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Cannabis is the most common illicit substance worldwide. In Chile, its
consumption has been dramatically favored; due to current regula-
tions and law. At the moment, there is a lack of knowledge about the
danger of consumption of cannabinol (CBN), cannabidiol (CBD) and
tetrahydrocannabinol (THC), main cannabinoids of cannabis: CBN and
CBD have been attributed beneficial effects for health; conversely, THC
is the responsible for the psychoactive effects of cannabis; further-
more, a high percentage of cannabis consumed in Chile is of transgenic
origin, with the consequent increase in the concentration of these
cannabinoids [1,2].

This study’s objective was to evaluate the cytotoxicity of the
mixtures tetrahydrocannabinol- cannabinol and tetrahydrocanna-
binol- cannabidiol; using in vitro cell line human fetal glial SVG-P12,
through the use of Resazurin cell viability and an assay of apoptosis-
cell death by flow cytometry.

The results show that the co-exposure tetrahydrocannabinol-
cannabinol (≥ 20 μM for both substances) and tetrahydrocannabinol-
cannabidiol (≥ 20 μM for both substances) decreases cell viability in
greater proportion thanwhen evaluating individual substances, effects
were more accentuated with the mixture CBD+ THC. Similarly, an
increase in apoptosis and cell death processes has been observed with
the indicated treatments.

From this study it can be concluded that effects of tetrahydro-
cannabinol in the decrease in cell viability are greater when associated
with cannabinol or cannabidiol and it can be inferred that the
consumption of cannabis, may expose the most harmful effects in
consumer population. In this context, the potential risk of consuming
actual samples containing these substances must be considered in the
new public policy development.
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Determining teratogenic risk for cereblon-binding molecular glue
degraders is of high interest considering their shared mode of action
with immunomodulator drugs (IMiDs) like thalidomide. IMiDs have
shown differences in teratogenic effects across species with rodents
being less sensitive, and increased sensitivity from rabbit to non-
human primates (NHPs). Recently, SALL4 degradation has been
identified as a main driver of fetal malformations caused by
thalidomide. SALL4 human loss of function mutations phenocopy

many common characteristics of thalidomide-induced birth defects
such as effects on limbs. The present study assesses the risk of
teratogenicity of a molecular glue degrader X (MGD X) that targets
protein Yand spares SALL4 (shown in in vitro human pluripotent stem
cells as well as in vitro and in vivo in NHPs). The study objective was to
determine the effects of 20 mg/kg (mpk) and 180 mpk MGD X on
pregnant New ZealandWhite rabbits and development of the embryo
and fetus consequent to exposure of the female from implantation to
closure of the hard palate. Thalidomide at 60 mpk was included as a
positive control. Rabbit exposure toMGDX reaches similar exposure as
thalidomide at the highest concentration of 180 mpk. No MGD X-
related mortality occurred; maternal toxicity (body weight loss) was
observed at both MGD X doses during the treatment period. No
maternal toxicity was observed with thalidomide. Embryotoxicity was
observed in MGD X groups and consisted of decreased fetal body
weights and increased post-implantation loss compared to the control
group. Increased post-implantation loss was also observed in the
thalidomide group. No MGD X-related fetal malformations were
observed. In contrast, malformations were observed in all 7 litters
from the thalidomide treated group that survived to cesarean section.
These data suggest that sparing SALL4 avoids the thalidomide-like
malformations observed with IMiDs. Confirmation of SALL4 sparing in
the rabbits is on-going. Whether the observed embryotoxicity with
MGDX is related to IMiDs class effect, observedmaternal toxicity, and/
or related to the target protein Y (shown to play a role in embryonic
development based on knock out mice data) is currently unclear.
Moreover, SALL3 (a transcription factorof the same family as SALL4 but
not degraded by thalidomide and analogs) is an identified off-target of
MGD X. The developmental consequences of SALL3 degradation are
currently unknown. However, based on human genetics, SALL3 might
cause other developmental defects like hearing loss and mental
retardation not assessed in a standard EFD study and requires further
investigation. If SALL4 sparing is confirmed in the rabbit, this
embryofetal development study provides some evidence that SALL4
sparing protein degraders may avoid the fetal malformations induced
by thalidomide and its analogs. Further investigation of other SALL4
sparing protein degraders would be necessary to confirm these
findings.
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Purpose: Element contamination, including heavy metals, was
associated with gastrointestinal toxicological effects and tumorigen-
esis. However, the potential effects and the mechanisms of crucial
element exposure associated with colorectal cancer remain unclear.
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