
micromachines

Review

Techniques and Considerations
in the Microfabrication of Parylene C
Microelectromechanical Systems

Jessica Ortigoza-Diaz 1, Kee Scholten 1 ID , Christopher Larson 1 ID , Angelica Cobo 1,
Trevor Hudson 1, James Yoo 1 ID , Alex Baldwin 1 ID , Ahuva Weltman Hirschberg 1

and Ellis Meng 1,2,*
1 Department of Biomedical Engineering, University of Southern California, Los Angeles, CA 90089, USA;

jortigoz@usc.edu (J.O.-D.); kscholte@usc.edu (K.S.); larsonce@usc.edu (C.L.); acobo001@gmail.com (A.C.);
tqhudson@usc.edu (T.H.); james.yoo@usc.edu (J.Y.); abbaldwi@usc.edu (A.B.);
aweltman1@gmail.com (A.W.H.)

2 Ming Hsieh Department of Electrical Engineering, University of Southern California,
Los Angeles, CA 90089, USA

* Correspondence: ellis.meng@usc.edu; Tel.: +1-213-740-6952

Received: 31 July 2018; Accepted: 18 August 2018; Published: 22 August 2018
����������
�������

Abstract: Parylene C is a promising material for constructing flexible, biocompatible and corrosion-
resistant microelectromechanical systems (MEMS) devices. Historically, Parylene C has been
employed as an encapsulation material for medical implants, such as stents and pacemakers, due to
its strong barrier properties and biocompatibility. In the past few decades, the adaptation of planar
microfabrication processes to thin film Parylene C has encouraged its use as an insulator, structural
and substrate material for MEMS and other microelectronic devices. However, Parylene C presents
unique challenges during microfabrication and during use with liquids, especially for flexible, thin
film electronic devices. In particular, the flexibility and low thermal budget of Parylene C require
modification of the fabrication techniques inherited from silicon MEMS, and poor adhesion at
Parylene-Parylene and Parylene-metal interfaces causes device failure under prolonged use in wet
environments. Here, we discuss in detail the promises and challenges inherent to Parylene C and
present our experience in developing thin-film Parylene MEMS devices.
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1. Introduction

1.1. History and Types of Parylene

Parylene is the trade name for poly-(para-xylylene), a class of semicrystalline, hydrophobic
polymers which can be deposited as thin, conformal, pinhole-free films using chemical vapor
deposition (CVD). Parylene was discovered by Michael Mojzesz Szwarc in the late 1940s but was not
commercialized until 1965 following the development of the Gorham deposition process at Union
Carbide [1,2]. Types of Parylene that are commonly available include Parylene N, Parylene C, Parylene
D and Parylene HT (Figure 1). A comparison of the properties of these films can be found in [3].
Parylene N is composed of an aromatic ring with attached methylene groups [4]; it has been used as a
dielectric and has the slowest deposition rate of the Parylenes [5]. Parylene C features a single chlorine
atom on its benzene ring and is recognized for its chemical inertness, electrical resistivity, low moisture
permeability and proven biocompatibility. Parylene D has two chlorine atoms, resulting in similar
properties to Parylene C with slightly higher temperature resistance. Parylene HT is a fluorinated
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variant of the Parylene N polymer and is marked by high temperature stability [6]. The two most
common Parylene types in commercial applications are Parylene N and C, whereas Parylene C is the
most common material encountered in MEMS devices.
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Parylene C, referred from here on as Parylene, is a US Pharmacopeia class VI material [7], having
the highest biocompatibility certification for a plastic material. For several decades, thin Parylene
coatings were used to create waterproof insulation for electronics intended for use in harsh
environments, a category that increasingly includes biomedical implants. Parylene exhibits low
intrinsic stress in addition to optical transparency, mechanical flexibility and compatibility with several
standard micromachining processes [8–11]. While Parylene can be used in combination with rigid
substrates such as silicon and glass, it has been increasingly utilized as a flexible structural material
in the growing field of polymer-based biomedical microelectromechanical systems (bioMEMS). As a
dynamic polymer material, Parylene presents unique challenges during microfabrication and use
which are further explored here.

1.2. Thin-Film Parylene Device Microfabrication

Parylene-based bioMEMS are prepared through a combination of microfabrication processes and
commonly consist of a simple sandwich design, with a base layer of Parylene, a thin layer of patterned
metal defining traces and other components, and a top layer of Parylene. Figure 2 depicts a flexible
device in which Parylene serves as both the structural material and insulator. However, devices may
also be supported on standard rigid substrates such as glass and silicon when flexibility is not required.
Regardless of the final format, microfabrication requires that Parylene be supported by rigid substrate
during fabrication, with optional release of a free film device towards the end of the process.Micromachines 2018, 9, x FOR PEER REVIEW   3 of 25 
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Devices are realized using a combination of three process categories: additive processes
(deposition), subtractive processes (etching) and patterning (e.g., photolithography). Parylene is
deposited exclusively through a highly conformal CVD process at room temperature, with typical
deposition rates on the order of ~2 µm/h. Other deposition methods are critical for polymer MEMS
processing; spin coating is used to deposit photo-patternable polymer layers (photoresist) for use as an
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etch mask or shadow mask, or as a sacrificial layer, while physical vapor deposition (PVD) methods
including evaporation and sputtering are used for metal deposition. Etching processes are limited to
dry methods due to Parylene’s high chemical inertness. Reactive ion etching (RIE) and deep reactive
ion etching (DRIE) are oxygen plasma-based techniques commonly used to etch Parylene. Parylene
devices are predominantly patterned using standard UV lithography processes, and, more recently,
nanoscale features can be patterned using electron beam lithography with appropriate protective
layers [12] to prevent beam damage.

1.3. State-of-the-Art Parylene-Based Devices

Parylene is used extensively to coat printed circuit boards, wires, MEMS devices, and biomedical
implants, and less commonly as a structural or substrate material for electronic and MEMS devices. Still,
over the last several years, many devices for a large variety of applications have been described in the
literature featuring Parylene as either the structural or substrate material (Figure 3). Parylene has been
used as a flexible coiled cable to connect medical implants to external circuitry [13–15]. Radio frequency
powered coils were fabricated with Parylene for wireless transmission (Figure 3a) [16,17] and more
recently a new method to wirelessly transduce electrochemical impedance was developed using
Parylene coils [18]. Parylene microsensors (Figure 3b) were developed to measure intraocular
and intracranial pressures [19–21] and Parylene thermal sensors were created to detect small
flows [22–25]. Other devices include neurocages for in vitro neural network study [26–28], bellows
for drug delivery [29–31], an electrochemical patency sensor [32], microfluidic devices [7] and
electrothermal valves [33]. In the field of neural prostheses Parylene was used to create both penetrating
(Figure 3c) [34–39] and non-penetrating microelectrode arrays [40–42]. Microfluidic channels were
integrated into Parylene neural probes to inject drugs [43–45]. Parylene-based cuff electrodes,
which record neural activity within peripheral nerves, were also developed [46–48]. Parylene spinal
cord stimulators have also been realized with high-density electrode sites [49,50].
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Figure 3. (a) Wireless coils (Reprinted from Reference [16] with permission from Elsevier);
(b) flow, pressure and patency sensors to monitor hydrocephalus treatment (©2016 IEEE. Reprinted,
with permission, from Reference [23]); (c) hippocampal neural probe array (©2017 IEEE. Reprinted,
with permission, from Reference [37]); and (d) retinal prosthesis that matches the curvature of the eye
(Reprinted from Reference [49] with permission from Elsevier). Parylene is transparent and the opaque
features are metal.
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Parylene is also a common material for sensory neural prosthetics, such as retinal implants.
High-density electrode arrays were fabricated on Parylene that was subsequently thermoformed to
match the curvature of the eye (Figure 3d) [8,49,51]. An origami-like device was fabricated to match
the curvature of the eye without the use of heat [52]. Cochlear electrode arrays, which must conform
to the complex anatomy of the inner ear, were developed by exploiting Parylene’s properties as a thin
and flexible substrate [53].

Despite growing interest, many researchers report difficulties when processing Parylene MEMS,
as well as various modes of material and device failure. These problems largely stem from a lack
of well-defined protocols for the machining, use and handling of Parylene-based devices. Common
processing techniques developed for semiconductor materials and glass are often incompatible with
organic polymers, owing to Parylene’s limited thermal budget, gas permeability, low mechanical
strength and unique chemical properties. While many of these obstacles are surmountable, solutions
are rarely discussed in the literature. Here we present a compilation of common challenges encountered
during the construction of Parylene MEMS and a description of current best practices to avoid
these issues.

2. Challenges

2.1. Thermal Budget

One of the most persistent challenges of Parylene is its limited thermal budget, a consequence
of its thermoplastic nature; in atmosphere Parylene is subject to oxidation at temperatures greater
than 100 ◦C, glass transition temperature around 90 ◦C and a melting temperature at 290 ◦C [10].
These temperatures are commonly encountered and even surpassed during standard silicon
micromachining and electrical packaging. For example, during photolithography, photoresist must be
soft-baked at elevated temperatures (100–120 ◦C) to remove residual solvent and exothermic reactions
during the UV activation of the resist can generate temperatures of up to 200 ◦C [54]. Soldering, plasma
etching, PVD and other methods common to micromachining require temperatures which can cause
Parylene to burn, bubble, or crack (Figure 4).
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Figure 4. Images of Parylene damage due to high heat or radiation exposure. (a) Cracked Parylene
after development and soft baking at 115 ◦C for 3 min; and (b) air bubbles appeared under the film,
during hard bake at 90 ◦C for 15 min, in regions previously exposed to UV light during lithography.

Thermal annealing is a common treatment for improving adhesion between Parylene-Parylene
interfaces [55,56]. This process requires high temperature (>200 ◦C) compared to Parylene’s glass
transition temperature and must be performed under vacuum to avoid the effects of oxidation
(browning, wrinkling and becoming brittle) as shown in Figure 5.
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vacuum (c). Devices were heated at 200 ◦C for 48 h.

2.2. Water Diffusion through Parylene Films

Parylene is employed as encapsulation for medical implants, such as stents, pacemakers and
neural probes [57,58] due to its strong water barrier properties. However, like all polymers, Parylene is
in fact permeable to moisture and gases [59]. Both water and ions in solution (i.e., salt) can diffuse
through thin layers of Parylene in less time than the intended use duration. For a Parylene-based
bioMEMS or microdevice with insulation layers only a few microns thick, limiting permeation is critical
to prevent electrical shorts, corrosion of encapsulated components and catastrophic failure. The most
effective method at preventing water permeation is the use of thermal annealing to increase the
crystallinity, though this only serves to slow permeation, not prevent it outright [56,60]. Unfortunately,
there is scarce data quantifying the scale of the problem, particularly for the very thin (~µm) films
used in Parylene-based microdevices. Below we describe some observations and measurements we
have collected on the topic.

2.2.1. Water Permeability

Published values for water vapor transmission rate (WVTR) in Parylene can vary quite
substantially between sources. Specialty Coating Systems (SCS) [61] and Para Tech [62], two prominent
vendors for Parylene coatings, publish WVTR values of 0.0830 and 0.0550 g·mm/m2·day, respectively,
at 37 ◦C. Menon et al. [63] measured water vapor permeation in thin, small-area Parylene structures
for both annealed and un-annealed films; WVTR values calculated from reported permeation
measurements are listed in Table 1. WVTR values may differ based on deposition parameters and may
be non-linear with film thickness for very thin films, as transmission through defects or large pores in
thin-films may dominate over diffusion-driven transmission.

