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Determination of Five Novel Sedative Drugs in Aquatic Products by
Ultra—high Performance Liquid Chromatography—Triple Quadrupole
Linear lon Trap Mass Spectrometry
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(Zhejiang Institute for Food and Drug Control, Zhejiang Provincial Key Laboratory for Market Regulation and Health
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Regulation, Hangzhou 310052, China)

Abstract: An analytical method based on pass—through solid-phase extraction coupled with ultra—
high performance liquid chromatography—triple quadrupole linear ion trap mass spectrometry
(UPLC—Q-Trap/MS) was developed for the determination of residues of five novel sedative drugs,
including lemborexant in aquatic products. Briefly, samples were extracted with acetonitrile contain-
ing 1. 0% formic acid, homogenized and then centrifuged. The supernatant extract was purified on
Captiva EMR~-lipid pass—through solid—phase extraction cartridges. Chromatographic separation was
implemented on Micropure HSS T3 column (2.1 mm X 100 mm, 1.8 pm) maintained at
35 ° C with gradient elution using 0. 1% aqueous formic acid and acetonitrile as mobile phases.
UPLC-Q-Trap/MS in positive electrospray ionization (ESI) mode was employed, with the scan-
ning mode of multiple reaction monitoring—information dependent acquisition—enhanced product ion
(MRM-IDA-EPI) . High—sensitivity quantitative analysis was accomplished together with second-
ary mass spectral library matching, which greatly improved the accuracy of qualitative identifica-
tion. The five target compounds exhibited favorable linearity within their respective concentration
range of 0. 2-10 ng/mL, with correlation coefficients (r) exceeding 0. 99. The limit of detection
(LOD) and limit of quantification (LOQ) were 0. 15 pg/kg and 0. 5 pg/kg, respectively. Forti-
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fied recovery experiments at three spiked levels were performed in four aquatic product matrices. The
average recoveries were in the range of 81.2% - 108. 9%, while the intra-day CV ranged from 0. 8%
to 3.4%, and the inter-day CV was 1. 3%-4. 7%. This method possesses high sensitivity, wide ap-
plicability and convenient operation, which is applicable to the routine detection of novel sedative
residues in diverse aquatic product matrices and can provide reliable technical support for food safety
supervision.

Key words: lemborexant; novel sedative drugs; pass—through solid—phase extraction; ultra—high
performance liquid chromatography—triple quadrupole linear ion trap mass spectrometry (UPLC-Q-

Trap/MS)
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Fig. 1  Chemical structures of five sedatives including lemborexant
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Br, MREIEARGER AR . BB DR S FEZSUR, R8I . 1MmiE .
2 AR, RN H 22 I DR 24 3 BN I L 2450 & 0 S 2 RE 12 E Y, MR RS
TR JoK 7= S 3 e b 22 4l 4y IR 5% S A B AR 7T Do

KPR R 2%, P, MBIV SRR . ANIRRIASHIR . wIntEE A S AR, ik
SRGGIHNE S i P R R B 24 ) AR AR o I B T B N, o £ IR R R 2 0 I R TR
st R RO A e R - = DUARATE A R FBE (UPLC-Q-Trap/MS) Al A B 25 = DY 4%
FRHEE 5 M i 7 PR BRIEACE P34 o7, 2ROV (MRM) A5 n e ek e B bR RRAE
BT, HEBR AR AR R R S i T RS (EPD ARn] SR E ) i g
TG, S 25 VO SE AR T S AR ORI 4y, ] G B oK P R T R B B A
T

AR T I A AR BGRALER , ERHE RBRAK =R T P e S A% O T, B2
P ER YRR, FEAREE Ao HARE S 9, #KFE UPLC-Q-Trap-MS &Pt T, &L
MRS, @K RS A L MRS A . R RIEE A PUZEAREE S B R E R 25 )
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1 KaaERsy
1.1 UFE5LF

AB Sciex Qtrap 6500+ 8 S R AH (0 0% — = FEVUARAT A A 26k i FOb ik (S AB 247)); KQ-
S00DE @8 F i peas (RILPREIE R AR AT ; XPE 205 B FRF (Hii: METTLER 4w, A4
0.01 mg) ; Multi—Prep PR =] 42 4 (ZE [E Pro Scientific 2y 7] ) ; Multifuge X1R B0 HL (ZEE Thermo
Fisher Scientific 23] ) ; #RZi/KHL (E[E Mﬂlipore/z}ﬁj ); QT-1 IEdE 7 % (L/@iﬁ\ﬁﬁa\*ﬁﬁiﬁ‘%ﬁﬁﬁ/z}
A)); 20 P2 AH AR E (32 Waters 241] ) .

