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Histological localization of Tissue Polypeptide Antigen (TPA) was studied by im-
munochistochemical technique as well as measurement of serum TPA levels by radio-
immunoassay in various gynecological malignancies including uterine precancerous lesions
and trophoblastic disease.

Measurement of serum TPA levels in 75 patients revealed that serum levels
and positive rates of TPA in invasive cancer were significantly higher than those in
normal women, but those in precancerous lesions were low.

In 82 cases, the overall positive rates for tissue TPA immunostaimng was 49%.
There was no definite difference between the histological types and progress of ma-
lignancy and the positive rate for tissue TPA staining.

In all of 15 patients with positive TPA, serum TPA levels were significantly redu
ced and turned negative after appropriate effective treatments. In 11 cases of them
searched for immunohistological reactivity, a higher positive result was shown in 9
cases (82%),

Furthermore, serum TPA level of 160 U/l was considered critical walue for pre-
dicting immunohistological positivity.

In conclusion, TPA could be a useful subordinate tumor marker in many patients
with gynecological malignancies from serovlogical and immunohistological points of
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1. I TPA fEORIE

B, BERWE R L UBMTEHEER Y ST R LU
FBESE (PEREE 2 R L) JoERLCmEBT
T, TPA A 8E Ui, M TPA & RIA (=
Bk X o lE SRk FIEOWRERS 25, 110
U/ LUF#IERE L, @ETk 65.5421.3U/1 (n=31,
mean=+SD, LIFR), #5# 122.0+36.9U/1 (n=8)
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2. TPA O HARAE

MR DEM, BREERIOMTEEERLYED
FEMA S LU EES2H (MREE 3 WiRLl) o
YR, BXU 2)§IETSESS, HBEET TPA &fE
Btta L, WPcEEic Ly TPA B Lol
B (RRIZE 4 R L) O8EER T, wIThi ok
N vEEER, Taa— e UL VAEAET,
T T v EBE R L O G

BE Doy TPA Hifk (1 TPA () 13 Swedish
Company Sangtec Medical (Sweden) & 0% %
1. 2)Protease (Dispasel, 10,000Protease Units/
ampoule) (X &R (HA) oboT, TPA DOFR
B RER LB S g 2V, 3) Y ¥k
{3 Cappel Laboratories (USA) © 4 0T, HHROY:
EERFC e 4) 7 IgG Biotin-Avidin-Horseradish
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Peroxidase Conjugates =X 4+ FH &L Vector
Laboratories, Inc. (USA) X WHU#F+¥, Avidin-Biotin
—Peroxidase Complex (ABC) #E® 1O H\ 7z, 5)0.05
M U vERREEAREK (PBS, pH7.2) #8EH s LT
Fiv e,

Rfarh HBTR A ESFVINTAIA K75 208
FHEE, 0.3%BERLAFEM X & / — VESHETHLER L,
MR peroxidase ZFHET 5. = & / — v THAS,
BRI TI55THHRE20.004% Dispase %W TALEE, TPA
DYPRREREABH IR L. % PBS @ THITE
#, 0.3% v FLmFring, BEFT0FHERIE S

# 1 Procedures of immunostaining for TPA

Step 1. Deparaffinize in xvlene.

Step 2. Inhibit endogenous peroxidase with fr-
eshly prepared 0.3% metanolic hydrogen
peroxide for 30 min.

Step 3. Treat with graded alcohol series.

Step 4. Treat with fresh solution of 0.004%
Dispase in PBS, at room temperature
for 15 min.

Step 5. Rinse slides fully with PBS, at 4T.

Step 6. Incubate sections with 0.3% normal

goat serum in PBS for 30 min. at room
temperature.

Step 7. Blot excess serum from sections.

Step 8. Incubate sections with anti~-TPA serum

for 30 min. at room temperature.

Step 9. Rinse slides in PBS, at 4C.

Step 10. Incubate sections with biotin-labeled
secondary antibody diluted 1: 100 in
PBS for 30 min. at room temperature.

Step 11. Rinse slides in PBS, at 4C.

Step 12. Incuate sections with avidin—-biotin—pe-
roxidase complex diluted 1:100 in PBS
for 30 min. at room temperature.

Step 13. Rinse slides in PBS, at 4C.

Step 14. Incubate sections in 0.01% hydrogen
peroxide and 0.05% diaminobenzidine
tetrahydrochloride in PBS at room te-
mperature.

Step 15. Wash sections in tap water, dehydrate

through graded alcohol series, xvlene,

and mount.
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%. ABC ¥EiZv 2 3 vO—HTh 5 biotin EFIAK
HTH L avidin ORISR S & 5 BRIR& LRI/
AL0T, FOFEER 1 CRUL 9, Sh%E
TS TPA ML RIGEE 5. Lhhb PBS
FTI00f5# ] Lo FH v 4+ 1gG biotin ¥kl
B o T100R5 R L7 avidin—horseradish peroxidase
conjugate TR Z.

