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# # 5374638330: MAJOR MEDICINE (ONCOLOGY)

KEYWORDS: HUMAN PAPILLOMAVIRUS (HPV)/HEAD AND NECK CANCER
TEERAPAT UNGTRAKUL: PREVALENCE OF HUMAN PAPILLOMAVIRUS IN NON-
NASOPHARYNGEAL HEAD AND NECK SQUAMOUS CELL CARCINOMA IN
PATIENTS AGED NOT OVER 45 YEARS AT THE KING CHULALONGKORN
MEMORIAL HOSPITAL. ADVISOR: ASST.PROF.VIROTE SRIURANPONG, M.D.,
CO-ADVISOR: ASSOC.PROF.SOMBOON KELAWAT, M.D., 80 PP.

Background: HPV-associated HNSCC has been commonly described to associate with
younger patients. However the true prevalence of HPV in this specific population remains unclear.

Objectives: The aim of this study is to determine the prevalence of HPV in HNSCC
reference to young patients and find an association between HPV status and clinical outcome.

Patients and methods: We collected archival 71 paraffin-embeded tumor tissue samples
from HNSCC patients diagnosed and treated at The King Chulalongkorn Memorial Hospital between
2000 and 2010. The major inclusion criterion was the age at diagnosis less than 45 year-old. The
HPV status was determined by HPV polymerase chain reaction (PCR). The clinicopathological
correlations with HPV status were analyzed.

Results: Twenty-eight (39.4%) of the 71 HNSCC samples exhibited HPV DNA by PCR.
Among cancer sites, 8 of 25 (32%) of oral cavity, 8 of 17 (47%) of oropharynx and 12 of 28 (43%) of
hypopharynx and larynx displayed HPV DNA in tumor tissue. There was no major difference in
demographic data, tumor characteristic and treatment modalities between HPV DNA-negative and
HPV DNA-positive samples. Survival analyses indicated that T3/4 and nodal metastasis were
predictors for poorer survival. Surprisingly, the presence of HPV DNA was not a significant predictor
for the survival (p=0.53).

Conclusion: Though HPV genome was found moderately in our young HNSCC patients,
HPV DNA is not a predictor for a survival in this subset of HNSCC.
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9
UANA NN UMINITMTATIVADIUE T AerNI 52103, ¥HAveIFY

#19e (Aaad fwaudiae | Jevazvesdihefinsreny B3I
AN HavuInae T o

Begum (2005) 176 22 HPV 16 ISH
Braakhuis (2004) 143 17 PCR L1, HPV16 E7
Fakhry (2008) 96 40 PCR, HPV 16 ISH
Gillison (2000) 253 25 PCR L1, HPV 16/18 E7
Jung (2010) 231 13 PCR
McKaig (1998) 873 16 ISH
McKaig (1998) 1205 35 PCR

Paz (1997) 156 16 PCR L1, PCR El
Singhi (2010) 256 69 HPV 16 ISH
Van Houten (2001) 34 24 PCR L1, HPV 16 E6
Wietst (2002) 88 32 HPV 16 PCR

PCR: Polymerase Chain Reaction, ISH: In Situ Hybridization
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Ernster (2007) 72 69 HPV 16/18 PCR
D’Souza (2010) 119 71 HPV 16 ISH
D’Souza (2007) 100 72 HPV 16 ISH
Klussmann (2003) 34 (NOU%A) 53 Nested PCR
Lindel (2001) 99 14 PCR L1
Mellin (2000) 60 43 PCR L1
Sedaghat (2009) 49 53 HPV 16 ISH
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20 uM GP 5/6 Forward 0.2 pl
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- dH,0
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MIMUIUVINAR 08 (Sample size determination)
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9

MuumNananeriva lao1Usunsy SPSS statistical software package version 16.0

(Statistical Package for Social Science, SPSS Inc., Chicago, IL)
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oAy X o . )
aIUN 1 Vayanug Tl (Baseline Demographics)
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Characteristics n =71 (%)
Gender

Male 59 (83)

Female 12 (17)
Median age (year)(IQR) 40 (36-43)
History of previous cancer

No 66 (93)

Yes 3(4)

Unknown 2(3)
Co morbidities

No 58 (82)

Yes 11 (15)

Unknown 2(3)
Tobacco habit

Ever 42 (59)

Never 16 (23)

Unknown 13 (18)
Alcohol drinking habit

Ever 37 (52)

Never 19 (27)

Unknown 15(21)
Anatomical site

Oral cavity 25 (35)

Oropharynx 17 (24)

Hypopharynx 12(17)

Larynx 16 (23)

Other 1(1)
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CRT

Unknown

Characteristics n=71 (%)
Tumor grade
Well/moderate differentiated 50 (70)
Poor/undifferentiated 8 (11)
Unknown 13 (19)
T stage
T1/T2 23 (32)
T3/T4 45 (64)
Unknown 3(4)
N stage
NO 27 (38)
N1/N2/N3 41 (58)
Unknown 3(4)
TNM
v 9(13)
/v 59 (83)
Unknown 3(4)
Treatment modality
No treatment 6 (8)
Surgery alone 7 (10)
Surgery followed by RT 11(5)
Surgery followed by CRT 12 (17)
Curative RT alone 4 (6)
Palliative RT 6 (8)
Definitive CRT 16 (23)
Induction chemotherapy followed by 3(4)

6 (9)
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M3190 6.1 (Av) nansveyanug i lvesdihanariug

Characteristics n=71 (%)
HPV status
Positive 28 (39)
Negative 43 (61)
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Ad' v &’ =) = \ d’ t%4 \ U A
M19197 6.2 uamanymzwug1unJ5ﬂ1Jmﬂunqun‘lﬁwammmxwaaummim’m"h‘smamm

Characteristics HPV DNA negative | HPV DNA positive p-value
n (%) n (%)
Gender
Male 36 (84) 23 (82) 0.8
Female 7 (16) 5(18)
Median age (year)(IQR) 41 (39-43) 40 (34-43) 0.5

History of previous cancer

No 40 (93) 26 (93) 0.5
Yes 1(2) 2(7)
Unknown 2 (5) -

Co morbidities

No 35(81) 23 (82) 0.7
Yes 6 (14) 5(18)
Unknown 2(5) -

Tobacco habit
Ever 27 (63) 15 (54) 0.7
Never 9(21) 7(25)
Unknown 7 (16) 6(21)

Alcohol drinking habit
Ever 24 (56) 13 (46) 0.4
Never 12 (28) 7 (25)

Unknown 7(16) 8(29)
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™ Y o X 2 A 1 gy Y o
159N 6.2 (719) uamanymzwug1unJ‘sanmﬂunquvﬂﬁwauammzwaamam‘smaﬂ"hia

1B
Characteristics HPV DNA negative | HPV DNA positive p-value
n (%) n (%)

Anatomical site
Oral cavity 17 (40) 8 (29) 0.8
Oropharynx 9(21) 8 (29)
Hypopharynx 7 (16) 5(17)
Larynx 9(21) 7(25)
Other 1(2) -

Tumor grade
Well/moderate differentiated 30 (70) 20 (71) 0.9
Poor/undifferentiated 5(12) 3(11)
Unknown 8 (18) 5(18)

T stage
T1/T2 16 (37) 7 (25) 0.2
T3/T4 25 (58) 20 (71)
Unknown 2(5) 1(4)

N stage
NO 15 (35) 12 (43) 0.5
N1/N2/N3 26 (60) 15 (54)
Unknown 2(5) 1(3)

TNM
/1 7 (16) 2(7) 0.2
/v 34 (79) 25 (89)
Unknown 2(5) 1(4)
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™ Y o X 2 A 1 gy Y o
AT NN 6.2 (D) uamanymzwug1unJ‘sanmﬂunquvﬂﬁwauammzwaamam‘smaﬂ"hia

