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2402: Disease Classification

The Disease Classification Form is required for all transplants, including subsequent transplants on the
comprehensive report form track and cellular therapy infusions when the indication is malignant hematologic
disorder, non-malignant disorder or solid tumor.

All transplant centers participating in the CIBMTR must submit a Disease Classification Form (Form 2402)
for each allogeneic (related or unrelated) hematopoietic cell transplant (HCT). The Disease Classification
Form is a requirement of the SCTOD for all United States transplant centers when either the stem cell
donation or the transplant occurs within the United States. For more information regarding the SCTOD, see
General Instructions, Stem Cell Therapeutics Outcomes Database.

Although data regarding recipients receiving autologous HCT are not required to be submitted as part of the
C.W. Bill Young Transplant Program, the CIBMTR is highly committed to collecting data on these recipients
for research studies. Centers choosing to report autologous data to the CIBMTR must report on all
autologous transplants performed at their center. For more information regarding data reporting for
autologous HCT, see General Instructions, Autologous Hematopoietic Stem Cell Transplant.

The Disease Classification Form may be submitted to the CIBMTR up to two weeks prior to the start of the
recipient’s preparative regimen. The Disease Classification Form is due the day of infusion (day 0), and is
past due if not received by that date.

The Disease Classification Form is designed to capture important details regarding the recipient’s primary
disease for which the reported HCT is being given. Key reporting areas differ depending on the disease
reported (question 1), but may include disease type, subtype, transformations, cytogenetic and molecular
markers, disease-specific laboratory results, staging, and disease status.

For recipients receiving a subsequent HCT:

Transplant centers must submit a Disease Classification Form for all subsequent HCTs; this includes
recipients assigned to the TED Forms and the Comprehensive Report Forms by the form selection
algorithm.

For the majority of subsequent HCTs, the recipient will remain on the original follow-up form track (TED or
CRF) assigned by the form selection algorithm. For more information regarding center type and the form
selection algorithm, see General Instructions, Center Type and Data Collection Forms. A recipient may need
to change tracks if enrolled on a study that requires comprehensive forms.

For recipients of multiple transplants, transplant centers are not granted access to a subsequent Disease

Classification Form in FormsNet3SM until the Post-TED (Form 2450) or Post-Infusion Data Form (Form
2100) from the previous transplant has been completed.

Links to Sections of the Form:
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Q1-2: Primary Disease for HCT

Q3-95: Acute Myelogenous Leukemia

Q96-163: Acute Lymphoblastic Leukemia

Q164-167:

Acute Leukemias of Ambiguous Lineage and Other Myeloid Neoplasms

Q168-178:

Chronic Myelogenous Leukemia

Q179-259:

Myelodysplastic Diseases

Q260-372:

Myeloproliferative Diseases

Q373-379:

Other Leukemia

Q380-397:

Hodgkin and Non-Hodgkin Lymphoma

Q398-445:

Multiple Myeloma / Plasma Cell Disorder

Q446-447:

Solid Tumors

Q448-449:

Severe Aplastic Anemia

Q450-483:

Inherited Abnormalities of Erythrocyte Differentiation or Function

Q484-491:

Disorders of Immune System

Q492-493:

Inherited Abnormalities of Platelets

Q494-496:

Inherited Disorders of Metabolism

Q497-501:

Histocytic Disorders

Q502-505:

Autoimmune Diseases

Q506-507:

Tolerance Induction Associated with Solid Organ Transplant

Q508: Other Disease

Manual Updates:

Sections of the Forms Instruction Manual are frequently updated. The most recent updates to the manual

can be found below. For additional information, select the manual section and review the updated text.

If you need to reference the historical Manual Change History for this form, please click here or reference

the retired manual section on the Retired Forms Manuals webpage.

Date

8/19/
2020

8/19/
2020

8/18/
2020

7171
2020

Manual
Section

2402:
Disease

Classification

2402:
Disease

Classification

2402:
Disease

Classification

2402:
Disease

Classification

Add/
Remove/ Description
Modify
Blue information box added above question 412 to indicate questions 412 —
Add 441 refer to the labs and assessments performed at the diagnosis of the
primary disease for transplant.
Updated the Common Disease Transformation table for CLL to NHL, found in
Modify question 1-2. When a recipient transforms from CLL to NHL, multiple sections
of the Disease Classification (2402) Form are not required to be completed.
Blue information box added above Q279 to provide instructions on how to
Add report CALR testing: If CALR testing was performed but the lab report does

not specify the type, select “not done” for questions 284 and 285 and specify
the results as either “positive” or “negative” for question 286.

Updated question 92 by removing the strike through sentence: Fhis-guestion
Removed is-optionalforinternational-centers. This question is required to be answered

for both domestic and international centers.
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Clarification added on how to report the diagnosis date for recipients with
congenital immunodeficiency in question 1: If the recipient was diagnosed
prenatally (in utero) or was diagnosed with a congenital immunodeficiency,
report the date of birth as the date of diagnosis.

Updated the “Complete multiple disease sections of the Disease Classification
Form?” column of Common Disease Transformations table above question 1
for the following transformations: MDS or MPN to AML: Yes — AML and MDS /
or MPN; JMML to AML: Yes — AML and MDS /MRN (select questions only);
CLL to NHL (i.e., Richter's Syndrome): Ne Yes — NHL and CLL

Added red warning box at the top of question 1 to provide clarification (red
text) on what assessments to report for the “at diagnosis” time point if a
previous infusion has been reported to the CIBMTR and relapse or
progression occurred: For many diseases, the CIBMTR data collection forms
capture disease assessments at multiple timepoints pre- and post-infusion. If
the indication for this recipient’s HCT / Cellular Therapy is relapsed /
progressive disease and they have had a previous transplant that was
reported to the CIBMTR, only disease assessments performed after the
disease relapse / progression occurred need to be reported. In this case, the
disease assessments “at diagnosis” would be the disease assessments
performed at the time relapse / progression occurred (prior to the initiation of
therapy). Some pre-infusion forms on the Case Report Form (CRF) track have
different reporting rules, depending on if a pre-infusion CRF had been
previously completed for the recipient. Carefully review the Disease-Specific
CRF manuals for additional information.

Provided clarification to question 371 that the molecular response should only
be reported based on the detected driver mutations.

Added clarification on how to report the pre-HCT disease status for recipient
with amyloidosis who do not receive therapy. If therapy was not given to treat
amyloidosis, report “Unknown”

Added clarification that chromosomal microarrays / chromosomal genomic
arrays should be reported within the FISH assessments data fields.

Updated disease indication mentioned in guidance for answering question
101 from AML to ALL.

Updated the following disease status criteria for hairy cell leukemia for
question 378: Complete Remission, Stable Disease, and Progressive
Disease.

