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RT/CCRT % #5447 % bAa % (CSS: Kbk 0.41,95% 45 X 4] 0.21~0.78) ,FIGO I . Il #14= HPV16 FA 1+
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Clinical implications of human papillomavirus genotype
in cervical adeno-adenosquamous carcinoma
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Abstract: Objective To evaluate the genotype distribution of human papillomavirus (HPV) and the corre-
lations of HPV parameters and clinicopathological/treatment variables with prognosis in cervical adeno -
adenosquamous carcinoma (AD/ASC). Methods Consecutive patients, who received primary treatment for Inter—
national Federation of Gynecology and Obstetrics (FIGO) stages I, IV cervical AD/ASC between 2005 and
2012, were retrospectively reviewed. Prognostic models were constructed and followed by internal validation
with bootstrap resampling. Results A total of 247 AD/ASC patients were eligible for survival analysis. HPV18
was detected in 51.5% and HPV16 in 36.2% of the samples. Age > 50 years, FIGO stages I, IV and
HPV16 -negativity were significantly related to cancer relapse; and age > 50 years, FIGO stages I, IV,
HPV16-negativity and HPV58-positivity were the significant predictors for cancer-specific survival (CSS) by
multivariate analyses. HPV16-positivity was closely associated with good prognosis in those receiving primary
radiotherapy or concurrent chemoradiation (RT/CCRT) (CSS: hazard ratio 0.41, 95% CI: 0.21-0.78). Patients
with FIGO stage I, I and HPV16-negative AD/ASC treated with primary RH-PLND had significantly bet—
ter CSS than those treated with RT/CCRT (P<0.001). Conclusions Age > 50 years, FIGO stages I, IV and
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HPV16 -negativity are significant poor prognostic factors in cervical AD/ASC. Patients with HPV16 -negative
(e.g. radical hysterectomy for stages I, IV and pelvic

tumour might be better treated with primary surgery
exenteration for stage IVA).
Keywords:

B R ER AP A 2 F LR EY . B B B
T T A F AR WTE R, IR YRR SR S A
FNWIREAL, (HR AR TR 91 i 2 L i) St
- THERE, —I5 Meta TR, 5 AZL %S
(human papillomavirus, HPV ) B id % AH kb , HPV FH
19 255 39 9% (cervical adenocarcinoma, AD ) 8% &)
iR (cervical adenosquamous carcinoma,ASC)
I AU A U e R 81.3 (95% {5 IX ] =42.0 ~
157.1)¥, AD/ASC FI'g #iififJ5 (cervical squamous
carcinoma, SC)EA ZFhIL [Ffa ks K 2=, ik JH . HPV
Y4 (HJE ADIASC H1 SC 1) g L R Fe ki Al Ak
YIS RRIEA R 25 519, — Lok & ADIASC il SC
SRR R R T AR R R TR R T, AN
TRHEREZ T AR RBITIRIT ,ADIASC HE 7
U 0 285 2 08 Oy S8 0 5 905 9 25 A s
=0,

PLFEF 5T & BE HPV18 Bf HPV o -7 WV A 7§
AD/ASC B Hi Ik i F SC 3, I HPV18
PRS2 A= 22 M SV (6475 SC Fil AD/IASC) i it
FWEHFT, BT HPV JER EIXT AD/ASC £ 2 il
Je PR v AN B, AR BF5E B AETRTT ADIASC &
H HPV J KA 341 5 I AR IS TR0 5 &
TG WAE G

1 #ABEFIE

1.1 WHRITH

eI 2005~2012 47 FH T B 10 4y O/ A e i 81
A e B BE k2 52— W e P R BT (ra-
diotherapy, RT) ) AD/ASC ‘& #iji: 8. . f /R Hh AR
AN SR A ST DNA 737, HEBRIZ W
RO DI AR SERE . B I el DNA B A
(), 3L 247 B N AR RIIESE . A 39078 BHGBr
B AL AR RGN A T O BE B2 RT iR YT 5k [
i 3F 47 ik J7 A4k 97 (concurrent chemoradiation,
CCRT)HY SC /2 (n =76) K IATHIKF- AN SC &
H (n=289)VE ] Xt HRZH . AR AF 38R0 52 R AR ST
F20144£12 A 30 H.