1B
Characteristics HPYV DNA negative HPYV DNA positive p-value
n (%) n (%)
Treatment modality
No treatment 3(7) 3(11) 0.4
Surgery alone 7 (16) -
Surgery followed by RT 5(12) 6(21)
Surgery followed by CRT 7 (16) 5(18)
Curative RT alone 3(7) 1(4)
Palliative RT 3(7) 3(10)
Definitive CRT 9 (20) 7 (25)
Induction chemotherapy 2(4) 1(4)
followed by CRT
Unknown 4(9) 2(7)
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IP9U, DATINITIDAFIAN 2 135o8az 35 1ummzmﬂauﬂ1wwaauma"lasaga%W’J UMUTAUUUDN

Q

M3TOATIN 21.52 1ABY, BATINTTAATIAN 2 T308az 41 (HR 1.22, 95%CI 0.64-2.35, p=0.53)

a3l 6.3
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Wenasaneiededesdus aen13550a%3IA 1ABN13ATIV Multivariate analysis W13
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a v o \ LY YY) Aa
A1T9N 6.3 !!ﬂﬂ@ﬂ')]uﬂuw‘Iw!ﬁifﬂ']‘l\‘l‘ﬂﬂ‘ﬂﬂﬂ]ﬂc] ﬂﬂﬂﬂiTﬂ]ii@ﬂT?ﬂiﬂﬂi')N

Variables n OR 95%, CI P value

Lower Upper

Smoking
Never 14 Reference
N WAJ //
Ever 40 122 4/ 0.54 2.72 0.62

T parameter

T1/T2 17

T3/T4 37 - 1.40 9.93 0.008*

TNM
I 7 Reference
v 47 1.29 0.12 13.13 0.825

*p<0.05
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MU Naﬁ'@ﬂﬂﬁ@QvlﬂGlULluﬂﬂTQLﬂﬂ?ﬂuﬁlUﬂqMﬂiﬁﬂﬁﬂ?ﬂﬂ@ﬂ1iﬁﬁ'}ﬁ]q'ﬁﬁl@slﬁ/‘n

) v ) Y v
(OR 10.72 193282990 0UTN 3 U39 4, OR 4.27 tpuninszae ldasuiunaes) luvaen

VoA Y ' [ ==t 1 1 oy A I U @ A Aa
ﬂqwﬂlwaam@”himwm NWUN mﬁﬂﬁzma"lﬂ@]aummam (OR 5.1) Wuileve@einiine

fDDAIINITTOATIA  AIANT I 6.4

Y v v [ YY) v
m‘snﬁ 6.4 !!ﬁﬂﬂﬂ?1NﬁNWMﬁ‘§$ﬂ'j1Qﬁ§]§]ﬂﬁl’1Q“| ﬂﬂﬁ]ﬂ§1ﬂ1iiﬁ)ﬂ%aﬂ uﬂnmuamuz"hm

1YW
Survival in HPV-positive group Survival in HPV-negative group
Variables n OR 95% CI P n OR 95%, CI P value
Lower ~ Upper value Lower  Upper

Tparameter

T1/T2 5 Reference 12 Reference

T3/T4 19 10.72 1.20 95.38 0.03* 18 2.15 0.57 8.05 0.25
Nparameter

NO 11 Reference 12 Reference

N1/N2/N3 13 4.27 1.28 14.28 0.02* 18 5.10 1.08 24.02 0.039*
TNM

/11 2 Reference 5 Reference
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p<0.05



53

daui 5 mIImszHmMznguuzs sneviesdueihn

A o = ' < 1 Ao Y1 ° a o
LN@%WﬂWﬁﬁﬂBWLﬂWWzﬂ@@JN%li\iﬂ@ﬁ@ﬂﬁjﬂﬂWﬂ Nﬂ?u’)u&!ﬂ’)ﬂﬂ’]u?u 17 ﬁ'lfJﬂﬂﬂJu
9y 3 A o 3 ' v Y 91 IS
I0Y0Y 24 YDINSLINATHILUAZAINADNINUA IﬂﬂWU']"Iﬂ'ﬂﬁ’E]ﬂﬂg 94 ﬂl@ﬂ@ﬂ?ﬂlﬂulWﬁ“}ﬂﬂ uag
1Y ~ A Y, A A 9 ~
yInnIIvYay 80 uﬂuﬁzﬂﬂiﬂﬂ 31994 (5292N0UN 3 1130 4 598a% 52 LAY UNI1TNTLY

Y
Tlaeuiunaesdosas 70)

@ o a g < [ ]
Wﬂﬂjquﬁﬂmﬂquﬁﬁlﬂcﬁﬁafﬂ']uau 8918 ﬂﬂlﬂu%}@ﬂaz 47 YUDINLLIIIND I DYTIUY O

3 A o a du A Aa 1 oAq Y 1 o A
“lJ1ﬂ‘1/N‘HN@]IﬂEJLlIE]‘ﬂ1ﬂ1i’3lﬂ51$‘Villﬂfillllell@\‘iﬂﬁi’ﬁ]ﬂ“]ﬂ@]sluﬂquﬂiﬂwﬁﬂlﬂﬁﬁ)qﬂiﬁm"ﬂ‘W’J

T Yy Y

Uszanm 27.9 1wou Tuvmzinquilinaauae himeriidszum 6.9 Wou Mailludinnm

A o 4

1 1 o w aa = Y 1 oA Y J [
UANANBEN NN AYN DA (p=0.05) A931) 6.4 uATu TN ﬂquﬂwwamma%ia

IS IS £% a an ti‘d 1
BN ICHATUFUUUDINITIDATIANANI

104 + HPV status

Mnegative
Tpositive
—— negative-censored
05 i T positive-censored

o
@
1
—
|
|

HPY +

Cum Survival

=}
.
1

027 ‘ HPV -

0.0+

T T T T T
0.00 20.00 40.00 G0.00 §0.00 100.00

survival (mo)

4‘ Aa =) = J U d‘ 4 \ (% A
MNAN 6.4 !lﬁﬂ\‘]ﬂ‘ﬂ‘Nﬂ1§§®ﬂ%?ﬂ!ﬂiﬂﬂmﬂﬂ§$‘ﬂ'ﬂﬂﬂQN‘VIG!T‘iNﬁU'Jﬂ!!ﬁgﬂaﬁlﬂﬂﬁ)"himﬂ‘lﬁW'f]

ludiheuzi3eneresaiuresihn



54

A o = = Y IS A o ~ q 0 < 1 ] 1
WwonmsSeumeunuusssfs e iazane ﬂlluclcﬁuzlﬁﬂﬂ@ﬁ@ﬂﬁﬂu%@\‘]ﬂWﬂ NWUN

(=) J Y dy 091‘ 1 @ A 3 A
"lmmmsmnmwmaﬂymzwugmmamﬂqu IﬂﬂW‘Uﬂ’JﬁJﬂ;ﬂ"UENVl’JiﬁLE]"BW’J‘luuzljﬂﬁi‘ﬂz

o ~ 1 ] < 1 1 o a I~ 9 091’ dy 1
1asa1no ﬂqui%NZLiﬂﬂﬂﬁﬂﬂﬁﬂu‘F@QﬂWﬂ 119U 20 51911 54 510 ATluiesas 37 N9l M

v a Aa voAqQ Y ' o ~a A A oA
11‘])'fllll"UE]\1ﬂ’li5@ﬂ‘]f]ﬁGLTJﬂq111/]Glﬂwaﬂjﬂﬁ@llﬁiﬁlﬂﬂfwgﬂiglnm 99 1ADU clusllillg‘ﬂﬂall‘ﬂ

a

)

Wraauas ISaesiddszuna 23.88 weu uazlulianuuanaiaedniiedida nead

o

o { 1 o < 1
(p=0.16) 91331l 6.5 azmafTsumosnn 6.5 WwABINUNLISFILN

107 HPV status
1] —Tnegative
_'t " positive
= negative-censorec
0.5 H +— positive-censored

067 L I\ HPY -

Cum Survival

e

0.2

T T T T T T
0.00 20.00 40.00 60.00 80.00 100.00

survival (mo)

4‘ Aa =) = J U d‘ 4 \ (% A
MAN 6.5 !lﬁﬂ\‘]ﬂ‘ﬂ‘Nﬂ1§§®ﬂﬂi’3ﬂ!ﬂiﬂﬂmﬂﬂ§$‘ﬂ'ﬂﬂﬂQNﬂG!ﬁNﬁU'Jﬂ!!ﬁgﬂaﬁlﬂﬂﬁ)"himﬂ‘lﬁW'f]

