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1 | INTRODUCTION

Apart from being a popular recreational
diethylamide (LSD) (Figure 1) is also an important research tool for

medical and scientific studies.! Various modifications of the

Pierce V. Kavanagh? |
Simon P. Elliott®

Folker Westphal® |
| Geraldine DowlingZ®© |

Abstract

Recent investigations have shown that N-ethyl-N-cyclopropyl lysergamide (ECPLA)
produces LSD-like behavioral effects in mice, which suggests that it may act as a
hallucinogen in humans. Although the use of ECPLA as a recreational drug has been
limited, key analytical data that can be used to detect ECPLA are required for future
forensic and clinical investigations. ECPLA is an isomer of (2'S,4'S)-lysergic acid
2,4-dimethylazetidide (LSZ), a lysergamide that emerged as a recreational drug in
2013. Several analytical approaches were examined, including single- and
tandem mass spectrometry platforms at low and high resolution, gas- and liquid
chromatography (GC, LC), nuclear magnetic resonance spectroscopy (NMR), and GC
condensed-phase infrared spectroscopy (GC-sIR). ECPLA and LSZ could be differenti-
ated by NMR, GC-sIR, GC, and LC-based methods. The electron ionization mass
spectra of ECPLA and LSZ contained ion clusters typically observed with related
lysergamides such as m/z 150-155, m/z 177-182, m/z 191-197, m/z 205-208, and
m/z 219-224. One of the significant differences in abundance related to these clus-
ters included ions at m/z 196 and m/z 207/208. The base peaks were detected at
m/z 221 in both cases followed by the retro-Diels-Alder fragment at m/z 292. Minor
but noticeable differences between the two isomers could also be seen in the relative
abundance of m/z 98 and m/z 41. Electrospray ionization mass spectra included
lysergamide-related ions at m/z 281, 251, 223, 208, 197, 180, and 140. LSZ (but not
ECPLA) showed product ions at m/z 267 and m/z 98 under the conditions used.
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diethylamide moiety in LSD have been explored over the years,
although most other N,N-dialkylamide substituents are associated
drug, lysergic acid with considerable reductions in potency and activity.*~® However, the
development of new lysergamides has helped to elucidate the struc-

tural features that govern their interactions with the 5-HT,a receptor,
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0 0 B 0 Scientific (Dublin, Ireland), or Aldrich (Dorset, UK). N-Ethyl-N-
N N/H N N/H N N/H cyclopropyl lysergamide (ECPLA) hemitartrate was available from
) X ) X R X previous studies.®”
N A\ N
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FIGURE 1 Chemical structures of LSD, N-ethyl-N-cyclopropyl
lysergamide (ECPLA), and the isomeric (2'S,4’S)-lysergic acid
2,4-dimethylazetidide (LSZ)

which is believed to be the primary site of action in the brain for LSD
and other hallucinogens.

N-Cyclopropyl-N-ethyl-6-methyl-9,10-didehydroergoline-8f-carbox-
amide (lysergic acid N-ethyl-N-cyclopropylamide, ECPLA) is one of the
newest additions to the family of LSD analogs undergoing pharmacologi-
cal evaluation (Figure 1). Similar to LSD, ECPLA has moderate to high
affinity for most serotonin receptors, ay-adrenoceptor subtypes, and
D,-like dopamine receptors. When evaluated in Gy-mediated calcium
flux assays, ECPLA acts as a potent, highly efficacious 5-HT, agonist.
ECPLA was also found to induce the head-twitch response
(@ 5-HT,a-mediated behavior) in mice with an EDsy of 317.2 nmol/kg,
which is about 40% of the potency of LSD.® Taken together, these
findings indicate that ECPLA has LSD-like psychopharmacology and
likely acts as a hallucinogen in humans. Studies of the biotransformation
of ECPLA under various in vitro conditions confirmed that it is
metabolized through the same routes as LSD and other lysergamides.”

Although LSD has been a popular recreational drug since the
1960s, several other lysergamides have appeared in recent years.
Most of those LSD analogs were known in the chemical and patent
literature prior to their appearance as recreational drugs, but few
appear to be true “designer drugs” with no existing scientific
history.2~1® ECPLA is not currently available as a recreational drug
and has so far not been identified in medical or legal investigations,
but the dissemination of key analytical data for ECPLA is justified
as a proactive step, given the popularity of other novel LSD
analogs. The availability of analytical data for ECPLA will be useful
for future forensic and clinical investigations. In addition, because
the isomeric lysergamide (2'5,4'S)-lysergic acid 2,4-dimethylazetidide
(LSZ, Figure 1) is a known recreational drug,9 it is necessary to
identify analytical features that can be used to differentiate
between ECPLA and LSZ.