adenocarcinoma; cervical cancer; human papillomavirus; genotype; prognosis

1.2 HPV ERF 4 E

HPV LR 73 UG . (DHPV-DNA $2HL .« F L
e L PR A BRI G, T e ROV AR I
ST VAT 14 2 HUY DNA Al 72T 4°C kAR, K
WA Z B A -20°C R4 . @HPV-DNA §74 .
IR PCR ¥ 34150 @ #R VR R 7 (i 1] ABI7000 S
PG I PCR GHEATY 4 . PCR =i Ar& 3
BFE) AT T 4 CAE, RIS T R -20°CHE . BT
22 HPV SER 438 A i i LS 2R R A
B2 A= 7 i) 2 5 i) 4 0 I FH A R 43— Pk 2%
AL (B HPV21 43R5 i ) iff A T 4438 50
1.3 BFFAE

VI BAYE B 55420 S 4 J2 1) AR A0 5 S A
T H R F R B A NG YT  ZE R LA T
SRR ER A UR L AR B ALY Y o RT I8 7 R A s DU
(AT 1 J5 KAe 1478 ) G U IR R IR g 25 ~ 28 1K,
S5 45.0 ~ 50.4 Gy, A BIfbyT B E 7 RT i /2
Hh g AR AR, 74 6 N7 R
1.4 SitFEFH*E

K HH SPSS 20.0 FRAF X B HEAT 4T, x 2 K0
VP4 P 1 6] OCHE , Kaplan-Meier B0 A4 72% , If:
o8 RIS P A S0 X B A T LA . TR B AR
kS, P<0.05 Ry 25 5 HA Geit e L.

2 HR

2.1 BE—MRIFE

247 5] AD/ASC B AARIRMFST . 247 Bl 35
AD/ASC 5 - 2471 (48.3 £ 7.6) %, Hoh 163
151 (66.0% , 163/247 ) AD H 3 F1 84 {5 (34.0%, 84/
247)ASC Hi 3,217 15](87.9%,217/247 ) AD/ASC . #
AbF FIGO T (T4, 165 f4(66.8%,165/247 ) ¥ 4%
ZARIAME T B VIR AR U F s bk L & v R
(primary type Il radical hysterectomy and bilateral
pelvic lymphadenectomy,RH-PLND), L3 1,
2.2 HPVEREESTH

95.6%( 236/247 ) ADIASC kA JLAG H 23 Fh
HPV DNA J#51], Hirf 22.99%(57/247 ) (AL A K H
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%1 FUL, A5 SR AL SR TR TR R 1) 43T I A B SO T (52

