Key words :

Conjunctiva, papilloma, human papillomavirus 11, pl6

ﬁ%ﬁ %ra‘ ) L‘T%H#"L;

io’LVC

HE gt
B HH 75 R
KE PR

£:3 =

R L ENTH Y, MEEED 1.4% % &
DHIZT E R\, SRIFAZERYIRE1T ) 720N
58 L 7oA I FLEEE O — 6 2 5 37 5.

FEBIL 26w F 1% TR O #GENE S O 72 O I E %
T L CHR R A Sz EIROE LD & AR
3 & O HRERAG B\ I 2 FReO 72, A IRIE G ek %
PIBr L, JWPEAARES T LA IR FLBEE T o 72, 4Ft
NOZHIME L BOAKRT, L2077 HiZhizo

TEZO#E 2 Tz, EIROAEEEL 255 L 72
T2OFOUBHIHIE oo Tz, JRERHIZ D7 545
FLUHME 2 G0 B U O IR R FRER IS AT L TR R 2
To7z. #9271 RERIZEEHNL L 72 R O BEFEE A JE 5
PHEFEL72720129R L, Yk L 72303 Rl
b8 L U DNA M%7 o 72.

9o FEURHR RS T C (R 5 0 e D A ek R <oA% J] P 12 22
fans& 55 Koilocytosis & #8%, v hFLEHENE > 1
VA (HPV) OREHAIRIE S N7z ks
FIFT R L L CHESNIC HPV & E O FEIIEH S H
Tl Zaro72h, HPV ORE~—H7— & L THW
55 ple DFEIAFED 5172, Polymerase Chain
Reaction—Restriction Fragment Length Polymor-
phism %12 & ) DNA f#fT 217 - 72 & & A AKFERI T
et &7z 4 OV A1 HPV 11 B & [\]5E S/

LR IR
CRALAR R RS TR

S i B Pk
e E3e A EE
Ry B3

i U &I

R LB SR O HIF R LA 513 &
HPEIRICEERR U7z RYEIES ©, BECRIC o7z
A I M R A & 7 ) iR A i 8 FLBELIR 12
L Tna. a"é‘ﬁ%ﬂiﬁ@’) B G iR LA R o 7€
FEH LXK AN D T — 8 T 5755, BATIIA
i %5 5, 002 Bl i FL BRI 13 68 B T b LI 55
L4% % 5512 EFD, ktiiﬂ’)*ﬁﬁ@ﬁb\ﬂi
WEE A, GRFEAFELGYREZIT) 20

CFZE L 7oL 2 R L 72, O &
W5 20125 2 720 |2 M LA B X Ui R
FHNES L 7 AE RSB O — B 2 W55 5.

fiE Bl

fE B 026 T

F PR LIRSS A R

BUREE © 20XX 4E 5 H T AICEIRBEZL X ) (XA H
L7CERIZROE, i OIRFHIZZ L2 Ak
AR DG EIE RS % fadig S, f/rsinC e B gt
L.

BEAERE © FFRCFHZ L

KIERE © FFRtd Az L

WA L - #3134 0R 0. 03(1. 0 X sph—3.5D),
AR 0.07(1.5xsph—4.5D=cyl—0.5D A75°). iR
JE 1A R 17 mmHg, AR 17 mmHg T& - 72, 1



32

Fig.1 #I2HE X 01 [ H P oG

a. ATHET ZERROFEEER A S T IR R e S B
Wz (a) L IRERESIE I TS A /NER (1)
Tk,

b, it RIS STV S,

Fig.2 1 WBFiEofLIEE (HE 4+f)
ZOFERIIEBETLAEDELG R0 5.

