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RRMEL 28R, Phiox¥ 2l EL NS
BE2HELL, ZomR LY, Phenytoin (Ph)
BEREICHRL (EE3 NS E4 L EIERD,
TUAX—REE L CEEE NS WHEMEH <
TEANs, £72,Ph 253 TV 5 25EH
EBWTHEEREYIHEAL T 5EHIHEBAL 2,
L»L,Phi#5#BHTHRAMELT L LY
—ERGE L TEH#BLLI) ET2IEr LT
¥, Ph5Ic k- THEAICBWINRT LY
—DRIELTNBLDEEZ LTI L L%,
A#®X T, 1) BSA-Ph conjugate # /L€
MCREL CRL CEBERTVAX—RIEZ2H
R3EI 2T ERFTEZ L, RV, 2)
Ph #8&03%5 L 728, R L THRAIC L DiEEPh
PRITL 9 2OPICHOVTREIL, " s»
6H Ph 5% 0EAMBEESVNETLLX— &
LCERE NS 3 kD S 5 0h BRSOV
THEANBZ ki L7,

o

X B ¥ &

1. EMERE G
1) FRMEREERIE

i miE0.5ml #56°C T304 Rm# L 72 1%,
sheep red blood cell (SRBC) i (1x108
cells/ml) 0.5ml #/n2, Rz L %475 37°C
< 1 B§f incubate L, 1,000 rpm T 5 Z-f&E L
L7z. #9_LiE% microplate oL, gela-
tin-veronal buffer (pH 7.5) TIEXEHAHRL
TW&E, %o ki tannic acid 42 ¢ Pheny-
toin (Ph) # coating L 72 SRBC 2R EH
7c SRBC #:## (2X 108 cells/ml) ##&TFL,
37°C 1 B CO incubator ¥ T incubate L
TR IRE L RIE % 1T - 720,

2) 3H-Ph binding assay

&% M #%0.1ml |z 3H-Ph 0.05 »Ci(0.1ml) &
0.05M acetate buffer (pH6.8) 0.1ml #1012,
£°CT1285f#8E L 72. = fLiC dextran-coated
charcoal (DCC) 0.5ml ##nz T (37°C) &<
WL, EHIc3,000rpm T5 FREEGL, LiE
0.5ml o #4tiE M % liquid scintillation count-
er (Aloka liquid scintillation system, LSC-
700) THEIEL, #MRMF SH-Ph binding
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capacity (B/T %) &3k& 7z,

3) &dmEkEkic & A HUHANORE

=7 AN REY R #E4 % 0.1M phosphate
buffered solution (PBS, pH7.2) iz 7: L T#
RoLE#MzZ, Z2RTIHMEEL, £N%EE
7 Hi& % ice-cooled PBS TH o #k& L THE
L7z, Za4Fic FITC Tlabel L7zt | —globu-
linfitkzog, ZRTICIREBELL:, 20
%o 8D PBS T L, &M (Olym-
pus FLM) T CHR% 7- 122,

4) P# Coombs RE

2 %0 B R BRI HE 0K 2 % & HiAR L 54~ 618
#EML, 37°CT 18R incubate L7z, ZfLic
KHBNEBKIEREZMZ TRML 2%, &L
T CRLERZ7HEL 2. ZORLTBRIEEZR
B CRMERE B L 721, FROIKRDILIEIC
Coombs miFE# 1 ®M2Z TL CBHMIL, EbIC
1,000rpm, 1 7MELEZTVWRBRE 200k
S THENEELBREL 129,
II. #EAME SR8 R IG

1) HENER

B 2% > T BSA iz Ph # coupling &%
72 BSA-Ph conjugate # B L, TN 2HE &
L 7z. carrier (BSA) &} hapten (Ph)? €0k
I31:5IcE AL, o8, 2nEHITL T car-
rier % egg albumin (EA) & L 7z conjugate,
Bl: EA-Ph (1:5) LfERCL 72,

