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Abstract Objectives

Background: For many patients with high-risk cancers, _ C. .. : : " : :
allogeneic stem cell transplant (SCT) is the only curative option. ¢ T0 Study the steroid sensitivity of recipients and their related donors prior to * Initial patients analyzed using the F-Dex

A major risk of SCT is acute graft versus host disease : : _ indi

(RGVHD). About 50% of SCT patients develop aGVHD as a S_CT. using a Fluorescc_eln Ia_beled de>_<amethasone (F Dex)_ monocyte monocyt_e bln(_jlng assay were not shown t(_)
part of their course. Glucocorticoids are the mainstay of therapy binding assay to help identify potential aGVHD patients with steroid be steroid resistant and did not have steroid
in aGVHD patients. Of the patients that develop aGVHD, about resistance resistant GVHD cIinicalIy

50% develop a steroid refractory/resistant form. These patients

tend to require higher doses of steroids and many will require  To use the F-Dex assay to analyze SCT patlents at the time of the . Did note that recipient F-Dex data was

Iiidedrittii?yr;r?gTheedsiga;iaot?:nttz ?;?yagei;:‘gg‘;‘t:ﬁtpifgiﬁ‘:'t{; optimize development of aGVHD in order to determine whether host similar to that of the donor after transplant
treatment and avoid transplant related morbidity and mortality. cell factors can influence the glucocorticoid sensitivity of SCT patients and
Although there have been biomarkers to help identify these cause steroid resistant aGVHD

patients, they have not been optimal. Therefore, there have
been no validated prognostic tests to identify these patients.
Also, there have not been studies to examine whether host

factors play a role in influencing the steroid sensitivity of SCT 500
patients. Therefore, there is a need for a prognostic test to M et h O d S 000
identify these patients and study these factors. We have used a o

Fluorescein labeled dexamethasone (F-Dex)monocyte binding
assay to study glucocorticoid sensitivity in other patients
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populations. We propose to use this assay to identify and study * Collection blood samples from 90 recipient/donor pairs 30 days —comn
this aGVHD subset. | o N prior to the SCT and at the time of the development of aGVHD. - .
Objectives: To study the steroid sensitivity of recipients and : : : .

their related donors prior to SCT using a Fluorescein labeled * The samples will be analyzed using a Fluorescein labeled L e comeantrtomsen ™
dexamethasone (F-Dex) monocyte binding assay to help dexamethasone (FDEX) monocyte binding assay.

identify potential aGVHD patients with steroid resistance.
To use the F-Dex assay to analyze SCT patients at the

time of the development of aGVHD in order to determine Patient 2

whether host cell factors can influence the glucocorticoid i oo
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sensitivity of SCT patients and cause steroid resistant aGVHD. i Plasma Platelets m‘:,p:,‘.ed" 2000
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Methods: Collection blood samples from 90 recipient/donor ik 2 £ 3500
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Results: Currently preliminary results are being ascertained. - N -
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Conclusion: Our hope is that the use of the F-Dex binding
assay will help in the early identification of steroid
refractory/resistant aGVHD patients, as well as to study
whether host cell factors influence steroid sensitivity. This study
can allow identified steroid refractory/resistant aGVHD patients
to be treated appropriately, avoiding transplant related morbidity
and mortality and help to elucidate factors that may cause their
steroid resistance.
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For many patients with high-risk cancers,
allogeneic stem cell transplant (SCT) Is the -
onlyg curative option. A ma?or ris(k of %CT is oathology tissuedamage Conclusion
acute graft versus host disease (aGVHD). tissues (RS Small
About 50% of SCT patients develop gt G N
aGVHD as a part of their course. The F-Dex binding assay has been a good predictor of clinical outcome
Glucocorticoids are the mainstay of @ thus far, but this is only based on initial patients. Our hope Is that the
therapy in aGVHD patients. Of the patients iy tT - use of the F-Dex binding assay on additional patients will help in the
that develop aGVHD, about 50% develop a 2? apoptosis early identification of steroid refractory/resistant aGVHD patients, as
steroid refractory/resistant form. These _n Donor Qyren- 4 AS— well as to study whether host cell factors influence steroid sensitivity..
patients tend to require higher doses of e i With the analysis of additional patients, this study can allow identified

steroid refractory/resistant aGVHD patients to be treated appropriately,
avoiding transplant related morbidity and mortality and help to
elucidate factors that may cause their steroid resistance.

steroids and many will require additional
medications to manage them appropriately.
ldentifying these patients early Is important
In order to optimize treatment and avoid
transplant related morbidity and mortality.
Although there have been biomarkers to
help identify these patients, they have not
been optimal. Therefore, there have been
no validated prognostic tests to identify
these patients. Also, there have not been
studies to examine whether host factors
play a role in influencing the steroid
sensitivity of SCT patients. Therefore,
there Is a need for a prognostic test to
identify these patients and study these
factors. We have used a Fluorescein
labeled dexamethasone (F-Dex)monocyte
binding assay to study glucocorticoid
sensitivity in other patients populations.
We propose to use this assay to identify
and study this aGVHD subset.
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