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ABSTRACT: Often, studies of microdroplet chemistry using electro-
spray ionization mass spectrometry (MS) either find a negligible effect of
the heated inlet capillary of the mass spectrometer on the reaction rate
or do not consider its effect. In this context, we studied two reactions in
microdroplets, the Pomeranz−Fritsch synthesis of isoquinoline and the
Combes quinoline synthesis. The reagents were electrosprayed with
methanol and aqueous solutions forming small and large microdroplets
at flow rates of 1 and 20 μL/min, respectively. We also varied the inlet
capillary temperature from 100 to 350 °C. Contrary to the view that the inlet temperature has little to no influence on the
reaction rate, we found that the Pomeranz−Fritsch reaction was markedly accelerated for both solvents and for both droplet
sizes on increasing the temperature, whereas the Combes synthesis showed the opposite behavior. We propose that these
strikingly different behaviors result from a competition of two effects, the evaporative cooling versus the heating of ejected bare
ions from the droplet, both taking place inside the heated inlet. This finding suggests that these phenomena must be taken into
account while interpreting the microdroplet reactions studied by electrospray or a similar kind of ambient ionization MS.

■ INTRODUCTION

Microdroplet chemistry is a newly emerging field with
potential applications in accelerating the rates of chemical
reactions, chemical synthesis, and studying reaction kinetics
and mechanisms.1−7 Particularly, in the last few years, several
reports by others and our group have substantiated the
usefulness of microdroplets in speeding up chemical trans-
formation by many orders of magnitude when compared to the
corresponding conventional bulk-phase reaction.2,3,6,8−21

Several factors such as pH, surface charge, reagent
confinement, desolvation, droplet size, solvent composition,
air−liquid interface, contact ion pairing, temperature, large
electrostatic pressure, and molecular orientation on the droplet
surface can collectively affect the microdroplet to become a
powerful microreactor.10 Many analytical studies on micro-
droplet chemistry have employed electrospray ionization mass
spectrometry (ESI-MS) for online detection of the reactants,
intermediates, and products. Figure 1 depicts a microdroplet
reaction study using ESI-MS,22−24 where the reactant solution
is delivered by a coaxial sheath gas (nitrogen) flow to the tip of
an electrospray source held at a high potential with respect to
the inlet of the mass spectrometer. This causes the spraying of
charged aerosol in the air. Solvent electrolysis accumulates
charges (e.g., protons in the positive ion mode) at the surface
of the droplet.22,25 When the electrostatic force exceeds the
surface tension of the liquid, droplets disintegrate by Coulomb
explosion.22,26 Often the spray source is surrounded by a gas
flow of higher pressure, typically, dry N2, which helps in the
evaporation of droplets to some extent and propel them
toward the mass spectrometer inlet.27 Typically, the inlet of the

mass spectrometer is kept at a high temperature to complete
desolvation and the droplet evolution process forming ions in
vacuum for their detection.26 It is thought that droplet fission
occurs repeatedly until bare ions or small clusters of ions
surrounded by solvent molecules enter the mass spectrom-
eter.26,28

In studying microdroplet reaction kinetics,1,2,8,16,29,30 the
reaction time (droplet lifetime; in the order of a milli-
second22,26) is varied by changing the distance d (Figure 1)
between the spraying nozzle and the inlet of the heated
capillary followed by the detection of reactants and/or
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Figure 1. Schematic diagram of the experimental setup for studying
microdroplet chemistry using ESI-MS.
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products by MS.8,11,16,30 This method assumes that the
reaction is stopped when the droplet enters the heated inlet
of the mass spectrometer.11,30 Supportive evidence has also
been presented by us earlier on considering this assumption for
estimating the kinetics in microdroplets of acid-induced
unfolding of cytochrome c and hydrogen−deuterium exchange
in bradykinin.2 The possible reason for ceasing the micro-
droplet reaction in the heated capillary region can be attributed
to rapid evaporative cooling and a sudden conversion of the
solvated ions into free gaseous ions.26 Indeed, a recent report
showed that the rapidly evaporating water microdroplet can
reach a supercool state with a temperature as low as −42 °C.31
Thus, it is not surprising that such a low temperature can slow
down the microdroplet reaction followed by complete
desolvation of species from the reaction. A recent report by
us on epoxide ring opening in microdroplets showed no
variation in the product yield upon changing the inlet capillary
temperature.14 This observation confirms the rapid quenching
of the microdroplet reaction in the heated capillary region,
which is in line with our earlier reports also.2 This effect of
temperature of the heated inlet capillary on the microdroplet
reaction studied by MS is not sufficiently noted in the
literature. However, this study appears to be crucial in
supporting the contention that the heated capillary zone has
negligible or no effect on the microdroplet reaction kinetics
studied by MS. In this regard, we have investigated two
reactions, for example, Pomeranz−Fritsch synthesis of
isoquinoline (Scheme 1) and Combes quinoline synthesis

