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T-lymphocyte activation by thyroglobulin in patients with chronic thyreiditis
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[Summary)

The purpose of the present study is to assess the proliferative responsiveness of T-lym-
phocyte to thyroglobulin in patients with chronic thyroiditis.

T-lymphocyte proliferative responses were, first of all, induced by thyroglobulin (TG)-
pulsed antigen-presenting cells (APC). According to the state of serum anti-thyroglobulin
antibodies, T-lymphocyte from about a half of sero-positive patients showed the prolifera-
tive response to TG-pulsed APC while those from most sero-negative patients and healthy
individuals did not respond.

In contrast, even sero-negative patients, whose T-lymphocyte did not show proliferative
responses to TG-pulsed APC, showed T-lymphocyte proliferative responses when thyroglo.
bulin was added into the culture medium.

Since antigen-pulsed APC are considered to activate almost exclusively helper T-lym-
phocyte, the lymphocytes which respond to free thyroglobulin in the culture medium
seem to belong to more than a single subset including helper T-lymphocyte.

Taken togather, these results suggest that T-lymphocyte which respond to TG-pulsed
APC may play a significant role in the induction of anti-TG antibody production in

patients with chronic thyroiditis.
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B REHE T OFELOMB Y £ ic, TRR—ARSTHREMBEEROY 27 4 TREL, UToRRESE.

D firs e e 7Y VHEBEBETIR, YreraF Yy 024 RE R # K (antigen-presenting cell)
LT, THROHEMERIEBIEL T LORERCED o5, Hid /v re 7Y VHGRESECREATI

BRCH-o1-.

2) FRETHE THREAHEEPCH A n s aT ) v EMIALRTE, YA v 2w 7Y SHAEBIERE 20
I THIREFEERIE S L 78 o 7225, Hid A v ' 7Y L HiRRHERE LR EA T L THRMEAEERICHE L 25 b

DOWBHotz. EBBEATIESHD 4 FICBML -/,

Pkozrizky, IR (FAu a7y ) AL RBETREKRE BY- 7% Co THBESEER L, firAu s
v 7Y UHABERE CHEM BRI L LB Z EASRENRDT, FOFHRCOVTETORME ML .

L ([esic

BB RIRA (chronic thyroiditis; CT) DORIEHFF
KOWTEARAZARE R, BAFBEBEFRBR T
FLEY TITPRBREREEE L L, ERGFIRR
RECTECHREEHETHR B E T3 L &hTw
30,

¥B, £ b CT BEF T, fivrAese 7y v
(thyroglobulin; TG) HEAELICES+MHEMETH
AOBENMET LTV 2 L BESHh?, fhog B %
BB L RIRRIC THIAR & < iCIHE T HIRE DBREIR T 23
ZTORECEEREHEZEL TV 3 LHEBRIA TS,
L Lads, THREFERRTHS TG 25 CT A
ECR~ANA-THIEE YO X S5 ICEEIL L TH TG
MEEAE~LEL ONTALL TR, BT, FIEHE
HRIC X 5 THROFEMLIIHIRE 7 M K (angtigen-
presenting cell; APC) iZ k5 THIBE~DHIRERIZ X
2TWVBHZEN, TLEY M), =y 29, ZLTE
FSOTCHLNLER TS, FZTEE L X, L TG
Hifk (TgAD) EEA~DBIE&ELEX b 5 T M fla—
APC BIHEEMAN, TG 2R L L &, CT BET
TERBICHBELTYW300E 5 2RI LK.

II. HEEXTFEE

1. #H&EIUNR
D #4n0sa7v 0B
BRFIZE SR RBRRBREOFIRREE, Van

Herle 50F&EIZE Y, ~+ I THE L 2ml/g ©
phosphate buffered saline (PBS) iz —B&EBEL
7. Zh#% 1,000Xxg TELHL, B 5ml # PBS pH
7.2 B/t L 7= Sephadex G-200 (Pharmacia) T4
NAHE12H 3ml OFETIT, 3ml ¥Fo 9B L
280 nm OWKE THRINZIHKH TS E (48 no. 23~
2) ZWMOYHL, zhiFrusary v (TG) HiE L
L7z, Z?o5bH, 53E no. 26 0ELEEEY Biuret
THIEL, 6.0mg/ml OREE /. ZhEAVHRYA
v 70 7Y ohfk (TgAb) BtERE M & ILERE
EfTolc b ZALRRE B DB,

2) o %

s, YUBEAE - NERNERE T O BMRRIR R BRE
TEMIT I F~T45 (BLIT40B~558) OkiE1S
%, BHE14Thol. 205 b, TgAb BiEEE I 10
%4, TgAb BHBERI6 A ThH-7. i, avin—
NELTHEE 84 (Fh25~3b Rk k64, Bk
24) ExXRELE. B, TgAb iI¥ A uf FF2 b
(B TV, B E o 5 & 12 X100~ X
819,200 Thotc. ¥, =4 s/ uy—L47 2 MIBRE
DEF)CHEME (X100~ X409, 600) Th-otz. 7121,
BEBEITRTYH S oS FF2 MNEETH o728, <4
ray—A7F 2 M3 fTbhhbdol.