EA s A o d‘ | < \ 1
118@TJ'JEJN$!§Qﬂi‘tl%!!agﬁ"lﬂi’)“ﬂllﬂn‘lﬂ\lzﬁx‘lﬂi’)‘ﬁi’)ﬂﬁ")u‘ﬂi’)x’i‘]hﬂ



55

Ad' =) I ' o A aAa \ J \J
M3197 6.5 1Wisunaumiraiumssentin ITHINNNANY

Aunnesealsn ANFAUNTTOATIN

(1Po1U)

NAAWNUQ (n=71)
NaLINae 15 aewiI 19.05

NAAUAD NSO 21.52

< ] 1
NI5anoreedINYesln (n=17)
1 v A
wavnae lSaewind 27.9

1 [ A
waaum'laﬁma%m 6.9

3 A o A 9 1 < 1 [
USITIATHILUAS AN wllusl%uzgidﬂawaﬂﬁ’m%mﬂm
(n=54)

1 2 A
Waﬂﬂﬂﬂ@qﬂﬁam(’]ﬁwj 9.9

NAAUAD NSO 23.88




=
UNN 7
anis1eNansHdy

1 % [ [l 1 < o 1 $ ]
udiluilegiu ezwudadavvesdilenziisdsuzuazdrne lunquetgios 1 ladl
wa A oA A A 2 & & A IS a & o A
UsgIAquYHInToAug I INNINATY Fedruniudonorndunaainnisaade 1hidowid
[l 1< = [ ==t 1 dy ") YA = A o =2
o819 lsna msAnmaNugnues hiaesiiad lunquimmzil lulainmsAnufizany souda

o w o o o o A
‘ﬂ’)'lllﬁ1ﬂiyﬂ]@ﬂﬁﬂ1ugllﬂiﬁlﬂaﬁﬁ%ﬂﬂﬂ'linJ'lﬂﬁmllﬁgﬂ'liﬂ'llu‘L!Iﬁﬂ

% == 1 dy 1 Y
fn5“I/]‘iT]Jﬂ’ﬂll“]gﬂ511601351’(!6%W31Uﬂ5$%1ﬂ5ﬂQSJ‘Ll E]ﬁ]G])”JfJGl‘L!ﬂ1i’JNL!F\Iuﬂ1i‘]QJE]\1ﬂu

Yo A [ [ A [ A 9y 2
Iﬂﬂlﬂw']gﬂqiiwjﬂcﬁuﬂa\jﬂu]‘ljiﬁla%wa, NITITNUAUNITINHURNISINYLND ANV TIIA YN

9
] A o

1nmMssne esnndihelunguiilidisnaimsduiuiianuiummn

o

é’ PR
nym:wugmmmqﬂm

Y = Y] Y 3 A o A o o &Y
U NNHAYNITANYN ﬂ$§1831uﬁﬂﬂm$ﬂlﬂﬁEjﬂ?ﬂumiﬂﬁiygllagﬁWﬂﬂﬂﬁMWM‘ﬁﬂU

S A A

Ih§meriid Miegmastiosnin, ligquyninieaugsl, nUanyaEN19NeIFING MU

QU a Q

basaloid, Arrases TsanuuTNaAsosd el 1nLasiszezunalsaluszezin 3 1o 4
Y A ~ ] oA (Y] v Jo [ == [} < =*
1ddesniudieieunudszrinsngui ludususnu faesiil eg19lsnaiu nnisanun
9 o 1 ] 1 [ [ U 91 U Y d‘ ~ =
Y0398 WU linuanuuananvesansuzainanludihenguoigiios ionfSeuiiou
1 1 d‘ 9 1 [ ==} :d! Y (% 1 % [ (=}
senannqui ldrauinuazraauaon1ingdv iaesid Fdoyaninanluilagiiv el

=< [ A =) = [ @ J Yoy v £ A o Y v
ﬂ1i‘ﬁﬂ‘hﬂﬂ1u’3ulﬂﬂwi§]ﬂﬁ]mﬂiElﬂmflﬂﬁﬂ‘ﬁmgﬂﬂﬂﬁTJllﬂ ﬂ%ﬁ]wuwmwﬂwaﬂymww

]
=l

Aaa 3 1 v 1 o 1< o v . 4 ' 4
aatniadoangu liuanaanuun erdlumsziledadesdus iy msguynsnToaugs
4 = g v 1y 4 = !
Glf\ﬂum‘iﬁﬂ‘mu W“]Julﬂll']ﬂﬂ'ﬂﬁf]ﬁlag 50 HINNMIANYIUDY Ang LUASAUS (7) wuMnm ﬂ’liq‘ﬂ

d' = \ d‘ = % A
ummwwamnmﬂafJuu;}Jmmwﬂmaqamaﬂasma%w’;



57

I U A < A o EA £’
sauiguanugnvedhTmeriidlunzisdsuzuazdineludiheegiion

A Y [ == 91 Y n Yy = 1
11109910 Feyannugnues himesild ludiheeigiies Tulatinsdnunmmiznqu

' ' Y U < o 1 %
Tagass drulvguesmsanyinz s lusudihouzisd@svzuazdrne lunquerguin &

% < [ A A 3 1 9
1Jﬂﬂ$§1ﬂﬂulﬂuﬂ’ﬂwGlgﬂ‘ll’fNuhiﬁ’!E)G]fW’Jmﬁﬂi’m‘ﬂﬂ’d@\‘]ﬂquﬂigcmﬂi (ﬂﬁzmmiaﬂaz 25)

Y 2
v A =2

. £ o = ~ o A '
MIUNTANEIUDY Badaracco (12)1ag Sisk (13)"]5\‘1‘1/]1ﬂﬁ&ﬂ58ﬂmfJ'iJﬂ’ﬂiJ‘lgﬂll’JiﬁLE)‘lfW’ﬂuﬂQM

9
ogtieanSouisununguetgunn wud lilinnuuanaesiuszniensgoangy

[ a3 = . Y o =2 Y 3 A
E]fJNVliﬂGﬂiJ NIIANEIVDN van Monsjou LLaSAUS (1 l)llﬂ‘]/]Wﬂﬁ'ﬁﬂ‘bﬂlﬂﬂlﬁmgﬁﬂﬁﬁe}g

A 9 '

o d‘aa 1Y A o [ == d' 9
HAZAADNIUINYLNDDIYUDYNI 40 1 9w 45 519 WUﬂ?WiJGIgﬂ‘lJﬂQll’JﬁﬁLGGBW’JLﬂaﬂﬁﬂfm$

1 = Y =2 A 9 4 Y A [
31 IBURAYINUNITANEIVDN El-Mofty iasane (10) NNUANNYNIDYRS 36 C]f\islﬂmﬂﬂ\iﬂﬂ

MSANHIVOIRING (WUANUYNSDOAZ 39) AIA1519 7.1

d’ o = = [ ==\ 1 o ] 1 1

LN®%1ﬂ1iLﬂiﬂULﬂEJ“Uﬂ’NlIﬂgﬂGUE]\‘]vl’JiﬁL’OGHW’ﬂuuﬁﬁ%@nlmux‘ﬁlﬂﬁiﬂﬁliiﬂ NUIT NN
v = ) ) = AHq ¥
39802 86 ﬂluﬂTiﬁﬂH”lsUf’N van Monsjou HaZ3I08as 83 11&ﬂ15ﬁﬂ1&ﬂﬂ]’ﬂﬁ El-Mofty 1/]114?41?1‘1J’Jﬂ

' o A 1 < 1 [} % @
Glf]ﬂ'l‘i@l‘i’)ﬂuh‘iﬁlﬂﬁlfW'J W'1Jif]EJI'iﬂGluﬁ’)uﬂgliﬁﬂﬂﬂflﬂﬁﬂu%ﬂﬁﬂ'lﬂ G?\iﬁ'f)ﬂﬂﬁy’f]\iﬂﬂﬂ'liﬁﬂHW