F1 BEMER (n=247) *2 HEZEHSH RFS I CSSWEMEZ
G RS0 155 EAH 1% | TREARSS A AT TR RHEATH
ZH 5%k
. 54K %  PE 54E% /%  P{E
! s
<35% 11 46 <50 % 138 82 79
0.000 0.001
>35 ¥ 236 95.5 >50 %/ 109 64.5 61.6
FIGO 43}
<50 % 138 55.9 H
I 163 89 87.5
>50 4 109 44.1 i 54 50.5 472
0.000 0.000
e i} 21 35.9 30.3
9 0 0
2] 163 66.0 v
LKA
i 5 84 34.0 [ 163 773 73.7
3 0.119 0.148
FIGO 4+ i 84 68.9 67.4
/2 LR
I 163 65.9 G orfeReRt
1 112 80.6 77.7
Il 54 21.9 2 60 70.3 0.026 64.2 0.020
mm 21 8.5 3 75 69.2 68.5
BT 2A
W g 37 JiRE B AR
<2cm 117 94.4 0.001
/2 e
SHEERE 2~4 cm 104 825 81.8 923 0.000
1 112 452 >4 cm 26 774 64.5
1for
2 60 24.4 TR L Bt
& 200 91.6 0.000 88.4 0.000
3 75 304 7 47 70.2 ' 68.8 '
JiheE B AR R EE 5 R
<2 om 117 474 R 212 91.1 0.000 89.1 0.000
P 35 66.2 59.5
2-4 104 421 p—
om 0 B SR
>4 cm 26 10.5 N 227 91.3 88.6
0.000 0.000
T BB B2 20 46.2 44
. WU A
= 4 189 <13 % 983 94.7
& 200 81.1 1/3~2/3 64 89.5 0.000 86.8 0.000
LR >2/3 87 74.8 728
) HPV R3S
N 212 .
G 8.9 + 236 74.8 0355 72 0401
B 35 14.1 - 11 66.4 ’ 61.8 '
B HPV Bt
Ei 227 91.8 LA 190 7ol 0.085 786 0.037
: 2 fpafll b 57 705 ' 66.6 '
= 20 8.2 HPV18
e + 182 726 69.2
HPV IRZ 0.266 0.162
- 65 76.4 74.1
PR 236 95.6
HPV16
k3 11 4.4 + 90 85.7 84.3
0.000 0.000
BERIGTT 2 - 157 68 64.3
HPV58
FA 165 66.8
+ 20 51.4 0.001 48.7 0,002
RT/CCRT 82 33.2 _ 227 76.4 ' 735 '
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2 Fhak 2 L F2RAUA) HPV DNA, 36.29%(89/247)
FEAKI Y HPV 16,51.5%(127/247) FEA K I 4
HPV 18,8.1%(20/247) A HPV 58,5.7%
(141247 FEAKG N Y HPV 33,4.4%(11/247 ) REAAK:
MY HPV 45,1.2% (3/247) #EAK: i HPV52, 1
3.3%(8/247) FEAK I H HPV 39, HPV16 Btk
HPV18 FH I fihJi 5 ADIASC fit 87.7%(216/247 ), ifii
HPV16 = HPV18 FHM: & i SC & 34 1) 64.6%
(187/289), MZHAH LY, 2 A G it2# = X (P<0.05).

AEIA (UL 35 5% 50 %) (FIGO 4330) . fifeg Ko/ )s i it
IAACRREE BRI B L B E T R e SRS
B SUR R HPV 16 BAYE \HPV58 fH 1 \HPV58
o 33 5% 52 BHYEY 58 Kk A A% (release free
survival, RFS) A9 i AH G 2E ££ % (cancer specific
survival, CSS)AH ¢, T HPV A=t (B — 7R al &5 4 750 )
5 RFS f5 X, {HY CSS A G (HAFIEERJE FIGO
VIR B 5 47 CSS Fll RFS Ky 0%, L3 2.

25 SERSW

2.3 HPVE2H5IKRFETEMELME

HPV58 BH: (P =0.025) 54 #33: K (550 %/ ) HH
XK. HPV16 B4 ( P =0.0008) A HPV58 BHYE(P =
0.040)¥75 FIGO T . IVII#H%. 452 RH-PLND A7
(n=165) 1B E W45 5 HPV16 Ptk (P =
0.001)AH.
2.4 BREZESMH

FETE B E R YRETTIN R 136 N H o #kE5r T
H 2014 4E 12 J 30 H,41 5] g3 g 5 & Fn 44 151
BEIET, 41 B K A T 36 BISE THEE, AR 5
BTHFERS , AR GG RN AR . 44 FIBET R,
3 BIFE T SR AASC I IT A . BRI R ik W]

2 R 5T, AR KT 50 & (FIGOTH IV
MO REEE Y S & & MG, 1 HPVL6 PSR
KIS B G, AR KT 50 &7 (FIGO I IV A
HPV58 [H 1 i i A S PR AE T Ay T 2 o |8 36, i
HPV16 [HM:SHE 4 ¢, W3 3.

