI LOBREERC HRBER S b - T ERIE 10
B, B O IREERAERIC L S EAL10MFED . L
Tobio T, LMIT BEtEsofI20%] (40%) (2 B3EA 7
LAF—THY, BEOTLAF—-FLEET 106 &k
D, LMIT OBMRIT84.2% EEETH 1.

1) s LMIT Btk

FH 7 LA F - AE 190 FlOEF] LMIT B
iz, B3 o777 7ioRdT &9 108R# (100 %)
L60f% (97.1%) v — 2 %R @MLK L.
¥, KEMHEONEK « ABLBE» HEFECEHL
7o 1,143 a8 ) v SERE A SRR E L
MR 3 ol 7ioRT X5 LR LMIT B
HRIEUL @R R L. ER50 LMIT Bt
&Ry v BB EOHEE (r=0.70, 0<0.05)
REDI.
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B Peripheral biood lymphocyte count (1143 cases)
Rate of positive ) Lymphocyte
LMIT (%) -@-- Rate of positive LMIT (190 cases) count (/mms)
100 ——\ 5000
QO i 4500
80 \\. / \’ 4000
70 ] ~‘““~¢/ 3500
80 13000
50 2500
40~ 2000
30+ 1500
20 1000
10+
0 0
0-9 10-19 20-28 30-39 40-48 50-59 60-69 70-79 B0-89
Age
B3 FEdl LMIT BEE LMy v o RBRE
251 1 I T I I
] [C] Drug-administered patients (10571 cases)
20 @ LMIT-positive patients (160 cases)
£ I
=15
8
& ]
3 10
K i
5 -
0-9 10-18  20-20 30-39 4049 5059 60-68 70-78 8089
Age
E 4 LMIT BHEES EBEREOEBIMAE
2) D& EHT LA F—-OEE K, FESE, mEEEH e, HEREREMmo 4 FR

LMIT Bt 160 floERFBHE R, B 4 it
EOIngR S S it BB L, #ich0f16.9%, 601£20.6
%, 0218 % L EEMECBAE LR L. 1,
KEREE OB IREE 10,571 BIOER FISAE »# 5 L
TR H4 cRT i LMIT BiEREOFEERT
HE LB CHEOERZR L., ERJ0 LMIT B
MEE L BEBEOBCECME (r=0.79, 0<0.02)
DT

3) ML T LAF—FEIR

FHBEIE 2 EE 210 BIOBEIERA LMIT Bk
RiY, A4 CRTIOCRBSRLE, RCEHE

CHNARCECEBSERELR L, 7 L AE—fEROHE
L, BMRERD70%I & 5%, WICHFRE, %

MWEEE, MELBERAFV . &7 LA F—fEROE
AR 2, 5 WiRT LA @eD7 LA F—FER
BE7 LAF—ERE TR UERIBEEY TR L, #Ee
DIERCINES T & 2 BEIRAD bk h - T,

4) s 7 Lo F R

LMIT BHEEER] 208 FliZ, +| 5 wWRT L5 4
BRHA 41.3%, PREEHEENN.TY, BRETH
EN13.9% T, ZOIEFFETHLULEY HDT, F
fo, HEFBEOT7T LAF-FiE4 LMIT B/ 18
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F 4 HBEERO LMIT BtrR L HE

Allergic symptoms No. of LMIT? Ratio test?’ Incidence (%)
cases Positive | Rate (%)
Skin eruption 133 110 82.7 68.8
Liver damage 57 45 78.9 28.1
Fever 21 19 90.5 b c 11.9
Blood disorder 11 8 72.7 ]ailb 5.0
Gastrointestinal disorder 12 4 33.3 2.5
Others 11 5 45.5 3.1
Total 210 160 76.2

*LMIT : leucocyte migration inhibition test
**Significantly different (a; 0<0.05, b; 0<0.005, c; p<0.0005)

x5 FEHoTULAF—HERSIOT LAF-EHE

LMITV
Drugs I\{fz;;tsf Positive | Rate(%) | Incidence(%) the?:gyz) Allergenicity® Ratio test"
Antibiotic drugs 215 86 40.0 41.3 484 17.769 —é _i “
Central nervous drugs| 206 66 32.0 31.7 4584 1.440 - —1 a
Cadiovascular drugs 91 29 31.9 13.9 8233 0.352 8 a —-I j
Miscellaneous 196 27 13.7 13.0 12353 | 0210 > |
Total 708 208

ULMIT : leucocyte migration inhibition test
2'Day therapy : administration dose for three years/common dose for a day/1095
3 Allergenicity : No. of positive LMIT X100/day therapy, “’a : significantly different (o<0.0000001)

35+
-@— Total
30 ~@- Skin eruption
25 -~ Liver damage
§ E i F@VEr
20
§ ] —— Blood disorder
=]
o 154
Z ]
104
5
04 r -

T v 1 i T T Ll 1
0-9 10-19 2029 30-39 4049 5059 60-69 70-79 80-89
Age

5 &7 LA¥SEROERIEE
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DHTTH day therapy (= 3 O &EX OBE L&/
1 BOWHE/3EMO AR X100 TRHIER, Hik
WEREIN 17.77, RREREED 1.44, BEBEHE
P 0.35, FOfBA0.22 T, HAEHEMFHGED TEL
TLAF-FEEERR L.

