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Study of

Following the Chernobyl Accident

Leukemia and Other Hematological Diseases Among Clean Up Workers in Ukraine

The purpose of this most recent trip to Ukraine was to finalize, as far as possible, the protocol to
be followed in the initiation and implementation of a diagnostic review of retrospectively
diagnosed cases with leukemia, lymphoma and related disorders. In this endeavor the majority of
the meetings were with Dr. Stuart Finch and the appropriate epidemiologic and hematologic
people involved in the study.
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September 21, 1998 Research Center for Radiation Medicine, Academy of Medical Sciences of
I krai

A welcoming meeting was held with Dr. A. Romanyenko, Director of RCRM and Project
Director. Other colleagues present were myself and Dr. Finch together with Drs. Bazyka

ative Coordinator), V. Bebeshko (Head of the Hematology Department), I. Dyagil
(Hematology Group), V. Klimenko (Chief of Hematology Group) Pyatak (Deputy Director of
RCRM) and O. Tsvetkova (Consultant).

Dr. Romanyenko welcomed Dr. Finch and myself to Kiev. We (Burch/Finch) informed the group
that our primary focus would be on planning the upcoming diagnostic review with emphasis on
finalizing the protocol, the clinical record abstract form, miscellaneous other procedures and
recommendations for staffing. The finalization of these components of the review process at this
time are particularly important in terms of getting the review process off the ground.

the then current version of the protocol and the clinical record abstract form from English to
Russian. These documents were presented to Dr. Romanyenko and his colleagues with much
appreciation shown on their part.

Dr. Romanyenko informed us that very recently Drs. Bebeshko, Dyagil, Klimenko, and Tsvetkova
had travelled to the oblasts of Donetsk, Kharkiv, and Sumskaya at which time the purpose and
scope of Phase I and Phase II of the study were presented to each area’s Chief of Medical
Services (in point of fact usually to his deputy) and other relevant medical staff.

During these visits the cooperation of the oblasts’ medical personnel in providing case material for
the upcoming diagnostic review was attained. The cooperation of medical personnel in
Dmipropetrovsk oblast, of course, had been attained some time ago.

Dr. Finch and myself were dutifully informed that in the very near future (i.e in the next two or
three weeks) the same delegation would visit the appropriate medical personnel in Kiev City and
Kiev oblast and that it is anticipated that these study areas’ cooperation in the review will also be




guaranteed.

At the conclusion of the meeting Dr. Romanyenko presented Dr. Finch and myself with a
summary report of the recent meetings held in the three oblasts to date. As the summary report
was in Russian, Dr. Tsvetkova presented the material in English to Dr. Finch, myself and our
epidemiologic/hematologic colleagues in a subsequent meeting (see below).

All meetings following the meeting with Dr. Romanyenko and some members of his staff (listed
above) involved myself together with Drs. 8, Finch, N. Gudzenko (Epidemiology Group), L.
Dyagil and V. Klimenko (Hematology Group) and Dr. Tsvetkova (Consultant). These meetings
concentrated on: (A) finalizat nostic review, (B) the summary of
the findings made by the delegation from Kiev to the oblasts of Donetsk, Kharkiv and Sumskaya,
and (C) discussion of problems encountered in Dnipropetrovsk oblast in the pilot testing of
procedures to obtain consent for interview and bleeding amongst a group of 40 liquidators in that
oblast

Prior to our meetings Dr. Finch had sent the then current version of the protocol and clinical
record abstract form to our colleagues in Kiev. As mentioned above, Russian translations of the
two documents were presented in order to facilitate better communication (especially with Dr.
Klimenko). The contents of these documents were the result of collaboration between myself and
Drs. Beebe, Finch and Reiss (the latter being Columbia’s hematological specialist). During our
meetings in Kiev the protocol and clinical record abstract form were discussed in detail, paragraph
by paragraph.

At the conclusion of our meetings the final (as far as possible) versions of the two documents
were agreed upon and a copy of each are attached (Appendix T and Appendix I respectively).
The protocol document is in the process of being translated into Russian by Dr. Kokoreva of the
Columbia team. The clinical record abstract form has been translated into Russian by Dr.
Kokoreva upon my return from Kiev with the special feature, agreed upon in our meetings, that
all questions and data entry boxes on the form appear in both Russian (first) and English (second).
The completed translations will then be sent to Kiev.