In Table 1, we provide our own WVTR measurements for annealed and unannealed films of
varying thicknesses. Films were deposited on planar silicon wafers using a PDS Labcoter 2010 (SCS,
Indianapolis, IN); annealed films were heated for 48 h at 200 ◦C under vacuum. The measurements
were based on the beaker method for determination of water vapor permeability [64]. Glass beakers
with ~40 mL of deionized water were sealed with Parylene (1.7 cm diameter circular aperture) using
marine epoxy. The beakers, kept at room temperature and approximately 33% relative humidity,
were weighed weekly for 2 months (mean values recorded in Table 1).

Notably, our values differ from Menon et al. despite similar temperatures and humidity.
In agreement with Menon et al. we see a significant decrease in WVTR values after annealing films;
for 10 and 15 µm thick films we see a 25% decrease in WVTR, in general agreement with reports and
anecdotes from researchers noting a decrease in water permeation and an increase in effective lifetime
for annealed Parylene/Parylene-coated devices. There was no significant decrease in WVTR for the
annealed 5 µm film, which indicate that films at this thickness have permeation driven by defects
rather than diffusion through the bulk.
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Table 1. Water vapor transmission rate (WVTR) measurements for different un-annealed and annealed
Parylene film thickness.

Reference Thickness
(µm)

Mean WVTR
(g·mm/m2·day)

Standard
Error

Temperature and Relative
Humidity (Mean ± SE)

This work

Un-annealed
5 0.0194 0.0012 20.6 ± 0.14 ◦C, 34 ± 3%
10 0.0176 0.0010 20.7 ± 0.13 ◦C, 32 ± 3%
15 0.0185 0.0025 20.8 ± 0.12 ◦C, 33 ± 3%

Annealed
5 0.0185 0.0014 20.6 ± 0.14 ◦C, 33 ± 3%
10 0.0128 0.0010 20.7 ± 0.14 ◦C, 34 ± 3%
15 0.0139 0.0024 20.7 ± 0.13 ◦C, 35 ± 3%

Specialty Coating Systems - 0.0830 - 37 ◦C, 90% ASTM F1249
Para Tech - 0.0550 - 37 ◦C, 90% ASTM F1249

Menon et al.,
2009

Un-annealed 9 0.0547 -
20 ◦C, 30% ASTM D1653Annealed 9 0.0276 -

2.2.2. Ion Permeability

Parylene is known for having excellent ionic barrier properties, particularly when compared to
other polymers. Under salt-fog tests (ASTM B117-(03)), SCS reported no evidence of corrosion or
salt deposits on Parylene-coated PCB boards after 144 h of exposure [61] and Mordelt et al. reported
25 µm thick layers of Parylene withstood 0.9% saline solution for up to 30 days before breakdown [65].
Very thin layers of Parylene (<10 µm), however, are still susceptible to ion intrusion over relatively short
time periods. In many Parylene-based microdevices, ionic intrusion into a Parylene insulation layer
can change its dielectric properties, thereby increasing parasitic coupling between lines or decreasing
shunt impedance [66,67]. In this manner ion permeability may affect device performance even if ions
never breach the Parylene barrier. We observed that the use of thermal annealing can lower the rate of
ion diffusion across a thin Parylene member but have not yet quantified the effect.

2.3. Delamination/Adhesion

Parylene suffers from poor adhesion to itself and noble metals, such as gold and platinum,
a considerable drawback in the implementation of Parylene for bioMEMS. The adhesion of Parylene
devices, which consist of thin films of Parylene-metal-Parylene sandwiches, is compromised when devices
are soaked in wet environments [58,60,66,68,69]. Weak adhesion can accelerate catastrophic failure of
Parylene devices; as Parylene films lift off a substrate, voids form in which water vapor can condense,
creating continuous paths of solution that create electrical shorts and drive further delamination (Figure 6).
Several strategies were investigated to improve adhesion of Parylene to substrates such as silicon and
glass, including melting, anchoring, surface roughening, thermal annealing, surface plasma treatment and
the inclusion of chemical layers, such as silane A-174 and plasma polymerized adhesion layers [70–72] but
many of these techniques are not applicable or calibrated for adhesion of Parylene to Parylene, or thin-film
metals used in polymer MEMS and flexible electronics.
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Menon et al., 
2009 
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Annealed 9 0.0276 - 
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Figure 6. Parylene devices where delamination was noticeable on the macro scale. (a) Parylene layers
visibly split from each other; (b) detachment of the top Parylene layer from the metal and bottom
Parylene layers; and (c) electrodes and metal traces began to move or slide around between the
Parylene layers.
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Adhesion between two surfaces is achieved through chemical and physical interventions. In the
case of Parylene-Parylene interfaces, adhesion is dominated by physical adsorption, whereas for
Parylene-metal interfaces, adhesion is typically a combination of hydrogen bonding and Van der Waals
forces [56]. Poor adhesion between Parylene and other materials may result from differences in surface
energy at the interface [73] between hydrophobic Parylene and hydrophilic metals, a phenomenon
exacerbated by surface contamination. The presence of internal stress between layers [60] appears to
further aggravate adhesion failure and hasten delamination. Delamination under wet conditions may
be induced by water vapor condensing within voids created by surface particulates present during
CVD [74], suggesting that surface cleanliness is critical in maximizing adhesion. Annealing of Parylene
(48 h at 200 ◦C under vacuum) improves adhesion. Reports suggest that annealing increases the
entanglement of the polymer chains while reducing stress by recrystallization of Parylene-Parylene
interfaces [57,75]. Interposer layers have also been investigated to either modify the surface energy of
a coated material, thereby improving chemical adhesion, or to create a barrier against water vapor,
minimizing water intrusion and subsequent failure [76–78]. Plasma-enhanced Parylene is a method to
improve adhesion of Parylene to other surfaces by cleaning and modifying the film within the process
chamber [79]. For a detailed study of methods to improve adhesion of Parylene layers and to platinum,
the reader is referred to [56].

Delamination at either the Parylene-Parylene or Parylene-metal interface can affect device
performance well before catastrophic failure occurs. Many Parylene devices rely on insulated traces
which terminate in exposed electrodes; delamination can alter this conductive pathway and lead to
signal drift. These changes can be observed by monitoring the electrical/electrochemical impedance
of an electrode and trace insulated in Parylene and immersed in water and understood using a
modified Randles circuit model [80] (Figure 7). For a perfectly insulated electrode, the circuit
consists of a solution resistance RS, charge transfer resistance Rct and a constant phase element
Ydl to represent the double layer capacitance. Delamination presents an alternate conduction path from
the electrode to the solution, with Rdelam representing resistance through the insulation and constant
phase element Ydelam representing the capacitance through the insulation between electrode trace and
electrolyte. A capacitance Cwire is also included to model parasitic capacitances within connecting
cables, which causes a phase roll-off at high frequencies.
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This model was confirmed using electrochemical impedance spectroscopy (EIS) data collected 
from platinum electrodes, coated and insulated with Parylene C films and soaked in 37 °C saline for 
14 days (n = 8 electrodes) (Figure 8). All electrodes measured 300 × 1500 μm2 and were constructed 
from 2000 Å thick platinum insulated between 10 μm thick Parylene layers on the same die. EIS 
measurements were recorded between each electrode and a large platinum counter electrode using 
a Gamry Reference 600 potentiostat (Gamry Instruments, Warminster, PA, USA), with an Ag/AgCl 

Figure 7. Circuit model of a Parylene-metal-Parylene device with an exposed electrode under chronic
soaking conditions. Rct represents the charge transfer resistance at the exposed electrode surface,
while Ydl models the double-layer capacitance at the electrode-electrolyte interface as a constant
phase element. Rdelam and Ydelam represent the resistive and capacitive charge transfer through the
Parylene insulation; the magnitude of Rdelam decreases as Parylene-Parylene delamination progresses.
Rs represents solution resistance; Cwire represents parasitic capacitance; WE represents working
electrode/exposed electrode; RE represents reference electrode.

This model was confirmed using electrochemical impedance spectroscopy (EIS) data collected from
platinum electrodes, coated and insulated with Parylene C films and soaked in 37 ◦C saline for 14 days
(n = 8 electrodes) (Figure 8). All electrodes measured 300 × 1500 µm2 and were constructed from 2000 Å
thick platinum insulated between 10 µm thick Parylene layers on the same die. EIS measurements were
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recorded between each electrode and a large platinum counter electrode using a Gamry Reference
600 potentiostat (Gamry Instruments, Warminster, PA, USA), with an Ag/AgCl electrode used as
a reference. Modeling results show that both solution resistance and delamination resistance drop
dramatically after only one day of soaking, while the interface capacitances gradually increase in
magnitude over the testing period. The dramatic, two order-of-magnitude drop in delamination resistance
may be due to either water penetration through the Parylene or the early stages of delamination and the
small drop in solution resistance may be due to delamination around the exposed electrode, which would
increase the electrode’s effective surface area.
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electrode during a 14-day soak in 1× phosphate buffered saline (PBS) at 37 ◦C. Both (a) RS and
(b) Rdelam drop after the first day, while the magnitudes of both (c) the cross-insulation capacitance
(Ycross) and (d) the double layer capacitance (Ydl) steadily increase over the course of the test.

2.4. Packaging and Electrical Connections

Electrical packaging of thin film electrodes (typically 100–200 nm thick) on free film
Parylene-based devices is exceptionally challenging. Numerous problems arise from the thin
profile, flexibility and limited thermal budget of Parylene films. Notably, Parylene is fundamentally
incompatible with soldering, due to the high temperatures required (typically 250 ◦C) and the low glass
transition temperature of Parylene (~90 ◦C) [81]. Similarly, Parylene devices are poorly compatible with
conventional wirebonding, which makes it difficult to package Parylene devices with silicon integrated
circuits. Ball bonding typically requires temperatures above 300 ◦C to achieve thermocompression [82],
risking thermal damage to Parylene, and even when attempted the resulting bond between the wire
and the thin film on the Parylene detaches when the tool retracts, since the metal-metal bond is stronger
than the metal-Parylene bond (Figure 9).

Batch and reversible electrical connections to Parylene devices can be achieved using
zero-insertion force (ZIF) connectors (Hirose Electric Co., Ltd., Tokyo, Japan), which are hinged
friction-force connectors with spring-like copper pins that contact targeted pads when closed. Designed
originally for connecting flat flexible cables (FFC) to PCB, ZIF connectors can be made compatible with
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Parylene electronics by mounting Parylene devices on thicker sections of more rigid polymers such as
polyetheretherketone (PEEK). While simple, reversible electrical connections are possible, the contact
pads have large, fixed footprints compared to flip-chip or wire-bonding. Though ZIFs are designed for
repeated connections, it should be noted that after approximately 15 cycles, connections can fail due to
wear and tear through the Parylene [83] substrate by the mechanical pins.Micromachines 2018, 9, x FOR PEER REVIEW   9 of 25 
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Other methods include the use of conductive epoxies [84] or adhesive films. Anisotropic
conductive film (ACF), a common material for semiconductor packaging, comprises a thin resin
of suspended polymer spheres which form a unidirectional conductive path under mild heat and
pressure. ACF curing temperatures are relatively high (150–200 ◦C) but oxidation of Parylene can be
avoided by applying the film under an inert atmosphere, or lowering the curing temperature and
adjusting the time required to cure. For high bond yield, alignment between the substrates is important
and in the case of building a custom jig or adapting an existing flip chip bonder, the levelness and
thermo-mechanical properties of the bond head are critical. In this way, ACF can be successfully
used for electrical packaging to Parylene devices including ASIC integration (Figure 10) [85–88].
In unpublished results, we achieved large-area packaging of Parylene electronics with pitch and width
of contacts down to (100 µm pitch) using ACF (Dexerials CP13341-18AA, Dexerials, Tokyo, Japan).
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Figure 10. Schematic representation of a Parylene-based neural probe consisting of three PEDOT
(poly(3,4-ethylenedioxythiophene))-nanostructured electrodes and one gold electrode as control.
The device is anisotropic conductive film (ACF) bonded onto a flexible polyimide cable, which is
then soldered onto a pin connector adapted to the wireless acquisition system. The cross-section
shows bond pads from the device bonded via ACF to the bond pads of the polyimide cable. Reprinted
from [88] with permission from Elsevier.



