Production of « -fetoprotein and Tissue
Polypeptide Antigen in Human Hepatoma Cell

Lines

BEE:jpn

HhRE
~EH:2017-10-04
F—7— K (Ja):
*—7— K (En):
YER

A—=ILT7 KL R:
Firi&:

http://hdl.handle.net/2297/8546




O —

SRALESEHE BLI03E F2F 465473 (1994)

465

v P EEERCRETS a7 = TR T VB IO
IR Y =7 F PR O K BT S BRET

SRAFELHNFEFEME (EE  TARHESED

A &

4

Zﬁﬁ@kbﬂﬁmmﬁ,MLHRW&PMﬁZ%ﬁMT,w7;¥fn?4VﬁﬂﬁmemAﬂﬁkﬁﬁﬁu&f
# FHE (tissue polypeptide antigen, TPA) DEAITDOWTHNK. TPA KOWT, aREERLENFEYR VT, Mian
BEYA<D &, TEEMRECEREC L1 RORES DAL IR RRIc B\ T TPA OFERXHE LT
Ltmm:hﬁ@bfféb.MﬁﬁmmﬁmmﬁmﬁéwnxﬁaAfP&T?A@ﬁ%%&&&,%mﬁfm,%ﬁm¢
@AFP@%@,TRAmmmﬁﬁ%ﬁLt.:hw&b,%#ﬁum,AFP@@E,TH\@E@&%E%&EET%%%
%ﬁLt.:@%Fkﬁbﬁk?btb,%m%§?§k6?mﬁﬁfbUﬁA&?#%x#VVEMKTﬁ%LR.ﬁﬁﬁ
@?%#xvfy(m*~1mm)%MK%w1m,mwﬁﬁmﬁahaﬁmmm<.%%K*@AHD@EE%%Ltﬁ,
I?A@Ewtm#ot.%ﬁﬁ@%%ﬁxﬁfyuxm*~5xwm®%mK%m1w,mm,mmﬁmummén,
AFP 2EMEL7c D, TPA REMERL. ¥, nBEYT t ) v 25T, MR R R IR S h, R
s> AFP 334 L, TPA i23me R L. ULEORKR, S, AFP AR R IMER YR L, S{UBEYBRTAE
MR & o TRAT 5 &5 SHLECER LCEBT2HATH S 2, TPA R AFP ki2inz, KRAgssim snmRa 58 e
FaRL, 2L ERT 2 EYHEMC L > TEMT D LD S S LTEBT A ETH S Z LARRI .
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BREA Y 27 F FHE (tissue polypeptide antigen, TPA)
12, Bjorklund 2t FMEMEBORECE - I L hfhe LicfE
BEEFAES ThD. BIBOABHELRRT AR THEDL
higifks, B0 HERRCERIRTRNESADY, &
FEERGTERRRS AW ERERL, TOREHRRES
BERERLY L7z, L L, TPA BoMSRErEHTH), ¥
o MBI EERE [ RS W L AWESEMTH B Z L EE L
Teh—RBREEL LR ERTHRWIEbh T, £I5
M, FUAA LT v t4 (radioimmunoassay, RIA) HmIX b
TPA BIREABERINHIE D, TPA OEKINAE B FHE
FIR™, HFLWEE~ -2k LTEBIATE L. TPAIZ
£, B, BB Eoe MEAHS, v RBERS
HeLa #Efg, Detroit-6, Hep-2 7¢ & Oygfifa sk o B # 0 fa L&
RO R, THICAHE, B, FrloERaRc b #E
RRLEAETHZ ERBEIATHD. a7 =t TBT 4V
(a-fetoprotein, AFP) B LTk, FHBMMKRE VT, TOE
EOREY Z SR OWE DD, EFHEMC X MREDF
B R RS Liciis b2 WP, L L, TPARE LTI
B L TPA A e OB, ArEy, BFAK IS
TPA AHAOBEIC W THBIICRE L RE I ERTD
%. 4H, PLC/PRF/5* (PLC) 8 L O HepG2® @ 2 DO e

