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Background: Although as many as 10% of pancreatic cancer
cases may have an inherited component, familial pancreatic
cancer has not been linked to defects in any specific gene.
Some studies have shown that families with germline muta-
tions in the breast cancer susceptibility gene BRCA2 have an
increased risk of breast and ovarian cancers, as well as a
modestly increased risk of pancreatic cancer. To study these
relationships in more detail, we examined whether BRCA2
germline mutations are associated with familial pancreatic
cancer. Methods: We identified 26 European families in
which at least two first-degree relatives had a histologically
confirmed diagnosis of pancreatic ductal adenocarcinoma.
We sequenced genomic DNA isolated from peripheral blood
lymphocytes obtained from participating family members to
identify germline mutations in BRCA2. Results: Three (12%,
exact 95% confidence interval [CI] = 2% to 30%) families
carried germline frameshift mutations in the BRCA2 gene
that are predicted to result in a truncated BRCA2 protein.
Two additional families harbored mutations previously des-
ignated as unclassified variants of BRCA2. Thus, 19% (exact
95% CI = 7% to 39%) of the families in our study had either
a frameshift mutation or an unclassified variant of BRCA2.
None of the families in our study met the criteria for familial
breast or ovarian cancer. Conclusions: Our data support
an important role for BRCA2 germline mutations in a sub-
population of families with familial pancreatic cancer.
BRCA2 mutation analysis should be included in molecular
genetic testing and counseling strategies in families with at
least two first-degree relatives affected with ductal adeno-
carcinoma of the pancreas. [J Natl Cancer Inst 2003;95:
214–21]

The majority of pancreatic cancer cases are sporadic (i.e.,
nonhereditary). The existence of familial pancreatic cancer was
initially suggested by case reports of familial aggregation of
pancreatic ductal adenocarcinoma. The first systematic study of
a large cohort of families with pancreatic carcinoma was pub-
lished in 1989 (1). Since then, it has been estimated that as many

as 10% of pancreatic cancer patients may have an inherited form
of the disease, although conclusive epidemiologic data are still
lacking (2,3).

The term familial pancreatic cancer is applied to families with
at least two first-degree relatives with pancreatic ductal adeno-
carcinoma but who do not fulfill the criteria for other familial
cancer syndromes. In a recent prospective study, the risk for
developing pancreatic carcinoma among first-degree relatives of
a pancreas cancer patient was estimated to be 18-fold in kindreds
with two affected family members, and as high as 57-fold in
kindreds with three or more affected family members (2).

Three tumor suppressor genes coding for p53 (TP53), for
cyclin-dependent kinase inhibitor 2A (CDKN2A; also called
p16INK4a), and for the protein deleted in pancreatic carcinoma,
locus 4 (DPC4; also called MADH4), are inactivated in 50%–
100% of sporadic pancreatic ductal adenocarcinomas (4). Stud-
ies that have tested the hypothesis that the observed familial
aggregation of pancreatic carcinomas may be caused by germ-
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line mutations in one of these sporadic pancreatic carcinoma-
associated genes have so far not found that families with mul-
tiple pancreatic carcinoma cases only have inactivating
mutations in these genes (5).

A number of syndromes, including familial atypical multiple
mole melanoma (FAMMM) (6,7), Peutz-Jeghers syndrome
(PJS) (8–10), hereditary pancreatitis (11), hereditary nonpolypo-
sis colorectal carcinoma (12), familial breast and ovarian cancer
(13), and familial adenomatous polyposis (14), are associated
with an increased risk for pancreatic carcinoma. The lifetime
risks for pancreatic cancer are 40% for those with hereditary
pancreatitis (including the form of the disease that is associated
with mutations in the cationic trypsinogen gene PRSS1) (11),
36% for those with PJS (10), and 17% for those with FAMMM
(6,7). The latter two syndromes are associated with germline
mutations in the STK11/LKB1 and CDKN2A genes, respec-
tively, which are also inactivated in sporadic pancreatic carci-
noma (15–19). For the remaining syndromes, including breast–
ovarian cancer syndromes, the estimated lifetime risk for
pancreatic carcinoma is thought to be low (i.e., �5%) with a
preference for BRCA2 mutation carriers over BRCA1 carriers (5).

The cloning of the breast cancer susceptibility gene BRCA2
was aided by the identification of a homozygous deletion at
13q12.3 in a pancreatic carcinoma by Schutte et al. (20). There-
fore, BRCA2 was considered to be a candidate tumor suppressor
gene not only for early-onset breast carcinoma but also for pan-
creatic carcinoma. Surprisingly, the same group detected no so-
matic genetic alterations, other than the above-mentioned homo-
zygous deletion, in sporadic pancreatic cancers. However,
Goggins et al. (21) found two different BRCA2 germline muta-
tions in two of 30 cases of pancreatic carcinoma, both of which
occurred in Ashkenazi Jews. In neither case was there a family
history of pancreatic carcinoma, and therefore both cases were
considered to be sporadic pancreatic carcinomas (21). Ozcelik et
al. (22) reported germline BRCA2 mutations in two (4.9%) of 41
unselected patients with pancreatic cancer, including a 6174delT
mutation in an Ashkenazi Jewish patient; they subsequently ana-
lyzed 39 Ashkenazi Jewish patients with pancreatic cancer and
found 6174delT mutations in four (10%) patients. Again, none
of these patients had a family history of pancreatic carcinoma.
To date, the vast majority of the BRCA2 germline mutations
associated with sporadic pancreatic cancers have been found in
patients of Ashkenazi Jewish descent; the most common such
mutation, 6174delT, occurs in approximately 1% of all Ash-
kenazi Jews (23).