2 | EXPERIMENTAL
2.1 | Materials

All chemicals used were analytical or HPLC grade and were obtained
from Rathburn Chemicals Ltd (Walkerburn, Scotland, UK), Fisher

The electron ionization (El) mass spectrum was recorded using a
Finnigan TSQ 7000 triple stage quadrupole mass spectrometer
coupled to a gas chromatograph (Trace GC Ultra, Thermo Electron,
Dreieich, Germany). Sample introduction was carried out using a
CTC CombiPAL (CTC Analytics, Zwingen, Switzerland) autosampler.
The emission current was 200 pA and the scan time was 1 s
spanning a scan range of m/z 29-600. The ion source temperature
was maintained at 175°C. Samples were introduced via gas
chromatography (GC) with splitless injection using a fused silica
capillary DB-1 column (30 m x 0.25 mm, film thickness 0.25 pm).
The temperature program consisted of an initial temperature of
80°C, held for 1 min, followed by a ramp to 280°C at 15°C/min.
The final temperature was held for 21 min and the injector tem-
perature was 220°C. The transfer line temperature was maintained
at 280°C and the carrier gas was helium in constant flow mode at
a flow rate of 1.2 mL/min. Approximately 2 mg was dissolved in
1.5 mL chloroform. For analysis, 1 pL sample solution was injected
into the GC-MS system. Retention indices (RI) are given as Kovats
indices calculated from measurement of an n-alkane mixture

analyzed with the above-mentioned temperature program.

2.2.2 | Gas chromatography-condensed-phase-
infrared analysis (GC-sIR)

The ECPLA sample was analyzed using a GC-sIR system that
consisted of an Agilent GC 7890B (Waldbronn, Germany) with a
probe sampler Agilent G4567A and a DiscovlR-GC™ (Spectra
Analysis, Marlborough, MA, USA). The column eluent was cryogeni-
cally accumulated on a spirally rotating ZnSe disk cooled by liquid
nitrogen. IR spectra were recorded through the IR-transparent
ZnSe disk using a nitrogen-cooled MCT detector. GC parameters:
injection in splitless mode with an injection port temperature set at
240°C and a DB-1 fused silica capillary column (30 m x 0.32 mm
i.d., 0.25 um film thickness). The carrier gas was helium with a flow
rate of 2.5 mL/min and the oven temperature program was as fol-
lows: 80°C for 2 min, ramped to 290°C at 20°C/min, and held at
for 20 min. The transfer line was heated at 280°C. Infrared condi-
tions: oven temperature, restrictor temperature, disc temperature,
and Dewar cap temperatures were 280°C, 280°C, —40°C, and
35°C, respectively. The vacuum was 0.2 mTorr, disc speed 3 mm/s,
spiral separation was 1 mm, wavelength resolution 4 cm™* and IR

range 650-4000 cm~t. The acquisition time was 0.6 s/file with
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64 scans/spectrum. Data were processed using GRAMS/AI Ver. 9.1
(Grams Spectroscopy Software Suite, Thermo Fischer Scientific,
Dreieich, Germany) followed by implementation of the OMNIC
Software, Ver. 7.4.127 (Thermo Electron Corporation, Dreieich,
Germany).

2.2.3 | Ultra-high performance liquid
chromatography-electrospray ionization tandem mass
spectrometry (UHPLC-QTOF-MS/MS)

UHPLC-QTOF-MS/MS data were obtained from an Agilent 6540
UHD Accurate-Mass Q-TOF LC-MS system coupled to an Agilent
1290 Infinity UHPLC system (Agilent, Cheshire, UK). Separation
was achieved using an Agilent Zorbax Eclipse Plus C18 column
(100 mm x 2.1 mm, 1.8 pm) (Agilent, Cheadle, UK). Mobile
phases consisted of acetonitrile (containing 1% formic acid) and
1% formic acid in water. The column temperature was set at
40°C and data were acquired for 5.5 min. The flow rate
was (0.6 mL/min). The gradient was set at 5-70% acetonitrile
over 3.5 min, then increased to 95% acetonitrile in 1 min and
held for 0.5 min before returning to 5% acetonitrile in 0.5 -
min. QTOF-MS data were acquired in positive ion mode scanning
from m/z 100-1000 with and without auto MS/MS fragmentation.
lonization was achieved with an Agilent JetStream electrospray
source and infused internal reference masses. The ion source
parameters were gas temperature 325°C, drying gas 10 L/min
and sheath gas temperature 400°C. Internal reference ions
121.05087 922.00979 were used for
calibration purposes. The sample concentration was 10 pg/mL and

at m/z and m/z

dissolved in methanol.

