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e Ubiquitous benzodiazepine use suggests clinical need in the
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Background Study Aim

Anesthesia/Procedural Sedation and Cognition/Delirium The aim of this analysis was to identify/compare cognitive changes after
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*Bronchoscopy study (008): 91.5% of placebo patients received midazolam rescue dosed per local standard of care
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® Remimazolam Placebo

= Remimazolam = Placebo 3. Benedict RHB, Schretlen D, Groninger, Brandt J. Hopkins Verbal Learning Test — Revised: Normative

- Forinadequate sedation, patients were rescued with midazolam administered data and analysis of inter-form and test-retest reliability. Clin Neuropsychol. 1998;12(1):43-55.
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* Anova F-test for equal means in 2 groups

4. Berger M, Schenning KJ, Brown CH, et al. Best Practices for Postoperative Brain Health:
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5. BYFAVO® (remimazolam) [package insert], Indianapolis, IN. Acacia Pharma., Inc.; June, 2021.

— Since > 90% of placebo patients in both trials received midazolam rescue, they

e Carboxylic ester side chain essentially represent midazolam standard of care

— Cleavage by non-specific tissue esterases® — Differences between HVLT scores for remimazolam vs placebo/midazolam Texeira MT, Brinkman NJ, Pasternak JJ, et al. The role of remimazolam in neurosurgery and in patients

with neurological diseases: A narrative
review. J Neurosurg Anesthesiol. 2023:D0I: 10.1097/ANA.0000000000000917.
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— No meaningful contribution by CYP450 enzymes or kidneys
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and delirium the other benzodiazepines demonstrate® X vv ° (n=296) (n=60) (n=303) (n=60) 8. Pastis NJ, et al. Chest. 2019;155(1):137-146.
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: : : 9. Goudra BG, Singh PM. Saudi J Anaesth. 2014;8(3):388-391.
e Two randomized controlled trials demonstrated remimazolam to be

safe and effective for procedural sedation in colonoscopy and
bronchoscopy patients’:8

Predictable fast onset/offset pharmacokinetics®

Onset of sedative effects 1.0-1.5 minutes (DOF) Time to fully alert®

Median time to peak sedation 3.0-3.5 minutes®

* 11-14 minutes after last dose

Age,y:
Mean(SD)
Min,Max
265,n(%)

Sex, Male No.(%)

Race:

Weight:
Mean(SD)
Min/Max

54.4(10.12)
19,80
42(14.2%)

147(49.7%)

83.2(17.39)
40,128

Remimazolam/006 Placebo/006
(n=296) (n=60)
)

56.0(9.51
24,92
7(11.7%)

25(41.7)

84.6(19.90)
49,144

62.7(12.09
22,95
149(49.2%)

139(45.9%)

80.9(20.21)
41,155

60.8(12.08
30,78
27(45.8%)

24(40.7%)

77.7(21.17)

32,127

TEAEs Leading to Death

TEAEs Leading to
Discontinuation/Withdrawal

Hypotension

Tachycardia

Hypoxia

0(0.0%)

0(0.0%)

115(38.9%)

23(7.8%)

3(1.0%)

0(0.0%)

0(0.0%)

25(41.7%)

7(11.7%)

2(3.3%)

0(0.0%)

1(0.3%)

127(41.9%)

4(1.3%)

66(21.8%)

0(0.0%)

0(0.0%)

37(62.7%)

0(0.0%)

12(20.3%)

Remimazolam/008 Placebo/008 TEAEs 218(73.6%) 47(78.3% 268(88.4%) 52(88.1% ' . . .
(n=303) (n=60) 10. Rex DK, et al. Dig Liver Dis. 2021;53(1):94-101.
Serious TEAEs 0(0.0%) 0(0.0%) 17(5.6%) 4(6.8%)
(12.09) (12.08)

. Ostroff R, Harris D, Bichajian L, et al. Safety profile of the benzodiazepine remimazolam for
procedural sedation in higher risk patients (ASA 1ll/1V): results from a randomized trial. Poster
presented at: SAMBA Annual Meeting 2022; May 11-14, Phoenix, Arizona.

Black/African American 52(17.6%) 14(23.3%) 33(10.9%) 10(16.9%)
RAPID ONSET RAP'D OFFSET White 220(74.3%) 43(71.7%) 263(86.8%) 46(78.0%) Hypertension 59(19.9%) 17(28.3%) 186(61.4%) 31(52.5%) A k I d t d D- I
" . . SR . . Other 0.3%) 3(5.1%) cKnowieagements an ISCIOSUresS
Distribution half-life 0.5-2 minutes® Terminal elimination half-life 37 to 53 minutes ° Bt Eieems o et 46(15.5%) 10(16.7%) S2.6%) 00.0%) Bradycardia 33(11.1%) 7(11.7%) 13(4.3%) 4(6.8%)
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* 3-6 minutes after end of procedure BMI: Decreased respiratory rate a(1.4%) 2(0.3% (2.9% 2(614%) are employees of Eagle Pharmaceuticals and hold company stock, and RO received
Mean(SD) 28.9(4.72) 30.0(5.31) 28.4(6.39) 27.9(7.09) . i
N I t f d b t d t I I d t | . . h h . k Min/Max 17,40 19,40 16,45 14,44 honoraria from Eagle Pharmaceuticals.
e No correlation found between sedation level and vital signs in high-ris . i o e o
ASA ”I'IV patients10,11 ASA I 179(60.5%) 45(75.0%) 185(61.1%) 29(49.2%)

ASAII

22(7.4%)

4(6.7%)

108(35.6%)

28(47.5%)
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