These studies pointed to the possibility that germline muta-
tions in the BRCA2 gene might play a role in familial pancreatic
carcinoma. However, two studies did not identify BRCA2 germ-
line mutations in individuals with familial pancreatic cancer and
without a history of breast cancer (2,24). By contrast, one case
report describes a BRCA2 germline mutation in a pancreatic
cancer family that is not suspected of having familial breast
cancer (25). While our manuscript was under review, a study by
Murphy and colleagues (26) was published that reports on
BRCA2 germline mutations in five (17%) of 29 families with
three or more relatives with pancreatic cancer. Of note, three of
the five families were of Ashkenazi Jewish descent and harbored
the common 6174delT frameshift mutation previously found
only in sporadic cases of pancreatic carcinoma (21,22).

To gain more insight into the role of BRCA2 mutations in
familial pancreatic cancer, we analyzed the frequency of

BRCA2 germline mutations in 26 European families in which at
least two first-degree relatives were diagnosed with histologi-
cally confirmed pancreatic ductal adenocarcinoma. All of the
families in our study identified themselves as white, and none
was of Ashkenazi Jewish descent. In addition, none of the fami-
lies fulfilled the clinical criteria for other known hereditary tu-
mor syndromes.

SUBJECTS AND METHODS

Selection of Families

We used two sources to identify families with familial pan-
creatic cancer: the German National Case Collection for Famil-
ial Pancreatic Carcinoma of the German Cancer Foundation (Fa-
PaCa) (27,28) and the European Registry of Hereditary
Pancreatitis and Familial Pancreatic Cancer (EUROPAC) (29).
Since July 1999, families with at least two first-degree relatives
with histologically confirmed pancreatic ductal adenocarcinoma
were collected in FaPaCa. A genetic counselor from the FaPaCa
group verified the clinical diagnoses reported by patients and
family members by consulting the original medical and tumor
histology records provided by the clinics and personal physi-
cians that initially diagnosed the patients. Since 1997, EUROPAC
has included families that have at least two first-degree relatives
with pancreatic ductal adenocarcinoma, at least three relatives of
any degree with pancreatic ductal adenocarcinoma, or any two
relatives with pancreatic ductal adenocarcinoma if the sum of
their ages at diagnosis was less than 110 years. A genetic coun-
selor from EUROPAC confirmed the diagnosis of pancreatic
ductal adenocarcinoma whenever possible by reviewing one or
more of the following: tumor histology, medical records, cancer
registry data, or family history. All families included in FaPaCa
and EUROPAC were genetically counseled by a genetic coun-
selor from the respective study group. We obtained written in-
formed consent from each family member who was interviewed
or who provided blood and/or tissue. On the basis of personal
interviews with family members, we prepared a complete three-
generation pedigree for each family that included data about its
medical history, all tumors, and the age of each patient at the
onset of cancer. The study protocols were approved by the Eth-
ics Committee of the Philipps-University of Marburg in Mar-
burg, Germany, and the Liverpool Research Ethics Committee
in Liverpool, U.K.

When we initiated our analysis of BRCA2 mutations, the
FaPaCa registry had collected 19 familial pancreatic cancer
families and the EUROPAC registry had collected 39 such fami-
lies. For the present study, we applied the following family
selection criteria: 1) at least two first-degree relatives had to be
affected with histologically confirmed pancreatic ductal adeno-
carcinoma and 2) DNA sufficient for germline mutation analysis
had to be available from at least one affected family member with
pancreatic cancer. Twenty-seven families from the EUROPAC reg-
istry were excluded because histologic confirmation of the pan-
creatic cancer in at least two patients from each family was not
available. Five families from the FaPaCa registry were excluded
because no DNA was available from any family member af-
fected with pancreatic cancer. Thus, 26 families, 12 from the
EUROPAC registry and 14 from the FaPaCa registry, fulfilled
the selection criteria for our study. None of these 26 families
were of Ashkenazi Jewish descent. On the basis of the medical
history obtained from each personally interviewed family mem-
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ber, none of these pancreatic cancer families fulfilled the pub-
lished criteria for other hereditary cancer syndromes.

BRCA2 Mutation Analysis

Two separate blood samples for DNA analysis were collected
from participating family members by the genetic counselors
after the counseling procedure. We isolated genomic DNA from
peripheral blood lymphocytes in those samples with the use of
the QIAamp DNA kit (Qiagen, Hilden, Germany), according to
the manufacturer’s protocol. Isolated DNA was stored at –20 °C.
We used that DNA as a template to sequence the entire BRCA2
gene, including all exon–intron borders, from at least one mem-
ber of each family, as follows. First, we used polymerase chain
reaction (PCR) to amplify each of the 26 coding exons of the
BRCA2 gene. Exons 10 and 11 were amplified as overlapping
fragments, resulting in a PCR product with a maximal fragment
size of 650 base pairs (bp). PCR was performed in a final reac-
tion volume of 15 �L that contained 10–100 ng of genomic
DNA in 67 mM Tris–HCl (pH 8.8), 4 mM MgCl2, 16 mM
(NH4)2SO4, 10 mM 2-mercaptoethanol, 100 g/mL bovine serum
albumin, dATP, dCTP, dGTP, and dTTP at 200 �M, each primer
at 1 �M, and 2 U of Taq polymerase (Invitrogen, Karlsruhe,
Germany). The polymerase was added after the other reaction
components were preheated for 2 minutes at 94 °C. PCR then
consisted of five cycles at 94 °C for 30 seconds, 62 °C for 30
seconds, and 72 °C for 1 minute, followed by 35 cycles at 94 °C
for 30 seconds and 70 °C for 1 minute. Each PCR product (1.5
�L) was directly sequenced without prior purification using the
DYEnamic cycle sequencing system (Amersham Pharmacia,
Freiburg, Germany), according to the manufacturer’s protocol.
Sequencing reactions were analyzed with a LICOR 4200 LR
sequencer (MWG Biotech, Ebersberg, Germany). The sequences
of the primers used for PCR and for sequencing are available
online at the Journal’s Web site available at http://
jncicancerspectrum.oupjournals.org/jnci/content/vol95/issue3/
index.shtml. Each BRCA2 mutation was confirmed by bidirec-
tional sequencing of an independent PCR product derived from
a separately drawn blood sample.