2.24 | Liquid chromatography-electrospray
ionization mass spectrometry (LC-Q-MS)

HPLC single quadrupole mass spectrometry (LC-Q-MS) analyses
were performed on an Agilent 1100 system. Separation was
obtained on a Restek (Bellefonte, PA, USA) Allure PFPP column
(50 mm x 2.1 mm, 5 pm). Mobile phase A consisted of 0.1%
formic acid in water, whereas mobile phase B consisted of 0.1%
formic acid in acetonitrile. The Agilent 1100 LC-MSD settings were
as follows: positive electrospray mode, capillary voltage 3500 V,
drying gas (N,) 12 L/min at 350°C, nebulizer gas (N,) pressure
50 psi, scan mode m/z 70-500, fragmentor voltage 150 V. The
sample was dissolved in acetonitrile/water (1:1, containing 0.1%
formic acid) at a concentration of 10 pg/mL. The injection volume
was 1 pL, the flow rate was 0.80 mL/min and the column temper-
ature was 30°C. The total run time was 25 min. The following gra-
dient elution program was used: 0-2 min 2% B, followed by an
increase to 60% within 15 min, then up to 80% within 20 min,

returning to 2% within 25 min.

225 |
(NMR)

Nuclear magnetic resonance spectroscopy

The ECPLA sample was prepared in deuterated dimethyl sulfoxide
(DMSO-d;) and *H (600 MHz) and *3C (150 MHz) spectra were
recorded on a Bruker Avance Il 600 MHz NMR spectrometer
(Coventry, UK). Spectra were referenced to residual solvent and

assignments were supported by 1D and 2D experiments.

3 | RESULTS AND DISCUSSION

The isomeric relationship between (2'S5,4'S)-lysergic  acid
2,4-dimethylazetidide (LSZ), and ECPLA (Figure 1) prompted the
investigation of analytical features that can be used to differentiate
between these two lysergamides. At the same time, it is worth noting
that in addition to ECPLA and LSZ, several other isomeric
lysergamides have been described in the scientific literature (although
information about their availability or use as recreational drugs is not
available). Three examples reflecting the Cy1Hy5sN3O formula
(MW 335.45 g/mol) include lysergic acid piperidide (LA-Pip),
1-methyl-N-pyrrolidyllysergamide (MPD-75), and lysergic acid cyclo-
pentylamide (Cepentyl), respectively. Although some chemical and
pharmacological descriptions of these three compounds are available
(Table S1, Supporting Information), it is unclear whether they are likely
to be the focus of future research and/or whether they will appear as

new recreational drugs.

3.1 | Gas chromatography-mass spectrometry (GC-
MS)

The electron ionization (EI) mass spectrum of ECPLA is depicted in
Figure 2A. Proposed fragmentation pathways are shown as
Supporting Information, based on previous investigations with a range
of other lysergamides.®~1® Several fragment clusters that are com-
monly seen in the El mass spectra of lysergamides (including ECPLA
and LSZ) were observed, such as m/z 150-155, m/z 177-182, m/z
191-197, m/z 205-208, and m/z 219-224. The molecular ion was
detected at m/z 335 with high relative abundance, which is typical for
lysergamides. A comparison of match factor (MF) results between
ECPLA and LSZ using the NIST database search function showed the
following results: ECPLA (MF: 957, prob. 88.5%) and LSZ (MF = 835,
prob. 4.38%). During the analysis of LSZ reported previously,” two
additional LSZ isomers were detected and their comparison with
ECPLA resulted in values of MF = 822, prob. 2.83% (LSZ isomer |) and
MF = 821, prob. 2.72% (Isomer Il), respectively. The lysergamide LSM-
7751 was suggested as a fifth hit (MF = 737, prob. 0.25%). In addition
to the ECPLA/LSZ search results, a visual comparison of the El mass
spectra was considered helpful.