ARBGE 7 8 IS I E B R RO o 72A%, T RIS,
IRERAE R B & RIS BO RN S £ S F B RE
xR0 7z (Fig. la). WROHHZELAR S L OHR
JRIZIIEE RO o7z,

GFEE 07 A B, JRPTRIEE T TR O T IR
AL > & AN 205 C AR U 72 IR B e P B 55 % ) P
L, HEBidEREEE L ik L 7z, A LIREIC D
D~ & R Fe 3RV ife L 72 2 U L 72 & 2 5,
FEBLRIREB DK & H o 7272012 BT OIRERKE 15 % 4
BEL CH:E L7- (Fig.1b). fBES ISV~ &
B, T a— VK 8574 YA AT T
LR 2 EK, ~~r*>) >y -4V (HE)
etk WERRZ W AT o 72,

FREAHARPT L - BB FLIEIR IS5 L C v/, B
BEL-ERERFELESALN, ZOTIZIMEEME
AR Tz AR TR I B 5E L 72 BB 5
FNZAIAGE DRI T A S 7\ 7260 |2 FLBEE & 351
an7: (Fig.2).

IR FEERE 468 1%

Fig.3 MRS L OB O ATk 5 5
a. fiTET RIS IREEARE I R IR AT B L 72
JESGIAE % TR 5.
b, FREERAEM G TR ORMBES 2/ LT
FRRZ RS L 72, RENIBAE L 72 F 0D %2 R
N

Fig. 4 FBEBMZOTITE L MiEORIRLE E

a. FEBMEBICHEELZEES HRLES (A)
EEHITR T BAERICIIES O FIEEO R
no 7.

b. ME 11 HE AHEEZIHEISN TS,

MEAOZZIEMED 1 EEE 1 [ 0ATZE DR
HCOMBEORIIEA LN o725, k20
AWz hmi 2z iz, EIROKE IR 2S5 L
o720 H OB SN, 20XX+24 3 A EA 4R
iz Lz, EROERE S TR BRI E
HeT D HEE B L ORISR T 2 EE A RO 7
(Fig. 3a). 4 HRAIZERR DR 2> & T HR g A 5
BLOBKEBEOESZ 3 LCUkL, TIREO
JR PRI AR U 72 R BRI L CEER A 2 1T o
72 (Fig.3b). 5 H FTHOZZEZIEE O % 72
D7z, T RIS R BT 5 72 E AR (L
HRBOLo 12D, FERRRAEICHER L 7B B &
RSSO ES; D5 % 7R 7272912 (Fig.
4a), YKL 7 (Fig.4b). Ok L HEEZ RO
72T H R, TRATHE, 9H RIS EEEE Y
Yk L7228, 207z ONSKEIEFLBEE (X P38 2 4 0 o8
LTwW5,

5 HF O3 (Fig. 4a) TIldHES L 155



2021412 1

'!it) “

Fig.5 2 H I3 L72MES O/RBAL# (HE 4+f)
a. FLERICEZE L7EE (x40)
b. Koilocytosis : & ¥ L5 O 3R E 2K H 232243
LTV HIEASSIE LT b (x200).
c. Koliocytosis % 4 U 72 #ila osadi i (x400)

Fig.6 F5MER; 2B % HPV &EHE & pl6 DJRTE
a. HPV HHOFEBUIRRD Loz,
b, EE P LR HALRE 1 pl6 D RFEE RO 7.

N7-HYY % HE e & b msa & L
Tk bX¥u—<w 1 VA (HPV) &HE & pl6
EHEOREREMHE Lz, SoZEE, S L7
DNA % W THEBEMNICHPY O A VAT ) AH
FAES B H &) BIZ T 21T - 72,

9o BRI R ¢ S X FLBHAR IS L T w7
(Fig.5a) 7%, JEE L 7-HE &K Lo FRiE ClEs
HUBE DAL RE K oK% B BH 2 Z2 B A5 A 5 L 2 B Z2 B hE
(Koilocytosis) #5& 57z (Fig. 5b, ¢).

SRR BT B - AE B CTIEES NI 1 HPV
EAEORBIIHES 2 Tld - 7275 (Fig. 6a),
pl6 DFEEBLN T b7z (Fig. 6b) (A &L — -
I - IOV THEFT).