Details of the decisions agreed upon in finalizing the two documents are not given in this report as
they can be gleaned from the documents themselves (Appendix I and II). However, certain key
decisions were made that are important to highlight here (see below).




* It was agreed that Dr. V. Klimenko (Head of Hematology Group) will notify the responsible
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case identification together with the methods for the assembly and review of clinical information
and laboratory materials.

* It was agreed that Dr. Natalia Gudzenko (Epidemiology Group) will visit the appropriate
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from each study area 20 retrospectively diagnosed cases with leukemia, lymphoma and related
disorders adhering to an agreed upon randomization scheme (see below). Cases will be selected
from the population of all males who were between the ages of 20 and 40 years old in [986, were
resident in the study areas and were diagnosed with having developed leukemia, lymphoma and
related disorders during or after 1987 up to and including 1998. Once the cases have been
identified (from journals stored in each facility) Dr. Gudzenko will notify the appropriate
personnel at each facility that a clinical record abstract form will be completed for each such
identified case and that the study is reguesting ALL histological material for each case be made
available for the diagnostic review.
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time frames i.e. 1987-1990, 1991-1994 and 1995-1998. The months within each of these time
periods will be assigned numbers chronologically from 001 to 048 and cases will be chosen
equally (where possible) from each time frame using a randomization of the numbered months to
find the appropriate entry page in the journal on which to identify the first case. This process will
be repeated for each required case. Further details of this randomization process can be seen in

the protocol document (Appendix 1).

* Once the identification is complete the clinical record abstract form will be completed for each
mam»by]ﬁw Zoya Radtchuk, a hematologist in the Department of Hematology, Institute of Clinical
Radiation with another hematologist (as yet unnamed). At this time Dr. Radtchuk and her
colleague will also examine the collected histological material for each case to determine if any
staining or re-staining of slides is necessary; and, if so, this will be done in Kiev at the Department
of Hematology, Institute of Clinical Radiation upon their receipt from the study areas.

*The first objective for the diagnostic review panel is for all members to reach a consensus
agreement on diagnostic criteria for each type of disease.

* The major components to be included in the actual review process have been agreed upon.
Briefly, these include:

- determination of whether the histological material is or is not diagnostic relative to the quality of
the histologic material (e.g. stains etc).
- the review panel will focus on the certainty of diagnosis of leukemia and lymphoma, the




acuteness of disease and the certainty of the type of disease.

- the review evaluation will include a statement of the leukemia and lymphoma classification
agreed upon or not agreed upon and the extent to which the cases reviewed are in accord with
this system. Details of the necessary review components are in the document protocol (See

Appendix I).

* A detailed description of the mechanics of the review process itself will be prepared by Dr.
Stuart Finch well in advance of the actual review . Other relevant forms such as individual
tabulation forms for the review will be prepared well in advance of the review by Drs. Finch,
Gudzenko and myself.

* Practical steps to be taken well before the time of the review were agreed upon such as
obtaining at a minimum five microscopes of equal quality, approbriation of desks, excellent
lighting, telephone communication, fax, photocopying machine, a good sized room, teaching
slides, and personnel (see Personnel below)

The Review Panel:

The membership of the review panel will be determined as soon as possible. Dr. Stuart Finch will
contact potential members (2) from the 1U.8. A.; Drs. Dyagil and Klimenko in consultation with
Dr. Romanyenko will contact potential members (2) in Ukraine and a potential member will have
to be contacted in France (by whom?). All potential members will be given two alternative weeks
to choose from for participating in the review (the second or third weeks of January, 1999).

Necessary Personnel at the Review:

Plans should be made for the presence of Drs. Dyagil and Gudzenko to work with myself and Dr.
Finch (chairperson) as consultants during the actual review process. This will provide bilingual
expertise in the fields of hematology and epidemiology and the the presence of persons during the

review with experience in similar diagnostic reviews.

(iv) Estimated Costs:

Dr. Stuart Finch asked our Ukrainian colleagues to estimate costs for the review within Ukraine
(including transfer of material from and back to the oblast and Kiev City institutions,
renumneration for the Ukrainian members of the review panel, costs of staining and re-staining
slides etc.) Dr. Finch will provide more details of cost estimations in his trip report.

