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The purpose of this study was to investigate the milling effect on the polymorphic transformation of
four gabapentin (GBP) Forms I-IV in the absence of additive. Four polymorphs of GBP were previously
prepared and identified, in which the GBP Form I was proven to be a monohydrate, but other GBP Forms
1I-1V belonged to anhydrate. The GBP Form Il was the most stable polymorph available in the market. The
co-milling process affecting the polymorphic stability of GBP Form II with different additives was also
examined. During the 120-min-milling or co-milling course, the milled sample was withdrawn at pre-

Key WordS:. scribed intervals for Fourier transform infrared (FTIR) microspectroscopic determination. In the absence
Gabapentin e o . . . L.

Milling of additive, each polymorph of GBP exhibits a different polymorphic transformation behavior in the 120-
Co-milling min-milling course. The results indicate that GBP Form I was previously dehydrated and transited to
Polymorphic transition Form II; GBP Form II was first transformed to Form III and then changed to Form IV; GBP Form III was
Additives previously transited to Form II, then changed to Form IIl and transformed to Form IV at last; whereas

GBP Form IV was first changed to Form II, then transited to Form III and finally to Form IV. It was clearly
evidenced that if GBP Form III or IV appeared in the milled mixture a little amount of GBP-lactam was
certainly detected. In the presence of additives, there was almost lack of polymorphic transition for GBP
Form Il by co-milling GBP Form Il with Emcompress, 3-cyclodextrin, mannitol, corn starch or magnesium
stearate. By co-milling GBP Form Il with Avicel, dextrin, hydroxypropyl B-cyclodextrin, hydroxypropyl
methylcellulose, Kollidon K-30 or gelatin, GBP Form II was transformed to Form IV alone. On the other
hand, the GBP Form IV and a little amount of GBP-lactam were also found in the co-milled mixture after
co-milling with GBP Form II with Aerosil or talc. This reveals that the solid-state transformation of GBP
Form II after co-milling was markedly dependent on the types of additive used.

© 2010 Elsevier B.V. All rights reserved.

1. Introduction

Milling or grinding is one of the most common manufactur-
ing processes used in pharmaceutical industry (Morris et al., 2001;
Oguchi, 2004). The energetic input of solid-state milling can not
only change the particle size, surface area and crystallinity of the
drugs but also induce a solid-state polymorphic conversion of
drugs, resulting in the modification of physico-chemical properties
of drugs and the changes in their dissolution rates and bioavailabil-
ity (Chaumeil, 1998; Rasenack and Miiller, 2004; Datta and Grant,
2004; Chawla and Bansal, 2004; Yu et al., 2004). Many studies have
reported the diversity of transformations of active pharmaceutical
ingredients (APIs) upon milling (Vippagunta et al., 2001; Brittain,
2002; Oguchi, 2004; Kesisoglou et al., 2007). The thermodynamic
and kinetic behaviors of polymorphic transformation of famotidine

* Corresponding author. Tel.: +886 03 5381183x8157; fax: +886 03 6102328.
E-mail address: sylin@mail.ypu.edu.tw (S.-Y. Lin).

0378-5173/$ - see front matter © 2010 Elsevier B.V. All rights reserved.
doi:10.1016/j.ijpharm.2010.06.014

by grinding have been examined in our previous studies (Lin et al.,
2006, 2007).

Although milling technique is widely performed in practical
application, this process may easily cause several undesired phe-
nomena of drugs such as aggregation of fine particles, formation of
electrostatic force, mechanochemical transformation, formation of
instability and solid-state reactivity (Bailey, 1984; Descamps et al.,
2007a,b; Atkinson et al., 2008; Barzegar-Jalali et al., 2010), leading
to limitation in the use of milling process itself. In order to overcome
these problems and improve the milling efficiency, a favorable
technique by co-milling drug with additives has been successfully
applied (Descamps et al., 2007a,b; Bahl et al., 2008; Colombo et
al., 2009). Furthermore, the co-milling process can not only pre-
pare amorphous solids, nanoparticles, inclusion complexes, and
solid dispersions (Watanabe et al., 2003; Wongmekiat et al., 2007;
Balani et al., 2010; Ranpise et al., 2010) but also produce sustained
release behavior for drug particles (Nokhodchi et al., 2009). More
recently, co-milling process is also used to prepare the co-crystal
of API with other molecular component and causes the co-crystal
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Fig. 1. The chemical structures of GBP and GBP-lactam.

with strikingly different and advantageous properties (Frisci¢ and
Jones, 2009; Ainouz et al., 2009).