B UCRH RTICCRT RY7 &, FIGOTI | IV
I HPV16 (M B SET (WLHE A) FT AD/ASC
R WS T, A s HPVS8 FH M5 Tl f5
AHK(WZ 3), SM , HPV16 It 5 E Rk iE=
RH-PLND JAY7 H: 2 19 CSS a5 RFS AAH ¢ (L&
B). #5% RH-PLND J&J7IHE T, 4l FIGO 434,

#3 SETEASHEINEFAREE RFS #1 CSS HEIER  (n=247)
CSS RFS
28 B 95% ClI 95% ClI
HR PAH HR P{H
TR RR TR RR
PENIEAe 247
AR (>50 % vs <50 %) 109/138 1.99 1.41 2.82 0.00 1.7 1.19 2.39 0.003
FIGO /(I . IVvs 1 . II)  30/217 6.75 452 10.08 0.00 6.92 4.65 10.32 0.000
HNF 55 0.087 0.036
(2vs1) 60/112 1.55 1.01 2.38 0.045 1.74 1.14 2.67 0.011
(3vs1) 75112 1.44 0.96 2.15 0.079 1.38 0.91 2.08 0.132
HPV 16(+ vs -) 90/157 0.53 0.36 0.80 0.002 0.5 0.33 0.75 0.001
HPV 58(+vs -) 20/227 1.95 1.18 3.22 0.009 1.65 0.99 2.75 0.057
HUCR A RTICCRT i&97 82
AR (>50 % vs <50 %) 54/28 1.39 0.878 2.19 0.163 1.13 0.71 1.180 0.612
FIGO (M . IVvs I 1)  27/55 3.53 2.23 5.59 0.00 35 2.21 5.54 0.000
M2 (T Mvs T) 49/33 1.15 0.73 1.82 0.541 1.16 0.73 1.84 0.538
HPV 16(+ vs -) 24/58 0.41 0.21 0.78 0.006 0.40 0.20 0.78 0.007
HPV 58(+ vs -) 13/69 1.22 0.680 2.197 0.501 1.07 0.59 1.96 0.820
HUCRHFARIBIT 165
4 (550 %2 vs <50 %) 55/110 2.23 1.25 3.96 0.006 1.82 1.01 3.26 0.046
FIGOZMW(M . Vvs T 1)  3/162 3.16 1.53 6.53 0.002 3.96 1.99 7.92 0.000
HYEA (T Mvs 1) 86/79 1.97 1.07 3.65 0.031 2.02 1.09 3.73 0.025
HPV 16(+ vs -) 66/99 1.15 0.46 2.87 0.763 1.14 0.48 2.69 0.763
HPV 58(+vs -) 7/158 1.81 0.80 4.09 0.158 1.79 0.82 3.90 0.141
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FIGO I . T 31 HPV16 [HYE: AD/ASC B #E TCit
EE YR RH-PLND & RT/CCRT 477, H RFS #11
CSS ZRTLAit%E L., HZFIGO T . I A1
HPV16 B AD/ASC & H X I RH-PLND jf 77

B AR IET M K 1 3

1.0

J& 1 CSS (P =0.000) #1 RFS(P=0.000) B B 4 T 1
UCRHIRTICCRT WGYT IR . A, 2 RTICCRT i
JPIIFIGO T | T3 & HPV16 [HYE: AD/IASC i
BT BH 4T HPV16 B (CSS, P=0.026;RFS,
P=0.037) A7 I IV I 835 4852 RTICCRT iR97,
HPV16 BAPERIR £ 35 5 4F CSS 5 RFS 5525 (4351
h 20.5%71 15.4%) .