Micromachines 2018, 9, 422 10 of 25

Alternatively, another strategy is to directly incorporate integrated circuits with Parylene devices
during the fabrication process to achieve the densest connections. Rodger et al. developed a method to
form interconnects between Parylene devices and bare silicon integrated circuit dies during wafer-level
processing, by etching through-holes in a carrier wafer, affixing the dies with temporary adhesives,
and then evaporating metal. But because thin-film metal is deposited directly on top of the inserted
chip, this method is extremely sensitive to the planarity of the dies [89]. Chang et al. developed
a method to spread conductive epoxy over a Parylene layer to create interconnects to a silicon die,
which was held in place by a PDMS mold, however, this method was prone to shorts between bond
pads resulting from bridging by the low viscosity epoxy [90]; this required selective repair using
laser ablation.

2.5. Sterilization

Parylene coatings for biomedical devices and Parylene-based bioMEMS require sterilization
before use in vivo. However, many standard sterilization protocols require application of high heat
or oxidative stress, which can damage or otherwise change Parylene bulk properties. For example,
an autoclave creates a high temperature and high humidity environment for sterilization, which can
cause Parylene bilayers to delaminate and Parylene coatings to lose adhesion [57,91]. Alternative
methods, such as the use of ethylene oxide, have been used successfully without damage to thin-film
Parylene devices [36]. Several methods for sterilizing Parylene devices are described in literature
and a brief summary of various methods and the major conclusions drawn regarding the effect on
Parylene, is compiled in Table 2. Notably, steam autoclaving, one of the most common methods, is also
one of the most destructive. Other potentially damaging methods include electron beam sterilization,
which can cause ionization and a decrease in crystallinity of bulk Parylene and gamma sterilization,
which appears to decrease the adhesion between Parylene and metal.

We previously examined the use of hydrogen peroxide plasma as a means to sterilize
Parylene-based electrochemical sensors. Devices were visibly unchanged following treatment and
electrode characterization, using EIS and cyclic voltammetry, indicated no changes in electrode
properties following treatment [32].

2.6. Handling

Finally, we note that owing to the thin and flexible nature of Parylene devices, they can be
potentially damaged by rough handling. Electrical traces incorporated into Parylene devices or
ribbon cables are actually surprisingly robust, able to survive down to a bend radius of 100 µm
and under fatigue testing of up to 100,000 bends [76]. However, we observed that wrinkling or
crumpling of Parylene devices, which can happen inadvertently, can cause destructive creases in
thin metal connections. Parylene devices are also very light and can easily be blown away by the
nitrogen streams commonly used for cleaning microdevices, or by the venting of a vacuum chamber,
or even by exhalation. They are also subject to strong static forces, owing to Parylene’s properties as
an electrical insulator. We recommend handling Parylene devices gingerly, with tweezers, held by
the edge of the device or even by a purpose built Parylene tab designed into the structure. Weakly
adhesive double-sided tape can be used to secure Parylene devices temporarily, during post-processing,
packaging or imaging.
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Table 2. Sterilization methods used and their effect on Parylene. “No adverse effects recorded” indicates the sterilization method was used in literature but no adverse
effects on adhesion or bulk properties was recorded, while “n/a” indicates no use of the sterilization method was found in literature.

Sterilization Method Effect on Bulk Parylene Effect on Parylene-Parylene
Adhesion

Effect on Parylene to
Metal Adhesion

Effect on Parylene Adhesion to
Other Materials Reference

Electron beam
ISO 11137

Chemical structure changed: partial
breakage of C-Cl bonds, ionization of
polymer, crystallinity decrease

No adverse effects recorded No adverse
effects recorded n/a [92,93]

Gamma radiation
ISO 11137

Recombination, cross-linking (increases
strength and decreases elongation), loss
in bond strength

n/a
Decreased adhesion,

causing loss of electrical
insulation capabilities

To silicon wafer:
Crystallinity increased, no change in

Young’s modulus
[91,94]

Ethylene oxide
ISO 11135

Formation of inorganic chlorides,
reduction of chlorine amount. EtO is
toxic, carcinogenic, flammable, explosive

For sterilization after thermal
annealing, no adverse effects

recorded

Decreased electrical
insulation capabilities

(but not as damaging as
gamma sterilization

To glass:
No adverse effects recorded [93,95,96]

Autoclave (steam)
ISO 17665

Parylene became brittle and hard,
decreased adhesion, changed chemical
stability, did not contaminate

Decreased adhesion Decreased adhesion

To silicon:
Significant decrease in adhesion,
Parylene crystallinity increased,

electrical stability decreased

[57,91,97–99]

H2O2 Plasma
ISO/NP 22441 *

No change in adhesion. Recommended
“best suitability for Parylene” (based on
XRD testing), successfully killed bacteria
without degradation of Parylene coating

n/a n/a

To Silastic:
Parylene withstood implantation and

was unaffected. However, coating
was easily peeled off after

implantation, suggesting poor
Parylene-Silastic adhesion

[93,100,101]

Antibiotic coating
No standard

0.5–0.75 mg/mL concentration of
tetracycline nanoparticles completely
eradicated E. coli but not aureus bacteria

n/a n/a n/a [102]

* NP: the standard is a new proposal and is still under consideration by the ISO.
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3. Micromachining of Parylene Films

Even though processes for silicon were successfully adapted to micromachine Parylene, there is a
lack of well-defined protocols and standards when working with this polymer. Parylene-based MEMS
and microdevices are typically constructed using a combination of bulk and surface micromachining
and photolithography. In a typical process flow, a foundational Parylene layer is deposited on
a support substrate, almost always a silicon wafer with its native oxide layer intact, using CVD.
Subsequent layers of metal or polymer are then deposited and patterned using photolithography.
Metal layers commonly serve as conductive traces or electrodes and are deposited using evaporation
or sputtering and patterned by lift-off. Additional polymer layers include additional Parylene films,
which may be patterned on-top of sacrificial photoresist patterns to create three-dimensional structures.
Structures may be created using O2 plasma etching through a photoresist mask, to create MEMS
components using bulk-micromachining, or to expose metal electrodes covered by polymer insulation.
Finally, the complete device is removed from the support substrate and packaged. Below we describe
challenges and solutions encountered during each step of fabrication for Parylene-based microdevices.

3.1. Deposition

Parylene is deposited by CVD, producing a highly uniform and conformal coating [103]. Typically
the film is transparent and homogenous; however, in some instances Parylene coatings may be marred
by odd “spherule” inclusions. The macroscopic appearance is hazy and white, sometimes described
as “cloudy” Parylene. The microscopic appearance is presented in Figure 11. The spherules may be
unreacted Parylene monomers that bond to each other in the gas phase prior to deposition, a result
of insufficient molecular collisions before deposition caused by a high volume-to-surface-area of the
deposition chamber [104]. Increasing the surface area of the chamber, by including structures with
large surface-area such as a mesh, may prevent the formation of these spherules. SCS, a manufacturer
of Parylene coating tools, describes the cause as high deposition rates and chamber pressure.

This phenomenon was repeatedly observed when coating Parylene-based devices that were
previously subjected to some form of mechanical action, such as ultrasonic treatment or scrubbing
during a metal-liftoff process. These devices, when insulated with CVD Parylene, frequently present
with this cloudy appearance, with the densest appearances of spherules along the edges of thin-film
metal structures or at locations where the mechanical action was most severe. It is unclear whether
these phenomena interfere with adhesion between the Parylene and other layers and whether they
impact the integrity of the Parylene coating.
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Figure 11. (a) Deposited Parylene layer incorporating spherules which results in a cloudy in appearance
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3.2. Lithographic Processes

Microfabrication commonly entails photolithographic patterning of photoresist to serve as an etch
mask, lift-off mask, or patterned sacrificial layer. Photolithography involves a series of sub-processes,
such as coating, pre/post baking, UV light exposure and development. These processes involve the
use of heat and UV radiation and all can compromise the integrity of Parylene films.

For example, the combination of Parylene gas permeability and the off-gassing of photoresist
during UV exposure [54] can lead to the formation of bubbles in Parylene film. Figure 12 shows a
representative image of this phenomenon, following UV exposure of a 20 µm thick positive resist layer
on top of a 10 µm thick Parylene film. The phenomenon tends to be more pronounced with thicker
resists and higher exposure dosage of UV radiation.

Micromachines 2018, 9, x FOR PEER REVIEW  13 of 25 

 

3.2. Lithographic Processes 

Microfabrication commonly entails photolithographic patterning of photoresist to serve as an 
etch mask, lift-off mask, or patterned sacrificial layer. Photolithography involves a series of sub-
processes, such as coating, pre/post baking, UV light exposure and development. These processes 
involve the use of heat and UV radiation and all can compromise the integrity of Parylene films. 

For example, the combination of Parylene gas permeability and the off-gassing of photoresist 
during UV exposure [54] can lead to the formation of bubbles in Parylene film. Figure 12 shows a 
representative image of this phenomenon, following UV exposure of a 20 μm thick positive resist 
layer on top of a 10 μm thick Parylene film. The phenomenon tends to be more pronounced with 
thicker resists and higher exposure dosage of UV radiation. 

 
Figure 12. Observed gas bubbles in a Parylene coated wafer following UV exposure of a photoresist 
coating. 

Photodegradation of Parylene has been reported in literature through a two-step process 
involving direct photolytic processes resulting in the formation of UV and IR absorbing structures, 
followed by photo-induced oxidation of the methylene groups and benzene ring [105]. It is also well 
known that UV radiation can deteriorate the thermal and electrical properties of Parylene films if the 
doses are large (>12 J/cm2) [106]. Although the small doses of UV exposure during lithography are 
unlikely to reach the threshold for full photodegradation, it is hypothesized that some combination 
of minor oxidation and mechanical/thermal stress may be responsible for the observed phenomenon 
when thick resist films are used. For example, bubbles between the Parylene and substrate may 
appear following the UV exposure step for photolithography (Figure 12). Piercing the Parylene 
bubbles in select non-critical areas and the use of a vacuum (after piercing) was found to aid in 
removal of the bubbles. 

Photolithography has long been implemented and thoroughly characterized on silicon and glass 
wafer substrates. In adapting traditional microfabrication techniques to Parylene substrates, 
photoresist coating protocols for silicon have largely been ported over and calibrated on a case-by-
case basis. In order to provide a practical guide for achieving desired photoresist thickness on 
Parylene and to better characterize the process, spin curves were created for two different 
photoresists on Parylene-coated silicon substrates and compared to those for silicon and glass 
substrates. Spin curves were produced for both AZ P4620 (Integrated Micro Materials, Argyle, TX, 
USA), a common etch mask and sacrificial layer resist and AZ 5214E-IR (Integrated Micro Materials, 
Argyle, TX, USA), a common lift-off resist. The spin-coating parameters used are listed in Table 3. 
Five 100 mm silicon wafers coated in 8 μm of Parylene were coated with photoresist at spin rates 
from 1000 rpm to 5000 rpm in 1000 rpm intervals. Five 100 mm prime silicon wafers and glass wafers 
were also coated at each spin rate for comparison. 5 mm-wide strips of photoresist near the wafer 
center and wafer edge were swabbed away from the surface using acetone and thickness was 
measured at these points using a surface profilometer. 

