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Abstract: Poly(N-isopropylacrylamide) (PNIPA), as a smart polymer, can be applied for drug delivery
systems. This amorphous polymer can be exposed on a structural recovery process during the storage
and transport of medicaments. For the physical aging times up to one year, the structural recovery for
PNIPA was studied by advanced thermal analysis. The structural recovery process occurred during
the storage of amorphous PNIPA below glass transition and could be monitored by the differential
scanning calorimetry (DSC). The enthalpy relaxation (recovery) was observed as overshoot in change
heat capacity at the glass transition region in the DSC during heating scan. The physical aging of
PNIPA was studied isothermally at 400.15 K and also in the non-isothermal conditions. For the first
time, the structural recovery process was analyzed in reference to absolute heat capacity and integral
enthalpy in frame of their equilibrium solid and liquid PNIPA.

Keywords: poly(N-isopropylacrylamide); enthalpy relaxation; physical aging; advanced thermal
analysis; equilibrium enthalpy

1. Introduction

Poly(N-isopropylacrylamide) (PNIPA) belongs to the smart polymer group (Figure 1). Itis an ideal
candidate for use in drug delivery systems because it is a biocompatible, a low-toxic, and has a Lower
Critical Solution Temperature (LCST) around human body temperature. PNIPA is a thermoresponsive
polymer having LCST = 32 °C. Above the LCST, the PNIPA is hydrophobic and interacts with the
components of the cells, while, below that, it is hydrophilic and does not interact with them [1-5].
The extensive research has been carried out on utilizing this property of PNIPA for the delivery of
drugs in stimuli responsive drug delivery systems [1-17]. These properties of PNIPA have caused
this thermosensitive polymer to be utilized in many drug delivery systems, including for cancer
therapeutics. In response to changes in temperature, solutions of PNIPA exhibit rapid, reversible phase
transition/phase separation phenomena.

PNIPA is an amorphous polymer which easily ages. This process, commonly so-called a structural
recovery, is linked with storage of material. If the storage temperature is below a temperature of glass
transition (Ty), the structural recovery (physical aging) of an amorphous or a semicrystalline substance
is observed. This process applies to natural and synthetic materials. The structural recovery can be
monitored by the volume recovery or the enthalpy recovery [18-26]. In literature, the physical aging
term is also used, but it applies to changes in mechanical properties. The result of the physical aging
process is the change of material properties, such as in length, hardness, and brittleness [23-30]. On the
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other hand, the physical properties of amorphous and semicrystalline material at the non-equilibrium
state are changed versus time and temperature. In the case of the amorphous material, the values
of volume, enthalpy, and entropy are higher than the value for material at the equilibrium state.
Thermodynamic properties at the storage temperature below Tg are changed in the direction of
equilibrium value. It is linked with the ordering of molecules under process conditions [31-34].
The characteristic thermogram of the aging process in the differential scanning calorimetry (DSC)
measurement shows overlapping the enthalpy relaxation on the change of heat capacity in the glass
transition region, as is presented in Figure 2 [34-38].
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Figure 1. Chemical structure of the repeating unit of poly(N-isopropylacrylamide) (PNIPA).
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Figure 2. Scheme of the enthalpy relaxation estimation from standard differential scanning calorimetry

(DSC) measurements.

Enthalpy relaxation (AH;) and the fictive temperature (T¢) are parameters which describe the
progress of structural recovery in DSC experiments [38-43]. The enthalpy relaxation can be estimated
as a difference between the A and B areas (see Figure 2). These areas are bounded of aged and unaged
curves of heat flow rate or heat capacity for these full amorphous or semicrystalline samples [43—45].
The formation of AH, results from the aim for the amorphous material to state at better thermodynamic
stability, and T¢ is the second parameter related to the structural recovery, which characterizes the
structure of the amorphous phase. The fictive temperature can be determined directly based on the
DSC measurement during the heating process by analyzing the raw data of aged and unaged heat flow
rate (or heat capacity) or based on analysis of total enthalpy function [46-53].

The scheme presented in Figure 3 shows the quantitative analysis of the enthalpy relaxation
estimation. This approach established and used the equilibrium solid, CPSOM, and liquid, Cphquid,
heat capacities as reference lines.

The baselines at solid (Cps‘)hd) and liquid (Cphq“id) state of PNIPA were established early in
Ref. [54]. The insert of Figure 3 shows an example of the advanced thermal analysis for experimental
heat capacities, Cp(exp)PC obtained from the standard DSC, using Cps"liol and Cphquid heat capacities.
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The advanced thermal analysis of glass transition using the equilibrium solid and liquid heat capacity
allowed to establish the glass transition temperature (Tg) with estimated value of 415 K and the change
of heat capacity (ACp) of PNIPA at Ty as 50.36 J-mol~1.K~1 [54].
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Figure 3. Enthalpy of liquid (Hliquid) and solid (Hs°ld) of poly(N-isopropylacrylamide) as the temperature
function according to [54]. In the insert, the experimental heat capacity of poly(N-isopropylacrylamide) is
presented in reference to equilibrium solid, CPSOHd, and liquid, Cphquid, heat capacities [54].

In this paper, for a first time, the structural recovery of PNIPA is monitored based on the
experimental thermodynamic functions enthalpy, and transition parameters of PNIPA referenced to
equilibrium enthalpy of solid (H*°!i4) and liquid (H!"9%id) [4554]. Figure 3 shows the H*id and Hliquid
of PNIPA as the temperature function. At equilibrium melting temperature of 622 K, the value of H*°lid
increased by the value of the equilibrium heat of fusion, AH;®, of 26.591 kJ-mol ™! to reach the level of
Hliquid [45 54].

Figure 4 shows a scheme of the results from advanced thermal analysis of physical aging of
full amorphous polymeric material in details at around glass transition temperature (Tg) similar as
in Ref [45]. First, the insert of Figure 4 illustrates the experimental apparent heat capacities of both
unaged and aged samples in frame of equilibrium solid Cp(solid) and liquid Cp(liquid) heat capacities.
The unaged sample presents a step in heat capacity at Ty and aged sample shows an endothermic
peak. Figure 4 primarily shows the integral enthalpy function of aged (curve b) and unaged (curve a)
polymer versus temperature compared with equilibrium liquid H"9%4 and solid H**'d enthalpies for
data Cp, presented in the insert this figure. The physical aging process described in Figure 4 was carried
out isothermally at the aging temperature (T,).

