& Scifinder - Efficacy and to... - Windows Internet Explal

| O https://scifinder.cas.org/scifinder/view/scifinder/s

x &EE - MEE

& ENES |5 @
B - v & v FER) - R2EO - IEO) - @ 08

[ ™ Return

4. FEfficacy and toxicity related to treatment of hepatocellular carcinoma with 90Y-SIR
spheres: radiobiologic considerations

By: Strigari, Lidia; Sciuto, Rosa; Rea, Sandra; Carpanese, Livio; Pizzi, Giusappe; Soriani, Antonells; Iaccarino, Giuseppe; Benassi,
Marcello; Ettorre, Giuseppe Maria; Maini, Carlo Ludovico

Radioactive 90Y-selective internal radiation (SIR) sphere therapy is increasingly used for the treatment of nonresectable
hepatocellular carcinoma (HCC). However, the max. delivered dose is limited by severe injury to the nontarget tissue, including
liver parenchyma. Our study aimed to implement radiobiol. medels for both tumor control probability (TCP) and normal-tissue
complication probability (NTCP) to describe more effectively local response and the liver toxicity rate, resp. Patients with
documented HCC, adequate bone marrow parameters, and regular hepatic and pulmonary function were eligible for the study.
Patients who had pulmonary shunt greater than 20% of 99mTc-labeled macroaggregated albumin or any uncorrectable delivery
to the gastrointestinal tract, reverse blood flow out of the liver, or complete portal vein thrombosis were excluded. Patients
received a planned activity of the 90Y-SIR spheres, detd. using the empiric body surface area method. The dose distribution
was detd. using posttreatment (3-dimensional) activity distribution and Monte Carlo dose voxel kernel calens., and the mean
doses to healthy liver and tumor were calcd. for each patient. Response was defined according to Response Evaluation Criteria
in Solid Tumors (RECIST) and recommendations of the European Assocn. for the Study of the Liver (EASL). Criteria were used
to assess possible liver toxicities. The parameters of TCP and NTCP models were established by direct maximization of the
likelihood. 73 Patients were treated. With an av. dose of 110 Gy to the tumor, complete or partial response was obsd. in 74%
and 55% of patients according to the EASL guideline and RECIST, resp., and the predicted TCPs were 73% and 55%, resp. With
a median liver dose of 36 Gy (range, 6-78 Gy), the =grade 2 (G2), =grade 3 (G3), and =grade 4 (G4) liver toxicities were obsd.
in 32% (23/73), 21% (15/73), and 11% (8/73) of patients, resp. The parameters describing the =G2 liver toxicity data using the
NTCP model were a tolerance dose of the whole organ leading to a 50% complication probability of 52 Gy (95% confidence
interval, 44-61 Gy) and a slope of NTCP vs. dose of 0.28 (95% confidence interval, 0.18-0.60), assuming n = 1. The radiobiol.
approach, based on patient-specific dosimetry, could improve the 90¥-microsphere therapeutic approach of HCC, maintaining an
acceptable liver toxicity.
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New solid substrate comprising several polymers or 50-1000 different nucleic acids

coupled to the solid substrate in a different known location, useful for high content

drug profiling and toxicity screening

Original Title ?
Use of intrinsic reporters of cell signaling for high content drug profiling and toxicity

m

screening
Abstract 7

The present invention identifies essentially all of the members of a specific group of

genes that are preferentially transcribed upon the initialization of a signal

transduction pathway. The present invention also discloses methods for detecting
and/or quantifying the transcription of these specific genes. The present invention
further discloses methods of using this information to characterize the effect of

potential drugs on a cell. Solid supports comprising nucleic acids that can hybridize

<« [ +

with the transcripts from this specific group of genes are also described.

First Claim ?

1. A method of evaluating and/or predicting whether a candidate compound has a

beneficial therapeutic receptor active drug activity or a hallucinogenic or toxic side- o
effect as comnared to a aroun of reference comnounds that have known heneficial a 1, 3
Record 1 of 5 12345 | » Mark and Next | | B

2 @ EEEE|ZREE ER

=

4
X
>

6"\:

=t 3 # ehE_Lasyn 0 — A

il
-
3

* R E g Py ]



d 53535 2011 # E P S=-0.22 = > 545} F)Be % 8
PF D PRSI TETI&E £ 2012EPS=0.89 %+ % » 4
(28~ v 3 30 B lexp v B R ERET o