(Scheme 2), which we previously reported showing their
remarkable reaction rate acceleration (>106 for the former and
>103 for the latter) in the microdroplets.3 Variation in the
droplet size and charge on the droplet strongly contributed to
the reaction rate indicating the effect of charged microdroplet
environment on those reactions. The present study on the
above two reactions reveals here how the measurement of the
reaction rate acceleration caused by microdroplets can be
affected by the heated inlet of the mass spectrometer.

■ EXPERIMENTAL SECTION
Chemicals were purchased from Sigma-Aldrich (St. Louis,
MO). High-performance liquid chromatography−MS grade
solvents were purchased from Fisher Scientific (Nepean, ON,

Canada). Synthesis of benzalaminoacetal (1) and 4-(phenyl-
imino)-2-pentanone (6) were performed following our earlier
report.3

Methanolic or aqueous solutions of the above analytes (0.05
mM) were electrosprayed using a home-built ESI source in the
positive ion mode (+5 kV) at two different flow rates (1 and
20 μL/min) through a fused silica capillary (Polymicro
Technologies, 100 μm i.d.) with a coaxial sheath gas flow of
nitrogen at 120 psi. The mass spectrometer inlet capillary
temperature was maintained at approximately 275 °C unless
otherwise stated, and the capillary voltage was kept at 44 V.
The on-axis spray distance from the spray tip to the entrance of
the heated capillary was set to 1.5 cm. All experiments were
carried out under identical conditions unless otherwise stated,
to detect reactants and products by using a high-resolution
mass spectrometer (Thermo Scientific LTQ Orbitrap XL
hybrid ion trap-Orbitrap mass spectrometer). Effects of the
heated ion transfer capillary (stainless steel, 4 in. length and
550 μm i.d.) on the reaction rate were studied by varying the
capillary temperature from 100 to 350 °C.
Helium was used as the collision gas in the collision-induced

dissociation (CID) study. CID spectra (MS2) were acquired
using an isolation width of 0.9 m/z units. The activation Q (as
labeled by Thermo Scientific, used to adjust the qz value

32 for
the precursor ion) was set to 0.25, and the activation time
employed was 30 ms. The normalized collision energy
(NCE)33 was varied from 0 to 60% for the dissociation profile
(breakdown) study of the mass-selected ion. Data acquisition
was performed for 1 min using Xcalibur software (Thermo
Fisher Scientific).

■ RESULTS AND DISCUSSION
Following our earlier report,3 we prepared the benzalaminoa-
cetal 1, which was electrosprayed in the positive ion mode to
perform the Pomeranz−Fritsch synthesis of isoquinoline in
microdroplets (Scheme 1) followed by monitoring the product
formation using MS (Figure 1). Given the typical droplet
lifetime is on the order of milliseconds,22,26 the above reaction
occurred very fast in microdroplets as evidenced by the ion
signal of the protonated isoquinoline product 5 at m/z
130.0646, which is in good agreement with the theoretical
value (Scheme 1). The mass spectrum for this microdroplet

Scheme 1. Plausible Mechanism of the Acid-Catalyzed
Pomeranz−Fritsch Synthesis of Isoquinoline 5 Starting
from the Benzalaminoacetal 1 in Microdropleta

aThe theoretical m/z values of all ionic species are given in red color
below their structures.