TR ¢ I ES X D 15 5 172 DNA I Po-
lymerase Chain Reaction—Restriction Fragment
Length Polymorphism (PCR-RFLP) #EIZ2X 0
HIESS 2 HPV O 7 A VAT ) ADHFIEL TW 5 2
&) REET L7z RO F Ty IR L 72 ES
PO SN/ DNA IR T IA~v—2HWwi:

33

I ftEarba—iL
AB COD

HIRDNA
A B C D

M

M: A XI7—h—
A:DNASIED 7

B: HIFEEFRsa 1 5H1E
C:HifREE#Dde 1 H1E
D: FIFREE S Hae ILH L

BiEara—IL:
HPVE ET5SiHaflla

Fig.7 #EEZLEEICBITSH HPVIIOT A VAT ) A
DFEB

PCR 2LV HPV @© HW#E R f- 5038 2 BiE L, IR
B 2 I CUIb L 72, BRIKENC X /v R
=Moo T— % LB L7z AERI TR
N7z AV AX HPV 11 # & i % S 7z (Fig.7)
(MRSt 2 7 — VTV TlitifT).

AJERFITIE HPV 11 BIOEGESH S e e 572D
T, MOIMMICFLIEDO G VD) B, KA
DFE %157 ECHRBICTHER L 72, &5 IHRR
2137 <, AVBEER B K O JE BRI FLEE AR IR 2 3
W2 & X ) HPV 11 B g3 2 BRE LT
HZEDHLENE R ST,

Z =

AL O FERL & L TIPS 2 MG 9 5 &,
Kaliki S & @ #ii5 Tl A BEFLEE O FEE (& 21 )
560 fIZE K A, PIEHEIL 43 % & Y
HWIERIEICE =7 2R L TWa, HHIThET S
EBMEIIIMELY 255D FIED A H TV B2,
AIEFN D & 9\ AGBEFLTAE XS B S CFBRET
BEV) MY D LA, ZOERBIIAREa VO
— ADIFREHRTOH LY. RET V- AT
HPV6 R, 118! 16 MK GETHZLI12LD, 4t
R R HL MR BRI FLEEIR 0 B 3% 565 5 PRI
O—FETH LY. ZO7-oLHI &L ) HPV &g & &
[ FLEENE D FEHE & OBEMEDSE 2 b TWwiz.

KET VU - L OFHBEMABFIRERE LT
Koilocytosis 728 17 5 41 5%, Koilocytosis & 13 EE
L7-E @R LRI B TRIE R R o 22
EASA 5N 5B 5% T, HPV 28&4: L 7-filgof%ic



34

BT A NWVAKNFOBEEIT ) 72D 22804 L
HLDTHAH. RIEFIO L HIZFIEZ MY BT R
FLUAME 12 B v T Koilocytosis 2526 5 L7z 2 & 1
HPV DG % RIET 25 DO TH LA, KiEFLIENE
DK & LTHPV OBGD S 2508 2, fibHiE
B & WV CRIEBMRRILS B X OB TGS
L7,

FPIESEHMR I BT HPV ZHESEH L Tw
B E D DRIz HY, HPV OJESG LA TE o
7272012 pl6 OREMMGtE 21T > 72, pl6 (XA
7)) MREEMER F— A e ¥y — THINAEIIC B
WCHULIIEE A R T ANHEE T EAE TH
%. HPV OMMEETIZEL S E7T £ TH LA
ZDH)H E6EHAEIINABET TH D pb3 LiEd
L, E7TEDAHHEETTHSRb EFHEALTE
NENATFHLS &5 & REMIC ple & E A HEF
WZHEHEIN 59 F72bH HPVOERIZL > T
pl6 DB TH VLM FEN Tldd % 5 HPV
BRDPE L TWBLEEZ LI LN TEDL., ZD0D
HPV BE 3# rf I BE 58 C 13 pl6 13 HPV & gt o 1t 8
Y—h—t LTHVwLNRTWSEY, KEETH pl6
DA ERE T LEEIZA SN, HPV Edeh sk
LTWhEERLIENTEL, SHIERENICE
175 HPV 7 A4 )V A4 7 A D3%H % PCR-RFLP %
WX OGRS L72E 2A, RIEFITIEHPV 11 B 4
WAL L TWAB I ENHLNE 5T,
HASETIZLIRT & V) AR FLEEE 12 8T HPV ©
BN HND &) FEDHRLE N ST, Sjo NC
SI2X % EHEEFLEEICB S HPV YA VAT )
LA DFEHIFIL 106 FF 86 Bl & 81% % L&, HFIT
T 27 BICTH 5 6RNIT80HI, 11 ALIE 56T
o7 IEERENSIETHPV O A VAT ) L
FRIE N TR w28, BETFESEEORENK
TANAEEZLENTWALE) A7 A16, 18 A0
AHEBEFLEENE & D Sz L v XIS T
W WS, EEOR EEED 51X HPV 16 B3k
a2 v #ENDH 20, ALK 27 B
HPV &4 i I FLBE E o0 385 O [ b A 1T dp 5 1
LAY
EBREFLEEOERCTH 505, HROFERNE T
BChb, FROBEEL L UMROBIZENMIZL 2