Apart from some shifts in relative abundance values, the El

mass spectrum of the isomeric LSZ® (Figure 2B) showed
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FIGURE 2 Electron ionization mass spectra. (A) ECPLA. (B) LSZ. (C) Proposed formation of m/z 98

comparable ions including the aforementioned fragment clusters and
the formation of the retro-Diels-Alder fragment at m/z 292. One of
the more noticeable differences in abundance in these lysergamide-
related clusters included ions at m/z 196 (ECPLA: 28%; LSZ: 73%)
and m/z 207/208 (ECPLA: 66/95%; LSZ: 83/22%). The base peaks

were detected at m/z 221 in both cases. One minor but clear differ-
ence between the spectra of LSZ and ECPLA was the ion at m/z
98 (Figure 2B) which was not detected to that extent in related
lysergamides investigated previously under the conditions used.8~3

Whilst the relative abundance of the ion was around 15% for LSZ,
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the abundance value was below 5% in the spectrum of ECPLA
(Figure 2A). A proposed rationale for the formation of this ion is
shown in Figure 2C. As shown in Figure 2, another minor difference
was the ion at m/z 41, which was more abundant in the mass
spectrum of ECPLA (19%) compared with LSZ (4%) (see the
Supporting Information for a suggested mechanism). At the same

time, it was found that gas chromatographic separation was also
feasible, as indicated by the differences in the recorded retention
parameters (ECPLA: RI 3261: 28.82 min;
LSZ - called isomer LSZ-lll previously:” RI = 3247: retention
time = 27.41 min; LSZ-I: Rl = 3174: retention time = 25.44 min;
LSZ-II: Rl = 3235: retention time = 27.06 min:®).

retention time
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FIGURE 3

Electrospray ionization (ESI) quadrupole-time-of-flight tandem mass spectra. (A) ECPLA. (B) LSZ. (C) Proposed mechanism for the

formation of the m/z 98 product ion. (D) Single quadrupole mass spectra of ECPLA (left) and LSZ (right) produced by in-source collision-induced

dissociation
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3.2 | Liquid chromatography-mass spectrometry
(LC-MS)

ESI-QTOF-MS/MS and ESI single quadrupole mass spectra subjected
to in-source collision-induced dissociation are shown in Figure 3; pro-
posed product ions involving high-resolution measurements are sum-
marized in the Supporting Information based on the principles
discussed in previous reports on related lysergamides.21* A visual
comparison of mass spectral data (Figure 3) revealed that the product

ions formed were comparable to the ions observed during LSZ

(A)
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98.4

1448
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analysis,” although some variations were noted in the relative abun-
dance of some of the product ions. For example, ions typically

8-13 included ions at

observed here and other related lysergamides
m/z 251, 223, 208, 197, 180, and 140.

In the QTOF tandem mass spectrum of LSZ’ (Figure 3B), a product
jon was observed at m/z 98 (CsHgNO™; calc. 98.0600; obs. 98.0603;
A = 3.06 ppm), which did not appear in the tandem mass spectrum of
ECPLA under the conditions used (Figure 3A). A suggested mechanism
is shown in Figure 3C. A similar observation was made in the spectrum

obtained from in-source CID under single quadrupole conditions, where
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Partial spectra recorded by gas chromatography condensed phase infrared spectroscopy. (A) ECPLA. (B) LSZ bottom. Full spectra
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m/z 98 was detected in the spectrum of LSZ but not ECPLA
(Figure 3D). However, when a hybrid triple quadrupole linear ion trap
mass spectrometer (QTRAP) was used (see the Supporting Information),
the m/z 98 ion was not detected. Another minor feature common to all
three types of ESI mass spectrometry was the detection of m/z
86, which appeared to be more pronounced in the three mass spectra
of ECPLA (CsH1oN*; calc. 86.0964; obs. 86.0967; A = 3.48 ppm) com-
pared with LSZ, although the relatively low abundance might only offer
limited support for distinguishing the two substances. Furthermore, an
ion only observed in the mass spectrum of LSZ under these experimen-
tal conditions was noticeable at m/z 267 (CisH17N3O°"; calc.
267.1366; obs. 267.1372; A = 2.25 ppm, Figure 3B) that was particu-
larly visible during LC-Q-MS analysis (Figure 3D). As shown in the
Supporting Information, its detection might have reflected the forma-
tion of lysergic acid amide (LSA) as a radical cation.