Scheme 2. Plausible Mechanism of the Acid-Catalyzed
Combes Synthesis of Quinoline 11 Starting from 4-
(Phenylimino)-2-pentanone 6 in Microdropleta

aThe theoretical m/z values of all ionic species are given in red color
below their structures.
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reaction3,34 is presented in Figure S1a in the Supporting
Information. Although the estimated reaction rate acceleration
for this reaction was roughly found to be more than a factor of
106 when compared to the corresponding bulk-phase counter-
part,3 we decided to evaluate the effect of the heated capillary
inlet (Figure 1) on this reaction rate. This study will help us
understand the microdroplet chemistry more deeply by
ascertaining the possible effect of heat on the rapidly
evaporating microdroplets in driving the reaction and
measuring its kinetics. Although several earlier reports have
shown that microdroplet reactions stopped upon entering the
heated inlet for rapid evaporative cooling,2,11,14,16,29,30 we
observed anomalous behavior of this reaction when the inlet
capillary temperature was gradually increased from 100 to 350
°C.
Figure 2 shows the effects of inlet capillary temperature on

the intensity ratio of the protonated product 5 (observed m/z

130.0646) to the reactant 1 (observed m/z 222.1482) for the
Pomeranz−Fritsch synthesis of isoquinoline in microdroplets
(Scheme 1). Two different spray solvents, methanol (Figure
2a) and water (Figure 2b), were used for this reaction at 1 and
20 μL/min flow rates, respectively. We observed a gradual
increase of the reaction rate, as indicated by the product to
reactant signal intensity ratio, from 100 to 275 °C inlet
capillary temperature, after which a steep increment in the
reaction rate was observed. The reaction occurred with almost
equal effectiveness at 100 °C capillary temperature under both
solvents and flow rates. However, at a low flow rate of 1 μL/
min, which leads to smaller droplets, the efficiency of product
formation was enhanced at higher temperatures (Figure 2).
This is particularly more prominent with rapidly evaporating
methanol droplets produced at a low flow rate (1 μL/min)
showing nearly 23 times increment of reactivity (enhanced
efficiency of product formation) on changing the inlet capillary
temperature from 100 to 350 °C. Furthermore, the effect of
capillary temperature on this reaction was nearly identical at a
high flow rate (20 μL/min) for both solvents. At a low flow
rate, the reaction from methanol microdroplets showed nearly

two times higher reactivity than that observed from water
microdroplets (Figure 2). The above results indicated that the
reaction was further accelerated by the heat of the inlet
capillary despite the effect of evaporative cooling. However,
droplet evaporation assisted by both temperature and volatility
of the solvent in the heated capillary inlet certainly plays a
major role in controlling the droplet size and production of
bare ions, which should affect the overall reaction rate.
Likewise, we also performed the microdroplet-assisted

synthesis of quinoline following the Combes reaction and
monitored the reaction efficiency using MS. Initially, we
prepared the precursor Schiff base 6 (Scheme 2) by the
condensation of aniline and acetylacetone. Following our
earlier report,3 we conducted the microdroplet reaction by
electrospraying 6 in the positive ion mode. Progress of the
reaction on the millisecond timescale was monitored by the
ion signal of the protonated quinoline product 11 at m/z
158.0933, which is in good agreement with the theoretical
value (Scheme 2). The mass spectrum for this microdroplet
reaction is presented in Figure S1b, which showed an
estimated reaction rate acceleration by a factor of nearly 103

when compared to the corresponding bulk-phase counterpart.3

Figure 3 shows the effects of inlet capillary temperature on
the normalized intensity of the protonated product 11 for the

Combes quinoline synthesis in microdroplets. As all inter-
mediates of this reaction are isomeric with the protonated
substrate 6 (Scheme 2) and we also detected several sodiated/
potassiated ion signals of reactants, progress of the reaction
was measured by the ratio of the ion current of the protonated
product peak (Iproduct) and the sum of the ion currents of
reactants and the product peaks (Figure S1b). In contrast to
the Pomeranz−Fritsch reaction (Figure 2), the reaction
efficiency for this Combes quinoline synthesis (Figure 3)
gradually decreased on increasing the inlet capillary temper-
ature from 100 to 350 °C (Figure 3). This decrease was found
to be almost double at both low (1 μL/min) and high (20 μL/
min) flow rates of the methanolic solution on increasing the
temperature from 100 to 350 °C (Figure 3a). However, the

Figure 2. The extent of Pomeranz−Fritsch syntheses of isoquinoline
(Scheme 1) from charged microdroplets of (a) methanol and (b)
water, generated by electrospraying at 1 and 20 μL/min solution flow
rates, were monitored at different temperatures of the inlet capillary.