SEMEA . HIREE . REHA . RIBHEE . PSSR S MbrifE s (AR T 95%, Kb /REF
HAWRAR); 5. HiEE., WlR. Rk (faptal, EE Merck /A H)); Oasis PRIME HLB [E AHZE B
(6mL/200mg, F2[E Waters 2y H]); Dikma PLS-A FIAHALHUE (6mL/200mg, JbituiFtSFHEABR 2 A]);
Captiva EMR-lipid [ #H 2 BUH: (6mL/600 mg, 22 Agilent 2] ); ProElut PMR RS % M4 (6mL/600
mg, LB RHEARAA); 0.22 pm BSEKERMNI LK (PTFE-Q, SEHE Agilent A7) JEHEE;
Milli-Q 2K S HIB LK ; ABRIT i m2s, BEZE | MRZSSE 40 LUK F= sk 30 B AT M T e it i .
1.2 kRAERTEEH

FETRARE S Fbrife dnid &, I H BEAE o S G 2 (200 pe/ml), fERET-18 “CIKFH AT -

Sy MRS BEALIS bR il Sl i, B TR SR, R 80% KRR E S, Tl
F R 1. 0 pe/mLIRAPREM I, F-18 CHEENENTE; Ak HAH R R 7 UL 1 100 ng/mL iR & brife
TAERW
1.3 HmATAbIE

Butn s, w2 MRZREUKFESHEO AT G LRy, YIRRIRAIFEFE 209, wlsiAAE & . HETRFRERL
5.0 g CK§#AZ]0.01 ) IXAET 50 mL H B RNEE.O0E T, AN 25 mLE 1. 0% H RN N5,
TR SJHAXH, LL5000 r/min B FHEE 2 min, [ AR 10 mine W/E7E4 CTF, L8000 v/
min A FEE 0 5 min, HEFIFZEL 5. 0 mL &GS Captiva EMR-lipid [ A ZE R, W BBUEW, #E40 °C
KB TRAREIRT, MNEE80% H FEKIEWER 2 1. 00 mL, HIRIEIR S AIENRD 1 min,
22 PTFE-Q JEHE I I8 23N T RE
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1.4 HEH

oA . 2l HSS T3 (2.1 mmx100 mm, 1.8 wm); FEilf: 35°C; JaIAH: A-0. 1% H R /KE T,
B-ZME; W 0.3 mL/min; AR 2pl. BEEEBENIFER: 0~2.0 min, 30%B; 2.0~3.0 min, 30%
~95%B; 3.0~5.5min, 95%B; 5.5~5.6min, 95%~30%B; 5.6~8.0min, 30%B.

HLBEZE I3 7 (ESI+) AT, 2 RO -5 8 R A2 - 14 98 7 5 7413 (MRM-IDA-EPI)
WS 5 SRR : 5500 VB FIRIREE . 500 °C; BALBUARISE: 55 psi; SBIIIVSIE: 55
psi; AMAME: 35 psi; MEIESAER S : High; HEHRIE: 20 ms, SEHSEAE . HIREE. BEEE.
Wit A . FUSSSRRR PR R . WIS 7 . RETERE R SE MRM S S80EWAE 1. EPT A 4tk
BFBETE S BEERER (CE): 356V, BEIEREHRL (CES): 15V,

F&1  MRMAS T SR AR 48 5 PR I o i S i

Table 1 MRM MS parameters of five sedatives, including lemborexant

Ny Parent Daughter
No. Compound R ion ions CE/V DP/V
o (m/z) (m/z)
287. 2% 28 80
1 Leml : 4.06 411.2
emborexant 175. 1 40 %0
4.41 186. 2%
2 Suvorexant 451.2 86 33 80
104. 1 70 80
3.99 202. 0* 40 30
3 Nemorexant 451.3
233.2 40 30
4.04 186. 1* 50 30
4 Vornorexant 448.2
ormotexan 285. 1 30 80
365.3 35 30
Almor: 4.03 13.2
5 morexant 0 5 454. 3 3 20