An encouraging observation was that the three liquid
chromatography-based techniques used in this study confirmed that
ECPLA could be separated from LSZ. The retention times for ECPLA
were 2.94 min (UHPLC-ESI-QTOF-MS/MS, Figure 3A), 10.53 min
(HPLC-ESI-Q-MS, Figure 3D), and 6.72 min (HPLC-DAD, Supporting
Information). In comparison, when LSZ was tested in a previous study
under identical conditions, the relevant retention times were
2.018 min,? 10.13 min,” (Figure 3), and 6.14 min, respectively
(Supporting Information). The UV full scan spectrum obtained from
HPLC-DAD analysis (Supporting Information) confirmed that they

were of limited value for differentiation purposes.

3.3 | Spectroscopic features

A condensed-phase infrared (sIR) spectrum of ECPLA was obtained
directly from the gas chromatographic peak (full spectrum shown as
Supporting Information). Partial GC-sIR spectra recorded from ECPLA
and LSZ® are shown in Figure 4 for comparison. The carbonyl signal
associated with the amide group was detected at 1634 cm~ (ECPLA)
or 1627 cm™* (LSZ). However, some differences could also be observed,
such as bands at 1448/1417 cm™" (ECPLA) vs. 1448/1435 cm™* (LSZ),
1233/1259 cm™~* (ECPLA) compared with 1237/1278 cm™* (LSZ) and
1129 cm™* (ECPLA) (Figure 4). Minor but distinct differences between
various lysergamide homologs have been reported previously, including
those detected in the region 1350-1150 cm~2.** Indole N-H stretches
at 3288 cm~ (ECPLA) and 3263 cm™! (LSZ), which are typically seen
for lysergamides, were also detectable (see the Supporting Information).
An advantage of using the GC-sIR system was that it also provided
additional important data that facilitated the differentiation between
ECPLA and LSZ on IR grounds in addition to relying on El mass spectral
features alone within a GC environment.

H and *°C nuclear magnetic resonance (NMR) spectroscopy data
obtained from 1D and 2D experiments (full spectra are available in
the Supporting Information) and interpretations were consistent with
previously published reports on other lysergamides®=% (Table 1). The
most pronounced difference related to the ring structures of ECPLA

and LSZ? was observed for the proton chemical shift of H-8a. In the

case of ECPLA, this proton was detected as a multiplet between
4.34-4.33 ppm, whereas for LSZ, the multiplet was observed between

TABLE 1 'Hand *3C NMR data for ECPLA hemitartrate in
DMSO-d, at 600/150 MHz

23
A
23 N
PN
21
No. 3¢ [5/ppm] H [5/ppm]
1 - 10.71 (s, 1H)
2 119.31 7.08-7.05 (m, 1H)?
3 108.61 -
4 26.52 3.51(dd, J = 14.6, 5.5 Hz, 4p-H, 1H)
2.56-2.48 (m, 4a-H, 1H)°
5 62.67 3.16-3.14 (m, 5p-H, 1H)
7 55.19 3.10 (dd, J = 10.5, 4.1 Hz, 7a-H, 1H)
2.67 (t, J = 10.3 Hz, 7p-H, 1H)

8 39.64 4.34-4.33 (m, 8a-H, 1H)
9 119.72 6.32 (s, 1H)
10 134.59 -
11 127.03 -
12 111.12 7.08-7.05 (m, 1H)°
13 122.27 7.08-7.05 (m, 1H)¢
14 109.81 719 (d, J = 7.1 Hz, 1H)
15 133.83 -
16 125.74 -
17 43.20 2.53 (s, 3H)°
18 173.34 -
19 - -
20 40.51 3.37 (AB qq, J20,20 = 14.0,

Ja021 = 7.0 Hz, 2H)*
21 13.18 1.08 (t, J = 7.0 Hz, 3H)
22 28.91 2.94-2.90 (m, 1H)
23 8.98 0.95-0.91 (m, 2H)
23 8.59 0.87-0.82 (m, 2H)
TAE 71.84 419 (s, 1H)
TA® 173.54 -

20verlapping with H-12 and H-13.
bOverlapping with 17-CH3 and solvent.
“Overlapping with H-2 and H-13.
4Overlapping with H-2 and H-12.
¢Overlapping with 4a-H and solvent.
fOverlapping with residual H,0.