2) Foot pad reaction

BEMTUVLX—nHBNLHBHETHS
foot pad reaction (3, Volkman and Collins®
DEEICEL Te7 20D IcELE Y b TIT
- 72. BSA-Ph 0.256mg #* saline 0.25ml (2 i&f%
L, BEE" Freund complete adjuvant(FCA)
LEFMIL, chei#EEELEy } (Hartley %)
NEMEMICES L7z, 4:8R#%ic BSA, BSA.-
Ph, EA, EA-Ph & 50ug 231 50ul o
0.9% NaCl #ici&» L CEEELE Y b D—F
DEMWENICESL, MR (HEBEQ) 2
B MIZi30.9% NaCl # 50 1 % &4 7.
2Dtk ZREICTREOER L KR mano-
meter HETHIE LS, FROMMEZHHL 72,
27, BT 1 BENEELIT- 7 6:8%
1= 8|2 BSA-Ph 0.25mg # saline 0.25ml i &%

E %

L, iz Freund incomplete adjuvant (FIA)
0.25ml - #iH 2 THEREMICES L (boos-
ter), ZN 4B KICRILEBRICHER % RIEEQ%
T 3 B2 N IC 1515 % foot pad reaction® 17 -7z,

3) Local passive transfer”

BSA-Ph 0.25mg #0.9% NaCl 0.25ml |2 5%
24, FNRERNFCA LREAML THRBHSE,
INnEELEY FOFREMICESLZ, 458
%1z BSA-Ph 0.25mg @) saline #0.25ml & FIA
0.25ml iR A Mi& K T booster 2 17-7:, 2:8%#%
CRIEENLE Y P DBEENICTE) €57 4 20
ml%&#EAL, %94 B Hanks #20ml % f§
PERICEA L THEEE % massage L7z, BilE% IE
408 L ¢ Hanks # % EW L, i HME % £
7z. %1% Hanks ¥ THIC 3 MM Z E L 72,
ZofIC L CESHIERER MR (0.8X107
cells) # BSA-Ph, BSA, EA-Ph, EA #i%c &
BAL, 05mg/ml 2% k) IcHlELL, 2
0.lmlZEHELEY FOEMENICESL, £
DBESIMIC BTG EMRGRBRELZ, &
DIBAONTEERE LTI, 1) EEREHE
PREEALBEBIEIEL, BBRTHERE
HLEBENERRIER, 2) BiESHOMmEFL
REEQ L2 RAIELHLRBENEEEL
Ty FOBRMERICESL, ZOEBREL*8
gL,

4) Migration inhibition test

Lymphokine »# /3, Clausen HZ&HEIC &
% migration inhibition test T1T- 72, KkE
i transfer E£8& Tk~ 72 o & [F ki BSA-Ph
TRELLELEY F DBEERHMIEE AT
BEBIERBRE2T- 72, ERBASVOERE,
agarose & agar ¥ 1:1 (w/w) I2iB&L, 2
EBENEREES L USSR REDELZMZ
T, KIBEE 1.1—-1.2%0) agarose-agar mix-
ed gel #/ERL, ¥ +—VL 118 (E&E6cm) &
2N mlnEES V2 FEAL R, 1mg/ml ic
FEEL @< e HURER (BSA-Ph, BSA, EA-
Ph, EA) 0.1ml & B&{E 5 i & 4 B o0 12 8 7K
(2% 108 cells/ml) 0.1lml & #iR&L, 95% O:
+5% CO2—incubator #$1{237°C, 1 Bff#EL
72, RIS, FHES>THBWREES VI, BEE
3mmo well #&HEHIT, Zod i ErEERD
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BERBEPEERR MR L NREE~ 7oL
Xy bPERAWTEALZ, 5% CO;incubator
TUREMEL 2%, > r—LOREICEY -
reEERTHOEREY / ¥ 2 TFHAIL, Index of
migration # B L 72, Index |3, MEkEE A
RoADBEERBEEX) ST 5 MR HE
FEASELREOEEER(Y) Nkt (Y/X)
TRDIz,