1.0+
1-|
-~ N-
0.8 =
® ——HPV16 P
3 067 = =Hpvie Ptk
i
by
K 0.4
=
1
L 0.2
P=0.490
00 T T T 1
0 5 10 15 20
Bas ] /AR

B

A BUCR AT RTICCRT 1697 S SUIREEE (7 5 B 1 UCR I TR T I B SR i 0 25
MHE HPV16 RiAXEFIREHE BFREMRXETENZM

—HPV16 [H
= =HPV16 [
0.8+
S
¥ 067
&
1
3 0.4+
= T o 1
| -
E 0.2+ 1
P=0.016
00 T 1 I I
0 5 10 15 20
Bl ] /47
A
3 iTig

H RE 5 AD/ASC 1 HPV BRI 62.6%~
96.9% A%, i Hirf 63.0%~93.8% 5 A ) HPV
16/188, —Jii Meta 43 #r k 11878 f5i] SC Fil 2 521 i
AD/ASC B RWFFEXT G, 40 b T8 S h HPV 2
Ry A dE DL, 2552 90.1%0Y SC 74, 80.3%Y
AD/ASC % HPV DNA BHE:; Hid AD/IASC ##h
37.9% HPV18 BH¥4:,35.3%HPV16 FHYES, A4H AD/
ASC &% HPV16 & HPV18 [ %k 87.7%, W]
T SC AR 64.6%. HT, B 7E3E E i AR A FH
IPIRN HPV 13 7 32 1 B 43 3 £ X6 HPV 16 il HPV
18 PRSI, B A S %o B A S A 93 0 4
FHEO A R HoAl AT X ADIASC WF5E 4% AR, 5
SC B Lth#, BT HPV TR i vl LR o 2 35
AD/ASC % .

FIGO 43 115 & ADIASC it # % i 5 N 1 .
Baalbergen “5M0%} [|] P4 43 B 305 4] AD 44, 4h
R LSS | AR PR R Al PR 23 101 4R A2
EWTUS T A5 R, ADIASC BEFIB K
T 50 % ,FIGO T ~1IV ] F1 HPV16 [ 4R 2 i 2 il

JEARRKEE,

H B 38 % % ] RH-PLND J5 % B RT 5 CCRT
BIT AU 1~ 1 15251 AD/ASC 3, H 3838 % 1
Ja BT o~ 11, W3S 5 4E 1750 89.8%, 115 1Y)
BH 5 AEAAERN 62.9%) .

i FH HPV 43 BUAE R Fil 5 R B, HPV18 B IA
h AR 2B e S (175 SC 5 AD/IASC) Hh (i Jih 57
s R+, AR5, HPV 18 5 AD/ASC fil)5
Jo K. HPV16 BHE 5 B A B 58 X 4 M| I 52
RT/CCRT 1497 i) AD/ASC % K I il Jm 47 ¢ | i
HPV16 [H: 51 k4% RH-PLND J&77 & 1) RFS
5 CCS L. HIXI%E% RH-PLND J&JF I FIGO T |
11 1 #1 HPV16 917 AD/ASC 3% A 1758 B AL T
IR RTICCRT IGYTINEE . AFRTA T IV
W]/ E 852 RTICCRT JA)7, Hih HPV16 [
F G824 (5 4E CSS iy 20.5%) . A, AHF5E & FH
HPV-16 PHH: 5 AD/IASC & Wi)m R 56, S5k
# SC R E 45 IR —F, HPV [HMEL % SC f#& CCRT
IRIT RN RAL T HPV IR %, K28 HPV
BRI Sk 300988 0 5 A 1 HPV16M,
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MZ AR KT 50 % FIGOTT IV I AIHPV 16
[t 2 ADIASC B E filjG A RINEHEE N ZE . HPV 16
FHPE. T | 11 AD/ASC &5 1125 [ER ] RH-PLNDz},
RT/CCRT J&J7 , 11 HPV16 B i H fe b1 Je R
MFAREYCan T 1185 % $ RH-PLND, 1fif
IV, BE DR NAIEEEAR) . AfeELFARY)
I e (T g 09 ) g 8 25 T SR I CCRT 557 U 2454y
WREVRTT AL WA 75 RAE AT IE DRI IESE , 11
H HPV 16 144 il 984 %+ RT/CCRT A4 i 1 4 2% A AL
il A RE e — AT .
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