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=Abstract=
The clinical significance of ASCUS and AGUS in Pap smear.

Hee Jin Park, M.D., Dong Kyu Kim, M.D., Jae Wook Kim, M.D.,

Jung Han Kim, M.D., Si Young Jang, M.D.
Department of Obstetrics and Gynecology, Yonsei University, College of Medicine , Seoul, Korea

Objective : This study was undertaken to evaluate the clinical significance of ASCUS and
AGUS in routine Papanicolaou smears.

Method : A review of retrospective medical records was conducted on 267 women whose
Papanicolaou smears yielded diagnoses of either ASCUS or AGUS from March, 1998 to December,
2000 at Youngdong Severance Hospital.

Result : The incidences of ASCUS and AGUS on PAP smears are 1.3%(258 cases) and
0.1%(23 cases). Of these, 89 cases with ASCUS and 9 cases with AGUS had subsequent cervical
biopsies. The biopsy cases with ASCUS showed 68(74.4%) cervicitis, 2(2.2%) hyperkeratosis,
1(1.1%) condyloma, 9(9.9%) CIN 1, 5(5.5%) CIN 2, 1(1.1%) CIN 3, 2(2.2%) microinvasive
squamous cell carcinoma and 1(1.1%) adenocarcinoma. Those with AGUS showed 6(6.6%)
cervicitis, 1(1.1%) CIN 2, 1(1.1%) CIN 3, 1(1.1%) endometrial cancer. Women under 35
year-old(P=0.012) or who had coital history in younger periods(before 20 years old, P=0.014) had
much higher frequency of high grade lesion. The overall incidence of HSIL was higher in the
group with ASCUS favoring SIL than in the group with unqualified ASCUS.(P=0.042) The group
with AGUS also had much higher frequency of high grade lesion than the group with
ASCUS.(P=0.043)

Conclusion : Immediate colposopic evaluation should be performed for AGUS and ASCUS
favoring SIL. Regarding ASCUS, high risk patients who are under 35 years old or who have early
coital history(<20 yrears old) also should undergo colposcopic examination. With the exception of
the aboves, we propose HPV screening and HPV DNA testing for intermediate screening test.
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Table 1. Cytologic diagnosis by the Bethesda
system

Diagnosis No. of patients
WNL 17,538(90.4%)

1,385( 7.1%)

Benign cellular change
Epithelial abnormalities

Squamous cell abnormalities

ASCUS 258( 1.3%)

LSIL 111( 0.5%)

HSIL 64( 0.3%)

SCC 33( 0.1%)
Glandular cell abnormalities

AGUS 23( 0.1%)

Endocervical adenocarcinoma 2(0.01%)
Total 19,400(100%)
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ASCUS(unqualified), 14 = ASCUS-R(favor reactive)
S 294+ ASCUS-S(favor SIL)E Itk H-o 7.8 o]
At

AN F 794 (57.7%) = B (WNL)S 5.9l 334
(24.1%)= YA A ¥k (Benign cellular change)]
2718 29t ASCUS-R 2 HSILO|] Y 14
(7.1%)5 A9 staLe 109(71.4%)7F A (WNL)Z} 3
oA(21.4%)0 A A AEHIZZS Bt} ASCUS(
unqualified group)w™ < 59(59.6%)7} 474 AA&
HAT 26927.6%)= AL HsE, 8(8.5%)
7} ASCUS 272 B 144.3%)°1 4 LSILo] 7l
5 Tk ASCUS-S-<& 139))(44.8%)7F Aol 9L
4] (13.8%)7F &4 AL W3}, 54(17.2%)7F ASCUS
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(Squamous cell carcinoma)4:71-S X2 % T}.(Table 2)
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CIN 1¢°] 24, CIN 27} 17} gllom 938 A7
% (Cone biopsy)Z UAl HeA HE HuY
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Table 2. Repeat Papanicolaou smears of ASCUS

(microinvasive squamous cell carcinoma)9} -84 A
H¥ A3 9 (invasive adenosquamous cell carcinoma)
g g w2 A7t 247 144 QS

ASCUS-RF 2¢17F 2bg 759 (cervicitis) ©] %1
i 197} 32+ 3}% (hyperkeratosis), CIN 1°] 1¢],
CIN 37} 147} sl9ith

ASCUS-S++ 26994 1547} A8 735 (cer-
vicitis)©] 431, CIN 190] 64, CIN 27} 447} 9110
v 959 A3 E(Cone biopsy) = 1A &4 W
9] 9 (microinvasive squamous cell carcinoma)E 7!
& w2 147 AT

AGUSTZ 9elol M ZAAAE AN 697}
g AE-A (cervicitis)E e, CIN 27} 24,
CIN 37} 147} e =g U 2o endometrial
cancer) & I THHFE 1o 7} Q1 21T} (Table 3)