(v) Time Frame:

The selection of the random sample of retrospectively cases will be complete no later than



November 10, 1998. The completion of the clinical record abstract forms and receipt of all
biological material in Kiev should occur no later than December 10, 1998 with the organization of
this material being completed by the end of December. The review process itself will take place in
Kiev the week beginning January 11 or at the latest the week beginning January 18, 1999
depending on the availability of diagnostic review panel members.

B. Summary Report of Delegation From Kiev to Donestk, Kharkiv and Sumskaya Oblasts

Drs. Dyagil and Klimenko visited the Chief of Medical Services , the Deputy Chief of Medical
Services and other medical personnel of Sumskaya oblast from August 6 to 8, 1998, Drs.
Bebeshko, Dyagil and T's wﬂknvmvmﬂmﬂmnNMnmmmmvmmmmmumwmmmehmthnuMstuﬁ
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Donetsk and Kharkiv from September 8 to 12, 1998. Similar visits to the appropriate medical
3
personnel in Kiev oblast and Kiev City will take place immediately.

The purpose of these visits was to explain the overall magnitude of the study (Phase I and IT),
secure the official cooperation of these study areas in the study and in particular to ensure that
these study areas will participate in the upcoming diagnostic review. Dr. Finch and myself were
assured that such cooperation was attained and that these particular oblasts will participate in the
mmwumnmmw.MUmmmmdmwwu3ammﬂhﬂ%ﬁwmwmnmmmemeﬂwmkmm
skills of the medical and registry personnel in these oblasts are on a par with that in
Dnipropetrovsk oblast.

The summary report indicated a number of characteristics particular to these oblasts:

* In the oblasts of Kharkiv and Sumskaya the liquidator registries are located in the dispensaries
(which is also true of Dnipropetrovsk oblast) and this should therefore facilitate the identification
and follow-up of liquidators.

* In Donetsk oblast the liquidator registry is part of one extensive statistical bureau responsible
for the entire populatio of the oblast. We were assured that this fact should not pose any
problems.

* In Dnipropetrovsk and Sumskaya oblast liquidators are treated locally or in Kiev City, however,
in both Donetsk and Kharkiv a small percentage (percent not available) of the liquidator
population chooses to attend clinics in Moscow which is approximately equal in distance from
these oblasts as is Kiev.

* In the oblasts of Donetsk, Kharkiv and Sumskaya (like Dnipropetrovsk) there has been very
little use of the FAB classification system for leukemias whereas in Kiev and Kiev oblast this
system has been and is in use.

*For all oblasts and Kiev City there is no uniform classification system used for lymphoma.



* For all oblasts and Kiev City peripheral blood smears are not kept for long periods of time.

*All oblasts (except for Sumskaya oblast) and Kiev city store bone marrow slides for 10 or more
years. Sumskaya oblast stores bone marrow slides for only 3 years.

. Pilot Work Amongst Liguidators in Dnipropetrovsk Oblast

We very briefly discussed problems which have arisen in the field testing of 20 liquidators selected
from the State Registry who were residents of Dnipropetrovsk oblast and had their routine
physical examinations in 1997.

Different methods of approaching the potential cohort members were discussed together with the
possibility of paying liquidators to secure their cooperation. The amount of payment suggested
was $10 per person. However, both Dr. Finch and myself cautioned our Ukrainian colleagues
that once it becomes known that potential respondents will be paid, it is very difficult to return to
the methodology of non-payment. The possibility of payment, of course, raises the issue of
increased costs in Phase 11.

%)
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Plan for the Diagnostic Review of Retrospectively Diagnosed Cases of Leukemia, Lymphama

And Relaied Disorders for the Chernobyl Liguidator Study
A, Tmroduction:

In ordier to evaluate the relationship between jonizing radiation exposure and the development of
leukemia, lyraphoma and relavsd disorders which have eccurred in Ulkrainian liquidasors since 1986,
diagmostic confirmation of their case status is essentia). This brief protocol ontlines a plan for an expert
panel review of the clinical and laborawry information and histologic mancrial from a representative
sample of Ukrairdan males who developed these disorders in order 1 determine the ficasibility of
adequate diagnostic confirmation in the liquidasors. The plan 13 1o conduct the review in Kiev inthe §
quearer of Phase |

