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Introduction

1. 23k& #73 635000 s SFmAR L ETI ok > B P 5 4236 12%%F 4 &7 K

2. i1 %k Second primary malignancy (SPM) & & # 73 head and neck squamous
cell carcinoma (HNSCC) =18, —’ﬁ ZEERE AR

3. T k4 ¢ 14 %3] Multiple oral dysplastic lesions (MODLs), # MODLs ¢ -
proliferative verrucous leukoplakia, { # 3% % % = SPM i %]z -

4, TRFEF L sas e WA 4 SPM 0 clinicopathologic features,
prognostic factors, and management :& {7 { & - ¥ 7 i

Study population

1. ZHEFAFTwAT 21999 # 6 7 12011 # 4 * sz BH & @*J"ﬁ%’fi%ﬁfiw’ g
B o r R B OB G R A, 4R R ¢ TR £ L
7

2. B¢ PLETIR BB A AR Y 2
(1) Affected by a previously untreated HNSCC
(2) Undergone curative surgical therapy
(3) The site of the primary index HNSCC included the tongue, lower gingiva,

buccal mucosa, floor of the mouth, oropharynx, upper gingiva, and hard
palate

3. #+¢ 3 1818 ¢ ﬁﬁﬁ)ﬁ?ﬁ«}% ARBEANPR K> TP EG 4B DRkl ~CT
MRI CSgIRX k> § G4 2 PET ehF R

Definition of SPM, MODLs, and diffuse infiltration

1. SPM &z & @ ametachronous, invasive, solid cancer developing 6 months
after an index HNSCC

2. 4r% 3 - B =t lEeocancer H_d 2t squamous cell ke x g JF,Z w4 AR
IS cancer * e 3o g AR G Z_SPM

3. MODLs % 4 A veakvsan multifocal dysplastic lesions » @ MODLs - 4%

R EFESEMDh's o 29 > MODLs ¢ 7z 7 multifocal leukoplakia

(e.g., proliferative verrucous leukoplakia) ~ eryth- roplakia ~ erythroleukoplakia
:# 5 submucous fibrosis of the oral mucosa *

Treatment and pathologic analysis

1 %3 dup A 38 = ﬁtrﬁ%“f SRR

2. 7% mprlmary tumors # 3 # ¥ & PO A fe dhgroup AL s o A E EX &
# e hematoxylin §= eosin ﬁ’L ¢

Follow-up strategy
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1. 21818 M A » & L& ¢4 X k% F H i (ultrasonography, CT,
MRI, PET, and/or flexible esophagogastroduodenoscopy) % =

Statistical analysis

Lo 7Rt p S - & NG w R B 4 MR B el 4T 2 0

2. @& %+ 2 42 k4P| categorical variables - i * Ttest k& =% continuous
variables

3. * R3S h5 Y #idy £ 5-year disease-specific survival (DSS).

4. ZHF Y hg 4 forward selection method e % % & Cox wFA 11 *
PFEELIEPDP A GR
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Table I. Baseline data of patients and second primary malignancies (SPMs) in the study