Figure 12. Observed gas bubbles in a Parylene coated wafer following UV exposure of a
photoresist coating.

Photodegradation of Parylene has been reported in literature through a two-step process involving
direct photolytic processes resulting in the formation of UV and IR absorbing structures, followed by
photo-induced oxidation of the methylene groups and benzene ring [105]. It is also well known that UV
radiation can deteriorate the thermal and electrical properties of Parylene films if the doses are large
(>12 J/cm2) [106]. Although the small doses of UV exposure during lithography are unlikely to reach
the threshold for full photodegradation, it is hypothesized that some combination of minor oxidation
and mechanical/thermal stress may be responsible for the observed phenomenon when thick resist
films are used. For example, bubbles between the Parylene and substrate may appear following the
UV exposure step for photolithography (Figure 12). Piercing the Parylene bubbles in select non-critical
areas and the use of a vacuum (after piercing) was found to aid in removal of the bubbles.

Photolithography has long been implemented and thoroughly characterized on silicon and
glass wafer substrates. In adapting traditional microfabrication techniques to Parylene substrates,
photoresist coating protocols for silicon have largely been ported over and calibrated on a case-by-case
basis. In order to provide a practical guide for achieving desired photoresist thickness on Parylene
and to better characterize the process, spin curves were created for two different photoresists on
Parylene-coated silicon substrates and compared to those for silicon and glass substrates. Spin curves
were produced for both AZ P4620 (Integrated Micro Materials, Argyle, TX, USA), a common etch mask
and sacrificial layer resist and AZ 5214E-IR (Integrated Micro Materials, Argyle, TX, USA), a common
lift-off resist. The spin-coating parameters used are listed in Table 3. Five 100 mm silicon wafers
coated in 8 µm of Parylene were coated with photoresist at spin rates from 1000 rpm to 5000 rpm
in 1000 rpm intervals. Five 100 mm prime silicon wafers and glass wafers were also coated at each
spin rate for comparison. 5 mm-wide strips of photoresist near the wafer center and wafer edge were
swabbed away from the surface using acetone and thickness was measured at these points using a
surface profilometer.
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Table 3. Parameters for photoresist spin curves on different surfaces.

AZ P4620 AZ 5214E-IR

Surfaces Silicon, Parylene-coated silicon, glass (100 mm wafers)
Pre-spin 500 rpm for 5 s 500 rpm for 8 s

Spin acceleration ~1000 rpm/sec
Main spin 1000, 2000, 3000, 4000, 5000 rpm for 45 s

Bake 5 min at 90 ◦C 70 s at 90 ◦C

To compare the spin curves of different surfaces, thicknesses were plotted againstωrpm
−1/2 and

least-squares linear regression was performed on each set, followed by testing for coincidence of the
regression lines (Figure 13). No significant difference was found among the spin curves on Parylene,
silicon and glass with AZ P4620, nor with AZ 5214E-IR (p < 0.05). These spin curves may serve as a
starting point in the practical design of a Parylene microfabrication process.
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3.3. Metal Deposition

Metal deposition is a key process in the fabrication of polymer MEMS devices to create conductive
elements such as traces and electrodes. The deposition of metal on Parylene, however, is rife with
complications. Both sputtering and evaporation can induce significant intrinsic and extrinsic stress
which can induce curvature in the resulting free-film Parylene devices. In addition, the deposition of
high melting point metals, such as platinum, through high temperature processes, such as evaporation,
can lead to cracking of the metal film or the underlying Parylene due to thermal stress, a result of
mismatch in the thermal coefficients of expansion and film stress.

Figure 14 shows an image of platinum (2000 Å) deposited on a Parylene coated silicon wafer
(10 µm thick Parylene film), with stress induced cracks. The platinum was evaporated with a Temescal
BJD-1800 e-beam evaporator using an uncooled stage; during evaporation wafer temperature surpassed
110 ◦C as measured with temperature monitor stickers (Omega Engineering, Norwalk, CT, USA) placed
on the back of the wafer. Changes in the deposition rate and tool power were insufficient to prevent
cracking. Improving the thermal contact between the wafer and the stage is difficult, in part because
the Parylene which coats the back of the silicon wafer serves as an insulator. Breaking the deposition
into a series of four steps with 15 min pauses between each deposition can prevent cracking with
metals such as titanium, evaporated at a lower temperature but is insufficient for platinum. Ultimately,
the most reliable method to avoid cracking was to use a tool (CHA Industries MARK 40, Fremont,
CA, USA) with a larger throw distance between the metal target and the wafer stage (22” compared
with 8” for the Temescal) and depositing the platinum in four 500 Å steps. Heat was measured with
temperature monitor stickers as previously described and was maintained below 77 ◦C.
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Figure 14. (a) Stress-induced cracking of deposited platinum likely due to excess heat generated during
the process; and (b) cracked metal traces after lift-off.

Depositing metal through sputtering can avoid thermal stress and cracking but can impart severe
film stress, warping the Parylene film and forcing released devices to curve. Figure 15a is an image of
a Parylene substrate patterned with a negative profile photoresist for metal lift-off (AZ 5214E-IR) and
sputter coated with 2000 Å of platinum. The rippled appearance is typical of Parylene films coated by
sputtering and highlights the severity of film stress (Figure 15b).

Figure 16 shows a micromachined Parylene-based neural probe array prepared with sputtered
platinum. The high level of intrinsic stress (estimated as 510 MPa provided by LGA Thin Films, Santa Clara,
CA, USA) forces the final device to curve severely, rendering it unusable. By comparison, the same devices
are shown prepared with e-beam evaporated platinum, demonstrating reduced curvature.
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3.4. Etching

Due to the inertness of Parylene it is not practical to etch it chemically. Although there are reports
of wet etching Parylene using chloronapthelene or benzoyl benzonate at 150 ◦C [107], this is an extreme
temperature for Parylene and can affect the bulk properties of unetched sections. Thus, mechanisms
to selectively etch Parylene are limited to dry techniques. Parylene can be removed with oxygen
plasma etching [108–111], reactive ion beam etching [112], oxygen reactive ion etching (RIE) and a deep
reactive ion etching (DRIE) like method involving alternating cycles of oxygen plasma etching and
fluorocarbon passivation layer deposition [108,112–116]. The latter method is referred to as O2 DRIE.

Photoresist etch masks are most commonly used to lithographically pattern Parylene, despite the
low selectivity (approximately 1:1). Other materials including some metals can be used as masking
materials if a high etch rate and good selectivity are required [115] but the coating and etching of
metal masks may induce many of the thermal mismatch problems described above. Additionally,
re-deposition of metal during the etch process is common and as such photoresists remain the most
common choice [116,117]. Across a broad range of processes, AZ P4620, a positive-tone photoresist,
was used as a Parylene etch mask for both O2 RIE and an O2 DRIE process (presented in [113]) to etch
a variety of structures into Parylene film, ranging from 1 to 15 µm deep. Selectivity rates typically vary
between 0.9 and 1, for etch rates varying between 0.55 and 0.80 µm/min.

The most common problem we observe during plasma etching of Parylene is the formation of
gas bubbles, either within photoresist layers or between the support substrate and Parylene coating.
The apparent cause is the off-gassing of volatile components of photoresist or remnants of the solvent
used to distribute the photoresist. Minor off-gassing from photoresists may be inconsequential, or even
unnoticeable, when processing on rigid substrates, however Parylene is gas-permeable and even minor
volatile products can produce bubbling when under vacuum. Bubbles may deform photoresist masks,
creating holes which lead to etch damage, or deform the Parylene itself making future processing
difficult. Figure 17 shows a representative example photoresist bubbling observed following a O2 DRIE
using 80 W RF and 900 W ICP power. This phenomenon occurs more readily when using high power,
high density, inductively coupled plasmas. Very thick photoresist layers (>10 µm) and, in particular,
very thick edge beads are more susceptible, likely due to the residual solvent not driven off during
soft-baking steps. We also observed the appearance of gas bubbles when processing multi-layer
Parylene devices featuring three-dimensional Parylene structures defined using sacrificial layers.
This is a relatively common technique where photoresist is patterned and then coated in Parylene to
create Parylene-based microfluidic or mechanical structures. These sacrificial layers are particularly
susceptible to forming bubbles during subsequent etch steps, as gas expands rapidly under the low
pressure required for plasma etching, faster than the rate of diffusion through the Parylene film.
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Figure 17. Out-gassing of photoresist solvent results in bubbling observed in sacrificial photoresist
structures sandwiched in Parylene following O2 deep reactive ion etching (DRIE).

The formation of these gas bubbles appears particularly sensitive to the hard-baking step following
photoresist development. In a simple experiment, Parylene coated 4” silicon wafers were masked with
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10 µm thick AZ P4620 and, following development, hard-baked on a hot plate at 90 ◦C for either 0,
2, or 12 h. Following a brief O2 DRIE process (approximately 2 µm etch), we observed catastrophic
bubbling for the sample baked for 2 h, with minimal or no bubbling for unbaked samples and samples
baked for 12 h. We hypothesize that after 2 h of hard baking, volatiles diffuse through the Parylene
layer and become trapped between the Parylene and silicon wafer substrate once the wafer cools.
We suspect these volatiles are responsible for later bubbling in the DRIE. By contrast, 12 h of hard
baking may completely drive off photoresist volatiles from the wafer, while omitting the hard bake
entirely prevents any diffusion of volatiles under the Parylene. We strongly recommend avoiding a
hard-bake step when etching Parylene through photoresist masks. If a hard-bake is required, or if
resist is intended for use as a sacrificial structure, we recommend a lengthy hard-bake at low (<100 ◦C)
temperature under an inert atmosphere to minimize thermal stress and oxidation.

3.5. Photoresist Stripping

Generally, photoresists (whether a mask or sacrificial layer) are removed with acetone or other
organic solvents. Inorganic solvents, such as sulfuric acid, are used when photoresist cannot be easily
removed with organic solvents alone. Oxygen plasma, a dry method, is also used to remove photoresist
masks but is often impractical as it removes Parylene at the same rate. Figure 18 shows residual AZ
P4620 photoresist from the etch mask on a platinum electrode after acetone soaking.
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3.5.1. Sacrificial Layer

Stripping of sacrificial photoresist used to define features such as channels in Parylene devices can
be particularly challenging after O2 DRIE process. For example, in our experience, long soak duration
in acetone (30 h at room temperature) was required to remove sacrificial photoresist used to define a
microfluidic channel. Such lengthy soaks may lead to delamination of weakly adhered Parylene layers.
To address both the length soak time and preservation of device integrity, several parameters were
evaluated to accelerate dissolution of AZ P4620 used as a sacrificial layer for microfluidic channels
(26.3 mm in length [48]). The combination of increased acetone volume, heating (40 ◦C) and agitation
(magnetic stir-bar) significantly reduced soak time, mitigating risk of Parylene delamination and
reducing clearance time.