£D-

Y o < 1 (] Y ' < 1 A 9
VOIKIVY 3J$Lﬁx‘iﬂ’l’)°ﬁﬂEJﬁ’Ju“I)"ENiJTﬂWUﬂTJHJG]jﬂ”lﬂﬂﬂﬂﬂ'ﬂ‘“mi\ﬂuﬁ'lu@u‘] (308ag 47) %3

F4
=

<3| Y ~ < 1 [ = [ ' o o YA A Ao
o10du1dninmsiuzisanevies diuvesthn Tanwduseansn erypt) hldninunduda
o o Y ' 1 A = 9 Av A 1 I a A 1
ﬂﬂvlﬂiﬁulﬂ‘JJTﬂﬂ'JTﬁ'Juﬂu FINONVDYAUINITHIINWUIN i’)”l‘ﬂlﬂuﬂﬁlﬁﬂlﬂﬂﬂ'ﬂﬂll?@l@ﬂ”ﬁ

a < o [ 4
Lﬂ@N$!'§\‘]ﬂ’lﬂ135ﬁ\1’lﬂﬂ3’la3u€]u

' < ' A o o
Tunaset Tudanveuzi5aroain msanivesdave wuanuegn hSaesis

9 & ' 9 o A A A o = . 9
3980 32 G]f\n!ﬁﬂﬁ’N%jﬂmﬂyaﬂjqnﬁﬂﬂjial@%WQLN@lﬂﬂuﬂﬂﬂ’liﬁﬂy']mf)Q van MOI’IS_]OU (i@ﬂ

¥
= 9

9 09// < ' o ~ = [
A% 5) uay El-Mofty (30802 0) NIU U8YanNNY Glullzlﬁ\‘lsb'@ﬂﬂ"lﬂ guilunonneeany

G Q

A 1 1 = z 1Y 1 A a d? < 4
lu@ﬂﬂWﬂﬂ’ﬂﬂJLmﬂ@]'lﬂiulma%ﬂ1iﬁﬂ‘hl'l MLNIOYDS 0-35 mmuﬁﬂmwm@mummﬂu"lﬂ

o d’d A o Y 1 dy a
1UIUYTZHINTNANHINTIUIUUDILAZANVLANA NN IUTOTIA (40)



Ad' = [ U A s A o EA £
19197 7.1 !ﬂsﬂ‘umﬂumm“n;nmm"hsm@mwﬂummﬁmzam:mﬂaclmgﬂmmquaﬂ

Nagpal(41) Chang(42) Smith(43) Sisk(13) Kabeya(44)
faudihe 110 103 193 32 32
naaiongtion (1) <50 <40 <55 <50 <45
Saudiheeglios 66 29 58 14 11
Auiesoalsn Oral SCCA Oral SCCA Oral SCCA Oral SCCA Oral tongue
Fiiautiio FF PE PE FF FF
PCR Tnsines MY09/11 MY09/11 & GP5+/6+ | MY09/11, TS-primer E1/L1 L1
Suufei 1a 24/66 (36) 13/29 (44) 21/58 (36) 7/14 (50) 0/11 (0)
vanae ymewid
($ovay)

FF: Fresh frozen tissue  PE: Paraffin embedded tissue SCCA: Squamous cell carcinoma

8S



Ad' v = U A s A o Y t4
159N 7.1 (79) gﬂ%ﬂumﬂummqnmaﬂﬁmamm‘lumgsaﬂmmazmﬂ&ugﬂmmquaa

van Monsjou(11) Harris(9) El-mofty(10) Current study
$udihe 45 25 33 71
naaiongtion () <50 <40 <40 <45
$udieergiios 45 25 33 71
Aumieseslsa HNSCC Oral tongue HNSCC HNSCC
iiautiio PE PE PE PE
PCR lnswes NS TS-primer SPF10 Nested GP5+/6+
Sugtheilina 14/45 (31) 2/25 (8) 12/33 (36) 28/71 (39)
yanae Saeyid
($oway)

FF: Fresh frozen tissue  PE: Paraffin embedded tissue SCCA: Squamous cell carcinoma

6S



60

nSauiauanugnvediSmesiilulszimalng

Y = J Y Ao =< o A 3 a
NVBDYANIIANHINDUNUN ﬂumiﬁﬂmmwm;ﬂmm"la'ime%wﬂummﬁwmaz

$190 WUNTITANVUANANADUTIIN AINITI 7.2

ms1eh 7.2 waaslSauisuanugnveshiSmes il unziSsisuznazdinelullszimalneg

Khovidhunkit(14) Petcharapirach(45) Current study

$audihe 65 33 71

o ] < [] I 1 1 o ] 9
GI'ILL’H‘LN?E]EJI?’?] leﬁﬁ“ﬁ@ﬁﬂ’lﬂl!ﬁ%igﬂg VLTIV DY IUBDI NNAWNUI NI

Aouiluuziieroaihn 110 Tnsaayn
orginde (i) 64.8 n.a. 40
5MIA50 MY09/11 PCR pl6 IHC GP5+/6+ PCR
$8azUDIHALIN 1.54 48.5 39

1 [ ==
a0 I saerid

n.a.: not available

1 : IS 1 as o 1 =
dyunis owumaizanuuana 1 luaTnsasne swdsdumisses lin adedea
A’ YA 09/’ dy d’ a =
DU UAzD1gVDIH1) I8 1NIT UBNIITUIMIANYIVEI Khovidhunkit azANE (14) WUAINYD
= 19 =& A o = Y 1 [I~{ Y =1 v ~
eauasesaz 1.5 ¥alszmnsinriunany gilealvaiilugiegeeny Ndselaguyms

A =K & < 1 1 & = A v o A 1 A
HAgANgI syududunziseaauseeln “]5Qﬂ”liﬁﬂ‘]elTVlﬂaWEJﬂuVl@]i’Ji]ﬁﬂiuxul’JﬁﬁLﬂﬂfWTJ 114

1 < 1 Y 9 9 A ~ [ < 1 1
ﬂ?,jllllﬂi\‘i“]f@\‘]ﬂ'lﬂ Wﬂﬂ'ﬂil"]gﬂhlﬂﬂﬂu"lﬂ\?uﬂﬁl WoeUNUNZIS IR osaIuse9lIn

Petcharapirach ttazame (45) lashmsaneinmsasiaaiuz iaeyiid Taemsly pie
=® 9 3 dy Ay o 1 9 4 a A "9 A I
THC wuaugndeiesag 48 eil lunuideainan ldnusinsaaduinniioesas 0 deorilu

4 9 d v U a 9 A 1 nm Y
INMUANVIN N5 IFNUNAINEG? ’EJ"Ii]LﬂﬂWﬁ‘]J’Jﬂa’Nhlﬂ IUBNNNITNUNAUINAD pl6 f’]ﬁ]hlllvlﬂ

Yy Y
[ AN v A J -4

@ a dy o A A 1" o @ [ A Y = a a
’c’fiJWlJﬁﬂ’]JﬂﬁG]ﬂL‘]f’t]ll’JiﬁL’é]%W’J‘1/N°LJ Lﬂmm%lﬁb’ﬂ’ﬂﬁllWu‘ﬁﬂ‘]JUl’Jiﬁl’t]‘]SW’J TANUNTOAN

=) A o' 3 a = [ =4 v 9 dgl
voelUsau plé Nadnavenslunvaazye lana1dyy nI1sosas 70 5U‘Iﬂ!kl,‘]J (46)




61

o (% = IJa o [ A Y [ =
a1y Glmmﬁﬂmmmm%ﬂ wumwgﬂmm”hima%wa Tnaesnunisanylu

awu A { { 1 < 1 1
NuITeRue Tasnuanugnmdsunigalunguuzisenenesdiureein

NMIINEN nmizm:ﬁuﬁuiiﬂ

[ =2 =)

ﬁ' = = % A d' = U 1
wolFeuneuonsinssoasian 2 1 AUNITANHIDUS AIAITIY 7.3 WU Tu

=1

= Iy o A v an =2y 9 1 = d’ 1 1
MsAnIveIRIte  Uoasmsseadian 2 Yesniimsaneioug waz inuanuuanai

o A 1 Aq ¥ A ' o an o & < Y
yoansauiulsavesnguilinauinnionaauaonisasia iaesid Ml erudluldn