Statistical Analysis

The 95% confidence intervals (CIs) for the fraction of fami-
lies with frameshift mutations and the fraction of families with
frameshift mutations or unclassified variants were calculated
with the use of StatXact 5 for Windows, version 2001 (CYTEL
Software Corp., Cambridge, MA).

RESULTS

Families

There were 64 patients (37 men and 27 women) with pan-
creatic cancer among the 26 families in our study. Four families
had four affected members with pancreatic cancer, four families
had three affected members, and 18 families had two affected
members. Three families had three affected generations, 16
families had two affected generations, and seven families had
only one affected generation. The median age at diagnosis was
60 years (range � 33–81 years); 14 (22%) patients were
younger than 50 years at diagnosis. Five families had at least one
member diagnosed with breast cancer; three families had at least
one member diagnosed with colon cancer; two families had at
least one member diagnosed with prostate, gastric, or lung can-

cer; and four families had one member diagnosed with either
head and neck, esophageal, or ovarian cancer or osteosarcoma.

BRCA2 Mutation Analysis

The results of the mutation analysis are summarized in Table
1. Three of the 26 families (i.e., families N1, 2-8-27, and 25-7-1)
carried a frameshift mutation in the BRCA2 gene. Family 2-8-27
carried mutation 6672insT, an insertion of T at position 6672;
family 25-7-1 carried mutation 6819delTG, a deletion of T and
G at position 6819; and family N1 carried mutation 4075delGT,
a deletion of G and T at position 4075 (Fig. 1). Each of these
mutations is predicted to produce a truncated, nonfunctional
Brca2 protein. Thus, 12% (exact 95% CI � 2% to 30%) of the
families in our study had frameshift mutations.

The pedigrees of these three families are depicted in Fig. 2.
Family N1 had three first-degree relatives with pancreatic ductal
adenocarcinoma and family 2-8-27 had two first-degree relatives
with pancreatic ductal adenocarcinoma. Family 2-8-27 had no
other known tumor types. In family N1, a suspected ovarian
carcinoma occurring in a woman at the age of 26 years (Patient
06), a suspected colon cancer, one gastric cancer, and two can-
cers of unclear origin were reported. Sequence analysis revealed
that Patient 06 in family N1 did not carry the germline BRCA2
mutation that was carried by the pancreatic cancer patient (Pa-
tient 02) in this family. Family 25-7-1 had four first-degree
relatives with pancreatic cancer. DNA from two of those af-
fected members (Patient 2 and Patient 206) was available for
mutation analysis; both individuals had the 6819delTG muta-
tion. Patient 204 from this family developed ductal adenocarci-
noma of the breast at the age of 47 years; 6 years later she
developed pancreatic ductal adenocarcinoma. Additional tumor
types reported in this family were one prostate carcinoma, two
carcinomas of unclear origin, one osteosarcoma, and two colo-
rectal carcinomas. We did not observe a pattern consistent with
hereditary breast or ovarian cancer in any of these three families.

We identified sequence variants of BRCA2 in two of the 26
families in our study. Family N2 carried the R2034C substitution
in which the arginine at amino acid 2034 of Brca2 was replaced
with a cysteine due to a C → T transition at position 6328. In this
family, two first-degree relatives had pancreatic ductal adeno-
carcinoma, but no other tumor types were reported among first-
degree relatives. DNA for sequence analysis was available from
the index patient only. Family 9-3-26 carried two sequence vari-
ants, G3076E and 10323delCins11, presumably on the same
allele of BRCA2 (Fig. 1). In the G3076E variant, the glycine at
amino acid 3076 of Brca2 was replaced with a glutamic acid due
to a G→ A transition at position 9455, and in the 10323delCins11
variant, a C was deleted and 11 bases were inserted at position

Table 1. Mutations and unclassified variants in the BRCA2 gene*

Family Nucleotide change Exon Mutation type In BIC database

N1 4075delGT 11 FS Yes
2-8-27 6672insT 11 FS Yes
25-7-1 6819delTG 11 FS Yes
N2 R2034C 11 MS/UV Yes
9-3-26† G3076E 24 MS/UV Yes

10323delCins11 27 FS/UV Yes

*BIC � Breast Cancer Information Core; FS � frameshift; MS � missense;
UV � unclassified variant.