B. Persons 1o be Sclecied for the Review:

Cases for the diagnostic review will be selecied from the population of all meles who wene between th

ages of 20 apdd 40 years old in 1986, wore residend in the city of Kiev or one of the five oblasts in the
soudy and developed lenkemia, Yyrophoma or a related disorder durimg or after 1987,

There are several reasous for selecting males from the general population of Ulcraing rather than
restricting the diagnostic review to liquidators. The first reasan is that the number of retrospective
cases of each type of discase required for the diagnostic review probably is insuflicient in the target
liquictator population. Secondly, Chetnobyl Registry case idemtifcation would require a number of
cunbersome: and tinee consuming steps in order 1o identify the specific mamber of cases of ype of
digease in the Ygwidstors in various locations, Thirdly, Chernobyl Registry information for cases
amongst the liquidator population oaay not be sufficiently complete at this time. Lastly, there have been
cmphatic assirances that the clinical manngeroert of males canes in the general Ulrainian population
with the diseascs of interest has been and is identical to that for the liquidators. Thus, case selection
from the general male population meeving the age, residence and temporal ocvurrence: of digease
requirements will serve as a surrogate for the hquidator population,

€. Location of Case Information and Bictogical Tivsues:

The major poleotial sources of information for the identification of retrospectively diagnosed cases of
imterest in Kiev city and each of the five oblases are:

L. The hematology departmems/outpatient climics of oblast or city hospitals.
2. Kiev and oblast ancology dispensaries.
3. City and oblast hospital rnorgues.

4. The State Chermobryl Registey of Ulorsine (contains anmual registey medical imformarion for
liguidators).

5. The Bureau of Lifetme Events (contains information regarding couse of death for all Uknainiam
citizens).

Cnldy | amd 2 albove: will be utilized tor selection of leukeria, Jynaphonna and related disorders for the
review for the following rcasons:

1) Al patients in Ukraine who are suspected of having leukemia or & relared disorder are
directed 1o the hematology departments of the oblast or city hospitals. There mgy be
some overlap of lymphoma cases bur most of these are ditecied 1o the opcology
digpensaries. The medical records and hematology slides for virtwally all retrospective
cases will be located in theses departients or thedr climical laborasories.

iii) Most patients with suspected Iymphooa are referred 1o the oncology dispenssicy of the
oblast in which they reside for diagnosis and treatment. Thus, the climcal records



and perlinent histologica! slides will be located in these departments or associated
clinical laboratory/pathology departments. As noted above, some lymphona patients
may have been managed in henatology departmenms md, therefore, will be identificd

there.

Poor or non-existent diagmostic histologic smears mad/or tissue scctions toay be
characteristic of some cases in the hematology and oncology clinical deparuments. 1o
such instances, if an alopsy was performed at & city or oblast hogpital morgue, bone
marrow and/or numaor tissue sections could be prepared from autopsy tissue blocks for
the review. It should be emphasized, however, thrt few, iff any cases of leukennia,
Iymphoma or refated disorders would have been mntopsied withowt first having bezn
MWWMMWanmMmmmmmmmemmmmmmmmm%mmmm-
utilized for primary case idemification and requests for special laboratory services
should be rare.

D. Nummber and Types of Cases to be Selected From Each Stody Area:

The number of each type of case 1o be selected (if available) in Kiev city and cach of uke five oblasts is
as follows;

Diagnosis: MNumber of Cases
Chronic myelogenous lenlkemia 2
Cheonic lymphocytic leukenia 2
Acite lewkemia (any type) 5
Myelodysplasia 2
Myelafibrosis/Hypoplastic anernia 2
Nom-Hodgekin’s Lyraphoma 3
Hodgkin's Disease 2
Multiple Myeloma 2
Total 20

The total mxmiber of cases to be reviewed should be a maxiynum of 120 if cach of the six study areas
contributes 20 cases.

E. Procedures for Case Selection:
1. An appropriate semior scicmtist in Kiev ( Dr. Victor Klimenoloo) will notify the responsible

persons at each locacion regarding the procedures and time lines for the random case idemtification
and the methods for assexnbly and review of clinical infermation and laborataty satetials.

