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There are many major ethical issues involved in the proposed study. These issues have
not been properly addressed in the proposal and the ICF. The proposal therefore can not
be approved in its current form unless the PI addresses all major concerns of IRB and
makes necessary revisions in the ICF. These issues are listed below.

1. The list of genes that will be tested for mutations are not provided. The IRB members
do not know how many of them are high penetrants and clinically significant (e.g.
BRCA1, BRCA2, PTEN, TP53, PALB2, APC, MSH2, PMS2, VHL, CDH1, ATM, etc). The PI
should categorize genes to be tested as high penetrance, intermediate penetrance,
low penetrance, and variants of unknown significance. These categories have to be
properly defined.

2. The submitted ICF has not fully informed participants about real-life risk to
themselves and their related family members. For instance, how detection of
germ-line mutation of significant clinical risk with high penetrance may adversely
affect them and their family members to get health or life insurance in the future. The
potential anxiety that could be created by the test results to patients and their family
members should be addressed in the ICF.

3. Inthe ICF, the Pl mentioned that “# 3 © & 38 #& | % % & R ¢ 7 B f‘;éiiz )y e g%
A4 E RGN RATITR A #& 0% 6 £ R This statement is ethlcally
unacceptable, because many mutations are high penetrants and clinically significant.
The PI has obligation to inform patients about clinical implication of such results to
patients and their family members, and how the health of patients and their closely
related family members can be protected. The PI should keenly be aware of that
almost all patients do not have adequate knowledge to determine whether they
should make written request for test results. It is irresponsible for the PI to leave this
decision solely to patients. To address this issue, the PI can categorize gene mutations
into high penetrance (for instance >5%), intermediate penetrance (between 5% and
2%), low penetrance (less than 2%), and variants of unknown significance. In the ICF,
the PI can state that patients will be informed about results of high penetrance gene
mutations and their clinical implications. Genetic counseling will be provided without
charge unless patients state that they do not wish to be notified or counseled. For
gene mutations of intermediate and low penetrance and unknown significance, the PI
can state that these types of mutations will not be shared with participants unless
specific written request is made. This issue can be made as an item for patients to
choose in the ICF.

4. The statementof “FIA FIF A i @G22 BFA TN 500 5 BET B R IRIE
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A EL D W REERPY > MKz s - F 3859 37 is highly inappropriate.
The need of genetic counseling arises from participating in this research project.
Therefore, genetic counseling should be an integral part of this research. It is
unethical to charge participants for gentic counseling.

This application therefore can not be approved in its current form.
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