Updated questions 23 and 115 so that, wherever indicated, “microarray” is
now “chromosomal microarray”.

Updated question 389 to include criteria the the PET or combination PET / CT
scan must meet to answer “yes” for this question.

Version 5 of the 2402: Pre-TED Disease Classification section of the Forms
Instructions Manual released. Version 5 corresponds to revision 5 of the Form
2402.
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Q1-2: Primary Disease for HCT / Cellular
Therapy

«l» Disease Classification Questions

=

The newest versions of the TED Forms use the World Health Organization (WHO) disease
classifications. The Disease Classification questions contain all of the established WHO
disease types and subtypes. The “other, specify” category should be used only if the
recipient’s disease is not one of the listed options. For more information regarding disease
classification, consult a transplant physician, contact the CIBMTR Customer Service Center,
or visit the WHO website at: http://www.who.int/classifications/icd/en/.

Several of the Disease Classification questions ask for “Status at Transplantation.” Although
there are many interpretations of disease response criteria, when reporting data to the
CIBMTR, use the guidelines in this manual to determine disease status. A majority of
the disease response criteria are established by an international working group. Citations of
resources used to define disease responses are included where applicable.

If the recipient’s status is unclear, consult with the transplant physician for further
information or contact the CIBMTR Customer Service Center.

Subsequent HCT / Cellular Therapy for Disease Relapse:

For many diseases, the CIBMTR data collection forms capture disease assessments at
multiple time points pre- and post-infusion. If the indication for this recipient’'s HCT / Cellular
Therapy is relapsed / progressive disease and they have had a previous infusion that was
reported to the CIBMTR, only disease assessments performed after the disease relapse /
progression need to be reported. In this case, the disease assessments “at diagnosis”
would be the disease assessments performed at the time of relapse / progression occurred
(prior to the initiation of therapy). Some pre-infusion forms on the Case Report Form (CRF)
track have different reporting rules, depending on if a pre-infusion CRF had been previously
complete for the recipient. Carefully review the Disease-Specific CRF manuals for additional
information.

Malignant vs. Non-Malignant

Malignant diseases involve cells dividing without control that can spread to other parts of
the body through blood and lymph systems. These diseases are usually characterized by
unlimited, aggressive growth, invasion of surrounding tissues, and metastasis.
Non-malignant diseases involve cell overgrowth, but lack the malignant properties of
cancer.

The CIBMTR database disease codes are represented in parentheses after the disease
subtype on the Disease Classification questions and can be helpful in mapping diagnosis
[e.g., Myeloid Sarcoma (295)], and determining if the disease is malignant or non-malignant.
Disease codes (10-299) indicate a malignant disease, with the exception of Paroxysmal
Nocturnal Hemoglobinuria (PNH) (56). A disease code of (300) or above indicates a non-
malignant disease, with the exception of disease code (900), which could indicate either a
malignant or non-malignant disease.
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If the indication for HCT is due to a combination of diseases or a transformation of one disease to another, it
may be necessary to report multiple disease classifications. The tables below list how common examples of
disease combinations and transformations should be reported using the Disease Classification questions.

Common Disease Combinations

Disease Report Primary Report disease Complete multiple disease sections of the
Combinations Disease as: diagnosis date of: Disease Classification Form?

FAN or SAA

and AML AML AML No

FAN or SAA

and MDS MDS MDS No

MYE and AMY MYE MYE No

Common Disease Transformations

Disease Report primary Report disease Complete multiple disease sections of the
Transformation disease as: diagnosis date of: Disease Classification Form?
MDS or MPN to AML  AML AML Yes — AML and MDS or MPN
JMML to AML AML AML Yes — AML and MDS (select questions only)
NHL to another NHL Slecond.NHL S_econd lNHL No

diagnosis diagnosis
HL to NHL* NHL NHL No

CLL to NHL (i.e.,

Richter's Syndrome) NHL NHL No

AML=Acute Myelogenous Leukemia; AMY=Amyloidosis; CLL=Chronic Lymphocytic Leukemia; FAN=Fanconi Anemia;
MDS=Myelodysplastic Syndrome; MPS=Myeloproliferative Disease; MYE=Multiple Myeloma; NHL=Non-Hodgkin Lymphoma;
SAA=Severe Aplastic Anemia.

*Ensure that the disease process is a transformation from Hodgkin lymphoma to Non-Hodgkin lymphoma (typically diffuse large
B-cell lymphoma), rather than the distinct entity “B-cell lymphoma, unclassifiable, with features indeterminate between DLBCL

and classical Hodgkin Lymphoma.”

Question 1: Date of diagnosis for primary disease for HCT:

The date of diagnosis is important because the interval between diagnosis and HCT is often a significant
indicator for the recipient’s prognosis post-HCT.

Report the date of the first pathological diagnosis (e.g., bone marrow or tissue biopsy) of the disease. Enter

the date the sample was collected for examination. If the diagnosis was determined at an outside center,
and no documentation of a pathological or laboratory assessment is available, the dictated date of diagnosis
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within a physician note may be reported. Do not report the date symptoms first appeared.

If the recipient was diagnosed prenatally (in utero) or was diagnosed with a congenital immunodeficiency,
report the date of birth as the date of diagnosis.

If the exact pathological diagnosis date is not known, use the process described in General Instructions,
Guidelines for Completing Forms.

If this is a subsequent HCT for a new malignancy (or other new indication), report the date of diagnosis of
the new malignancy.

=

Erythropoietic protoporphyria (EPP): Historically, if the primary disease for transplant was
erythropoietic protoporphyria, the primary disease for transplant was reported as “Other
Disease.” However, the primary disease for transplant should be reported as “Inherited
Abnormalities of Erythrocyte Differentiation or Function” in question 2 and specify the
classification as “Other hemoglobinopathy” in question 359.

Question 2: What was the primary disease for which the HCT was performed?

Select the primary disease for which the recipient is receiving the HCT and continue with the appropriate
disease classification questions.

Last modified: Aug 19, 2020
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Q3-95: Acute Myelogenous Leukemia

Acute Myelogenous Leukemia (AML) is a cancer of the white blood cells. It is characterized by the rapid
proliferation of abnormal, immature myelocytes, known as myeloblasts, in the bone marrow. This
accumulation of blasts in the marrow prevents the formation of healthy red blood cells, white blood cells,
and/or platelets. Normal myeloblasts develop into neutrophils, basophils, and eosinophils, which are all
white blood cells that fight infection. In AML, the leukemic myeloblasts do not fully develop and are unable
to fight infection. The symptoms of AML result from a drop in red blood cell, platelet, and normal white blood
cell counts caused by the replacement of normal bone marrow with leukemic cells.

Certain prognostic indicators are associated with poorer outcomes. These include advanced age (50+ years
of age), AML arising from MDS or secondary / therapy-related AML, and certain genetic mutations that are
described in greater detail later in this manual.