The H'"9%d Jine has been elongated towards the low temperatures (dash line). Under cooling
the polymeric material at liquid state at a given rate, the enthalpy of aged polymer diffracted at the
glass transition temperature (Tg). The unaged material reached the H, value at T, and then, subjected
to the isothermal aging process, lowered its enthalpy to the H, value at the aging temperature (T,).
The curve ‘a’ indicates the enthalpy of unaged polymer obtained during the cooling, while the curve
‘b’ points at the enthalpy of the aged polymer obtained under the heating. The intersection of the
experimental enthalpy (the curve ‘b’) of the aged polymer with the extension of H!14"d determines the
so-called fictive temperature (T¢) [47,48]. If the extrapolated liquid line is not reached at the completion
of structural recovery, the fictive temperature should cease to evolve when T¢ = T,. However, several
studies of enthalpy recovery reported that the extrapolated liquid line is not reached even at the
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completion of enthalpy recovery [27,41,42,55-59]. The experimental H, values reached the Hliquid Jeye]
more above the Tg temperature which is the result of the relaxation enthalpy peak.
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Figure 4. Scheme of the analysis of experimental enthalpy recovery of polymeric material in the frame
of equilibrium enthalpies (Hs°!id, Hi94id) versus temperature. The insert shows the aged and unaged,
experimental heat capacity carried out by the differential scanning calorimetry (DSC) measurement.
The solid, Cp(solid), and liquid, Cp(liquid), heat capacity are presented as equilibrium lines of references.

In Figure 4, the difference of H,-H, equals the enthalpy recovery AH, can be estimated from such
calorimetric measurements. The temperature marked as T is so-called the Kauzman temperature
(equilibrium glass transition temperature) [60-63]. The equilibrium enthalpy recovery is usually labeled
as AHjy¢ and indicates the maximum value of enthalpy in an infinite aging time and is determined by
the following equation:

T
AHjpg = fT ® AC,dT ~ ACy(Tg - Ta), 1)
where Ty is the glass transition temperature, AC,-the change of heat capacity between glassy and liquid
states at Ty, and T, is the aging temperature [27,45]. The right part of Equation (1) is an approximated
expression for estimation of AHjn¢, whereas the left part is the more advanced approach to one. In this
second case, it is necessary to know Cp(solid) and Cp(liquid) as a function of temperature.

The progress of the kinetic in physical aging process can be also described by the estimation of the
recovery parameter, ¢. This parameter estimates a level of the relaxation material advancement in the
reference to equilibrium state. The recovery parameter can be expression by following equation:

_ AHjns— AH,

, 2
AI_Iinf ( )

where AHjy¢ is an equilibrium enthalpy recovery, and AH, is an experimental enthalpy recovery
obtained at the aging temperature, T,, after the aging time, t,. The recovery parameter ¢ =1 in the
case of unaged sample, whereas ¢ = 0 if the AH, achieves the value of equilibrium, AHj¢ in the
infinite time.

In this work, the dependence of enthalpy recovery and integral enthalpy on temperature was used
to the advanced, quantitative thermal analysis of the physical aging process of PNIPA at isothermal
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conditions. Based on references of H*!id and H!"id of PNIPA, thermal analysis was carried out and
enthalpy recovery was estimated for the given aging time and for the equilibrium enthalpy recovery.
The kinetic features of structural recovery at the glass transition region was described using the
Kohlrausch—Williams—Watts (KWW) model [49,64,65].

2. Results and Discussion

2.1. Isothermal Aging of PNIPA

Figure 5 shows the heat flow rate versus temperature of the structural recovery process for PNIPA
carried out in the isothermal conditions for different aging temperatures (T,) in the range of 395-404 K
for the same aging time (t,) 30 min (the main part of figure). This experiment was performed in order
to establish the aging temperature, T,, for which the enthalpy relaxation value becomes maximum.
The results show that AH,™® was observed at T, = 400.15 K as is pointed in the insert of Figure 5.

-0'20 16 1 AH max
PNIPA  CLo A
-0,25 A = + ‘
£ ol . \
— 3 \
in 2 |
=] 2 1,
> 0,30 - £ 10 }
2 |
T \
S +
X .0,35 .
S 402 404 406 408 410
[] Aging temperature [°C]
T8
® -0,40 A
(5]
I
-0,45 A
S 2
404 K T,=400.15 K o
-0,50 T T T T T
380 400 420 440 460

Temperature [K]

Figure 5. The dependence of heat flow rate on temperature obtained after the isothermal aging of PNIPA
at different aging temperatures in the range of 395-404 K for 30 min. The maximum enthalpy recovery
was obtained at T, = 400.15 K. The insert shows the enthalpy recovery versus aging temperature.

Next, the sample of PNIPA was aged at 400.15 K for variable times from 5 min to 1 year and the
results of the heat flow rate versus temperature during the heating at 10 K/min were presented in
Figure 6. For comparison, also in Figure 6, the unaged data of PNIPA (t, = 0 min) is shown. The growth
of endothermic peaks of the enthalpy relaxation was observed during the applied longer aging time.

The enthalpy recovery from endothermic peaks (Figure 7) was estimated based on the difference
of areas appointed between curves of heat flow rates of the aged and unaged PNIPA (AH, = B-A)
according to Figure 2. The results of AH, = f(t,) for the aging temperature at T, = 400.15 K from the
aging time 5 min to 1 year are presented in Table 1.

In addition, Figure 7 shows the graphic dependence of the enthalpy recovery (AH,) on the aging
time (t,) and Figure 8, versus logarithmic aging time (log t,). The results indicate on the significant
change of the enthalpy relaxation in the range of 10 min to 1 month. Subsequently, a leisurely (or small)
change of AH, was observed to achieve a plateau state.
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Figure 6. The change of heat flow rate of unaged (t, = 0 min) and aged at T, = 400.15 K of PNIPA
versus temperature. The aging time of PNIPA was used in the range of 5 min to 1 year.

PNIPA

IS
1

Enthalpy recovery [J/g]
[\S]

T T T T T

0 2000 4000 6000 8000
Aging time [h]

Figure 7. Enthalpy recovery vs. aging time at T, = 400.15 K for the amorphous PNIPA. The solid line is
the result of fit the experimental data to Kohlrausch-Williams-Watts (KWW) function (R? = 0.9894).
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Table 1. The change of enthalpy recovery (AH,) of PNIPA versus the different aging time (t).

