LR EL 8
|18 |

14370139 §
0130516869

DBABEFRHOLE - #EMAEORES LT
BEHY Y LI RT ADBE

(ﬁ%ﬁ% 14370139)

Y 144E B~ 1 64F EERL AR S Bl Bh &
(HEE5E B)(2))

DR RIS &

FRR184 3 A

mgfzE WA =
L (RBAZAEREGRYHAN 88
LEA¥XZE I

0130516869

TSRS §




g X A

Wnﬁ%
FeEE - MR L (V%ﬁ%k%ﬁmf%@%ﬁ ﬂ %Z&)

A2 P RE AR (SFEHAL: TM)
[ERES Y Bt~ & &
SRR 14 G 3,700 0 3, 700
YRR 15 G 2, 900 0 2,900
ERK 16 GEBE - 2, 700 0 2, 700
W 9, 300 - 0 9, 300
WraeHR R

(1) FRw%E

1. Murakami Y, Okamura H, Sugano K, Yoshida T, Kazuma K, Akechi T, Uchitomi Y:
Psychological distress after disclosure of genetic test results regarding HNPCC:
apreliminary report. Cancer 101: 395-403, 2004

2. Chujo M, Mikami I, Takashima S, Saeki T, Ohsumi S, Aogi K, Okamura H: A

- feasibility study of psychosocial group intervention for breast cancer patients with
first recurrence. Support Care Cancer 13: 503-514, 2005

3 MM VA adranP—0BREBE VIIL FEyZ X BAD
BIRA T Y T, BRRFERESE 33: 693-697, 2004

4. M EGFE, BN C, MRFT, WEED, A5 EH SHEE TRz

R kﬂ%ﬁ@ﬁ”\f BEERBE-BLI 7Y 2, MEEAE 28:
609-613, 2005

(2) PEFEER |

1. Murakami Y, Okamura H, Sugano K, Yoshida T, Kazuma K, Uchitomi Y
Psychological distress after disclosure of genetic test results regarding HNPCC: a
preliminary report. 7th World Congress of Psycho-Oncology, Copenhagen, August
25-28, 2004

2. Chujo M, Mikami I, Saeki T, Takashima S, Okamura H: Effects of psychosocial
group therapy on the quality of life in women with first recurrence of breast cancer.
7th World Congress of Psycho-Oncology, Copenhagen, August 25-28, 2004

(3) Hih

LA T BEATRY T TOT e —F. B OBMEIAE. 4
V=Y URES: & 2 OIRRE (MTERRES) , FIUEE, 515 .
123-130, 2003

FERLANT £ D TIEFTAHE D A - BRI

2L LEEXENE

01305

1m»unmuuuuumnmmmummm f



EEEBRED O LD THDIBMEMEFERY R— 2 KIFA A (HNPCC) 2B 3
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QULEBNEBRORE I CEAET 2ERE2MBF T 57 %, Spearman’ s rank
correlation coefficient, Mann-Whitney U-test 7= i Kruskal-Wallis test
ZHWT, IES-R &R & 0 BEE >\ TR 21T 7-.

2TOREICBITS pEIIHBITHY, p<0.062HEE LK. 72, 2TOHK
FHAEMTIZIX Statistical Package for the Social Science(SPSS)ver. 13.0] for
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. ZOTDBEEREERE LR BEILSLLLRD, Z02H 47T £ L0 R—
ATAVRABE~OBMBEENEONT-. D%, LIEHERE (WS-R) 2IEET L7
14 2R, 46 4 & BRI & L.