ETA, tartaric acid.
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3.48-3.44 ppm:’ (see the Supporting Information for comparison).
The downfield shift experienced by H-8a might have been caused by
anisotropy in the cyclopropane moiety which led to some deshielding
(C-8 chemical shift remained unaffected). The N-ethyl substituent in
ECPLA was detected at 3.37 ppm (AB dqq, Jx20 = 140,
J20,21 = 7.0 Hz, 2H) (Table 1), whereas LSZ showed two methyl groups
visible as two doublets at 1.35 ppm (J = 6.3 Hz, 3H) and 1.44 ppm
(J = 6.2 Hz, 3H), respectively. Stacked spectra of ECPLA and LSZ
have been included as Supporting Information for visual comparison.
In the carbon NMR spectra, the most prominent differences between
ECPLA and LSZ were observed in the carbon chemical shifts related
to the amide substituents. For example, the carbon chemical shifts
reflecting the 2,4-dimethylazetidide group in LSZ resonated at 55.74,
53.52, 22.51, 20.10, and 31.26 ppm,9 compared with 40.51, 13.18,
28.91, 8.98, and 8.59 ppm for the N-ethyl-N-cyclopropyl moiety in
ECPLA (Table 1). The carbonyl carbon chemical shifts between the
two isomers differed by ~2.6 ppm (ECPLA: 173.34 ppm; LSZ:
170.71 ppm’) (Supporting Information).

4 | CONCLUSION

Recent preclinical investigations have shown that ECPLA produces
LSD-like behavioral effects in mice, which suggests that it may act as
a hallucinogenic drug in humans. Although ECPLA has not emerged as
a new recreational drug, a proactive approach to the dissemination of
key analytical data is warranted given the popularity of new LSD ana-
logs on the marketplace for “designer drugs”. From a forensic and clin-
ical perspective, there is also a need to differentiate between ECPLA
and LSZ, which is a popular hallucinogen that emerged first in 2013.
Mass spectral investigations of ECPLA and LSZ revealed some minor
differences in the formation and abundance of specific ions. Imple-
mentation of gas chromatography-condensed phase-IR also revealed
some distinctive differences between the two substances. *H and *3C
NMR spectroscopic investigations confirmed the differences in the
two alkyl amide moieties and demonstrated that both substances
could be separated using gas- and liquid chromatographic methods.

FUNDING INFORMATION
Award from National Institute on Drug abuse (RO1 DA041336).

ACKNOWLEDGMENTS

SDB is grateful to Stephen J. Chapman (Isomer Design, Toronto,
Canada) for support. ALH was supported by an award from the
National Institute on Drug abuse (RO1 DA041336). The authors thank

the anonymous reviewers for their helpful suggestions.

ORCID

Simon D. Brandt
Pierce V. Kavanagh
Folker Westphal

https://orcid.org/0000-0001-8632-5372
https://orcid.org/0000-0002-1613-3305
https://orcid.org/0000-0003-0452-7814

Simon P. Elliott
Geraldine Dowling
Adam L. Halberstadt

https://orcid.org/0000-0001-5219-1687
https://orcid.org/0000-0001-8344-6582
https://orcid.org/0000-0001-5096-5829

REFERENCES

1. Nichols DE. Psychedelics. Pharmacol Rev. 2016;68(2):264-355.

2. Nichols DE. Dark classics in chemical neuroscience: lysergic acid
diethylamide (LSD). ACS Chem Neurosci. 2018;9(10):2331-2343.

3. Liechti ME. Modern clinical research on LSD.
Neuropsychopharmacology. 2017;42(11):2114-2127.

4. Shulgin A, Shulgin A. TIHKAL: The Continuation. Berkeley, USA:
Transform Press; 1997.

5. Nichols DE. Chemistry and structure-activity relationships of psyche-
delics. Curr Top Behav Neurosci. 2018;36:1-43.

6. Halberstadt AL, Klein LM, Chatha M, et al. Pharmacological character-
ization of the LSD analog N-ethyl-N-cyclopropyl lysergamide (ECPLA).
Psychopharmacology (Berl). 2019;236(2):799-808.

7. Wagmann L, Richter LHJ, Kehl T, et al. In vitro metabolic fate of nine
LSD-based new psychoactive substances and their analytical detect-
ability in different urinary screening procedures. Anal Bioanal Chem.
2019;411(19):4751-4763.

