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Abstract: Up to 95% of the liquid volume in an e-cigarette consists of propylene glycol. Previous
research has shown that propylene glycol can generate diacetyl and formaldehyde when heated.
New research shows that propylene glycol can also generate methylglyoxal, an alpha di-carbonyl
compound recently shown to cause epithelial necrosis at even lower concentrations than diacetyl, the
flavoring chemical associated with bronchiolitis obliterans (“Popcorn Lung”). We analyzed chemical
emissions from 13 JUUL pod flavors. Diacetyl and methylglyoxal was detected in 100% of samples
with median concentration (range) of 20 pg/ m? (less than limit of quantification: 54 pg/ m?) and
4219 pg/m3 (677-15,342 pg/m3), respectively. We also detected acetaldehyde (median concentration:
341 pg/m3) and propionaldehyde (median concentration: 87 ug/m3) in all samples. The recent
evidence that methylglyoxal is more cytotoxic to airway epithelial cells than diacetyl makes this an
urgent public health concern. Current smokers considering e-cigarettes as a smoking cessation tool,
and never users, who may be under the impression that e-cigarettes are harmless, need information
on emissions and potential risks to make informed decisions.

Keywords: e-cigarette; hazardous exposure; methylglyoxal; propylene glycol

1. Introduction

Reportedly, there are more than 13 million e-cigarette users in the US. Overall, 15.4%
of adults aged more than 18 years had used an e-cigarette and 3.2% of them are regular
e-cigarettes users based on National Health Interview Survey data [1]. The 2019 National
Youth Tobacco Survey results show more than 5 million middle and high school students
reporting having used e-cigarettes in the past 30 days and nearly one million reporting
daily use [2]. There are also many users who are using e-cigarettes as a smoking cessation
tool [3].

The U.S. e-cigarette market is expected to reach 16.5 billion USD by 2024 and the US
e-cigarette brand JUUL is now reportedly holding nearly 75% of the market share in the US
e-cigarette market [4]. E-cigarettes consist of a heating coil and e-cigarette liquid. When the
user inhales, the heat coil is activated, generating a vapor that the user inhales. Propylene
glycol is used as one of the predominant carrier fluids in many e-cigarettes, constituting
30-95% of the liquid in an e-cigarette by volume [5-8]. When heated, as in e-cigarettes,
propylene glycol can generate secondary products. This potential for secondary product
formation from heated propylene glycol was first raised around the issue of formaldehyde
in e-cigarettes. Jenson et al. provided evidence of the previously unknown potential for
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e-cigarettes to generate formaldehyde [9] and several follow-up studies confirmed the
generation of formaldehyde in e-cigarettes under typical conditions [8,10-12].

The potential for secondary product generation from propylene glycol extends beyond
formaldehyde. In our previous research paper on formaldehyde in e-cigarettes [11], we
included an illustration of the mechanism by which formaldehyde can be generated from
heating propylene glycol (Figure 1a,b). In this figure, we also captured that propylene
glycol can generate methylglyoxal and other toxic chemicals such as acetaldehyde and
propionaldehyde. Moreover, in a later study, Vas et al. suggested that acetoin may be a
precursor to diacetyl formation in e-cigarette liquids and proposed a reaction mechanism
explaining the formation process as shown in Figure 1c [13]. In total, this body of research
demonstrates that methylglyoxal, diacetyl, and other toxic carbonyl and di-carbonyls can
be generated from e-cigarettes under typical heating coil temperatures.
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Figure 1. Proposed reaction mechanisms for formation of (a,b) formaldehyde, methylglyoxal, propionaldehyde, and

acetaldehyde in e-cigarette puffs [11] and (c) diacetyl in e-cigarette liquids [13].

Methylglyoxal is a major cell-permeant precursor of advanced glycation end-products
(AGESs), which are associated with several pathologies including diabetes, aging and
neurodegenerative diseases [14]. The theoretical potential of generating methylglyoxal
is supported by actual testing of e-cigarettes, showing methylglyoxal being generated
and inhaled by vapers [15-18]. The previously mentioned study by Talih et al. also re-
ported detecting methylglyoxal in JUUL e-cigarettes. A separate study from Dator and
Balbo which tested the saliva of vapers found that levels of methylglyoxal increased after
vaping, further adding support to this hypothesis [19]. Diacetyl is a chemical that was
found to be a prominent volatile constituent in butter flavoring and air in the microwave
popcorn plant initially investigated by The National Institute for Occupational Safety
and Health (NIOSH) because of health issues seen among the workers in microwave
popcorn manufactures. Although the initial NIOSH studies were not able to definitely
determine if diacetyl exposure contributed to lung disease as the workers were exposed to
many materials beside diacetyl, several follow up studies have helped to clarify the role
of diacetyl in substance toxicity [20-22]. Acetaldehyde toxicity has also been reviewed
in several publications. Eye irritation has been reported in human volunteers exposed to
acetaldehyde concentrations of as low as 50 ppm, while nose and throat irritation was
also reported in individuals after exposure to acetaldehyde at concentrations typically
greater than 100-200 ppm [23-25]. Limited information is available on the health effects
of propionaldehyde. While no information is available on the acute (short-term), chronic
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(long-term), reproductive, developmental or carcinogenic effects of propionaldehyde in
humans, studies on animals have shown propionaldehyde to have moderate acute toxicity
from inhalation, oral and dermal exposures [26]. Specifically, it is shown that inhalation
exposures to high levels of propionaldehyde caused anesthesia and liver damage in ani-
mals [27]. Herein, we investigated the emissions of methylglyoxal, diacetyl and other toxic
carbonyl and dicarbonyls such as acetaldehyde and propionaldehyde from e-cigarettes
and evaluated their potential health impacts.

2. Methodology

We selected 13 e-cigarette flavors representing the market-leading e-cigarette brand,
JUUL, as listed in Table 1. Those 13 e-cigarette flavors were all available JUUL pod flavors
that we could purchase from the JUUL and Amazon websites during the study. All the
e-cigarette pods and devices were from the JUUL brand and they were purchased online in
July 2019. The e-cigarette flavors were tested within two weeks of purchase. The selected
flavors were nicotine-containing e-cigarettes with either 3% or 5% nicotine strength. The
e-cigarettes consisted of disposable cartridges with a rechargeable battery. Similar to all JUUL
products, the tested e-cigarettes used a ‘temperature-regulated’ system to avoid dry puff [28],
which means users could not modify the temperature setting of the e-cigarettes to produce
more power on the heating coil component. All e-cigarettes tested were automatic, used
manufacturer-supplied batteries and were activated by the draw from an air pump puff.

Table 1. Sampling characteristics of tested flavors.