2. [REFEODOEHRBME
RT3 46 B ONFRIT BN 22 &, KMk 24 £ TH YV, VIHERIT 49.5

+13. 0% 21~71 %) ThoT~. BEIEHE N 38 4 (82.6%) L &< FHA VWA HEE 37
4 (80.4%) LMotz BADBEEIZDWTIE, 32 4 (69. 6%)BEEEEAF L,
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4 (15.2%), ELLFBRTE TWEED 36 4 (78.3%), @AM L TWVWA=E 2 3
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ADBEITIHEREFELCBIZOVW TR LTV MERLBZ L EX L.
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MR RER LD, BEEHRBR%OLIEE R, WA 2T 5 EPQ-R
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MRRIE TRENRL, 15 SH R A—YF ) F 0 T OERAEROBERF O 0
EOTHLZEPHESNTEY, AFETETHEORRL2XETELDTH
ofz. F7z, PISD REMICHET ZMETIOE, MEREMOERICESET 2 BE
THO-MPEENDITEENHZZ L LEHINTEY, BEBEREREOL
BEERICL, SEADOR LR ~OWBEME, BRZELMEEEN S KX BT
BHL0EWB SN,

(2) FRIEHE A S EEM S

BIRIEBRATRZOLENER L WS-R OSEMDE L OBICEEREENL S
Nz, ZALETYH Bremner H 23T o 7=~ M LAIRBE D PTSD %%‘frﬁ% E L
750, PISD L@2Wr SN = REBEHMOWESRBRE LS L LEFRIZBVNTY, [
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BICESEEREEENAONZEORELH D, TOM, BAEELTMT 5 R
B L LT California Verbal Learning Test Z V>, PTSD \ZIZBIER OEE OE
ENFETHDLIENTENDIRE, PISD KBWTIHEESEDEOEENE LT
VB END RARITHEERLTWS., AFE/ERED 215 0 &RTHE & RS,
DEPER L EEESE, B SHEtRERES L OEELZXFTbDTH 7.
PTSD & SR EIC OV T, AMFWARNERMS L, PISD B L LE
LR RADOEENRFET I EHAEEINTVS., L, RIEEEMNPISD IZ &
260D, HOHVIITLRTEEELZE TO2EDBPISDIZRILTVONEND
FIHIZ OW T A RER/ BTN TWA L0, HERRBIEN TS £ TIZEE
STV, KIFRECEGEBRHAREOLENEROM S L BRIFRBERETOK
WELBHEN A BERZBEEZ R LEZ &, A RBEERENSBENEIZE, LV .O0H8
WERELZZTRTVWI L ERBLTWAS., T72bb, MEERIBNIEE OREE
BEFEEL, 5 LEEETONMEER, BIOENIZMHELEZR L 2A~D5H40L
DOEEE WSR2 MU AEFHED, T2 L0EBNEROMIAHET L L 2NH#
KENT. THIZDWTIE, Gilbertson b 23 —IIMENA 2 /R IIEREHE O HI
EZIT2 72 PISDMFRICB N THRIROBEDR 2SN TRY, Wk bIEHENT
W BB DO BERA 3, PTSD ORRLEVWHIEI DV b LARRAER T IEERETH
v, BEMEERIEREME S, R DU AMESMEE b oMK TIE, SMERBRTEIC PTSD I
BEBTOIEMPEEDLEWVWIFRBREIFTE T A0 VD, AR
W5 BRRIC DWW TiE, PTSD O BER A X B E DM EHEDIZ), PR ER
ERIIFEALRRAFBZELTNE72D, BHETIERT X TEZER L) 2 T
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INTRODUCTION

Hereditary non-polyposis colon cancer (HNPCC), the most common
hereditary colon cancer syndrome, is an autosomal dominantly inherited disease
associated with an increased lifetime risk of a range of cancers. This syndrome has
been associated with germline mutations in either one of the five DNA mismatch
repair genes. Mutations in these genes confer a lifetime risk of colon cancer of
approximately 80% to 85%. The number of known genetic mutations that are
associated with cancer susceptibility is growing at an exponential rate, and the use
of genetic testing for cancer susceptibility is becoming more widespread.
Genetic testing is now available for the main cancer susceptibility genes, in which
rare mutations predispose to uncommon inherited cancer syndromes, such as
HNPCC. However, despite these scientific advances, there is a few of data on
psychological effects of testing for cancer genetic mutations.