Gabapentin (GBP) is a useful anticonvulsant for treatment of
epilepsy and postherpetic neuralgia, and also for prevention of
seizures (Goa and Sorkin, 1993; Dobecki et al., 2006). Since GBP
structurally resembles the y-aminobutyric acid (GABA), one of neu-
rotransmitters, it may freely cross the blood-brain barrier to cause
the higher level of GBP in the brain for treatment of seizures (Sills,
2006). Recently, GBP is also widely recommended to relieve pain,
especially migraine headache and neuropathic pain (Moretti et al.,
2000). In addition, GBP has been found to provide benefits in terms
of alleviation of pain and overall quality of life in patients with
chronic radiculopathy (Yildirim et al., 2009).

GBP has been reported as a zwitterion form existed in the
solid state and also easily forms a GBP-lactam via intramolecular
cyclization (Zour et al., 1992; Ciavarella et al., 2007). The chemi-
cal structures of GBP and GBP-lactam are indicated in Fig. 1. The
thermal stability and thermodynamics of solid-state GBP had been
examined to have the continuous processes of intramolecular lac-
tamization of GBP and evaporation of GBP-lactam after melting
of GBP (Hsu and Lin, 2009). Although four GBP polymorphs have
been issued in many patent applications (Pesachovich et al., 2001;
Satyanarayana et al., 2004), there is scant study for solid-state
chemistry of GBP (Braga et al., 2008). In our previous study, GBP
Form I was proven to be a monohydrate, but other GBP Forms
[I-IV belonged to anhydrate. The GBP Form Il was the most sta-
ble polymorph available in the market (Braga et al., 2008; Reece
and Levendis, 2008). Thermal-induced polymorphic transition of
GBP has been evidenced as follows: GBP Form I was previously
dehydrated beyond 55°C and transformed to Form III after heat-
ing to 90°C, and then converted to Form IV up to 125 °C heating,
but Forms Il over 126 °C and Form III after heating to 75 °C directly
transformed to Form IV. The GBP Form IV was the last polymorph
before intramolecular lactamization of GBP (Hsu et al., 2010). It
is worthy of further investigation in the milling effect on the poly-
morphic transformation of different GBP polymorphs, as compared
with that of the thermal-induced result. Moreover, the effect of co-
milling process on the polymorphic stability of GBP Form II with
different additives was also examined.

2. Materials and methods
2.1. Materials

A pharmaceutical grade of gabapentin (GBP, Sun Pharma.
Ind. Ltd., Gujarat, India) was used without further purification.
Several additives such as mannitol, corn starch, dextrin, -
cyclodextrin (3-CD) and gelatin (Wako Pure Chemical Industries
Ltd., Osaka, Japan and Nacalai Tesque Inc., Kyoto, Japan), hydrox-

ypropyl P-cyclodextrin (HP-B-CD, Roquette Freres, Lestrem,
France), hydroxypropyl methylcellulose 4000 (HPMC 4000, Shin-
Etsu Chemical Co. Ltd., Tokyo, Japan), polyvinyl pyrrolidone K-30
(Kollidon K-30, BASF, Ludwigshafen, Germany), microcrystalline
cellulose (Avicel PH-101, Asahi Kasei Co. Ltd., Tokyo, Japan), dical-
cium phosphate dihydrate (Emcompress, Edward Mandell Co., Inc.,
Carmel, NY, USA), colloidal silicon dioxide (Aerosil 200, Degussa,
Rheinfelden, Germany), magnesium stearate (Mg-St) and talc,
were chosen. An analytical reagent grade of KBr cubic crystal
(5mm x 5mm x 5mm, Jasco Co., Tokyo, Japan) was cut into thin
plate for use.