2. /&
1) U URBONH
b FRIML Y Ficoll-Paque (Pharmacia) ik v B



BiR - BEFRRRBECRSTZH A v /a7y vic X5 THEREEL

BHRE L, SBIC, FAurrU—AhFhickY
H 7 LAEEHER XU T A v oy — AR 4 RE
L, BIE % THIRRSHE, %E % RS TMR (APC) 4
B LTHWREY,

2) APC HEOHE/CIL X

APC 5y % TG #iJf (1 pg/m!l, 5 pug/ml, 10 pg/ml)
BXU=A b2Avy C50pug/ml & &bic 37°C 1B
g Lcnb, PBS T3EKFLE (TG <A
APC). B L LT TG i n 2 LIz APC 4 (=
A=A MBOR) FHERLIY.
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3) T #@Eick3 SH-TdR DR D AHEED RE

THIKG 1x10° % TG HLE V2 Ecid TG HR-
AMRALEVHE® APC1x10* fAL L biT 200 xl o 10
% o B R MLiEM RPMI 1640 35 PIciFEs &, <
fr7as844—71v—}F (Nunc) 2BV 37°C 5% CO,
%% (NAPCO) T6 A, B 16~18 RHIATIC
0.5 #Ci @ tritiated thymidine, 3H-TdR (NEN, MA)
Pzl EREA—-beFv 7 BN —R R F —
(Labomash) % fi\>, SH-TdR DY AR IHKEY v F
Lv—vavh Yy — (Aloka) X iV TRIEL 2.

£ 1 TGHE ALz APC I X 3 T KR RS* D5
Groupl : M@MEFKIR A B E T TegAb B

TG pulsed
Cell Donor (Sex, Age)
— 1ug/ml 5ug/ml 10ug/ml

H.S.** (F. 70) 7,731+£1,186 9,386+1,419 8,418+1,577 8,969+ 778
A.N.** (F. 25) 2,115+ 105 2,919+  91*** 2,910+ 646 2,865+ 231
K.U. (F. 53) 4,091+ 907 6,656+ 125 7,240 693 5,674 504
LW (F. 74) 4,806+ 19 6,847+ 599 7,586+ 11 6,86+ 795
M.N. (F. 34) 10,565+ 135 9,057+2,984 11,117+1,379 10,960+2,617

H.S. (TgAb : X51,200, /LRI 2 yrs.)

A.N. (%800, 1 Mo.)
K.U (X102,400, 3yrs.) L W.(X819,200, 4yrs.)

M. N(X25,600, 1lyr.)

Group 2 : @M KAR K B E T TegAb [EHR

TG pulsed
Cell Donor (Sex, Age)
— 1ug/mi 5ug/ml 10ug/ml
N. A. (F. 49) 3,525+ 538 3,429+ 397 2,971+ 190 2,887+ 453
A.F.** (F. 54) 1,120+ 113 867+ 264 694+ 212 931+ 311
M. M. (F. 41) 1,156+ 218 1,218+ 287 1,196+ 166 1,181+ 272
RK.  (F. 15 5404+ 64 8785+ 806 7,419+1,012 7,504+ 34
N. A. (TgAb : negative, 2yrs.) A.F.(neg. 4yrs.) M.M.(neg, 2yrs.)
R.K. (neg., 2yrs.)
Group 3 : % % T TgAb F21ERE
TG pulsed
Cell Donor (Sex Age)
— 1ug'ml 5ug/ml 10ug/ml
M. N. (F. 28) 1,520+ 97 1,125+ 220 1,068+ 217 1,320+ 253
T.L (F. 25) 1,558+ 191 1,468+ 505 1,725+ 363 1,202+ 329
T.M. (F. 30) 913+ 158 934+ 69 1,226+ 215 1,016+ 47
K.0.** (F. 40) 2,597+ 295 2,950+ 224 3,406+ 503 3,280+ 263

M.N., T.L, T.M., K.O. (TgAb : negative)