2. Dr. Gudzemnko then will idemtify cases for studly at each location from lisis (or jouenals) in
accord with a prescribed method of randomization that conforms with the requirennents for
adequate representation of cases by various types of disease (scc 1D above) and approprists tion:e
periods since 1987 (the 12 year perigd 1987 to 1998) will be divided imto three cqual time periods:
1987-90, 1991-94 aoud 1995-98).

It is absolutely easemtial to adhere sirictly to the rendomization process: i.e. in identifying cases
who agree with the selection criteria from the journal pages the first name on the relevant page
who matches the selection criteria mmst be chosen.  There must absolutely not be: any digression
from the pre-deterruned randomization rules.

The method of randomized case selection is as follows:

Lis1s (or journals) of cases at the oblast and city of Kiev diagnosed from 1987 w 1998 are listed in
chirvncltogical arder by date of diagnosis. This spean of years will be divided into three ecpual time
pericds: 1987 to 1990, 1991 to 1994 and 1995 1o 1998. Within cach of the individual time periods
mumbers will be assigned chronologically (staxting ag nursher 1) for each month in that peried [the




nurabers will rum from 1 to 48). 10 order to ensure that the diagnostc review team has avalable to
thern cases diagnosed early and Jate 1o the 12 year petiod 1987 to 1998, whencver rwo cases of a
disease classification are noquired, one case will be chosen randomby using the randomly dentified
month from the earliest time period, and the other case, using the same techniqua will be chosen
from the Jmest time period. Where three cases are required one case frorn each time period will be
selected and in the circumstance where five cases are required, two will be chosen from the earliest
time period, one from the middle time period, and two from the latest time period.

In all instances of case selection for each time period the numbers allocated to the 48 months
within that period will be conaputer randomized and the first case will be chosen siarting a the
beginning of the month selected reading down the journal pages until an appropriate case is
idemtified for thar particular type of disease. For the next case of the same disease type, the
identical procedure will be followed b rather than reading down the journal pages the pages will
be read up from the beginning of the randomaly selected month uniil the first eligible case is
identified.

As statad above, there must be no digression of any kind fronn the established randomization
PrOGESS,

Cuce a case is identified a request will be made for the following:

I That each clinical record (if available) be abstracted on a special bilingual form, a copy of
which is ateached. The abstractor weill be Dr. Zoys Radichulk, o hematologist in the Departouent of
Hematology within the Tnstitute of Clinical Radiology. Ideafly, dae abstractar should have no
vested interest in either the study as a whole or the diagnostic review in particulsr. The abstact
form will be completed for each identified eligible case well before the titne of the review.

2. Al pre-treatment pexipheral blood smears, bone marrow souzars, bone maEnrow sections, tissue
sections, touch preparations, cytochemical slained smegrs, unstained peripheral blood and bone
marrow senears be assembled and placed in a slide box or pathology slide folder individually
numbered for cach case The assembled nzterials will then be checked by Dr. Radcil for their
quality.,

As noted previously (Section ), if mo stides are available or they are of extrenely poor quality,
and if there were surgical or autopsy blocks the appropriate pathologist at each oblast lewel will be
requested to cut and stain the tissues.

3. The abstracted clinical necord and all ustologic slides will be identified by the case’s
name, case namber (for each stody area this oumber will be that used at the locud level) and a code
nuober for the chagnosiic revicw process (i.e. mumbers will ron chronologically from 001 through
10 120 and will be uniquely assigned to each case by oblast arca). Information such ag oblast, raion
andl nanee of hernatologist determimng the original diagnosis will be omitted so that anonymity
will be provided 1o the review pancl.

4. Assembled slides and completed abstract forms should be in the hands of Dr. Dyagil in Kiev
no later thap December 10, 1998.

Ancillary Tasks to be Completed Well Before the Review
1. A detailed description of the mechamics of the actual review process must be prepared well in

advance of the neview pancl’s commencement. During the first day of the review proc
review panel nymibers will be given the opportunity to modify the plan where necessasy.

2. Indevicaal tabulation forms for the hematalogists/pathologists must be prepared well in
advance in sufficient sunbers so that each reviewer can conveniently and quickly record
results for cach case.