Question 3: Specify the AML classification

Indicate the disease classification at diagnosis

Report the most specific entity that applies to the recipient. For example, if the recipient was classified using
both cytogenetic data and the M5 FAB classification, the more specific cytogenetic data should be reported
for classification purposes.

Question 4: Did AML transform from MDS or MPN?

AML often evolves from MDS or MPN. This transformation is typically distinguished by the percentage of
blasts in the bone marrow

AML that transforms from MDS or MPN has a lower survival prognosis because of the association with
unfavorable cytogenetic abnormalities.

AML can also evolve from Juvenile Myelomonocytic Leukemia (JMML). JMML is a rare form of chronic
leukemia that affects young children, usually before the age of five. JMML results from DNA mutations in
cells called monocytes. Normal monocytes attack invading microorganisms and assist lymphocytes in
carrying out immune functions. Abnormal monocytes in JMML accumulate in the bone marrow and interfere
with the production of normal white blood cells, red blood cells, and platelets.

If AML transformed from MDS or MPN (including JMML), check “Yes” and complete both the AML and MDS
| MPN disease classification sections of this form. If AML did not transform from MDS or MPS, check “No.”

If MDS / MPN is suspected, but not confirmed by documented laboratory or pathologic findings, or if there is
documentation of MDS / MPN concurrent with AML, check “No.”
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Question 5: Is the disease (AML) therapy related?

Agents such as radiation or systemic therapy used to treat other diseases (e.g., Hodgkin lymphoma, non-
Hodgkin lymphoma, or breast cancer) can damage the marrow and lead to a secondary malignancy such as
AML. If the diagnosis of AML is therapy-related, check “Yes.”

If the diagnosis of AML is not therapy-related, check “No.”

» If AML was preceded by therapy-related MDS, check “No.”
+ If the recipient developed AML after an environmental exposure (e.g., exposure to benzene), check
“NO.”

If it is unknown whether or not the diagnosis of AML was therapy-related, check “Unknown.”

Question 6: Did the recipient have a predisposing condition?

A predisposing condition is a condition that contributes to the susceptibility of developing leukemia.
Therefore, diagnosis of the condition increases the likelihood that the recipient will develop leukemia. If the
recipient has a documented history of a predisposing condition, check “Yes” and continue with question 7. If
there is no history of a predisposing condition or if predisposition is unknown, indicate “No” or “Unknown”
and continue with question 9.

Question 7-8: Specify condition:

Bloom syndrome is an autosomal recessive genetic disorder characterized by excessive chromosome
breakage and corresponding rearrangements, proportional dwarfism, and sun sensitivity. The chromosomal
instability seen in Bloom syndrome is generally assumed to be responsible for these individuals’
predisposition to malignancy.

Down syndrome is also a chromosomal disorder (trisomy 21). It is characterized by an additional
chromosome 21. Down syndrome patients exhibit a particular set of facial characteristics, growth deficiency,
and cognitive impairment. Although Down syndrome patients have a reduced risk of developing many
common malignancies, they have an increased risk of developing leukemia.

Fanconi anemia is a rare genetic blood disorder that prevents the body from producing a sufficient number
of new blood cells to function properly. Abnormal blood cells may also be produced. These patients are
short in stature, exhibit skeletal anomalies, and have an increased risk of developing solid tumors and
leukemias.

Dyskaratosis congenita (DKC), also known as Zinsser-Engman-Cole syndrome, involves progressive bone
marrow failure. Patients with DKC experience skin hyperpigmentation, nail dystrophy, and oral leukoplakia

(a white patch / plaque that cannot be rubbed off).

Indicate the recipient’s predisposing condition prior to the diagnosis of leukemia. If the recipient has a
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documented history of a predisposing condition but it is not listed as an option in question 7, select “Other
condition” and specify the condition in question 8.

* At Diagnosis, Last Evaluation, and In Between
Questions 9-83 ask about testing performed at different time points prior to HCT. For
reporting purposes, use the definitions below to determine where to report testing on the
Disease Classification Form.
At Diagnosis: Any testing performed between the date of diagnosis (question 1) and the
start of any treatment for AML.
In Between: Any pre-infusion testing which cannot be reported as part of “At Diagnosis” or
“Last Evaluation.”
Last Evaluation: Testing performed during the recipient’s work-up for HCT or cellular
therapy (generally within 30 days of the start of the preparative regimen or infusion).

Question 9: Were cytogenetics tested (karyotyping or FISH)? (at diagnosis)

Cytogenetic analysis is the study of chromosomes. Cytogenetic assessment involves testing blood or bone
marrow for the presence of a known chromosomal abnormality which reflects the recipient’s disease.
Testing methods you may see include conventional chromosome analysis (karyotyping) or fluorescence in
situ hybridization (FISH). For more information about cytogenetic testing and terminology, see Appendix C,
Cytogenetic Assessments.

Karyotyping is performed by culturing cells (growing cells under controlled conditions) until they reach the
dividing phase. Techniques are then performed to visualize the chromosomes during cell division so that
various bands and reconfigurations can be seen. Banding pattern differentiation and chromosomal
reconfiguration demonstrate evidence of disease.

FISH is a sensitive technique that assesses a large number of cells. This technique uses special probes that
recognize and bind to fragments of DNA. These probes are mixed with cells from the recipient’s blood or

bone marrow. A fluorescent “tag” is then used to visualize the binding of the probe to the diseased cells.

Table 3. Examples of AML Cytogenetic Findings Categorized by Prognosis

Favorable Intermediate Poor
t(15:17) Normal = 3 abnormalities
t(821) +8 5-or 5q-

’ t(9;11) 7-or79-

inv(16) or t(16:16) 1)/ other abnormalities 1(9:22)

Indicate whether cytogenetic studies were performed at diagnosis. Do not report any testing performed after
treatment for AML has started. If cytogenetic studies were obtained at diagnosis, check “Yes” and go to
question 10. If cytogenetic studies were not obtained at this time point or it is not known whether
chromosome studies were performed, indicate “No” or “Unknown” respectively and go to question 23.
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Question 10-11: Were cytogenetics tested via FISH?

If FISH studies were performed at diagnosis (see note box above question 9), report “Yes” for question 10
and indicate whether clonal abnormalities were detected in question 11. Do not report any testing performed
after treatment for AML has started. If FISH studies were not performed at this time point, report “No” for
qguestion 10 and go to question 16. Examples of this include: no FISH study performed or FISH sample was
inadequate.

Report chromosomal microarrays / chromosomal genomic arrays as FISH assessments.
! Question 12 is disabled and cannot be answered at this time.

Question 12-15: Specify cytogenetic abnormalities (FISH)

Report the International System for Human Cytogenetic Nomenclature (ISCN) compatible string if applicable
in question 12, then continue with question 13.