Tested JUUL Pods Ave. Sampling Flow (Start-End)  Sampling Time  Air Sampled per Puff Total Air Sampled

(LPM) (min) (cm?) (L)
Classic tobacco (5%) 0.88 (0.80-0.96) 240 29.3 7.036
Créme (3%) 0.41 (0.32-0.51) 245 13.8 3.377
Creme (5%) 0.52 (0.41-0.64) 240 17.5 4188
Cucumber (3%) 0.53 (0.52-0.54) 244 17.7 4315
Cucumber (5%) 0.62 (0.50-0.74) 240 20.6 4.952
Fruit (3%) 0.44 (0.43-0.45) 251 14.8 3.715
Fruit (5%) 0.92 (0.92-0.93) 245 30.8 7.546
Mango (5%) 0.98 (0.96-1.00) 243 32.6 7.914
Menthol (5%) 0.78 (0.77-0.80) 245 26.1 6.403
Mint (3%) 0.61 (0.58-0.63) 245 20.2 4945
Mint (5%) 0.52 (0.51-0.53) 245 17.3 4230
Virginia Tobacco (3%) 0.53 (0.50-0.55) 240 17.6 4.212
Virginia Tobacco (5%) A 0.77 (0.73-0.80) 240 25.6 6.140
Virginia Tobacco (5%) B 0.85 (0.84-0.86) 240 28.3 6.800

All sampling activities were performed in Dr. David C. Christiani’s Laboratory in the
Department of Environmental Health at Harvard T.H. Chan School of Public Health. Each
e-cigarette was sampled for two seconds every minute during an approximate 4-h sampling
period. Downstream smoke from the e-cigarettes was collected using a TE-2B Smoking
Machine, Teague Enterprises (Woodland, CA, USA). The original air pump of the smoking
machine was replaced with a more powerful air pump (MEDO/Nitto Kohki Co, VP0625
linear pump, Roselle, USA) that works continuously behind the electric air valve switch of
the smoking machine to provide an appropriate combination of puff volume and duration
for activating the e-cigarettes and produce rectangular wave puff profiles. The setup was
configured to sample from two e-cigarettes, altering a continuous airflow between samples
and room air (i.e., from e-cigarette sample 1 for 2 s, to room air for 28 s, to e-cigarette sample
2 for 2 s, and again to room air for 28 s) to reduce the experiment duration.

The Puff flow rates were set using SKC low flow inline control valves to approximately
the minimum flow required to activate the e-cigarettes. The airflow was measured using
a TSI 4146 Flow Calibrator, Shoreview, USA, at the start and the end of the sampling
periods for each sampling branch. The TSI 4146 Flow Calibrator was placed temporarily
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between impingers and the inline control valves for a limited time (i.e., a few seconds) to
minimize any potential damage related to passing contaminated air through the calibrator,
and the monitor readings were checked and calibrated several times during the study.
The airflow was also continuously monitored during the experiment periods using an
Omron D6F-P0001A1 flow sensor (Kyoto, Japan), while the readings were recorded by a
HOBO UXT120 006 data logger (Onset Corp, Bourne, MA, USA). The Omron D6F-P0001A1
flow sensors were used solely to confirm the puff duration and consistency of the airflow
during the sampling session. The smoke stream was passed through a 25 mL Zefon glass
midget impinger filled with 20 mL of ultra-pure water as the collection liquid immediately
after being emitted from the e-cigarettes.

The average airflows ranged between 0.44 and 0.98 L per minutes (LPM) and conse-
quently, the puff volumes were estimated between 14 cm® and 33 cm?, and the sampling
duration was approximately 4 h ranging between 240 and 251 min. Similar experiment se-
tups were used previously in other peer-reviewed journal publications for measuring the
emissions of toxic chemicals from e-cigarettes [11,29]. Figure 2 demonstrates a schematic di-
agram of the setup and setup characteristics of the tested e-cigarette flavors are summarized
in Table 1.
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Figure 2. Schematic diagram of the experiment setup.

It is noticeable that the average sampling flow was varied for each test depending
on the final volume of collection liquid in impingers, deployed e-cigarettes (i.e., a total
of four identical JUUL e-cigarettes were used during the study), and other factors, which
were not immediately obvious to us. At the end of each test, the remaining collection
liquid in impingers (usually less than 20 mL as some of the liquid evaporated during
the sampling period) was transferred to a liquid media sampler plastic tube, the liquid
volume was increased back to 20 mL by adding ultra-pure water, and the samples were
immediately stored in a laboratory freezer at —20 °C.

The liquid media sampler plastic tubes containing the collection liquid samples were
wrapped in aluminum foil sheets, packed with ice packs in an insulated bag, and sent to Lab-
stat International Inc. (“Labstat”), an independent center that specializes in analytics related
to tobacco and tobacco products in Canada (Kitchener, Ontario), via an overnight ship-
ping service. The laboratory confirmed that the shipment were received without any
physical damage to the boxes and individual test items were normal in appearance. The
laboratory determined the concentrations of selected carbonyls in the e-cigarette conden-
sate samples using O-2,3,4,5,6-(Pentafluorobenzyl) hydroxylamine hydrochloride (PFBHA)
derivatization and gas chromatography/mass spectrometry analysis [30-33]. The selected
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carbonyls and di-carbonyls included acetaldehyde, acetoin, isobutyraldehyde, propionalde-
hyde, 2,3-butanedione (diacetyl), 2,3-heptanedione, 2,3-hexadione, 2,3-pentanedione and
methylglyoxal.

For each tested flavor, 5.0 mL of the provided liquid was aliquoted and processed for
analysis of mainstream vapor samples. 2.5 g of liquid test sample was mixed with 5 mL of
Type I water in a 10 mL glass tube. After adding 100 uL of mixed internal standard solution
containing D4-acetaldehyde, Dg-acetone, Ds-MEK, and Dg-2,3-butanedione and 1000 pL of
PFBHA (20 mg/mL) aqueous solution, the glass tube was capped and placed in the dark
for derivatization for 24 + 4 h. After derivatization with PFBHA, 5 drops of 18N H,SO,4
were added and the PFBHA derivatives were extracted with 2 mL of toluene. The toluene
extract was transferred to an autosampler vial for gas chromatography/mass spectrometry
(GC/MS) analysis. The PFBHA derivatives of the target carbonyls were separated on a
30 m x 0.25 mm x 0.25 pm film thickness RTX-5 ms column and then quantified by a
mass spectrometer using selected ion monitoring (SIM) mode. Analytical values reported
on a pg/mL basis and converted to concentrations in pg/m? of air using the recorded
airflow rates and sample durations.