Figure 3. The extent of Combes quinoline synthesis (Scheme 2) from
charged microdroplets of (a) methanol and (b) water, generated by
electrospraying at 1 and 20 μL/min solution flow rates, were
monitored at different temperatures of the inlet capillary.
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reaction efficiency from the lower flow rate (smaller micro-
droplets) was always found to be higher than that from the
higher flow (larger microdroplets) rate in the above temper-
ature range (Figure 3a). The reaction from water micro-
droplets also showed similar behavior (Figure 3b), but the
effect of the inlet capillary temperature on the smaller
microdroplets (1 μL/min flow rate) was more prominent
than that from the larger microdroplets (20 μL/min). The
reaction from smaller aqueous microdroplets was not affected
much above 200 °C capillary temperature although the same
reaction from larger aqueous microdroplets was affected
prominently beyond the temperature 300 °C (Figure 3b).
Overall, the above study indicated that this microdroplet
reaction is decelerated by the action of the heat of the inlet
capillary.
The above two results are strikingly different from several

earlier assumptions and observations that the reaction in
microdroplets stopped upon entering the heated inlet for rapid
evaporative cooling and ion ejection. Although it is
experimentally challenging to follow what happens to a
reaction, particularly in the heated capillary inlet (atmospheric
pressure-to-vacuum interface), we attempt here to provide
some insights into the fate of the above microdroplet reactions
in this region in order to explain the different behaviors
presented in Figures 2 and 3.
Our earlier work showed that both Pomeranz−Fritsch

synthesis of isoquinoline (Scheme 1) and Combes quinoline
synthesis (Scheme 2) could also be conducted in the gas phase
by CID of the precursor protonated species (1 or 6), and these
gaseous reactions parallel the reaction behavior (Schemes 1
and 2) observed in microdroplets and bulk solutions.34 We
performed CID on both precursor species (1 and 6) at
different collision energies to conduct the reaction in the gas
phase, and results are presented as breakdown curves in Figure
4. The CID fragmentation data showed ion signals of species
corresponding to intermediates and products, m/z accuracy of

which were in good agreement with the theoretically calculated
values given in Schemes 1 and 2. Some ion signals (e.g., m/z
194.1164 and 148.0747) with low abundances in Figure 4
correspond to the minor contribution of additional reaction
routes found in the Pomeranz−Fritsch synthesis of isoquino-
line in the gas phase.34 Nevertheless, the CID breakdown
curves provide an insight into the relative stability of the
precursor species (1 or 6) in the gas phase albeit the derivation
of the actual activation energy from the CID data is difficult
and challenging because of the involvement of multiple steps
and isomeric species in the reaction. The 50% breakdown of 1
in the gas-phase Pomeranz−Fritsch synthesis of isoquinoline
required 11% NCE, whereas the same for 6 in the gas-phase
Combes quinoline synthesis required higher energy such as
∼33% NCE. These data clearly indicate that the reaction
efficiency of 1 is higher than that of 6 upon collisional
activation. Furthermore, this fact reconciles well with our
observations that increased temperature of the inlet capillary
accelerated the rate of the Pomeranz−Fritsch synthesis of
isoquinoline from the protonated 1 and decelerated the rate of
Combes quinoline synthesis from protonated 6.
To explain the data more clearly, we can conceive that the

heated capillary inlet acts as a cooling zone for microdroplets
and a heating zone for transmitted ions. Figure 5 illustrates a

simplified process for microdroplet evolution in the heated
inlet capillary, which can affect the reaction by both heating
and cooling effects. The reactants encapsulated in droplets
experience a cooling effect from rapid solvent evaporation as
the microdroplet travels along the heated capillary. However,
once the reactants and intermediates are ejected from the
droplets, they are exposed to the heat of the capillary, either
directly or indirectly through the density gradient of the gases
inside the capillary. This causes heating of the ions as they
travel along the capillary. Thus, it is expected that the capillary
heat can affect the bare reactant/intermediate species causing
their transformation provided the absorbed heat could achieve
the activation energy barrier required for the reaction to occur.
Therefore, the reaction process can be affected by both cooling
and heating effects inside the capillary inlet.
The most probable reason why the increased temperature of

the inlet capillary accelerated the Pomeranz−Fritsch reaction
(Scheme 1, Figure 2) can be attributed to more of a heating
effect than a cooling effect as explained above, which is related
to the observed low energy requirement of the reaction in the
gas phase (Figure 4a). On the contrary, the reaction rate
deceleration of the Combes reaction (Scheme 2, Figure 3)
caused by the increased temperature of the inlet capillary
might be due to more of a cooling effect than a heating effect,
which is related to the requirement of higher energy for the
reaction in the gas phase (Figure 4b). This cooling effect
imparted by the microdroplets slows down the reaction inside

Figure 4. The CID breakdown curves34 for (a) 2 (observed m/z
222.1482), which produces the product 5 (observed m/z 130.0646)
via different intermediates in MS2, and (b) 7 (observed m/z
176.1072), which produces species 8−11 in MS2. Species 7−10 are
isomeric and cannot be distinguished by their m/z values.