Aging Time (T,) Enthalpy Recovery (AH,) [J/GI Enthalpy Recovery (AH,) [J/Mol]
5 min 0.73 82.61
10 min 0.99 112.03
20 min 1.36 153.90
30 min 1.55 190.11
60 min 1.95 208.21

240 min 2.48 281.77
480 min 2.88 323.64
720 min 3.15 368.90
1 day 3.59 407.38

1 month 497 562.41
2 months 5.19 587.30
3 months 5.28 597.48
5 months 5.33 603.14
12 months 5.40 611.06

6
PNIPA

Enthalpy recovery [J/g]
w

2 3 4 5 6 7 8
log t, [s]

Figure 8. Changes of enthalpy recovery versus logarithmic function of aging time (R? = 0.9984).

The experimental data (black dots) from Figure 7 were fitted to the Kohlrausch-Williams-Watts
(KWW) function using the following equation [64,65]:

AH, = AHmf[l - e—<%a>ﬁ] 3)

where: AH,-the enthalpy relaxation, AHjn¢—the equilibrium enthalpy relaxation, t,—the aging time,
T—the relaxation time, and -the exponential parameter [54,63].

The solid line in Figure 7 is the calculated enthalpy relaxation obtained with parameters = 0.18,
and T = 208.74 h from fitting to the KWW Equation (3) and with the equilibrium enthalpy recovery,
AHins estimated based on Equation (1), and equals 6.61 J/g. Figure 8 shows changes of enthalpy
recovery versus logarithmic function of aging time obtained based on Figure 7.

In Figure 9, the experimental apparent heat capacities for the aged and unaged of amorphous
PNIPA were shown. The data were obtained during the heating with the rate of 10 K/min. The example
of aging PNIPA presents the result obtained during the isothermal aging within 1 year at 400.15 K.
The experimental results for both unaged and aged PNIPA were presented in the reference to equilibrium
heat capacities at the solid (CPSOM) and liquid (Cphq“id) states of PNIPA. Temperature of glass transition
was estimated as 415 K based on the heat capacity measurement of the unaged PNIPA by the standard
DSC. Based on earlier studies [54], the glass transition temperature (Tg) of the unaged PNIPA was
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estimated as 415 K, and the change of heat capacity, AC;, at Tg (415 K) was found as 50.36 J-mol1.K~1
using equilibrium baselines for solid and liquid states of PNIPA. Based on these (AC,,, Tg, and T,)
data, the equilibrium enthalpy relaxation was estimated as AHj,; = 747.85 J-mol~! (6.61 J/g) using
Equation (1).
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Figure 9. Experimental apparent heat capacities of aged and unaged PNIPA versus temperature were
compared with equilibrium solid (Cps"hd) and liquid (Cphquid) heat capacities. The result of physical
aging process was obtained based on the storage of material at 400.15 K for 1 year.

Knowing heat capacities and parameters of transitions, the total enthalpy was calculated for all
data presented in Figure 9. Figure 10 shows these total enthalpies in range of 0 to 700 K, and Figure 11
presents the enlargement of those enthalpies in the glass transition region from 395 K to 435 K.
The structural recovery process of PNIPA after 1 year annealing (t, = 1 year) at 400.15 K was presented.
Figures 10 and 11 show the integral enthalpy function of aged (H;*P) after 1 year at 400.15 K and
unaged (H,**P) PNIPA versus temperature, in the glass transition region, and in Figure 11 compared
with equilibrium liquid (H"9"!9) and solid enthalpy (H*°!i4). The dash line shows the extension of
equilibrium enthalpy at liquid state (H19"d) towards a low temperature. Based on intersection of
the dash line (H'"949) and experimental enthalpy of aged PNIPA (H;®*P), the fictive temperature of
T¢ = 401.15 K was determined. In Figure 10, the solid enthalpy, (H**i9) in the melting temperature
at Tm® = 622 K increased about a value of heat of fusion (AH;°) to reach the level of the liquid
enthalpy (Hlquid),

In the case of the unaged material, the experimental enthalpy of PNIPA (H,**P) changes the curve
slope at the temperature of glass transition (Tg = 415 K). The enthalpy recovery of aged PNIPA (AH,)
within 1 year was estimated at the aging temperature (T, = 400.15 K) based on difference of enthalpies
between H, and H,, points, as it is in Figure 11 where the value of AH, equals 609 J/mol. The difference
between H, and Hj,¢ points equals the value of equilibrium enthalpy recovery (AHjy) and gives a
value 747 J-mol~!, which agrees with the value that was calculated earlier from Equation (1).

Using the above data, the recovery parameter (@) was also calculated based on the Equation (2).
In the case of PNIPA after t, = 1 year, the recovery parameter equals 0.18.
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Figure 10. Experimental enthalpy of aged (H;**?) and unaged (H,**P) of PNIPA versus temperature
in the frame of equilibrium enthalpy of solid (H*!"!) and liquid (H!19"d). Analysis is presented for
sample of poly(N-isopropylacrylamide) isothermally aged at 400.15 K for 1 year.
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Figure 11. Enlargement of the experimental enthalpy of material subjected to aging for one year (H; F)
and for unaged PNIPA (H,**P) from Figure 10 in the region of the glass transition.

In order to separate changes of heat capacity (AC;) from enthalpy relaxation (AH,) in the
glass transition region, the temperature-modulated differential scanning calorimetry (TMDSC) was
applied. In this TMDSC method, the amorphous PNIPA was aging at isothermal conditions at
the aging temperature, T, = 400.15 K the same as in standard DSC method, and in the aging time
range of 0 to 1440 min (24 h). Results were observed on the underlying heating scans at 3 K/min,
modulation amplitude A = 1.5 K, and modulation period, p = 60 s. Figure 12 shows the results of total,
apparent heat capacity from TMDSC versus temperature in the glass transition temperature region
of PNIPA after isothermal aging at T, = 400.15 K. The bigger endothermic peaks of the enthalpy of
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relaxation overlapped on the changes of heat capacity were observed for a longer aging time. Figure 12
presents also the total apparent heat capacities of unaged PNIPA measured by TMDSC.

Apparent heat capacity [J-g*-K"]
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240 min
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15 min
10 min
0 min

400

420 440

Temperature [K]

Figure 12. Isothermal aging of poly(N-isopropylacrylamide) at the aging temperature, T, = 400.15 K
after different aging time, 0-1440 min obtained based on temperature-modulated differential scanning

calorimetry (TMDSC) (underlying heating rate: g = 3 K/min, modulation amplitude: A = 15K,
and modulation period: p = 60 s).