†Family with two unclassified variants identified on one allele.
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10323. To date, three first-degree relatives in family 9-3-26
(Patient 2, Patient 202, and Patient 209) have developed pan-
creatic ductal adenocarcinoma (Fig. 2). In addition to pancreatic
ductal adenocarcinoma, Patient 2 and Patient 202 had ductal
adenocarcinomas of the breast. Patient 204 had a breast carci-
noma only. When this family was identified in 1999, Patient 2
and her brother (Patient 209) had developed pancreatic cancer at
the ages of 46 and 50 years, respectively, and their mother
(Patient 202) had developed a breast carcinoma at the age of 74
years. During the next 30 months of follow-up, Patients 2 and
204 developed breast cancer at the ages of 51 and 52 years,
respectively, and Patient 202 developed pancreatic cancer at the
age of 75 years. Additional tumors reported in this family were
one lung carcinoma, one gastric carcinoma, and one cancer of
unknown origin. The two sequence variants of BRCA2 were
identified in Patients 2, 202, and 204 (no DNA for sequence
analysis was available from Patient 209). Thus, 19% (exact 95%
CI � 7% to 39%) of the families in our study had either a
frameshift mutation or an unclassified variant of BRCA2.

Smoking is thought to have an influence on the phenotypic
expression of familial pancreatic carcinoma. We therefore ex-
amined the data on smoking history that was available for af-
fected patients in the families that carried sequence changes in
BRCA2. Both patients with pancreatic cancer in family 2-8-27
and three of the pancreatic cancer patients in family 25-7-1
(Patients 2, 204, and 206) were nonsmokers. Patient 02 in family
N1 smoked four cigars per day for approximately 10 years; the
smoking habits of the two other pancreatic cancer patients in this
family are unknown. In family 9-3-26, Patient 202, who devel-
oped pancreatic cancer at the age of 75 years, was a nonsmoker,

whereas Patient 2, who developed pancreatic cancer at the age of
46 years, smoked 5–10 cigarettes per day from the age of 18
years. Patient 204 in family 9-3-26, who developed breast cancer
at the age of 52 years, smoked 10 cigarettes per day between the
ages of 30 and 40 years. The smoking habits of the two pancre-
atic cancer patients in family N2 are unknown.

DISCUSSION

An inherited predisposition to pancreatic cancer is currently
believed to occur in three distinct clinical settings. The first
setting is familial cancer syndromes, including PJS, FAMMM,
familial breast–ovarian cancer, hereditary nonpolyposis colorec-
tal carcinoma, and familial adenomatous polyposis, that are as-
sociated with an increased risk for pancreatic cancer (5). The
second setting is hereditary pancreatitis, although in this in-
stance, germline mutations of the cationic trypsinogen (PRSS1)
gene are linked only indirectly to pancreatic cancer through the
early onset of chronic pancreatitis (11). The third setting is in
familial pancreatic cancer, in which two or more first-degree
relatives have pancreatic cancer without fulfilling the criteria for
one of the aforementioned cancer syndromes.

We report the BRCA2 germline mutation status of 26 fami-
lies with familial pancreatic cancer in which the diagnosis of
pancreatic carcinoma was histologically confirmed in at least
two affected family members. The median age at diagnosis of
family members with pancreatic cancer was 60 years, which is
about 8–10 years younger than the median age at diagnosis of
sporadic pancreatic cancer for Europeans (30). Twenty-two per-
cent of the affected patients were younger than 50 years (the
youngest was 33 years old) at the time of diagnosis.

Fig. 1. BRCA2 sequencing results. For
B R C A 2 m u t a t i o n s 6 6 7 2 i n s T ,
10323delCins11, and G3076E, sec-
tions of representative sequencing gels
are shown where samples from differ-
ent family members that did and did
not carry the mutations were loaded.
For the remaining mutations, sequenc-
ing gels are shown where samples
from patients with a mutation were
loaded along with samples from pa-
tients from different families which
were not carrying the mutation. Four
sequencing reactions were grouped by
termination dideoxynucleotide to aid
pattern recognition. Arrow indicates
location of the indicated sequence al-
terations in the BRCA2 gene; star in-
dicates lanes that contain DNA
samples from individuals with BRCA2
mutations.
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We included families from Germany and the United King-
dom in our study. Therefore, one might ask whether mixing
these two population pools in one study could create a potential
selection bias. The results of recent empirical work suggest that
Europe can be considered to comprise a single genetic pool (31),
so that our combination of case patients collected from two
different European countries is not expected to cause such a bias.

Using sequencing analysis, we found BRCA2 germline
frameshift mutations (4075delGT, 6672insT, and 6819delTG) in
three families; all three mutations were located within exon 11.
These mutations are considered to be pathogenic, because each
creates a premature stop codon that is predicted to cause a trun-
cation of the Brca2 protein. The predilection for such frameshift
mutations in exon 11 in these patients is similar to the type and
location of BRCA2 mutations that are deposited in the breast
cancer information core (BIC) database, as well as to that among
a large series of German families with familial breast and ovar-
ian cancer (32).

We also identified three sequence variants of BRCA2 among
the families in this study. All three variants were deposited in the
BIC database as unclassified variants. One of those variants,

10323delCins11, was previously found in a cohort of 777 fa-
milial breast-ovarian carcinoma patients who were analyzed for
mutations in BRCA2 through the German Breast Cancer Con-
sortium (32). The pathogenic roles of these variants cannot be
predicted in the absence of functional tests for BRCA2 or mod-
els of protein folding that are linked to function. Two of the three
unclassified sequence variants (10323delCins11 and G3076E)
were identified in family 9-3-26, in which there were three pan-
creatic and three breast cancers, with two patients having both
cancer types. All three patients with breast and/or pancreatic
cancer in this family harbored both BRCA2 sequence variants.
The high incidence of both pancreatic and breast carcinoma and
the relative young age at onset of pancreatic carcinoma in this
family suggest that either one of the BRCA2 sequence variants
alone or both of the variants together are equally likely to pre-
dispose to both pancreatic and breast cancer. In addition, both
sequence variants found in this family likely resided on the same
allele of BRCA2, because we found that they co-segregated over
two generations. Although we were not able to formally exclude
the possibility that the husband of Patient 202 also carried one of
those two variants, the lack of detection of one of these variants