2.2. Preparation of different GBP polymorphs and GBP-lactam

The commercial API of GBP used in this study was Form II, which
was the most stable polymorph available in the market (Braga et
al., 2008; Reece and Levendis, 2008). GBP Forms I, III, IV and GBP-
lactam were prepared according to the procedure of our previous
study (Hsu and Lin, 2009; Hsu et al., 2010).

Form I

A saturated solution of GBP dissolved in double distilled water
at 40°C was stored in a refrigerator at 4°C for one day. The pre-
cipitated crystals were isolated by filtration.
Form II

The commercial API of GBP used without further purification
was characterized to be form II (Satyanarayana et al.,, 2004;
Dobecki et al., 2006). The peak temperature of GBP Form Il in DSC
curve was 169°C (Hsu and Lin, 2009).
Form III

The GBP form IIl was prepared by rapidly heating the GBP form
I to 85°C in a DSC system (DSC-910, TA Instruments Inc., New
Castle, DE, USA) and isothermally maintained at 85 °C for 3 h, and
then cooled to 25°C.
Form IV

The GBP form IV was prepared by rapidly heating the GBP form
Il to 120°C in a DSC system and isothermally maintained at this
temperature for 90 min, and then cooled to 25°C.
GBP-lactam

The GBP-lactam was also prepared by directly heating the GBP
sample to 176°C in DSC system (DSC-910, TA Instruments Inc.,
New Castle, DE, USA), and then cooling to 25°C (Hsu and Lin,
2009). The peak temperature of GBP-lactam was 91 °Cin DSC curve
(Ciavarella et al., 2007; Hsu and Lin, 2009). All the above GBP poly-
morphs and GBP-lactam were stored within 6 months at 25°C and
70% relative humidity for study.

2.3. Preparation of various milled samples

Each type of GBP polymorph was respectively milled in an oscil-
latory ball mill (Mixer Mill MM301, Retsch GmbH & Co., Germany)
at 20 Hz for different times up to 120 min at room temperature. A
0.2 g powder sample was placed in a 25 ml volume stainless steel
milling jar containing two 15 mm diameter stainless steel balls. GBP
Form II was also co-milled with each additive at a weight ratio of
1:1 for 120 min. During milling, the milled sample was withdrawn
at prescribed intervals for further examination. All the milled or
co-milled samples were stored in an air tight container over silica
gel for further study.

2.4. Identification of each sample

Each GBP polymorph, GBP-lactam or milled sample was deter-
mined using FTIR microspectroscopy (IRT-5000-16/FTIR-6200,
Jasco Co., Tokyo, Japan) equipped with a mercury cadmium tel-
luride (MCT) detector via a transmission technique (Lin and Chien,
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Fig. 2. FTIR spectra of intact GBP Forms I-IV and GBP-lactam.

2003; Wang et al., 2007; Hsu and Lin, 2009; Hsu et al., 2010), A
trace amount of each sample was smeared on one piece of KBr plate
and directly compressed by a hydraulic press under 200 kg/cm?
for 15s. There was no polymorphic transformation occurred for
GBP under this compression procedure. The position and focus of
the sample on KBr plate were adjusted microscopically by means
of an aperture through optical system (ATOS) for analysis. All the
spectra were obtained at a 4cm~! resolution and at 100 scans.
The determinations were undertaken at 25+2°C and 65+ 5% RH
condition.