St CIN 20149 HHE 7|22 Low grade
lesion®} High grade lesion® 2 -0 HW &S
w}  ASCUS(unqualified)«* ¥+ ASCUS-S<7tol] %7 4]
o2 f2o3k AolE H S OT(P=0.042, Chi-square
test), WFH ASCUS-R-# ASCUS-Si* Aloldl&= &
AR o A& =3 X Irhe=10,
Fisher’s exact test) 7] ASCUST ¥ AGUST A}o]
o WA AGUSTA] high grade lesion®] % A4
o2 U on QA BE Ao VERLTHP=0.043,
Chi-square test)

Initial PAP  Smears

Cytology ASCUS ASCUS-R ASCUS-S Total
WNL 56(59.6%) 10(71.4%) 13(44.8%) 79(57.7%)
BCC 26(27.6%) 3(21.4%) 4(13.8%) 33(24.1%)
ASCUS 5(5.3%) 0 4(13.8%) 9(6.6%)
ASCUS-R 2(2.1%) 0 1(3.4%) 3(2.2%)
ASCUS-S 1(1.1%) 0 0 1(0.7%)
LSIL 4(4.3%) 0 5(17.2%) 9(6.6%)
HSIL 0 1(7.1%) 1(3.4%) 2(1.5%)
SccC 0 0 1(3.4%) 1(0.7%)
Total 94 14 29 137

WNL: within normal limit, BCC: benign cellular changes, SCC: squamous cell
carcinoma , ASCUS-R:ASCUS favoring reactive, ASCUS-S: ASCUS favoring SIL
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Table 3. Confirmatory pathologic diagnosis

Diagnosis ASCUS ASCUS-R ASCUS-S Total AGUS
Cervicitis 51 2 15 68(74.4%) 6
Hyperkeratosis 1 1 0 2(2.2%) 0
Condyloma 1 0 0 1(1.1%) 0
CIN 1 3 1 6 9(9.9%) 0
CIN 2 1 0 4 5(5.5%) 1
CIN 3 0 1 0 1(1.1%) 1
Microinvasive SCC 1 0 1 2(2.2%) 0
ACC 1 0 0 1(1.1%) 0
Endometrial carcinoma 0 0 0 0 1
Total 58 5 26 89(100%) 9

SCC : squamous cell carcinoma, ACC: Adenosquamous cell carcinoma

Table 4. Biopsy results for ASCUS (multicenter analysis)

Ref overall overall ASCUS/SIL  ASCUSwith ~ Biopsy SIL Biopsy Biopsy

clerance ASCUS tate SIL rate rtio biopsy (No) for ASCUS ~ SILLG  SIL-HG

1.3%
This study 0.8% 1.63 90 17(19%) 9(10%) 8(9%)
(C.V.:19,400)
; 2.77%
3+(1999) 0.88% 33 329 109(14.9%)  17(5.17%)
(C.V.:21,388) 32(9.78%)
5.7%

(1997 25% 228 %) 36(39%) 2022%)

(C.V.:10,630) 16(17%)

ik 1(1999 45% 1.6% 2.17 560 203(36.3% 109(19.5%

Nikos et al(1599) (C.V.21,388) o ' (36.3%) 109U93%) o1 16.8%)

2%
Ghoussoub et al(1997) 7% 0.3 30 20(55%) 11(31%) 9(25%)
(C.V.: 9,000)
4.5%
Williams et al(1997) NA NA 284 58.1% 149(49%) 26(9%)
(C.V.: 8,100)

Collins et al(1996) 7% NA 19 304 92(30.3%) 65(21.4%) 27(8.8%)

Selvaggi et al(1995) 0.7% NA 1.9 38 14(36.8%) 9(24%) 5(13%)

Davey et al

CAP data 2.9% median 2.2%median 1.3%median

1.6-9.0%
Autors’lab 2.1-9.0% 0.8-2.7 1.3-43.3%

(C.V.:16,000-37,000)

SIL-LG : low grade squamous intraepithelial lesion, SIL-HG: high grade squamous intraepithelial lesion, NA: not

applicapable
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Table 5. Biopsy results for AGUS (multicenter analysis)

DAL A 9] ASCUS B AGUSY 9743 99 -

AGUS  Patients reported with adenocarcinoma Endometrial
Referance . L SIL AIS .