Fig. 2. Pedigrees of the families with familial pancreatic cancer that carried
BRCA2 germline mutations. The specific mutation(s) carried by each family is
listed under the family name. The number under the symbol indicates the age at
diagnosis of the disease. The number above the symbol represents a patient
identifier referred to in the text. Arrow indicates patients with BRCA2 mutations

demonstrated by DNA sequence analysis. P, pancreatic carcinoma; C, colon
carcinoma; Pr, prostate carcinoma; G, gastric carcinoma; O, ovarian carcinoma;
B, breast carcinoma; L, lung carcinoma; Os, osteosarcoma; E, erythremia; U,
unknown tumor type; Ca, carcinoma.
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alone and the very low frequency of detection of the other vari-
ant reported from 777 German familial breast-ovarian carcinoma
patients makes this possibility highly unlikely (32).

An important finding of our study was that, in general, the
pancreatic carcinoma families in our study did not fulfill the
criteria for having hereditary breast and ovarian cancer or any
other known tumor syndrome. The one possible exception might
be family 9-3-26, which had three first-degree relatives with
breast carcinomas. However, all of the three breast carcinomas
reported were diagnosed in individuals who were older than 50
years. Currently it is unclear whether families with two or more
members diagnosed with breast carcinomas after the age of 50
years should be classified as families with familial breast cancer.
In a series of 45 families with these criteria (i.e., fewer than two
breast cancers diagnosed in members older than 50 years of age),
only three families with truncating BRCA2 mutations and four
with unclassified BRCA2 variants were reported, suggesting that
only a minor fraction of such cases are familial (32).

Previously published data suggest that BRCA2 germline mu-
tation carriers may exhibit at least two different cancer pheno-
types (21,33). The first cancer phenotype, represented by fami-
lies with BRCA2 mutations that have a preponderance of breast
and ovarian carcinomas, can be further classified according to
the occurrence of pancreatic cancer. The second cancer pheno-
type is represented by the minority of patients with pancreatic
cancer that have germline BRCA2 mutations but no history of
familial pancreatic or breast cancer (these cases are therefore
called “sporadic”). Our results and those of Murphy et al. (26)
suggest that a third cancer phenotype exists, namely that a pro-
portion of familial pancreatic cancers is caused by BRCA2 germ-
line mutations. Of note, these pancreatic cancer families gener-
ally do not show an increased incidence of breast and ovarian
cancer.

We currently do not understand what causes these phenotypic
variations observed in BRCA2 germline mutation carriers. One
explanation might be that one or several modifier genes suppress
or induce the pancreatic cancer or breast cancer phenotype to a
varying degree in BRCA2 mutation carriers. Interestingly, inac-
tivation of the second BRCA2 allele appears to occur relatively
late in the molecular evolution of the sporadic pancreatic cancers
in individuals who carry a BRCA2 germline mutation (34). This
finding may explain why BRCA2 germline mutations in these
patients have a very low penetrance and why some BRCA2
mutation carriers have a late onset of pancreatic cancer. In light
of this observation, it would be important to analyze cancers of
family members diagnosed with familial pancreatic cancer and
known BRCA2 germline mutations for differences in the timing
of biallelic inactivation of the BRCA2 gene. We speculate that
one explanation for the apparently higher prevalence of pancre-
atic carcinoma in families with two or more affected first-degree
BRCA2 germline mutation carriers (families fulfilling the cur-
rent clinical criteria for familial pancreatic carcinoma), could be
due to the early biallelic inactivation of the BRCA2 gene, which
would fit into the “caretaker” model for tumor suppressor genes
that has been suggested by others (35,36). If our speculation is
correct, the phenotypic prevalence of pancreatic carcinoma
among some BRCA2 mutation carriers could be explained by
the early inactivation of BRCA2 combined with the expression
of modifying genes that partly or completely suppress the breast-
ovarian cancer phenotype.

The principal environmental risk factor for pancreatic cancer

is tobacco smoking. Several studies (2,3,37) have so far failed to
find a statistically significant link between smoking and a family
history of pancreatic cancer. However, one study (38) found that
the average age at which smokers developed pancreatic cancer
was 10 years younger than the average age at which nonsmokers
developed the disease, which suggests that smoking can increase
the risk of pancreatic cancer in BRCA2 mutation carriers who
have a known genetic predisposition for this disease. This hy-
pothesis can now be tested during follow-up of pancreatic cancer
families with associated BRCA2 mutations. Further studies are
in progress to identify other genes that may be linked to familial
pancreatic cancer (39).