Specify the number of abnormalities detected by FISH at diagnosis (see note box above question 9) in
question 13. After indicating the number of abnormalities in question 13, select all abnormalities detected in
questions 14-15.

If a clonal abnormality is detected, but not listed as an option in question 15, select “Other abnormality” and
specify the abnormality in question 15. If multiple “Other abnormalities” were detected, report “see
attachment” in question 15 and attach the final report(s) for any other abnormalities detected. For further

SM
3

instructions on how to attach documents in FormsNet , refer to the Training Guide.

Question 16-17: Were cytogenetics tested via karyotyping?

If karyotyping was performed at diagnosis (see note box above question 9), report “Yes” for question 16 and
indicate whether clonal abnormalities were detected in question 17. Do not report any testing performed
after treatment for AML has started. If karyotyping was not performed at this time point, indicate “No” and go
to question 22. Examples of this include: karyotyping was not performed or karyotyping sample was
inadequate.

! Question 18 is disabled and cannot be answered at this time.

Question 18-21: Specify cytogenetic abnormalities (karyotyping)

Report the International System for Human Cytogenetic Nomenclature (ISCN) compatible string if applicable
in question 18, then continue with question 19.

Report the number of abnormalities detected by karyotyping at diagnosis (see note box above question 9) in
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question 19. After indicating the number of abnormalities in question 19, select all abnormalities detected in
questions 20-21.

If a clonal abnormality is detected, but not listed as an option in question 20, select “Other abnormality” and
specify the abnormality in question 21. If multiple “Other abnormalities” were detected, report “see
attachment” in question 21 and attach the final report(s) for any other abnormalities detected. For further

instructions on how to attach documents in FormsNetSSM, refer to the Training Guide.

Question 22: Was documentation submitted to the CIBMTR?

lindicate if a karyotyping or FISH testing report is attached to support the cytogenetic findings reported in

questions 9-21. For further instructions on how to attach documents in FormsNet3SV

Guide.

, refer to the Training

* Questions capturing molecular marker results are intended to capture molecular
abnormalities identified by molecular methods. Additional testing methods, such as FISH
and chromosomal microarray, may identify molecular marker results but should not be
reported in the molecular section(s) of the Pre-TED Disease Classification (2402) Form.
Abnormalities identified by karyotyping, FISH, or chromosomal microarray should only be
reported in the cytogenetic section of the Pre-TED Disease Classification (2402) Form.

Question 23: Were tests for molecular markers performed (e.g., PCR, NGS)? (at diagnosis)

Molecular markers for disease refer to specific genetic sequences which are believed to be associated with
the recipient’s primary disease. Testing for these sequences is often performed using PCR based methods;
however, lower sensitivity testing, including FISH, may also be used to detect molecular markers. Once a
marker has been identified, these methods can be repeated to detect minimal residual disease (MRD) in the
recipient’s blood, marrow, or tissue. Molecular assessments include polymerase chain reaction (PCR)
amplification to detect single specific disease markers; however, molecular methods are evolving and now
include Sanger sequencing, and next generation sequencing (e.g., lllumina, Roche 454, Proton / PGM,
SOLID).

If testing for molecular markers was performed at diagnosis (see note box above question 9), report “Yes”
and go to question 24.

If molecular marker testing was not performed at diagnosis or it is not known if testing was done, report “No”
or “Unknown” respectively and go to question 36.

Question 24-35: Specify results

For each molecular marker in questions 24-33, report whether testing was “Positive,” “Negative,” or “Not
done” at diagnosis (see note box above question 9). If tests identified a molecular marker other than those
listed in questions 24-33, report the result in question 34 and specify the marker in question 35.
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If multiple “Other molecular marker[s]” were tested, report one instance (i.e., copy) of question 34-35 for
each “Other molecular marker” tested. If greater than 3 “Other molecular marker[s]” were tested, do the
following::

* report one instance of question 34-35; and

* report “Positive” if any of the “Other molecular marker[s]” were positive, otherwise, report “Negative;”
and

* report “see attachment” in question 35; and

« attach any / all reports documenting the results of testing for “Other molecular marker(s].”

If CEBPA is reported as “Positive” (question 24) question 25 must be completed. If the lab report does not
specify whether the detected marker was biallelic / homozygous or monoallelic / heterozygous, confirm with
the laboratory whether this information can be determined prior to reporting “Unknown.”

If FLT3-ITD is reported as “Positive” (question 27) questions 28 and 29 must be completed. If the allelic ratio
is known, report “Known” for question 28 and report the value in question 29. If the lab report does not
specify the allelic ratio, confirm with the laboratory whether this information can be determined prior to
reporting “Unknown.”

Table 4. Common Molecular Markers Associated with AML

xg:\i)crlrjr:zity Characteristics
CEBPA, aka CCAAT/enhancer binding protein q, is a transcription factor required for the
differentiation of granulocytes. Numerous CEBPA mutations have been identified in relation to
AML, with the majority of patients displaying biallelic mutations ultimately resulting in the down
CEBPA regulation of gene activity. Decreased gene activity results in decreased differentiation potential
for immature granulocytes. An estimated 7-15% of AML patients have CEBPA mutations and
CEBPA mutations are generally found in M1 and M2 subtypes in conjunction with intermediate-

risk cytogenetics. Studies show an association with more favorable outcomes.”

FLT3 encodes a receptor tyrosine kinase. The FLT3-D835 point mutation, aka FLT3-TKD, is an
activating mutation impacting tyrosine-kinase domains. FLT3 mutations are found in up to 1/3 of

FL_T?"D835 all AML patients. The clinical significance of TKD activation remains unclear. FLT3-D385
point ) mutations are often found in conjunction with other mutations. Overall, FLT3-D385 is not
mutation considered a favorable or poor prognostic indicator. However, in certain combinations with other
mutations, there are associations with both improved and diminished survival.”®
FLT3 encodes a receptor tyrosine kinase. The FLT3-ITD (internal tandem duplication) interferes
with certain down regulation functions within receptor tyrosine kinases, leading to activation of
FLT3-ITD 1K activity. FLT3 mutations are found in up to 1/3 of all AML patients. FLT3-ITD is considered a
mutation poor prognostic factor. Sorafenib (Nexavar) has been shown to initially improve disease
response in FLT3-ITD-positive AML.
Isocitrate Dehydrogenase (IDH) is an oxidative enzyme involved in the citric acid cycle. IDH1
IDHA mutations result in incorrect catalytic activity, leading to increased levels of an oncometabolite,

2-hydroxyglutarate. The pathologic activity of IDH1 mutations is still being studied, but it has
been suggested that IDH mutations may be a distinct mechanism in AML pathogenesis;
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research models show they may cause an accumulation of hematopoietic progenitor cells. Early
research suggests IDH1 mutation may be a less favorable prognostic indicator.”