patients biopsies of cervix carcinoma
Numoff(1989) 336 17(5%) 847%) 0 0 0
Goff et al(1992) 100 63(63%) 25(40%) 5(8%) 2(2.0%) 0
Taylor (1993) 30 30(100%) 11(37%) 0 0 0
Curie et al(1994) 539 69(13%) 42(61%) 2(3%) 0 0
Bose et al(1994) 54 44(81%) 35(80%) 0 0 0
Rasb ot al(1994) 346 116(34%) 50(43%) 0 5(1.4%) 1132%)
4 = 1998) 326 268(82%) 36(13%) 5(1.9%) 72.6%) 0
; = (1999) 187 96(51%) 2021%) 7(7.3%) 1(1.04%) 0
Cl

23 9(39% 2(22% 0 0 1(11%
This study (39%) (22%) (11%)
AIS : adenocarcinoma in situ
(favor reactive) 914 &2 F kA 7 I(favor SIL)2! A]
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System< A AL 1991 o] 2 thA] H 93 ol g
% ASCUS ¥ AGUSS| ZIthA] A4 At A= 1
Aol #3 =gho] ofAw Wol itk

o] f91= ASCUS9} AGUS®] §1747 o] ¢j¢] B

o

A dudAY b e HE A K
o] Z7} wj-olth ASCUS 59 v Ad A%z 2
7} m=e] S 7|HEE 1.69%% thkan o]
A WY AZY HAE Wd 2%4 St gt A
o7 ayA Utk aEy AA o5 W e
& Adelw 53] dituto] 2w AN-qke] Aok &
Alolil 1% RS 2kl 2AE T NCIoA &=

ASCUS®] M7} 5% ¥4 &< AL Aga,

ASCUS/SIL ratio”} 2-38) Bt} EolA: ohftim
st AW AScusel  AstuiAdst A
(colposcopic biopsy) & A8t A5 AA 2 7

el G B S0 E, ol

88 4" TBS

olgfgt FAHE 3|Ast]
(1991)o A= ASCUS 2 AGUSo|A 8H3-A A 3}

%= HPV DNA 7 A}
A A FYeSo BxHo WUy 3 Thin
prep Papaniocolau smear9} 72 A 2
U A5 A Aol o] Fo A gtk

Bl to] A ASCUSE] Wl 1.3%0] a1 SILOHl
T 08%% ASCUS7} SILY 1.6v0]Sit}h. Taylor
(1993)5 2 ASCUSE 1.2%, Davey(1994)%5-& 1] =1
PSS 29%= HusPu e Ao A

(1993)5 & 1.6%, F(1997)5°| 5.7% = thi =2 H
&S Bastglon] #(1999)50] 27%S B e
t} B 3= NCI9 x]zloﬂ FHt;isz H]%% qu%
T} 1hI2131415

AGUSE ASCUSe| H|&) ME7F A3 A3s @

o] o]Fo]xA] &5 7] ‘Lﬂ—coﬂ 101] EH@ ol &l =
BZ3lt nj=ol A4 AGUSS H]go| 0.18-0.74% =

i Y e 7151993)0] 032%, &
(1997)5-0] 0.12%, 71(1998)5-0] 0.08%2] HEZ 1
FEPL B AFNME GA] 0.1%2 A R
Oi]:]' 11,16,17.18,19,34

ol A FAdF 2 U 2HA Y(endometrial ad-
enocarcinoma) ¥} A}-g-7 & A ¢H(endocervical adeno-
carcinoma of cervical cancer)7} A5l H| &L 7
7} 15%9}F 42% % AGUSY H]go] ©e AL
=7kl wlE] A WHe v ge] vy wE
A} g o) 20

ASCUS9F AGUS®] )74 9l9e] $AE Al st
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71 QeiAlE 259 HEARI 2484 AnE
Qs oF gttt ASCUS] 7%~ Table 49 &} 1% °]
ASCUS?| %3 6]—7(4 AXA Hyg /\C}IL]LH EH(SIL)
o] g%l A$E 103-55% ] 13% HolFa 9l
]:]_.5,8,12,11,15,22,23,24 £3] Mary(1998) 5& ASCUS-SC]
27.3%°ll A, ASCUS-R-& 5%l A] high grade lesion <]
2AE B e AFAAME H(1997) 5
ASCUS-So| A= 29.4%0°l| ], ASCUS-R2] 13.8%°l| A
high grade lesion?] %71 BAh! B dA7oAe
ASCUS % %7 7AS A& 900]5 674)(74.4%)
= AT AEA(cervicitis) 2™ 1(1.1%)= con-
dyloma, CIN 10] 8¢(8.8%), CIN 27} 5¢](5.5%), CIN
37b 1dd11%) el g A JEd A AR
(microinvasive squamous cell carcinoma)”} 24 (2.2%),
A A} A F 9H(adenocarcinoma of cervix)©] 14]
(1.1%)°] 91T}, 0% ASCUS-Re| A CIN 13} CIN 37}
747k 14 9193 ASCUS-SS1 73 5ol 4l CIN 27} 4
o, wA H&A AF HHE-<U(microinvasive squ-
amous cell carcinoma)”} 197} A At} CIN 20]A4-&
high grade lesion® 2 9] group?te] M E 314
< w ASCUS-R 3} ASCUS-Sit7tel E74 o2
FrolatA] & kthP=1.00). o] A2 ASCUS-Ro] 54
Foll §lo] SAIA R ov] e FAE EEde
H= Adg ez nolt, ¥ ASCUS (not
statement) 7" 2} ASCUS-S¥*& H]1l A] high grade
lesion®] ASCUS-Sitoll A on] A o & Aoz
et (P=0.042)

