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We introduce CLARITYpv, a translational drug safety platform that

integrates data from safety pharmacology, preclinical toxicology, Ovarian cancer is one of the most common cancer in women worldwide. Early diagnosis is rare and although

clinical safety, and postmarketing reports for around 12,000 chemotherapy can be effective in the short term, the 5-year survival rate is only 20%. Impaired function of the
approved drug products and combinations, and almost 600 homologous recombination pathway, a DNA repair mechanisms involving BReast CAncer type 1/2 susceptibility
vaccines. protein (BRCA), is associated with higher sensitivity to platinum-based chemotherapy. Under normal conditions,

single-strand breaks (SSBs) in DNA are repaired by an error-free, poly(ADP-ribose) polymerase (PARP)-mediated

With CLARITYpv, drug researchers and surveyors involved in mechanism [1].

preclinical toxicology, clinical safety and/or pharmacovigilance are
able to follow and analyze the entire safety lifetime of a drug Olaparib is used to Olaparib monotherapy is well tolerated, with adverse

product, both small molecules and biologics. The user can search treat BReast CAncer effects (AE) generally of mild-to-moderate severity.
and analyze integrated translational safety data, facilitate the susceptibility protein

: .. - (BRCA)-associated, The most commonly observed side effects (>10%) are
collection of periodic safety update reports, anticipate . . . . . .

. . . . . platinum-sensitive fatigue, nausea, vomiting, diarrhoea, dyspepsia, headache,
pOStmarketmg adverse drug reaction SlgnaIS and use interactive ovarian cancer. altered taste, decreased appetite and dizziness; and an
visualization tools to easily navigate across data and signals. Also, increase in serum creatinine, and haematological toxicity
CLARITYpv allows the user to carry out stratified analyses of safety Olaparib inhibits (anaemia,  neutropenia,  thrombocytopenia  and
events, to follow the safety evolution of drugs, to perform poly(ADP-ribose) lymphopenia) have been reported.
comparative safety analyses of drugs and drug classes, and to po"'merase’ there,by | , |
‘ h kel ¢ , | £ 4 did , blocking the repair of Uncommon serious AE included myelodysplastic
orecast the most likely satety signals of drug candidates entering single-strand DNA syndrome, acute myeloid leukaemia and pneumonitis [1].
clinical phases or new drugs entering the market using Al-based breaks [1,2].

predictive methods and analytics. A use case of a drug and its drug

class will be shown.
The data and the set of analysis engines available in CLARITYPv can help to monitor

known and unknown AEs to support risk assessment decisions,
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Y o | BT The safety-related analyses of olaparib carried out through the CLARITYpPv application show the list of AEs
e —— === known from the drug discovery phases (64 preclinical, 191 clinical), and the large set of additional AEs that have
— - - - been reported in various pharmacovigilance databases as part of this drug postmarketing period.
S I S— = The Translational Safety picture of olaparib shows that the Circulatory system (known from preclinical studies)
- - : = . . . .
and the Immune and Lymphatic systems (known from clinical studies) are the most affected due to this drug

treatment, and the postmarketing reports confirm this drug safety concerns.

The ADR Signals list of olaparib highlights new AEs that can be categorized as ADR warnings and ADR signals,
which are recommended to be monitored for further patient safety and to discover sets of events that precede
more serious events.

Monitor demographic trends and known AEs (and related) to support risk
assessment decisions at drug or drug class level.

Postmarketing = | = The Postmarketing Score comparison between olaparib AE list and its drug class members AE shows a list of
““““ o CIEY xcowmomn (@] & . o o . .
o= o & common and uncommon AEs which can be anticipated for other drugs in this class.
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