Figure 13 shows the results of reversing and non-reversing heat capacities versus temperature,
obtained from total C,, after Fourier’s analysis. The dependence of reversing heat capacity on
temperature (Figure 13a) shows changes of heat capacity for a different aging time in the range of
0 to 1440 min (24 h). The higher values of glass transition temperature were observed for a longer
aging time. These data are listed in Table 2. Total difference between the glass transition temperature
of unaged and aged reversing heat capacity for 1440 min (24 h) was estimated around 4 K. Figure 13b
presents non-reversing heat capacities versus temperature. The results show that bigger endotherm
peaks of enthalpy relaxation for a longer aging time of PNIPA.

22
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longer aging time
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Figure 13. (a) Reversing heat capacity of amorphous PNIPA versus temperature obtained based on the

isothermal aging. (b) Non-reversing heat capacity of amorphous PNIPA versus temperature obtained
based on the isothermal aging.
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Table 2. Dependence of glass transition temperature on an aging time of the amorphous poly(N-
isopropylacrylamide) obtained based on reversing heat capacity under the isothermal aging process
measured by TMDSC (see Figure 13a).

Temperature of Glass Transition [K]  Aging Time [Min]

413.50
414.54
414.55
414.56
415.05
415.55
415.94
416.92
417.75

0
10
15
30
60

120
240
720
1440

Estimation of enthalpy recovery values based on these non-reversing heat capacities was not made
due to limitation of the Fourier’s analysis as it was presented by Simon and co-workers in Ref. [66].

2.2. Non-Isothermal Aging of PNIPA

Figure 14 presents results of heat-flow rates versus temperature on heating scans at 10 K/min
for the non-isothermal aging of amorphous PNIPA after the cooling process from 473 K to 363 K
with different cooling rates from 2 to 20 K/min. Data show that for a lower cooling rate, the bigger
endotherm peaks are observed. These peaks overlap on a change of heat capacity at the Ty region.

-0,22 4

-0,24 4

-0,26 -
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-0,28 -

€exo

-0,30 1

q 20 K/min
15 K/min
10 K/min
5 K/min
2 K/min

-0,32

390

400 410 420 430
Temperature [K]

Figure 14. The dependence of heat flow rate on temperature obtained after the non-isothermal aging of
PNIPA with a different cooling rate in the range of 2 K/min to 20 K/min.

Similar to the isothermal physical aging, the enthalpy recoveries for the non-isothermal aging
process were estimated. Results are presented in Table 3.

Table 3. The enthalpy recovery (AH,) of PNIPA versus the different thermal history, cooling rate (q).

Cooling Rate, Q [K/Min] Enthalpy Recovery, AH, [J/GI

2
5
10
15
20

1.0440
0.5552
0.2692
0.2675
0.2585
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Figure 15 shows the graphic dependence of enthalpy recovery (AH,) on cooling rates (9). The results
indicate on the significant change of enthalpy relaxation in the range of cooling rate 2 K/min to 10 K/min.
Subsequently, relevant changes of AH, were not observed using q above 10 K/min.

1,2
PNIPA

(]
1,0 A

0,8 A

0,6 1

Enthalpy recovery [J-g™]

0.4 A

[ ] [ ] Y
0,2 T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22

Cooling rate [K:min™]

Figure 15. Enthalpy recovery versus different cooling rates obtained after the non-isothermal aging of
amorphous PNIPA.

Figure 16 presents the change of total heat capacities versus temperature in the glass temperature
region of PNIPA obtained from TMDSC after the non-isothermal aging. The bigger endotherm peaks
of the enthalpy of relaxation overlapped on the changes of heat capacity were obtained using a lower
cooling rate (Figure 17a). Application of the higher cooling rates causes change of the glass transition
temperature about 1 K in reference to use of 4 = 1 K/min (Figure 17b).

PNIPA

o
N
1

1 K/min
2 K/min
5 K/min
10 K/min
20 K/min
30 K/min
35 K/min -/,
40 Kimin /ff

o
o
1

Total heat capacity [J-g K]
=}
o

o
~
1

390 400 410 420 430
Temperature [K]
Figure 16. Non-isothermal aging of poly(N-isopropylacrylamide) with a different thermal history obtained
based on variety of cooling rates in range of 1 K/min to 40 K/min. Total heat capacity was obtained based
on heating scans by the temperature-modulated differential scanning calorimetry, TMDSC.
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Non-reversing heat capacity [J-g K]
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Temperature [K] Temperature [K]
(a) (b)

Figure 17. (a) Reversing heat capacity of amorphous PNIPA versus temperature obtained based on
the non-isothermal aging. (b) Non-reversing heat capacity of amorphous PNIPA versus temperature
obtained based on the non-isothermal aging.

3. Materials and Methods

Poly(N-isopropylacrylamide) was prepared using free radical polymerisation in water as was
discussed in Refs. [54,63,67,68]. The PNIPA used in this paper is this same sample a that in Ref. [54].
It is an amorphous substance and molar mass of its repeating unit equals 113.16 g/mol. The earlier
study described in Reference [54] indicates that this PNIPA is a linear polymer. In addition, according to
Ref. [54], the weight average molar weight, M, equals 731,800 g/mol and the number average molar
weight of My, = 343,246 g/mol.

In order to carry out measurements of thermal properties of aged and unaged PNIPA standard DSC
and temperature-modulated differential scanning calorimetry (TMDSC) of a Q1000™ (TA Instruments)
were used in the temperature range of 183-473 K. The all effects on the DSC curves was shown as exo
up. This heat-flux calorimeter was linked with a mechanical refrigerator for controlling cooling/heating
process of the sample. All experiments were performed in a nitrogen atmosphere with a constant flow
rate of around 50 mL/min.

The experimental apparent heat capacities were obtained by standard DSC from the evaluation of
measured heat-flow rates at a heating rate of 10 K/min after previous cooling at 10 K/min. The samples
of PNIPA were aged isothermally at T, = 400.15 K for different aging times. During experiments,
samples were first preheated above Ty temperature for PNIPA to 473 K to erase a thermal history,
and then the samples were cooled below Ty and aged for a given time. Next, the samples were cooled
and reheated at 10 K/min from 223 K to 473 K to obtain scan for the aged substance. Figure 18 shows an
example of temperature program versus time for monitoring the structural recovery process of PNIPA.

In order to perform a non-isothermal physical aging process of amorphous PNIPA, the samples
were first heated above the Ty temperature to 473 K then cooled with different cooling rate from
1 to 40 K/min until below Tg to 363 K. Finally, the reheating at 1 K/min from 303 K to 473 K was
performed to obtain results of the heat flow rate for aged PNIPA. Such measurement was repeated for
the each cooling rate.