SEXBOTHMANFAE L, B 6 Rt Lo ity
ERA & IR R ERICEBELRD I - o,
TEVRSRAEIT EHEH# O Wil ~CEHEFE Ti1323% & I &
SL I EIEE AR L. $7, KESRREORIERE
7,642 Bl T E oA E B, PR RN O
IR E AEOTRIBEE 2B LR, Pt
AEGERAECEBOELRDIch - 108, FEWE
A HEEH 1.2 R ~EEETIL4.6 % LS
ShPmE L AFEREEOCERT (p<0.000001, ratio
test) #FD, ERBEHRBIEES 26.7 Kic~E
FETIE 42.8 WALHE i L AHRSED LR (o<
0.000001, ratio test) D7,

5) Dnh & AR

LMIT Bk Hb i o 385 B4 800 % 3 R T i 71
ERIE 2 EE LR, £ 6 R L 9 20k

FREFSMIE B11E BTS FRIFTA

745.67 B, 208KLA_EAOREARM A 9.13 A, 408LL_L655E
KM 9.42 HT, s & drarc K bEAY
RL, 65MELLEOEFEE TR 15.03 A L EE LR VBR
B AR U7,

2. Rapayst

20~625% (CFHHERESD : 51.84+9.53) OFEEHEI2
Bl &69~885% (TFHYEMESD © 76.0%£5.09) DFEEEI2
Fla g PHA 1pg/ml Tk Y v 3B 8 (96
FEEE#E) L, LST THF(LRE, LMIT TY vkah
1 VOEEAE L., TR £ T oRTL5C LST
EEHED100%, EFEEN 7.1 B OBERERL,
SI OFEMET I FEEH 586.3, EEEH 200.5T, &
FEPHBCECBHRE ST ELR L. LMIT i,
HEEN100% (£F LMIF BH), EEEMNT5.0%
(661 LMIF, 3# LMAF #H, 3%l OB
AR L, BEBCHEBEELZRD L, - h, LMIF @
BHRIIEEENAE (0<0.01, ratio test) &<,
LMIF #H#O Ml OFHETHEFHEN 66.5, EF
H81.6 T, EFEIFFHECHERCH M E
R L, LMIF EARRIRED, - L.

B newEny O +EnEm®E WRBEAE
50
45
Aw—
235
30
8 2. *
8 204
© 15
-
= 104
53
0-
0~19 20~39 40~64
Age
6 T LAX--EBREFOERIBEE
® 6 EBOBKIRM
Age No. of Latent period Statistical analysis
positive LMIT (days : mean+2SD) (t-test)
0~-19 5.67%+ 4.21
20~39 9.13+ 6.05
0<0.001
40~64 26 9.42+ 7.88
Jo<o.05
65~ 37 15.03+12.26
Total 80
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*x 7 PHA T 5EFELEEED ) v RBROKIGK

#FE & T &
No. of cases 12 12
Age (M=SD) 51.8+9.53 76.0£5.09
LST Positive 12 6
. 0<0.005, ratio test -
Rate (%) 100 50.0
— 0<0.0006, t-test -
SI (M=+SD) 586.3+253.83 200.5+127.51
LMIT Positive 12 9
Rate (%) 100 75.0
ﬁ 0<0.006, t-test =
MI (M=£SD) 66.5+11.84 LMIF  81.6+ 9.44 (9)
N 95.2+12.43 (3)
LMAF 115.0+ 2.03 (3)

LST : lymphocyte stimulation test, SI ! stimulation index,
LMIT : leucocyte migration inhibition test, MI ! migration index,
LMIF : leucocyte migration activating factor, LMAF ! leucocyte
migration inhibitory factor, N ! negative

1. 7L LF¥—RRERRHEEE

ITSR, SHAT k&0 LMIT OBMRII&~ 0%,
6.7%, 75.6 % T, LMIT OBMHROE S »EErS, EL-
SA Tk AEBHMAMKE L LMIT T4 ELISA 7.9%,
LMIT 74.2 ¥ OBMR T, LMIT ASEEENICE B
R&B7. Fic, SHAT cHiffkiio 6 & ELISA T
FE®REO 7 flid, 26 LMIT B#%mR L. ITSR,
SHAT # &0 ELISA i & %% RSB 4N %
&, LMIT QMRS REORSI AT LD THS.
Lichi-T, $H7 LA ¥ - fifakfEn BT i
AL, T OREEFRLNCEED IEENITE LB
HMIEAE <, LMIT B3EDTHLEEZLRS.