CE: collision energy; DP: Declustering Potential; * quantitative ion.
1.5 HiEsbE

B L BRARAFRAL B Be 2 B . 3 oy AT R P I IE 5 7 iR S bk o A IIFR KPR 6 3-F
Fikedn SEPR RSN I PAT B ATAEIIE . FOERAGEE I Analyst® 2T e MRS, ARBUHEE £
B MultiQuant 3. 0. 2 #uiF 58 bE A B 5 € BT IR SRR s - 5 R 220 50 5 f ] WPS Office
12. 1.0 &% Origin 10. 10 5230,

2 HR5ITE

2.1 BEEGMRK

2.1.1 WESEEEGERE SEHEES SPMLEWEES TR TE WM SR, X505 % 6 Fhin s
T ZO (0, G U N 7 ) 520, R RALE SHE-IK . S50, 19% WKL . -5 mmol/L L FRERIE WL |
HIFE-7K . HIEE-0. 1% P ERKIER . HIE-5 mmol/L ZIRERET, PS4 RILE 2, R H 6 FRASER 31
i, BJRERAFELFRIETE , (HAESNE-0. 19% HR/KIEE . L HE-5mmol/L Z IR ERIEHUIN Ak 5 1 ¥ i
e, D IRRAE T IR SR AR 59 IR PR BR5E vl (2 i H bRib S B vE B 78 0 74k, KRR IE &+
ST I ECR, AR08 N ES; CREZ kR e maiit pH{E, S GH
EVE, FEAREE TR TR, BE— PR TR R, [, CHEAHELT R RF DR RE s . kR
FETAL, WAHMBEIRAMEFEEE, B> RGNS, WS 5 R e B R . R b,
— Xt H PR AR R R B AT 25 -5 mmol/L ZBRARIEW, ZH5-0. 1% W B /KR 2 e 5
AL RIREA L R E AR TS SR E T . ST INRT AR EMNE . EEE TN, &2
AR TT 1 RGN SR 5y, R I IRIR AR R AT A R TG T o B . RRARAT IR, SR T 588l
b P [F 25 RGN . 25 F, AW E Z15-0. 1% B /KR i shAa ik

2.1.2 BEEER TR O RIER L, 5O E S S P S WITEA [F] A% i &
P, 27 5RAIEN . MAiHSS T3 (2. 1x100 mm, 1.8 pm) . Waters CORTECS UPLC C,, (2. 1x100
mm, 1.6 wm) . Agilent Eclipse Plus C,, RRHD (2. 1x100 mm, 1.8 wm) . HJ# Ultimate UHPLC AQ-C,,
(2.1x100 mm, 1.8 pm). Waters BEH C,; (2. 1x100 mm, 1.7 pm), JLEAE SRR, ERG) C 4, 3
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REARA O AR E R Iy fo e, S5 5RULIE 3, Mor s k&, H B Ultimate UHPLC AQ-C. K% 5 Fhfk
BB BRCR, BRIRIGE AR T A R 30, HR= MU EYIRESEIE L 5 .
ZAOTEAFICRMR M . FLAR I PR ALHI 255580, 45 B AR &P EAS a1 2 vh i H s o) 72 X
B, RS ST B SR AR 25 R Bl HSS T3 G vl X R H bR S I ke e R SR £ 3 ff
W, eI . (G S G IRRRE ST, TOM E bR B i 5T il i 57 55 R A s AR
HORZR UL 4, F2&H T3 EH A5 ML S W3 SR IE T RER BNy 7, 4l HSS T3 4,
PR AR PE SO PESEDRY, SEAKCREARE SRR, WA R TR LNy TR i PR R v, i (o
SRR
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Fig. 2 Peak areas of five compounds (lemborexant included) under different mobile phase conditions (10 ng/ml.)