Calibration of the temperature and the heat flow rate in the DSC apparatus was performed using
the onset melting temperature, Try(onset) = 429.6 K (156.6 °C), and the heat of fusion AH; = 28.45 J/g
(3.281 kJ/mol) of indium. In order to obtain accurate results of Cp,, the heat capacity was calibrated with
a sapphire. For calibrated heat capacity data, three measurements were performed: a blank/reference,
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a calibration with sapphire, and the examinee sample. On this basis, the heat capacity, at a steady state,
was determined from the following equation [69,70]:

AT dAT
I’I'I-Cp = K? + Csd—Ts,

@)
where K is Newton’s constant, AT is the temperature difference between reference and sample, Cs is
the heat capacity of the sample calorimeter including sample and aluminum pan, Ts is the temperature
of the sample, and q is the heating rate [71]. The masses of the samples used for measurements were
10-30 mg. The heat capacity data were collected from the second heating run after controlled cooling
or from the run after isothermal aging. The experiments were repeated for other aged and unaged
scans. The accuracy of the C, measurements is estimated to be +3% or better. From obtained results,
the enthalpy relaxation (AH,) was determined from the difference in the area under aged and unaged
scans, as shown in Figure 2 [27,45].

In addition, using TMDSC method, the isothermal aging of amorphous PNIPA was carried out in
range of 183-473 K with the following parameters of measurement: modulation amplitude, A =1.5K,
underlying heating rate of 4 = 3 K/min, and modulation period, p = 60 s. In the case of non-isothermal
aging of amorphous PNIPA, the TMDSC measurement was performed with a different thermal history
(after different cooling rates: 2 K/min—40 K/min) in range of 363 K473 K using A = 0.5 K, g = 1 K/min,
andp =60s.

500 - COOLING
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400 -+ -
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350 A

Temperature [K]
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250 A
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200 A

0 20 40 60 80 100
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Figure 18. Example of the isothermal aging program during a measurement by DSC.

4. Conclusions

The structural recovery process of poly(N-isopropylacrylamide) was analyzed for the first time
using advanced thermal analysis with the application of heat capacity and thermodynamic functions
of total enthalpy. The measurements were carried out at the aging temperature of 400.15 K (about 15 K
below the temperature of glass transition) by DSC. The equilibrium solid and liquid enthalpies were
used to show and estimate the enthalpy recovery of PNIPA. The results were obtained based on aging
in isothermal conditions in range of 5 min to 1 year and non-isothermal conditions using different
cooling rates of full amorphous PNIPA. The KWW (Kohlrausch-Williams-Watts) model was applied
to determine the kinetics of the aging process of PNIPA. From the best fit, the KWW parameters,
the relaxation time 7 = 208.74 h and the coefficient 3 = 0.18 describing the distribution of relaxation
times were obtained during the isothermal physical aging process. With a stretching exponent 3
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between 0 and 1, our result of exponential constant 3 value is rather small and the distribution of 7
states is wide. The progress of physical aging process in isothermal conditions was also described using
the recovery parameter. It was established that, after aging by 1 year at 400.15 K, the recovery parameter
was ¢ = 0.18. The low value of the recovery parameter points to a high level of a relaxation of material
in the reference to the equilibrium state. In the equilibrium state, where ¢ = 0, the enthalpy recovery
achieves the value of equilibrium enthalpy recovery. The obtained value of the ¢ parameter suggests
a state near an aging plateau. The estimated enthalpy recovery based on the (AH, = area B-area A)
area scheme agreed with the value obtained from advanced thermal analysis using the total enthalpy
presentation. The value of fictive temperature (= 401.15 K) was obtained based on the intersection of the
liquid enthalpy and experimental enthalpy of aged PNIPA. Many experiments [58-62] obtained that
the extrapolated liquid line is not reached even at the completion of enthalpy recovery. Noteworthy is
the fact that the value of T for the aged PNIPA by 1 year is near the aging temperature (T, = 400.15 K).
The difference between both was only 1 K, which means that amorphous PNIPA almost reaches the
equilibrium state.

Author Contributions: All authors have read and agreed to the published version of the manuscript. Conceptualization:
A.C-K, MP; methodology: M.P,, A.C.-K; investigation: A.C.-K., I.Z., M.P; date curation and formal analysis: A.C.-K,;
writing—original draft preparation: A.C.-K., writing—review and editing: A.C.-K,; supervision: M.P,, A.C.-K.

Funding: The work of A. Czerniecka-Kubicka was partly supported by the National Science Centre, Poland in
frame of grant Miniatura 3, No. 2019/03/X/NZ7/00888.

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

References

1.  Yoshida, R.; Uchida, K.; Kaneko, Y. Comb-type grafted hydrogels with rapid de-swelling response to
temperature-changes. Nature 1995, 374, 240-242. [CrossRef]

2. Thorne, ].B.; Vine, G.J.; Snowden, M.]. Microgel application and commercial consideration. Colloid Polym. Sci.
2011, 289, 625-646. [CrossRef]

3.  Saunders, B.R.; Laajam, N.; Daly, E.; Teow, S.; Hu, X.; Stepto, R. Microgels: From responsive polymer colloids
to biomaterials. Adv. Colloid Interface Sci 2009, 147-148, 251-262. [CrossRef]

4. Marcisz, K.; Romanski, J.; Stojek, Z.; Karbarz, M. Environmentally sensitive hydrogel functionalized with
electroactive and complexing-iron(IIl) catechol groups. . Polym. Sci. Pol. Chem. 2017, 55, 3236-3242.
[CrossRef]

5. Ilboga, S.; Pekdemir, E.; Coskun, M. Cloud Point Temperature, Thermal and Dielectrical Behaviors of
Thermosensitive Block Copolymers Based N-Isopropylacrylamide. J. Polym. Sci. Pol. Phys. 2019, 61, 32—-41.

6. Hoffman, A.S.; Afrassiabi, A.A.; Dong, L.C. Thermally reversible hydrogels: Delivery and selective release of
substances from aqueous solutions. J. Control Release 1986, 4, 213-222. [CrossRef]

7. Bae, Y.H.; Okano, T.; Kim, S.W. A new thermo-sensitive hydrogel—Interpenetrating polymer networks from
n-acryloylpyrrolidine and poly(oxyethylene). Macromol. Rapid Commun. 1988, 9, 185-189. [CrossRef]

8. Kokardekar, R.R.; Shah, VK.; Mody, H.R. PNIPAM poly(n-isopropylacrylamide): A thermoresponsive smart
polymer in novel drug delivery system. IJMU 2012, 7, 59-62.