3.5.2. Oxygen Plasma Exposed Photoresist

Photoresist subjected to prolonged oxygen plasma can become crosslinked and difficult to strip
using acetone alone (Figure 19a,b). This necessitates the use of more aggressive strippers. Several
solutions were evaluated to remove this photoresist from platinum electrodes and contact pads but
only piranha solution and homemade stripper successfully removed any residual photoresist.
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Upon mixing the Piranha solution (4 parts sulfuric acid (H2SO4) and 1 part 30% hydrogen
peroxide (H2O2)), an exothermic reaction occurs that raises the solution temperature above 100 ◦C.
Soaking the Parylene device in a piranha solution at temperatures above 60 ◦C resulted in metal
delamination. Consequently, devices were soaked only after the solution cooled down to 40 ◦C for
3 min. Although piranha was successful, evidence that Parylene was partially oxidized after thermal
treatment suggests that this method is too aggressive for Parylene-based devices. On the other hand,
the homemade stripper, consisting of 1 part Remover PG (N-methyl-2-pyrrolidone based) and 1 part
of AZ 726 (<3% tetramethylammonium hydroxide based developer), successfully removed photoresist
residue after a 15-min soak at 50 ◦C as shown in Figure 19c,d.
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3.6. Release

Releasing the device from the support or carrier wafer is the final step in Parylene MEMS
processing. Most commonly, the support is a silicon wafer with a thin native oxide layer and the
Parylene adhesion to this material is quite weak. In such cases, Parylene devices can be simply peeled
off using tweezers, or the wafer can be submerged in water and the devices allowed to float to the
surface. In some cases, however, the adhesion between Parylene and the support can be very strong
and releasing Parylene without destroying the thin-film devices can be nearly impossible. In many
cases this adhesion is deliberate; sacrificial adhesion layers such as aluminum [45,118] or chrome [85]
have been used for complex Parylene processing and devices are then released using KOH or anodic
NaCl [45,118] etching for Al, or chrome etchant for Cr [85]. We also demonstrated the release of
Parylene devices from a support substrate of polyethylene terephthalate (PET) by boiling the ensemble
in water for several minutes. In other scenarios, the adhesion may be unintentional or undesirable.
We observed that Parylene devices annealed on wafer at 200 ◦C for 48 h under vacuum and became
virtually impossible to remove. In such situations, the only remaining option may be to etch away the
underlying silicon or other carrier substrate.

4. Discussion

Applying complex, high-resolution micromachining processes to Parylene C substrates is possible
but will require modification of nearly every protocol developed for silicon or other rigid substrates.
No single definitive set of guidelines exists but we can describe a useful compilation of best practices.
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Efforts should be taken to minimize exposure to heat during every step of the fabrication process.
Avoiding the glass transition temperature (90 ◦C) of Parylene is typically unrealistic but avoiding or
minimizing the use of high temperature (>100 ◦C) processes can prevent oxidization, thermal stress,
the formation of gas bubbles, or irreversible changes to Parylene morphology. High temperature
anneals (200 ◦C for 48 h in vacuum) are useful to improve moisture barrier properties or to shape
Parylene by exploiting thermoplasticity, but must be done under vacuum or inert atmosphere and
Parylene must be allowed to cool slowly to room temperatures over several hours. Rapid heating
above 120 ◦C on a hotplate or during PVD can introduce destructive stress and must be avoided.

Parylene C is broadly amenable to most photolithography techniques, including electron-beam
lithography but users should be aware of the risk of oxidation due to radiation exposure and
complications from gas transport in Parylene films arising from off-gassing of thick photoresist films.
Avoiding the use of a hard-bake following development, removing thick edge beads and avoiding
high intensity or long duration UV exposure, are all recommended practices. Patterned photoresist
masks have been used with success to transfer high-aspect ratio structures to Parylene substrates using
O2 RIE and DRIE but this method requires very thick photoresist films due to low selectivity during
O2 etching.

Metal deposition onto Parylene films can prove incredibly challenging. Evaporative PVD can
introduce thermal stress and cracking of either the Parylene or metal structures, while sputtering can
introduce film-stress which can warp or wrinkle the Parylene film. These challenges are exacerbated
by high-melting point metals and thicker metal films. The use of cooled stages or heat-sinking may
help during evaporative PVD but the insulative nature of Parylene coatings makes such thermal
control difficult. We have observed the best results by using an e-beam deposition system with a throw
distance (distance between target and metal crucible) greater than 20” and splitting depositions of
thick films into multiple steps punctuated with 15 min pauses.

Finally, for those Parylene-based bioMEMS intended for chronic use under wet-saline
environment, we note that the risk of water permeation or delamination remains one of the largest
obstacles. We observed WVTR decreasing significantly, for films thicker than 5 µm, following a
48 h thermal anneal and this is consistent with various literature and anecdotal reports about the
advantages of annealing Parylene devices and the difficulties using very thin Parylene as a moisture
barrier. The large variation in WVTR measurements between different sources prompts a call for more
research into how deposition parameters change barrier properties. New methods to improve Parylene
adhesion to thin-film metal would similarly help increase Parylene-device lifetime in vivo.

5. Conclusions

In conclusion, while applying micromachining to Parylene substrates can be challenging,
with attention to the limited thermal budget and polymeric properties of Parylene, most processes
can be successfully transferred to this thin, flexible material. We believe that the observations and
recommendations we list here can serve as the basis for a series of best-practices regarding Parylene
microfabrication. Continuing research is needed, particularly on the adhesion and barrier properties
in the construction of multi-layer devices. By solving these and other challenges Parylene stands to
become a key material in a new generation of flexible electronic microdevices and polymer MEMS.

Author Contributions: J.O.-D. wrote the paper, designed and performed WVTR experiments and analyzed the
data; K.S. analyzed the WVTR data and assisted with the organization and editing; C.L. wrote the spin curve
section, designed and performed spinning experiments; A.C. contributed to the metal deposition, etching and
photoresist stripping sections; T.H. designed and performed bubbling experiments; J.Y. wrote the packaging
section; A.B. wrote the sterilization section and contributed to the delamination section; A.W.H. contributed to the
metal deposition section; and E.M. guided the organization and scope and assisted with editing.

Funding: This research was sponsored in part by the NSF under award numbers CBET-1343193 and EFRI-1332394,
NIH under award number U01 NS099703 and Defense Advanced Research Projects Agency (DARPA) BTO under
the auspices of Doug Weber/Eric Van Gieson through the DARPA Contracts Management Office Cooperative
Agreement HR0011-15-2-0006. In addition, the following fellowship support is acknowledged: USC-CONACyT



Micromachines 2018, 9, 422 20 of 25

Fellowship (J.O.-D.), Viterbi School of Engineering Ph. D. Merit Fellowship (A.C.), USC Provost Fellowships (C.L.,
J.Y.), and Alfred E. Mann Institute Fellowship (A.B.).

Acknowledgments: The authors would like to thank Donghai Zhu and members of the USC Biomedical
Microsystems Laboratory for their assistance.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Gorham, W.F. A new, general synthetic method for the preparation of linear poly-p-xylylenes. J. Polym. Sci.
Part A Polym. Chem. 1966, 4, 3027–3039. [CrossRef]

2. Szwarc, M. Some remarks on the CH2 [graphic omitted] CH2 molecule. Discuss. Faraday Soc. 1947, 2, 46–49.
[CrossRef]

3. Kim, B.J.; Meng, E. Micromachining of Parylene C for bioMEMS. Polym. Adv. Technol. 2016, 27, 564–576.
[CrossRef]

4. Fortin, J.B.; Lu, T.-M. Deposition kinetics for polymerization via the gorham route. In Chemical Vapor
Deposition Polymerization; Springer: New York, NY, USA, 2004; pp. 41–55.

5. Yang, G.-R.; Ganguli, S.; Karcz, J.; Gill, W.; Lu, T.-M. High deposition rate Parylene films. J. Cryst. Growth
1998, 183, 385–390. [CrossRef]

6. Fortin, J.B.; Lu, T.-M. Chemical Vapor Deposition Polymerization: The Growth and Properties of Parylene Thin Films;
Springer: New York, NY, USA, 2003.

7. Tai, Y.C. Parylene BioMEMS. In Proceedings of the 2005 IEEE International Conference on Robotics and
Biomimetics (ROBIO), Shatin, China, 5–9 July 2005; p. xxxvii.

8. Rodger, D.C.; Li, W.; Ameri, H.; Ray, A.; Weiland, J.D.; Humayun, M.S.; Tai, Y.-C. Flexible Parylene-based
microelectrode technology for intraocular retinal prostheses. In Proceedings of the 1st IEEE International
Conference on Nano/Micro Engineered and Molecular Systems, Zhuhai, China, 18–21 January 2006;
pp. 743–746.

9. Senkevich, J.J.; Desu, S.B. Morphology of poly (chloro-p-xylylene) CVD thin films. Polymer 1999, 40, 5751–5759.
[CrossRef]

10. Noh, H.-S.; Huang, Y.; Hesketh, P.J. Parylene micromolding, a rapid and low-cost fabrication method for
Parylene microchannel. Sens. Actuators B Chem. 2004, 102, 78–85. [CrossRef]

11. Kim, B.J.; Meng, E. Review of polymer MEMS micromachining. J. Micromech. Microeng. 2015, 26, 013001.
[CrossRef]

12. Scholten, K.; Meng, E. Electron-beam lithography for polymer bioMEMS with submicron features. Microsyst.
Nanoeng. 2016, 2, 16053. [CrossRef]

13. Huang, R.; Tai, Y.-C. Flexible Parylene-based 3-D coiled cable. In Proceedings of the 2010 5th IEEE
International Conference on Nano/Micro Engineered and Molecular Systems (NEMS), Xiamen, China,
20–23 January 2010; pp. 317–320.

14. Yu, H.; Wang, S.; Wang, W.; Li, Z. Fabrication of electroplated nickel multielectrode microprobes with flexible
Parylene cable. In Proceedings of the 2012 IEEE 25th International Conference on Micro Electro Mechanical
Systems (MEMS), Paris, France, 29 January–2 February 2012; pp. 239–242.

15. Bhandari, R.; Negi, S.; Van Wagenen, R.; Solzbacher, F. Parylene C-based flexible interface for neuroprosthetic
applications. In Proceedings of the 2010 Proceedings 60th Electronic Components and Technology Conference
(ECTC), Las Vegas, NV, USA, 1–4 June 2010; pp. 1010–1014.

16. Li, W.; Rodger, D.C.; Pinto, A.; Meng, E.; Weiland, J.D.; Humayun, M.S.; Tai, Y.-C. Parylene-based integrated
wireless single-channel neurostimulator. Sens. Actuators A Phys. 2011, 166, 193–200. [CrossRef]

17. Sun, X.; Zheng, Y.; Li, Z.; Yu, M.; Yuan, Q.; Li, X.; Zhang, H. Design and fabrication of flexible Parylene-based
inductors with electroplated nife magnetic core for wireless power transmission system. In Proceedings of
the 2012 7th IEEE International Conference on Nano/Micro Engineered and Molecular Systems (NEMS),
Kyoto, Japan, 5–8 March 2012; pp. 238–242.

18. Baldwin, A.; Yu, L.; Pratt, M.; Scholten, K.; Meng, E. Passive, wireless transduction of electrochemical
impedance across thin-film microfabricated coils using reflected impedance. Biomed. Microdevices 2017, 19, 87.
[CrossRef] [PubMed]

http://dx.doi.org/10.1002/pol.1966.150041209
http://dx.doi.org/10.1039/df9470200046
http://dx.doi.org/10.1002/pat.3729
http://dx.doi.org/10.1016/S0022-0248(97)00428-4
http://dx.doi.org/10.1016/S0032-3861(98)00793-9
http://dx.doi.org/10.1016/j.snb.2003.09.038
http://dx.doi.org/10.1088/0960-1317/26/1/013001
http://dx.doi.org/10.1038/micronano.2016.53
http://dx.doi.org/10.1016/j.sna.2010.03.003
http://dx.doi.org/10.1007/s10544-017-0226-8
http://www.ncbi.nlm.nih.gov/pubmed/28948395


Micromachines 2018, 9, 422 21 of 25

19. Crum, B.; Li, W. Parylene-based fold-and-bond wireless pressure sensor. In Proceedings of the 2013 8th
IEEE International Conference on Nano/Micro Engineered and Molecular Systems (NEMS), Suzhou, China,
7–10 April 2013; pp. 1155–1158.