RS 11 A24B 24, PR 6F 2 AI6AXHE

B BT, BB~ —»—Th5b TPA DELYH
Save Uiz, B, PLC # T, RFEFINRETO R
BoRER L b EEAIC AT TD AFP & TPA EEOKE(L, &
Bz, AFP OEAREYEXDEELA TV BT ¥4 A%
Jum e nfgEE b Y v AP R EAL, WEHIC TS AFP
LU TPA EE~OPBLRE L, FEMCETs b
2 OB ORIEHFHIEIEZ B DI LI

HEBSIUVHE

. SEEFEMRG L UERR

Alexander 5™ X hBhr hice b IFEHkEEMRRPLC
(SRKENAFRF Y 4 VAR HE L DHES) & Barbara
5P X b S e HepG2 MRS (&IRAEVAFRT Y 4 v
ABHEL HE) REALL. BBERANVSy BB -
7 n#EHs (Durbecco’s modified Eagle medium, DMEM) (H A %4
s, W) RERERmE L, T%EBAET Y VA (GIBCO,
FSYRTASVE, TAYHD) R OTml/dl, pr~<F vV (K
BABEE, k) 100pg/ml, 77 v¥F—v v (KEKEHBE)
125ug/ml DY CHME, 3TCIBLY ¥ HIRME (GIBCO)
#10% L5 X 5 HMUTHRELL.

MlaokE® A EERE 25em® OiEE 7 5 A = (FALCO,

Abbreviations : AFP, a-fetoprotein; BMG, Brmicroglobulin; CA19-9, carbohydrate antigen 19-9; CEA,
cartinoembryonic antigen; HCG, human chorionic gonadotropin; 5-NPD-V, 5-nucleotide phosphodiesterase
isoenzyme-V ; NSE, neuron-specific enolase; PAP, prostatic acid phosphatase ; POA, pancreatic oncofetal

-antigen.; P-M-P; procollagen I peptide; RIA, radicimmunoassay ; TPA; tissue polypeptide antigen
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Za—Vr—Y, TAVH) FHVITC, 5% CO 1 vFa
N— g - TR, 5 AEI0.126% Y SV
(GIBCO), 0.01% =%V v <7 % / MEE: (ethylene diamine
tetraacetate, EDTA) (K RARE) BR Cilax B L, &
HH 1 SWTHERIEE L.

1. BEFEERCST2EEEEY—H—OER

MRERIBBCBTABERRIOER~ -7 -8B LTV
be—al LTRERDERRHOBEE~ -7 —wRIELT.
BRLES~— 5 —\ AFP, @R EM R (cartinoembry-
onic antigen, CEA), 7 = Y 5 v (Ferritin), ¥EEEHE (carbohy-
drate antigen 19-9, CA 19-9), CA125, CA15-3, Br~vA 7w 7=
7Y v (Brmicroglobulin, BMG), e a3 —~%¥ v IX7 5§
(procollagen 1l peptide, P--P), TPA, & FFEHEFTF F I =
v* v (human chorionic gonadotropin, HCG), RTSZERMEEEM: 7 +
A7 5 & —% (prostatic acid phosphatase, PAP), ff#iFR =
J 5 — ¥ (neuron-spescific enolase, NSE), & ¥ L K&
(squamous cell carcinoma SCC), HEJEPA R HLIR (pancreatic
oncofetal antigen, POA), 5% 7 VA F Y RARY = AT T —
X7 4 V¥4 AV (5-nucleotide phosphodiesterase isoenzyme-
V, 5-NPD-V), A+ Hv=—  ArHFvrFrirvey
(des-r-carboxy prothrombin, PIVKATL) TH%. ZThbEE
EE~— 5 — 168813 RIA B TRIE L.

0. TPA ORFEERLEMRER

FERsEMaD TPA Rfatkiy, —k#iFIc TPA © B ES
W5 FEME (Sangtee, 72 —=<, AV =—=FV) A
W, TES Y —EFFY uFFvE-F HEH
(avidin-biotin peroxidase complex, ABC) ¥z & h S &1L
BRETTe o, FRERIZ, 3307 I/ NvFEOY
(3,3"-diaminobenzidine, DAB) %k, BRBKIZ~~ F+ ¥V
vEERLL.