For quality control, in addition to 13 tested flavors, we collected one blank (ultra-pure
water) and one duplicate sample (i.e., Virginia Tobacco flavor with 5% nicotine). The
blank sample underwent the same storage and shipping process as the other e-cigarette
flavors to identify potential contaminants interfering with the sampling results during the
process. To test the recovery rate of the adopted measurement methods, the laboratory
added a known amount of surrogate compounds (i.e., chemicals similar to the target
analytes in chemical composition and behavior, but which are not expected to be present
in the sample) to three collection liquid samples during the preparation stage of the
analysis. The percent recovery for each surrogate compound was measured and reported
by the laboratory. Table 2 summarizes the laboratory’s limit of detection (LOD), limit of
quantification (LOQ), and recovery rates for selected carbonyls and di-carbonyls in the
collection solution.

Table 2. Laboratory’s limit of detection (LOD), limit of quantification (LOQ) and recovery rates for
all selected carbonyls and di-carbonyls.

Carbonyls/Di-Carbonyls LOD (ug/mL) * LOQ (ug/mL) * Ave. Recovery Rates

(Range) **
Acetaldehyde 0.005 0.017 121 (113-130)
Propionaldehyde 0.002 0.008 150 (102-176) *
Isobutyraldehyde 0.001 0.003 142 (102-168) *
Acetoin 0.003 0.011 167 (120-201) *
2,3-Butanedione (Diacetyl) 0.001 0.003 105 (101-108)

2,3-Pentanedione 0.002 0.006 92 (89-96)
2,3-Hexanedione 0.002 0.006 141 (84-220) 1

2,3-Heptanedione 0.002 0.008 88 (69-120)
Methylglyoxal 0.001 0.003 149 (107-175) *

* Contaminant concentration in the collection liquid; ** The recovery rates were not applied to the laboratory
results; T The laboratory could not assign a cause for high recovery rate.

Briefly, for LOD and LOQ determinations, concentrations of a wide range of flavor
compounds (usually >50) potentially used in e-liquids were measured several times (usu-
ally >20 times) in a semi-quantification process and the standard deviation of these results
was calculated. The LOD was calculated as ~3 times the standard deviation of the response
divided by the slope of the nicotine calibration curve and LOQ was calculated as ~10 times
the standard deviation of the response divided by the slope of the nicotine calibration
curve. The reported recovery rates are the recovery rates of surrogate chemicals added
to all environmental samples, blanks and QC samples in the analytical batch during the
preparation stage of the analysis in Labstat. Surrogates are chemicals that are similar to the
target analyte(s) in chemical composition and behavior, but which are not expected to be
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present in the sample. Surrogates are used to monitor analytical performance, especially
extraction efficiency, purging efficiency (for volatiles) and possible matrix effects [34].

Table 2 demonstrates the average recovery percentages of surrogate compounds
of the selected carbonyl and di-carbonyls reported by the laboratory. It is noticeable
that several recovery rates were relatively higher than regular acceptable values (i.e.,
+30%) [34]. However, as the laboratory could not find an assignable cause for the high
recovery rates, the test result was assumed to be a legitimate member of the data set and
was included in all subsequent calculations. Moreover, in this study, we used the originally
reported results provided by the laboratory without applying correction factors based
on the recovery rates, as the laboratory only measured the recovery rates for three out of
15 samples.

Finally, we estimated the average concentration of detected compounds in e-cigarette
puffs (Epu f£,i) from Equation (1):

Cimpinger,i X Vsample

Cpufi = = @

Fsampling X Tsumpling X Rsampling

where: fpu f£,it Average concentration of compound i in e-cigarette puffs (ug/ m?); Cimpinger,i:
Laboratory-measured concentration of the compound i in impingers’ liquids after sampling
(ng/ cm?); Vsample: Volume of impinger sample liquid (for all samples was 20 cm?); Fsampling:
Average sampling flow (m3/min); Tsampling: Total measurement time (min); Rsgppiing: Ratio
of sampling time to total measurement time (for all samples was 1/30).

3. Results

Concentrations of acetaldehyde, propionaldehyde, methylglyoxal and diacetyl in
e-cigarettes puffs are presented in Figure 3. Methylglyoxal, diacetly, acetaldehyde, and
propionaldehyde were all detected above the LOD in 100% of samples. For four collection
liquid samples in which the concentration of diacetyl were above LOD but below LOQ, we
reported the laboratory assigned concentrations, which were 0.003 ug/mL, 0.003 pg/mL,
0.001 pg/mL, and 0.002 pg/mL for 5-percent-nicotine Créme, 3-percent-nicotine Virginia
Tobacco, 5-percent-nicotine Virginia Tobacco (sample A) and 5-percent-nicotine Virginia
Tobacco (sample B) e-cigarettes, respectively.
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Figure 3. Concentration of selected carbonyls and di-carbonyls in e-cigarette puffs. LOQ: limit of quantification.
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The concentration of methylglyoxal in the tested flavored e-cigarette puffs was highest
with approximately an order of magnitude higher than the second emitted compound,
acetaldehyde. The concentration of emitted methylglyoxal was highest for Fruit and
Cucumber flavors with values between ~10,000 nug/m3 and ~15,000 pug/m3. Tobacco
flavoring e-cigarettes with 5% nicotine strength including Classic and Virginia Tobacco had
the lowest emissions of methylglyoxal among tested flavors.

The emissions of acetaldehyde were lower than for methylglyoxal. Similar to methyl-
glyoxal emissions, Fruit (3% and 5% nicotine strength), Cucumber (3% and 5% nico-
tine strength) and 3-percent-nicotine Creme e-cigarette flavors were the top five acetalde-
hyde emitters among other tested flavors. This is in line with the proposed reaction
mechanism for the formation of acetaldehyde demonstrated in Figure 1, which suggests
that acetaldehyde could form as a byproduct of methylglyoxal. The acetaldehyde concen-
trations in the e-cigarette puffs varied between ~50 and ~1650 pg/m? for Classic Tobacco
(5% nicotine strength) and Fruit (3% nicotine strength) e-cigarette flavors, respectively.

The concentrations of propionaldehyde and diacetyl were significantly lower than the
other two major compounds. The top three propionaldehyde emitters among the tested fla-
vors were 5- and 3- percent-nicotine Cucumber, and 5-percent-nicotine Creme e-cigarettes
with estimated concentrations of 201, 173, and 148 pug/m? in the e-cigarette puffs, respec-
tively. Similar to methylglyoxal and acetaldehyde the propionaldehyde emissions were
lowest for 5-percent-nicotine tobacco flavoring e-cigarettes with concentrations less than
20 pg/m? in the e-cigarette puffs. The concentration of diacetyl in tested e-cigarette puffs
varied between 3 and 54 ug/m? for 5-percent-nicotine Virginia Tobacco and Cucumber
flavors, respectively. As demonstrated in Figure 3, the estimated concentration of diacetyl
in four e-cigarette puffs were considered to be less than LOQ and above LOD. This is
because the concentration of diacetyl in their collection liquid samples were below the
laboratory LOQ, as shown in Table 3.