5) BRERT VX —RET OIS HVER

BEHOBIEI %, TLAX—Rib%
BILLEMINKEEZTRL, 15% KL= >
WICEEL, ZnHFSKEEL T alcohol TR
KL7:, kic, 5774 > @88L, =270} —
L THY L 72488 5 # hematoxylin-eosin i T
B A
M, AW PhaE0HIE

Wistar RigtE > » b (#200g) iz, 0.5%
sodium carboxymethyl cellulose (CMC) |- #
#3472 Ph #200mg/kg R OHBE5 L, 2nik
BEERICHIIAL 72, R ZYIRL, Zodicg
¥15Ph 2L, wAFHPh&E4 RIA
&> TRELZ., FBHCmiFET o Ph B
BEL, MEDOHEBIBEFRIC DWW TIREL 7.

B % 4910mgiRE L, 10% HC10, 1ml %0
Z T sonication (Handy Sonic, UR-20P) %10
FRIT> CHRMEZ B L 72, Kic CHCs 5ml
Fmz, 14WEEL, PhemdL2. kg%
aspiration ik V%L, A¥EL»8L, =
#ic0.2N NaOH 2ml #mz, 15MiE&EL T
Ph ZkEiciifhdi L, 2,000rpm 5 2RE L
L7zKE? Iml # & 0, 02N HCl 1ml #m2
THRIL, Zn2XKTHERLTH> 7L,
RIA BIE 24T 724,

x B & 2

1. PhiERE5REMF LAV 7L AL X¥—
R
BIRICH& L7210 <, BSA-Ph % adjuvant

LRI TH XIBET B &, Phicatd 2 5tk
BEINLEIFBLIIC -7, ZOHMBLY
WICHET ML, Ph 28EmMICRE I TW3
BEDOMHICIZ, PhicrT otk 4T 2
MDD 2, »HrsRMEN, BEOBMENK

Table 1 Immunological reactions tested on
the serum obtained from the Phenytoin-treat-
ed patients

Phenytoin Hemoaggiuti- Anti-ONA Coombs 3H-Ph-binding

patient dose nation test test test
(mg/day)  Ph-SRBC (8/T %)

A 150 - - - .14
8 100 - - - 0.16
c 80 - t - 0.21
D 50 - - - 0.12
13 50 - t - 0.23
F 50 - - - 0.17
6 50 - 3 - 0.28
H 20 - * - 0.20
1 0 - - - 0.08

normal 0 - _ _ 0.08

serum

30r

»—o : BSA-Ph 0.05 mg(N=5)
e-—-¢ ! BSA
o---e : Saline

0.05 mg { N=5)

~n
(=1

Percent swelling
S

Fig. 1 Sequential changes in the foot-pad
volume provoked by BSA-Ph and BSA chal-
lenges. Single immunization was carried out
with BSA-Ph in FCA emulsion.

NEET B HEREERETL, £F0FER% Tablel
IK—fEL TRL 7z, FRbzkEEERE R Co-
ombs RERIIEEEMTH 72, L L, HilK
PRITBE I BTN 1 ADBET 4 AD BB,
BYN4 AR TH-72. Ph #F &L
THRAL T8 ZnBEMEIX, £K *H-Ph
XY BREARIER AMFIC~NT2 ~ 314
E<, BELFFICH Ph fikowFaET B
VLI -7,
2. BEMPVAX-KIE

1) Foot pad reaction

Fig. 112, FCA #% adjuvant & LT 1 [E7*
I7T BSA-Ph #RfEL 72T v F DRI, 7
R % challenge L 7:B2o) RIEBREE N BRIE
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BERL T3, BSA-Ph R 38 BSA &
IR L RFERA CRENERIE > TH
N, WTFNL10%EH#NIERELRL 2. 488
Migic B aMENERICIE, AEERRLN
Zthrot:, L2L, BSA-PhoFhre&idzid
LCEvERELZTRL L,

Fig. 213, REREICHT 25 Ph o5 %

30|

o-—o : EA-Ph 005mg (N=5)
o9 EA 005mg (N=5)

~N
(=]

Percent swelling
-3

Time in Hours

Fig. 2 Sequeritial changes in the foot-pad
volume of sensitized guinea pigs provoked
by EA-Ph anh EA challenges. Single im-
munization was achieved similarly.