IR HEERE 468 1%

5, Kaliki 51% 3 % & i LT\ %?—C, Huang
Y-M 51E23% EHELTBY, )R REEEFLE
JEDFFIIRT LR Z T 5 & MmE L Tw
LW FEREALTEY RIS B W CEIERE O K L %
Bi 7= ICIEH A % & 0 72 I R BRALETH
B, FERERABRE AR & < e UL R A B A %
AU % 72 I IREREB) R E R ARG N BORE 2 &% 4 U
LZENDHDL. FOTH OO FERERBIEI AL
ThHaHY, FREIEEREELALTAHL VLD
FEEDORH & 72 57213 T £, KIERHAEAL 2 HPi)
T 5 72O B OBHEALOBEIEIC S %R H 5 L v
BTV AIEFITIE 2 [0 H O 5 CHREBAE
O L7278, WO 5L O BHAS I TR
FIE FIIIAE R FLEERE (XSS LT, JEGY) R
128\ TIZ Theotoka D 5 (X FAMEEIC BT A iEE T
& LT, FEBYIBROBIEY A )V ADOHU % fe/MRIC
9572012 ‘no-touch’ wide resection % & T\
L. &S \HEEYI R (X FLEERE o bR M % ST
D 7DITEHEERE, £ ) double-freeze thaw
technique ZH#EZE L T 512,

J VbR 7 E RGBS T IV BT BR R
I LT, RMbFREE LT/ ¥y —T7 21
>, 5fluorouracil (5-FU), Mitomycin C (MMC)
DOHRFEGSPHAONTE Ll ryy—T
0 LRSI TH 0, K5I FLEENE O T3 2 )
FTLMRP L NE V) MEYRDH Y, ZOFFHifiLE
FoTwiv, 5FU & MMC s AFID 72012
BRI IR EAN O M B & CORBAUE
THb. SHICHIEROIEZ X Lo, HFHFIEC
XM R EE, AT A eI X B
AIRRE 7 CEEZEIER 2 7201225 12130
BICHWD ZEDTERVWE W) WENH 5.

AN FLEENE |2 B 1 A B3SO I LTRSS P %
FLEIEIE DERICB W T HWELRME L 2> T
%1 PSP A LR E (A B L EE & [H) L <
k) A7 RITdh B HPV 6, 1R AV ZAH K L
THAET BB TRPIIMEHFLEERE 2 o Tw
B VR 2\ EBHFLBEIERE (20h 3~ AR & L C,
AT T OV AR L — — G ) S i sE A
SNTELBRIFIY)HFREE ISV EVDbILTWY
5. AT CIIAE R FLEENE C & MR IS - LR L —



2021412 H

WG X DB TON DL L) I2R D, HIEH
EPRTLCELDMELH LY. FEIETIE
ZTDOTFHMRDPRENT WL HPV I 7 F 21285
FEFLIE DO FIRE TR OEMLR H 725 L ik
DEFEFAFF SN,

X 73

1) Shields CL. et al : Conjunctival tumors in 5002 cases.
Comparative analysis of benign versus malignant coun-
terparts. The 2016 James D.Allen Lecture. Am ]
Ophthalmol 173: 106-133, 2017.

2) Kaliki S. e al : Conjunctival papilloma: features and
outcomes based on age at initial examination. JAMA
Ophthalmol 131: 585-593, 2013.

3) Anic GM. et al : Incidence and human papillomavirus
(HPV) type distribution of genital warts in a multina-
tional cohort of men: The HPV in men study. ] Infect
Diseases 204 : 1886-1892, 2011.