Table 3. Carbonyl and Di-carbonyl contents of e-cigarette collection liquids.

Sample Acetaldehyde Propionaldehyde Methylglyoxal Diacetyl
(II\EIiCclogteil;eettSetfelli;(t)li) [ng/mL] [ug/mL] [ug/mL] [ug/mL]
Blank <0.017 but >0.005 <0.008 but >0.002 <0.001 <0.001
Classic tobacco (5%) 0.031 0.011 0.284 0.005
Creme (3%) 0.213 0.019 1.45 0.003
Creme (5%) 0.030 0.035 0.443 <0.003 but >0.001
Cucumber (3%) 0.159 0.041 3.05 0.007
Cucumber (5%) 0.158 0.054 3.00 0.013
Fruit (3%) 0.320 0.022 1.82 0.004
Fruit (5%) 0.334 0.028 5.79 0.016
Mango (5%) 0.167 0.022 0.978 0.008
Menthol (5%) 0.041 0.035 0.597 0.005
Mint (3%) 0.063 0.025 1.73 0.009
Mint (5%) 0.075 0.015 0.841 0.005
Virginia Tobacco (3%) 0.118 0.023 0.940 <0.003 but >0.001
Virginia Tobacco (5%) A 0.034 0.009 0.230 <0.003 but >0.001
Virginia Tobacco (5%) B 0.065 0.009 0.316 <0.003 but >0.001

The laboratory analysis measured the concentrations of contaminants in the collection
liquid below LOD for acetoin, 2,3-Pentanedione, 2,3-Hexanedione and 2,3-Heptanedione
and between LOD and LOQ for Isobutyraldehyde. The concentrations of selected aldehy-
des in the blank sample remained below LOD for most of the chemicals except acetaldehyde,
propionaldehyde and isobutyraldehyde, which were between LOD and LOQ.
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4. Discussion
4.1. Public Health Concerns

The health concerns regarding electronic nicotine delivery systems and particularly
e-cigarettes started almost immediately after their introduction to the market in the United
States in 2007 [35-39]. Diacetyl was among the first chemicals investigated for its poten-
tial adverse health impacts because of previous studies showing association of diacetyl
exposures with bronchiolitis obliterans (“Popcorn Lung” disease) [22,40]. Inhalation and
toxicological studies in rodents suggest that chronic exposure to diacetyl can cause fi-
brous scarring of lungs [21,41] rapid growth of lymphocytes in lungs [42] and different
types of pulmonary fibrosis, which is a type of irreversible and progressive lung dis-
ease [43]. Herein, we demonstrated the presence of diacetyl in e-cigarette emissions above
LOD and LOQ concentrations depending on the flavoring chemicals used in e-cigarette
liquids. Several existing studies also detected diacetyl in e-cigarette emissions [11,29,44,45]
and liquids [46,47].

NIOSH suggested 8-h recommended exposure limit (REL) of 5 ppb and 15-min ceil-
ing short-term exposure limits (STEL) of 25 ppb for adult workers for diacetyl and its struc-
turally similar replacement, 2,3-pentanedione. However, there are no health-based stan-
dards for diacetyl inhalation for the general public, and no standards for children [48].
Egilman et al. in 2011 proposed various safe 8-h exposure levels for diacetyl based on
four disease outcomes [49]. The safe levels were varied from < 1 to 8 ppb based on a
revised analysis of toxicology excellence for risk assessment and other sources. Assuming
diacetyl as an ideal gas with a molecular weight of 86 g/mol, the measured concentration
of diacetyl in e-cigarette fumes in this research work were from 0.9 ppb (lower than LOQ)
for Virginia Tobacco e-cigarette with 5% nicotine to 15.4 ppb for Cucumber e-cigarette with
5% nicotine. This means 8 and 10 out of 13 tested e-cigarette flavors emit diacetyl higher
than the NIOSH 8-h REL and the safe exposure levels of diacetyl proposed by Egilman
et al., respectively. For example, less than one-hour exposure to Mint, Cucumber, and Fruit
flavoring e-cigarette emissions per day would exceed the average daily diacetyl exposures
by more than the lower ranges of safe exposure levels proposed by Egilman et al.

Several studies also reported emissions of methylglyoxal from e-cigarettes [16,18,50].
The confirmation of methylglyoxal in e-cigarette emissions takes on new importance for
e-cigarette users when considering the potential toxicity. A study published in 2019 by
Hubbs et al., which included some of the investigators who evaluated the initial Pop-
corn Lung cases in the early 2000s, reviewed the toxicity of diacetyl and other related
alpha-di-carbonyls, including methylglyoxal [51]. Beyond reviewing the mechanisms of
alpha-di-carbonyl toxicity, the authors undertook toxicological testing of methylglyoxal,
a 3-carbon alpha-di-carbonyl (Diacetyl and 2,3-pentandeione are 4- and 5-carbon alpha
carbonyls, respectively). The authors examined necrosis of respiratory and transitional
epithelium of the mouse and report, ‘methylglyoxal, a 3-carbon a-carbonyl compound,
is not only cytotoxic, it is actually more cytotoxic than diacetyl, a 4-carbon a-di-carbonyl
compound.” Specifically, they found that methylglyoxal ‘caused dose-dependent necrosis
of the respiratory and transitional epithelium’.

Several other studies also demonstrated the adverse health outcomes of exposure
to methylglyoxal. Nigro et al. showed that increased concentration of methylglyoxal
impairs the action of insulin on vascular endothelium both in vitro and in vivo, leading
to an imbalance between nitric oxide and endothelin-1 production [52]. A literature re-
view study from same group in 2017 showed that methylglyoxal accumulation has harmful
effects on vascular function, by inducing insulin-resistance, hypertension, atherosclerosis,
neurodegenerative disease and diabetic microvascular complications [53]. Another liter-
ature review study summarized the potential adverse health outcomes of exposures to
methylglyoxal [54] including a potential association with diabetic polyneuropathy [55],
production of imidazopurinones, nucleotide adducts—which were considered as major
types of endogenous DNA damage [56]—and generation of neuropathic pain [57].
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Acetaldehyde and propionaldehyde were two other toxic carbonyls detected in all
tested e-cigarette flavors with concentrations above the laboratory limits of quantifica-
tions. Acetaldehyde [10,11,16,18,44,50,58] and Propionaldehyde [10,11,44,50] were detected
in several existing studies determining the chemical compounds generated by e-cigarettes.
Researchers demonstrated that acetaldehyde induces DNA-protein crosslinks, which are
known to cause lethal consequences for a cell if unrepaired. Therefore, exposure to ac-
etaldehyde is expected to interfere with DNA metabolic process such as replication, repair,
recombination, transcription and chromatin remodeling [59], and induce mucin 2 (MUC2)
as representing the major secretory mucin of the small and large intestines [54]. No studies
in humans are available for propionaldehyde; however, based on the information provided
from animal studies, the most likely adverse human health effects that would be antici-
pated from exposure to propionaldehyde would be primarily respiratory tract irritation
and secondarily cardiovascular perturbations [60].