Isocitrate Dehydrogenase (IDH) is an oxidative enzyme involved in the citric acid cycle. IDH2 is
a mitochondrial homolog to IDH1. Much like IDH1 mutations, IDH2 mutations result in incorrect
catalytic activity, leading to increased levels of (D)-2-hydroxyglutarate. The pathologic activity of
IDH2 mutations are still being studied, but it has been suggested that IDH mutations may be a
distinct mechanism in AML pathogenesis; research models show they may cause an
accumulation of hematopoietic progenitor cells. Early research suggests IDH2 mutation may be
a more favorable prognostic indicator, unlike IDH1 mutation, though there may be differences

based on where the IDH2 mutation occurs in gene.6

IDH2

KIT encodes a receptor tyrosine kinase. The KIT mutations at exons 8 and 17 are associated
with activation of encoded proteins, resulting in activation impacting tyrosine-kinase domains.
Patients with t(8;21) and inv(16) cytogenetics are frequently screened for KIT mutations, which

adversely affect prognosis in these patients.7

KIT

NPM1 encodes a protein responsible for multiple cellular functions, including the regulation of
the ARF-p53 tumor suppressor pathway. Mutations in NPM1 result in gene over-expression and
subsequent inactivation of ARF-p53 tumor suppression pathway. NPM1 mutations are one of

the most common molecular markers seen in AML and are associated with improved survival.®

NPM1

Other Assessments for other molecular markers known or believed to be associated with AML may be
molecular performed. If these studies are performed, indicate “positive” or “negative” and specify the
marker marker in question 56.

"Lin L, Chen C, Lin D, Tsay W, Tang J, Yeh Y, Shen H, Su F, Yao M, Huang S, Tien H. (2005).
Characterization of CEBPA Mutations in Acute Myeloid Leukemia: Most patients with CEBPA mutations
have biallelic mutations and show a distinct immunophenotype of the leukemic cells. Clin Cancer Res, 11,
1372-9.

2 Mead AJ, Linch DC, Hills RK, Wheatley K, Burnett AK, Gale RE. (2007). FLT3 tyrosine kinase domain
mutations are biologically distinct from and have a significantly more favorable prognosis than FLT3
international tandem duplications in patient with acute myeloid leukemia. Blood, 110, 1262-70.

3 Whitman SP, Ruppert AS, Radmacher, MD, et al. (2008). FLT3 D835/1836 mutations are associated with
poor disease-free survival and a distinct gene-expression signature among younger adults with de novo
cytogenetically normal acute myeloid leukemia lacking FLT3 internal tandem duplications. Blood, 111,
1552-59.

4 Man CH, Fung TK, Ho C, et al. (2011). Sorafenib treatment of FLT-ITD+ acute myeloid leukemia:
favorable initial outcome and mechanisms of subsequent non-responsiveness associated with the
emergence of a D835 mutation. Blood, 119 (22), 5133-43.

5 Marucci G, Maharry K, Wu YZ, et al. (2010). IDH1 and IDH2 Gene Mutations Identify Novel Molecular
Subsets Within De Novo Cytogenetically Normal Acute Myeloid Leukemia: A Cancer and Leukemia Group B
Study. J Clin Oncol, 28(14), 2348-55.

6 Green CL, Evans CM, Zhao L, et al. (2011).The prognostic significance of IDH2 mutations in AML
depends on the location of the mutation. Blood, 118(2), 409-12.
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" Dshner K, Déhner H. (2008).Molecular characterization of acute myeloid leukemia. Haematologica, 93(7),
976-82.

8 varhaak RGW, Goudswaard CS, van Putten W, et al. (2005).Mutations in nucleophosmin (NPM1) in acute
myeloid leukemia (AML): association with other gene abnormalities and previously established gene
expression signatures and their favorable prognostic significance. Blood, 106(12), 3747-54.

Question 36: Were cytogenetics tested (karyotyping or FISH)? (between diagnosis and last evaluation)

See question 9 for a description of cytogenetic tests. Indicate whether cytogenetic studies were performed
between diagnosis and the last evaluation prior to infusion (see note above question 9). If cytogenetic
studies were obtained during this time, check “Yes” and go to question 37. If cytogenetic studies were not
obtained at this time point or it is not known whether chromosome studies were performed, indicate “No” or
“Unknown” respectively and go to question 50.

Question 37-38: Were cytogenetics tested via FISH?

If FISH studies were performed between diagnosis and the last evaluation prior to infusion (see note box
above question 9), report “Yes” for question 37 and indicate whether clonal abnormalities were detected in
question 38. If multiple FISH assessments were performed, report “Abnormalities Identified” if any testing
showed clonal abnormalities during this period. If FISH studies were not performed during this period, report
“No” for question 37 and go to question 43. Examples of this include: no FISH study performed or all FISH
samples were inadequate.

Report chromosomal microarrays / chromosomal genomic arrays as FISH assessments.
! Question 39 is disabled and cannot be answered at this time.

Question 39-42: Specify cytogenetic abnormalities (FISH)

Report the International System for Human Cytogenetic Nomenclature (ISCN) compatible string if applicable
in question 39, then continue with question 40.

Report the number of abnormalities detected by FISH between diagnosis and the last evaluation prior to
infusion (see note box above question 9) in question 40. If FISH studies showed different clonal
abnormalities during this time, report the total number of clonal abnormalities detected. After indicating the
number of clonal abnormalities in question 40, select all clonal abnormalities detected during this period in
questions 41-42. This includes all clonal abnormalities detected any FISH assessment performed during this
period.

If a clonal abnormality is detected, but not listed as an option in question 41, select “Other abnormality” and

specify the abnormality in question 42. If multiple “Other abnormalities” were detected, report “see
attachment” in question 42 and attach the final report(s) for any other abnormalities detected. For further
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instructions on how to attach documents in FormsNetBSM, refer to the Training Guide.

Question 43-44: Were cytogenetics tested via karyotyping?

If karyotyping was performed between diagnosis and the last evaluation prior to infusion (see note box
above question 9), report “Yes” for question 43 and indicate whether clonal abnormalities were detected in
question 44. If multiple karyotypes were performed, report “Abnormalities ldentified” if any testing showed
clonal abnormalities during this period. If karyotyping was not performed during this period, report “No” for
question 43 and go to question 49. Examples of this include: no karyotyping performed or all karyotype
samples were inadequate.

! Question 45 is disabled and cannot be answered at this time.

Question 45-48: Specify cytogenetic abnormalities (karyotyping)

Report the International System for Human Cytogenetic Nomenclature (ISCN) compatible string if applicable
in question 45, then continue with question 46.