V. FEH A, n-BEF b U7 LOTM

B TER 6em DEEF + v o (FALCO) AW,
10X 10 @MY 3ml OEBRBC TR LL. BEER LY
2EBCERKOTERYTRYy, MRREEREEFOMI
IX10' @40, 48Rl EAE X h b AFP, TPA BE %
RIA B CTRIE L. Fh, FEH A5V YV, nEBEE V) v
MIPEBREUARAG L v RE L, EREREKRT 4 vk
% LMty mERGHE B CHIE L.

ZEEITIEFT DTV, T4 245 VIT1IXI07,
1x107%, 1x107%, 3x 107, 5X10™M ® 5 BEOBECHE
L, nBsEE> U v a3 5x1075, 1x107¢, 4x107, 6x107,
1x107°M, @5 BEOBRECHE LERLL.

X hie, WAGEEEL S h M, SR CoOMMBRICE
AR L g0 AFP s b0 TPA BE X BRENC
HEL, ¥R LAEAERNBECOMIK, AFP XU
TPA BEL L.

BT RO E L EREREE TR L.

213 #®

. EEFEMRCLIEE—H—0EE

AFP, TPA iZ= v } r — VSR TR Ehich - et
PLC Tix4% « 3710ng/ml, 1600U/1, HepG2 & 5\~ T %
1070ng/ml, 950U/1 L ELWELNRL DA, iz PLC T
CEA %LU HCG 2, HepG2 TIL7 = V v L U° NSE 23

Amounts of tumor makers in culture media of PLC and Hep-G2 Cells

Table 1.

Amount in culture media

Cells

NSE
(ng/ml)

5-NPD-V PIVKAL

POA

SCC

AFP CEA Ferritin  CAI9-9 CA 125 CAl53  BMG P-II-P TPA HCG PAP
(ng/1) (ng/ml)  (U/H  (mlU/ml)

(ng/ml)

cultured

(ng/ml)

(ng/ml)

(U/ml)

(ug/ml)

(mm)

(U/ml)

(U/ml)

(U/ml)

(ng/ml)

(ng/ml)

8.4 <1

<30 <5 <0.5 310 1600 <0.5 <2 <1 <3.1
<0.5 220 <0.5

<30
<30

<10

<10

3710

PLC
HepG2
None

<1

<1 <3.1

16.5

<2

950
<30

<5

<10
<10

<0.5 14
<10

1070
<10

<0.5 <2 <1 <3.1 8.0 <1

<2

<0.5 330

<5

<0.5

AFP,

Sixteen kinds of tumor marker determined at four days after culture.

jals and methods”.

Culture media (PLC/PRF/5 Cells, HepG2 Cells) and none culture media were used as in “mater

HCG, human

fetal antigen; 5-NPD-V, 5-nucieotide

; TPA, tissue polypeptide antigen;

microglobulin ; P-II-P, procollagen I peptide
SCC, squamous cell carcinoma; POA, pancreatic onco

9; BMG, 8-

9, carbohydrate antigen 19

CA19-
PAP, prostatic acid phosphatase; NSE, neuron-specific enolase;

CEA, cartinoembryonic antigen;

a-fetoprotein ;

phosphodiesterase isoenzyme-V ; PIVKAT, des-r-carboxy prothrombin.

chorionic gonadotropin ;
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ERETEDDNERAEAL. LAL, PIP HITV
5.NPD-V ODFLELRED B, =V br—tE LIn &%
¢K%MT%EEE#,%%ﬁﬁﬁwﬁméhhtbﬁﬁ%m
I ABRNEELIMETE s (F]).

1. TPA ORERE{L¥EIRE

RS B PLC % LU HepG2 o 2 ORIk T
F\T TPA ORGEBILENEEL T L (K1), PLCIK
BT, TPA BHIRERCHRBRCBR SR (B 1-A). ¥
tJﬁﬁZK%H%I?A%,@E;ﬁwﬁaﬁm%ééh
(R 1-B), Zh b OBy bEFEMIak: b TPAZEEL
TWBZ ENRTEHE .

