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<Explanation for gene analysis and research aspects of abnormal hemoglobinopathies>
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This manuscript explains the gene analysis of abnormal hemoglobinopathies (abnormal
hemoglobin and thalassemia) to a relevant patient and/or to the patient’s family. We ask
that you make a determination as to whether you should have your samples analyzed
based on your attending doctor’s advice. You will not be disadvantaged or discriminated

against in daily medical treatment because you do not undergo this analysis.
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Reason for and significance of this analysis:

Hemoglobinopathy is relatively uncommon among Japanese, but it is common around
the world. Since it is an inherited disorder, a cure can basically be not expected. However,
knowledge of its presence may help cope with the transient exacerbation of anemia or
avoid unnecessary iron treatments. In addition, it may be practical in preventing
conception of a fetus with severe symptoms (hemolytic anemia) for a couple at risk,
although ethical issues must also be considered. Autosomal recessive individuals
(carriers) have almost no problems in daily life, and only the knowledge of being a carrier
may be sufficient in coping with hemoglobinopathy, which is the reason why a definitive
(or accurate) diagnosis is recommended for a carrier. With the advancements in recent

gene analysis, a more accurate and detailed diagnosis can be obtained.
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Details and limitations of this examination (analysis):

Here performed are (DThe presence or absence of an abnormality by a screening
program, @ In addition, gene analysis as an option is conducted in accordance with a
patient’s or his/her parent’s request. It is composed of GAP-PCR for large deletion of the
a-globin gene (SEA-type, FIL-type, -a37-type), the anti a37-type, and sequencing analysis
for the B- and a-globin genes. However, there are some cases in which the cause cannot
be determined by the above methods or the patient’s clinical manifestation cannot be
fully explained. @In such cases, further analysis of globin or other genes may be
conducted at the research level under the guidance of Yasuhiro Yamashiro, Ph.D. (former

associate professor at Yamaguchi University School of Medicine).
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Expected effect from this analysis:

In principle, this is a conclusive diagnosis for a hemoglobinopathy, and wherever the
patient may travel around the world the results are available. As mentioned above, if
the patient correctly understands the disease that he/she has, the patient will be able to
cope with it appropriately and will not have to feel anxious about the disease
unnecessarily. If the modifying factors that worsen the hemoglobinopathy are disclosed,

this may be beneficial in understanding the disease and coping with it. However, there
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may be cases where a disease cannot be completely elucidated by the current research

technology.
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Privacy protection:

Patient’s privacy is completely protected, and it is strictly kept.
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Management of samples after analysis is completed:

When additional factors that may be important for diagnosis and/or treatment are
discovered, further analysis for research may be necessary. Samples in such cases are
very important, and with your consent, samples will be stored at the Fukuyama Medical
Laboratory under strict condition until the end of the research. When a new research
project using remaining samples is instituted, it will be forwarded in advance to our
ethics review committee to obtain approval for the project. After the research is
completed, the specimens will be disposed of in a sealed container and incinerated in a

manner that does not allow individuals to be identified.
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Publication of test (research) result and intellectual property rights:

With accumulation of the analysis of samples, the data of hemoglobinopathies and their
figures in Japan are re-evaluated periodically and published. New mutations and new

scientific findings will be published on academic conferences or in academic journals
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under careful protection of each patient’s privacy. Research results may give rise to
intellectual property rights such as patent rights, but please note that such rights belong
to our company side and do not belong to the requesting medical institution or the patient

themselves.
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Providing clinical data from a doctor to us:

Clinical data before application of a sample analysis is requested to a doctor who refers
a patient’s samples, because such data is important in the process of making an accurate
diagnosis. Data will not be used for other purposes than analyses related to

hemoglobinopathies.
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Genetic counseling:
Hemoglobinopathy is a genetic disorder and passed on to offspring. However, the
majority of cases fall under less severe symptoms and are typically diagnosed with a mild

degree of anemia. Should you have any concerns, please consult your attending doctor.
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Withdrawal of consent to test (research)

Even after consenting to this test (research) and submitting a consent form, the patient
or family may withdraw the test (research) for their convenience. In addition, you will

not suffer any disadvantages in daily medical treatment.
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Written informed consent

VST

Dear doctor

ZOE, TAFZRFERE] OREIZHZY, FPSCEICTEH SN TS FiiHE
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I received a detailed explanation for the items described below from the attending doctor
and understand the importance of the examination.

Fxy 7 (L)
Checkcolumn (L)

1) ZOMAEORM L EHE O
reason for and significance of this analysis

2) BMEOHNE O
details and limitations of this examination (analysis)

3) MAMEICIVHIRFSNDR O]
expected effect from this analysis

4) TTA N —DlRi# L]
privacy protection

5) AMRAER THROMELOE Y FNZHNT O
management of samples after analysis is completed

6) A (BF70) AERONEK L IR EREIC OV T O
publication of test (research) results and intellectual property rights

7) BRIRT — 2 Ok O
providing clinical data from a doctor to us

8) Wik vt IIZONT O

genetic counseling

9) . (WF7E) ~DFEEOHEICSNT

withdrawal of consent to testing (research) U]
H  {fmate GENY) Haow Ho
X 4 Name) Fl (H%) (ignature)
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R L E7,
I acknowledge that I have directly explained the examination for the hemoglobinopathy to

the patient or to his/her parent(s) and they have consented.

H fFwmate Fw Ao H D)

j:l_a. %’I IE Eﬂi@?% . ,EE]Z] (Attending doctor’s affiliation *+ name)

Fl (H®) (Signature)

ZOREOHER, MEAREFIEDOZW-CIRRICA LB T2 oo o6
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If new findings that may be effective in diagnosis and/or treatment related to the

hemoglobinopathy are discovered, I agree to allow use of the samples for further detailed

analysis related to hemoglobinopathy.

O Fyes 0 WX no (FzvZ (L) ZAILTTFIVY) (Check column (1))

H fdate iy Haw H D)

K %(Name) EI] (E %) (Signature)

AREIZOWTOBAIL, HRE ZANCRPEERALAESNE L L%
e LE7,
I acknowledge that I have directly explained the examination for the hemoglobinopathy to

the patient or to his/her parent(s) and they have consented.

H ftate oy Haw H D)

j:ﬂ %/l E Efﬁﬁﬁ% ° EEIZ[ (Attending doctor’s affiliation *+ name)

EI_J ( ﬁ %‘) (Signature)
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