1 o a " 9 o v Jo [ an A ] = [ 42’ o
anuuanaveamsantiulsa lildduiusiuaauzvos hiaesidiisod1uaer ayuny
Hadedue 11 duiraseslsn, YuiaLazMALAYITIdSNE, vinatazyiaveuniiiiiie,

t; a [ = o [ 9 v Y 1 ] A

ANUANNAVDVDININTINAAMINMITNYT auDeTadelududadihe isu Tsasiu niems

A g v & = Yaow AY o o A I = 9 v o q YY
q‘U‘]_qlﬁi Lﬂumu “l)'\iGlU\ﬂuﬁﬂ']en‘U’ﬂQQ'Jﬁ]ﬂ llsllf]‘Nﬂﬂlu@ﬂﬁ]’]ﬂLﬂUﬂ'liﬁﬂB"IfJ@uﬁaQ 1/11114611’634’@1

[ ] < Y 1 Y
“LI'N?JfJ'NVliJ’L’fHJ'limﬂ‘]Jllﬂ@ﬂNﬂTUﬂ"]u

YA a 1 < v ' J { 1 o
wen il einsammnznaunisinerosdiuthn wuinquildwavinaelia
A A 9 o a d’d 1 1 v oA aa A 1 1 d'
LOYNA MLLU’JIH?JﬂWiﬂHquiﬂTIﬂﬂ’N (MUFAUNITIOALIN 27.9 ADU) UANANIINNRUN
1 1 <3 1 A 1 VoA Y 1 [ ==t v A 9 o a
"liJGlGHingﬁﬁﬂﬂﬁﬂﬂﬁ’JuﬂTﬂ NWUN ﬂqwiﬁwamﬂm%im@%wa ﬂﬁ‘U‘JJLLlJ’JT'Ll?JﬂﬁﬂTLuu
A 1 1 voAa a [ < 1 @ 1 1w o w
Iiﬂ‘ﬂuﬂﬂ’ﬂ (ﬂHJG]fmllﬂ1§’i®ﬂ%'N] 9.9 !ﬁf]‘u) E]EINhliﬂGnll ATTULULANA NN UllliJ‘L!EJ’ﬁ1 3!
aa o PR 1 1 Ao 9 Y o 1 9 [ =
NNADH LmzmmuQﬂaaimmamqwmmuuaﬂ LLH’JIM?J@QﬂﬁTJ ﬁ@ﬂﬂﬁ@ﬁqﬂﬂﬂﬂﬁﬁﬂHW
A @ A 1 o A = 1 t4 oA
DU ANATIN 7.3 ‘I/]W‘]J'J1ﬁﬂ1u3€llflﬁhl'3‘iﬁ!@%1/‘|’3 f)1%3JW'LWIEJWEﬂﬂimlla$ﬂ15ﬂ1luuiiﬂlﬂw1$

1 < 1
ﬂquﬂgliﬂﬂ@ﬁ@ﬂﬁ’f]uﬂ”lﬂ



62

d' =3 & s o d‘ v v do [y A
M3191 7.3 uaauifSaumaunegniailsnveanzisdsuzuazdnanannusnu Saerid
Fakhry(36) Ang(7) Rischin(37) Current study
$udihe 96 323 185 71
BN
(1ho1) 56 53.5 58 40
NYUNALINGD
v ==
Thsaeyiin 60 57 54 41
NYUNAALAD
[ ==\
Tsaeriin
o ] < < < o ]
Auvinesealsa | wziSaneview YLITINDHOY YLITINDHOY NNAMNU
arugeen GEITELRRIRT dmveahn | NnIzezvedlin
< ' ~ A A A
HATNZISINADY | 52N 3 YT 4 | 529N 3 150 4
- 2
GENEE T AL
A
3150 4
A5MINTI PCR PCR pl6 PCR
HPV
F FJ Fl Fl Fd Fd Fl Fi P FJ
a A A a A a a A a a A a a A a
FUAFUIUD Fudows 1y | Fwdew1s 1wy | sumewisiy | wuiewis iy
9951N15500
¥iah 29 (Gov
nY) 95 87.5 91 35 (All sites)
NYUNAVINGD 51 (Oropharynx)
o A .
Tsaewsid 62 67.2 54 41 (All sites)
mjmaamia 11 (Oropharynx)
[ A
Tsaeriin
Hazard Ratio 0.36 0.42 0.36 1.2
(NYUNAAVAD
[ A 3
Thsapriinglu

1 9 a
ﬂij‘lli’]"lﬂi’]\i)




63

a 4 s o a = [ 1 [ 9
fni'll,ﬂi'I$WWﬂWﬂﬁﬂlIiﬂLm%ﬂTﬁﬂHuuIﬁﬂ1Uﬂ13ﬁﬂH1ﬁ’Ju1ﬁiy ﬂ%ﬁ')llﬂﬁ]ulﬂl]']ﬂf)']fg

Y
Y Y

Y [ [ Y o w =3 [ A 91 3 a
winlldrenu dain Arededidavesnudneianiug himesid ludiheu5@svzuay
° VoY ] = Yanw A d = A ¥ 3 = o '
drnelungquiiheogies msfnyivedive detlumsanyusniuaaliiiiudiwadinan
J o ;1 J 1< ' @ ' 1 o 1
aonenal 1sa Natl ordlu1d anrugaedhimeriid li'ldlinadeneinssi Isalunnngu

019

k4
v o

= Y [ == an a Aa a ] a
aoiudeagl1an anugnueslhmeyiil lnsnsnsanitmainlfnTergn lanea
1 < o % 4

wosaludiheuzissfsuzuazdrnooigios ludszannsIne wuldlndiRssnusieaudug

' J o 4 o A 1 '
Tushsszme uannudidg lumswensaimsauiulsa Tanuuanasainmsane lungu
9 2 dy o A =\ o 1 1 <
Atheorguin Nail waves lasaesiil ervtinammized wmiaessos 15n 15U uz159n0

WoudaIUB091n



UNN 8
a v %4
ET?]JNﬂﬂ1§3‘ﬂﬁl!!ﬂ$eﬂ9!ﬁu9!!ﬂ$

=2 dy <3| =2 a ' = . .o
MIANEIN WUMSANHUFIVTTEE Y BIIA MUY (Cross-sectional descriptive study)
@ 4 4 [ 1 < o { 1 1
Taolifagiszaed ednuinnuynues ymewsid ludihouz5aA@svzuazdine 1'lily
< [ ¢ A 1 a = =< =X v o
wzisaras Insayn Tulsanennagmasnsal Noig limu 45 1 soudednyinnuduiusveq

[ @ 4 )
ﬂ'lﬁG]i:]Fl]‘WUﬁﬂ'lug]lﬂﬁﬁl,@%ﬁ%ﬂﬂw&l'lﬂimuagﬂ?ﬁﬂ'lluuiﬁﬂ

1ad 1

msasaniug himewia luilvgiin 9 hifTuasgiu vazmsastvdaulng i
Qy dy A Qy dy [ = 1 aa Ya o Jq ¥ 9
lusuioaaniosuilonsuds 49 himinganlumsasranuaain 338 1819n5as19a20

a a Aa A ] a 9 o o Qy g
ABmatalnsergn Tawodwolsd 1Y Nested-PCR ~ Fad1m1siinnszgnalusuiile

Ay Y A

a o w d‘d a 9 d‘w a a
w519y NRveNalud A NNlTales Tagndiaiusanadszansnnlunisasio

Yy 9 9
@

Y o A = Yaw A o % @ Qy dy <
]19] N3IU GLMQTuﬁﬂHTGIJ’ENEj’J%fJ HAIAIUNNNIAINIUANAD LAZAINIVANDIN (FUIUBDULLI
v 4 [
1J1mmgﬂﬁiﬁwauaﬂﬁ’ﬂﬁ’mwm) FAINMIUNITMHUATNIZUALINAUANITNAADIN

9/ ' [
augumsduilon Jusee lai1 doyan latiaanm vagansoi l1lunside ae lu14

v o Ax Ay Y "y Yy = Y a o
GUf]iJ”ﬁﬂ'J'l3JG]Q'ﬂGUENll’)iﬁ!f]ﬂfW’Jﬂhlﬂ%'lﬂﬂ'ﬁ@i"]ﬂ W‘U'J'lhlﬂi’f]‘c’lﬁ$ 39 G]NGlﬂaLﬂENﬂU