4.2. Limitations

The emission measurements of methylglyoxal, diacetyl, and other toxic carbonyl and
dicarbonyls such as acetaldehyde and propionaldehyde from e-cigarettes presented in
this study should be considered as preliminarily quantification of secondary formation of
toxic compounds from propylene glycol in e-cigarettes. The measurements also demon-
strate a comparison across the tested e-cigarette pod liquids. The reasons for considering
the presented results preliminarily are: (i) we did not use a sample collection efficiency
metric, such as reference cigarettes, in our measurement approach and (ii) the average
collected puff volume in this study (i.e., 22.3 mL) was lower than regular human puff
volume (i.e., 55 mL) to provide enough time for chemical components to resolve in im-
pingers’ liquids. Future studies should be performed to quantify the concentrations of
the secondary-formed chemicals under standard conditions such as ISO 20768 [61].

There is limited information about human health outcomes of exposures to methylgly-
oxal, acetaldehyde and propionaldehyde at measured concentration levels in this study,
although many in vitro and animal studies suggest potential health risks associated with
these chemicals. More studies in this field would provide necessary information for gener-
ating new guidelines and standards and updating existing ones for safe levels of exposures
to methylglyoxal, acetaldehyde and propionaldehyde for human individuals.

It is noticeable that there is a large variation in the recovery rates reported by the labora-
tory (i.e., Labstat). While, the regular acceptable values of recovery rate is 100% =+ 30% [34],
we observed in some samples the average reported recovery rate was more than 150%.
This could mean that the concentration of chemical compounds in cases with high recovery
rate is most probably overestimated. However, it is important to note that even in cases
where high recovery rates were reported, the measured concentrations were still above the
laboratory limit of detection.

Finally, the measured emission rates of methylglyoxal, diacetyl, acetaldehyde and pro-
pionaldehyde were significantly different across the tested e-cigarette flavors. In this study,
we did not measure the PG/VG ratio of the tested pods; however, other existing stud-
ies reported the PG ratio of JUUL flavored pods is 30% by volume [8,62]. If we assume
that PG/VG is constant across all JUUL flavored pods, it means that other factors should
have influenced the variation in emissions of secondary toxic compounds formed from
propylene glycol in e-cigarettes. It is not fully clear what these factors are, and further
investigation is needed.

5. Conclusions

Current ingredient labels on e-cigarette packages do not reveal the full potential of
respiratory toxicants that users may be inhaling. This includes chemicals that are added
intentionally, like flavoring chemicals and other compounds [29,63] as well as secondary
compounds formed from e-cigarette ingredients during smoking. In addition to potential
exposure to alpha-di-carbonyls like diacetyl and 2,3-pentanedione, studies are demonstrat-
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ing that exposure to methylglyoxal through secondary formation from propylene glycol is
likely widespread. The recent evidence that methylglyoxal is more cytotoxic than diacetyl,
an alpha-carbonyl linked to bronchiolitis obliterans, makes this an urgent public health
concern.

Author Contributions: Conceptualization, ].G.A., D.C.C., and J.V.; methodology, ].G.A., D.C.C,,
J.V, PA,, and J].G.C.L,; validation, P.A., ].G.C.L, and ]J.V,; formal analysis, P.A., ZK., and M.L.L,;
investigation, M.L.L., ZK,, J.V,, and P.A,; resources, D.C.C., ].G.A,, and ].V.; writing—original draft
preparation, PA., J.G.A., M.L.L.; writing—review and editing, PA., M.L.L.,].G.A,,].V,, ZK,, D.CC,,
and J.G.C.L,; visualization, Z.K. and P.A.; supervision, ].G.A. and D.C.C,; funding acquisition, ].G.A.
and J.V. All authors have read and agreed to the published version of the manuscript.

Funding: This research was supported by NIH Grant #P30ES000002.
Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Data is contained within the article.

Conflicts of Interest: The authors declare no competing interests.

References

1. CDCMMWR. QuickStats: Percentage of Adults Who Ever Used an E-cigarette and Percentage Who Currently Use E-cigarettes,
by Age Group—National Health Interview Survey, United States, 2016. MMWR Morb. Mortal. Wkly. Rep. 2017, 66. [CrossRef]

2. USFood and Drug Administration. Youth Tobacco Use: Results from the National Youth Tobacco Survey; FDA: Silver Spring, MD,
USA, 2019.

3.  Siegel, M.B.; Tanwar, K.L.; Wood, K.S. Electronic Cigarettes as a Smoking-Cessation Tool: Results from an Online Survey. Am. J.
Prev. Med. 2011, 40, 472-475. [CrossRef]

4. JUUL Market Share in 2019. Available online: https://blog.technavio.com/blog/juul-market-share-dominating-e-cigarettes-
market (accessed on 5 January 2021).

5. Burstyn, L. Peering through the mist: Systematic review of what the chemistry of contaminants in electronic cigarettes tells us
about health risks. BMC Public Health 2014, 14, 18. [CrossRef]

6.  Qu, Y, Szulejko, ].E.; Kim, K.-H.; Jo, S.-H. The effect of varying battery voltage output on the emission rate of carbonyls released
from e-cigarette smoke. Microchem. J. 2019, 145, 47-54. [CrossRef]

7. Schneller, L.M.; Vanderbush, T.S.; O’connor, R.J. Can Established Vapers Distinguish Different PG:VG Ratios? A Pilot Study. Tob.
Regul. Sci. 2018, 4, 73-78. [CrossRef]

8. Talih, S.; Salman, R.; El-Hage, R.; Karam, E.; Karaoghlanian, N.; El-Hellani, A.; Saliba, N.; Shihadeh, A. Characteristics and
toxicant emissions of JUUL electronic cigarettes. Tob. Control 2019, 28, 678-680. [CrossRef] [PubMed]

9. Jensen, R.P; Luo, W,; Pankow, J.E; Strongin, R.M.; Peyton, D.H. Hidden Formaldehyde in E-Cigarette Aerosols. N. Engl. J. Med.
2015, 372, 392-394. [CrossRef]

10. Khlystov, A.; Samburova, V. Flavoring Compounds Dominate Toxic Aldehyde Production during E-Cigarette Vaping. Environ.
Sci. Technol. 2016, 50, 13080-13085. [CrossRef]