9.  Guan, Y,; Zhang, Y. PNIPAM microgels for biomedical applications: From dispersed particles to 3D assemblies.
Soft Matter 2011, 7, 6375-6384. [CrossRef]

10. Osman, A.; Oner, E.T.; Eroglu, M.S. Novel levan and pNIPA temperature sensitive hydrogels for 5-ASA
controlled release. Carbohydr. Polym. 2017, 165, 61-70. [CrossRef]

11. Maki, Y,; Sugawara, K.; Nagai, D. Temperature Dependence of Electrophoretic Mobility and Hydrodynamic
Radius of Microgels of Poly(N-isopropylacrylamide). Gels 2018, 4, 37. [CrossRef] [PubMed]

12. Ueoka, H.; Shimomura, O.; Nomura, R. Release of Encapsulated Drug of Cross-Linked
Chitosan-Poly(N-Isopropylacrylamide) as Thermo-Responsive Gel. Kobunshi Ronbunshu 2019, 76, 83-89.
[CrossRef]


http://dx.doi.org/10.1038/374240a0
http://dx.doi.org/10.1007/s00396-010-2369-5
http://dx.doi.org/10.1016/j.cis.2008.08.008
http://dx.doi.org/10.1002/pola.28697
http://dx.doi.org/10.1016/0168-3659(86)90005-2
http://dx.doi.org/10.1002/marc.1988.030090312
http://dx.doi.org/10.1039/c0sm01541e
http://dx.doi.org/10.1016/j.carbpol.2017.01.097
http://dx.doi.org/10.3390/gels4020037
http://www.ncbi.nlm.nih.gov/pubmed/30674813
http://dx.doi.org/10.1295/koron.2018-0037

Molecules 2020, 25, 3810 16 of 18

13.

14.

15.

16.

17.

18.
19.

20.
21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Mackiewicz, M.; Romanski, J.; Drabczyk, K.; Waleka, E.; Stojek, Z.; Karbarz, M. Degradable, thermo-, pH- and
redox-sensitive hydrogel microcapsules for burst and sustained release of drugs. Int. J. Pharm. 2019, 569, 1-11.
[CrossRef] [PubMed]

Alveroglu, E.; Ilker, N.; Shah, M.; Rajar, K.; Gokceoren, A.; Koc, K. Effects of gel morphology on the lysozyme
adsorption and desorption kinetics of temperature sensitive magnetic gel composites. Colloids Surf. B
2020, 181, 981-988. [CrossRef]

Zhang, Z.; Wang, S.; Waterhouse, G.; Zhang, Q.; Li, L. Poly(N-isopropylacrylamide)/mesoporous silica
thermosensitive composite hydrogels for drug loading and release. J. Appl. Polym. Sci. 2020. [CrossRef]
Kasapoglu-Calik, M.; Ozdemir, M. Synthesis and controlled release of curcumin-beta-cyclodextrin inclusion
complex from nanocomposite poly(N-isopropylacrylamide/sodium alginate) hydrogels. J. App. Polym. Sci.
2019, 47554, 1-11.

Danyuo, Y.; Ani, C.J.; Salifu, A.A.; Obayemi, ].D.; Dozie-Nwachukwu, S.; Obanawu, V.O.; Akpan, UM.;
Odusanya, O.S.; Abade-Abugre, M.; McBagonluri, E; et al. Anomalous Release Kinetics of Prodigiosin from
Poly-N-Isopropyl-Acrylamid based Hydrogels for The Treatment of Triple Negative Breast Cancer. J. App.
Polym. Sci. 2019, 3862, 1-14. [CrossRef]

Chen, K.; Schweizer, K.S. Theory of physical aging in polymer glasses. Phys. Rev. E 2008, 78, 1-15. [CrossRef]
Chen, K.; Schweizer, K.S. Molecular theory of physical aging in polymer glasses. Phys. Rev. Lett. 2007, 98, 1-4.
[CrossRef]

Hutchinson, ]. M. Physical aging of polymers. Prog. Polym. Sci. 1995, 20, 703-760. [CrossRef]

Hodge, LM. Enthalpy relaxation and recovery in amorphous materials. | Non-Cryst Solids 1994, 169, 211-266.
[CrossRef]

Ngai, K.L.; Capaccioli, S.L.; Wang, M. Segmental alpha-Relaxation for the First Step and Sub-Rouse Modes for
the Second Step in Enthalpy Recovery in the Glassy State of Polystyrene. Macromolecules 2019, 52, 1440-1446.
[CrossRef]

Hutchinson, ].M.; Smith, S.; Horne, B. Physical aging of polycarbonate: Enthalpy relaxation, creep response,
and yielding behavior. Macromolecules 1999, 32, 5046-5061. [CrossRef]

Razavi, M.; Wang, 5.Q. Why Is Crystalline Poly(lactic acid) Brittle at Room Temperature? Macromolecules
2019, 52, 5429-5441. [CrossRef]

Pan, P; Zhu, B.; Inoue, Y. Enthalpy relaxation and embrittlement of Poly(L-lactide) during physical aging.
Macromolecules 2007, 40, 9664-9671. [CrossRef]

Cugini, A.V,; Lesser, A.J. Aspects of Physical Aging, Mechanical Rejuvenation, and Thermal Annealing in a
New Copolyester. Polym. Eng. Sci. 2015, 55, 1941-1950. [CrossRef]

Koh, Y.P; Simon, S.L. Enthalpy Recovery of Polystyrene: Does a Long-Term Aging Plateau Exist?
Macromolecules 2013, 46, 5815-5821. [CrossRef]

Wang, S5.Q.; Cheng, S.; Lin, P,; Li, X. A phenomenological molecular model for yielding and brittle-ductile
transition of polymer glasses. J. Chem. Phys. 2014, 141, 1-19. [CrossRef]

Li, X.; Wang, S.Q. Mapping Brittle and Ductile Behaviors of Polymeric Glasses under Large Extension.
ACS Macro Lett. 2015, 4, 1110-1113. [CrossRef]

Shi, Q.; Xiao, R.; Yang, H.; Lei, D. Effects of physical aging on thermomechanical behaviors of poly(ethylene
terephthalate)-glycol (PETG). Polymer Plast. Tech. Mat. 2019, 1-15. [CrossRef]

Holt, A.P; Fragiadakis, D.; Roland, C.M. Pressure densified 1,3,5-tri(1-naphthyl)benzene glass. I. Volume
recovery and physical aging. J. Chem. Phys. 2019, 151, 1-7. [CrossRef] [PubMed]

Laot, C.M.; Marand, E.; Schmittmann, B.; Zia, R K.P. Effects of cooling rate and physical aging on the gas
transport properties in polycarbonate. Macromolecules 2003, 36, 8673-8684. [CrossRef]

Zhou, C.; Chung, T.S.; Wang, R.; Goh, H. Impact of Chronic Kidney Disease on Use of Evidence-Based
Therapy in Stable Coronary Artery Disease: A Prospective Analysis of 22,272 Patients. |. Appl. Polym. Sci.
2014, 9. [CrossRef]

Struik, L.C.E. Physical Aging in Amorphous Polymers and Other Materials; Elsevier Scientific Publishing
Company: New York, NY, USA, 1978.