Figure 5. Competing effects of heating and cooling on the species in
microdroplets and in the gas-phase in the heated capillary inlet of the
mass spectrometer.
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it, whereas the heating effect does not either outweigh the
cooling effect or cannot cause the Combes reaction to occur
because of the possible requirement of high activation energy
(Figure 4b). It should be noted that the inlet capillary
temperature-dependent behaviors of both reactions could be
more complex by the cumulative effect of different properties
of the droplet as discussed earlier. Consideration of CID data
is intended to interpret the relative stability of the both
reactants in the gas phase to corroborate the strikingly different
observations of reaction rates on altering the inlet capillary
temperature.

■ CONCLUSIONS
It has been traditional to consider the mass spectrometer to be
an ion detector, or more technically, a device that provides the
mass-to-charge ratio, m/z, of the bare ion. This passive
description of the mass spectrometer can be greatly improved
by the new perspective on studying microdroplet chemistry.
Our study focused on evaluating the effect of the heated inlet
capillary, which is often shown in the past to have no effect on
the microdroplet reaction. The possible reasons for rapid
quenching of the reaction upon entering the heated capillary
inlet were because of the rapid evaporative cooling of the
droplets and ejection of bare ions from the droplets. However,
the present study reveals two strikingly different observations:
the heat of the inlet capillary can accelerate or decelerate the
rate of reaction based on the energetics of the reaction. We
provide here compelling evidence that the microdroplet
reaction can be affected by the inlet capillary temperature
caused by competing effects of evaporative cooling of
microdroplets and thermal heating of the ejected bare ions
of reactants and/or intermediates, both in the heated capillary
inlet. If the activation energy of the reaction is sufficiently low,
the heating effect can outweigh the cooling effect to continue
the reaction in the heated capillary by thermal activation.
However, if the activation energy is sufficiently high, the
reaction will greatly experience the microdroplet cooling effect
causing the reaction rate to be decelerated in the heated inlet
capillary.
This study sheds light on better understanding the

microdroplet chemistry and the possible effect of the heated
capillary inlet on the reaction, making us cautious in tuning this
parameter for kinetics and mechanistic studies of microdroplet
reactions. One most intriguing question emerging from this
study, which requires further exploration in the future, is
whether or not a microdroplet reaction can adopt a different
pathway by changing the temperature of the heated inlet
capillary.

■ ASSOCIATED CONTENT
*S Supporting Information
The Supporting Information is available free of charge on the
ACS Publications website at DOI: 10.1021/acs.jpca.9b05703.

Mass spectra for the microdroplet reactions (PDF)

■ AUTHOR INFORMATION
Corresponding Author
*E-mail: zare@stanford.edu.
ORCID
Shibdas Banerjee: 0000-0002-3424-8157
Richard N. Zare: 0000-0001-5266-4253

Notes
The authors declare no competing financial interest.

■ ACKNOWLEDGMENTS

S.B. thanks Science and Engineering Research Board, Depart-
ment of Science and Technology, India, for providing a
Ramanujan Fellowship Research grant (SB/S2/RJN-130/
2017). This work was supported by the Air Force Office of
Scientific Research through Basic Research Initiative Grant
AFOSR FA9550-16-1-0113.