11. Klager, S.; Vallarino, J.; MacNaughton, P.; Christiani, D.C.; Lu, Q.; Allen, J.G. Flavoring Chemicals and Aldehydes in E-Cigarette
Emissions. Environ. Sci. Technol. 2017, 51, 10806-10813. [CrossRef] [PubMed]

12.  Ogunwale, M.A.; Li, M.; Ramakrishnam Raju, M.V.; Chen, Y.; Nantz, M.H.; Conklin, D.J.; Fu, X.-A. Aldehyde Detection in
Electronic Cigarette Aerosols. ACS Omega 2017, 2, 1207-1214. [CrossRef]

13.  Vas, C.A; Porter, A.; McAdam, K. Acetoin is a precursor to diacetyl in e-cigarette liquids. Food Chem. Toxicol. 2019, 133, 110727.
[CrossRef] [PubMed]

14. Allaman, I.; Bélanger, M.; Magistretti, P.J. Methylglyoxal, the dark side of glycolysis. Front. Neurosci. 2015, 9. [CrossRef] [PubMed]

15.  Bekki, K.; Uchiyama, S.; Ohta, K.; Inaba, Y.; Nakagome, H.; Kunugita, N. Carbonyl Compounds Generated from Electronic
Cigarettes. Int. ]. Environ. Res. Public Health 2014, 11, 11192-11200. [CrossRef] [PubMed]

16. Uchiyama, S.; Ohta, K.; Inaba, Y.; Kunugita, N. Determination of Carbonyl Compounds Generated from the E-cigarette Using
Coupled Silica Cartridges Impregnated with Hydroquinone and 2,4-Dinitrophenylhydrazine, Followed by High-Performance
Liquid Chromatography. Anal. Sci. 2013, 29, 1219-1222. [CrossRef] [PubMed]

17.  Ohta, K.; Uchiyama, S.; Inaba, Y.; Nakagome, H.; Kunugita, N. Determination of carbonyl compounds generated from the
electronic cigarette using coupled silica cartridges impregnated with hydroquinone and 2,4-dinitrophenylhydrazine. Bunseki
Kagaku 2011, 60, 791-797. [CrossRef]

18. Uchiyama, S.; Senoo, Y.; Hayashida, H.; Inaba, Y.; Nakagome, H.; Kunugita, N. Determination of Chemical Compounds Generated

from Second-generation E-cigarettes Using a Sorbent Cartridge Followed by a Two-step Elution Method. Anal. Sci. 2016, 32,
549-555. [CrossRef]


http://doi.org/10.15585/mmwr.mm6633a6
http://doi.org/10.1016/j.amepre.2010.12.006
https://blog.technavio.com/blog/juul-market-share-dominating-e-cigarettes-market
https://blog.technavio.com/blog/juul-market-share-dominating-e-cigarettes-market
http://doi.org/10.1186/1471-2458-14-18
http://doi.org/10.1016/j.microc.2018.10.019
http://doi.org/10.18001/TRS.4.3.6
http://doi.org/10.1136/tobaccocontrol-2018-054616
http://www.ncbi.nlm.nih.gov/pubmed/30745326
http://doi.org/10.1056/NEJMc1413069
http://doi.org/10.1021/acs.est.6b05145
http://doi.org/10.1021/acs.est.7b02205
http://www.ncbi.nlm.nih.gov/pubmed/28817267
http://doi.org/10.1021/acsomega.6b00489
http://doi.org/10.1016/j.fct.2019.110727
http://www.ncbi.nlm.nih.gov/pubmed/31377138
http://doi.org/10.3389/fnins.2015.00023
http://www.ncbi.nlm.nih.gov/pubmed/25709564
http://doi.org/10.3390/ijerph111111192
http://www.ncbi.nlm.nih.gov/pubmed/25353061
http://doi.org/10.2116/analsci.29.1219
http://www.ncbi.nlm.nih.gov/pubmed/24334991
http://doi.org/10.2116/bunsekikagaku.60.791
http://doi.org/10.2116/analsci.32.549

Int. J. Environ. Res. Public Health 2021, 18, 385 11 of 12

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

American Chemical Society E-cigarettes Can Damage DNA. Available online: https:/ /www.sciencedaily.com/releases/2018/08/
180820085208.htm (accessed on 23 December 2019).

Hubbs, A.F; Battelli, L.A.; Goldsmith, W.T.; Porter, D.W.; Frazer, D.; Friend, S.; Schwegler-Berry, D.; Mercer, R.R.; Reynolds,
J.S.; Grote, A.; et al. Necrosis of nasal and airway epithelium in rats inhaling vapors of artificial butter flavoring. Toxicol. Appl.
Pharmacol. 2002, 185, 128-135. [CrossRef]

Morgan, D.L.; Flake, G.P,; Kirby, PJ.; Palmer, S.M. Respiratory Toxicity of Diacetyl in C57Bl/6 Mice. Toxicol. Sci. 2008, 103, 169-180.
[CrossRef]

Van Rooy, E.G.B.G.J.; Rooyackers, ].M.; Prokop, M.; Houba, R.; Smit, L.A.M.; Heederik, D.J.]. Bronchiolitis Obliterans Syndrome
in Chemical Workers Producing Diacetyl for Food Flavorings. Am. J. Respir. Crit. Care Med. 2007, 176, 498-504. [CrossRef]
Muttray, A.; Gosepath, J.; Brieger, J.; Faldum, A.; Pribisz, A.; Mayer-Popken, O.; Jung, D.; Rossbach, B.; Mann, W.; Letzel, S. No
acute effects of an exposure to 50 ppm acetaldehyde on the upper airways. Int. Arch. Occup. Environ. Health 2009, 82, 481-488.
[CrossRef]

Silverman, L.; Schulte, H.F,; First, M.W. Further studies on sensory response to certain industrial solvent vapors. J. Ind. Hyg.
Toxicol. 1946, 28, 262-266. [PubMed]

Sim, V.M; Pattle, R.E. Effect of possible smog irritants on human subjects. J. Am. Med. Assoc. 1957, 165, 1908-1913. [CrossRef]
[PubMed]

US Department of Health and Human Services. Registry of Toxic Effects of Chemical Substances (RTECS, Online Database); National
Toxicology Information Program, National Library of Medicine: Bethesda, MD, USA, 1993.

US Department of Health and Human Services. Hazardous Substances Data Bank (HSDB, Online Database); National Toxicology
Information Program, National Library of Medicine: Bethesda, MD, USA, 1993.

Hiraki, B.; Misra, M.; Cook, D. HPHC Analysis of Seven Flavors of a Temperature-Regulated Nicotine Salt Pod System; JUUL Labs, Inc.:
San Francisco, CA, USA, 2019.