LST & LMIT OB#:®iE, ¥E1© LST 42.2 %,
LMIT 81.1%, #H&E2 7T LST 21.1%, LMIT 60.0
%, find LMIT BEBLBETH L. i, &
HEFEOT VAF-RBEEIEEEC R~ FEEY LST
MR AR L, PHA RIS & 2 548E L EEEORIG
T LABOKERB L. LST BHERBIC & 5 RBE
U v oSEROERE, LMIT GRIEY v BROEAET 2 )
VikhA VEIERTELOTHE. Lich-T, FHT
LAF—OFERI) ViR vOBEEREL, ToRER
FHBHEI LMIT » LST Lo BT, HiEenEc

3 LST WAREEEL LR D.
2. FEEIT LILF—ORBE

PHA HI#c L AEFEA Y v BRI BERENIC LM-
AF » 6 LMIF OEAOBTARED b, BREH O
FIBC X A8 H T LA X —BEOY v SBRTIRIRR IR
DOFE X ICREN LMAF 55 LMIF OFEAOBTH
WHbh, FOBTEILT v F—fER0REER 4%
FTHIEnBbmElot. Lichi-T, HERKe
BIEBEHN BB AR LMAF, M43 LMIF »
BEEE R, LMAF & 5h LMIF B4OBFIZ 7L A¥—
BIGOERELZRT L DRBEh 5,

LMAF #H#EE IL-2 OpEA%RED, MI L 1L-2
EDEDAEBE S A p, IL-2 (28 MEREEREIFR
BR& Ko fo. —7F, LMIF ®HEHT IL-2 04
HBRB I - IL-2 13, PHA oBEMEBC LD
FEMELY v Bk IL-2 L7 24— REShCESE
DR TAD. Lo T, BHT LAF—RIGTI,
RGP L 0 REIEY v SERI T2 24 L, RIG
AT IL-2 13 LMAF EA%*HE L, LMAF (345
FUGE#R L, BT LMIF EEAHELT, LMIF &
KERICEIBELT 5 L a5, F1, IFNy 23
7 LA¥F—o—FpEE L TwbEE2 LS.

3. MELESIT L ILF—
FEP LMIT BRI g am L, FR50m+ v
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VARBEGELES AR L, BEOMICEOHEMEYED
7o, LichioT, LMIT ORIGHIE, BEY v B
EENICHE S EEIERCRFET 2 ERAE LR 5.

LMIT BHAEOFERIEE gL b ER L,
ERECEEEYRLE. COERIERIBERER
FIE-HL, BEOMECEOMBARD. Lk
BT, FHT7LAF-BEOHAEIRABRERCEKE
LTWwbEELHRB.

T L F —ERE, KBRS KEE ED, RICHE
&, #®, MEEE HLEEROET, @07
F-FEROIEC L 2HHEIE A EEbh 3,

7 L AF - EREROEE A EREN, SRR
¥, ERBREEEOET, TUAF-FEHRTEYE
B PR AR REO0E L L, BRBEREDSMEL
L, FOMOERBONBLLETH 1. Lich-T
EH T L F—TRAERYET 5 BRI T A E
tEzZHNS, $, BRBEEARIERER S LTE
FHRCEHELRL, LA THEUOBEMERD .
L=, BFEHETHEREEREY LI ¥—-0FE
BEVCOIMBEESCERT LEL LR,

EZOBRRHEIME S bR K AEBEERL,
FEZET0BRFEOEERED 3 IV BRAMEZE L
fo. PHA FIBic k%) v ABRoOKIGHTIE, LST T
FBEHZRHFEED 1/3BEOHEL LIRET, LMIT
TEFEHIEEETCH~AFRCEY LMIF EAELR
Lic. Lichi-T, B@bEOBKTBoOENIIERE
DY Y AERORIEHDOETCRET 2 0EEL LS.

2 £ X R

1) BTFEZ: IL-2 E4E BRAE 19 163~169,
1987.

Fle KEBEALERELZERVEZEEDLATED
TH, EnlhrIEBERIS L EEAD.

HH AREZoFcERBSEAECRIFAIEZ L
AOMN, SO—FRECHDE LK, BEEREs
Vol DF—BSVGEWFHELOTL 2 5. ERIED
FEIR & 7o

FEH LRIV LAERAEERRLLON, B
BRETAEoSh RSV EHWET

BH ERZEBTLL DD,

IV, £5TT.

#& LMIT oBMAEFELS T, AEBRVLTT
P, BEBEEL A DRME D T EVET

FH HoET. T IA—FBEELREZALOTTH
Eb, WIOREBETT. LMIT 1, 80% DB#ED 5
b, Kh60% MREERBM T, 20% BT, 5B
HEDHPES BB M D L Bh g,

& E24bB0MESTEVE LK

e g LT, REMBRRERZOE Lt i, [
FIEMOMRBIES) & BIER OB L | oW TREE 2 it
VET WMEAER, BERZEONBHEMRT, BEIA
ORERELTL-TEbhET. ROERIS, B0
LTwicEwTkv it £, HEOLBEOMEDK
HEw iz h, BERMcERLZA~NTEbhE 4.
IhhbOEFFORBIEBO 1 2O FALTLH D %
T, FhTRBECLET