■ REFERENCES
(1) Yan, X.; Bain, R. M.; Cooks, R. G. Organic Reactions in
Microdroplets: Reaction Acceleration Revealed by Mass Spectrome-
try. Angew. Chem., Int. Ed. 2016, 55, 12960−12972.
(2) Lee, J. K.; Kim, S.; Nam, H. G.; Zare, R. N. Microdroplet Fusion
Mass Spectrometry for Fast Reaction Kinetics. Proc. Natl. Acad. Sci.
U.S.A. 2015, 112, 3898−3903.
(3) Banerjee, S.; Zare, R. N. Syntheses of Isoquinoline and
Substituted Quinolines in Charged Microdroplets. Angew. Chem.,
Int. Ed. 2015, 54, 14795−14799.
(4) Banerjee, S.; Prakash, H.; Mazumdar, S. Evidence of Molecular
Fragmentation inside the Charged Droplets Produced by Electrospray
Process. J. Am. Soc. Mass Spectrom. 2011, 22, 1707−1717.
(5) Banerjee, S. Induction of Protein Conformational Change inside
the Charged Electrospray Droplet. J. Mass Spectrom. 2013, 48, 193−
204.
(6) Yan, X.; Cheng, H.; Zare, R. N. Two-Phase Reactions in
Microdroplets without the Use of Phase-Transfer Catalysts. Angew.
Chem., Int. Ed. 2017, 56, 3562−3565.
(7) Nam, I.; Lee, J. K.; Nam, H. G.; Zare, R. N. Abiotic Production
of Sugar Phosphates and Uridine Ribonucleoside in Aqueous
Microdroplets. Proc. Natl. Acad. Sci. U.S.A. 2017, 114, 12396−12400.
(8) Lee, J. K.; Banerjee, S.; Nam, H. G.; Zare, R. N. Acceleration of
Reaction in Charged Microdroplets. Q. Rev. Biophys. 2015, 48, 437−
444.
(9) Girod, M.; Moyano, E.; Campbell, D. I.; Cooks, R. G.
Accelerated Bimolecular Reactions in Microdroplets Studied by
Desorption Electrospray Ionization Mass Spectrometry. Chem. Sci.
2011, 2, 501−510.
(10) Banerjee, S.; Gnanamani, E.; Yan, X.; Zare, R. N. Can All Bulk-
Phase Reactions Be Accelerated in Microdroplets? Analyst 2017, 142,
1399−1402.
(11) Bain, R. M.; Pulliam, C. J.; Cooks, R. G. Accelerated Hantzsch
Electrospray Synthesis with Temporal Control of Reaction Inter-
mediates. Chem. Sci. 2015, 6, 397−401.
(12) Bain, R. M.; Pulliam, C. J.; Thery, F.; Cooks, R. G. Accelerated
Chemical Reactions and Organic Synthesis in Leidenfrost Droplets.
Angew. Chem., Int. Ed. 2016, 55, 10478−10482.
(13) Müller, T.; Badu-Tawiah, A.; Cooks, R. G. Accelerated
Carbon−Carbon Bond-Forming Reactions in Preparative Electro-
spray. Angew. Chem., Int. Ed. 2012, 51, 11832−11835.
(14) Lai, Y.-H.; Sathyamoorthi, S.; Bain, R. M.; Zare, R. N.
Microdroplets Accelerate Ring Opening of Epoxides. J. Am. Soc. Mass
Spectrom. 2018, 29, 1036−1043.
(15) Vaida, V. Prebiotic Phosphorylation Enabled by Microdroplets.
Proc. Natl. Acad. Sci. U.S.A. 2017, 114, 12359−12361.
(16) Lee, J. K.; Nam, H. G.; Zare, R. N. Microdroplet Fusion Mass
Spectrometry: Accelerated Kinetics of Acid-Induced Chlorophyll
Demetallation. Q. Rev. Biophys. 2017, 50, No. e2.
(17) Bain, R. M.; Sathyamoorthi, S.; Zare, R. N. “On-Droplet”
Chemistry: The Cycloaddition of Diethyl Azodicarboxylate and
Quadricyclane. Angew. Chem., Int. Ed. 2017, 56, 15083−15087.
(18) Nam, I.; Nam, H. G.; Zare, R. N. Abiotic Synthesis of Purine
and Pyrimidine Ribonucleosides in Aqueous Microdroplets. Proc.
Natl. Acad. Sci. U.S.A. 2018, 115, 36−40.