CIXIENTHMBEY {0 7a7) 22 APC 1 X104E L & bic 6 BRIEEL, D16~
18 BER5- *H-TdR 2z, FYF7LNEYAAL%E T cpm=SD TEDH LT,

 A—fEFlIc o E 2@ EER TV FORBORES 2 RT,

 emeeeeees 13 # L F 1 Student D t HE T p<0.01, p<0.05NEHREZRT,
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® 2 BHEFRRRE (CT) BEBIURBREAC
#8135 TG Sz APC iC &k 5 THIKH
FEPER G

T cell proliferative response
Cell Donor TgAb

positive* negative total

pos. 4 6 10
CT patient ] 5 ] 11 ] 16
6

neg. 1 5

healthy

person neg. 1 7 8

*EICRLAEEEERETPL0.05DL D%
T #i8—TG ¥/ &2 APC RIGEHE L L 72,

723, ¥EHIX triplicate TfFo7z. ¥7z, H-TdR @
B D ARIEEY cpm+SD THEbL, BEEEDORE X
Student D t RER X o7z,

1. # &

(1) CT &E0D T #Mka—APC FI#EEEA

K107V —71, 24%, CT BETEhEH TgAdb [
¥, TgAb BHE %L LTiTo7c TG =2 APC
X3 THEEEERIGOREN THS. Sr—7"31
#ME Lz TgAb BHEEOBEARLOVWTEREZIT- 2
HECHS. TG LA APC 12X 5 THIBHEAMERG
PERBISEIORNER TG ORERER, R1ITFR
FTEORBEAZENSHS. ZhiZBEOM - £ i - TgAb
Foikfl - BEPREA Y ICERES ot LL,
TG 1 pg/mi~10 pg/ml OVTFRPDOBET VAL
PoI THRBEBEERICSEZ Y R+ v 2 b b, 1 pgl
ml, 5 pg/ml, 10 ug/ml © 3 B/ET APC DAV REST
olz. ZOXHR LTI ERETDIChIY,
TG ,2 2 APC L3Sz APC 2FVIHAENTH
Baic X % *H-TdR ®E Y iAH (Y cpm=SD) fHICH
BENDBNE I DEHRB D, Student D t REETT
v, fERR 5% LAT (p<0.05) % THIMEEMER G
e L7,

(2) CT BEHLUREACKTS THIHEIEIERIS

£21, TOXHILTELNEERE, ERET-
FEARRICOVTELEDILDOTHS. CT BEHICE
¥ 3 THBRTEME RSB IR 3 5/16 ©, BEERD 1/8
R LERCEYV, T09 b TgAb BiEE o THRE
RAREME RS BEYER 11 4/10 T TgAb [BMHBRED 1/6 ikt
L, HonCBRThH-. UEoBERIREY, 0¥
z27 Ak B TH ORISR, CTARE &I
TgAb BBiEH i iR Ba i B L 725 2 L 2L

cpm [

10,0004 I
(5pg/mi)
L/ ‘l’/
i 4
5,000 T
—r T T T
0 0.5 1 2  ug/mi TG

1 T #ila—APC #abic TG BHEET S
&0 THKEMEERG (CT B28)

A%730: T flE—TG A0 % APC RIGIBHE
(TgAb &%)

O%-i1@: T #Ma—TG /2 APC RIGEMEE
(TegAb &)

7=,

(3) TG ZEWHFERICMI IS D T MMasEIENE RIS

®1 Rtk 5ic, THE—TG Sz APC Dv 2
7 b CTHEEEERIEBED b 0k, TG AHERES
RIEETAHA b THRMMEERIGHEEL o7, L
ML, TgAb Bt CT BEBIURES (H2) o—&
(8l 44 12 b THK—TG <12 APC DV 27
A TTHREEER GBS CH Y BRLZORTIXTH
ROIFEME RIS B L 22 b ORH o .

Iv. £ %

AEBIC BT S THIE—TG Az APC ¥ 2F AT
¥, TgAb BBtE CT Bz TgAb &t CT BELRE
FHITHART THIRROBEBEMIGS BRICHE L 2o 7.
—fgEic, THIB—APC o 27 4L CHEMLah3 T
B, =72 TiREELT Lyt 1+ oA THB L &N
Tw3Y, oz ehbT5 &, TgAb Bk CT BET
By AusarY VHREEELERRANVAA=HBVIES
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cpm [

4,000

—0—

-
=

0 05

5 ng/ml TG

E 2 T M—APCEREPIC TG BEETZHE
Ao THEREMER R (B

THEE—TG 0 2 APC KRS, TgAb & b icfat.

Ta—¥—L LTk o SHIAFEELS R TVIRE
KlkoTvws, LEZ NS, LALAERSL, TgAb B
HEECB T THE-APC AL T LB & &
bixhrole., ZOBHLELT, R126bLPBE LI,

TeAb HitEstid TgAd BMHBSIURBEERICL~=
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