2.2 iEFHMmL

e 25 21 4 SRS i A T i 2 e Ah, SIS AR S5 5 Pk S W TE IR B AR B B AR . — 25t
WELIE D T TR T, “RAHMIFEMALITI/AN . WA R ARFER R &1, PR E e v i
FAERERE T bR RRE SRS R, B m& MRM WS40 [FP % EPTEL M) REERE & 5
B fERE R Tk . BT BRI S5 4F, R A MRM-IDA-EPLH$8#5EX., & # IDA fish % {8 4 5000
cps, f£20., 35. 50 VHf#ERESE FANESARERE (R 10 ng/mL) FHATHHE, 55)% B — 9%k
W (WIEIS), @A EPTREE ; M RENE S5 IDA ik BIER, R4 H ShJI03) & P
KA REEPUE T, SRR RSB ICECAR, HARIEE (FidE) R nT SEAE S & S bR o
EE A IFRE, LA (RevFitfeD) D AR S i & 5 o] SEFE S B A PCECPE Sy, JERBh 02
10047, HUEM S RPZSWAAENTREERUR & fER RS Q&L o, s EM S 25
B (LOD) AKEbl & hIbRIEPERES,, 5 Fh Bt E FidfE A RevFit B KT 75, AiEEREF (Purity) “F3
M 66.57, PEEIDCECFEEE B UF, 45&MENmIAMERER,, et — Pk LS P FEAE S Fh 2P ag nl
fetk.
2.3 HmErELEERMRL
2.3.1 RBEEGMHRL SEHEES S S ANy TG, KEED, AHUETREGCR
Wik, AFFSEAT. BB SRS, DCROE ARBUERI, RKEASHETEA R 5 0 RS R, 1
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INEACMERE , ML S B AR Y R0 B S R ORI B I, AR
AP S, S A MERE R o)/, A 07 B P B B BE B v IS T AR 55 s ML &8 RIEZE
5.0 pekg), srAILL 1. 0% HER CHEEH . 1. 0% ZUK CHEW . CHEVERPRBGER, 4 1. 3 Ak B4R
(Ml G ) . DURDSCRIE A 284808, 45 R INE 6, AFIERRE I SR ST A % 5 ik &
PSRRI AR, 1. 0% H TR - BER4a% ek 11. 4%-31. 9% P T2 (4axtallieE A7 4. 2%
~28.2%) 1. 0% K- (AEXHEUCERH0. 8%—6. 8%) . MAKMIE, 1. 0% HIER Z 50 X FLRMb &)
MR BRI i e, FER D T E S SHMLEYE T 32, 78 1. 0% 20K SRSk i
AP LGRS HKERAFAE, S ERFERAZEMMELSRE, R MAIL; P RER R D 2iF e
SHERY, RBEEIAR; 1. 0% F RS BRTERR G il (55 it 2 i 71k, RIFAE G B, [H
I (2 AR PED U BRI, SRR AR . L, SRk 1. 0% H IR Z VR MR BUA .
2.3.2 B EHRL ELAEAHETGH L R A R . Yo | @SS T, A
%Y Oasis PRiIME HLB, Dikma PLS-A . Captiva EMR-lipid, ProElut PMR [ A ZXBU/IMERT H bR i ik
RO VEHCH MRS EEAE N, IINSERETE AR5 S ML B Y (REES 5. 0 pe/kg) FIE 1. 3 FE S AT B 3R
BEATERAE, () o 4 Fd i S AR AL NVEBEA TR i Al , [RIEH E oR d Ab ANFE RO RE S I R
SRR, DALy b A5 & 2 5 AR G AR 5 55 2 00 EL ARDGE NEE A A R R AT DR A . 25 2R LI 7, Cap-
tiva EMR-lipid 55 ProElut PMR P K /IME L5, JELL Captiva EMR-lipid it A, 3B E A 4b,
HAR AP S L EAE 121. 0%-184. 2%, FEEH TIXWIENEZSE R ALt vl o ) L BR o g 5L o
BTG . BREAE, RS ES B L RN, , R RIS IS . Dikma PLS—A /INVHEXS B %
(R RAR, R H PR b S P AR, 3 R O s Z85 %, Captiva EMR-lipid [ 4H
REWUIFE R AR R BRUENE SR, [ X 5 e T A 25 2 W B P F s, O SE30 98 1% /M
BEFTRE AL
2.4 EFRNEE