4) Krawczyk E. ef al : Koilocytosis. A cooperative inter-
action between the human papillomavirus E5 and E6
oncoproteins. Am J Pathol 173: 682-688, 2008.

5) El-Naggar AK. et al : pl6 expression as a surrogate
marker for HPV-related oropharyngeal carcinoma: A
guide for interpretative relevance and consistency.
Head Neck 34: 459-461, 2012.

6) WINEEITD b PO =< A VAL BEFA

35

DI TR, 7 A VA 58 1 141-154, 2008.

7) PHEHEEIZA  In situ hybridization % VT koY
Eu—<o A VA ZH L 72 sLEE o 56l Bk
57 : 29-32, 2003.

8) Takamura Y. et al : Detection of human papillomavirus
in pterygium and conjunctival papilloma by hybrid
capture II and PCR assays. Eye 22: 1442-1445, 2008.

9) Sj6 NC. et al : Human papillomavirus in normal con-
junctival tissue and in conjunctival papilloma: types and
frequencies in a large series. Br J Ophthalmol 91: 1014
-1015, 2007.

10) Griffin H. e a/ : Human papillomavirus type 16 causes
a defined subset of conjunctial in situ squamous cell
carcinomas. Mod Pathol 33: 74-90, 2020.

11) Huang Y-M. er al : Conjunctival papilloma: Clinical
features, outcome, and factors related to recurrence.
Taiwan J Ophthalmol 8: 15-18, 2018.

12) Theotoka D. et al : Update on diagnosis and manage-
ment of conjunctival papilloma. Eye and Vision 6: 18-
35, 2019.

13) Agraval U. et al : Fresh frozen amniotic membrane for
conjunctival reconstruction after excision of neoplastic
and presumed neoplastic conjunctival lesions. Eye 31:
884-889, 2017.

14) Galor A. et al : Human papillomavirus infection does
not predict response to interferon therapy in ocular
surface squamous neoplasia. Ophthalmology 122: 2210
-2215, 2015.

15) Goon P. er al : Recurrent respiratory papillomatosis :
An overview of current thinking and treatment. Eur
Arch Otorhinolaryngol 265: 147-151, 2008.



36

A case of recurrent conjunctival papilloma infected
with human papillomavirus type 11

Toshio Kopama®*, Kouji Torivama, Shunnya HIROHATA, Ryotaro Noba,
Mami KrtasATA, Takeshi Joko, Yosuke M1zuno™ and Yumi OSHIRO

*Department of Ophthalmology, Matsuyama Red Cross Hospital
*“*Department of Pathology, Matsuyama Red Cross Hospital

Conjunctival papilloma is rare on conjunctival tumors with a rate of occurrence of 1.4%. We
present a 26-year-old male who was admitted to a local eye clinic and was diagnosed with left
conjunctival tumor. He was then referred to our hospital. He showed an extended papillomatous
lesion on left conjunctival caruncle and conjunctiva on tarsus of the lower eyelid. The whole
conjunctival tumor was removed, and its pathological diagnosis was conjunctival papilloma. He
visited our clinic once after surgery and no more therapy was continued. Twenty months later,
he was referred our clinic because of recurrent conjunctival papilloma. The conjunctival lesion
required wide excision with tumor-free margins and an amniotic membrane was used to cover the
conjunctival defect. Approximately two months later, recurrent tumors were observed adjacent
to the transplanted amniotic membrane. The lesions were removed surgically and sent to the
laboratory for immunohistochemical and DNA analysis. After the third surgery, two more tumor
excisions were required. On pathological finding, koilocytosis which is thought to be human
papillomavirus (HPV) infection, with appearance of hyperchromatic nucleus with displaced
perinuclear vacuoles was observed. Although immunohistochemical staining of HPV protein was
negative, pl6 expression as a surrogate marker for HPV was positive. Polymerase Chain
Reaction—Restriction Fragment Length Polymorphism for DNA analysis showed the presence of
HPV type 11. According to morphological and genetic findings this case was diagnosed with
conjunctival papilloma due to HPV type 11.
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