3. Results and discussion
3.1. Identification of different GBP polymorphs and GBP-lactam

Fig. 2 shows the FTIR spectra of intact GBP Forms I-IV and GBP-
lactam. Since GBP exhibits a zwitterion in the solid state, there
was no IR peak absorption in the usual NH stretching regions
(3500-3300 cm~1). The IR band absorptions for all GBP polymorphs
within 3200-2800 cm™! region were due to the NHs* stretching
vibration (Chimatadara et al., 2007). The broad peak at 3300 cm™!
for GBP Form I might be attributed to the OH stretching vibrational
mode of water molecule in the structure of GBP monohydrate. The
peaks near 2123-2200 cm~! were corresponded to the distinct side
chain and/or CN stretching vibration of all GBP polymorphs. In the
region of 1700-1500cm™, the IR bands could be assigned as the
ionized asymmetric carboxylate and NH3* deformation vibration,
respectively. The IR bands within 1500-1350 cm~! region were also
attributed to the asymmetric carboxylate band and/or CH, defor-
mation band. Several characteristic peaks for each GBP polymorph
in Fig. 2 might be clearly identified as follows: 3300, 2920, 1660,
1539, 1400 and 725 cm~"! for GBP Form I; 2931, 2154, 1615, 1546,
1475, 1400, 1300, 1165 and 709 cm~! for GBP Form II; 2926, 2200,
1644,1585,1511, 1400, 1231 and 1160 cm~! for GBP Form III; 3150,
2925, 2123, 1623, 1575, 1523, 1462, 1397, 1377 and 1087 cm™!
for GBP Form IV. On the other hand, the peaks at 3202, 2928 and
1699 cm~! were the unique bands of GBP-lactam.

Fig. 3. The milling effect on the changes in FTIR spectra of GBP Form L.

3.2. Milling effect on polymorphic transition of each GBP
polymorph

It has been proposed that phase changes in the solid state require
three steps: molecular loosening, solid solution formation and crys-
tallization of new phase (Byrn et al., 1999). The stresses applied to
crystals during mechanical milling can create new lattice defects
in their crystal lattices and contribute to lattice disorder, leading to
different packing arrangements and/or conformations within the
crystal lattice. The nucleation and growth of new lattice defects
may resultin solid-state polymorphic interconversion upon milling
(Brittain and Fiese, 1999; Vippagunta et al., 2001; Brittain, 2002).

The effect of milling time on the changes in FTIR spectra of GBP
Form I is displayed in Fig. 3. It is clearly evident that the peak
intensity at 3300 cm~! due to the stretching OH vibrational mode
of water molecule in the GBP monohydrate structure was grad-
ually reduced with the increase of milling time and disappeared
up to 105min. The peak intensity at 1660cm~! (C=0) was also
decreased, but the peak near 1624 cm~! (carboxylate) was shifted
to 1620cm~! at 75min and then to 1615cm~! at 90 min with
milling time. The changes in peak intensities at 1660, 1624, 1620
and 1615 cm~! might be due to the decrease in hydrogen bonding
between hydroxyl groups of H,O and carboxyl groups of GBP after
dehydration from anhydrate of GBP Form I. Moreover, the unique
peak at 1301 and 709 cm~! for GBP Form Il appeared from 75 min
and continuously increased its peak intensity. After milling for
105 min, the IR spectrum of the milled sample was consistent with
that of the IR spectrum of GBP Form II. This suggests that GBP Form |
was gradually dehydrated and also simultaneously transformed to
GBP Form Il under milling process. The detailed polymorphic tran-
sition of GBP Form I in the milling process is shown in Table 1 and
Scheme 1.

There was almost lack of change for the specific peaks at 2931,
1615, 1546 and 1400 cm™! in the IR spectrum of GBP Form II after
milling for 60 min, as shown in Fig. 4, but two small peaks at 1699
and 1677 cm™! attributed to GBP-lactam appeared. The persistence
of GBP Form Il after milling for 60 min was consistent with the result
of Braga’s study, in which GBP Form II kept its original form after
15 min manual milling (Braga et al., 2008). With the increase of
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Scheme 1. Time-dependent polymorphic transformation of different GBP polymorphs in the 120-min-milling course.

Table 1
Effect of milling process on the polymorphic transformation of GBP Form I.
Form [ 120-min-milled sample Form II
3300 - -
2920 2930 2931
2165 2154 2154
2142
1660 - -
1624 1615 1615
1539 1546 1546
- 1475 1475
1400 1400 1400
- 1301 1300
- 1165 1165
725 709 709

milling time, the peaks at 1644, 1584, 1510, 1462, 1400, 1231 and
1160 cm~! assigned to the characteristic peaks of GBP Form Ill were
observed in the IR spectrum after milling for 105 min. In this milling
process, GBP Form II was transformed to GBP Form III with a trace
amount of GBP-lactam. A small amount of GBP-lactam formation
was attributed to the heating effect induced by milling. When the
milling process was further continued to 120 min, several peaks at
3150, 1523, 1397, 1377 and 1087 cm~! appeared. These IR peaks
were corresponded to the characteristic peaks of GBP Form IV, sug-
gesting that the polymorphic transformation was further occurred
from GBP Form III to GBP Form IV. The effect of milling process on
the polymorphic transition of GBP Form Il is illustrated in Table 2
and Scheme 1.