. WL VEERCHTTO AFP LU TPA EED

1k

PLC RrsfHEfias VT, BB IV EF W E COHME
dge B O BB OB BR O AFP 35 L0 TPA RED
EEMELE A Lic. $REHO AFP BEIERITEMR
PLC OREIC RV TIREEYRLEY, EXcsVTE
FL#. %7, TPA #ERMCHEENC R TLBEYR
FEL, EEHCELLERLLE (K2).

Fig. 1. Immunohistochemical staining of TPA on hepatocel-
lular carcinoma-derived cell lines. Anti-human TPA rabbit
monoclonal antibody was used for the first antibody. TPA
presented stick-likely in cytoplasm. A, PLC/PRF/5 cells;
B, HepG2 cells. (Xx200)

V. RILEL, BFRIEMIC LBEEOE{LE AFP, TPA B
EADHE
1. FxH A4V VEENM
5x107°X h 1X107°M £ TOERBREDT 4 £ LaVAVE -
BWICHRM LD PLC SO R LIz, F*F2 ¥
VURMEBEO LRI ORFEMEEE IS,
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Fig.2. Growth curve of PLC/PRF/5 cells and AFP, TPA
secretion. @, number of cells; O, AFP; A, TPA. Each
point represents the mean+SE (n=3).
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Fig.3. Cell growth of PLC/PRF/5 cells in the presence
and absence of dexamethasone. The concentration of
dexamethasone : @, absence; O, 1X10°M: A, 1x107°
M: A, 1x107M; B, 3x107; [, 5% 10~*M. Each point
represents the mean+SE (n=3).
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100+ 50

AFP (ng/48hr /10*celis)
38
1
TPA (x102U/48hr /10* cells)
g

o4

Days after addition of dexamethasone Days after addition of dexamethasone
Fig.4. AFP (A) and TPA (B) secretion from PLC/PRF/5 cells in the absence and presence of dexamethasone. The
concentration of dexamethasone: @, absence; O, 1X107M; A, 1x10™°M; A, 1x107*M; B, 3x10~*M; [, 5x107*M. AFP

and TPA levels in the culture media from PLC/PRF/5 cells were measured by radioimmunoassay. Each point represents the
mean*tSE (n=3).
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Fig.5. Dose-response curves of cell growth, AFP and TPA Fig.6. Cell growth of PLC/PRF/5 cells in the absence and
secretion to dexamethasone. The cell were seeded at a presence of sodium n-butyrate. The concentration of
density of 1x10* cells per well, and media was changed to sodium n-butyrate: @, absence; (O, 5X107°M: A,
DMEM with varying concentrations of dexamethasone. IX107"M; A, 4X107'M; B8, 6x107*M; [], 1X10-M.
Average AFP (O) and TPA (/) secretion was calculated Each point represents the mean+SE (n=3).

from the amount of AFP, TPA and the number of cells
(@) present at the end of 4 day incubation. Each point
represents the mean+SE (n=3).
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Days after addition of n-butyrate

Fig. 7.

concentration of sodium n-butyrate : @, absence; O, 5x10°

TPA (x10-3U/48hr /10 cells)

<
L
p

Days after addition of n-butyrate

AFP (A) and TPA (B) secretion from PLC/PRF/5 cells in the absence and presence of sodium n-butyrate. The
M: A, I1X107M; A, 4x107M; B, 6x107°M; [0, 1 x107°M. AFP

and TPA levels in the culture media from PLC/PRF/5 cells were measured by radioimmunoassay. Each point represents the

meanxSE (n=3).
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Fig. 8. Dose-response curves of cell growth, AFP and TPA
secretion to sodium n-butyrate. The cell were seeded at a
density of 1X10* cells per well, and media was changed to
DMEM with varying concentrations of sodium n-butyrate.
Average AFP (O) and TPA (A) secretion was calculated
from the amount of AFP, TPA and the number of cells
(@) present at the end of 4 day incubation. Each point

- represents the mean+SE (n=3).

