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Analysis of PD-L1 expression in salivary duct carcinoma with its efficacy as a tumor marker
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= Abstract =

Background/Objectives: Despite multiple approaches of treatments for salivary duct carcinoma, there has been
a need for more successful treatment methods because of its poor prognosis. Treatment options like immunotherapy
using new technologies have been attempted. Based on recent study results indicating that targeting programmed
death receptors are effective in treating various cancers, this study aimed to identify the frequency of PD-L1 ex-
pression and its impact on survival rate in salivary duct carcinoma.

Materials & Methods: We studied 33 patients with salivary gland cancer who were available for histologic
specimens. We examined the expression of PD-L1 in the tissues and analyzed the association with the survival
rate and the association with various clinical parameters.

Results: According to this study and review of similar studies, we discovered that the expression of PD-L1
in salivary duct carcinoma was lower than other types of cancers. The impact of PD-L1 on survival rate also
showed inconsistency in salivary duct carcinoma.

Conclusion: Immunotherapy by PD-1/PD-L1 checkpoint blockade in salivary duct carcinoma needs further evalu-
ation for clinical application.

Key Words : Salivary Duct Cancer, Programmed death ligand 1
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200056 2016704 ¥ 36782 SV A BYL
& AEIT 24 % Eo] o] & 75 3319 EAE
Ao 2 AFE WA T BE AolzolA &34 HA
%0] A|AE AL Archived formalin-fixed, paraffin-embedded
(FFPE) E2-& 81319t} B E Alg|9] 9|37 HA|ee
Al B2 WA AlEIT el d Bl s
Table 19 AIAIBFATE Seventh American Joint Committee
on Cancer TNM cancer classification system and the World
Health Organization®l] <73te] E4 W71E FE3H9Th
FAAA7I17EY) S 32712 0] A A (range, 9 ~ 135 7
¥) 339 A 25 anti HER2 ] E 1} androgen deprivation
A ZE AP v} gITh ©] A= Institutional Review
Board of Severance Hospital(4-2016-1049)2] %<1 3ol =
= Aot

HATN YN AU BN
TMA(tissue microarray) 732 I3l &% 22 A 1-3
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YA 9] H)Eo] EQka1(78%, 26/33) ATk Al dF o] F
AaES 584 S thrange, 40-90 years old). ST} S50l A
SOl BEHA 3ttt 33709 ARl T ol 7]
o] 31 AHEIRZ 7HE EdTh AT A ARt o] o] gat
ol A ZsiH o B7]9] A& HHATHT stage 3-4:51%; N
stage 1-2:51%; AJCC cancer stage III-IV: 81%)(Table 1).
A Bt AE 7B 156708, A AL YR 6271
Lol A 59 AEEL 303% AT

c-erbBY/HER2 T4 WH& o] 2+0]/d3] -9 337] At
Z 247119] Ab| el X (72.7%) BEE AL HER2 37 2
233 Abe F 21709) Ak ol 41(63.6%) HEE AT HER2
% E(c-erbB2 3+ and/or HER2 gene amplification) 7
A2l 63.6%(21/33)°l A AZ= AT}, LY HER2 73]
o} ghape] AEEI] o AR HEHA Ak
THp=0.249)(Fig. 1).

Table 1. Clinicopathologic charateristics

Table 1. Continue

Variables n(%)

Variables n(%)
age
Median (range), y 58(40-90)
gender
Male 26
Female 7
alcohol
Yes 9
No 24
smoking
No 20
Ex-smoker 7
Current smoker 6

Tumor origin
Parotid gl. 31
Submandibular gl. 1
Sublingual gl. 0
Minor salivary gl. 1

Perineural invasion

Negative 11
Positive 17
Unknown 5

Lymphovascular invasion

Negative 15
Positive 13
Unknown 5

Resection margin
Negative 11
Positive 22
pT category
pT1
P12
pT3 16
pT4
Unknown
pN category
pNO 14
pN1 1
pN2 16
Unknown 2
pM category
pMO 29
pM1
Unknown
AJCC stage
Il
1l
\% 19
Unknown 2

Postoperative adjuvant Tx

No treatment 3
RTx alone 10
CTx alone 0
RTx +CTx 20
Unknown 0

c-erbB2 expression

0 7

1 2
2 11
3 13
HER2 gene amplification

Negative 12
Positive 21

gl.=gland, RTx=radiation therapy, CTx=chemotherapy
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33719 At F 470] AREellA] PD-LI
Atk PD-L1 &3} zhzhe] ol e]s W
AHA e BEEA FSTHTable 2).