= d’ 1 Y ] 1 1Y dy d‘ =y = 1 1
NIANHIDUS) NOUNUN TﬂﬂllllWUﬂ'NiJ!L@ﬂ@N‘U@\‘lﬁﬂHﬂ!$Wuﬂium@!ﬁﬂiﬂ‘ﬂn’lfJUﬁZTT’JNﬂQlI

A 9 A 1 [ ==
‘Vlﬂl,ﬂWﬁU’JﬂW‘iE]WﬁaU G]’E'Jhl,’giﬁl,ﬂ%W’J

o ' 1 1 {1 @
Tugunisnensel 1sa wudoyadiulvgnrnmsAnyfdiuu hiamesiiiezl

v Jdo

o o A ] 1 ' A 3 A
ANVTUNUD ‘IJ‘WEJ"IﬂiiuIiﬂVlﬂ Tﬂﬂmwwumm@waﬂmu%m‘ﬂm “lummzngsqﬂwmaz

'
A v A v o

o 1 Y 9 09/1 dy == ya o Y= A
ANADHIUDUS) BAUUDUVALEINUNDTANANIT Vlﬂucluﬂ"liﬁﬂHTﬂl@QEj'ﬁ]ﬂ "lﬂﬂﬂmmwwﬂqu@ﬂaﬂ

'
=3 I o

9 & 1 & < A o o Ao Aa 9 1 I
@1841!?]81 Gﬁﬂﬁﬁuiﬂt}‘llﬂunwﬂ%ﬁ)ﬁﬂm ’é)ﬂ‘ﬂ\1Ejﬂ’miﬂEl‘i’J‘lJiJ’é]G]ﬁﬂﬁi’E)Wb”Jm/nLﬂ ‘ﬂ'lslﬁulnlwu

] o [ 1 a ]
AMULANAYBINTUBN NN 150 Taeldan1uzves iaerid uaienasaunanizngu

< 1 1 v o 4
wzI59neveaaIulIn W‘]J’Zﬂﬁf]ﬂﬂél’élx‘iﬂUﬂUﬂ1iﬁﬂ‘H1§uﬂ



65

9

% dy = Iaw A9Y o o = A 9 a a Aa
MU 611!ﬂ'13ﬁﬂ15]1‘llf)\‘1@’3%8 UUDAINAVDINITIANET AD ﬂﬁﬂi’)%ﬂ’)ﬂmﬂlmﬂ;]ﬂiﬂ"l
1 a 9] 4 1 =& 091’ @ ¢ A A ° 1
@Jﬂi"ﬂ W@ﬁlllﬁlliﬁjﬂﬂclﬂf]‘lem’ﬂiﬁﬂ L1 $92Aa0UAQNYNTIINUTLAIIGULASLTYIIAINONIT

a < n Y o 4 [ = o 1 =
NAVSLIN Tﬂﬂ"lu”lmzumﬂwuﬁmaﬂasmawa 1sAsIvRenNaeIlnansenulunis

a 4 o [ o 4 Y an a an [] a Y
’Jlﬂiw‘ViwmﬂimiiﬂLLﬁ%ﬂ’J'I?JE‘T?JWH‘ﬁ"UENﬂﬁﬁi?i}ﬂﬁﬂ’l‘ﬁmﬂuﬂ‘ﬂ@]581@1ﬂIG]$W®aL3J’E]L§ﬁM1ﬂ

dy = [ A Qy Lﬂy ] 2
HONIINU miwum’amamaﬂnmawﬂuwma ’01%ulllﬁﬂl"liﬂ‘ﬂﬂﬂllﬂ’)'lﬂﬁﬂi’)ﬂ
3 I~ a A = = 1 9 < FI 4
Wﬂuulﬂufﬁmﬁ]"l]@\?ﬂﬁlﬂﬂiiﬂﬂiﬁlllll mmagaﬂ1iﬁﬂy1ﬂauwu1 i]zmu”lﬂm NITNUBIILDU

v A A A P '
VDI NS HaNnuFene ldunnn

VorauIUL

v J [ A [ U o 9 @
1. ﬂTiG]i’Ji]’L’HEJWH‘IjﬂJﬂQII’Ji’ﬁ'L’E’JG]f‘W’J fﬂiﬁi’Ji]ﬂ\?ﬂﬁ13%&1/]1114WiWUﬂ’JHJ"]gﬂsU@\‘]Ul’Jiﬁ

S v o Jdo

yilaeoiugninudssgeidniusiumsfauzs

U

A o 1w ' A o =2 ' < 1 &£ g oA
2. LWN%WH’JuﬂQNGl’J@Eﬂ\ﬁ/]‘lﬂiﬂﬁﬂ’hl'l I@]EJm'V‘H%ﬂquiJ&‘iﬂﬂ'f)’Vi@El’ﬁ'Ju1J'lﬂ “h'\il,ﬂuﬂf!lfﬂ

T¥aeriionnlFuonnensal lanld

4
v o a

= a ¥ 9 & o q ¥ g v a 9
3. ﬂ'lﬁﬁﬂ‘H'lﬁﬂﬁ'lllllﬂ"U'NﬂHW CKQ%ZWWi‘WﬁWHWﬁﬂLﬂHT@HaWﬁaﬂymgﬂ'l\?ﬂa‘Hﬂ voya
o A A 9
ﬂ']'iﬂ'lluuiiﬂﬂﬂﬁﬂﬂ')u
9 Y v Y ]
a A a a = A a o Y
4. DTATIVVUIHDNNIAY TﬂﬂlﬂWTzﬂ’]ﬁ@]ﬁTﬂ mRNA Glummaawnwﬂu %Z‘VHGI,Wﬁ'HJ']ﬁﬂ

v o J ' dy Y d?
mJﬂmmauwuﬂuﬂquﬂiwm‘iu llﬂ@iﬂﬂ"ll‘u



10.

Y Aa
INBUNIID NN

Khuhaprema T, Srivatanakul P, Attasara P, Sriplung H, Wiangnon S, Sumitsawan Y.
Cancer in Thailand 2001-2003: Ministry of public health; 2009.

Fakhry C, Gillison ML. Clinical implications of human papillomavirus in head and neck
cancers. J Clin Oncol;24(17)(Jun 2006):2606-11.

Kreimer AR, Clifford GM, Boyle P, Franceschi S. Human papillomavirus types in head

and neck squamous cell carcinomas worldwide: a systematic review. Cancer Epidemiol

Biomarkers Prev;14(2)(Feb 2005):467-75.

Haddad RI, Shin DM. Recent advances in head and neck cancer. N Engl J Med;359(11)
(Sep 2008):1143-54.

Marur S, D'Souza G, Westra WH, Forastiere AA. HPV-associated head and neck cancer:
a virus-related cancer epidemic. Lancet Oncol;11(8)(Aug 2010):781-9.

Dayyani F, Etzel CJ, Liu M, Ho CH, Lippman SM, Tsao AS. Meta-analysis of the impact
of human papillomavirus (HPV) on cancer risk and overall survival in head and neck
squamous cell carcinomas (HNSCC). Head Neck Oncol;2 (2010):15.

Ang KK, Harris J, Wheeler R, Weber R, Rosenthal DI, Nguyen-Tan PF, Westra WH,
Chung CH, Jordan RC, Lu C, Kim H, Axelrod R, Silverman CC, Redmond KP, Gillison
ML. Human papillomavirus and survival of patients with oropharyngeal cancer. N Engl
J Med; 363(1)(Jul 2010):24-35.

Goon PK, Stanley MA, Ebmeyer J, Steinstrasser L, Upile T, Jerjes W, Bernal-Sprekelsen
M, Gorner M, Sudhoff HH. HPV & head and neck cancer: a descriptive update. Head
Neck Oncol;1 (2009):36.

Harris SL, Thorne LB, Seaman WT, Neil Hayes D, Couch ME, Kimple RJ. Association
of p16(INK4a) overexpression with improved outcomes in young patients with squamous
cell cancers of the oral tongue. Head Neck;(Dec 2010).