5x107'M BETFT ORI LA LR D BRI -7 (B
3).

wiz, 5x107 X 0 1X10°M E TORBBRET * 744V v
FONRE O FFRERI PLC Wk} % AFP OHIBRP~OHW%
Bzt Ufo. BE3EWERO AFP I3 1X1071 X 0 1x10°M O{ER
ETEEmL, 5%1074 X h 3X107M ¥ TORBE TRCE
F L (K 4-A). AR, FEyv a5y vERME PLC FHEM
fakssgyedh o TPA BEOE Ly ERICMELLE IS,
1x107° X b 1x107M % TOEBRE TIXE(L <, 3x107M
DERETEDTHEMYTRL, BEERABRBT YAV
5x10°M OBECEWTa Y e L0 4EOHNELED
7o (& 4-B).

M 5L RRRED T+ A VIRME 4 B Bkl 21k
DG - AFP %10 TPA OHWEALKERERLE.
AFP DEBEHA~DHPWIF 4 A5V IXI0M FTO
BECISGTIL, BEREECHENY 0L, SWITERRC
Bt WHEARME SR LW HRWDETEER
L, SWITERES STERE~NEELL TVl TR,
TPA I THFEAE X R T bRD THMOENERDT.

0. n-E&ERF RV U AERINC X AHREOE(LE AFP BT
TPA EA~DOKE

FEERIR PLC #E#iz 1x107° L b 5x107°M ¥ CORED
B LY v AL, BENCHREEYERE L. &
A D FRIEOWEEOMEN A LR, 1X10TM &8
WCHIARREIZIE A EAR BRI Tes iz (K 6).

Kz, FFEAIR PLC M R EBEED nBilE> 1V v o %
BN LB OREKRA~D AFP HW R ilE L. &
BH RO 0-BEET b )0 A OBE ORI ARP LM
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HEhic (B T-A). A, FSEERE nBE> Y v 26N
B®, BREFO TPABRELEMSMCAIELLEZA, TPAR
n-BEE M) Y ABEOBEMMCHEVEML, 1X107°M kB w
THL 204X 107°U/48hr/10* MRl & EHE L7z (K T-B).
RSREBRED nBEB> MY Y AEMNE4IAECRT S
MW L AFP %10 TPA OHd A EREL R L.
AFP DEBEF~OSUWTRESERCHE S, M,
TPA ZBEREMICHE Y X1z Lizat, S 8 < el
ThBICAR FRYR L.

% =

MR e AT, AFP 04, SBEHRH L#
HEREFALRAN/D TPARELTIE, Th¥ CHEMN
V. SEEEIEBRERERC BT, TPA B4, KR
ATWwBZ k% RIA B b0 REABSENFEC LY, 7
HTHSMC L.

TPA W&:ERE, BI%, BBE, FE, IEE, BE, Mg,
B, FEE, SRS, BE, RS E0E D MER
BEATED R — F ORERSEL D - SEERELERT
FRIhe MEEBROHFEES TH h"™, FEo#wBHIE
BOWEBETERIh, BBFEUI V- OIEHTHS.
Lic#isT, M TPA BELBERINADOEBC S TH LR
L, BT —BRCERTREZ BB TY
5. Md AFP & TPA L ORI HMBE®RRS B &L DH
EORBEN, ThERTARE b H5. HFCHFMREC S
WTIX, ik AFP B¥BICh TPA BHEOESIIFELEL,
AFP &HGI O FFHEE 0 2KIC TPA X HA L OHEY 4 b
5. %7z, AFP Bl Bt s 2 & k- CAREL
ShB L5k mEBEREEEACHIOIIHF LT, TPA
COWCRMRIOHTEYE & DBEESMBIZ Sh, MREREL
TEADO—ELEZ LR TLBY,