Our study is the first to analyze a relatively large group of
European families with familial pancreatic cancer for BRCA2
mutations. Two previously published studies from the United
States (2,24) did not detect BRCA2 germline mutations in fami-
lies with two or more affected first-degree relatives. Both studies
used less stringent criteria than our study to define familial pan-
creatic cancer. One study (24) included families with pancreatic
cancer in second- and third-degree relatives. The other study (2)
did not consistently verify the diagnosis of pancreatic ductal
adenocarcinoma by histology. We have found that a positive
family history for pancreatic cancer reported by index patients
may be incorrect in up to 30% of cases (27). Thus, a stringent
method, i.e., histologic confirmation, for confirming the diag-
nosis of pancreatic carcinoma appears to be important for iden-
tifying true cases of familial pancreatic carcinoma. However,
one drawback of using such a stringent selection criterion is that
many families with at least two first-degree relatives with pan-
creatic cancer were excluded from our study because they lacked
histologic confirmation. Therefore, it remains unclear whether
the frequency of germline BRCA2 mutations that we have re-
ported is representative for all families with familial pancreatic
cancer. Nevertheless, our use of stringent inclusion criteria is
important to avoid the bias caused by incorrectly including fami-
lies with pancreatic cancers other than pancreatic ductal adeno-
carcinomas, i.e. peri-pancreatic tumors.

While this manuscript was under review, Murphy et al. (26)
reported on BRCA2 germline mutations in five (17%) of 29
families with suspected familial pancreatic carcinoma. Of those
29 families, six were of Ashkenazi Jewish desent, and three of
those six families carried the common 6174delT mutation
(22,23). By contrast, our study included only European families
of non-Jewish descent and, therefore, the reported frequency of
BRCA2 germline mutation in our study is likely to reflect the
frequency for white non-Jewish Europeans and may also apply
to the non-Jewish white population of European descent in the
United States. The study by Murphy et al. (26) included only
families with three or more cases of pancreatic carcinoma where
at least two of the affected persons were first-degree relatives.
By contrast, our study included families with two or more first-
degree relatives with pancreatic cancer. This strategy led to the
discovery of a BRCA2 germline mutation in one family (2-8-27)
with only two first-degree relatives with pancreatic cancer.
Clearly, family size strongly influences the ability to identify
more than two pancreatic carcinoma cases in families with fa-
milial pancreatic carcinoma, as was required in the study of
Murphy et al. (26). Unfortunately, in many cases, reliable infor-
mation on family members over several generations is not avail-
able. In light of this potential limitation, our finding of a BRCA2
germline mutation in a family with only two first-degree rela-
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tives with pancreatic cancer suggests that families with as few as
two first-degree relatives with pancreatic carcinoma should be
included in a BRCA2 mutation screening.

Our study shows that germline BRCA2 mutations are asso-
ciated with the predisposition for development of pancreatic
cancer in 12%–19% of European families with familial pancre-
atic cancer. This finding has immediate implications for the
genetic counseling and clinical screening of individuals from
kindreds with at least two first-degree relatives affected with
histologically confirmed ductal adenocarcinoma of the pancreas.

APPENDIX

German Familial Pancreatic Cancer (FaPaCa) study group of the
Deutsche Krebshilfe: S. A. Hahn, M. Sina-Frey, H. Rieder, B. Korte, B.
Gerdes, R. Kress, A. Ziegler, R. Grützmann, H. Rehder, M. Rothmund,
W. Schmiegel, D. K. Bartsch.

EUROPAC study group: B. Greenhalf, I. Ellis, J. A. Raeburn, D.
Campra, J. P. Neoptolemos.

REFERENCES

(1) Lynch HT, Lanspa SJ, Fitzgibbons RJ Jr, Smyrk T, Fitzsimmons ML,
McClellan J. Familial pancreatic cancer (Part 1): genetic pathology review.
Nebr Med J 1989;74:109–12.

(2) Tersmette AC, Petersen GM, Offerhaus GJ, Falatko FC, Brune KA, Gog-
gins M, et al. Increased risk of incident pancreatic cancer among first-
degree relatives of patients with familial pancreatic cancer. Clin Cancer Res
2001;7:738–44.

(3) Silverman DT, Schiffman M, Everhart J, Goldstein A, Lillemoe KD, Swan-
son GM, et al. Diabetes mellitus, other medical conditions and familial
history of cancer as risk factors for pancreatic cancer. Br J Cancer 1999;
80:1830–7.

(4) Hahn SA, Schmiegel WH. Recent discoveries in cancer genetics of exo-
crine pancreatic neoplasia. Digestion 1998;59:493–501.

(5) Hruban RH, Petersen GM, Goggins M, Tersmette AC, Offerhaus GJ,
Falatko F, et al. Familial pancreatic cancer. Ann Oncol 1999;10 Suppl
4:69–73.

(6) Bergman W, Watson P, de Jong J, Lynch HT, Fusaro RM. Systemic cancer
and the FAMMM syndrome. Br J Cancer 1990;61:932–6.

(7) Lynch HT, Fusaro RM. Pancreatic cancer and the familial atypical multiple
mole melanoma (FAMMM) syndrome. Pancreas 1991;6:127–31.

(8) Giardiello FM, Welsh SB, Hamilton SR, Offerhaus GJ, Gittelsohn AM,
Booker SV, et al. Increased risk of cancer in the Peutz-Jeghers syndrome.
N Engl J Med 1987;316:1511–4.

(9) Boardman LA, Thibodeau SN, Schaid DJ, Lindor NM, McDonnell SK,
Burgart LJ, et al. Increased risk for cancer in patients with the Peutz-
Jeghers syndrome. Ann Intern Med 1998;128:896–9.

(10) Giardiello FM, Brensinger JD, Tersmette AC, Goodman SN, Petersen GM,
Booker SV, et al. Very high risk of cancer in familial Peutz-Jeghers syn-
drome. Gastroenterology 2000;119:1447–53.

(11) Lowenfels AB, Maisonneuve P, DiMagno EP, Elitsur Y, Gates LJ, Perrault
J, et al. Hereditary pancreatitis and the risk of pancreatic cancer. Interna-
tional Hereditary Pancreatitis Study Group. J Natl Cancer Inst 1997;89:
442–6.