Allen Joseph, G.; Flanigan Skye, S.; Mallory, L.; Jose, V.; Piers, M.; Stewart James, H.; Christiani David, C. Flavoring Chemicals in
E-Cigarettes: Diacetyl, 2,3-Pentanedione, and Acetoin in a Sample of 51 Products, Including Fruit-, Candy-, and Cocktail-Flavored
E-Cigarettes. Environ. Health Perspect. 2016, 124, 733-739. [CrossRef] [PubMed]

Munch, J.W.; Munch, D.J.; Winslow, 5.D.; Wendelken, S.C.; Pepich, B.V. Determination of carbonyl compounds in drinking water
by pentafluorobenzylhydroxylamine derivatization and capillary gas chromatography with electron capture detection. US EPA
Method 556 1998, 1, 1-37.

Bao, M.; Pantani, F; Griffini, O.; Burrini, D.; Santianni, D.; Barbieri, K. Determination of carbonyl compounds in water by
derivatization-solid-phase microextraction and gas chromatographic analysis. J. Chromatogr. A 1998, 809, 75-87. [CrossRef]
Bao, M.; Joza, PJ.; Masters, A.; Rickert, W.S. Analysis of Selected Carbonyl Compounds in Tobacco Samples by Using Pentafluo-
robenzylhydroxylamine Derivatization and Gas Chromatography-Mass Spectrometry. Beitr. Tab. Int. Contrib. Tob. Res. 2014, 26,
86-97. [CrossRef]

Health Canada. Determination of “tar”, Nicotine and Carbon Monoxide in Mainstream Tobacco Smoke; Health Canada: Ottawa, ON,
Canada, 1999.

Baylor, K.; Morison, G.; Taylor, D.R. Laboratory Data Review for the Non-Chemist; United States Environmental Protection Agency
Region 9: San Francisco, CA, USA, 2014.

Henningfield, J.E.; Zaatari, G.S. Electronic nicotine delivery systems: Emerging science foundation for policy. Tob. Control 2010,
19, 89-90. [CrossRef]

Laugesen, M. Second safety report on the Ruyan® e-cigarette. Cell 2008, 27, 4375.

Tinghino, B.; Enea, D. E-cigarette: Primi dati e possibili prospettive. Tabaccologia 2009, 2-3, 36-39.

Laugesen, M. Safety Report on the Ruyan E-Cigarette Cartridge and Inhaled Aerosol; Health New Zealand Ltd.: Christchurch, New
Zealand, 2008.

Cobb, N.K.; Byron, M.].; Abrams, D.B.; Shields, P.G. Novel Nicotine Delivery Systems and Public Health: The Rise of the “E-Cigarette”;
American Public Health Association: Washington, DC, USA, 2010.

Kreiss, K.; Gomaa, A.; Kullman, G.; Fedan, K.; Simoes, E.J.; Enright, P.L. Clinical Bronchiolitis Obliterans in Workers at a
Microwave-Popcorn Plant. N. Engl. J. Med. 2002, 347, 330-338. [CrossRef]

Hubbs, A.E,; Goldsmith, W.T.; Kashon, M.L.; Frazer, D.; Mercer, RR; Battelli, L.A.; Kullman, G.J.; Schwegler-Berry, D.; Friend, S.;
Castranova, V. Respiratory toxicologic pathology of inhaled diacetyl in Sprague-Dawley rats. Toxicol. Pathol. 2008, 36, 330-344.
[CrossRef]

Anderson, S.E.; Franko, J.; Wells, ].R.; Lukomska, E.; Meade, B.J. Evaluation of the hypersensitivity potential of alternative butter
flavorings. Food Chem. Toxicol. 2013, 62, 373-381. [CrossRef] [PubMed]

Hubbs, A.F; Cumpston, A.M.; Goldsmith, W.T.; Battelli, L.A.; Kashon, M.L.; Jackson, M.C.; Frazer, D.G.; Fedan, ].S.; Goravanahally,
M.P,; Castranova, V. Respiratory and olfactory cytotoxicity of inhaled 2, 3-pentanedione in Sprague-Dawley rats. Am. J. Pathol.
2012, 181, 829-844. [CrossRef] [PubMed]

Margham, J.; McAdam, K.; Forster, M.; Liu, C.; Wright, C.; Mariner, D.; Proctor, C. Chemical composition of aerosol from an
e-cigarette: A quantitative comparison with cigarette smoke. Chem. Res. Toxicol. 2016, 29, 1662-1678. [CrossRef] [PubMed]
Farsalinos, K.E.; Kistler, K.A.; Gillman, G.; Voudris, V. Evaluation of Electronic Cigarette Liquids and Aerosol for the Presence of
Selected Inhalation Toxins. Nicotine Tob. Res. 2015, 17, 168-174. [CrossRef]


https://www.sciencedaily.com/releases/2018/08/180820085208.htm
https://www.sciencedaily.com/releases/2018/08/180820085208.htm
http://doi.org/10.1006/taap.2002.9525
http://doi.org/10.1093/toxsci/kfn016
http://doi.org/10.1164/rccm.200611-1620OC
http://doi.org/10.1007/s00420-008-0354-9
http://www.ncbi.nlm.nih.gov/pubmed/21002364
http://doi.org/10.1001/jama.1957.02980330010003
http://www.ncbi.nlm.nih.gov/pubmed/13480837
http://doi.org/10.1289/ehp.1510185
http://www.ncbi.nlm.nih.gov/pubmed/26642857
http://doi.org/10.1016/S0021-9673(98)00188-5
http://doi.org/10.2478/cttr-2014-0017
http://doi.org/10.1136/tc.2009.035279
http://doi.org/10.1056/NEJMoa020300
http://doi.org/10.1177/0192623307312694
http://doi.org/10.1016/j.fct.2013.08.053
http://www.ncbi.nlm.nih.gov/pubmed/24007741
http://doi.org/10.1016/j.ajpath.2012.05.021
http://www.ncbi.nlm.nih.gov/pubmed/22894831
http://doi.org/10.1021/acs.chemrestox.6b00188
http://www.ncbi.nlm.nih.gov/pubmed/27641760
http://doi.org/10.1093/ntr/ntu176

Int. J. Environ. Res. Public Health 2021, 18, 385 12 of 12

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Tierney, P.A.; Karpinski, C.D.; Brown, J.E.; Luo, W.; Pankow, ].F. Flavour chemicals in electronic cigarette fluids. Tob. Control 2016,
25, e10—e15. [CrossRef]

Varlet, V,; Farsalinos, K.; Augsburger, M.; Thomas, A.; Etter, J.-F. Toxicity assessment of refill liquids for electronic cigarettes. Int. J.
Environ. Res. Public Health 2015, 12, 4796-4815. [CrossRef]