BT KPR SR A A, TR U A X AH AR B S, % IR EEE O H bR
FEARMEERNY, (ME) o AT R FHAGAS BRIV, = SEAT 0NN, o 0E . skt . PR, AR u i
PEBEFTHE B 73 B 7 5 AL BRI AR T 5 o0 28 A AR TR IO ,  BC R B DC bRt 2 [m]RH 0 ] 2 751
W A [ R A2 SRR 2V A B, B N VR BE A T 3 AT E L AP 34 AR 73 ol 22 ] 2
SR N 2R, I B bR Hh 2 i) AR i IR B R BRI LU EAVE B BTA 7 (MF) ™, —IA
i MF 7E 80% ~ 120% T LIHESZ 7, 255N 2 PR, AL AW TEA 1] 7K 5= BE 0 v ) BE oy 22 5 1
o SEE AR AR T RIHIER AR AR R, MF AR 33. 6%, g RSkl
TIFREE A, AR RE BT IAE O 585 s IR S AR AR AR T ) R T o N, U AE R
o MF 53K 440. 5%, ZSS53 ARt HR LT Ah, HoAX MF ¥TE T #5520 B N RIS AEGEDUFhSL B b 24
S92 P ARG . PYSARRR AR G | AU EE SR SR, AE ISk 5 AR R TN A AR S
BOORE, MHEREEFON H bR SO S o R s di | LRI R AR . AR IRIRE A
BT SEARAF ) MEF S 7E T HEZ 0 P o ST BREE RN o B2 SR 22, A7 ik Ja 82 R 5L R D A
eI THRCIE , LLPRRREAS IR R Stk I 25 SR v 7
2.5 HEFER
2.5.1 LMo, WHR., EER SO IEE L 3R, 538)28 AR, R
—E ENIRGPRER, 2 BRI RS 2 B 0.2, 0.5, 1.0, 2.0, 5.0H110 ng/mL iy
RPNV FVCIAREA , T UPLC-Q-Trap-MS #HA TR . DL HARE S Wi i i B R Abhs, LLE
B T 0 R B R INAA R, 22T VRO hR i AR 2R . Frifl i Zelm] )3 5 FRANAH OC R BN 3
JiR . ARSI 4 B HA REPER K P2 SRR S, @ bR IR TR A R (LOD) FlE &R
(LOQ) #%5%, LI & F I (EWR L R MKIE, P08 S/NS3 X R i) IIARIR BE B €l LOD, K5
Eb S/N=10 6 W H IIFRIE BE 2 A LOQ. 45RFM, SFEMIIMEE R AR, #HERE (1) BT
0.99; KPR M0. 15 pe/kg, EEHRA0. 50 pe/ke, ZiRIE3,
2.5.2 ERERSEHE LG Bkd . PR AR B RSV E IRERZs T, RS
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A FEIREERR S PREE AR, BChlk 1 £% LOQ. 2 £% LOQ . 10 £% LOQ =AM MR B B3 i ,
A NIPRRE R E 6 43 FATIREE, FEFEIP RS AT ROALE . 2FRFE2 R 1. 3 Wb B 7 4k
PG VEATACESAGN . 4 Pk 7= ST 5 RhRRINZH 2 (0 F 4 [ Wik Jg 81. 2% ~ 108. 9%, H P78 2%
(CV) 40.8%~3.4%, HMEICVA1.3~4.7% (W3E4), ST AESE S FREFRZ2500 S 2R AR
Tl 2255 SR A R PRSI 2R, RMHIZ T TR A R I v B B RS 2
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Fig. 3 Total ion current chromatograms under different chromatographic column conditions
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Fig. 4 Peak areas of five target analytes (lemborexant included) using different columns (10 ng/ml.)
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Fig. 5 EPI secondary mass spectra of sedatives including lemborexant
2.6 XBREFmRINE
SR F T ST 7 VR AT 40 IR UK Sl ST AR A S PRSI TR, B R Bk SRS,
HHE A EE S O TR A O IRIGE A, ISR R AR R I AR B B
DB o AR YRS K F= e ToBH R4 3R, BB By B /K P SRR AN YT 1 ML I 2 B 2 0 17 0 3 AN
i, AHATAN] 2 e 2 RE

3 & it
ASTIRGE S S o A (1 — = DUARAT A 5 AR TR OB B, SEBUK i p SR R AR
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Fig. 6 Influence of the pH of acetonitrile on recoveries of five analytes in the monopterus albus | matrix
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Fig. 7 Influence of various SPE cartridges on target recoveries (n=3)
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Table 2 Matrix effects of five compounds in various aquatic matrices (n=3)
Matrix Factor (MF) (%)
Compound : — — = = =
Monopterus albus Hypophthalmichihys nobilis Pacific white shrimp American bullfrog
Lemborexant 81.7% 82.3% 33. 6% 91. 4%
Suvorexant 158. 8% 168. 3% 440. 5% 196. 8%
Nemorexant 95. 8% 108. 8% 128. 8% 113. 6%
Vornorexant 119. 2% 106. 1% 133. 6% 130. 3%

Almorexant 112. 1% 88. 6% 155. 6% 88. 9%
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Table 3 Linear equations, coefficients of correlation, LODs and LOQs of five target substances