Report the number of abnormalities detected by karyotyping between diagnosis and the last evaluation prior
to infusion (see note box above question 9) in question 46. If karyotype studies showed different clonal
abnormalities during this time, report the total number of clonal abnormalities detected. After indicating the
number of clonal abnormalities in question 46, select all clonal abnormalities detected during this period in
questions 47-48. This includes all clonal abnormalities detected any karyotype performed during this period.

If a clonal abnormality is detected, but not listed as an option in question 47, select “Other abnormality” and
specify the abnormality in question 48. If multiple “Other abnormalities” were detected, report “see
attachment” in question 48 and attach the final report(s) for any other abnormalities detected. For further

instructions on how to attach documents in FormsNet3SM, refer to the Training Guide.

Question 49: Was documentation submitted to the CIBMTR?

Indicate if a karyotyping or FISH testing report is attached to support the cytogenetic findings reported in

questions 36-48. For further instructions on how to attach documents in FormsNet3SV

Guide.

, refer to the Training

* Questions capturing molecular marker results are intended to capture molecular
abnormalities identified by molecular methods. Additional testing methods, such as FISH,
may identify molecular marker results but should not be reported in the molecular section(s)
of the Pre-TED Disease Classification (2402) Form. Abnormalities identified by karyotyping,
FISH, or microarray should only be reported in the cytogenetic section of the Pre-TED
Disease Classification (2402) Form.
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Question 50: Were tests for molecular markers performed (e.g., PCR, NGS)? (between diagnosis and last
evaluation)

See question 21 for a description of testing for molecular markers. Indicate whether testing for molecular
markers was performed between diagnosis and the last evaluation prior to infusion (see note above
question 9). If testing for molecular markers was performed during this time, check “Yes” and go to question
51. If cytogenetic studies were not obtained during this period or it is not known whether testing for
molecular markers was performed, indicate “No” or “Unknown” and go to question 63.

Question 51-62: Specify results

For each molecular marker in questions 51-60, report whether testing was “Positive,” “Negative,” or “Not
done” between diagnosis and the last evaluation prior to infusion (see note box above question 9). If tests
identified a molecular marker other than those listed in questions 51-60, report the result in question 61 and
specify the marker in question 62.

If multiple “Other molecular marker[s]” were tested, report one instance (i.e., copy) of question 61-62 for
each “Other molecular marker” tested. If greater than 3 “Other molecular marker[s]” were tested, do the
following:

» report one instance of question 61-62; and

* report “Positive” if any of the “Other molecular marker[s]” were positive, otherwise, report “Negative;”
and

* report “see attachment” in question 62; and

+ attach any / all reports documenting the results of testing for “Other molecular marker[s].”

If CEBPA is reported as “Positive” (question 51) question 52 must be completed. If the lab report does not
specify whether the detected marker was biallelic / homozygous or monoallelic / heterozygous, confirm with
the laboratory whether this information can be determined prior to reporting “Unknown.”

If FLT3-ITD is reported as “Positive” (question 54) questions 55 and 56 must be completed. If the allelic ratio
is known, report “Known” for question 55 and report the value in question 56. If the lab report does not
specify the allelic ratio, confirm with the laboratory whether this information can be determined prior to
reporting “Unknown.”

Question 63: Were cytogenetics tested (karyotyping or FISH)? (at last evaluation)

See question 9 for a description of cytogenetic testing. Indicate whether cytogenetic studies were performed
at the last evaluation prior to infusion (see note box above question 9). If cytogenetic studies were obtained
at this time point, check “Yes” and go to question 64. If cytogenetic studies were not obtained at this time
point or it is not known whether chromosome studies were performed, indicate “No” or “Unknown”
respectively and go to question 77.
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Questions 64-65: Were cytogenetics tested via FISH?

If FISH studies were performed at the last evaluation prior to infusion (see note box above question 9),
report “Yes” for question 64 and indicate whether clonal abnormalities were detected in question 65. If FISH
studies were not performed at this time point, report “No” for question 64 and go to question 70. Examples
of this include: no FISH study performed or FISH sample was inadequate.

Report chromosomal microarrays / chromosomal genomic arrays as FISH assessments.
! Question 66 is disabled and cannot be answered at this time.

Question 66-69: Specify cytogenetic abnormalities (FISH)

Report the International System for Human Cytogenetic Nomenclature (ISCN) compatible string if applicable
in question 66, then continue with question 67.

Report the number of abnormalities detected by FISH at the last evaluation prior to infusion (see note box
above question 9) in question 67. After indicating the number of abnormalities in question 67, select all
abnormalities detected in questions 68-69.

If a clonal abnormality is detected, but not listed as an option in question 68, select “Other abnormality” and
specify the abnormality in question 69. If multiple “Other abnormalities” were detected, report “see
attachment” in question 69 and attach the final report(s) for any other abnormalities detected. For further

3SM

instructions on how to attach documents in FormsNet , refer to the Training Guide.

Question 70-71: Were cytogenetics tested via karyotyping?

If karyotyping was performed at the last evaluation prior to infusion (see note box above question 9), report
“Yes” for question 70and indicate whether clonal abnormalities were detected in question 71. If karyotyping
was not performed at this time point, indicate “No” and go to question 76. Examples of this include:
karyotyping was not performed or karyotyping sample was inadequate.

! Question 72 is disabled and cannot be answered at this time.

Question 72-75: Specify cytogenetic abnormalities (karyotyping)

Report the International System for Human Cytogenetic Nomenclature (ISCN) compatible string if applicable
in question 72, then continue with question 73.

Report the number of abnormalities detected by karyotyping at the last evaluation prior to infusion (see note

box above question 9) in question 73. After indicating the number of abnormalities in question 73, select all
abnormalities detected in questions 74-75.
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If a clonal abnormality is detected, but not listed as an option in question 74, select “Other abnormality” and
specify the abnormality in question 75. If multiple “Other abnormalities” were detected, report “see
attachment” in question 75 and attach the final report(s) for any other abnormalities detected. For further

instructions on how to attach documents in FormsNetSSM, refer to the Training Guide.

Question 76: Was documentation submitted to the CIBMTR?

Indicate if a karyotyping or FISH testing report is attached to support the cytogenetic findings reported in

questions 63-75. For further instructions on how to attach documents in FormsNet3SV

Guide.

, refer to the Training

* Questions capturing molecular marker results are intended to capture molecular
abnormalities identified by molecular methods. Additional testing methods, such as FISH,
may identify molecular marker results but should not be reported in the molecular section(s)
of the Pre-TED Disease Classification (2402) Form. Abnormalities identified by karyotyping,
FISH, or microarray should only be reported in the cytogenetic section of the Pre-TED
Disease Classification (2402) Form.

Question 77: Were tests for molecular markers performed (e.g., PCR, NGS)? (at last evaluation)

See question 21 for a description of testing for molecular markers. If testing for molecular markers was
performed at the last evaluation prior to infusion (see note box above question 9), report “Yes” and go to
question 78. If molecular marker testing was not performed at this time point or it is not known if testing was
done, report “No” or “Unknown” respectively and go to question 90.