U.S. Department of Health & Human Services. Criteria for A Recommended Standard: Occupational Exposure to Diacetyl and
2,3-Pentanedione; U.S. Department of Health & Human Services: Washington, DC, USA, 2016. [CrossRef]

Egilman, D.S.; Schilling, ]. H.; Menendez, L. A Proposal for a Safe Exposure Level for Diacetyl. Int. J. Occup. Environ. Health 2011,
17,122-134. [CrossRef]

Saliba, N.A.; El Hellani, A.; Honein, E.; Salman, R.; Talih, S.; Zeaiter, J.; Shihadeh, A. Surface chemistry of electronic cigarette
electrical heating coils: Effects of metal type on propylene glycol thermal decomposition. J. Anal. Appl. Pyrolysis 2018, 134,
520-525. [CrossRef]

Hubbs, A.F,; Kreiss, K.; Cummings, K.J.; Fluharty, K.L.; O’Connell, R.; Cole, A.; Dodd, T.M.; Clingerman, S.M.; Flesher, J.R,;
Lee, R;; et al. Flavorings-Related Lung Disease: A Brief Review and New Mechanistic Data. Toxicol. Pathol. 2019, 47, 1012-1026.
[CrossRef]

Nigro, C.; Raciti, G.A.; Leone, A.; Fleming, T.H.; Longo, M.; Prevenzano, I; Fiory, F; Mirra, P.; D’Esposito, V.; Ulianich, L.
Methylglyoxal impairs endothelial insulin sensitivity both in vitro and in vivo. Diabetologia 2014, 57, 1485-1494. [CrossRef]
Nigro, C.; Leone, A.; Raciti, G.; Longo, M.; Mirra, P.; Formisano, P.; Beguinot, F.; Miele, C. Methylglyoxal-glyoxalase 1 balance:
The root of vascular damage. Int. J. Mol. Sci. 2017, 18, 188. [CrossRef] [PubMed]

Huang, S.-J.; Xu, Y.-M.; Lau, A.T.Y. Electronic cigarette: A recent update of its toxic effects on humans. J. Cell. Physiol. 2018, 233,
4466-4478. [CrossRef] [PubMed]

Shimatani, Y.; Nodera, H.; Osaki, Y.; Banzrai, C.; Takayasu, K.; Endo, S.; Shibuta, Y.; Kaji, R. Upregulation of axonal HCN current
by methylglyoxal: Potential association with diabetic polyneuropathy. Clin. Neurophysiol. 2015, 126, 2226-2232. [CrossRef]
[PubMed]

Thornalley, PJ.; Waris, S.; Fleming, T.; Santarius, T.; Larkin, S.J.; Winklhofer-Roob, B.M.; Stratton, M.R.; Rabbani, N. Imidazopuri-
nones are markers of physiological genomic damage linked to DNA instability and glyoxalase 1-associated tumour multidrug
resistance. Nucleic Acids Res. 2010, 38, 5432-5442. [CrossRef] [PubMed]

Eberhardt, M.].; Filipovic, M.R.; Leffler, A.; de la Roche, J.; Kistner, K.; Fischer, M.].; Fleming, T.; Zimmermann, K.; Ivanovic-
Burmazovic, I.; Nawroth, P.P. Methylglyoxal activates nociceptors through transient receptor potential channel A1 (TRPA1) a
possible mechanism of metabolic neuropathies. J. Biol. Chem. 2012, 287, 28291-28306. [CrossRef] [PubMed]

Goniewicz, M.L.; Knysak, J.; Gawron, M.; Kosmider, L.; Sobczak, A.; Kurek, J.; Prokopowicz, A.; Jablonska-Czapla, M.; Rosik-
Dulewska, C.; Havel, C.; et al. Levels of selected carcinogens and toxicants in vapour from electronic cigarettes. Tob. Control 2014,
23,133-139. [CrossRef]

Lorenti Garcia, C.; Mechilli, M.; Proietti De Santis, L.; Schinoppi, A.; Katarzyna, K.; Palitti, F. Relationship between DNA lesions,
DNA repair and chromosomal damage induced by acetaldehyde. Mutat. Res. 2009, 662, 3-9. [CrossRef]

U.S. Environmental Protection Agency. Toxicological Review of Propionaldehyde (CAS No. 123-38-6); U.S. Environmental Protection
Agency: Washington, DC, USA, 2008; p. 78.

CORESTA, E.; Force, C.T. Routine analytical machine for e-cigarette aerosol generation and collection—definitions and standard
conditions. Paris CORESTA 2015, 1, 1-6. Available online: https:/ /www.coresta.org/sites/default/files/technical_documents/
main/CRM_81.pdf (accessed on 5 January 2021).

Rao, P; Liu, J.; Springer, M.L. JUUL and Combusted Cigarettes Comparably Impair Endothelial Function. Tob. Regul. Sci. 2020, 6,
30-37. [CrossRef]

Omaiye, E.E.; McWhirter, K.J.; Luo, W.; Pankow, J.F.; Talbot, P. Toxicity of JUUL Fluids and Aerosols Correlates Strongly with
Nicotine and Some Flavor Chemical Concentrations. bioRxiv 2018, 490607. [CrossRef]


http://doi.org/10.1136/tobaccocontrol-2014-052175
http://doi.org/10.3390/ijerph120504796
http://doi.org/10.26616/NIOSHPUB2016111
http://doi.org/10.1179/oeh.2011.17.2.122
http://doi.org/10.1016/j.jaap.2018.07.019
http://doi.org/10.1177/0192623319879906
http://doi.org/10.1007/s00125-014-3243-7
http://doi.org/10.3390/ijms18010188
http://www.ncbi.nlm.nih.gov/pubmed/28106778
http://doi.org/10.1002/jcp.26352
http://www.ncbi.nlm.nih.gov/pubmed/29215738
http://doi.org/10.1016/j.clinph.2015.02.058
http://www.ncbi.nlm.nih.gov/pubmed/25823697
http://doi.org/10.1093/nar/gkq306
http://www.ncbi.nlm.nih.gov/pubmed/20435681
http://doi.org/10.1074/jbc.M111.328674
http://www.ncbi.nlm.nih.gov/pubmed/22740698
http://doi.org/10.1136/tobaccocontrol-2012-050859
http://doi.org/10.1016/j.mrfmmm.2008.11.008
https://www.coresta.org/sites/default/files/technical_documents/main/CRM_81.pdf
https://www.coresta.org/sites/default/files/technical_documents/main/CRM_81.pdf
http://doi.org/10.18001/TRS.6.1.4
http://doi.org/10.1101/490607

	Introduction 
	Methodology 
	Results 
	Discussion 
	Public Health Concerns 
	Limitations 

	Conclusions 
	References