To date, the two studies have evaluated the psychological consequences of
undergoing a genetic test for HNPCC. Actan-Collan found that unaffected
individuals who received positive test results exhibited increased anxiety
immediately after the time of disclosure of the genetic test and that the degrees of
anxiety did not change significantly before the first counseling, one and 12 months
after disclosure, irrespective of the test results. Although their results provided
information on the course of anxiety by including a one-year follow-up evaluation,
their subjects consisted of only unaffected relatives. Gritz evaluated psychological
outcomes before genetic testing for up to 1 year after disclosure of test results in
155 cancer-affected and —unaffected participants. Affected and unaffected carriers
had higher mean test-épeciﬁc distress scores at 2 weeks postdisclosure compared
with noncarriers in their respective groups; however, scores decreased for affected
carriers and all unaffected participants from 2 weeks to 12 months postdisclosuré.

Because they, however, assessed test-specific distress and anxiety with
Self~rating questionnaire alone, without the use of more accurate method for the
clinical evaluation of psychiatric disorders, it is difficult to compare the rates of
clinically significant psychological distress cases. Furthermore, there is little
available evidence to suggest that being informed about degree or continuous of

feelings of guilt in detail after the disclosure of genetic test results that are a
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known specific psychological response among subjects with undergoing genetic
testing. Therefore, we proposed the study to identify the short- and long-term
psychological distress and feelings of guilt after disclosure of HNPCC genetic test
results using the Structured Clinical Interview.

In our short-term result after one month in 42 probands and unaffected
relatives, the disclosure of genetic test results did not cause significant
psychological distress, such as major depression and/ or posttraumatic stress
disorder, in Japanese probands and unaffected relatives. Whereas 12% of
participants were mild psychological distress, such as minor depression and/or
posttraumatic stress symptoms, especially in individuals with a history of major or
minor depression. Moreover, feelings of guilt were exhibited in 12% of probands
and relatives, irrespective of their test results. However, because our results did
not reach a conclusion whether or not short-term consequences were temporal
response, this paper showed the long-term results.

The purpose of this longitudinal study were to identify the prevalence and to
explore predictive factors of psychological distress following the disclosure of
genetic test results for HNPCC in Japanese, both in probands affected with cancer
and in unaffected relatives using a rigorous diagnostic interview at 12 months after
the disclosure. We also elucidated the prevalence, levels; and objects of guilty

feelings at 12 months after the disclosure of the test results.
'MATERIALS AND METHODS

Study procedure

During October 1999 to September 2002, we performed psychological study
on the consecutive clie'nts who visited outpatient clinic specialized for familial
cancer syndromes the National Cancer Center Hospital (NCCH) in Japan. The
Genetic Counseling and Testing Protocol and Psychological study procedure has
been described in detail elsewhere (Cancer in submission). Briefly, all eligible
probands who fulfilled either the Amsterdam criteria, the Japanese clinical criteria,
or the HNPCC-variant criteria and were offered an option for HNPCC genetic
testing and unaffected relatives were informed about the psychological study after
the genetic counseling and testing session. Those who provided their written

consent conducted a baseline interview immediately after the genetic counseling



or within a week.