. Linear range/ . . . Correlation coeffi- LOD/ (wg/ LOQ/ (e/
Compound Matrix Linear regression equation .
(ng/mlL) cient kg) kg)
Monopterus albus y=6. 99754e5x+25164. 9 0. 99948
Hypophthalmichihys nobilis y=7.26244e5x+1. 3798e5 0.99847
Lemborexant . . . 0.2-10 0.15 0.50
Pacific white shrimp y=2.96498e5x-1393. 047 0. 99940
American bullfrog y=8. 06546e5x+25478 0. 99896
Monopterus albus y=5.32838e5x+8499. 39 0.99912
. Hypophthalmichthys nobilis y=5. 64714e5x+3. 6498e4 0.99911
Suvorexant . . . 0.2-10 0.15 0.50
Pacific white shrimp y=1.47805e6x~1. 48026e5 0. 99882
American bullfrog y=6. 60343e5x-18158 0.99944
Monopterus albus y=7.20950e5x+23667. 45 0. 99864
Hypophthalmichthys nobilis y=8. 18782e5x+3. 0684e4 0.99861
Nemorexant - . . 0.2-10 0.15 0.50
Pacific white shrimp y=9. 69293e5x~1. 12488e5 0.99956
American bullfrog y=8. 54905e5x-6415.9 0.99937
Monopterus albus y=1.48445e6x+18232. 23 0.99984
Hypophthalmichthys nobilis y=1.32130e6x+2. 791e5 0.99956
Vornorexant - . . 0.2-10 0.15 0.50
Pacific white shrimp y=1. 66378e6x-2. 19138e5 0. 99997
American bullfrog y=1. 62268e6x-5. 88319e4 0. 99875
Monopterus albus y=4. 98536e5x+28288. 35 0. 99990
Hypophthalmichthys nobilis y=3. 94026e5x+27628. 5 0. 99667
Almorexan . . . 0.2-10 0.15 0.50
Pacific white shrimp y=6. 91991e5x-7. 175974 0. 99660
American bullfrog y=3.95360e5x+11484. 6 0. 99874
F4  DUFPEET 5 FhEEE R RIEEFIRSD (n=6)
Table 4 Recoveries and RSDs of five sedatives in four matrices (n=6)
Monopterus albus Hypophthalmichthys nobilis Pacific white shrimp American bullfrog
Added/ intra-d inter-d intra-d inter-d intra-d inter-d intra-d inter-d
Compound Average re- Average re- Average re- Average re-
(ngke) covery/% 2 i covery/% o o covery/% o 2 covery/% R 2
P evme cvm P cvme cvme Y v cvm Y ovme cvm
0.50 98.6 1.3 2.1 86. 8 1.4 3.1 96. 4 3.1 4.0 86.0 0.8 3.1
Lemborexant 1.0 99.4 0.9 1.3 85. 1 2.0 2.9 94.4 2.6 3.7 81.2 1.6 2.0
5.0 90.3 2.1 1.7 90.7 1.8 3.6 94.3 1.7 2.6 88. 1 1.4 2.6
0.50 88.8 1.1 1.9 88.0 2.1 4.1 95.8 2.1 3.0 93.8 2.5 3.0
Suvorexant 1.0 88.9 2.7 2.9 100. 8 1.3 3.6 90. 4 1.6 4.7 107.9 .3 3.1
5.0 94.5 1.0 2.6 86.9 1.7 3.0 98.2 2.3 3.9 100. 2 2.7 3.7
0.50 104.6 2.3 3.1 86.4 2.0 1.9 104. 2 1.8 3.0 87.8 1.9 2.9
Nemorexant 1.0 100. 8 .5 2.1 91.5 .6 2.7 106. 1 2.9 3.6 83.7 2.0 1.9
5.0 95.9 0.9 1.6 97.9 3.4 3.9 97.1 3.1 4.0 86.9 2.9 3.0
0.50 87.6 1.0 2.1 82.4 1.2 1.9 94.6 2.6 4.7 99.2 1.6 2.1
Vornorexant 1.0 88.4 2.3 2.9 87.8 3.1 3.5 107.3 1.9 3.8 102.3 2.7 3.0
5.0 94. 4 1.9 3.1 91.5 1.8 2.6 105. 2 2.4 3.6 97.6 1.6 2.1
0.50 100. 8 2.4 1.8 89.6 2.0 3.4 103.6 1.5 3.4 84.8 2.4 3.0
Almorexan 1.0 108.9 1.5 2.5 85.7 1.9 3.0 106. 1 2.3 3.9 83.8 2.7 3.7
5.0 99. 8 0.8 1.9 89.2 1.7 3.6 92.0 2.9 3.0 83.5 1.9 2.2
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