30]

o—o : BSA-Ph 005 mg (N=5)

;E’ 20! -9 :BSA 005mg (N=5)
v
H
: B S s M e S
& 10 B +
o . o
a 16 % EF) ] 8 56 64

Time in Hours

Fig. 3 Sequential changes in the foot-pad
volume provoked by BSA-Ph and BSA

challenges. Immunization was performed
with BSA-Ph in FCA and FIA emulsion.

L DEAREICIBIET 2 B TIT - 2L N T, BSA
& |3 heterogeneous 2 EHE TH % EA iZ Ph
% coupling L7z 4 &, EA B & # BSA-
Ph TRAEL7ZELE Y b D RMEEPICESL,
FN%NREEBNOEILZ BREBICANTL D
Ths. EA BMEFNBEITIE, 2465RLA
TEEIIELICERLTLE>TWS, LAL,
EA-Ph # E5F L 72 RIE T3, 24BRLL E42@ L

N

T 1 8 %HT# 7 swelling 248KFRLA EFRpiE L 72,
Fig. 3 13, 1@EBOEENE, FCA % ad-
juvant £ LCiEML, 2 B H (booster)icid FIA

© % adjuvant ¢ L TREIEL7ZENEY P DR

ISR 2 ENES L -0 RIEERNES 2 R
LTw3, FCA % adjuvant & L C1 @7}
BSA-Ph TR {ELL: B4z ikl , BSA-Ph, BSA
WTNZEFLBETL, REAERIZEL
(EBVEERELZRL, LrLAENERNER
EEICHEETH > 72, 48814 BSA-Pholig
3EHE(3131% T, BSA BnFAI1315%TH Y,

mZENRIZIZEREOLTHEEENBD LN,

Fig. 4 13, @irRMCL T2 ERELZIT-
30]
0—o : EA-Ph 005 mg (N=5)
*--9 EA Q05 mg (N=5)
£ 2
H
E 10
i et W
8 16 % » ] 48 56 64
Time in Hours

Fig. 4 Sequential changes in the foot-pad
volume provoked by EA-Ph and EA challen-
ges. Initial immunization and the second
booster injection were given similarly.

RELEy ORI EA-Ph & EA EOKER
EHEIT, ZO% REEEROZRATE( L # T
L7z nTdh 5 EA BMEFNGAICIT, $24
B TR T eIk L 24%, EA-Ph&ES
L7238 Ac i3 0RERALITE L FoR L igED TR L 72,

2) Local passive transfer

local i= passive transfer &-47-488FfENE
MRS, EiER AR+ BSA-Ph i sFERzIc
BOTRLERHTHY), RERVEALEHAT,
BERE L 7z BRI — SRR e > A2, RERER
i+ EA-Ph DR % ik 5 L 2 E8Lic 5V Th,
R FEELRK, ER, WSRO, L
L, WFnoBHRLIcBWTYL, BF B
RISESRBD LN 72, BiEHYHLFE
REDRAW T EH L AT Rld ) ERR
WHIZR SNk -7, Fig 5 3EBOERR
xR LTHY, Fig 6 i3 EHEMI L £BA
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Fig. 5 Appearance of delayed-type skin reactions provoked by various

combinations of sensitized macrophages and a variety of antigens.
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: EA+cell

: EA-Ph + cell
: EA+ cell
EA-Ph + cell
BSA-Ph « cell
BSA + cell
BSA «+ cell
BSA-Ph « cell

PIDPDHWN =

CoNHN
N OVWw —

contro
a b

Fig. 6
Fig. 6 Schematic illustration of the
sites intradermal injection (a) and
combinations of injecting materials (b).