After two months, the participants were informed of their genetic test results.
The subjects who cdmpleted the baseline and one month interview were contacted
to conduct for at 12-months follow-up interview. Those agreed follow-up
interview were assessed for psychological distress and feelings of guilt at 12
months after disclosure. Psychological distress included major and minor
depression, posttraumatic stress disorder (PTSD), and posttraumatic stress
symptoms. |

Measures

Major and minor depression at baseline, one and 12 months after disclosure

We assessed the major and minor depression to obtain information pertaining
to the prevalence, each subject was interviewed at baseline, one and 12 months
after the disclosure of their genetic test results by a trained nurse (Y.M.) and a
psychiatrist (H.O.) using the Structured Clinical Interview, based on the
Diagnostic and Statistical Manual of Mental Disorders, 3rd edition revised
(DSM-III-R) (SCID) for major depression. Additionally, criteria for minor
depression were adapted from the Diagnostic and Statistical Manual of Mental
Disorders, fourth editié_n (DSM-1V) research criteria. The reliability of the
interview ratings was determined by having a second rater attend a random sample
of 30 interviews. The reliability of the minor depression diagnoses was excellent
(kappa statistics = 1.0), while a rating for the diagnosis of major depression was

not conducted because none of the subjects met the diagnostic criteria.

Genetic test-related distress at one and 12 months after disclosure

A diagnosis of PTSD were made using the Structured Clinical Interview
based on the DSM-IV (SCID) at one and 12 months after disclosure. PTSD
consists of three posttraumatic stress symptoms (PTSS): re-experience, avoidance,
and hyper-arousal. Although a rating for the PTSD diagnoses were not conducted
because none of the subjects met the diagnostic criteria, the reliability of the PTSS

was excellent (kappa statistics = 1.0).

Feelings of guilt at one and 12 months after disclosure

To assess feelings of guilt, each subject was interviewed one and 12 months
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after disclosure and asked whether he or she had felt guilty about anything in
connection with the test results and, if so, with whom the guilt was associated.
The level of the guilt feelings was assessed using four Likert-style items (1 = not
at all, 2 = somewhat, 3 = moderately, 4 = severe). When the subjects indicated that
they felt guilty, a semi-structured question was asked to clarify the reason for the
guilt (for example, “would you tell me why you feel guilty to somebody?”).
Qualitative data were recorded at the time or immediately after the follow-up

interview.

Sociodemographic and clinical variables

We evaluated sociodemographic and clinical variables on potential predictive
factors for psychological distress. Data on age, sex, marital status, employment
status, education level, religion, household size, cancer status, and number of first-
and second-degree relatives affected with HNPCC-related cancer were obtained by
a semi-structured interview at baseline. We evaluated the subject’s history of

major and minor depressive disorders and life-time PTSD using the SCID.

Statistical analysis _

Descriptive statistics were used to characterize the subjects in terms of their
genetic test results, the prevalence of psychological distress, and feelings of guilt.
To identify the psychological effect of genetic test result disclosure, we compared
the prevalence of major or minor depression at one-month and 12-months
follow-up examination using the McNemar test. Psychological distress was
dichotomized on the basis of the SCID (present if the subject met the criteria for
major or minor depression, PTSD, or PTSS at the 12-months follow-up interview:
absent if no psychiatric diagnosis was made). We used the Student t-test, and
Fisher exact probability test or chi-square test to compare sociodemographic,
medical, and psychological factors between subjects with or without psychological
distress at the 12-months folrlow-up. To explore possible predictive factors of
psychological distress and feelings of guilt at the 12-months follow-up, baseline
variables and genetic test results were included in the univariate analysis. All
reported P values are two-tailed. The statistical software SPSS 11.0J for Windows
was used to perform all the data analyses (SPSS Japan Institute Inc., Tokyo, J apan,
2002). Qualitative data with regard to feelings of guilt were briefly summarized

keeping original meaning of the subjects’ words.
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RESULTS
Achievement of long-term psychological study interviews

