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In silico e
+ - Total Sensitivity
" 73.1 %
Sc.’ +( 19 4 26 Specificity
< ~| 21 159 180 88.3%
Concordance
40 166 206 S6.4 % _
Hayashi et al., Mutat Res,
588, 129-135 (2005)
MCASE AWORKS
In silico L In silico L
+ - Total Sensitivity + - Total Sensitivity
65.0 % 73.1 %

al 4 20 Specificity il 4 26 Specificity

-| 13 133 146 91.1 % | 54 124 178 69.7 %

Concordance Concordance
88.0 % 73 131 204 70.1 %
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Hillebrecht A et al., Comparative Evaluation of in Silico Systems for Ames Test
Mutagenicity Prediction: Scope and Limitations., Chem Res Toxicol, 24, 843-853, 2011)

F—=Y—2 QSAR  QSAR Sensitivity  Specificity = Concordance
Type Tool (%) (%) (%)
FDA (—i{tZFME + EHm) Rule DEREK 71.7 78.1 75.4
4,699{tEY) (44%E1%) Toxtree 78.0 70.0 73.5
Stat Mcase 65.2 82.9 71.5
LSMA 69.2 77.8 74.0
N> (—iEFEE) Rule DEREK 80.9 59.1 73.7
2,647{t&1) (67%=1E) Toxtree 85.2 53.1 74.6
Stat Mcase 74.6 74.0 74.4
LSMA 67.8 63.8 66.4
Ov>1(EE) Rule DEREK 43.4 91.6 85.5
2,335{tEY (13%EE1E) Toxtree  42.9 77.5 73.1

Stat Mcase 30.6 85.8

7
LSMA 17.4 93.9 83.
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GTP: :K[EEPA Gene-Tox Program
NCI: k[ENational Cancer Institute (NCI), National Institutes of Health (NIH)
NTP: XENTP Program (P&G Inventory

Databases Intersections | Concordance
GTP/NCI; TA 100 20 chemicals 85%
GTP/NTP; TA 100 39 chemicals 79%
GTP/NCI; TA 98 18 chemicals 88%
GTP/NTP; TA 98 21 chemicals 92%

—3E . 82%
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EUMBIZ/ODFR — July 2008

SIS

European Medicines Agency
Press office

London, 24 July 2008
Doc. Ref. EMEA/CHMP/382256/2008

PRESS RELEASE
Studies assessed by the EMEA indicate no increased risk of developing
cancer for patients who have taken Viracept contaminated with ethyl
mesilate

Following a review of a number of toxicology studies, the European Medicines Agency (EMEA)
confirms that there 1s no mcreased nsk of development of cancer for patients who have taken

contaminated Viracept (nelfinavir).

The studies carried out by Roche showed that 1t 15 possible to calculate a threshold value below which
ethyl mesilate does not cause any wreversible damage (mutations) m the DNA. The CHMP noted that
patients or cluldren born to mothers who had taken contanunated Viracept were exposed to ethyl
mesilate levels well below this threshold, and therefore that there was no mncreased risk of developing
cancer for these patients compared with those patients who were not exposed to the contaminant.

The Commuttes therefore concluded that there was no need to momitor patients who had been exposed
to high levels of contaminated Viracept through specific patient registries.
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