Upon milling GBP Form III, the polymorphic transformation is
seen to occur progressively in Fig. 5. It is interesting to note that
GBP Form III was transited to GBP Form II after milling for 15 min,
due to the appearance of several specific peaks at 2930, 2153, 1615,

Table 2
Effect of milling process on the polymorphic transformation of GBP Form II.

Fig. 4. The milling effect on the changes in FTIR spectra of GBP Form II.

1547,1301 and 1165 cm~!. This was also consistent with the result
of Braga’s study, in which GBP Form IIl was transformed to GBP
Form II after manual milling for 15 min (Braga et al., 2008). When
the milling process was continued to 45 min, the peaks at 1615 and
1301 cm~! assigned to GBP Form II was still presented but its peak
intensity was reduced. Three peaks at 1644, 1584 and 1512 cm™!

Form II 105-min-milled sample Form III 120-min-milled sample Form IV
- - - 3150 3150
2931 2926 2926 2925 2925
2154 2200 2200 2200 (I1I1) 2123
- 1699 (lactam) - 1699 (lactam) -
- 1677 (lactam) - 1677 (lactam) -
1615 1644 1644 1644 (11I) 1623
- 1584 1585 1580 1575
1546 1510 1511 1523 1523
1475 1462 1462 1462 1462
1400 1400 1400 1397 1397
- - - 1377 1377
1300 - - - -
- 1231 1231 1231 1231
1165 1160 1160 - =
- - - 1087 1087
709 709 708 707 707




S.-Y. Lin et al. / International Journal of Pharmaceutics 396 (2010) 83-90 87

Table 3

Effect of milling process on the polymorphic transformation of GBP Form III
Form III 15-min-milled sample Form II 60-min-milled sample Form III 105-min-milled sample Form IV
- - - - - 3150 3150
2926 2930 2931 2926 2926 2925 2925
2200 2153 2154 2200 2200 2121 2123
- - - 1699 (lactam) - 1699 (lactam) -
- - - 1677 (lactam) - 1677 (lactam) -
1644 - - 1644 1644 1621 1623
- 1615 1615 1615 (I1) - - -
1585 1547 - 1584 1585 1574 1575
1511 - 1546 1512 1511 1524 1523
1462 1475 1475 1462 1462 1462 1462
1400 1400 1400 1400 1400 1397 1397
- - - - - 1377 1377
- 1301 1300 1301 (I1) - - -
1231 - - 1231 1231 1231 1231
1160 1165 1165 1160 1160 - -
- - - - - 1087 1087
708 708 709 709 708 707 707

Table 4

Effect of milling process on the polymorphic transformation of GBP Form IV.
Form IV 2-min-milled sample Form II 30-min-milled sample Form III 105-min-milled sample Form IV
3150 - - - - 3150 3150
2925 2930 2931 2927 2926 2925 2925
2123 2155 2154 2201 2200 2125 2123
- - - 1699 (lactam) - 1699 (lactam) -
- - - 1678 (lactam) - 1678 (lactam) -
1623 1615 1615 1644 1644 1622 1623
1575 - - 1584 1585 1574 1575
1523 - - 1511 1511 1523 1523
1462 1475 1475 1462 1462 1461 1462
1397 1400 1400 1400 1400 1397 1397
1377 - - - - 1377 1377
- 1301 1300 - - - -
1231 - - 1231 1231 1231 1231
- 1165 1165 1160 1160 - -
1087 - - - - 1087 1087
707 709 709 708 708 707 707