Question 78-89: Specify results

For each molecular marker in questions 78-87, report whether testing was “Positive,” “Negative,” or “Not
done” at the last evaluation prior to infusion (see note box above question 9). If tests identified a molecular
marker other than those listed in questions 78-87, report the result in question 88 and specify the marker in
question 89.

If multiple “Other molecular marker[s]” were tested, report one instance (i.e., copy) of question 88-89 for
each “Other molecular marker” tested. If greater than 3 “Other molecular marker[s]” were tested, do the
following:

* report one instance of question 88-89; and

» report “Positive” if any of the “Other molecular marker[s]” were positive, otherwise, report “Negative;”
and

* report “see attachment” in question 89; and

« attach any / all reports documenting the results of testing for “Other molecular marker(s].”
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If CEBPA is reported as “Positive” (question 78) question 79 must be completed. If the lab report does not
specify whether the detected marker was biallelic / homozygous or monoallelic / heterozygous, confirm with
the laboratory whether this information can be determined prior to reporting “Unknown.”

If FLT3-ITD is reported as “Positive” (question 81) questions 82 and 83 must be completed. If the allelic ratio
is known, report “Known” for question 82 and report the percent in question 83. If the lab report does not
specify the allelic ratio, confirm with the laboratory whether this information can be determined prior to
reporting “Unknown.”

Question 90: Did the recipient have central nervous system leukemia at any time prior to the start of the
preparative regimen / infusion?

Central nervous system (CNS) involvement by leukemia may be detected via pathologic examination of
cerebrospinal fluid or tumor tissue as well as by radiological examinations (e.g., MRI, PET/CT, MIBG, etc.).
If the recipient had documented involvement of AML in the CNS, report “Yes” for question 90. If all CNS
testing was negative since the time of diagnosis, report “No.” If testing for CNS involvement was not
performed from the time of diagnosis to the time of HCT / cellular therapy, report “Unknown.”

Question 91: What was the disease status (based on hematologic test results)?

Indicate the disease status of AML at the last assessment prior to the start of the preparative regimen. Refer
to the AML Response Criteria section of the Forms Instructions Manual for definitions of each response. For
reporting purposes, consider complete remission with incomplete hematologic recovery (CRi) a complete
remission (CR1, CR2, or CR3+).

If the recipient did not receive any treatment for AML from the time of diagnosis to the start of the
preparative regimen / infusion, report “No treatment” and go to question 95.

If the recipient’s disease status is primary induction failure at the time of HCT / cellular therapy, go to
question 95.

If the recipient’s disease status is CR / CRi at the time of HCT / cellular therapy, go to question 92.
If the recipient’s disease status is relapse at the time of HCT / cellular therapy, go to question 94.

Question 92: How many cycles of induction therapy were required to achieve 1st complete remission
(CR)? (includes CRi)

Chemotherapy is initially given as induction therapy intended to bring the disease into remission. Recipients
usually have one to two cycles of induction therapy; disease prognosis is considered less favorable if the
patient fails to achieve remission with the first induction therapy and even poorer if patients fail two or more
induction therapies.1 An example of a common induction therapy for all AML subtypes (except M3) is a
combination of an anthracycline and cytarabine, commonly known as “7+3.” In this regimen, cytarabine is

typically administered for seven days at a dose of 100 mg/m2/day. The anthracycline (usually daunorubicin
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at 45 to 60 mg/mz/day or idarubicin at 12 mg/m2/day) is generally given on the first three days the
cytarabine is given.

The second phase of chemotherapy is known as consolidation therapy. The goal of consolidation therapy is
to destroy any remaining leukemia cells and sustain remission. An example of a common consolidation
therapy for all AML subtypes (except M3) is high-dose cytarabine, commonly referred to as “HiDAC.” In this

regimen, cytarabine is typically administered at a dose exceeding 10 g/m2 per cycle.

Maintenance chemotherapy may follow consolidation therapy. Maintenance chemotherapy is given in lower
doses and is intended to prolong a remission. Maintenance therapy is used less commonly for the treatment
of AML than other malignancies. Treatment may also be administered for relapsed disease. Much like
induction therapy, treatment for relapse is intended to bring the disease back into remission. Systemic
therapeutic agents used to induce remission following relapse often differ from those used in the initial
induction, since the disease is often resistant to many of the agents used earlier in the disease course and
is considered high-risk with a poor prognosis. Allogeneic HCT is often considered the only potential “cure”
for relapsed disease.

Indicate the number of cycles of induction therapy that were required to achieve the first CR.

! Ravandi F, Cortes J, Faderl S, et al. (2010). Characteristics and outcome of patients with acute myeloid
leukemia refractory to one cycle of high-dose cytarabine-based induction therapy. Blood, 116(26):5818-23.

Question 93: Was the recipient in remission by flow cytometry?

Question 93 will only be answered if CR has been reported for question 91. Flow cytometry assessment is a
method of analyzing peripheral blood, bone marrow, or tissue preparations for multiple unique cell
characteristics. Its primary clinical purpose in the setting of leukemias is to quantify blasts in the peripheral
blood or bone marrow, or to identify unique cell populations through immunophenotyping. Flow cytometry
assessment may also be referred to as “MRD,” or minimal residual disease, testing.

Flow cytometric remission is a treatment response in which no blasts can be detected.

If flow cytometric abnormalities associated with the recipient’s disease were identified previously, but the
criteria above were met at the last evaluation prior to the start of the preparative regimen, indicate “yes.”

If flow cytometric abnormalities associated with the recipient’s disease were identified at the last evaluation
prior to the start of the preparative regimen, indicate “no.”

Indicate “unknown” if flow cytometric abnormalities associated with the recipient’s disease were identified
previously and no flow cytometry assessment was performed prior to the start of the preparative regimen.

Indicate “not applicable” if one of the following applies:
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* No flow cytometry assessments were performed at any time prior to the start of the preparative
regimen.

» Flow cytometric abnormalities were not identified on previous testing and no flow cytometric
abnormalities were identified at the last evaluation prior to the start of the preparative regimen.

This question is optional for international centers.

Question 94: Date of most recent relapse:

Enter the date of the most recent relapse prior to the start of the preparative regimen / infusion. If reporting
a pathological evaluation (e.g., bone marrow) or blood/serum assessment (e.g., CBC, peripheral blood
smear), enter the date the sample was collected. If extramedullary disease was detected by radiographic
examination (e.g., X-ray, CT scan, MRI scan, PET scan), enter the date the imaging took place. If the
physician determines cytogenetic or molecular relapse, enter the date the sample was collected for
cytogenetic or molecular evaluation. If the physician determines evidence of relapse following a clinical
assessment during an office visit, report the date of assessment.