ICE N ES L 2 #iK & macrophage & NDiAA
b 2EREIRL T3,

3) BEMTUVAX—RE%BI LN
##1%

Fig. 7 (2, KgWeid &M i+ BSA-Ph % )5 fr

TELZELE Y F DEFIMLIC BT 5 k&
WL T3 (X400), ZoEALTId, —ER4E
HOEFEA R > T 5 %%, SALE MERIC Hhg
L CTHEEROBUE» L N EBHTH S, G
fE R & AR AL & BSA miRFE % ST L 22 5B ERL
D& (X400) 2RL T B, TSI,
B MR M EIICRERDSNDENATH D,

4) Migration inhibition test

Migration inhibition test o #% 5 (2 Fig. 8
I—H#EL C/rL72. BSA-Ph & BSA * iz
12, BRE2LTEREEL»EBOHLNIZ, —F,
BSA LI RMELEATH S EAIC Ph 2423
47: EA-Ph & EA t oRICi3 AEEZEIZ P=0.05
TEREETH-2., wiuce &, Ph TRYE
S N7z B B macrophage Mt (L, Ph o)
FET CRWEERKZ KL, Phic k> TH
FENGBER RSB W T H, lymphokines
N—FETH B MIF OFEENITERZ L7,

5) taPIf o PhiBE%Zb

Ph 0% 5.1%, fEisaic HMBOE I 7274 X
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Fig. 7 Sections of skins taken from sensitized guinea pigs.
a: delayed hypersensitivity provoked by challenging
with BSA-Ph,

Fig. 7 b: control



Phenytoin i & 2 i BEFEAE ) RfE B 10 B § 5 RIEFRIIRES 849

Antigens Index of migration

BSA-Ph [Lonmnnnn

BSA

EA-Ph [nnnnnnLLTLLTLY 3

Control RN R R R R RS RS 73

Fig. 8

Fig. 8 Changes in the index of migra-
tion of macrophages under coexistence
with various antigens.
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Fig. 9
Fig. 9 Relation between the serum and

gingival concentrations of Phenytoin in
rats.

M) PhigEE3 &5 & LB HESL P IC ERL,
RARAICEZELBERTRLL, HOBOES
YRR TERAZYRL C2ndhn Ph 2%
%E L 72%%, Ph o i &8 & oA O MLEIREE &
NDENZIE, ENERERRLTGLL, tEREMREIT

r=0.964 (P<0.01) &\ HRE 4 % 32 72 (Fig.

9).
% =

Ph#%5nBnBHMERIGE LT, KBRS,
BHEE, £5WHAHERE (systemic lupus
erythematosus, SLE) %°, Stevens-Johnson
ERERLEPHEATIERICMONTWSEY,

SLE iz LIz LIZEV: 51 5 5t DNA#K
NRHERBRICE VT, BE I LT 5 EHIERE,
IorwizEiEsRL 7z, SLEIZ, BCRERT
brrEZLoNTEN, BELEPICEITLE
EMARNHFEREEZECTRTLEILNEEZLILND,
LA L, Coombs RETi, BEMBFFICET
PRERBT 223 TE L7, HRLEL
rRRER, NELEEEERY»TTELT, Co-
ombs REIC & » THOHAKIRMEINEEE
BLARERZ2ETHICEESTwEnineE
Zbihb,

Ph #&&#%5E5 LB BETRER N, BR
FERME RN, TREREADEY &G MRS
FAEMERYAET A Z LIZAMTHE. TN
t, ERFIRERMIOIC-DTIZ, Ph AR
HiIc L EBREIVEFN—HEINTVS, K
MEREERIGIC & - TIERB I N b o 7255,
3H-Ph o binding assay Tli £& mi&ficHiPh
HEKNBEEYHERT L L0 TE L, WK
FEETLEVI Z NS, BLEFLn
BIERNEBENTLAX—RIGE L THEHBEENS,
72, ZOMORERDBEREERIRE & \»
- 72 BBER G L ERERICE 5 T L LX—E
Rise L CEBBENS, BL, TA»ARER
Ph 721+ T7% {, Phenobarbital % X DfhoHuit
WHARERHAL TV 3613 £, 2nbsni
TN AEE Ph L OBEERS 2 IZREHY
LINLnBIERZEST2ERICAKN J 5T
REERTEFH D E 2 L b, PhikbkEne
IS #IE L 72 fui% Ph level & A&+ Phig
Eroliciz, aENHEBEMREIZS LN,
ZORTRIZ, Ph 2 A O BETE & B L KRR
FLoT0brNE) uTBES 25, BE,
Ph #¢ gingival fibroblast »3EFE% R L 72 & v»
TEENY K BH, WIS EAMEE L ) SEEE
L 7> fibroblast »#EHEIC (2 INKIENCER L 72 &
W BEIDY &1, fibroblast AL Ph &5
EE—BROICHUDITHNRSOFTEEETH S,