FIT, 4H, EHXFEARSERR YAV T, AFP,
TPA OE%E, SWEELEN Lic. TORKE, BEOMEE%
ORFIATIZ, BB AFP 125E, TPA IXEHEEXTL,
EHEMTIE AFP HIEE, TPA BEERRLE. Tib
B, AFP BLTiL, EROEE~ -7 — LRKOBEY R
T, TPA OSWBHEIZZhECOEB~—»— LR b,
Lo LA IR D < — 2 — L LTESRHHO TR
MEHESI R,

ek, AERTIIMENL D EFHE COMMHBBMOR &
BRI 313 5 4 AR BRI PLC Mgk B Shie.
0 PLC MMMEkiz BB CHEL, = r = — %P L%, A
B LICKRRBL I D EMIE AR hn D, BEATHEESH, &
HHOME~NEEL LTV MRk TH » 7. HepG2 #HA%k
Bharz—DREID, TORERED LA CHEEL, &
ALERBCRIe DT Wk TH DO T, Th\ 7ol
BB SRITWTTEEMNEND - 1. R, EHAMRBRICE W
T% HepG2 MRk CIXME N HB EEL DN, KEBRTIZ
PLC #ifagRic o\ Ui REis®E, EYARRRET 7.

— RO IR D L, FOMBDSLEEEIT R
Fahod, ¥, MRREERETISElBiErLs £
SEENRDHD, SO LT "HREESLOBRE" ELTE
HHERTWDY, S0 M 35\ THIE 4L 1 =
7=y VEBRART Y, WRFMRET TR OB

TEFNAY VAT —ERAV VT VAT 2 T~ EER
BB HNRD OB 5 HUBEORT L BRI h T
Y. MR IR R s A= A e R F vk
IR, 2r=—E5 LHIVEE - TS LCREYBE KD

F— BB —8 L, RS > TR B EE LT
%. ¥z, Hirohashi 513, S{tEDORL - e b FEMAEY
AT AFP DRE£% LERE L, BEOE MR,
{LORREIZ D » CHLED AFP %EAL, —F, HEDOEWFF
ML L, D AFP ULEA Lotz &
26, AFP BEA MRS LEEAERD I L2 FTELT W5,
IhHLOREXELAHLED L, TPA B—BHYLEE~ -
H—THB AFP LRI 2BRERR L, MRS
THIELY, GLAMRMLBED~ - -+ LTDESHY
LoD TR EHRE R,

FTIT, HLBFEE2 LT nBEF LY oy aew
AFP DS WIE(LR 525 F 9 2 4 ) 908 % B\ T
AFP & TPA L OMEBGREYKRE L.

TORER, BRET S AV v ERICE LTI, ek
WidZE 72 <, AFP Wi Licht, TPA SUMIZE{LL7e
Mofe. LaL, BBE GX107M) AR TIX, BIEIZHH,
AFP SWHETL, TPAz vt e —AEO 4 LR L
fo. Tichb AFP KB L TRA—0EHAR TERET LT
WORBILIB Z ENBELME LT,

ZhET, AFP B4, S+ ssraanrsal Fo
FECBE LT, SEROERY, B5IxEEA DR,
Fio, AVAHABEROBAVC L > THREN—FK LT
23, FHEOMRRICETIL, —# AFP BED LR 2R
BT NBWOND AR 200 EREES F 4 2 5 VIC &
% AFP HWOBEINI I EF TORELREFTFH AV VD
BRMEAEIEZEZDRD. UL, BiREA W EREE,
AFP SWEHEIT2 L O®RER IR T TR, EHOBRN
TERUAN OB NEEIND.

BRBEF 4+ vV VERT, TPA HUWIE{ LN AR SR
Dol DIXF F A5V vk, TPA @ LTERIOFERN
WIEERERLTWA. LaL, BEETHENRHEIH
7oBHIC, AFP ELEET L, TPA OEADHME RS, =
D TPA DE{LIZF{LRED RRBUIC L > R R B LTIz
WhLHERINRD. ¥k, BEBEEERCRT, BEHACE
WTEBETH -7z TPA RNEFHIICEABEME R L Z &2,
BRET 9 AV VRN THBEL B A IR RETD
TPA LA CHEE TRV LRI S i,