Fig. 5. The milling effect on the changes in FTIR spectra of GBP Form IIL

due to GBP Form Il appeared again, indicating the coexistence of
GBP Forms II and III in the milled mixture. In the mean time, the
peaks at 1699 and 1677 cm~! assigned to GBP-lactam were also
observed in the IR spectrum of the mixture. By continuous increas-
ing the milling time up to 60 min, the milled mixture was almost
transformed to GBP Form III (2926, 1644, 1585, 1511, 1231 and
1160 cm~1) with a small amount of GBP-lactam. After milling for
75 min, several peaks at 3150, 2121, 1621, 1576, 1523, 1431, 1397,
1377 and 1087 cm~! corresponded to GBP Form IV were found from
the IR spectrum of milled mixture. Moreover, the peaks at 1699 and
1677 cm~! assigned to GBP-lactam exhibited a more sharp inten-
sity after milling for 105 min, illustrating an increased amount of
GBP-lactam formation. The polymorphic transition of GBP Form III
under milling process is also indicated in Table 3 and Scheme 1.

IR spectra of the milled samples of GBP Form IV are presented in
Fig. 6. Obviously, the transformation was occurred from GBP Form
IV to Form II after milling for 2 min, in which several unique peaks
of GBP Form II were observed at 2930, 2155, 1615, 1546, 1475,
1301 and 1165 cm~'. Once milling was up to 15 min, a number of
peaks at 2927, 2200, 1644, 1584 and 1510cm~! due to GBP Form
Il appeared, indicating the coexistence of GBP Form Il and Form III
in the milled sample. Further continuous milling to 30 min, the IR
spectral peaks corresponding to GBP Form II disappeared but the
GBP Form III played a predominant component in the milled sam-
ple. While two peaks at 1699 and 1678 cm~! due to GBP-lactam
were also found in the IR spectrum of 30-min-milled sample, show-
ing that 30-min-milled sample consisted of GBP Form Il with a little
amount of GBP-lactam. By continuous milling to 60 min, the GBP
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Fig. 6. The milling effect on the changes in FTIR spectra of GBP Form IV.

Form Il was transited to GBP Form IV due to the characteristic peaks
appeared at 3150, 1622, 1574, 1523, 1397, 1377 and 1087 cm™!.
By increasing the milling time to 105 min, except the presence of
GBP Form IV, two peaks at 1699 and 1677 cm~! with more intense
peak intensity were shown, indicating that an increased amount
of GBP-lactam was co-mixed with GBP Form IV in the 105-min-
milled sample. Table 4 and Scheme 1 also reveal the polymorphic
transition of GBP Form IV upon milling.

3.3. Co-milling effect on polymorphic stability of GBP Form Il
with different additives

Since the co-milling technique plays an important role in the
pharmaceutical industry, the effect of co-milling process on the
polymorphic transition of GBP Form II with different additives
was investigated. After milling GBP Form II with 13 additives for
120 min, the polymorphic phase transformation behavior of GBP
Form II can be divided into three types, as shown in Figs. 7-9.

By co-milling GBP Form Il with dicalcium phosphate dihydrate,
magnesium stearate, 3-CD, mannitol or corn starch, there was lack
of polymorphic change for GBP Form II, as shown in Fig. 7. The char-
acteristic peaks at 1615, 1546, 1475, 1420, 1400 and 1300 cm~! of
GBP Form II were still presented in the FTIR spectra of the milled
samples, implying that Emcompress, 3-CD, mannitol, corn starch
or magnesium stearate (Mg-St) failed to induce the polymorphic
transformation of GBP Form II in the co-milling process and for-
mation of GBP-lactam. On the other hand, the co-milled mixture
of GBP Form II with Avicel, dextrin, HP-3-CD, HPMC, Kollidon K-30
or gelatin exhibited the specific peaks at 2123-2124, 1619-1621,
1571-1574, 1522-1524, 1461-1462, 1397-1398, 1377-1379 and
1087 cm~!, which was similar to that of IR spectral peaks of
GBP Form IV (Fig. 8). This illustrates that GBP Form II could be
transformed into GBP Form IV in the presence of Avicel, dextrin,
HP--CD, HPMC, Kollidon K-30 or gelatin after milling process. It
was different from the result of Fig. 4, in which GBP Form Il might
be changed to large amount of GBP Form IV with a small amount of

Fig. 7. The changes in FTIR spectra of GBP Form II after co-milling with dicalcium
phosphate dihydrate (a), magnesium stearate (b), 3-CD (c), mannitol (d) or corn
starch (e). Solid line: co-milled mixture; dotted line: additive alone.