20. Yu, L.; Gutierrez, C.A.; Meng, E. An electrochemical microbubble-based MEMS pressure sensor.
J. Microelectromech. Syst. 2016, 25, 144–152. [CrossRef]

21. Meng, E.; Chen, P.-J.; Rodger, D.; Tai, Y.-C.; Humayun, M. Implantable Parylene MEMS for glaucoma therapy.
In Proceedings of the 3rd IEEE/EMBS Special Topic Conference on Microtechnology in Medicine and Biology,
Kahuku, HI, USA, 12–15 May 2005; pp. 116–119.

22. Meng, E.; Tai, Y.-C. A Parylene MEMS flow sensing array. In Proceedings of the 12th International Conference
on TRANSDUCERS, Solid-State Sensors, Actuators and Microsystems, Boston, MA, USA, 8–12 June 2003;
pp. 686–689.

23. Baldwin, A.; Yu, L.; Meng, E. An electrochemical impedance-based thermal flow sensor for physiological
fluids. J. Microelectromech. Syst. 2016, 25, 1015–1024. [CrossRef]

24. Li, C.; Wu, P.-M.; Hartings, J.A.; Wu, Z.; Ahn, C.H.; Narayan, R.K. Cerebral blood flow sensor with in situ
temperature and thermal conductivity compensation. In Proceedings of the 2012 IEEE 25th International
Conference on the Micro Electro Mechanical Systems (MEMS), Paris, France, 29 January–2 February 2012;
pp. 1021–1024.

25. Yu, H.; Ai, L.; Rouhanizadeh, M.; Patel, D.; Kim, E.S.; Hsiai, T.K. Flexible polymer sensors for in vivo
intravascular shear stress analysis. J. Microelectromech. Syst. 2008, 17, 1178–1186.

26. Park, J.; Pine, J.; Tai, Y.-C. Flexible neurocage array for live neural network study. In Proceedings of the
2013 IEEE 26th International Conference on Micro Electro Mechanical Systems (MEMS), Taipei, Taiwan,
20–24 January 2013; pp. 295–298.

27. He, Q.; Meng, E.; Tai, Y.-C.; Rutherglen, C.M.; Erickson, J.; Pine, J. Parylene neuro-cages for live neural
networks study. In Proceedings of the 12th International Conference on TRANSDUCERS, Solid-State Sensors,
Actuators and Microsystems, Boston, MA, USA, 8–12 June 2003; pp. 995–998.

28. Tooker, A.; Meng, E.; Erickson, J.; Tai, Y.-C.; Pine, J. Development of biocompatible Parylene neurocages.
In Proceedings of the 26th Annual International Conference of the IEEE Engineering in Medicine and Biology
Society, San Francisco, CA, USA, 1–4 September 2004; pp. 2542–2545.

29. Sheybani, R.; Gensler, H.; Meng, E. A MEMS electrochemical bellows actuator for fluid metering applications.
Biomed. Microdevices 2013, 15, 37–48. [CrossRef] [PubMed]

30. Li, P.-Y.; Sheybani, R.; Gutierrez, C.A.; Kuo, J.T.; Meng, E. A Parylene bellows electrochemical actuator.
J. Microelectromech. Syst. 2010, 19, 215–228. [CrossRef] [PubMed]

31. Gensler, H.; Sheybani, R.; Meng, E. Rapid non-lithography based fabrication process and characterization of
Parylene C bellows for applications in MEMS electrochemical actuators. In Proceedings of the 2011 16th
International Solid-State Sensors, Actuators and Microsystems Conference (TRANSDUCERS), Beijing, China,
5–9 June 2011; pp. 2347–2350.

32. Kim, B.J.; Jin, W.; Baldwin, A.; Yu, L.; Christian, E.; Krieger, M.D.; McComb, J.G.; Meng, E. Parylene
MEMS patency sensor for assessment of hydrocephalus shunt obstruction. Biomed. Microdevices 2016, 18, 87.
[CrossRef] [PubMed]

33. Li, P.-Y.; Givrad, T.K.; Holschneider, D.P.; Maarek, J.-M.I.; Meng, E. A Parylene MEMS electrothermal valve.
J. Microelectromech. Syst. 2009, 18, 1184–1197. [PubMed]

34. Kuo, J.T.; Kim, B.J.; Hara, S.A.; Lee, C.D.; Gutierrez, C.A.; Hoang, T.Q.; Meng, E. Novel flexible Parylene
neural probe with 3d sheath structure for enhancing tissue integration. Lab Chip 2013, 13, 554–561. [CrossRef]
[PubMed]

35. Kim, B.J.; Kuo, J.T.; Hara, S.A.; Lee, C.D.; Yu, L.; Gutierrez, C.; Hoang, T.; Pikov, V.; Meng, E. 3d Parylene
sheath neural probe for chronic recordings. J. Neural Eng. 2013, 10, 045002. [CrossRef] [PubMed]

36. Hara, S.A.; Kim, B.J.; Kuo, J.T.; Lee, C.D.; Meng, E.; Pikov, V. Long-term stability of intracortical recordings
using perforated and arrayed Parylene sheath electrodes. J. Neural Eng. 2016, 13, 066020. [CrossRef]
[PubMed]

37. Hirschberg, A.W.; Xu, H.; Scholten, K.; Berger, T.W.; Song, D.; Meng, E. Development of an anatomically
conformal Parylene neural probe array for multi-region hippocampal recordings. In Proceedings of the
2017 IEEE 30th International Conference on Micro Electro Mechanical Systems (MEMS), Las Vegas, NV, USA,
22–26 January 2017; pp. 129–132.

http://dx.doi.org/10.1109/JMEMS.2015.2499167
http://dx.doi.org/10.1109/JMEMS.2016.2614664
http://dx.doi.org/10.1007/s10544-012-9685-0
http://www.ncbi.nlm.nih.gov/pubmed/22833156
http://dx.doi.org/10.1109/JMEMS.2009.2032670
http://www.ncbi.nlm.nih.gov/pubmed/21318081
http://dx.doi.org/10.1007/s10544-016-0112-9
http://www.ncbi.nlm.nih.gov/pubmed/27589973
http://www.ncbi.nlm.nih.gov/pubmed/21350679
http://dx.doi.org/10.1039/C2LC40935F
http://www.ncbi.nlm.nih.gov/pubmed/23160191
http://dx.doi.org/10.1088/1741-2560/10/4/045002
http://www.ncbi.nlm.nih.gov/pubmed/23723130
http://dx.doi.org/10.1088/1741-2560/13/6/066020
http://www.ncbi.nlm.nih.gov/pubmed/27819256


Micromachines 2018, 9, 422 22 of 25

38. Seymour, J.P.; Langhals, N.B.; Anderson, D.J.; Kipke, D.R. Novel multi-sided, microelectrode arrays for
implantable neural applications. Biomed. Microdevices 2011, 13, 441–451. [CrossRef] [PubMed]

39. Kato, Y.; Nishino, M.; Saito, I.; Suzuki, T.; Mabuchi, K. Flexible intracortical neural probe with biodegradable
polymer for delivering bioactive components. In Proceedings of the 2006 International Conference on
Microtechnologies in Medicine and Biology, Okinawa, Japan, 9–12 May 2006; pp. 143–146.

40. Ledochowitsch, P.; Olivero, E.; Blanche, T.; Maharbiz, M.M. A transparent µECoG array for simultaneous
recording and optogenetic stimulation. In Proceedings of the 2011 Annual International Conference of the
IEEE Engineering in Medicine and Biology Society, EMBC, Boston, MA, USA, 30 August–3 September 2011;
pp. 2937–2940.

41. Ledochowitsch, P.; Félus, R.; Gibboni, R.; Miyakawa, A.; Bao, S.; Maharbiz, M. Fabrication and testing
of a large area, high density, Parylene MEMS µECoG array. In Proceedings of the 2011 IEEE 24th
International Conference on Micro Electro Mechanical Systems (MEMS), Cancun, Mexico, 23–27 January 2011;
pp. 1031–1034.

42. Chou, L.-C.; Tsai, S.-W.; Chang, W.-L.; Chiou, J.-C.; Chiu, T.-W. A Parylene-C based 16 channels flexible
bio-electrode for ECoG recording. In Proceedings of the 2014 IEEE SENSORS, Valencia, Spain, 2–5 November
2014; pp. 877–880.

43. Takeuchi, S.; Ziegler, D.; Yoshida, Y.; Mabuchi, K.; Suzuki, T. Parylene flexible neural probes integrated with
microfluidic channels. Lab Chip 2005, 5, 519–523. [CrossRef] [PubMed]

44. Suzuki, T.; Kotake, N.; Mabuchi, K.; Takeuchi, S. Flexible regeneration-type nerve electrode with integrated
microfluidic channels. In Proceedings of the 2006 International Conference on Microtechnologies in Medicine
and Biology, Okinawa, Japan, 9–12 May 2006; pp. 303–305.

45. Ziegler, D.; Suzuki, T.; Takeuchi, S. Fabrication of flexible neural probes with built-in microfluidic channels
by thermal bonding of Parylene. J. Microelectromech. Syst. 2006, 15, 1477–1482. [CrossRef]

46. Yu, H.; Xiong, W.; Zhang, H.; Wang, W.; Li, Z. A Parylene self-locking cuff electrode for peripheral nerve
stimulation and recording. J. Microelectromech. Syst. 2014, 23, 1025–1035. [CrossRef]

47. Kang, X.; Liu, J.-Q.; Tian, H.; Yang, B.; Nuli, Y.; Yang, C. Self-closed Parylene cuff electrode for peripheral
nerve recording. J. Microelectromech. Syst. 2015, 24, 319–332. [CrossRef]

48. Cobo, A.M.; Boyajian, B.; Larson, C.; Scholten, K.; Pikov, V.; Meng, E. A Parylene cuff electrode for peripheral
nerve recording and drug delivery. In Proceedings of the 2017 IEEE 30th International Conference on Micro
Electro Mechanical Systems (MEMS), Las Vegas, NV, USA, 22–26 January 2017; pp. 506–509.

49. Rodger, D.C.; Fong, A.J.; Li, W.; Ameri, H.; Ahuja, A.K.; Gutierrez, C.; Lavrov, I.; Zhong, H.; Menon, P.R.;
Meng, E. Flexible Parylene-based multielectrode array technology for high-density neural stimulation and
recording. Sens. Actuators B Chem. 2008, 132, 449–460. [CrossRef]

50. Nandra, M.S.; Lavrov, I.A.; Edgerton, V.R.; Tai, Y.-C. A Parylene-based microelectrode array implant for
spinal cord stimulation in rats. In Proceedings of the 2011 IEEE 24th International Conference on Micro
Electro Mechanical Systems (MEMS), Cancun, Mexico, 23–27 January 2011; pp. 1007–1010.

51. Wang, R.; Huang, X.; Liu, G.; Wang, W.; Dong, F.; Li, Z. Fabrication and characterization of a Parylene-based
three-dimensional microelectrode array for use in retinal prosthesis. J. Microelectromech. Syst. 2010, 19,
367–374. [CrossRef]

52. Liu, Y.; Park, J.; Lang, R.J.; Emami-Neyestanak, A.; Pellegrino, S.; Humayun, M.S.; Tai, Y.-C. Parylene origami
structure for intraocular implantation. In Proceedings of the 2013 Transducers & Eurosensors XXVII: The
17th International Conference on Solid-State Sensors, Actuators and Microsystems (TRANSDUCERS &
EUROSENSORS XXVII), Barcelona, Spain, 16–20 June 2013; pp. 1549–1552.