Fifty-nine individuals visited the outpatient clinic at NCCH for genetic
counseling regarding HNPCC during the study’s entry period. Of the 51 eligible
individuals, 47 subjects completed the baseline interview and four refused to
participate in the psychological study. The four individuals who refused to
participate were men who were probands, and included all the three subjects who
also rejected the genetic testing protocol. By one month after disclosure, three
probands refused to participate because of busyness, and additional two subjects;
proband and relative, decided not to receive the genetic test results and did not
wish to continue participating in the psychological study any more. Thus, of the 47
subjects who completed the baseline interview, 42 subjects (89%) completed the
one-month follow-up interview. By the time of the 12-month follow-up, 3
probands and 6 relatives did not response for invitation letter of follow-up
interview, 1 proband and 1 relative refused to participate because of busyness, and
the one proband refused an invitation due to physical burden because she
diagnosed with endometrial cancer the third-diagnosis for her and underwent a
hysterectomy during the last year. Thus, the final study group consisted of 30
subjects, 22 probands and 8 relatives, representing 58.8% of all eligible subjects.
Of these 30 subjects, 2 subjects (5%) completed the follow-up interview by
telephone because they lived far from the hospital. The baseline variables, age, sex,
marital status, children, education, employment, religion, household size, number
of first-degree relatives affected with HNPCC-related cancer, and the presence of
psychological distress at baseline and/ or one-month interview of the subjects who
completed the 12-months follow-up interview did not differ from those who of the

subjects who dropped out.
Characteristics of study subjects

The present sample was comprised of 22 probands and 8 relatives who
completed the baseline, one- and 12-months follow-up interviews and received the

genetic test results. There was no difference statistically between probands and

relatives relating to the baseline variables, which were age, sex, marital status,



children, education, employment, religion, household size, number of first-degree
relatives affected with HNPCC-related cancer, and psychological distress of
history, at baseline and 1 month after disclosure. Of the 22 probands, 5 (23%)
received positive test results and 17 (77%) received uninformative test results.
Three of 8 relatives (38%) received positive test results, and 5 of 8 relatives (62%)

received a definitive negative test results.
Prevalence of psychological distress at 12 months after disclosure

None of the probands or relatives met the criteria for major depression and/or
PTSD at the time of the 12-months follow-up interview. Of the probands, three
(13.6%) met the criteria for minor depression and two (9%) met the criteria for
PTSS; re-experience and hyper-arousal, respectively, at 12 months after disclosure,
~ and the prevalence of clinical psychological distress was 22.7% (5/22). The
subjects with psycholdgical distress at 12 months after disclosure were only
probands. Regarding the clinical course of the psychological distress, four
probands (100%) with psychological distress at one month (n=4) were diagnosed
with same kinds of psychological distress at 12 months continuously. Of these four
probands, three had received a positive result and the other one had received an
uninformative result. Of the probands without psychological distress at one month
(n=18), only one who had received an uninformative result was newly diagnosed
with psycholbgical distress (re-experience symptom) at 12-months follow-up
interview. On the other hand, the only one relative who met the criteria
psychological distress (re-experience) at one month was not diagnosed with any

psychological distress at 12 months although she had received a positive result.
Predictive factors for psychological distress at 12 months after disclosure

As a result of the univariate analyéis for probands, presence of a history of
major depression, lower score of EPQR-extraversion and higher score of EPQR-
neuroticism at baseline, and presence of psychological distress and feelings of
guilt at one month after disclosure were significantly predicted for psychological
distress at 12 months after disclosure.



Feelings of guilt at 12-months after the disclosure of the genetic test results

Of the 22 probands and 8 relatives, three probands (13.6%) and one relative
(12.5%), respectively, experiericed a sense of guilt at 12-months after the
disclosure of the genetic test results (Table 3). All four subjects were female.
Two probands (100%) with feelings of guilt at one month (n=2) were persisted
with feelings of guilt at 12 months continuously, and they had received a positive
test result. Of the probands found not to be feelings of guilt at one month (n=20),
only one proband who had received an uninformative result newly experienced
with feelings of guilt at 12 months. Of the three relatives were experienced
feelings of guilt at one month after disclosure, the only one who had received a
definitive negative result had persistent feelings of guilt for one year. Although the
three probands were overlapped between psychological distress and feelings of
guilt at 12 month after disclosure, the relative did not fulfill the any diagnosis
criteria. Of the subjects experienced feelings of guilt, three probands felt guilt
towards their children and the one relative experienced a sense of survivor guilt
towards a cousin. Among the relatives Wére experienced feeling of guilt at
one-month follow-up interview, 2 relatives did not persist the feeling. One relative
who had received a positive result answered that I felt sorry to my children having
possibility passing on the my disease gene, but I reconsidered I did not have to
feel of guilty because genetic mutation was not able to prevent and was not the
consequences of my bad behavior. The other, who had received a definitive
negative result and felt guilty at one month to young sister had already diagnosed
colon cancer and underwent colectomy, answered that I decided never to say to

