REL-1017 (esmethadone hydrochloride) demonstrates neither toxic effects on
maternal health nor teratogenic effects in pregnant rats
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* REL-1017 (esmethadone hydrochloride) is a safe and well tolerated’ novel
uncompetitive N-methyl-D-aspartate receptor (NMDAR) channel blocker with a
preference for pathologically hyperactive GIuN1-GluN2D NMDAR channels?.

In this study, REL-1017 did not affect maternal survival, clinical findings, ovarian and uterine parameters, or maternal macroscopic findings at any dose level evaluated. Similarly, no effects of REL-
1017 at any doses were observed on fetal sex ratios, fetal body weights, external, visceral, or skeletal development.
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DISCLOSURES In conclusion, in this embryo fetal development study, there was no evidence of REL-1017 (esmethadone hydrochloride) related toxic effects on maternal health or on fetal

development. Based upon these findings, the no-observed-adverse-effect level for both maternal and developmental toxicity was 40 mg/kg/day, the highest REL-1017 (esmethadone

This research was sponsored by Relmada Therapeutics, Inc. . N hydrochloride) dose evaluated. This dose corresponded to a maximum observed plasma concentration (Cmax) at gestational day 17 (GD 17 Cmax) = 738 ng/mL, to an AUC 0 - 24
Drs. Pappagallo, Folli, and Manfredi are paid consultants for Relmada Therapeutics. Dr. Manfredi is an . _ N . )
inventor on esmethadone patents and other patents and patent applications. hours at gestational day 17 = 9920 hr*ng/mL, and to an accumulation ratio of 1.62.
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