8. Brandt SD, Kavanagh PV, Westphal F, et al. Return of the
lysergamides. Part I: analytical and behavioural characterization of
1-propionyl-d-lysergic acid diethylamide (1P-LSD). Drug Test Anal.
2016;8(9):891-902.

9. Brandt SD, Kavanagh PV, Westphal F, et al. Return of the
lysergamides. Part Il: analytical and behavioural characterization of
Né-allyl-6-norlysergic acid diethylamide (AL-LAD) and (2'5,4'S)-lysergic
acid 2,4-dimethylazetidide (LSZ). Drug Test Anal. 2017;9(1):38-50.

10. Brandt SD, Kavanagh PV, Westphal F, et al. Return of the
lysergamides. Part Ill: analytical characterization of N®-ethyl-
6-norlysergic acid diethylamide (ETH-LAD) and 1-propionyl ETH-LAD
(1P-ETH-LAD). Drug Test Anal. 2017;9(10):1641-1649.

11. Brandt SD, Kavanagh PV, Twamley B, et al. Return of the lysergamides.
Part IV: analytical and pharmacological characterization of lysergic acid
morpholide (LSM-775). Drug Test Anal. 2018;10(2):310-322.

12. Brandt SD, Kavanagh PV, Westphal F, et al. Return of the
lysergamides. Part V: analytical and behavioural characterization of
1-butanoyl-d-lysergic acid diethylamide (1B-LSD). Drug Test Anal.
2019;11(8):1122-1133.

13. Brandt SD, Kavanagh PV, Westphal F, et al. Return of the
lysergamides. Part VI: analytical and behavioural characterization of
1-cyclopropanoyl-d-lysergic acid diethylamide (1CP-LSD). Drug Test
Anal. 2020;12(6):812-826.

14. Bailey K, Verner D, Legault D. Distinction of some dialkyl amides of
lysergic and isolysergic acids from LSD. J Assoc Off Anal Chem. 1973;
56(1):88-99.

SUPPORTING INFORMATION
Additional supporting information may be found online in the

Supporting Information section at the end of this article.

How to cite this article: Brandt SD, Kavanagh PV, Westphal F,
et al. Analytical profile of N-ethyl-N-cyclopropyl lysergamide
(ECPLA), an isomer of lysergic acid 2,4-dimethylazetidide
(LSZ). Drug Test Anal. 2020;12:1514-1521. https://doi.org/10.
1002/dta.2911


https://orcid.org/0000-0001-8632-5372
https://orcid.org/0000-0001-8632-5372
https://orcid.org/0000-0002-1613-3305
https://orcid.org/0000-0002-1613-3305
https://orcid.org/0000-0003-0452-7814
https://orcid.org/0000-0003-0452-7814
https://orcid.org/0000-0001-5219-1687
https://orcid.org/0000-0001-5219-1687
https://orcid.org/0000-0001-8344-6582
https://orcid.org/0000-0001-8344-6582
https://orcid.org/0000-0001-5096-5829
https://orcid.org/0000-0001-5096-5829
https://doi.org/10.1002/dta.2911
https://doi.org/10.1002/dta.2911

	Analytical profile of N-ethyl-N-cyclopropyl lysergamide (ECPLA), an isomer of lysergic acid 2,4-dimethylazetidide (LSZ)
	  INTRODUCTION
	  EXPERIMENTAL
	  Materials
	  Instrumentation
	  Gas chromatography-mass spectrometry (GC-MS)
	  Gas chromatography-condensed-phase-infrared analysis (GC-sIR)
	  Ultra-high performance liquid chromatography-electrospray ionization tandem mass spectrometry (UHPLC-QTOF-MS/MS)
	  Liquid chromatography-electrospray ionization mass spectrometry (LC-Q-MS)
	  Nuclear magnetic resonance spectroscopy (NMR)


	  RESULTS AND DISCUSSION
	  Gas chromatography-mass spectrometry (GC-MS)
	  Liquid chromatography-mass spectrometry (LC-MS)
	  Spectroscopic features

	  CONCLUSION
	  FUNDING INFORMATION
	ACKNOWLEDGMENTS
	REFERENCES



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2001
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Euroscale Coated v2)
  /PDFXOutputConditionIdentifier (FOGRA1)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <>
    /CHT <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG (Modified PDFX1a settings for Blackwell publications)
    /ENU (Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