(12) Lynch HT, Smyrk TC, Watson P, Lanspa SJ, Lynch JF, Lynch PM, et al.
Genetics, natural history, tumor spectrum, and pathology of hereditary
nonpolyposis colorectal cancer: an updated review. Gastroenterology 1993;
104:1535–49.

(13) Tulinius H, Olafsdottir GH, Sigvaldason H, Tryggvadottir L, Bjarnadottir
K. Neoplastic diseases in families of breast cancer patients. J Med Genet
1994;31:618–21.

(14) Offerhaus GJ, Giardiello FM, Krush AJ, Booker SV, Tersmette AC, Kelley
NC, et al. The risk of upper gastrointestinal cancer in familial adenomatous
polyposis. Gastroenterology 1992;102:1980–2.

(15) Whelan AJ, Bartsch D, Goodfellow PJ. A familial syndrome of pancreatic
carcinoma and melanoma with a mutation in the CDKN2 tumor suppressor
gene. N Engl J Med 1995;333:975–7.

(16) Caldas C, Hahn SA, da Costa LT, Redston MS, Schutte M, Seymour AB,
et al. Frequent somatic mutations and homozygous deletions of the p16
(MTS1) gene in pancreatic adenocarcinoma. Nat Genet 1994;8:27–32.

(17) Hemminki A, Markie D, Tomlinson I, Avizienyte E, Roth S, Loukola A, et
al. A serine/threonine kinase gene defective in Peutz-Jeghers syndrome.
Nature 1998;391:184–7.

(18) Jenne DE, Reimann H, Nezu J, Friedel W, Loff S, Jeschke R, et al. Peutz-
Jeghers syndrome is caused by mutations in a novel serine threonine kinase.
Nat Genet 1998;18:38–43.

(19) Su GH, Hruban RH, Bansal RK, Bova GS, Tang DJ, Shekher MC, et al.
Germline and somatic mutations of the STK11/LKB1 Peutz-Jeghers gene
in pancreatic and biliary cancers. Am J Pathol 1999;154:1835–40.

(20) Schutte M, da Costa LT, Hahn SA, Moskaluk C, Hoque AT, Rozenblum E,
et al. Identification by representational difference analysis of a homozygous
deletion in pancreatic carcinoma that lies within the BRCA2 region. Proc
Natl Acad Sci U S A 1995;92:5950–4.

(21) Goggins M, Schutte M, Lu J, Moskaluk CA, Weinstein CL, Peterson GM,
et al. Germline BRCA2 gene mutations in patients with apparently sporadic
pancreatic carcinomas. Cancer Res 1996;56:5360–4.

(22) Ozcelik H, Schmocker B, Di Nicola N, Shi XH, Langer B, Moore M, et al.
Germline BRCA26174delT mutations in Ashkenazi Jewish pancreatic can-
cer patients. Nat Genet 1997;16:17–8.

(23) Oddoux C, Struewing JP, Clayton CM, Neuhausen S, Brody LC, Kaback
M, et al. The carrier frequency of the BRCA26174delT mutation among
Ashkenazi Jewish individuals is approximately 1%. Nat Genet 1996;14:
188–90.

(24) Lal G, Liu G, Schmocker B, Kaurah P, Ozcelik H, Narod SA, et al.
Inherited predisposition to pancreatic adenocarcinoma: role of family his-
tory and germ-line p16, BRCA1, and BRCA2 mutations. Cancer Res 2000;
60:409–16.

(25) White K, Held KR, Weber BH. A BRCA2 germ-line mutation in familial
pancreatic carcinoma. Int J Cancer 2001;91:742–4.

(26) Murphy KM, Brune KA, Griffin C, Sollenberger JE, Petersen GM, Bansal
R, et al. Evaluation of candidate genes MAP2K4, MADH4, ACVR1B, and
BRCA2 in familial pancreatic cancer: deleterious BRCA2 mutations in
17%. Cancer Res 2002;62:3789–93.

(27) Bartsch D, Sina-Frey M, Ziegler A, Hahn SA, Przypadlo E, Kress R, et al.
Update of familial pancreatic cancer in Germany. Pancreatology 2001;1:
510–6.

(28) Gerdes B, Kress R, Rieder H, Sina-Frey M, Przypadlo E, Barth P, et al.
Familial pancreatic cancer—concept for study of the National Case Col-
lection and early diagnosis program for high risk people. Z Arztl Fortbild
Qualitatssich 2002;96:251–5.

(29) Applebaum SE, Kant JA, Whitcomb DC, Ellis IH. Genetic testing. Coun-
seling, laboratory, and regulatory issues and the EUROPAC protocol for
ethical research in multicenter studies of inherited pancreatic diseases. Med
Clin North Am 2000;84:575–88.

(30) Parkin DM, Bray FI, Devesa SS. Cancer burden in the year 2000. The
global picture. Eur J Cancer 2001;37 Suppl 8:S4–66.

(31) Reich DE, Cargill M, Bolk S, Ireland J, Sabeti PC, Richter DJ, et al.
Linkage disequilibrium in the human genome. Nature 2001;411:199–204.

(32) Meindl A. Comprehensive analysis of 989 patients with breast or ovarian
cancer provides BRCA1 and BRCA2 mutation profiles and frequencies for
the German population. Int J Cancer 2002;97:472–80.