sister my genetic test result, but I did not have feelings of guilt nowadays.
DISCUSSION

This is the first longitudinal study to assess psychoiogical distress using the
SCID in Japanese probands and unaffected relatives during a 1-year period after
disclosure of HNPCC genetic test results and to identify predictors of their
psychological distress at 12 months after disclosure. In addition, this study
~revealed the prevalence of feelings of guilt through an investigation extending for
1 year after disclosure. |

In our study, none of the subjects met the criteria for major depression and



PTSD at 12 months after the disclosure of their test results. This finding appears to
be supported by the previous reports that no serious adverse psychological
sequelae of genetic testing have been observed after disclosure of genetic test
results, although there is difference of methodology between structured clinical
interview and questiohnaires. The present findings are distinctly different from the
prevalence of major depression associated with following .a primary diagnosis of
sporadic cancer (14 to 38%) or the prevalence of current PTSD (2.5 to 6%) or
lifetime PTSD (4 to 5%) in survivors of breast cancer. Probands who have already
experienced disclosure of cancer diagnosis may be less affected by disclosure of
genetic test results. Genetic testing results were not life- threatening information
for them compared with cancer diagnosis. Furthermore, before taking the genetic
testing, many probands already assume that they are mutation carriers, because
they experienced some features of hereditary cancer .syndrome like diagnosed
young age, multiple sites for cancer, and presence of familial members with cancer.
Thus, probands may be prepared to receive the test results at the session of
disclosure of genetic test results. In contrast, for relatives, although detection of
highly penetrant genetic mutations might indicate a substantially higher risk that
disease might be inevitable, the genetic information is predictive for future health
and is not determinant of current diagnosis and threat to life. Moreover, the
limitations of explanation of genetic test results might contribute to the no impact
of psychological distress as major depression and PTSD. This study could make
comparisons with the rates of clinically significant psychological distress between
after disclosure of HNPCC genetic test results and a primary diagnosis of sporadic
cancer or current posttraumatic stress disorder using the SCID. It is meaningful for
clinical setting of genetic counseling to talk about genetic information with
hereditary family members. ; |
However, there was mild psychological distress at 12 months a'fter\discldsure
of genetic test results. Only probands (22.7%) fulfilled the criteria of minor
depression and PTSS, and up to 80% of the probands who met the criteria ininor
depression and PTSS at one month after disclosure have shown sustained
psychological distress during the 1-year period after disclosure. Also, there was a
proband met the criteria of psychological distress at 12 months after disclosure
newly. Cancer is life-threatening disease and its impact cause sefious damage 'to
individuals’ psychologic well being. Cancer diagnosis and course of treatment is

personal experience for probands. Genetic information, however, is sharing -



offspring and they concern about the transmission of a hereditary cancer to a child.
It has been reported that individuals with minor depression is associated with
significant functional impairment and have the potential to develop major
depression. Therefore, adequate psychological assessment and careful follow-up is
needed for probands undergoing HNPCC testing. The presence of a history of
major depression should be determined during the first counseling session, and if
subjects had the risk factor, should be recommended careful follow-up to early
detection and intervention for long-term psychological distress. However, it
should not ignore that the proband who was neither psychological distress at one
month nor history of major depression was newly met the criteria with PTSS at 12
months. Thus, healthcare provider should pay attention to psychological distress
that it could happen to every time in addition to the assessment of the first genetic
counseling session. Moreover, it might be one strategy to plan the 12-months
follow-up counseling when the first counseling session was conducted to detect
long-term psychological distress.