—7%, Ph2EE% 5 LBcBEINIKENE
KFHEI3, Phic k 5 drug allergy TH B Z
EHEEBEN TV B, TR 4L D, Ph
MRS L B AN Y RRFEHE, LR
Y5 LI RIS, BMEEEREL VY
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LIZMHEIEIC L 2% A" ) 2BERT L L X —
ERUDCHTREIRLEVWEEZLND, =
NEHILERMAH S, PrhaNETLAX—%2#EL
BahrEEICKRTLAZKTH S, Foot pad re-
action |2 8\, BSA-Ph #1 E7IFREL 72
BTl Ph DERIZBRE Tl G h 72, Ly
L. 2 @REX1T- 284 Tid, BSA-Ph chal-
lenge 7% & BSA #% #.Jh T challenge L7220 R
BEBNEIBD THETH -2, /2, BSA
LIS RELXEAETHS EAICPh % cou-
pling &+¢7: EA-Ph # challenge L 723&1C &
RENIERYFFRICELIY), ZnZ&idPhic
L BBERTVNAX—FROTREMEEL & RE
T3LnEEZLLNSE, %cp, foot pad reac-
tion TOBERTL VX —DHER%ER, WE
challenge 48] % ) e BB OMEIRIEE % ZE88IC
L7z, 248 nfER Y £RICT UL, PR EH
MR DEAKIC L MG, BlH Arthus
BEMRE (Type 0) BHRTH 2 VTHEMED D 5.
INEHICBERNTLAX—RIETH S & HE
T 57200, 48R MEEE # MEIC L 2R
Th5b.

K Ph iz & 23BIEME D B W BUGA A 2410 B
ERTULAX—THEN0EIr2BICHELID D
728, local passive transfer NEB % 17~ 72,
BSA-Ph#HEE L TELE Y P 2RELLE
&, BREEBHOBEERBHEELFERTE 2R
E 2B DA local passive transfer %%
L7, 0BG, BEROBELGE
HOBERT VX -0 BN SR> BE
dnsz., 7z, foot pad reactionicB WTH R
MEAHE THS EA % BSA-Ph TRYEL 72
L&y MiZ challenge | Ty &< EMRIEHR
Ltk -72niz, EA|Z Ph # coupling & ¢
724N #% challenge L 7z2BBICi3, 40BERI1EIC
peak IZET HIEREZ R EBMRIGIFERENT
Wb, INLNFRRE DL ERETELL L,
Ph 7 BRER T L AX—%FR L ) 5 eI
DTEVWLNEEZLND,

BEMTUVLAX—2B1353 ) 1 >0%EIE,
BET M B ERRICHOEEL 721, lym-
phokines #* T #lifih 5B IN2BETH 5, lym-
phokines |3 50 Ll EDLDH B EEbNT

E =

v 5 A1, AEER T3 lymphokines gAY
87 1>TH5 MIF (EEHLERTF) £ Clau
sen NEFIC L > TRIL 72, ZoFEIR, #
ROEMEHC LN THEMICES TREHE
PEWY, ZoFERLY, BETHEL Y MIF
AHRHEINL2EHSHREI N, ZORFRIE, Ph
PEERTUVAX—2FRLIB1O20FN%
RSN B EEZLND,

