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The Clinical Value of CD44 in Gastric Cancer
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Purpose: This research was performed to investigate the relationship between CD44 and
cancer cell invasion depth, histologic differentiation, tumor size and lymph node metastasis
in the gastric carcinoma.

Materials and Methods: In 20 cases of early gastric cancer and 40 cases of advanced
gastric cancer, the immunohistochemical staining for CD44v3 and CD44v5 was performed.
Results: 1. In all 60 cases, the positive rates for CD44v3 and CD44v5 were 18.3% and
71.7% respectively. 2. CD44v5 was expressed in 45% of early gastric cancer and 85%
of advanced gastric cancer. 3. Larger tumor exhibited higher positive rates for CD44v5.
4. There were 28 cases of lymph node metastases out of 43 cases of CD44v5-positive
primary gastric carcinoma (65.1%), and were 4 cases of lymph node metastases out of
17 CD44v5-negative cases (23.5%). 5. The 5 year survival rate was low in CD44v5-
positive cases (p-value=0.039).

Caonclusion: The tumors that exhibit deep invasion and have large size and lymph node
metastases tend to have more frequent expression of CD44v3 and CD44v5. In especially
CD44v5. We found a good correlation between he expression of CD44vS and the
established prognostic factors. Actually we can use the CD44v5 rather than CD44v3 as
a prognostic factor in advanced gastric cancer.
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Fig. 1. Areas of intestinal metaplasia varies in staining interisity but usually stains less strongly than carcinomatous
lesion. Goblet cells are negative in all cases (CD44v5, x200)

Fig, 2. Cytoplasmic staining pattern in moderately differentiated tubular adenocancinoma (CD44v3, x400)

Fig. 3. Membranous or peripheral staining pattern in poorly differentiated tubular adenocarcinoma (CD44v5, X 400)
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Fig. 4. Nuclear staining pattern in moderately differentiated tubular adenocarcinoma (CD44v3, x400)

Fig. 5. In signet ring cell carcinoma, scattered tumor cells exhibit reddish brown staining in their cytoplasm (CD44v35,

X 400}

Fig. 6. In mucinous adenocarcinoma, no tumors cells are stained with CD44v3 or CD44v3 (CD44vSs, x200)
Fig. 7. The metastatic lesion in the lymph node reveals membranous and cytoplasmic staining pattern in the tumor

cells (CD4dv3, x200)
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Table 1. Expression of CD44v3, CD44v5 according to the
depth of invasion

CD44v3 (%) CD44v5 (%)
Early gastric ca. 1720 (5) S/20 (45)
Mucosa 0/10 (O 210 20y
Submucosa 1/10 (10} 710 (70)
Advanced ca. 10/40 (25) 34440 (85)
Proper mus. 1/10 (10) 8/10 (8D)
Subserosa 3/10 (30) 910 (90)
Serosa 3/10 (30) 9/1C {90)
Extraserosa 3/10 (30) 8/10 (80)
Total 11/60 (18.3%) 43/60 (71.7%)
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Table 2. Expression of CD44v3, CDD44v5 according to

histologic type

Type CD44v3 (%) CD44v3 (%)
Tubular adenocarcinoma,
WD 0/4 00 14 (25.0)
Tubl:lar adenocarcinoma, 620 207) 24129 (82.8)
MD
:]l;liular adenocarcinoma, 321 (143) 1521 (71.4)
Signet ring cell carcinoma 2/4 (50.0) 3/4 (75.0)
Mucinous adenocacinoma 02 (0.0) 02 (0.0)

*well differentiated, Tmoderalely differentiated, 1'pl::torly

differentiated

Table 3. According to lymph node metastases, expression
of CD44v3 and CD44v5

LN metastasis

p-value*
Positive (%) Negative (%)

CD44v3 Positive 8 (72.7) 3 (27.3)

Negative 24 {49.0) 25 (51.0) 0.15
CD44vS Positive 28 (65.0) 15 349)
Negative 4 (23.5) 13 (76.5) ’

*comparison by chi-test {p-value <0.05)
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Table 4. Univariate analysis* of survival in 60 patients
with gastric cancer

Mean survival 5 year  Log-rank test

Variable

(months)  survival (%) (p-value}
CD44 v3 0.39
Positive 247 70.1
Negative 30.7 57.3
CD44 v5 0.039
Positive 217 39.5
Negative 344 933

*Kaplan-Meier method cumulative survival rates com-
pared by log-rank test
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Fig. 8. Survival curves according to CD44v3 expression
in 60 surgically resected patients with gastric
cancer (Kaplan-Meier method) (CD44v3 negative
cases-thin line, CD44v3 positive cases-thick line)
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Fig. 9. Survival curves according to CD44v35 expression
in 60 surgically resected patients with in gastric
cancer (Kaplan-Meier method) (CD44v5 negative
cases-thin line, CD44v5 positive cases-thick line)
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