2w ARG AEdAE 4l 8UE
of HARAR AMEN Art 22 ARE
A AS, A7AA A BE AEZ AALE B
& A9, HPVE v &g Aol #Ago] 9l 3t
A7F AU A2 Hol0A4 o] Ayl FAES A2
S A5, A vt 2n o]l A, ArS] A Al

mﬁ

i

A FEe] w2 A9 §A vitamin CEE beta
carotene®] g o] QY= A9 o AT wolofe] B g
Zol ad#lAd AYthP* 1 9o %= March(1998)%}
Nikos(1999)5-9] <A 354 o] o] ASCUSEZ

s e Aol 24 HARE HSILY vl &o] =
o} 2491 A o 738l A 7 (colposcopic biopsy)E

AAsjerattta FAs T Ak B AT AR
CIN 20]4+9] high grade lesion®] H]&o] =&AE
Hla gk A3t 354 mivtel A FAAOZ on| A

4 CIN 20]4+9] high grade lesion©] 3
S AA 8 th(P=0.014)
AGUSE A &7}A] %A 8kA
Aol B Ao okl 9k’ Table 594 B
o] Ao W] &7do] 42-83%°l Eatm <A
O = 40-68%+ x4 AL A7} high grade lesion
Oﬂ TO}L tﬂ]iﬂ_g_ é’ﬂqx% 9\)\]:]’.16181928 29,30,31,32 'E‘
Aol A AGUS Tl A 24 AALE AAg A3t 9
o F 69(67%)= A3 74 (cervicitis) 33 1L, CIN 2
7} 16)(11%), CIN 37} 14](11%)°] 3ov A=)
9}(endometrial carcinoma)”} 14|(11%)el A A vt5] 2
th 2AAAE AAG A7E 9dd E A R
ASCUS 3 AGUS 9 %2 AALAZE vk
$ AGUST*ol A CIN 20]/4¢] wio] <u gl

27 o A%

B4
wo Aoz et} (P=0.043)
g 2 Aol A AGUSY 4ejoll A Aba A5 Al
;ﬂ zH é X%N—(WNL) .JJ—X% o Hl—i le 74/\]_;2_

X 1

AN EA oktt 22y 7(1998) 59 ATl %
B0l AZG Aol e Ao E A A A
FEFY #HY Ay WHESILT 4 HEA
A 23] A E Y(microinvasive adenocarcinoma), X}%L
Weke] 3152 (endometrial hyperplasia)®] 273

oty

at3lem AGUSE A7 Axdo] Adelol= 4
A A ool H Ay wie] gluhar

i

(squamous cell) ]S &
A 9lor Gary(1997)%94 AT E AGUSY %
2 AAF o wsle] 26%uo] A A

(glandular lesion)©] /\}\———U:] 3] Al 3 B ¥ (squamous
lesion)©] 74%©°] Atk 3+ Christian(2001) 5> AGUS
2 dE g2k F 354 o]skd wf 5040 o] <l £
ARty z2Hsd AAY AIAE ¥ (squamous
lesion)©] & $ko W (P<0.00001), 504 o]Ato]uj= A
&3] M) E.9]

olﬂ

©] 4 (glandular histologic abnormalities)©]
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H&o] AN We Aoz pERyTE(P<0.00001)
olg] AelA AGUSS AR FFA o
EfL}i= A& 1ol o] ul, Christian (2001) 5-& 3542
Koonings(2001)%52 454 o]l 2 $-Z Anthony
(2000)5& 354 oliolm A FHo FAo] A&
355 AGUS| 1 fldwo® B 2y W £
2] A4 7] (edometrial biopsy)©] WF=A] Z Q@ sjchal s}
o] g} 1HI

ASCUSS} AGUS S| | A|o] el A=
o AR AFAA AHAoR BEHE A A
& v} 2t} American College of Obtetricians
and Gynecologist(ACOG)°ll A ASCUS<9] 79 533t
AEAATL G 24 2} A 7ol D 4
$ 619 vh AR S ABskn A A 2319 A
oA A& AX A2AY A A AdE HAAES
A A &2 qheF ASCUS o) Ate] A7k ved 4 3+
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