Total (n = 1818) Non-SPM (n = 1354) SPM (n = 188)" Lost follow up (n=277)
Variable No. (%) No. % No. % P value
Age, years 59 (15-89) 588 + 12.2 587+ 113 912
Gender
Male 1077 (59.2) 809 59.7 98 52.1 047
Female 741 (40.8) 545 403 90 419
Site
Tongue 675 (37.1) 534 394 56 29.8 002
Lower gingiva 294 (16.2) 216 16.0 33 17.6
Buccal mucosa 284 (15.6) 194 143 41 21.8
Floor of the mouth 191 (10.5) 136 10.0 22 11.7
Oropharynx 140 (7.7) 101 75 14 7.4
Upper gingiva 174 (9.6) 134 99 10 53
Hard palate 60 (3.3) 39 29 12 6.4
T stage
Tl 439 (24.1) 328 24.2 61 32.4 080
T2 687 (37.8) 512 378 72 383
T3 201 (1L.1) 144 10.6 18 9.6
Tda 466 (25.6) 349 258 36 19.1
T4b 25(14) 21 1.6 1 0.6
Pathologic Nodal status
NO 839 (46.1) 623 552 93 64.1 004
N1 305 (16.8) 230 204 35 24.1
N2 371 (20.4) 274 243 17 11.8
N3 2 (0.1) 2 0.1 0 0.0
Nx (No ND)" 301 (6.6) - - - -
Pathologic grade
I 887 (48.8) 674 513 101 54.9 194
I 777 (42.7) 565 43.0 78 424
I 104 (5.7) 76 57 5 27
Missing 50 (2.8) - - - -
Growth pattern
Exophytic 583 (32.0) 406 339 77 43.8 033
Ulcerative 560 (30.8) 399 333 53 30.1
Infiltrative 505 (27.8) 392 328 46 26.1
Missing 170 (9.4) - - - -
Smoking history
Smoker 777 (42.7) 588 45.1 70 38.0 073
Nonsmoker 980 (53.9) 717 549 114 62.0
Missing 61 (34) - - - -
Alcohol history
Drinker 578 (31.8) 436 334 54 29.3 272
Nondrinker 1179 (64.9) 869 66.6 130 70.7
Missing 61 (34) - - - -
Extracapsular spread
Absence 301 (73.8) 255 750 27 84.4 236
Presence 107 (26.2) 85 250 5 15.6
Perineural invasion
Absence 587 (82.3) 458 81.8 71 88.8 124
Presence 126 (17.7) 102 18.2 9 11.2
Vascular/lymphatic emboli
Absence 697 (98.3) 546 98.0 80 100.0 375
Presence 12 (1.7) 11 2.0 0 0.0
Diffuse infiltration
Absence 530 (74.8) 416 74.7 61 76.3 763
Presence 179 (25.2) 141 253 19 23.7
MODLs
Absence 1614 (88.8) 1247 92.1 132 70.2 <001
Presence 182 (10.0) 107 79 36 29.8
Missing 22 (1.2) - - - -

SPM, second primary malignancy: SD, standard deviation; MODL, multiple oral dysplastic lesion.
*The number of known SPM patients was 188.
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Patient characteristics
1. SPM &% ﬁ%%’,é:}?ai}* A E s 2 &8N B 277% 235 # F.314% » <3
5 & fjﬁ”ﬁ 41.0%
2. T EEREAT Y DR AN At SCC i # 4 SPM il 5 ¢
(1) oral cavity (n =127, 67.6%)
(2) esophagus (n =17, 9.0%)
(3) lung (n=9, 4.8%)
(4) head and neck other than oral cavity (n =7, 3.7%)
(5) breast (n=5,2.7%) -~ liver(n =5, 2.7%) ~ colorectum(n =5, 2.7%)
(6) stomach (n =4, 2.1%)
(7) uterus (n =3, 1.6%)
3. HEIISPM 188 o 4 0 124 B EH M E e R 0 27 Bop A K,ért
1 4ok iE 3 adjuvant radiotherapy: 23 3% palliative radiotherapy and/or
chemotherapy, &3 14 f@;u}% ARG R ERISR

Table Il. Associations between multiple oral dysplastic lesions (MODLs) and clinicopathologic factors in the study
(MODLs known [n = 1796])

Patients without MODLs (n = 1614) Patients with MODLs (n = 182)
Variable No. %o No. Jo P value
Sex
Male 086 61.1 75 41.2 <.001
Female 628 38.9 107 58.8
Site
Tongue 592 36.7 75 41.2 012
Lower gingiva 268 16.6 23 12.6
Buccal mucosa 138 14.7 41 225
Floor of the mouth 177 10.0 11 6.0
Oropharynx 130 8.1 8 44
Upper gingiva 157 9.7 16 B8
Hard palate 52 32 8 44
T stage
Tl 353 21.9 83 45.6 <.001
T2 618 38.3 66 36.3
T3 182 11.3 14 77
Tda 438 27.1 18 99
T4b 23 1.4 1 05
Pathologic Nodal status
NO 756 54.3 70 68.6 036
N1 284 20.4 16 15.7
N2 351 25.2 16 15.7
N3 2 0.1 0 0.0
Pathologic grade
I 741 473 137 76.1 <.001
1 730 46.6 40 222
11 97 6.1 3 1.7
Growth pattern
Exophytic 484 33.4 93 522 <.001
Ulcerative 505 349 46 258
Infiltrative 459 31.7 39 219
Smoking history
Smoker 722 46.4 41 229 <.001
Nonsmoker 834 53.6 138 77.1
Alcohol history
Drinker 543 349 28 15.6 <.001
Nondrinker 1013 65.1 151 84.4
Ditfuse infiltration
Absence 480 73.6 48 87.3 025
Presence 172 26.4 7 12.7