53. Johnson, A.C.; Wise, K.D. A self-curling monolithically-backed active high-density cochlear electrode array.
In Proceedings of the 2012 IEEE 25th International Conference on Micro Electro Mechanical Systems (MEMS),
Paris, France, 29 January–2 February 2012; pp. 914–917.

54. Reiser, A.; Huang, J.; He, X.; Yeh, T.; Jha, S.; Shih, H.; Kim, M.; Han, Y.; Yan, K. The molecular mechanism of
novolak–diazonaphthoquinone resists. Eur. Polym. J. 2002, 38, 619–629. [CrossRef]

55. Kim, B.J.; Washabaugh, E.P.; Meng, E. Annealing effects on flexible multi-layered Parylene-based sensors.
In Proceedings of the 2014 IEEE 27th International Conference on Micro Electro Mechanical Systems (MEMS),
San Francisco, CA, USA, 26–28 January 2014; pp. 825–828.

56. Ortigoza-Diaz, J.; Scholten, K.; Meng, E. Characterization and modification of adhesion in dry and wet
environments in thin-film Parylene systems. J. Microelectromech. Syst. 2018. [CrossRef]

http://dx.doi.org/10.1007/s10544-011-9512-z
http://www.ncbi.nlm.nih.gov/pubmed/21301965
http://dx.doi.org/10.1039/b417497f
http://www.ncbi.nlm.nih.gov/pubmed/15856088
http://dx.doi.org/10.1109/JMEMS.2006.879681
http://dx.doi.org/10.1109/JMEMS.2014.2333733
http://dx.doi.org/10.1109/JMEMS.2014.2381634
http://dx.doi.org/10.1016/j.snb.2007.10.069
http://dx.doi.org/10.1109/JMEMS.2009.2039773
http://dx.doi.org/10.1016/S0014-3057(01)00230-0
http://dx.doi.org/10.1109/JMEMS.2018.2854636


Micromachines 2018, 9, 422 23 of 25

57. Hassler, C.; von Metzen, R.P.; Ruther, P.; Stieglitz, T. Characterization of Parylene C as an encapsulation
material for implanted neural prostheses. J. Biomed. Mater. Res. Part B Appl. Biomater. 2010, 93, 266–274.
[CrossRef] [PubMed]

58. Hsu, J.-M.; Rieth, L.; Normann, R.A.; Tathireddy, P.; Solzbacher, F. Encapsulation of an integrated neural
interface device with Parylene C. IEEE Trans. Biomed. Eng. 2009, 56, 23–29. [CrossRef] [PubMed]

59. Spivack, M.; Ferrante, G. Determination of the water vapor permeability and continuity of ultrathin Parylene
membranes. J. Electrochem. Soc. 1969, 116, 1592–1594. [CrossRef]

60. Von Metzen, R.P.; Stieglitz, T. The effects of annealing on mechanical, chemical, and physical properties and
structural stability of Parylene C. Biomed. Microdevices 2013, 15, 727–735. [CrossRef] [PubMed]

61. SCS. SCS Parylene Properties. Available online: https://scscoatings.com/wp-content/uploads/2017/09/
02-SCS-Parylene-Properties-1016.pdf (accessed on 17 August 2018).

62. Coating, P.T. Parylene Properties. Available online: https://www.parylene.com/Portals/0/CWPS-Parylene-
Properties-Chart.pdf (accessed on 20 August 2018).

63. Menon, P.; Li, W.; Tooker, A.; Tai, Y. Characterization of water vapor permeation through thin film
Parylene C. In Proceedings of the International Solid-State Sensors, Actuators and Microsystems Conference,
TRANSDUCERS, Denver, CO, USA, 21–25 June 2009; pp. 1892–1895.

64. ASTM International. Standard Test Methods for Water Vapor Transmission of Organic Coating Films; ASTM
D1653-03; ASTM International: West Conshohocken, PA, USA, 2003.

65. Mordelt, G.; Heim, P. Parylene: High-tech-beschichtung der zukunft. Metalloberfläche 1998, 52, 368–371.
66. Seymour, J.P.; Elkasabi, Y.M.; Chen, H.-Y.; Lahann, J.; Kipke, D.R. The insulation performance of reactive

Parylene films in implantable electronic devices. Biomaterials 2009, 30, 6158–6167. [CrossRef] [PubMed]
67. Xie, X.; Rieth, L.; Tathireddy, P.; Solzbacher, F. Long-term in-vivo investigation of Parylene-C as encapsulation

material for neural interfaces. Procedia Eng. 2011, 25, 483–486. [CrossRef]
68. Li, W.; Rodger, D.; Menon, P.; Tai, Y.-C. Corrosion behavior of Parylene-metal-Parylene thin films in saline.

ECS Trans. 2008, 11, 1–6.
69. Li, W.; Rodger, D.C.; Meng, E.; Weiland, J.D.; Humayun, M.S.; Tai, Y.-C. Flexible Parylene packaged

intraocular coil for retinal prostheses. In Proceedings of the 2006 International Conference on
Microtechnologies in Medicine and Biology, Okinawa, Japan, 4–8 June 2006; pp. 105–108.

70. Huang, R.; Tai, Y. Parylene to silicon adhesion enhancement. In Proceedings of the International Solid-State
Sensors, Actuators and Microsystems Conference, TRANSDUCERS, Denver, CO, USA, 21–25 June 2009;
pp. 1027–1030.

71. Charmet, J.; Bitterli, J.; Sereda, O.; Liley, M.; Renaud, P.; Keppner, H. Optimizing Parylene C adhesion for
MEMS processes: Potassium hydroxide wet etching. J. Microelectromech. Syst. 2013, 22, 855–864. [CrossRef]

72. Yamagishi, F.G. Investigations of plasma-polymerized films as primers for Parylene-C coatings on neural
prosthesis materials. Thin Solid Films 1991, 202, 39–50. [CrossRef]

73. Hwang, K.S.; Park, J.H.; Lee, J.H.; Yoon, D.S.; Kim, T.S.; Han, I.; Noh, J.H. Effect of atmospheric-plasma
treatments for enhancing adhesion of au on Parylene-C-coated protein chips. J. Korean Phys. Soc. 2004, 44,
1168–1172.

74. Schmidt, E.; McIntosh, J.; Bak, M. Long-term implants of Parylene-C coated microelectrodes. Med. Biol. Eng.
Comput. 1988, 26, 96–101. [CrossRef] [PubMed]

75. Davis, E.M.; Benetatos, N.M.; Regnault, W.F.; Winey, K.I.; Elabd, Y.A. The influence of thermal history on
structure and water transport in Parylene C coatings. Polymer 2011, 52, 5378–5386. [CrossRef]

76. Lee, C.D.; Meng, E. Mechanical properties of thin-film Parylene–metal–Parylene devices. Front. Mech. Eng.
2015, 1, 10. [CrossRef]

77. Radun, V.; von Metzen, R.; Stieglitz, T.; Bucher, V.; Stett, A. Evaluation of adhesion promoters for Parylene C
on gold metallization. Curr. Dir. Biomed. Eng. 2015, 1, 493–497. [CrossRef]

78. Xie, Y.; Pei, W.; Guo, D.; Zhang, L.; Zhang, H.; Guo, X.; Xing, X.; Yang, X.; Wang, F.; Gui, Q. Improving
adhesion strength between layers of an implantable Parylene-C electrode. Sens. Actuators A Phys. 2017, 260,
117–123. [CrossRef]

79. Bienkiewicz, J. Plasma-enhanced Parylene coating. Med. Device Technol. 2006, 17, 10. [PubMed]
80. Randles, J.E.B. Kinetics of rapid electrode reactions. Discuss. Faraday Soc. 1947, 1, 11–19. [CrossRef]
81. Weltman, A.; Yoo, J.; Meng, E. Flexible, penetrating brain probes enabled by advances in polymer

microfabrication. Micromachines 2016, 7, 180. [CrossRef]

http://dx.doi.org/10.1002/jbm.b.31584
http://www.ncbi.nlm.nih.gov/pubmed/20119944
http://dx.doi.org/10.1109/TBME.2008.2002155
http://www.ncbi.nlm.nih.gov/pubmed/19224715
http://dx.doi.org/10.1149/1.2411625
http://dx.doi.org/10.1007/s10544-013-9758-8
http://www.ncbi.nlm.nih.gov/pubmed/23494595
https://scscoatings.com/wp-content/uploads/2017/09/02-SCS-Parylene-Properties-1016.pdf
https://scscoatings.com/wp-content/uploads/2017/09/02-SCS-Parylene-Properties-1016.pdf
https://www.parylene.com/Portals/0/CWPS-Parylene-Properties-Chart.pdf
https://www.parylene.com/Portals/0/CWPS-Parylene-Properties-Chart.pdf
http://dx.doi.org/10.1016/j.biomaterials.2009.07.061
http://www.ncbi.nlm.nih.gov/pubmed/19703712
http://dx.doi.org/10.1016/j.proeng.2011.12.120
http://dx.doi.org/10.1109/JMEMS.2013.2248126
http://dx.doi.org/10.1016/0040-6090(91)90539-A
http://dx.doi.org/10.1007/BF02441836
http://www.ncbi.nlm.nih.gov/pubmed/3199908
http://dx.doi.org/10.1016/j.polymer.2011.08.010
http://dx.doi.org/10.3389/fmech.2015.00010
http://dx.doi.org/10.1515/cdbme-2015-0118
http://dx.doi.org/10.1016/j.sna.2017.04.045
http://www.ncbi.nlm.nih.gov/pubmed/16483103
http://dx.doi.org/10.1039/df9470100011
http://dx.doi.org/10.3390/mi7100180


Micromachines 2018, 9, 422 24 of 25

82. Lu, D.; Wong, C. Materials for Advanced Packaging; Springer: Cham, Switzerland, 2016.
83. Gutierrez, C.A.; Lee, C.; Kim, B.; Meng, E. Epoxy-less packaging methods for electrical contact to

Parylene-based flat flexible cables. In Proceedings of the 2011 16th International, Solid-State Sensors,
Actuators and Microsystems Conference (TRANSDUCERS), Beijing, China, 5–9 June 2011; pp. 2299–2302.

84. Lecomte, A.; Castagnola, V.; Descamps, E.; Dahan, L.; Blatché, M.; Dinis, T.; Leclerc, E.; Egles, C.; Bergaud, C.
Silk and peg as means to stiffen a Parylene probe for insertion in the brain: Toward a double time-scale tool
for local drug delivery. J. Micromech. Microeng. 2015, 25, 125003. [CrossRef]

85. Wu, F.; Tien, L.; Chen, F.; Kaplan, D.; Berke, J.; Yoon, E. A multi-shank silk-backed Parylene neural
probe for reliable chronic recording. In Proceedings of the 2013 Transducers & Eurosensors XXVII:
The 17th International Conference on Solid-State Sensors, Actuators and Microsystems (TRANSDUCERS &
EUROSENSORS XXVII), Barcelona, Spain, 16–20 June 2013; pp. 888–891.

