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I, Michael Saporito, declare as follows:

1. I worked as a consultant for Marinus from 2015-2020 and have been an
employee of Marinus since 2020. My current title 1s Vice President of Research and
Non-clinical Development.

2. I previously submitted a declaration, dated March 7, 2023, in this
proceeding. I submit this declaration to provide additional information related to the
matters discussed in my first declaration.

3. As I stated in my prior declaration, I stood by Saporito Poster 1 (Ex.
1013) when it was displayed at the meeting to interact with meeting attendees who
chose to stop and view it. I was there by the poster during the time it was displayed,
for about an hour and a half.

4. The poster shown at page 1 of Ex. 1013 is the same document that [
remember displaying as a poster, standing by, and discussing with attendees at the
meeting.

5. The full-page version of the poster at page 1 of Ex. 1013 is a small
version of the large poster that was displayed at the meeting. The four partial pages
that appear after that full-page version simply split the full-page version up and were

added for this proceeding to make the data easier to read.
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6. As I also stated in my prior declaration, I stood by Saporito Poster 2
when it was displayed at the meeting to interact with meeting attendees who chose
to stop and view it. As with Saporito Poster 1, [ was also there by Saporito Poster 2
during the time it was displayed, for about an hour and a half.

7. The poster shown at page 1 of Ex. 1014 is the same document that |
remember displaying as a poster, standing by, and discussing at the meeting.

8. As with Ex. 1013, the full-page version of the poster at page 1 of Ex.
1014 is a small version of the large poster that was displayed at the meeting. The
four partial pages that appear after that full-page version simply split the full-page
version up and were added for this proceeding to make the data easier to read.

9. The Scientific Abstract Listing and Meeting Information Brochure for
each AAN meeting is generally available for viewing online before the meeting
occurs. That was no different for the AAN Meeting Brochure shown as Ex. 1012.
In fact, the 2016 AAN Meeting Brochure shown as Ex. 1012 is still available
online today at:

https://issuu.com/americanacademyofneurology/docs/16am_abstraclistingdigi_v14

24. I frequently view the brochures for these meetings online to look for posters
and presentations of interest to me.
10.  Furthermore, the full abstracts are generally available before the

meeting occurs, as well. For the 2016 AAN Meeting, the Meeting Agenda and full


https://issuu.com/americanacademyofneurology/docs/16am_abstraclistingdigi_v1424
https://issuu.com/americanacademyofneurology/docs/16am_abstraclistingdigi_v1424
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abstracts were published in the American Academy of Neurology’s scientific
journal, Neurology, in Issue 86 (16 Supplement) in advance of the meeting. The
Table of Contents for that Issue (Exhibit 1034, attached) is still available on the

publisher’s website at https://n.neurology.org/content/86/16_Supplement. That

issue includes the abstracts for my two posters (Exhibit 1029, attached and

available at https://n.neurology.org/content/86/16_Supplement/P4.212 and Exhibit

1030, attached and available at

https://n.neurology.org/content/86/16_Supplement/P2.020).

11.  The slides included as Ex. 1016 are the slides that I used for my “Data
Blitz” presentation, discussed in paragraphs 16 to 18 of my prior declaration, at the
AAN meeting. | was personally involved in presenting and discussing these slides
at the meeting. These slides themselves were not included in an abstract book or
printed out for attendees, but were displayed on a screen while I was presenting
and discussing the data. As I described in my previous declaration, a description
of the Data Blitz is shown in the AAN Meeting Brochure at page 128.
Furthermore, the abstract for this “Data Blitz” presentation (Exhibit 1035,
attached) was also included in Neurology Issue 86 (16 Supplement), and is still

available today at https://n.neurology.org/content/86/16_Supplement/I11.003.
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I declare under penalty of perjury that the foregoing is true and correct

Executed 0N __ pm—

5

Michael Saporito
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Article Info & Disclosures

Abstract

Objective: These studies were designed to evaluate the potential of ganaxolone (GNX) for the
treatment of status epilepticus (SE). Further studies were conducted to clarify the activities of
GNX on the human progesterone (PGR) receptor. Background: Ganaxolone is an analog of the
neurosteroid GABA modulator allopregnanolone (ALLO) and is in development for treatment
of epilepsy. Methods: SE was induced by lithium chloride and pilocarpine administration to
Sprague-Dawley rats. Seizure response was measured by electroencephalographic recordings
through cortical electrodes. Compounds were administered via IV injections 15 or 60 minutes
after SE onset. Seizure response was measured for 5 hrs. GNX and ALLO activities on PGR
function were evaluated in HEK-293 cells containing the human PGR receptor. Results:
Lithium-pilocarpine induced seizures were sustained for 6 hrs. This seizure activity was
resistant to diazepam (10 mg/kg), but GNX (12 or 15 mg/kg; bolus IV) elicited a complete block
of SE when administered 15 or 60 min after SE onset. The GNX antiepileptic activity was
durable, with activity observed for at least 5 hrs. ALLO (15 mg/kg; IV) also blocked SE when
administered 15 minutes after SE onset. However, the duration of antiepileptic activity was brief
(<1 hr). Further, when administered 60 min after SE onset, ALLO only produced a minimal
block of the seizure. GNX was devoid of any PGR activity, whereas ALLO (EC50=270 nM)
elicited a partial agonist response. Conclusion: GNX produced an anti-epileptic response in a
diazepam resistant model of SE with IV injection. The GNX response was more durable and
effective than ALLO. GNX is also available as an oral formulation allowing the possibility that
GNX can be administered orally after SE to prevent subsequent seizure activity. Finally, data is
presented showing that GNX is devoid of PGR activities, indicating that the risk of

progesterone-mediated side-effects are minimal.