If the exact date is not known, use the process for reporting partial or unknown dates as described in
General Instructions, General Guidelines for Completing Forms.

Question 95: Date assessed

Enter the date of the most recent assessment of disease status prior to the start of the preparative regimen.
The date reported should be that of the most disease-specific assessment within the pre-transplant work-up
period (approximately 30 days). Clinical and hematologic assessments include pathological evaluation (e.g.,
bone marrow biopsy), radiographic examination (e.g., X-ray, CT scan, MRI scan, PET scan), and laboratory
assessment (e.g., CBC, peripheral blood smear), in addition to clinician evaluation and physical
examination. Enter the date the sample was collected for pathological and laboratory evaluations; enter the
date the imaging took place for radiographic assessments.

If the exact date is not known, use the process for reporting partial or unknown dates as described in
General Instructions, Guidelines for Completing Forms.
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Q96-163: Acute Lymphoblastic Leukemia

! Acute Lymphoblastic Lymphoma
Due to the aggressive nature of precursor T- and precursor B-cell lymphoblastic lymphoma
(or lymphoma / leukemia), the primary disease reported for recipients with these
malignancies should be acute lymphoblastic leukemia (T-cell lymphoblastic leukemia /
lymphoma or B-cell ALL, NOS {L1 / L2}).

Acute Lymphoblastic Leukemia (ALL) is a cancer of the white blood cells. It is characterized by the rapid
proliferation of abnormal, immature lymphocytes, known as lymphoblasts, in the bone marrow. This
accumulation of blasts in the marrow prevents the formation of healthy red blood cells, white blood cells
and/or platelets. Normal lymphoblasts develop into B and T lymphocytes that fight infection. In ALL, the
leukemic lymphoblasts do not fully develop and therefore cannot fight infection. The symptoms of ALL are
caused by the replacement of normal bone marrow with leukemic cells, resulting in a drop in red blood cells,
platelets, and normal white blood cells. It is estimated that 80-85% of ALL cases occur in children, with peak
incidence of pediatric ALL at age 5. Biologically, adult and pediatric ALL are very different. Pediatric cases
are more often characterized by favorable prognostic indicators including a precursor B-cell population, TEL
/ AML1 fusion gene, and/or hyperdiploidy; adult cases are more often characterized by poor prognostic

indicators including a precursor T-cell population and / or BCR / ABL fusion gene.1

T sallan S. Myths and Lessons from the Adult/Pediatric Interface in Acute Lymphoblastic Leukemia. ASH
Education Book, 1st edition. 2006:128-32.

Question 96: Specify ALL classification

Indicate the disease classification at diagnosis.

Due to the aggressive nature of precursor T- and precursor B-cell lymphoblastic lymphoma (or lymphoma /
leukemia), the primary disease reported for recipients with these malignancies should be acute
lymphoblastic leukemia.

If the cytogenetic or molecular abnormalities present at diagnosis are listed on the Pre-TED form, check the
sub-type rather than “B-cell ALL, NOS” option.

Question 97: Did the recipient have a predisposing condition?

A predisposing condition is a condition that contributes to the susceptibility of developing leukemia.
Therefore, diagnosis of the condition increases the likelihood that the recipient will develop leukemia. If the
recipient has a documented history of a predisposing condition, check “Yes” and continue with question 98.
If there is no history of a predisposing condition or if predisposition is unknown, indicate “No” or “Unknown”
and continue with question 100.
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Question 98-99: Specify condition:

Aplastic anemia is an acquired or inherited disorder of the bone marrow characterized by pancytopenia,
where the body does not produce a sufficient number of new blood cells. Inherited aplastic anemias include
Fanconi anemia (specified separately on this form), Shwachman-Diamond anemia, Diamond-Blackfan
anemia, and dyskeratosis congenita. Acquired aplastic anemia may develop after exposures to toxins,
radiation, and/or chemotherapy, or may result from an autoimmune condition such as systemic lupus
erythematosus (SLE) or rheumatoid arthritis (RA). The majority of presenting signs and symptoms in
aplastic anemia patients are directly related to their low blood counts and include fatigue, dizziness,
shortness of breath, abnormal bleeding or bruising, and frequent infections.

Bloom syndrome is an autosomal recessive genetic disorder characterized by excessive chromosome
breakage and corresponding rearrangements, proportional dwarfism, and sun sensitivity. The chromosomal
instability seen in Bloom syndrome is generally assumed to be responsible for these individuals’
predisposition to malignancy.

Down syndrome is also a chromosomal disorder (trisomy 21). It is characterized by an additional
chromosome 21. Down syndrome patients exhibit a particular set of facial characteristics, growth deficiency,
and cognitive impairment. Although Down syndrome patients have a reduced risk of developing many
common malignancies, they have an increased risk of developing leukemia.

Fanconi anemia is a rare genetic blood disorder that prevents the body from producing a sufficient number
of new blood cells to function properly. Abnormal blood cells may also be produced. These patients are
short in stature, exhibit skeletal anomalies, and have an increased risk of developing solid tumors and
leukemias.

Indicate the recipient’s predisposing condition prior to the diagnosis of leukemia. If the recipient has a
documented history of a predisposing condition but it is not listed as an option in question 98, select “Other
condition” and specify the condition in question 99.

Question 100: Were tyrosine kinase inhibitors (i.e., imatinib mestylate) given for pre-HCT therapy at any
time prior to the start of the preparative regimen?

Report whether the recipient received any tyrosine kinase inhibitor from the diagnosis of ALL to the start of
the preparative regimen / infusion. Examples include: Imatinib mesylate is also known as Gleevec, Glivec,
STI-571, or CGP57148B.

This question is optional for international centers.

* At Diagnosis, Last Evaluation, and In Between
Questions 101-163 ask about testing performed at different time points prior to HCT. For
reporting purposes, use the definitions below to determine where to report testing on the
Disease Classification Form.
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At Diagnosis: Any testing performed between the date of diagnosis (question 1) and the
start of any treatment for ALL.

In Between: Any testing which cannot be reported as part of either of the two above time
points.

Last Evaluation: Testing performed during the recipient’s work-up for HCT or cellular
therapy (generally within 30 days of the start of the preparative regimen or infusion).

Question 101: Were cytogenetics tested (conventional or FISH)? (at diagnosis)

Cytogenetic analysis is the study of chromosomes. Cytogenetic assessment involves testing blood or bone
marrow for the presence of a known chromosomal abnormality which reflects the recipient’s disease.
Testing methods you may see include conventional chromosome analysis (karyotyping) or fluorescence in
situ hybridization (FISH). For more information about cytogenetic testing and terminology, see Appendix C,
Cytogenetic Assessments.

Karyotyping is performed by cult