(33) Phelan CM, Lancaster JM, Tonin P, Gumbs C, Cochran C, Carter R, et al.
Mutation analysis of the BRCA2 gene in 49 site-specific breast cancer
families. Nat Genet 1996;13:120–2.

(34) Goggins M, Hruban RH, Kern SE. BRCA2 is inactivated late in the de-
velopment of pancreatic intraepithelial neoplasia: evidence and implica-
tions. Am J Pathol 2000;156:1767–71.

(35) Kinzler KW, Vogelstein B. Cancer-susceptibility genes. Gatekeepers and
caretakers. Nature 1997;386:761, 763.

(36) Venkitaraman AR. Cancer susceptibility and the functions of BRCA1 and
BRCA2. Cell 2002;108:171–82.

(37) Fernandez E, La Vecchia C, D’Avanzo B, Negri E, Franceschi S. Family
history and the risk of liver, gallbladder, and pancreatic cancer. Cancer
Epidemiol Biomarkers Prev 1994;3:209–12.

(38) Rulyak S, Lowenfels A, Maissoneuve P, Brentnall T. Smoking as a risk
factor in familial pancreatic cancer kindreds. Pancreatology 2001;1:551.

(39) Eberle MA, Pfutzer R, Pogue-Geile KL, Bronner MP, Crispin D, Kimmey

220 ARTICLES Journal of the National Cancer Institute, Vol. 95, No. 3, February 5, 2003

D
ow

nloaded from
 https://academ

ic.oup.com
/jnci/article/95/3/214/2520582 by guest on 21 August 2022



MB, et al. A new susceptibility locus for autosomal dominant pancreatic
cancer maps to chromosome 4q32-34. Am J Hum Genet 2002;70:1044–8.

NOTES

I. Ellis and M. Sina-Frey contributed equally to the study.
Supported in Germany by grants 70-2363-Ba2 and 70-2828-Ba2 from the

Deutsche Krebshilfe, in the U.K. by grant CR480 from the North West Cancer
Research Fund, by grant BM99/34 from North West National Health Service,
Research and Development, by Cancer Research U.K., and by grants from the
Frances and Augustus Newman Foundation, Slovay Pharmaceutical, Hannover,
Germany, and a Medical Research Council Cooperative Gastrointestinal and
Pancreas Research Grant.

We thank all families that participated in the study. For enrolling families into
FaPaCa we are grateful to the following members of the FaPaCa study group (all
institutions are in Germany unless otherwise noted): Dr. Thomas Eberl, Dr.
Soeren Dülsner (Department of Internal Medicine), Dr. Nikolaus Zügel, Dr. Karl
Breitschaft (Department of Surgery), Hospital Augsburg, Augsburg; Dr. Lope
Estevéz-Schwarz, Department of Surgery, Robert-Roessle-Klinik, Berlin; Dr.
Helmut Friess, Dr. Markus Böhnert, Department of Surgery, University of Bern,
Bern, Switzerland; Dr. Karsten Schulmann, Department of Internal Medicine,
Ruhr-University Bochum, Bochum; Dr. Jens Rudolph, Department of Surgery,
University of Bonn, Bonn; Dr. Joachim Heise, Dr. Klaus-Martin Schulte, De-
partment of Surgery, University of Düsseldorf, Düsseldorf; Dr. Michael
Ghadimi, Dr. Olaf Horstmann, Department of Surgery, Georg-August-

University, Göttingen; Dr. Jan Schmidt, Dr. Sven Eisold, Department of Surgery,
University of Heidelberg, Heidelberg; Dr. Wolfram von Bernstorff, Department
of Surgery, University of Kiel, Kiel; Dr. Klaus Prenzel, Department of Surgery,
University of Cologne, Cologne; Dr. Helmut Witzigmann, Ria Metzner, Depart-
ment of Surgery, University of Leipzig, Leipzig; Dr. Mario Colombo-
Benkmann, Dr. Christina Schleicher, Dr. Thomas Mundel, Department of Gen-
eral Surgery, University of Münster, Münster; Dr. Holger Vogelsang,
Department of Surgery, University of Munich, Munich; Dr. Michael Ernst, De-
partment of Surgery, Hospital Neubrandenburg, Neubrandenburg; Dr. Helmut
Messmann, Dr. Esther Endlicher, Department of Internal Medicine, University
of Regensburg, Regensburg; Dr. Thomas Gress, Dr. Wolfgang Böck, Depart-
ment of Internal Medicine, University of Ulm, Ulm. We thank Mrs. Elvira
Przypadlo and Mrs. Margarete Schneider for their work in the study office.

We would also like to thank all collaborators who have contributed families
with pancreatic cancer to EUROPAC and specifically to the following for fami-
lies included in the present study (all located in the U.K.): Dr. Carol Chu,
Department of Clinical Genetics, St. James University Hospital, Leeds; Dr.
Fiona Douglas, Department of Clinical Genetics, Northern Regional Genetics
Service, Newcastle upon Tyne; Dr. Shirley Hodgson, Clinical Genetics, Guy’s
Hospital, London; Dr. Victoria Murday, Consultant Clinical Geneticist, SW
Thames Regional Genetics Service, St. George’s Medical School, London; and
Dr. Eamonn Sheridan, Department of Clinical Genetics, St. James University
Hospital.

Manuscript received June 6, 2002; revised November 19, 2002; accepted
December 18, 2002.

Journal of the National Cancer Institute, Vol. 95, No. 3, February 5, 2003 ARTICLES 221

D
ow

nloaded from
 https://academ

ic.oup.com
/jnci/article/95/3/214/2520582 by guest on 21 August 2022