3. All staiming of unstained slides and re-staining of slides must be completed in Kiev at the
Institute of Clinical Radiclogy, Department of Hematology well belore the time of the review,
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with good microscepes of equal guality can be located near electrical outlers. Tables should
be large eoough 1o accommodate papers for iabulations of results. Substage lighting should be
m%mwMﬁmmﬂMmm%MMWMmewyKMWﬁmmmdmzmeMuMIWMMWUMmmmmm&
imnaeesion oil, blank forens enc. It is also recommended that the room chosen for the review
process be as close as possible 10 photo copying equipment, fax machines and wlephones.

5. An overbead projector, slide projector, large illustration pad and laser slide pointer should be
available for the first day of the review.

6. Sets of teaching slides for leukemia, fymphoma and related digorders to be used for agreemen
oo disease classification pust be available. Scveral copies of AFIP atlases on non-Hodglin's
lymphama and bone marrow disease will be made available for distribntion at the begitming
of the review process (i.e. on the first day)

g

7. Plans should be made for the presence of Drs. Dyagill and Gudzenko to work with Drs. Burel
and Finch as consullants during the actual eeview process. This will provide bilingual
expertise in the fields of hematology and epidemiology and the presence of persons during the
review with experience in similar diagnostic reviews

8. An interpreicr with expertise in Rossian and English should be present duning the cntire
review process.

The members of the review panel will be instructed regaxding the mechanics of the review process and
use of the evehuation/tabulation fonms on the fiest day of the review. If review pane] members have
suggestions of their own these will be discussed and acted upon al this time. However, the prinzary
focus of the first day of the revicw will be on reaching a consensus on classification criteria for disease
classification.

The use of individual case cvaluationfabuiation forms will permit the assessmeni of inter-reviewer
variabilicy. No amtempt will be made to assess intra- reviewer variability as it would be virtuslly
impossible 10 effectively mask repem clinical igformation and slides.

G. Essential Objectives and Components of the Review Process

The first objective of the review process is for all members of the review panel 1o reach a congengus on
diagnostic crileria for each type of disease amd the classification system to be adeptod. It has been
agreed to date that only the FAB sysuem will be employed for the acute leukemias but it has been
recommendad that the NTH Working Classieation be used for the classification of non-Hodghkan's
Iymphoma. This, however, is & wpic for dis on and agreeanent on the first day of the review
Process.

o For each case the presence/absence of a peripheral blood smedr, bone marow smeat/section, dssue
slides for lymphormas and completed abstract fornus will be noted. Jn addition, the review panel
mnenabers will deternminge whether the available histologic material submirted is. or i ‘
relative wo the quality of the histologic material Ge. staining, tissue thickness, labeling etc.

»  Leukemiag/Lymphomg Diagnostie Criteria

The review panel will focus en the centainty of diagnosis of leukemis or lymphonsa and the cersinty of
the type of disease.

The review of cases of previously diagnosed leukemia should include:

- genainty of diagnosis of lenkennia (definive, probable, possible)
- cerainty of type of leukemia (definite, probable, possible)
- final diagnostic casegory:

- acute lymphocytic lewkemia (FAB type or unclassifiable)

= chronic lymphocytic lenlecmia

- chronic myelogenous lenkemia



- atute myelocytic lenkemia (FAB type or unclassifiable)

- unclassifiable acute keulcemia due o undifferentiation or other reason

- myelodysplastic syndrome (FAL gype)

- other type of lcukemia (i.e. mixed tineage, T-cell etc.)

« leukemia related disorders (myeloproliferative disorders other than CMLO or myelodysplasia
« not leulemia givimg reason

- no diagnosis possible due to inconplete and/or unsuitable material

The review of cases of previously diagnosed lympbomas must mchade:

- oertainty of diagnosis of lymphom (defimite, probable, possible)
- certinty of type of lymphoma(definite, probable, possible)
- final diagmostic category
» Hodglin s Discase with histologic type
« Non-Hodgkin's lymphoma (NIH working formulation)
- other types of NHL mot inctuded in NUH working formulation
- unclassifiable lymphora pving 1eas0n
- mot lymphoma giving rcason
- no diagmnosis possible due to incomplete and/er unsnitable roaterial

o The review evalugtion should inchude a stapement regarding the Jeukemia and lymiphoma
classification system agreed on (and why) and the extent to which all cases reviewed ane in aceond
with this system utilizing the above listed parametess. The summary must include tabulations of:
The extent of agreement or disagreement by the review panel members on diagnosis of leukemia
and/or lymphoma

= The extent of agreement or disagreement by the review panel members on the fypg of lenkemia
and/or lymphorma

- Material derermined to be msufficicnt for evaluation (no records, poor quality records, madeguate
or no shides, miglabeling etc.)