El-Mofty SK, Lu DW. Prevalence of human papillomavirus type 16 DNA in squamous

cell carcinoma of the palatine tonsil, and not the oral cavity, in young patients: a distinct

clinicopathologic and molecular disease entity. Am J Surg Pathol;27(11)(Nov

2003):1463-70.



11.

12.

13.

14.

15.

16.

17.

18.

19.
20.

21.

67

van Monsjou HS, van Velthuysen ML, van den Brekel MW, Jordanova ES, Melief CJ,
Balm AJ. Human papillomavirus status in young patients with head and neck squamous
cell carcinoma. Int J Cancer(May 2011).

Badaracco G, Venuti A, Morello R, Muller A, Marcante ML. Human papillomavirus in
head and neck carcinomas: prevalence, physical status and relationship with
clinical/pathological parameters. Anticancer Res;20(2B)(Mar-Apr 2000):1301-5.

Sisk EA, Bradford CR, Jacob A, Yian CH, Staton KM, Tang G, Harris MO, Carey TE,
Lancaster WD, Gregoire L. Human papillomavirus infection in "young" versus "old"
patients with squamous cell carcinoma of the head and neck. Head Neck;22(7)(Oct
2000):649-57.

Khovidhunkit SO, Buajeeb W, Sanguansin S, Poomsawat S, Weerapradist W. Detection
of human papillomavirus in oral squamous cell carcinoma, leukoplakia and lichen planus

in Thai patients. Asian Pac J Cancer Prev;9(4)(Oct-Dec 2008):771-5.

Toner M, O'Regan EM. Head and neck squamous cell carcinoma in the young: a
spectrum or a distinct group? Part 1. Head Neck Pathol;3(3)(Sep 2009):246-8.

Shiboski CH, Schmidt BL, Jordan RCK. Tongue and tonsil carcinoma. Cancer; 103(9)

(2005):1843-9.
Schantz SP, Yu GP. Head and neck cancer incidence trends in young Americans, 1973-

1997, with a special analysis for tongue cancer. Arch Otolaryngol Head Neck

Surg;128(3)(Mar 2002):268-74.

Funk GF, Karnell LH, Robinson RA, Zhen WK, Trask DK, Hoffman HT. Presentation,
treatment, and outcome of oral cavity cancer: a National Cancer Data Base report.

Head Neck;24(2)(Feb 2002):165-80.

Langerman A. Head and Neck Carcinoma in the Young Patient 2009.

Llewellyn CD, Johnson NW, Warnakulasuriya KA. Risk factors for oral cancer in newly
diagnosed patients aged 45 years and younger: a case-control study in Southern England.

J Oral Pathol Med;33(9)(Oct 2004):525-32.

Koch WM, Lango M, Sewell D, Zahurak M, Sidransky D. Head and neck cancer in
nonsmokers: a distinct clinical and molecular entity. Laryngoscope;109(10)(Oct 1999)

:1544-51.



22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

68

Gillison ML, D'Souza G, Westra W, Sugar E, Xiao W, Begum S, Viscidi R. Distinct risk
factor profiles for human papillomavirus type 16-positive and human papillomavirus type

16-negative head and neck cancers. J Natl Cancer Inst;100(6)(Mar 2008):407-20.

Llewellyn CD, Linklater K, Bell J, Johnson NW, Warnakulasuriya KA. Squamous cell
carcinoma of the oral cavity in patients aged 45 years and under: a descriptive analysis of

116 cases diagnosed in the South East of England from 1990 to 1997. Oral

Oncol;39(2)(Feb 2003):106-14.

Verschuur HP, Irish JC, O'Sullivan B, Goh C, Gullane PJ, Pintilie M. A matched control
study of treatment outcome in young patients with squamous cell carcinoma of the head
and neck. Laryngoscope;109(2 Pt 1)(Feb 1999):249-58.

Goldstein DP, Irish JC. Head and neck squamous cell carcinoma in the young patient.

Curr Opin Otolaryngol Head Neck Surg;13(4)(Aug 2005):207-11.

Snow AN, Laudadio J. Human papillomavirus detection in head and neck squamous cell

carcinomas. Adv Anat Pathol;17(6)(Nov 2010):394-403.

Allen CT, Lewis JS, Jr., EI-Mofty SK, Haughey BH, Nussenbaum B. Human
papillomavirus and oropharynx cancer: biology, detection and clinical implications.
Laryngoscope;120(9) (Sep 2010):1756-72.

Chaturvedi AK, Engels EA, Pfeiffer RM, Hernandez BY, Xiao W, Kim E, Jiang B,
Goodman MT, Sibug-Saber M, Cozen W, Liu L, Lynch CF, Wentzensen N, Jordan RC,
Altekruse S, Anderson WF, Rosenberg PS, Gillison ML. Human papillomavirus and
rising oropharyngeal cancer incidence in the United States. J Clin Oncol;29(32)(Nov
2011) : 4294-301.

D'Souza G, Kreimer AR, Viscidi R, Pawlita M, Fakhry C, Koch WM, Westra WH,
Gillison ML. Case-control study of human papillomavirus and oropharyngeal cancer. N
Engl J Med; 356(19)(May 2007):1944-56.

Termine N, Panzarella V, Falaschini S, Russo A, Matranga D, Lo Muzio L, Campisi G.
HPV in oral squamous cell carcinoma vs head and neck squamous cell carcinoma
biopsies: a meta-analysis (1988-2007). Ann Oncol;19(10)(Oct 2008):1681-90.

McKaig RG, Baric RS, Olshan AF. Human papillomavirus and head and neck cancer:

epidemiology and molecular biology. Head Neck;20(3)(May 1998):250-65.



32.

33.

34.

35.

36.

37.

38.

39.

40.

69

Jannapureddy S, Cohen C, Lau S, Beitler JJ, Siddiqui MT. Assessing for primary
oropharyngeal or nasopharyngeal squamous cell carcinoma from fine needle aspiration of

cervical lymph node metastases. Diagn Cytopathol;38(11)(Nov 2010):795-800.

Smeets SJ, Hesselink AT, Speel EJ, Haesevoets A, Snijders PJ, Pawlita M, Meijer CJ,
Braakhuis BJ, Leemans CR, Brakenhoff RH. A novel algorithm for reliable detection of

human papillomavirus in paraffin embedded head and neck cancer specimen. Int J

Cancer; 121(11)(Dec 2007):2465-72.

Suzanne MG, Sepehr T. Methods for HPV Detection:Polymerase Chain Reaction Assays.
JM, editor 2006.

Singhi AD, Westra WH. Comparison of human papillomavirus in situ hybridization and
p16 immunohistochemistry in the detection of human papillomavirus-associated head

and neck cancer based on a prospective clinical experience. Cancer;116(9)(May

2010):2166-73.
Fakhry C, Westra WH, Li S, Cmelak A, Ridge JA, Pinto H, Forastiere A, Gillison ML.

Improved survival of patients with human papillomavirus-positive head and neck

squamous cell carcinoma in a prospective clinical trial. J Natl Cancer Inst;100(4)(Feb
2008):261-9.

Rischin D, Young RJ, Fisher R, Fox SB, Le QT, Peters LJ, Solomon B, Choi J,
O'Sullivan B, Kenny LM, McArthur GA. Prognostic significance of p16INK4A and
human papillomavirus in patients with oropharyngeal cancer treated on TROG 02.02
phase III trial. J Clin Oncol; 28(27)(Sep 2010):4142-8.

$aunsdy a. eaptugmandifesdu wimessdvesiiiue. 1 ed: dninfinfuna
im"mﬂmfwﬁwmé’a; 2009.

Remmerbach TW, Brinckmann UG, Hemprich A, Chekol M, Kuhndel K, Liebert UG.
PCR detection of human papillomavirus of the mucosa: comparison between MY 09/11
and GP5+/6+ primer sets. J Clin Virol;30(4)(Aug 2004):302-8.

Machado J, Reis PP, Zhang T, Simpson C, Xu W, Perez-Ordonez B, Goldstein DP,
Brown DH, Gilbert RW, Gullane PJ, Irish JC, Kamel-Reid S. Low prevalence of human

papillomavirus in oral cavity carcinomas. Head Neck Oncol;2 (2010):6.