*0Of all 1818 patients, the number of cases with multiple oral dysplastic lesions was 1796.

Survival analysis

L G ? B HI 0 2901818 4 ¢ o gk 053 (524%) Bt
0T ko 589 (324%) Wk 4 v~ 0BG 276 (15.2%) A 2 iEHe ¥ CF AT
S )

2. A48k S5-year DSSrate 3 58.9%
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3. APy %Y FIR 3 SPM {rnon-SPM m}fa‘a A > A DSSrate * @ I
L3 PR B (53.7% vs 66.4%, P = .356, Figure 1)

4. % iF Kaplan-Meier analysis %7+ > & £ 53 /FF <307 & > 78A 5 SPM

a4 > B DSSrate ¢ ~ tg & 0% 4 (from 97.0% to 68.8%, P <.001, Figure 1)
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6. & LEFFHm L 0§ MODLs s - # DSSrate § 432§ MODLs e
LR & 47 (74.8% to 63.7%, P <.001, Figure 3)
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Disease-specific survival
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F Al H A4 X 5 9314 49F SPM 1188 s 4 ©§ MODLs
thp A o HE1S 540 ;2§ MODLs s £ B & 4 (Table 111)

Table IIl. High-risk factors for disease-specific
survival (DSS) among head and neck squamous cell
carcinoma (HNSCC) patients who experienced second
primary malignancy (SPM)

95% Confidence
Variable Hazard ratio interval P value

Univariate analysis

Sex (male vs female) 0.471 0.303-0.732 001

T stage (T1, T2, T3, T4a, 1.453 1.196-1.765 <001
T4b)

pN (NO, N1, N2, N3) 1.373 1.131-1.667 001

Pathologic grade (I, I, II) 1.680 1.218-2.318 .002

Tobacco habit (absence vs 2.296 1.487-3.546 <.001
presence)

Alcohol habit (absence vs 2.774 1.789-4.302 <001
presence)

Multiple oral dysplastic 0.578 0.350-0.954 .032

lesions (MODLs)
(absence vs presence)

Multivariate survival analysis

Alcohol habit (absence vs 2.874 1.743-4.737 <.001

presence)
Pathologic grade (I, IL III) 1.755 1.270-2.426 .001
MODLs (absence vs 0.430 0.211-0.876 .020
presence)

Prognostic scoring of risk factors and screening of high-risk populations

1.

alcohol use, high pathologic grade, and no history of MODLs ¢ # £ % i* %
DSS rate £ prognostic scoring of risk factors

= 1 risk factor ¢ %+ 1 4 (alcohol use, high pathologic grade, and no history
of MODLs) %=z SPM a3 4 ¥ it |+

B 0(61.4%)fo » B 1(47.7%) > ~ B~ > 2(42.9%) <5 + & DSSrate + 5 &
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Fehi i

Surgery-based salvage treatment for resectable SPM patients could result in good

outcomes

1. %™ SPM Rk *&(score of O)ﬁv,&ﬁ PRIl P SRR IR S
HEis 4e + RT e @, —‘F*{ #Aprt o DSSrate X & F <4 £ (69.4% vs 77.8%, P
= .678, Figure 4)

2. %% SPM h *&(scoreof 1,2 or >2 )mﬁ—"ﬁ LI =X L RY & L R
et RT> % DSSrate + » #25 8 ¥ £ £ 17 (59.7% vs 55.6%, P = .647,
Figure 4)
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3. ARaHHEMSPM R '%:EE % SPM k *& m&ﬁ hod 7 3 # % palliative
radiotherapy/chemotherapy & & i% ik iof > # DSSrate 30 ¢ 1* fa il > 4ok £
® SPM b *&cn # - # DSSrate * ¢ { P & "2 i1 (low-risk vs high-risk:
23.5% vs 0.0%, marginal difference found, P =.087)(%)