- Percent of original diagnoses of leakernias and lymphomas confirmed by consensus of review
panel as defimite or probable

- Percent of original diagnoses of lenkemias and ymphomas confirmed by consensus of revicw
panel as possible or not leulkemia or lymphoma

- The extent of change in the type of leukemia or lymphoma a8 eriginally disgnosed.

»  The comsensws opinions for all cases from each location submitting material for the review should
be renyrned with slides and other material to the appropriate hematologist wpon completion of the
review. There shonld e no indication made to the Jocal hemapologists that they were inadequate
in their original diggnoses siressing that the review panel s opinions are being sent to them for
theis interest

H. Membership on the Review Panel

The membership of the diagnostic review panel should be detenmined as soon as possible so that
potential members can be contacted piving them alternate dates for anendance in Kiev for the review
which is amticipated to require no more than oue working wock (i.e. five days). None of the potential
members of the review panel should have any connection or involvement with the follow-up cobort
studies of lquidators in Ulkraine. 1t has been suggesred than the review panel at the very least comsisy off
one hematologist expert in lewkemiz morphology from both Ulkraine and the 1).S.A., one
hematopathologist expert in leukernia and lyarphoma morphology from both Ukraine and the U.S. A
and one hensatologist or bematypathologiat fromn France.

1. Time Frame

It is anticipated that the epidemiology group in Kiev will have selected the randown sample of cases of
levkemias. Lymphomas and related disorders from the oblast/study area inssitutions no later than
November 10, 1998, Receipt of all clinical and biological material for the identified cases slould be in
Kiev by December 10, 1998 with the organization of this material complete by the end of December.
The review process itself then will take place during the second week of Jamary, 1999 (the week



peginning January 11) and at the e, the third week of fanuary, 1999 (the week beginning January
18) depending on the availability of diagmostic review panel members.
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Nms JlaTa 3anonHeHns hopMel | ]

Name Date when form was completed  [ens Mecsiy Fop
Day Month Year

KrnimHuuacknid craryc
Clinical status 0 wmBoM
living
] CKOHUANCS) (nata cmeptw | | |
deceased cate of death Mecsy i
Month  Year
(sckpeitue 1 ga O Her)
autopsy yes no
AauHbie 13 ucTopum 6oneamHu
Glinical Record (] pa (ecnum NyHKTbl, NPUBELEHHLIE HIDKE, MOMNHOCTEI)
SANONHEHE)
yes (if checked complete all of the following items)
[0 HeT (ecrnm 3anonHe e TONLKo 7-10 ua Huke
NPUBENEHHBIX NYHKTOR)
no (if checked complete only items 7-10 below)
1)

Mecsiy  lop
Month  Year

Mecsiy [ens  Top
Month  Day Year

3) CHUMITOMEI 4O HAMANE NEYeHNs
Pretreatment symptoms

0 cnabocre O yromnsemocts [ adopexkcus [ kposoTouMBocTe [ nuxopapka
weakness tiredness anorexia bleeding fever



[ apenonarms [ HOuHOE noTeHve [ noMoTa B KOCTHX M CycTasax
adenopathy night sweats bone pain or joint pair

0 ronosHas Gone O HET MK OAHOTO M3 NEPEYNCTIEHHBIX CUMITTOMOB
headache none of these

(] HETOUHBLIE MNW HENONHLIE AaHHke  [] APYIME CUMMITTOME
inadequate or poor information other

0 BnegHoOCTL (U nypnypa nnm neTexmm J KpOBOTOMUBOCTIE

pallor purpura or petachiae bleeding
0 rvHmMBansHas ranepnnasms [ XpynkocTb KOCTeR
gingival hyperplasia sternal tenderness

1 smHavmTe

©
‘EBI

NbHanR numgoageHonatma [ renaromeranus 0 CrineHoMeranus
hepatomegaly splenomegaly