PD-L1 &A%l SAtel| 4] e HE713HE 66.571€ 0]
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Table 2. Association of PD-L1 experession with various clinical parameters

PD-L1 High(positive) Low(negative)
Cases 4 29
Median (range), y 55 (53-64) 61 (40-90)
5-years survival rate 75% 24% P=0.073
Perineural invasion
Absence 0 11 P=0.258
Presence 14
unknown 1 4
Lymphovascular invasion
Absence 1 14 P=0.583
Presence 2 11
unknown 1 4
Resection margin
Negative 1 10 P=1.000
Positive 3 19
pT category
pT1 1 1 P=0.949
pT2 0 8
pT3 2 14
pT4 1
unknown 0
pN category
pNO 2 12 P=0.890
pN1 0 1
pPN2 2 14
unknown 0 2
pM category
pMO 4 27 P=1.000
pM1
unknown 0
AJCC stage
Il 0 P=0.962
1l 2
\% 2 17
unknown 0 2
HER2 positivity
Negative 2 10 P=0.610
Positive 19
CD3 TIL
Low 16 P=0.103
High 4 13
CD8 TIL
Low 1 14 P=0.607
High 3 15

@t E WA ¥ HEEL YT HERZF 54
Q)BTRS B2 Eelste] AAF EHoIHE PD-LI
ool ME Fo@ YEE Aot HolA gttt

(p=0.456)(Fig. 1).
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Fig. 1. Kaplan-Meier analysis of overall survival according to HER2 and PD-L1 expression in salivary duct carcinoma. Overall
survival rates were analyzed according to HER2 expression in all cases (A). Overall survival rates were analyzed according
to PD-L1 expression in all cases (B) and HER2-negative cases (C).
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0)%& 1C3, 10% HITF 5% ©1°4& 1C2, 1%°17d 5%V THS
IC1, 1% & 1C00.2 3jof 47)9) 0.2 BHatgrt”
Sato 52 Aol A =(1:200 dilution; clone E1L3N; Cell
Signaling Technology, Denvers, MA) & A Z ol A 1% ©]
4] PD-L1 '#&8go] 18702 Atel 5 970 A Z 50%9A
I HE Mol A 5% o]de] BAEL 18719 A F
10 AR 56% 2 EA ZaE Ao FY5HA 5%E 7
o7 AA3 B Ao H(dilution 1:100; clone SP142;
Ventana) HA#e] WAAME PD-L1 FAHELS 12%l
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o] AT A= 5% os ¥4 71E0 2 H LA
507 o] AN BAF 22%0ll A PD-L1 FAHOE B
HAok L2 o] AT E SEA L} AN EE &
Foto] FAES AA A= L th(dilution 1:200; clone
28-8; Abcam, Cambridge, UK).”)

Mukaigawa &< 7oA PD-L1 44& Hole Al
I} 1% o)Al AS- Ao E AEEtH Chang =9
ATl A= Hescore S A -gato] F4 o FE A
aFATE Aok tF o g ATE Mukaigawa 59
A%} Chang 52 A3 vl BH Chang 5 AT
ol A (dilution 1:100; rabbit polyclonal; Abcam, Cambridge,
UK) PD-L1 ¥4 &S A A A ddAd L (adenoid cystic
carcinoma), HA1FSF, AN F 3] FLF(mucoepidermoid
carcinoma) A= F 5390 o]F 16 A PD-L1
FAdo] FZHATH30%). Mukaigawa 52 ATFAA=
(dilution 1:400; clone EIL3N; Cell Signaling Technology,
Danvers, MA) F A Zo A= 22.8%, HIAZAA =
12.8% A A ’\7401 HEHAT 40289 FAF 2L
P AAE & Kim 59 ATolAE TUHA
Fo A= 18.2%, H lioﬂﬁt 27%°] ¥ ECl #ZF
=21 Th(dilution 1:100; clone SP142; Ventana).”
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B Mukaigawa 59 AT} & 7127 WS
AF8-3}4] nonclear-cell renal cell carcinoma®l] 4] PD-L12]
BHEE AT Choueiri 5 ATolA = FUAEY
PD-LI YAELS 109%, HAAE] PD-L1 FEEL 564%
2 B FA. o] H]3)] Mukaigawa 52 ATFNA=
RS TAH LA FFELS 48%, THAH ENA
2 29%2 FEAEAME 1 THEC] B
AEHAO U AHA EA A O] FFES AT WA B
YR Sato 5] AT 2L WS AREEH] ]
2 A 3 Y(non small cell lumg cancer)ol| 4] PD-L12] &
ol thal] 2AMEE Garon 5 AT ANA FTFEMEANA
PD-L1 %4 E(high)S 36.6%E H %0 Sato 52 &
T A FUPHEL] PD-L1 ¥4 E(high)S 22%E R
Atk F AFolA I 2 FY8HH S high expression
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a7l v} Zo] A HLL2 v =7 Adho|7] o
o £ AFAAME SRS UdAE FREP| of#
B3F PD-L19| HH o] Wol FAXCE {3t AAE
T2 Wrlde og gl Atk 1Eu B Aol A
PD-L1 ¥4 TYHEHZFY HIFo] £ AT oA
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