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Abstract

Targeted protein degraders (or degraders) are an emerging small molecule drug modality
with transformative therapeutic potential. Currently, most degraders are developed for
severe life-threatening disorders and engage the E3 ligase cereblon. One barrier to the
broader use of degraders is the potential risk of embryofetal toxicity with cereblon-
engaging degraders, exemplified by thalidomide. Thalidomide (and analogs, known as
immunomodulatory drugs) binds cereblon and modifies its substrate repertoire, leading

to degradation of intended and multiple unintended neosubstrates. Some cereblon-
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engaging degraders have been engineered to avoid the degradation of unintended
neosubstrates implicated in teratogenicity, specifically SALL4. Mechanistic links
between SALL4 degradation by thalidomide and human teratogenicity have been
established; further, SALL4 degradation by thalidomide (and its analogs) has been
linked to teratogenicity in susceptible nonclinical species. It is generally accepted that
SALL4 degradation is unlikely to be the only mechanism of teratogenicity associated
with thalidomide and its analogs. Currently, best practices to evaluate the teratogenicity
risk of cereblon-engaging degraders have not been established. Here, we present points
to consider in the teratogenicity safety assessment of cereblon-engaging degraders from

the perspective of an 1Q consortium working group.
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Abstract

CIGB-500 is a product whose active pharmaceutical ingredient is GHRP-6, (Growth

Hormone Releasing Peptide-6), a synthetic peptide that allows the rescue of cardiac mass
affected during Acute Myocardial Infarction. The objective of the study was to determine
the toxicity profile of CIGB-500 in dogs. As general methodology, CIGB-500 was
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administered daily to dogs by intravenous route for 28 consecutive days. All animals
were allocated to four groups: Control, Low-Dose (300 ng/kg/day), Mid dose
(1000 png/kg/day) and High-Dose (2000 ng/pg/day). Hypersalivation, hypoactivity,
reduced heart rate, changes in respiration, pale gums and erythema of the head region
were observed in some animals administered at 1000 and 2000 pg/kg/day. These clinical
signs were transient, and were therefore considered non-adverse. Treatment with CIGB-
500 did not result in any adverse macroscopic or microscopic changes. A decrease in heart
rate value was noted following CIGB-500 treatment at all dose levels an at the end of
recovery period, the heart rate effects at 2000 pg/kg/day were comparable to controls. In
conclusion, the daily administration of CIGB-500 at doses up to 2000 ng/kg/day was well-
tolerated, findings noted were transient, minor, non-adverse and reversible, and the no

observable adverse effect level (NOAEL) was considered to be 2000 pg/kg/day.
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Abstract

The global burden of tuberculosis, particularly multidrug-resistant (MDR) strains of

Mpycobacterium tuberculosis, necessitates the urgent development of novel and effective
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therapeutic agents. Natural products derived from plants have long served as an
essential resource for drug discovery, offering structurally diverse bioactive compounds.
Sphaeranthus indicus, a plant traditionally valued for its medicinal properties, has
shown promise as a source of antimicrobial agents. This study evaluated the
antimycobacterial potential of S. indicus extracts and the isolated compound ilicic acid
against M. tuberculosis H37Rv and MDR isolates. Hexane, chloroform, and methanol
extracts were screened using the microbroth dilution assay, with the hexane extract
demonstrating superior activity (MIC: 125 pg/mL) against the Hs7Rv strain. Purification
of the hexane extract led to the isolation of ilicic acid, which exhibited significant
antimycobacterial activity, inhibiting Hs7Rv at 125 pg/mL. Against MDR isolates, ilicic
acid displayed MIC values of 500 pg/mL for isolate 1, 125 pg/mL for isolate 2, and
250 pg/mL for isolate 3. These findings underscore the therapeutic potential of ilicic acid
as a lead compound for developing anti-TB drugs, especially against drug-resistant
strains. The study highlights S. indicus as a valuable source for discovering novel

antimycobacterial agents, contributing to global efforts to combat TB resistance.
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Abstract

Antiparasitic medications are drugs used to treat infections caused by parasites like
protozoa, helminths, and ectoparasites by either killing the parasite or inhibiting its
growth and reproduction. These medications are crucial for treating parasitic diseases
and can vary in dosage and administration depending on the type of infection with proper
diagnosis being essential for effective treatment. Nevertheless, such drugs can also cause
a range of side effects including genotoxicity, depending on the type of medication and
the individual's response. Therefore, here we will summarize data on the genotoxic
effects of some antiparasitic drugs since many parasites provoke DNA damage per se,
and therapy can enhance such genotoxic effects. The DNA-damaging effects of
antiparasitic drugs enable the use of some of them for cancer treatment. Since a parasitic
disease comes with severe consequences, the cost-benefit should be considered when
taking drugs against such a disease even in terms of their potential genotoxicity. While
some antiparasitic drugs have shown genotoxic potential in laboratory studies, most are
considered safe for human use at therapeutic doses. Long-term or high-dose exposure
may carry more risk; moreover, the genotoxic effects of the drugs can interfere with the
genotoxicity of the parasitic infection. More research is needed to fully understand the
implications for human health. Nevertheless, the present study has confirmed the need
for further cytogenetic research and regular patient monitoring to minimize the risk of

an adverse event, especially among frequent travellers visiting parasite-affected areas.
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