0 HeTt HW O4HOrD W3 NEePEYMCNEHHbIX NPU3HAKOB
none of these

[ HETOYHBIE UM HENONHLIE NaHHbIe
inadequate or poor information

U Apyrve npuasHaki
other

5) Huar
Oblrv NpoBEAEHE)
Pretreatment diagnostic studies (check all performed)

0 cocras nepupepuHeckoi KpoBm
peripheral blood count

[} KNETOMHBIA COCTaR KPOBM
differential blood count

O nyHKTaT KOCTHOrO MO3ra
bone marrow aspiration

L unTOXMMUHECKUnEe OKPackn nepuepnecKon KpOBKM MK KOCTHOrO MO3ra
cytochemical stains of peripheral blood or bone marrow



0 6uoncus KOCTHOrO MO3ra
bone marrow biopsy

[J  MasoK KOCTHOrO mMo3sra
bone marrow touch preparation

0 Guoncms NuMGATUIECKOro yana
lymph node biopsy

[} m@asok npenaparta NAMQpETUIecKoro yana
lymph node touch preparation

[ Buoncmsa apyrux TKaren
other tissue biopsy

U HAYTO M3 BLILLE NePpeYncrneHHOr
none of the above

6) GCocras nepudiepryeckoir KPOBW 40 HAYANE NeYeHWs
Pretreatment peripheral blood counts

Umerno || ] | ]| LJ 1]

Date N&ﬁﬁu ﬁ&ﬁh faﬁ """"
Month Day  Year

IremornoGun mrian
Hemoglobin gm/dl
IPUTPOLMTLI x 101241

Erythrocytes

TpoMBOLMTE x 106\1
Platelets

NenkouuT x 109\1
Leukocytes

Cocrae nerkoumTos
Differential Leukocyte Count

CErMEHTUPOBAMHBLI® HEUTPOMWUNL___ Y% 303MHOMDMNLI___ %
segmented neutrophils eosinophils
CBA3AHHBLIE HenTPpOdDMNLL_ % Basopune___ %

band neutrophils basophils



METAMWENOLMT I % NNASMETUYECKWNE KNeTKK Y%
metamyelocytes plasma cells

MUENOUMTLI___ % Gnactel (Moboro Tuna)______ %
myelocytes blasts (any type)

NPOMMENOLWTl % IPUTPOLMTLI C SiBpaMmM____ Y
prolymphocytes nucleated red cells

NAMCPOLUMTBI % Apyrme(noxanyncra, yrouHmure) %
lymphocytes other cells (please, specify)
NPOAMMEOLMTb % %
prolymphocytes

MOMHOLIWT I % %o

monocytes

7) [penapar(bl), NOCkLIE
Slide(s) being sent for review

0 Ma3IoK nepuhepruueckoir Kpoam A0 NeYeHUs
pretreatment peripheral blood smear

[l Ma30K KOCTHOrO MO3Fa [0 NeYeHWR
pretreatment bone marrow aspiration smear

0 LUTOXMMWHECKE OKPACKWA NEPUGEPUYECKOR KPOBY WM MA3KOB KOCTHOMO MO3ra

cytochemical stains of peripheral blood or bone marrow smear

0 HeOKPaLLeHHLIA MA3OK KOCTHOrO MO3ra
unstained bone marrow smear

0 Bumoncusi KOCTHOrG Mo3ra
bone marrow biopsy

[} MAasoK KOCTHOIO MO3ra
bone marrow touch preparation

0 Huoncus numpaTtiieckoro yana
lymph node biopsy

0 masoxk nuM@arieckoro yana
lymph node touch preparation



O Buoncus Apyrix TKaHen
other tissue biopsy

[ TkaHeBOW NPEnapaTHsIin cped (TONMbKO KOCTHOrD MO3ra v NUMQpaTUYecKoro
yana)
autopsy tissue sections (bone marrow and lymph node only)

[ HW OAWMH M3 BeILUENEREYNCIeHHbIX
none of the above

8) [pyrve xoMMeHTapuy (& MMEHHO: Phi mnn ApyIve Onyxonesble MapKkepb!
LMTOXUMNHECKME OKDECKA. T.4. W T.1.)
Other comments (e.q.. Ph1. or other tumor markers, cytochemical stains. etc.)

Krnmriaveckiig
Clinical

Bekpritne (€Cnm OHO NpoBOANNOCH)
Autopsy (if any)




