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Application of GLP-1 on the treatment of pancreatic cancer
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We investigated the potential role of glucagon-like peptide 1(GLP-1) in
pancreatic ductal adenocarcinoma (PDAC). GLP-1R expression was semiquantitatively evaluated by
immunohistochemistry in 48 PDAC samples, and its correlations with clinicopathological features were
investigated. CFPAC-1 cells were used for GLP-1R knockdown to evaluate its effects on cell proliferation,
migration and invasion. GLP-1R expression was positive in 23 tumors and negative in 25 tumors. No
correlations were found between GLP-1R expression status and clinicopathological characteristics.The
majority of lymph node metastases (73%) were positive for GLP-1R expression. Immunoreactivity for GLP-1R
was also noted in sites of perineural and lymphovascular invasion. GLP-1R knockdown significantly reduced
the proliferation, migration and invasion of CFPAC-1 cells. In conclusion, although GLP-1R is not an
independent prognostic factor in PDAC patients, it appears to have some implications for PDAC metastatic
ability.
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Clinicopathologic characteristics of patients with pancreatic_cancer and evaluation of GLP-1R expression (n=48)

Median age 64y (range, 3682 )
Gender
§E 1 Female 22 (46%)
Male 26 (54%)
- »T category
TN F a oT1 1Q%)
T2 1Q%)
T3 43 (90%)
T4 3(6%)
PN category
NO 6(12%)
pN1 42 (88%)
UICC Stage
1 1Q%)
1 42 (38%)
111 3(6%)
v 24%)
Histological grade
Gl 8 (17%)
G2 16 (33%)

GLP_ 1 G3 24 (50%)

Lymphatic invasion

GLP-1 e

Vascular invasion

Negative 8(17%)
Positive 40 (83%)
Neural invasion
Negative 5(10%)
Positive 43 (90%)
Surgical margin
G L P - 1 Negative 29 (60%)
Positive 19 (40%)
[GLP-IR expression i
Negative 25 (52%) |
Positive 23 (48%)
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Relationship between GLP-1R expression and clinicopathologic factors (n=48)

Characteristics GLP-IR Positive GLP-1R Negative P-value
*2 @=23) @=29)
Age 077
265y 11(46%) 13 (54%)
B <65y 12(50%) 12 (50%)
Gender 0.153
Female 13(59%) 9(41%)
Male 10(38%) 16 (62%)
GLP_ 1 T category 0.043*
pT1/pT3 23(51%) 22 (49%)
pT4 0 3
PN category 044
pNO 2(33%) 4(67%)
pN1 21 (50%) 21 (50%)
UICC Stage 045
GLP-1 B 1 1 :
T 20 (48%) 22(52%)
v 2(40%) 3 (60%)
Histological grade 077
G1/G2 12(50%) 12 (50%)
G3 11(46%) 13 (54%)
Lymphatic invasion 036
Negative 5(63%) 3 (37%)
Positive 18 (45%) 22 (55%)
Vascular invasion 0516
Negative 3(37%) 5 (63%)
Positive 20 (50%) 20 (50%)
Neural invasion 071
Negative 2(40%) 3 (60%)
Positive 21 (49%) 22 (51%)
Surgical margin 0514
Negative 15 (52%) 14 (48%)

(FFPE) GLP-1R *Plin;i;i‘;e 8(429%) 11 (58%)
GLP-1R

Overall Survival curves of patients with diagnosis of pancreatic cancer,
1 Immunohistochemical evaluation stratified according to the expression of GLP-1R in primary tumor.

GLP-1R immunoreactivity was evaluated using the following scores according to

the staining intensity and the percentage of GLP-1R positive cancer cells :
Intensity score (IS) 1.0 —— GLP-1R positive (n=23)
[ [ [ | 0.9
‘ 0: negative ‘ ‘ 1: weak ‘ ‘ 2: moderate ‘ ‘ 3: strong | o 084 —— GLP-1R negative (n=25)
= = PR : . oo 8 07
il /‘ 2 06+
{
: % % E 0.4
Proportional score (PS) 9 0.3+ \_‘
[ I I I 1 © 0.2
0:<10% | [ 1:10<30% | [2:30<50%| [3:50<80% | [ 4:>80% | 04] P-value 0.74
3 . 0.0 T T T T T
The final score (FS) was calculated by the formula and graded as follows: 0 10 20 30 40 50 80
Final Score (FS) GLP-1R expression Survival time (months)
ISxPS=0~3 Negative

ISxPS=4~12 Positive
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Immunohistochemical evaluation of GLP-1R in metastatic site: analysis of 15
samples from 42 cases with lymph node metastasis.

Patient Age  Gender  Degree of GLP-IR GLP-IR expression
No Differentiation  expression in in lymph node
primary site

1 61 F G3 positive

79 F G3 positive
3 66 M G3 positive
4 63 F Gl flegative
5 55 M G3 positive
6 67 F G3 positive
7 61 M G3
8 65 M G3
9 59 M G3
10 73 M G2
11 60 F G3
12 50 F G2
13 73 M G2
14 55 F G3
15 60 M G3
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