In the present study, 13% of the subjects felt a sense of guilt at the 12-months
follow-up interview. This is the first report regarding the prevalence of a sense of
guilt long-term assessment after disclosure of genetic test results for HNPCC.
This study identified that the feelings were not only temporal reaction after one
month but also persistent response to 12 months after disclosure of genetic test
results. Guilt has normal psychological and social functions, but special intensity
characterizes mental disorders, such as depression. For probands were diagnosed
with both psychological distress and feelings of guilt at 12 months follow-up
interview. Especially, two probands who had the presence of a history of major
depression continued feelings of guilt from one month to 12 months. Three
mothers probands felt guilty towards their children about their preoccupation with
the possibility of developing HNPCC-related cancer in the future, regardless of the
fact that their children had not yet undergone genetic testing and it was not known
if the children had inherited the mutation. This finding indicates that the
identification of adverse effect such as inheritance in women with children may be
stressful to mothefs, even though it is a possibility. Also, one relative who
received negative test résults experienced survivor guilt towards a cousin who had
been diagnosed with cancer from one month to 12 months after disclosure.
Previous study reported that this guilt feeling was related to feelings of inadequacy

in helping other relatives who had had cancer. Because the relative no fulfill the



any criteria of psychological distress, this survivor guilt feeling might be normal
response. However, they were not shut of kinship and cousin’s hereditary cancer
has no known complete cure, which means the relative will keep with feeling
forever. Therefore, it is necessary for unaffected relatives to monitor the presence
of survivor’s guilt, regardless of genetic test results. It is also necessary for further
study to investigate whether only women experienced feelings of guilt or not.
The present study revealed two types of long-term guilty feelings that possibility
of the transmission of a genetic disease to a child and survivor guilt, and suggests
that potential feelings of guilt should be examined in subjects undergoing HNPCC
genetic testing, regardless of their test results.

There are several limitations to our study, indicating a need for caution when
interpreting the findings. First, there was sampling bias, because the results were
obtained from only one institution, which was a teaching cancer center hospital.
In addition, the sample size was relatively small. Second, genetic counseling and
testing were offered to participants free of charge. Thus, the participation rates
observed in the present study may overestimate that of the general population
participating in genetic testing in a clinical setting. Thirdly, it was disappointing
that measurement at baselirie for psychological distress could not be obtained
before first genetic counseling session, thereby limiting the comparison of overall
degree of change from pre-counseling psychological functioning. Pre-counseling
psychological status in this study may not really reflect baseline mental health
because of the high stress of the moment. Finally, the prevalence of psychological
distress in Asian countries is generally lower than in western countries, possibly
because of cross-cultural differences (ie, social stigma, cultural reluctance to
endorse mental symptoms, and low divorce rate). The interpretation of the results
in this study is cautious.

We conclude that major depression and PTSD were not detected in Japanese
subjects at 12 months after disclosure of genetic test results using the SCID.
However, a few probands met the criteria for minor depression and PTSS,
regardless of their test results. These results indicate that the possibility of
psychological distress should be taken into account when conducting genetic
counseling and disclosing genetic test results, especially in individuals with a
~ history of major depression after the first genetic counseling session. Moreover,
| feelings of guilt were exhibited in both probands and relatives, irrespective of their

test results. Furthermore, this study revealed that some of psychological distress



and feelings of guilt at one month were persistent to 12-months follow-up. Thus,
healthcare providers should assess the presence of history of major depression at
the first genetic counseling session, and continue to monitor these individuals who
have the risk factor, and should monitor probands and relatives closely in spite of

genetic test results and cancer status.