86. Rios, G.; Lubenov, E.V.; Chi, D.; Roukes, M.L.; Siapas, A.G. Nanofabricated neural probes for dense 3-D
recordings of brain activity. Nano Lett. 2016, 16, 6857–6862. [CrossRef] [PubMed]

87. Muller, R.; Le, H.-P.; Li, W.; Ledochowitsch, P.; Gambini, S.; Bjorninen, T.; Koralek, A.; Carmena, J.M.;
Maharbiz, M.M.; Alon, E. A minimally invasive 64-channel wireless µECoG implant. IEEE J. Solid State Circ.
2015, 50, 344–359. [CrossRef]

88. Lecomte, A.; Degache, A.; Descamps, E.; Dahan, L.; Bergaud, C. In vitro and in vivo biostability assessment
of chronically-implanted Parylene C neural sensors. Sens. Actuators B Chem. 2017, 251, 1001–1008. [CrossRef]

89. Rodger, D.C.; Weiland, J.D.; Humayun, M.S.; Tai, Y.-C. Scalable high lead-count Parylene package for retinal
prostheses. Sens. Actuators B Chem. 2006, 117, 107–114. [CrossRef]

90. Chang, J.H.-C.; Huang, R.; Tai, Y.-C. High density 256-channel chip integration with flexible Parylene pocket.
In Proceedings of the 2011 16th International Solid-State Sensors, Actuators and Microsystems Conference
(TRANSDUCERS), Beijing, China, 5–9 June 2011; pp. 378–381.

91. von Metzen, R.; Stieglitz, T. Impact of sterilization procedures on the stability of Parylene based flexible
multilayer structures. Biomed. Eng. Biomed. Tech. 2013. [CrossRef] [PubMed]

92. Savage, D.; Betts, R. Drug Reservoir Stent. U.S. Patent US20070173923A1, 26 July 2007.
93. Beshchasna, N.; Adolphi, B.; Granovsky, S.; Braunschweig, M.; Schneider, W.; Uhlemann, J.; Wolter, K.-J.

Influence of artificial body fluids and medical sterilization procedures on chemical stability of Parylene C.
In Proceedings of the 2010 Proceedings 60th Electronic Components and Technology Conference (ECTC),
Las Vegas, NV, USA, 1–4 June 2010; pp. 1846–1852.

94. Kokko, K.; Harjunpää, H.; Heino, P.; Kellomäki, M. Influence of medical sterilization on ACA flip chip joints
using conformal coating. Microelectron. Reliab. 2009, 49, 92–98. [CrossRef]

95. Scarantino, C.W.; Ruslander, D.M.; Rini, C.J.; Mann, G.G.; Nagle, H.T.; Black, R.D. An implantable radiation
dosimeter for use in external beam radiation therapy. Med. Phys. 2004, 31, 2658–2671. [CrossRef] [PubMed]

96. Rodger, D.; Fong, A.; Li, W.; Ameri, H.; Lavrov, I.; Zhong, H.; Saati, S.; Menon, P.; Meng, E.; Burdick, J. High-density
flexible Parylene-based multielectrode arrays for retinal and spinal cord stimulation. In Proceedings of the
International Solid-State Sensors, Actuators and Microsystems Conference, TRANSDUCERS, Lyon, France,
10–14 June 2007; pp. 1385–1388.

97. Stieglitz, T. Manufacturing, assembling and packaging of miniaturized neural implants. Microsyst. Technol.
2010, 16, 723–734. [CrossRef]

98. Henle, C.; Hassler, C.; Kohler, F.; Schuettler, M.; Stieglitz, T. Mechanical characterization of neural electrodes
based on PDMS-Parylene C-PDMS sandwiched system. In Proceedings of the 2011 Annual International
Conference of the IEEE Engineering in Medicine and Biology Society, EMBC, Boston, MA, USA, 30 August–
3 September 2011; pp. 640–643.

99. Hsu, J.-M.; Kammer, S.; Jung, E.; Rieth, L.; Normann, R.; Solzbacher, F. Characterization of Parylene-C film
as an encapsulation material for neural interface devices. In 4m 2007: Proceedings of the 3rd International
Conference on Multi-Material Micro Manufacture; Whittles Publishing: Dunbeath, UK, 2007.

100. Bonner, J.; Tudryn, C.D.; Choi, S.J.; Eulogio, S.E.; Roberts, T.J. The Use of Liquid Isopropyl Alcohol and Hydrogen
Peroxide Gas Plasma to Biologically Decontaminate Spacecraft Electronics; Jet Propulsion Laboratory, National
Aeronautics and Space Administration: Pasadena, CA, USA, 2006.

101. Perry, D.; Grayden, D.; Shepherd, R.; Fallon, J. A fully implantable rodent neural stimulator. J. Neural Eng.
2012, 9, 014001. [CrossRef] [PubMed]

http://dx.doi.org/10.1088/0960-1317/25/12/125003
http://dx.doi.org/10.1021/acs.nanolett.6b02673
http://www.ncbi.nlm.nih.gov/pubmed/27766885
http://dx.doi.org/10.1109/JSSC.2014.2364824
http://dx.doi.org/10.1016/j.snb.2017.05.057
http://dx.doi.org/10.1016/j.snb.2005.11.010
http://dx.doi.org/10.1515/bmt-2013-4089
http://www.ncbi.nlm.nih.gov/pubmed/24042649
http://dx.doi.org/10.1016/j.microrel.2008.10.016
http://dx.doi.org/10.1118/1.1778809
http://www.ncbi.nlm.nih.gov/pubmed/15487749
http://dx.doi.org/10.1007/s00542-009-0988-x
http://dx.doi.org/10.1088/1741-2560/9/1/014001
http://www.ncbi.nlm.nih.gov/pubmed/22248468


Micromachines 2018, 9, 422 25 of 25

102. Grinberg, O.; Natan, M.; Lipovsky, A.; Varvak, A.; Keppner, H.; Gedanken, A.; Banin, E. Antibiotic
nanoparticles embedded into the Parylene C layer as a new method to prevent medical device-associated
infections. J. Mater. Chem. B 2015, 3, 59–64. [CrossRef]

103. Loeb, G.E.; Bak, M.; Salcman, M.; Schmidt, E. Parylene as a chronically stable, reproducible microelectrode
insulator. IEEE Trans. Biomed. Eng. 1977, 121–128. [CrossRef] [PubMed]

104. Loeb, G.; Peck, R.; Martyniuk, J. Toward the ultimate metal microelectrode. J. Neurosci. Methods 1995, 63,
175–183. [CrossRef]

105. Bera, M.; Rivaton, A.; Gandon, C.; Gardette, J. Comparison of the photodegradation of Parylene C and
Parylene N. Eur. Polym. J. 2000, 36, 1765–1777. [CrossRef]

106. Fortin, J.; Lu, T.-M. Ultraviolet radiation induced degradation of poly-para-xylylene (Parylene) thin films.
Thin Solid Films 2001, 397, 223–228. [CrossRef]

107. Solvent Resistance of the Parylenes. Available online: https://scscoatings.com/wp-content/uploads/2015/
09/solvent_resistance.pdf (accessed on 20 August 2018).

108. Meng, E.; Tai, Y.-C. Parylene etching techniques for microfluidics and bioMEMS. In Proceedings of the 18th
IEEE International Conference on Micro Electro Mechanical Systems, Miami Beach, FL, USA, 30 January 2005;
pp. 568–571.

109. Nowlin, T.; Smith, D.F. Surface characterization of plasma-treated poly-p-xylylene films. J. Appl. Polym. Sci.
1980, 25, 1619–1632. [CrossRef]

110. Wang, X.-Q.; Desai, A.; Tai, Y.-C.; Licklider, L.; Lee, T.D. Polymer-based electrospray chips for mass
spectrometry. In Proceedings of the Twelfth IEEE International Conference on Micro Electro Mechanical
Systems, Orlando, FL, USA, 17–21 January 1999; pp. 523–528.

111. Levy, B.P.; Campbell, S.L.; Rose, T.L. Definition of the geometric area of a microelectrode tip by plasma
etching of Parylene. IEEE Trans. Biomed. Eng. 1986, 1046–1049. [CrossRef] [PubMed]

112. Ratier, B.; Jeong, Y.S.; Moliton, A.; Audebert, P. Vapor deposition polymerization and reactive ion beam
etching of poly (p-xylylene) films for waveguide applications. Opt. Mater. 1999, 12, 229–233. [CrossRef]

113. Meng, E.; Li, P.-Y.; Tai, Y.-C. Plasma removal of Parylene C. J. Micromech. Microeng. 2008, 18, 045004.
[CrossRef]

114. Majid, N.; Dabral, S.; McDonald, J. The Parylene-aluminum multilayer interconnection system for wafer
scale integration and wafer scale hybrid packaging. J. Electron. Mater. 1989, 18, 301–311. [CrossRef]

115. Yeh, J.; Grebe, K. Patterning of poly-para-xylylenes by reactive ion etching. J. Vacuum Sci. Technol. A Vacuum
Surf. Films 1983, 1, 604–608. [CrossRef]

116. Lecomte, A.; Lecestre, A.; Bourrier, D.; Blatché, M.-C.; Jalabert, L.; Descamps, E.; Bergaud, C. Deep plasma
etching of Parylene C patterns for biomedical applications. Microelectron. Eng. 2017, 177, 70–73. [CrossRef]

117. Selvarasah, S.; Chao, S.; Chen, C.-L.; Sridhar, S.; Busnaina, A.; Khademhosseini, A.; Dokmeci, M.
A reusable high aspect ratio Parylene-C shadow mask technology for diverse micropatterning applications.
Sens. Actuators A Phys. 2008, 145, 306–315. [CrossRef]

118. Mercanzini, A.; Cheung, K.; Buhl, D.L.; Boers, M.; Maillard, A.; Colin, P.; Bensadoun, J.-C.; Bertsch, A.;
Renaud, P. Demonstration of cortical recording using novel flexible polymer neural probes. Sens. Actuators
A Phys. 2008, 143, 90–96. [CrossRef]

© 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1039/C4TB00934G
http://dx.doi.org/10.1109/TBME.1977.326115
http://www.ncbi.nlm.nih.gov/pubmed/408260
http://dx.doi.org/10.1016/0165-0270(95)00107-7
http://dx.doi.org/10.1016/S0014-3057(99)00259-1
http://dx.doi.org/10.1016/S0040-6090(01)01355-4
https://scscoatings.com/wp-content/uploads/2015/09/solvent_resistance.pdf
https://scscoatings.com/wp-content/uploads/2015/09/solvent_resistance.pdf
http://dx.doi.org/10.1002/app.1980.070250809
http://dx.doi.org/10.1109/TBME.1986.325872
http://www.ncbi.nlm.nih.gov/pubmed/3793126
http://dx.doi.org/10.1016/S0925-3467(99)00035-X
http://dx.doi.org/10.1088/0960-1317/18/4/045004
http://dx.doi.org/10.1007/BF02657422
http://dx.doi.org/10.1116/1.571967
http://dx.doi.org/10.1016/j.mee.2017.02.012
http://dx.doi.org/10.1016/j.sna.2007.10.053
http://dx.doi.org/10.1016/j.sna.2007.07.027
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	History and Types of Parylene 
	Thin-Film Parylene Device Microfabrication 
	State-of-the-Art Parylene-Based Devices 

	Challenges 
	Thermal Budget 
	Water Diffusion through Parylene Films 
	Water Permeability 
	Ion Permeability 

	Delamination/Adhesion 
	Packaging and Electrical Connections 
	Sterilization 
	Handling 

	Micromachining of Parylene Films 
	Deposition 
	Lithographic Processes 
	Metal Deposition 
	Etching 
	Photoresist Stripping 
	Sacrificial Layer 
	Oxygen Plasma Exposed Photoresist 

	Release 

	Discussion 
	Conclusions 
	References