Disclosure: Dr. Saporito has nothing to disclose. Dr. Tsai has nothing to disclose. Dr. Patroneva

has received personal compensation for activities with Marinus Pharmaceuticals, Inc.
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Article Info & Disclosures

Abstract

OBJECTIVE: To test IV ganaxolone in a clinically translatable rodent model of status epilepticus
(SE). BACKGROUND: Ganaxolone (GNX) is a synthetic analog of the endogenous neurosteroid
GABA modulator allopregnanolone (ALLO) and is in development for treatment of epilepsy and
other neuropsychiatric conditions. DESIGN/METHODS: Convulsive SE (CSE) was induced by
the administration of lithium chloride and pilocarpine to male Sprague-Dawley rats. GNX (6, 9,
12 mg/kg) or ALLO (15 mg/kg) were administered via IV bolus injections at the time of CSE
onset (time 0) or 15, 30 or 60 minutes after CSE onset, as measured by the first observed Racine
Stage 3 seizure. Animals were observed for the presence of CSE (stage 3 or greater) for an
additional 2 hours after compound administration. Animals that did not exhibit a convulsive
seizure during that time period were considered protected. Twenty-four hours after CSE onset,
surviving rats were sacrificed and blood collected for bioanalysis RESULTS: Pilocarpine
administration induced CSE in all animals. Vehicle administration did not affect seizure activity
and notable (~50[percnt]) death was observed 24 hours after CSE onset. GNX was able to halt
CSE and produced a dose-dependent reduction in CSE at all time points. The ED50 when
administered at the onset of CSE (0 min time point) was 2.2 mg/kg, and at 60 min after CSE
onset, the ED50 was 6.2 mg/kg. Near complete survival was noted 24 hours after CSE onset for
ALLO and all doses of GNX evaluated. CONCLUSIONS: IV bolus GNX produced a dose-
dependent anti-convulsant effect. Administration of GNX promoted survival with activity
similar to that observed with ALLO in a rat model of CSE. GNX reduced seizure activity when
administration was delayed until 30 min and up to at least 60 minutes after CSE onset, a period

of SE typically refractory to benzodiazepines.

Disclosure: Dr. Saporito has received personal compensation for activities with Marinus
Pharmaceuticals, Inc. as a consultant. Dr. Tsai has nothing to disclose. Dr. Patroneva has
received personal compensation for activities with Marinus Pharmaceuticals, Inc. Dr. White has
received research support from Marinus Pharmaceuticals, Inc. Dr. Metcalf has received research
support fioin Marinus Pharmaceaticass, Inic. Dr. Barker-Haliski has received research support
from Marinus Pharmaceutica‘igﬂiﬁgo"cy
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Article Info & Disclosures

Abstract

OBJECTIVE: To test IV ganaxolone in a clinically translatable rodent model of status epilepticus
(SE). BACKGROUND: Ganaxolone (GNX) is a synthetic analog of the endogenous neurosteroid
GABA modulator allopregnanolone (ALLO) and is in development for treatment of epilepsy and
other neuropsychiatric conditions. DESIGN/METHODS: Convulsive SE (CSE) was induced by
the administration of lithium chloride and pilocarpine to male Sprague-Dawley rats. GNX (6, 9,
12 mg/kg) or ALLO (15 mg/kg) were administered via IV bolus injections at the time of CSE
onset (time 0) or 15, 30 or 60 minutes after CSE onset, as measured by the first observed Racine
Stage 3 seizure. Animals were observed for the presence of CSE (stage 3 or greater) for an
additional 2 hours after compound administration. Animals that did not exhibit a convulsive
seizure during that time period were considered protected. Twenty-four hours after CSE onset,
surviving rats were sacrificed and blood collected for bioanalysis RESULTS: Pilocarpine
administration induced CSE in all animals. Vehicle administration did not affect seizure activity
and notable (~50[percnt]) death was observed 24 hours after CSE onset. GNX was able to halt
CSE and produced a dose-dependent reduction in CSE at all time points. The ED50 when
administered at the onset of CSE (0 min time point) was 2.2 mg/kg, and at 60 min after CSE
onset, the ED50 was 6.2 mg/kg. Near complete survival was noted 24 hours after CSE onset for
ALLO and all doses of GNX evaluated. CONCLUSIONS: IV bolus GNX produced a dose-
dependent anti-convulsant effect. Administration of GNX promoted survival with activity
similar to that observed with ALLO in a rat model of CSE. GNX reduced seizure activity when
administration was delayed until 30 min and up to at least 60 minutes after CSE onset, a period

of SE typically refractory to benzodiazepines.

Disclosure: Dr. Saporito has received personal compensation for activities with Marinus
Pharmaceuticals, Inc. as a consultant. Dr. Tsai has nothing to disclose. Dr. Patroneva has
received personal compensation for activities with Marinus Pharmaceuticals, Inc. Dr. White has
received research support from Marinus Pharmaceuticals, Inc. Dr. Metcalf has received research
support from Marinus Pharmaceuticals, Inc. Dr. Barker-Haliski has received research support

from Marinus Pharmaceuticals, Inc.
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