The Journal of Physical Chemistry A Article

DOI: 10.1021/acs.jpca.9b05703
J. Phys. Chem. A XXXX, XXX, XXX−XXX

E

http://pubs.acs.org
http://pubs.acs.org/doi/abs/10.1021/acs.jpca.9b05703
http://pubs.acs.org/doi/suppl/10.1021/acs.jpca.9b05703/suppl_file/jp9b05703_si_001.pdf
mailto:zare@stanford.edu
http://orcid.org/0000-0002-3424-8157
http://orcid.org/0000-0001-5266-4253
http://dx.doi.org/10.1021/acs.jpca.9b05703


(19) Lee, J. K.; Samanta, D.; Nam, H. G.; Zare, R. N. Spontaneous
Formation of Gold Nanostructures in Aqueous Microdroplets. Nat.
Commun. 2018, 9, 1562.
(20) Yan, X.; Lai, Y.-H.; Zare, R. N. Preparative Microdroplet
Synthesis of Carboxylic Acids from Aerobic Oxidation of Aldehydes.
Chem. Sci. 2018, 9, 5207−5211.
(21) Gao, D.; Jin, F.; Yan, X.; Zare, R. N. Selective Synthesis in
Microdroplets of 2-Phenyl-2,3-Dihydrophthalazine-1,4-Dione from
Phenyl Hydrazine with Phthalic Anhydride or Phthalic Acid. Chem.
Eur. J. 2019, 25, 1466−1471.
(22) Banerjee, S.; Mazumdar, S. Electrospray Ionization Mass
Spectrometry: A Technique to Access the Information Beyond the
Molecular Weight of the Analyte. Int. J. Anal. Chem. 2012, 2012,
282574.
(23) Fenn, J.; Mann, M.; Meng, C.; Wong, S.; Whitehouse, C.
Electrospray Ionization for Mass Spectrometry of Large Biomolecules.
Science 1989, 246, 64−71.
(24) Dole, M.; Mack, L. L.; Hines, R. L.; Mobley, R. C.; Ferguson, L.
D.; Alice, M. B. Molecular Beams of Macroions. J. Chem. Phys. 1968,
49, 2240−2249.
(25) Cole, R. B. Electrospray and Maldi Mass Spectrometry:
Fundamentals, Instrumentation, Practicalities, and Biological Applica-
tions; Wiley, 2011.
(26) Kebarle, P.; Verkerk, U. H. Electrospray: From Ions in Solution
to Ions in the Gas Phase, What We Know Now. Mass Spectrom. Rev.
2009, 28, 898−917.
(27) Fenn, J. B. Ion Formation from Charged Droplets: Roles of
Geometry, Energy, and Time. J. Am. Soc. Mass Spectrom. 1993, 4,
524−535.
(28) Whitehouse, C. M.; Dreyer, R. N.; Yamashita, M.; Fenn, J. B.
Electrospray Interface for Liquid Chromatographs and Mass
Spectrometers. Anal. Chem. 1985, 57, 675−679.
(29) Mortensen, D. N.; Williams, E. R. Theta-Glass Capillaries in
Electrospray Ionization: Rapid Mixing and Short Droplet Lifetimes.
Anal. Chem. 2014, 86, 9315−9321.
(30) Jansson, E. T.; Lai, Y.-H.; Santiago, J. G.; Zare, R. N. Rapid
Hydrogen−Deuterium Exchange in Liquid Droplets. J. Am. Chem. Soc.
2017, 139, 6851−6854.
(31) Goy, C.; et al. Shrinking of Rapidly Evaporating Water
Microdroplets Reveals Their Extreme Supercooling. Phys. Rev. Lett.
2018, 120, 015501.
(32) Cole, R. B. Electrospray and Maldi Mass Spectrometry; John
Wiley & Sons: New Jersey, 2010.
(33) See http://tools.thermofisher.com/content/sfs/brochures/
PSB104-Normalized-Collision-Energy-Technology-EN.pdf (accessed
June 29, 2017).
(34) Banerjee, S.; Liu, F.; Sanchez, D. M.; Martínez, T. J.; Zare, R.
N. Pomeranz−Fritsch Synthesis of Isoquinoline: Gas-Phase Colli-
sional Activation Opens Additional Reaction Pathways. J. Am. Chem.
Soc. 2017, 139, 14352−14355.

The Journal of Physical Chemistry A Article

DOI: 10.1021/acs.jpca.9b05703
J. Phys. Chem. A XXXX, XXX, XXX−XXX

F

http://tools.thermofisher.com/content/sfs/brochures/PSB104-Normalized-Collision-Energy-Technology-EN.pdf
http://tools.thermofisher.com/content/sfs/brochures/PSB104-Normalized-Collision-Energy-Technology-EN.pdf
http://dx.doi.org/10.1021/acs.jpca.9b05703