41.

42.

43.

44,

45.

46.

70

Nagpal JK, Patnaik S, Das BR. Prevalence of high-risk human papilloma virus types and
its association with P53 codon 72 polymorphism in tobacco addicted oral squamous cell
carcinoma (OSCC) patients of Eastern India. Int J Cancer;97(5)(Feb 2002):649-53.
Chang JY, Lin MC, Chiang CP. High-risk human papillomaviruses may have an
important role in non-oral habits-associated oral squamous cell carcinomas in Taiwan.

Am J Clin Pathol;120(6)(Dec 2003):909-16.

Smith EM, Ritchie JM, Summersgill KF, Klussmann JP, Lee JH, Wang D, Haugen TH,
Turek LP. Age, sexual behavior and human papillomavirus infection in oral cavity and
oropharyngeal cancers. Int J Cancer;108(5)(Feb 2004):766-72.

Kabeya M, Furuta R, Kawabata K, Takahashi S, Ishikawa Y. Prevalence of human
papillomavirus in mobile tongue cancer with particular reference to young patients.
Cancer Sci;103(2)(Feb 2012):161-8.

Petcharapirach C, Ativitavas T, Larbcharoensub N, Cheewaruangroj W,
Udomsubpayakul U, Sirisinha T, Sirachainan E, Panvichian R, Ratanatharathorn V.
Incidence of HPV-associated p16 positive in oropharyngeal cancer; Clinical
presentations and treatment outcomes-Ramathibodi hospital experience: uI593Men
aanauuralszmealng; 2011

Begum S, Gillison ML, Ansari-Lari MA, Shah K, Westra WH. Detection of human
papillomavirus in cervical lymph nodes: a highly effective strategy for localizing site of

tumor origin. Clin Cancer Res;9(17)(Dec 2003):6469-75.




AWIANTAUAUIINY 1A Y
CHuLALONGKORN UNIVERSITY



MANUIN N

72

BUUTHNNMSNUUDYA (Case record form)

Prevalence of Human Papillomavirus in Non- Nasopharyngeal Head and Neck Squamous

Cell Carcinoma in Patients aged not over 45 years at King Chulalongkorn Memorial

Hospital
Patient Code
Part A: Demographic characteristics at the first visit
Date of birth (dd/mm/yyyy) _/ /
Gender ] Male 1 Female
Performance status (ECOG) Clo OO O2 O3
Body weight . Height .
History of previous associated cancer [] Yes [ No

Ifyes specify: [ lung [1 esophagus [1 bladder

1 other

[1 other site of HNSCC

Co-morbidities [ STDs [ HIV [ Heart burn/Gastric refluxes [

other............... [1 None

Smoking status ] Never ] Former/Current

1 Not available
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If Former/Current  specify: [] Cigarrette [] Other..................

Alcohol drinking [] Yes [ No
Part B: Diagnosis of HNSCC
Date of first diagnosis HNSCC (1" pathology date) Date (dd/mm/yyyy) [/ /
L] Histology of primary site 1 Histology of metastasis site (LN, other)
Primary site:
Oral cavity ] Lips [ Buccal mucosa [ Anterior tongue [ Floor of the mouth
1 Hard palate L1 Upper and lower gingiva
Oropharynx ] Tonsillararea  [] Tongue base [] Soft palate
L1 Posterior pharyngeal wall
Hypopharynx [ Pyriform sinuses [] Posterior surface of the larynx (postcricoid area)
[0 Inferior, posterior, and lateral pharyngeal walls
Larynx 1 Supraglottis [ Glottis [ Subglottis
Grade: [ welldiff [] moderate diff [ poorly diff [ undiff [ not available

Perineural/lymphovascular invasion [ Yes [ No

T stage N stage M stage



If M1: specify site of metastasis

(1 Bone [1Lung [ Liver [ Brain [J1Bone []other..........

AJCC stage
Part C: HNSCC treatment
1) Surgery [1Yes [ No if no, skip to 2) Radiation
First surgery  Date (dd/mm/yyyy) [/ [/ =
-Primary tumor resection
Final surgical Margin L1 Positive [ Close [ Negative
Extracapsular invasion [] Yes [ No
-Neck dissection ~ [1Yes [1 No if yes, specify...
] Radical [ Modified L1 Selective
1 Bilateral [] Unilateral
2) Radiation [1Yes [ No if no, skip to 3) chemotherapy
1 Curative radiation 1 Adjuvant radiation
1 Adjuvant chemoradiation =[] Concurrent chemoradiation
Radiation technique [J 2D [ 3D [ IMRT
Total dose given ¢ Gy/ Gy/ rads

3) Chemotherapy [ Yes [ No if no, skip to Part D

1 Adjuvant chemoradiation First date of treatment (dd/mm/yyyy) _ / /

74
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] Cisplatin [ Carboplatin  [] Other specify..............

[ Concurrent chemoradiation First date of treatment (dd/mm/yyyy) _ / /

] Cisplatin  [] Carboplatin ] SFU [ Placlitaxel = [JHydroxyurea
L] Cetuximab [1 Other specify.................

L1 Induction chemotherapy First date of treatment (dd/mm/yyyy) / /

[0 Doxetaxel/cisplatin/5SFU
[] Other specify..................
[] Metastasis chemotherapy
Line of systemic chemotherapy O O2Y O3¢ O4g"

] Cisplatin [] Carboplatin [] SFU [] Doxetaxel [] Paclitaxel []

Methotrexate
1 Ifosphamide [1 Bleomycin [1 Cetuximab [1 Other, specify............

First date of treatment (dd/mm/yyyy) / /

Date of maximum response (dd/mm/yyyy) / /

Maximum response [JCR [J1PR [ SD [J PD [INot available
Date of progression (dd/mm/yyyy) / / /[ No progression

Reason for stopping treatment [ PD [ Complete [ Intolerant; specify ..........
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Part D: Recurrence/Progressive disease [ 1 Yes [1 No  ifno, skip to Part E
] Fist recurrence 1 Second recurrence 1 Third recurrence
Date of recurrence/progressive disease (dd/mm/yyyy) / [/
] Locoregional recurrence [ ] Distant metastasis [ Second primary cancer
1) Surgery [ Yes [ No if no, skip to 2) Radiation
Second surgery  Date (dd/mm/yyyy) [/ [
2) Radiation [1 Yes [1 No if no, skip to 3) Chemotherapy
] Curative radiation ] Adjuvant radiation
1 Adjuvant chemoradiation ~ [] Concurrent chemoradiation
Radiation technique [J 2D [ 3D [ IMRT
Total dose given  cGy/ Gy/ rads
3) Chemotherapy [] Yes [ No if no, skip to Part D
1 Adjuvant chemoradiation ~ First date of treatment (dd/mm/yyyy) / /
[ Cisplatin [ Carboplatin =~ [ Other specify..............
] Concurrent chemoradiation First date of treatment (dd/mm/yyyy) / /
[ Cisplatin ] Carboplatin (1 5FU [ Placlitaxel 1 Hydroxyurea
[ Cetuximab [1 Other specify.................
[ Induction chemotherapy First date of treatment (dd/mm/yyyy) / /

[0 Doxetaxel/cisplatin/SFU



77

L1 Other specify..................
] Metastasis chemotherapy
Line of systemic chemotherapy ~ [J 1% [ O 3O 4"

L] Cisplatin L] Carboplatin L] sru [ Doxetaxel [ Paclitaxel [J

Methotrexate
L1 Ifosphamide [ Bleomycin [ Cetuximab [ Other, specify............

First date of treatment (dd/mm/yyyy) / /



Part E: Last visit
Date of assessed (dd/mm/yyyy) / [/
Status [] Death Cause of death 1) from HNSCC
[ 2) Others.............
[ Alive with disease
1 Alive without disease
1 Lost to follow up
L1 Other, specify
Date of completion of this CRF (dd/mm/yyyy) / /
Part F: Laboratory testing for HPV status
Baseline hemoglobin . g/dl

Baseline albumin . g/l

Primary HNSCC site HPV status 1 Positive ] Negative
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