Lammert, A.M.; Lammert, R.M.; Schmidt, S.J.J. Physical aging of maltose glasses as measured by standard
and modulated differential scanning calorimetry. J. Therm. Anal. Calorim. 1999, 55, 949-975. [CrossRef]
Hay, J.N. The physical aging of amorphous and crystalline polymers. Pure Appl. Chem. 1995, 67, 1855-1858.
[CrossRef]


http://dx.doi.org/10.1016/j.ijpharm.2019.118589
http://www.ncbi.nlm.nih.gov/pubmed/31386880
http://dx.doi.org/10.1016/j.colsurfb.2019.05.062
http://dx.doi.org/10.1002/app.48391
http://dx.doi.org/10.1038/s41598-019-39578-4
http://dx.doi.org/10.1103/PhysRevE.78.031802
http://dx.doi.org/10.1103/PhysRevLett.98.167802
http://dx.doi.org/10.1016/0079-6700(94)00001-I
http://dx.doi.org/10.1016/0022-3093(94)90321-2
http://dx.doi.org/10.1021/acs.macromol.8b02125
http://dx.doi.org/10.1021/ma981391t
http://dx.doi.org/10.1021/acs.macromol.9b00595
http://dx.doi.org/10.1021/ma071737c
http://dx.doi.org/10.1002/pen.24035
http://dx.doi.org/10.1021/ma4011236
http://dx.doi.org/10.1063/1.4893765
http://dx.doi.org/10.1021/acsmacrolett.5b00554
http://dx.doi.org/10.1080/25740881.2019.1695273
http://dx.doi.org/10.1063/1.5122765
http://www.ncbi.nlm.nih.gov/pubmed/31731837
http://dx.doi.org/10.1021/ma021720o
http://dx.doi.org/10.1371/journal.pone.0102335
http://dx.doi.org/10.1023/A:1010102421270
http://dx.doi.org/10.1351/pac199567111855

Molecules 2020, 25, 3810 17 of 18

37.

38.

39.

40.

41.

42.

43.

44.
45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

Liu, Y,; Bhandari, B.; Zhou, W. Glass transition and enthalpy relaxation of amorphous food saccharides: A
review. J. Agric. Food Chem. 2006, 54, 5701-5717. [CrossRef] [PubMed]

Perez-De Eulate, N.G.; Cangialosi, D. The very long-term physical aging of glassy polymers. Phys. Chem.
Chem. Phys. 2018, 20, 12356-12361. [CrossRef]

Cangialosi, D.; Boucher, V.M.; Alegria, A.; Colmenero, J. Direct Evidence of Two Equilibration Mechanisms
in Glassy Polymers. Phys. Rev. Lett. 2013, 111, 1-5. [CrossRef]

Moynihan, C.T.; Crichton, S.N.; Opalka, S.M. Linear and nonlinear structural relaxation. J. Non-Cryst. Solid
1991, 131, 420-434. [CrossRef]

Cowie, ].M.G.; Harris, S.; McEwen, L]. Physical ageing in poly(vinyl acetate) 1. Enthalpy relaxation. J. Polym.
Sci. Pol. Phys. 1997, 35, 1107-1116. [CrossRef]

Cameron, N.R.; Cowie, ].M.G.; Ferguson, R.; McEwen, L]. Enthalpy relaxation of styrene-maleic anhydride
(SMA) copolymers Part 1. Single component systems. Polymer 2000, 41, 7255-7262. [CrossRef]

Gao, S.; Simon, S.L. Measurement of the limiting fictive temperature over five decades of cooling and heating
rates. Thermochim Acta 2015, 603, 123-127. [CrossRef]

McKenna, G.B.; Simon, S.L. In Cheng; Science: Amsterdam, The Netherlands, 2002.

Pyda, M.; Czerniecka-Kubicka, A. Thermal Properties and Thermodynamics of Poly(L-lactic acid). Synthesis,
Structure and Properties of Poly(lactic acid); Springer: Berlin/Heidelberg, Germany, 2017.

Badrinarayanan, P.; Zheng, W.; Li, Q.; Simon, S.L. The glass transition temperature versus the fictive
temperature. J. Non-Cryst. Solid 2007, 353, 2603—2612. [CrossRef]

Kia, L.; Ngai, D.; Plazek, ]. Temperature Dependences of the Viscoelastic Response of Polymer Systems. In Physical
Properties of Polymer Handbook; Mark, J.E., Ed.; American Institute of Physics: Woodbury, NY, USA, 1996.
Moynihan, C.T.; Easteal, A.J.; DeBolt, M.A; Tucker, ].J. Dependence of fictive temperature of glass on cooling
rate. J. Am. Ceram. Soc. 1976, 59, 12-16. [CrossRef]

Simon, S.L.; Sobieski, ].W.; Plazek, D.]. Volume and enthalpy recovery of polystyrene. Polymer 2001, 42,
2555-2567. [CrossRef]

Li, Q.X,; Simon, S.L. Enthalpy recovery of polymeric glasses: Is the theoretical limiting liquid line reached?
Polymer 2006, 47, 4781-4788. [CrossRef]

Hutchinson, ].M.; Kumar, P. Enthalpy relaxation in polyvinyl acetate. Thermochim. Acta 2002, 391, 197-217.
[CrossRef]

Boucher, V.M.; Cangialosi, D.; Alegria, A.; Colmenero, ]. Enthalpy Recovery of Glassy Polymers: Dramatic
Deviations from the Extrapolated Liquid like Behavior. Macromolecules 2011, 44, 8333-8342. [CrossRef]
Rault, J. Ageing of glass: Role of the Vogel-Fulcher-Tamman law. J. Phys. Condens. Matter. 2003, 15, 1193-1213.
[CrossRef]

Czerniecka-Kubicka, A.; Zarzyka, I.; Schliesser, J.; Woodfield, B.F.; Pyda, M. Vibrational heat capacity of
Poly(N-isopropylacrylamide). Polymer 2015, 63, 108-115. [CrossRef]