n-ERER - b U Y AERINC T, BEKRFMICHIQEE & AFP
SWEAE S, M TPA HUNTEM L. nBEEg+ VU v
AIREBHEEC BERRBEEY TH D, BBEE, fAMFS
LUFESRERARAEORN o LFERTHD L vbh Ty
B9 g LA, Nakagawa 5202, nEER + UV v addk
F D PLC 53D AFP #Z LA E R, 7478
VEBCENE S I L EHRE L. SEORKRT TPA 5
CHELTR 7L I vOB(LE—FK LBEiR S, 747
IVIRSEBEDTTET LR T AEATHH I L ERTD
&, TPA EETESSLBBECRELCERTA2HETH S
ok F &Y (o

n-BEE MY Y AERINC X - T, PLC #ifaw, MRS
LER, RELPBEBAOERRADON, FRREEEDE




P B 3510 5 AFP, TPA DR MoKk a1

F, DNA &ROETFRE, FEMRLGUOHEIBESh
7212,

nEER + Vv AD AFP CRTAEREFL LTI, A8
ERFROTEEATHDT AT I VORWETNHESES I &
AEHETS L, BASRET, ¥R MERrEEZEL
ERELI, ¥, BEAGHREERATHL Y I m~F V3
FOBmMZ X v, AFP, 747 3 vizuTh b SWnTEecii
ZIRDZEMD, HFEBEASHAMAL TN SO TR
PEEMZIRBYD.

—fi, MEOEANIEETH LS LORZI, ERMR
ERWTAELASBEEIhTWI, BE, HERERE
L&A EEEMIHABEORV A PS4y, BRIy,
RAEVIEEDSYREBERYER, TOMOLFHERCK
ELT, £EA0R TR, EERICBLTHH{LBIEORR
NECh, MEECEBESEETLIEAELPIIATY
2O ¥ i, ZhHOS BSR4 BEERRBEEYIT
BETALEMDEMEOND Z EOVHRIAYY, S{LFEH
HTREROMBMBMEYEE L ABNC RIS 5 BEMIRCNT S
SMEBEOBEA N L CHBEDRERET I LAELNL
Kote. LT, BES{HERENEELH DD, WK
e IR LT, TOHRVER IR T3, SEOS
(LEEFZ L 5 TPA ORIEXE L5 LEE~ —» —DOHHIC
LT, BHAMC L s RIGEL2HBE, Thic X 2HRNE
(LA, BIFEOZ(LITEE > S{EESRED IR &\ 5 FREE RAYTS
FbeERTALEND D EATRRShC.

#® e

RN DB~ — 2 —TH 5 TPA OMREYER
BHRELMCT A0, b MERFEERE A, SRR
DR L BEC B A By AHRBRE T, BERERER
THD AFP Litiga L, LT omeEi.

1. v EE#tatk (PLC/PRF/ 5, HepG2) i3 AFP X L UF
TPA ¥ E4ATHZ ExHRLL.
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Abstract

Using 2 kinds of human liver cancer cell line, PLC/PRF/S and HepG2, the production of « -fetoprotein (AFP) and tissue
polypeptide antigen (TPA) were examined. Intracellular localization of TPA by the immunohistochemical technique
revealed that a distinct reticulate strain existed in the cytoplasma of both cultured cell lines. This is the first report of TPA
being detected in liver cancer cell lines. Amounts of AFP and TPA in the culture media of PLC/PRF/5 cell line showed a
high value of AFP and a low value of TPA at proliferative stage, whereas AFP was low and TPA high at the stationary stage.
In order to clarify this phenomena, the effects of dexamethasone and sodium n-butyrate were examined. These drugs usually
induce cell differentiation. A low level of dexamethasone (10~ ~107* M) caused little change in cell proliferation, but did
cause a high value of AFP in the culture medium with no change in TPA. However, 2 high level of dexamethasone (1X107*
~5§X10™* M) caused the inhibition of cell proliferation, showing low AFP and high TPA in the culture media. Sodium n-
butyrate caused dose-dependent inhibition of cell proliferation, a decrease in AFP and an increase in TPA. The above results
suggest that AFP is a substance to increase at the cell proliferative stage and to decrease with the addition of a drug that
stimulates differential function. On the other hand, the production of TPA behaves in a reverse manner to AFP.