Phic X 2EBER 7L L X — & sARTELE & OR
&N & S BREFRAD B DH & v HED
NZb., Ph @G L2EITEIEICEST
PhasaAic EML, AP D Ph >R E % -
T, H72»LEINLE -y + 7 foot pad reaction
TEREINHL, HRICRET2BERT L
WX—HHIY, TNAHEAICIEMEDETENE R
ErERLZOTR VI EEZLNS, L
L,PhE#RE2ZIT T 2icir2bbT,
& WA RIEN R Z 57 v BE (low-responder)
Lds, LL, BADEESLE, THORA
eRicERINTIC, FEYEMMEZPLET
LIRBU L FRTMIBREIND L) BER
BMLZTULX—HTHATLNIIEETH S,
HEENIC BT 2/ 2 2 REA, hAHEE2EE
THERICHNIBEVIRHHELT LAY
—RFEEETL TEEL T Lt bl
WLNEEZLND., TAPAREIL, Phoa
6§, MO TA»AZLHHAL T 554
EL, B EOMEERLEZ L ITEES
v, T, WAMIEEDRERFOBHEIC
12, BRIKEY, REFNHENALLT, £57%
WLIEEREZRLIC LI L EYnRBLE
IEERICHRT A EIRUELEZLND, L
2L, Ph i@k sic k- CGRBERT L AX—
PFERINILELWIMAIR, 4% Phick?
EAEENIERNEHN—BIC %) ) % L HEE
T3,

]

Ph 35 nRRERT o2 LEIERA 2, &
BEZ WL IABET VXD HRETL
2. RICHAREAIGBERNT L X— 2 EREE
LTRELBHLTELrORT2EHEMNELT
REBREIT-

2
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1. PhigkE5n BEMmFICIL, *H-Ph L &4
T HEREIFET 25294 L 12 Coombs
RERIIEETH - 720%, AEIEKIIERESL
EOHEBUCERDH LT,

2. E/%y } % BSA-Ph TRIEL 121, BIE
HWEMEICGBEEN:, BMEELEy POME
EHAE R LICEEELE Y FORRICE
LB, ZTORMICEBIENT VX —RIGH
RELLELN, ZOEBRIGH MM RER
BTHBEIHEEL I,

3. BO/SBAEL AN Ph BEIR, @

x

#HPh BE SR LHEBRERERL .

INLDRTRA 6, PhifEIz & 2 RAETEIR
BEMTUVAX— %2 ZNERE LTRET ST
BRI TR E Nz,

# B
FREKRDICHD, HiEE, ERMEzEbL- 7,
P L Al R PG 52 R % & UNIC SR AR IR B
THIRICRE L IHEERLET.

7, BEMEZERME 2222 LB RE
EEELFEBERBROT 2 ICESBL T,
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Immunological studies on the etiology of gingival hyperplasia
induced by chronic administration of Phenytoin
II. Cell-mediated, delayed hypersensitivity
Masayoshi UOKAWA
The First Department of Oral Surgery, Okayama University Dental School
(Director: Prof. K. Nishijima)

BSA-Ph is a product of covalent coupling of p-aminophenytoin to bovine serum
albumin (BSA). Hartley strain guinea pigs were immunized initially with BSA-Ph in
Freund’'s complete adjuvant and 6 weeks later all animals received a booster injection
of the same antigen as an emulsion in Freund’s incomplete adjuvant; these injections
were administered subcutaneously in the back of the neck and haunches. 4 weeks later,
various antigens (BSA-Ph, BSA, EA-Ph and EA) which were dissolved in 0.1 ml of saline
were injected in the foot pad of sensitized guinea pigs and the volume of the injected
‘foot was measured at 48 hr after antigen injection. Remarkable swelling of the foot
was induced in the animals challenged with BSA-Ph but not with the others. Macro-
phages obtained from the abdominal cavity of the sensitized animals were injected with
various antigens in the skin of normal guinea pigs. At the injection sites, an area of
erythema developed and this was followed by the development of indurated nodules
over the next 24 to 48 hr.

When Ph was given to guinea pigs through the mouth, fairly large amounts of Ph
were detected in the gingiva and there was a good correlation between the tissue concen-
tration of Ph and the serum Ph concentration.

These findings strongly suggest that delayed-type allergy can be a possible reason
for gingival hyperplasia after Ph administration.