KPR 1) AEYR 6 38 L ARBEEE O ERTH 2 etk o,
2) IERMEIR O BRSO A 2 BB O A & L1,

M, SERPH BRI B SR T T, B
L7z,
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1. 75Bio RN, SFURAR LU EEEREL EU

BHRER L UREE TS 20 TPA {5 L 0%
AR 2 WAL TEESHEC ST, CIN
(cervical intraepithelial neoplasia) ¥ TORZECIt M
5 TPA fililz 82.5425.8U/1 (n=11), B3I 1/11
(9%) T, BELAMLOMTER ALk
(P0.05).—H, B+ &CRMEciZTh+h 138.8
£70.0U/1(n=28), 16/28 (57%) T hbITTFhb
BEN, CIN EFCELTHEBCE -1 (Th
& P<0.001).

FEPBHREIC W TIE, cystic hyperplasia @ 2 {4
e h A ME TPA BMTH - oh, BIENEES
kL 116.7+48.7U/1 (n=10), 4/10 (40%) T, &%
R LTI E D - 1o (P<0.005).

BIRER DT, Btk L OCRRIEESE T 1672

¥ 2 Positive rates of TPA and serum TPA levels in 75 cases with
precancerous lesions and cancers

Histology Positive rate | Serum TPA level®* (U/I)
Cervix
Dysplasia Mild 0/ 2 74.0+ 8.5{(n= 2)
Moderate 0/ 3 76.0% 14.5(n= 3)
Severe 1/ 3 92.7+ 50.3(n= 3)
Carcinoma in situ 0/ 3 84.3+ 16.0(n= 3)
Early invasive carcinoma 2/°3 151.0+ 68.3(n=20)
Invasive carcinoma 11/20 141.0+ 77.0(n=20)
Invasive adenocarcinoma 2/ 4 120.8% 53.3(n= 4)
Adenoma malignum 1/ 1 130 (n= 1)
Endometrium
Hyperplasia 0/ 2 62.0+ 11.3(n= 2)
Invasive adenocarcinoma 4/10 116.7+ 48.7(n=10)
Ovary
Mucinoius type Benign 0/ 1 77 (n= 1)
LMP** 0/ 1 76 (n= 1)
Malignant 1/ 3 99.0+ 27.6(n= 3)
Serous type Benign 1/ 2 101.5+ 26.2(n= 2)
LMP** 1/ 1 480 (n= 1)
Malignant 3/ 5 303.6+279.6(n= 5)
Clear cell carcinoma 0/ 1 110 (n= 1)
Undiff. adenocarcinoma 3/ 4 252.5+235.1(n= 4)
Embryonal carcinoma 1/ 1 180 (n= 1)
Trophoblastic disease
Hydatidiform mole 2/ 3 276.7+191.4(n= 3)
Choriocarcinma 2/ 2 675.0+601.0(n= 2)

* mean+SD

** Low malignant postential
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+175.8U/1 (n=5), 2/6 (40%) T, ZhiZREL%E
L TEBECED - (P0.001). —F, BEiEE
i1 222.5+4210.7U/1 (n=14), 8/14 (57%) TRE I
t, B - FREESCE L THEBIREL - (TR
4, P<0.001).

MEHRBOEMRII -, EF
WIMEE TPA ik L OB AR L.

2. 8B BME, BRRER L OMEHEE LY SR
FRAE R LU W TORBREOR RS 3 iR
Lic. #fo TPA BHRIESHBM oKk
REB LRI -1, reserve cell hyperplasia (RCH)
PR, MREREEORMFEETYL, TPA ORE

DR b, TPA ORefadthid REMIR X 0T
SUER 2 A B o, Hefubt L i SRR R E o
OFHE E ORNCE S i BN RS S i b o e

TPA OHBPBER EECB LR, ERC & CRE
ORI ENRD B, TPA OMRRE MY
(diffuse pattern) B X OHIHEE (linear pattern) R

, BRBEnZEebhichr o7 (W), ¥,
fgﬁ%ﬁ%ﬁ@:ﬂ%i&’, FE R, FEMBR RO

ﬁ@mi TPA OREIRA LRI -,

3. M{E TPA BEBMELZRL, HYLEREITH
o150 CTESE 7 A, TENESE 46, IRER4 6
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# 3 Positive rates of tissue TPA in 82 cases
with precancerous lesions and cancers