Cowie, ]JM.G.; Ferguson, R. Physical aging of poly(methyl methacrylate) from enthalpy relaxation
measurements. Polymer 1993, 34, 2135-2141. [CrossRef]

Brunacci, A.; Cowie, ].M.G.; Ferguson, R.; Gomez Ribelles, ].L.; Vidaurre Garayo, A. Structural relaxation in
polystyrene and some polystyrene derivatives. Macromolecules 1996, 29, 7976-7988. [CrossRef]

Gomez Ribelles, ].L.; Monleon Paradas, M. Structural relaxation of glass-forming polymers based on an equation
for configurational entropy. 1. Dsc experiments on polycarbonate. Macromolecules 1995, 28, 5867-5877. [CrossRef]
Andreozzi, L.; Faetti, M.; Giordano, M.; Palazzuoli, D.; Zulli, F. Enthalpy relaxation in polymers: A comparison
among different multiparameter approaches extending the TNM/AGV model. Macromolecules 2003, 36, 7379-7387.
[CrossRef]

Andreozzi, L.; Faetti, M.; Giordano, M.; Palazzuoli, D.J. Enthalpy recovery in low molecular weight PMMA.
J. Non-Cryst. Solids 2003, 332, 229-241. [CrossRef]

Kauzmann, W. The nature of the glassy state and the behavior of liquids at low temperatures. Chem. Rev.
1948, 43, 219-256. [CrossRef]

Matsuoka, S.; Hale, A. Cooperative relaxation processes in polymers. J. Appl. Polym. Sci. 1997, 64, 77-93.
[CrossRef]

Kishore, K.; Bharat, S.; Kannan, S. Correlation of Kauzman temperature with odd-even effect in n-alkanes.
J. Chem. Phys. 1996, 105, 11364-11365. [CrossRef]


http://dx.doi.org/10.1021/jf060188r
http://www.ncbi.nlm.nih.gov/pubmed/16881667
http://dx.doi.org/10.1039/C8CP01940A
http://dx.doi.org/10.1103/PhysRevLett.111.095701
http://dx.doi.org/10.1016/0022-3093(91)90335-4
http://dx.doi.org/10.1002/(SICI)1099-0488(199705)35:7&lt;1107::AID-POLB9&gt;3.0.CO;2-S
http://dx.doi.org/10.1016/S0032-3861(00)00060-4
http://dx.doi.org/10.1016/j.tca.2014.08.019
http://dx.doi.org/10.1016/j.jnoncrysol.2007.04.025
http://dx.doi.org/10.1111/j.1151-2916.1976.tb09376.x
http://dx.doi.org/10.1016/S0032-3861(00)00623-6
http://dx.doi.org/10.1016/j.polymer.2006.04.046
http://dx.doi.org/10.1016/S0040-6031(02)00184-3
http://dx.doi.org/10.1021/ma2018233
http://dx.doi.org/10.1088/0953-8984/15/11/338
http://dx.doi.org/10.1016/j.polymer.2015.02.051
http://dx.doi.org/10.1016/0032-3861(93)90741-R
http://dx.doi.org/10.1021/ma960336m
http://dx.doi.org/10.1021/ma00121a025
http://dx.doi.org/10.1021/ma0347870
http://dx.doi.org/10.1016/j.jnoncrysol.2003.09.006
http://dx.doi.org/10.1021/cr60135a002
http://dx.doi.org/10.1002/(SICI)1097-4628(19970404)64:1&lt;77::AID-APP7&gt;3.0.CO;2-O
http://dx.doi.org/10.1063/1.472987

Molecules 2020, 25, 3810 18 of 18

63.

64.

65.

66.

67.

68.

69.
70.

71.

Strachotova, A.; Strachota, M.; Uchman, M.; Slouf, J.; Brus, J.; Plestil, J. Super porous organic-inorganic
poly(N-isopropylacrylamide)-based hydrogel with a very fast temperature response. Polymer 2007, 48,
1471-1482. [CrossRef]

Kohlrausch, R. Theorie des elektrischen Riickstandes in der Leidener Flasche. Pogg. Ann. Phys. Chem. XCI
1854, 167, 179-214. [CrossRef]

Williams, G.; Watts, D.C. Non-symmetrical dielectric relaxation behaviour arising from a simple empirical
decay function. Trans. Faraday Soc. 1970, 66, 80-85. [CrossRef]

Simon, S.L.; McKenna, G.B. Quantitative analysis of errors in TMDSC in the glass transition region.
Thermochim Acta 2000, 348, 77-89.

Zarzyka, 1.; Pyda, M.; Di Lorenzo, M.L. Influence of crosslinker and ionic comonomer concentration
on glass transition and demixing/mixing transition of copolymers poly(N-isopropylacrylamide) and
poly(sodium acrylate) hydrogels. Colloid Polym Sci 2014, 292, 485-492. [CrossRef] [PubMed]

Poplewska, I.; Muca, R.; Strachota, A.; Piatkowski, W.; Antos, D. Adsorption behavior of proteins on
temperature-responsive resins. J. Chromatogr. A 2014, 1324, 181-189. [CrossRef]

Wunderlich, B. Thermal Analysis of Polymeric Materials; Springer: Berlin/Heidelberg, Germany, 2005.
Czerniecka-Kubicka, A.; Zarzyka, I.; Pyda, M. Advanced analysis of poly(3-hydroxybutyrate) phases based
on vibrational heat capacity. J. Therm. Anal. Calorim. 2017, 127, 905-914. [CrossRef]

Czerniecka-Kubicka, A.; Schliesser, J.; Popovic, M.; Woodfield, B.E.,; Walczak, M.; Zarzyka, I.; Pyda, M.
Molecular interpretation of low-temperature heat capacity of aliphatic oligo-urethane. J. Chem. Thermodynam.
2017, 112, 299-307. [CrossRef]

Sample Availability: Samples of the compounds Poly(N-isopropylacrylamide) are available from the authors.

® © 2020 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/10.1016/j.polymer.2007.01.042
http://dx.doi.org/10.1002/andp.18541670203
http://dx.doi.org/10.1039/tf9706600080
http://dx.doi.org/10.1007/s00396-013-3092-9
http://www.ncbi.nlm.nih.gov/pubmed/24511175
http://dx.doi.org/10.1016/j.chroma.2013.11.040
http://dx.doi.org/10.1007/s10973-016-5903-y
http://dx.doi.org/10.1016/j.jct.2017.05.019
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results and Discussion 
	Isothermal Aging of PNIPA 
	Non-Isothermal Aging of PNIPA 

	Materials and Methods 
	Conclusions 
	References