1. SPM ik B3 iEACE 5 & 2 {8 » DSSrate #g L hgR % K, @ SPM v
4 ¥ MODLs 7 % *» el %

2. j48hE > 5 MODLs 7 SPM 5 4 > H3E18 § v+ it 5 MODLs e 4 B &

oo R PR BRI LIRS

Bt d B R JoEp e * BT SPM shl (1 1 o T BT T R

- LSPM B K B BB 3§ R PE o

4. 3373 % T alcohol habit, pathologic grade, and MODLs %32 SPM g &
FRTOMG A F =8¢ > 75 MODLs $#3° SPM h 4 5 7% § 4
fg_rg

5 W RE L ko MODLs B etk ~ Jp L4 fic(early T or N stage,
good pathologic differentiation, mild growth pattern, less diffuse infiltration...... )
F AP E ®7 b Tk o MODLs $f SPM ehg K3 » 8 ihip i chip ik

6. B ZE 5 H 4 SPMea = T}u{rﬂ Seom B oo v ¥EIL e en SPM B T o VERN enp it o
F R eI

7. SPMys 4 & L0 5 » 4 DSSrate je§ < WA I BB ES
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&7 &1 » SPM 4_long-term survival 5 £ ¢% SCC & % ¢ & 7 %]
8. whF{EEFFINSCC LF > & L4 4 SPM > *m&u“mxﬁwﬁﬂfé
Conclusiong

1. MODLs &Egﬁ% SPM e 4 & » 7 £ H_E % 4 SPM » ’ﬁ MODLs =7
X g F Hit
2. # FENSCC A 4 B3] SPM, & igEr g iR T o Rk R
v L A R SR
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1 Wk B AR R AR AT BE £E5 T i 2 e A2 R o0 leukoplakia e
(A) ThICk, flssured leukiplakia
(B) Erythroplakia
©) Granular, verruciform leukoplakia
(D) Thin, smooth leukoplakia
(E) Erythroleukoplakia

¥ % I e Oral and Maxillofacial Pathology, Nevielle, Saunders W. B. Co. 3rd edition.,
DACEB | Chapter 10 Epithelial pathology ,p393

Normal : Thin, : Thick, : Granular, Erythroleukoplakia
mucosa | smooth |} fissured ! verruciform (speckled leukoplakia)
1 leukoplakia s leukoplakia 1 leukoplakia
|

[ Erythroplakia

LEGEND

Normal
epithelium
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s and rete pegs (on left)
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« Epithellal atrophy (on right)
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«Bulbous rete pegs
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« Moderate/severe dysplasia
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« Congested vessels 1
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. fv::plg:;gﬁ * Severe dysplasia (on left)
« Carcinoma in situ (on right)
- :(a ratin * Candida hyphae (maybe) ! (top-to-bottom dysplasia, keratin?)
ayer

« Congested vessals

.
<

Fig. 10-69 C repre fon of the various phases or clinical
appearances of oral leukoplakia, with anticipated underlying histopathologic changes. Lesions
have Increasing malignant transformation potentials as thelr appearances approach those
toward the right. (From Bouquot JE, Gnepp DR: Laryngeal precancer—a review of the literature, commentary and
comparison with oral leukoplakia, Head Neck 13:488-497, 1991)

A5 {E P

2 Coaze s R RFE S URE R Vi p A L 8 A2 SPM?
(A) Palate
(B) Upper gingiva
©) Mouth floor
(D) Buccal mucosa
% %(C) | 41 Oral and Maxillofacial Pathology, Nevielle, Saunders W. B. Co. 3rd edition.,

Chap 11 Salivary Gland Pathology ,p415~p416

% ...floor of mouth lesions are the most likely to arise from a preexisting
leukoplakia or erythroplakia. It is also the oral cancer site most often associated
with the development of a second primary malignancy of another aerodigestive
tract location or of a distant organ. The most common site of involvement is the
midline near the frenum.