Histology Positive rate

Reserve cell hyperplasia 2/ 2
Dysplasia Mild 7/11

Moderate 2/ 8

Severe 2/ 4
Carcinoma in situ 0/ 5
Early invasive carcinoma 3/ 6
Adenocarcionma in situ 2/ 4
Invasive adenocarcinoma 7/15
Adenoma malignum » 3/ 4

Endometrium
Hyperplasia 0/ 3
Invasive adenocarcinoma 4/ 8

Trophoblastic disease

Hydatidiform mole 5/ 7
Choriocarcinoma 3/ 5
Total 40/82(49%)

1 A case with adenoma malignum, TPA
is localized on cytoplasmic membrane
with linear pattern and in cytoplasma
with diffuse pattern. (ABC method for

TPA, X 200)
meat 18714 B75 7401243 167.51330| 8201113 3675126021 BASH14AT
150 (Re7y (n=7) (nmay (N4} (n=d} {n=4a3
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before after before after betore after |

cervical cancer endometrial cancer ovarian cancer

o0 Lissue 1PA not cxamined
e lissue IPA examined
1~11:Case No  according to that in table 4.

before:hefore treatment after:after treatment

Bl 2 Changes of serum TPA level after
treatment in 15 cases with cancers

DU TPA I, BREFECETL (P00, £
(b L (59 2).

4. InBISED S L, EYICHER R SR S o1
o TPA OMERETE L TPA o >0 T,
F 4 UpE Ll ThBORBETCEEBYE AR L1
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#F 4 Correlation between positivity of tissue TPA and serum TPA level

Case No.* Histology

Serum TPA levrl**(U/I) | Tissue TPA

(1) Squamous cell carcinoma

(2) Squamous cell carcinoma

(3) Squamous cell carcinoma
Endometrium

(4 ) Adenocarcinoma

(5) Adenocarcinoma

(6) Adenocarcinoma

(7) Adenocarcinoma

(8) Undiff. adenocarcinoma

(9) Embryonal carcinoma

(10)  Serous cystadenocarcinoma

(11) Serous cystadenocarcinoma

180
200
370

+

+ +

130
160
170
210

+ o+ o+

|

160
180
390
740

+ 4+ 4+ o+

*

This case No. is according to that in fig. 2.

*#* Maximal serum TPA level before treatment.

FlieouvTik, 9711 (82%) & BV TPA BBiEER
R LT,

Uk TPA BMEFIrh, i TPA oREER 160U/
TdHh -7

Yo & LE TPA OEORI A2 6
hiﬁﬁ“}‘f@.

z &

TPA (AR, BB R  EMEE R
fz - THBIE B A R ¢ & 2910 i TPA
fE MRS ORI EE T 2 LB 2 5T 3
RBI-DINZ) - BRG] O R — i R 811D ox
nTw5,

TPA (3fEMR MBS LoV e cfiiE L, B
F ORI & - TEE SN I R A S HEE N
T A, MM A BRSNS & - Tl
Wb, E e, EMEREC BSOS S TPA {HE ML TPA
ORECET MG onA SR ST HiEg
AT OEEIE L

ApFecid, FEER - AEORER IR oW
T, fEROWELE B9, BUILEF TPA il LU
MRAR L, B marker & LTOEEAHL TS
CEDERENT. UL, RCH ® CIN, endometrial
hyperplasia, {EEMEREE Lo BT LEFRRE
¥R ANERA TOMmME TPA HIZE <, BERLE

st

—77, 8 DRYE, HAREL UM ERERL G
AHERE v LM B0 5 TPA BHESRI1249% (40/
82) THEMIEN -~ T O TPA BMERIIAHE
BEC Fimrg L, EREoRE, BEC L 2B
KoERILS Y, RCH, dysplasia, BiR#Raw &
DOV OB L Th, Mk TPA ORENTER
Zhic. Biorklund (&, SIERIEZHE S dysplasia I©
BT, MmE TPA AEELES 2EARH D LIEE
L7om®), KBS s Tid, RS L OSBEE S
1 reserve cell DO TPA TEN R Xt
Zh b OEMOMmMEE TPA HIEAE JEEh T
V) THLHI, GRS T RESENRE LR LT
4, TPA PEEE SR TVLA D SRR SN, #Ein
SIMEPCHEER T L THESL D 2 EHREE R
M k05 TPA oYttt - Ml R OB 0
oA Oz, BB DRI -7
TPA ofifaNBEE L i, #lEERC linear
pattern & LT, #EEMC diffuse pattern & LT&
L bRl FoREGEES SRy, F 1o/
R A3 L - TR~ 7o

BT TPA PUEEBME A % L 16@ 0 ABHE
HBBEEOME TPA i, BUBECL IR
TUET L, fpEMi L. oo s, TPA »iE
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