GBP Form III and GBP-lactam after milling GBP Form II alone. The
detailed mechanism is unclear, but the coexistence of these addi-
tives for preventing the over-heat of GBP Form Il during co-milling
process might be responsible for this result. After co-milling GBP

Fig. 8. The changes in FTIR spectra of GBP Form II after co-milling with Avicel (a),
dextrin (b), HP-B-CD (c), HPMC (d), Kollidon K-30 (e) or gelatin (f). GBP Form IV was
acted as a control. Solid line: co-milled mixture; dotted line: additive alone.
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Fig. 9. The changes in FTIR spectra of GBP Form II after co-milling with Aerosil (a)
or talc (b). GBP Form IV or GBP-lactam was acted as a control. Solid line: co-milled
mixture; dotted line: additive alone

Scheme 2. Polymorphic transformation of GBP Form II after 120-min-co-milling
with various additives.

Form Il with Aerosil or talc, except the appearance of several unique
peaks at 1622-1623, 1571-1574, 1522-1523, 1431, 1397-1398
and 1377-1379 cm~! belonging to GBP Form IV, the predominant
peak at 1699 cm~! was also found in the second-derivative IR spec-
trum (Fig. 9). This clearly evidences that co-milling GBP Form Il with
Aerosil or talc could not only largely induce the polymorphic trans-
formation from GBP Form Il to GBP Form IV but also produce a small
amount of GBP-lactam in the co-milled mixture. The transition of
GBP Form II upon co-milling with additives was summarized in
Scheme 2.

4. Conclusions

In the present 120-min-milling course study, the polymorphic
transformation of each GBP polymorph was summarized as fol-
lows: (I) in the absence of additive: GBP Form I was previously
dehydrated and transited to Form II; GBP Form II was first trans-
formed to Form Il and finally changed to Form IV; GBP Form IIl was
previously transited to Form II, then changed to Form IIl and trans-
formed to Form IV at last; whereas GBP Form IV was first changed
to Form II, then transited to Form III and finally to Form IV. A lit-
tle amount of GBP-lactam was also detected in the milled mixture

when GBP Form Il or IV was contained. (II) In the presence of addi-
tive: the co-milling effect on the polymorphic change of GBP Form
Il was dependent on the types of additive used. There was almost
lack of polymorphic transition for GBP Form II by co-milling GBP
Form II with Emcompress, 3-CD, mannitol, corn starch or Mg-St.
By co-milling GBP Form II with Avicel, dextrin, HP-3-CD, HPMC,
Kollidon K-30 or gelatin, however, GBP Form Il was transformed to
Form IV alone. The GBP Form IV and a little amount of GBP-lactam
were also formed in the co-milled mixture after co-milling with
GBP Form II with Aerosil or talc.

References

Ainouz, A., Authelin, J.R., Billot, P., Lieberman, H., 2009. Modeling and prediction of
cocrystal phase diagrams. Int. J. Pharm. 374, 82-89.

Atkinson, M.BJ., Bucar, D.K.,, Sokolov, A.N., Friscic, T., Robinson, C.N., Bilal,
M.Y., Sinada, N.G., Chevannes, A., MacGillivray, L.R., 2008. General appli-
cation of mechanochemistry to templated solid-state reactivity: rapid and
solvent-free access to crystalline supermolecules. Chem. Commun. 44, 5713-
5715.

Bahl, D., Hudak, J., Bogner, R.H., 2008. Comparison of the ability of various pharma-
ceutical silicates to amorphize and enhance dissolution of indomethacin upon
co-grinding. Pharm. Dev. Technol. 13, 255-269.

Bailey, A.G., 1984. Electrostatic phenomena during powder handling. Powder Tech-
nol. 37, 71-85.

Balani, P.N., Ng, W.K,, Tan, R.B., Chan, S.Y., 2010. Influence of excipients in comilling
on mitigating milling-induced amorphization or structural disorder of crys-
talline pharmaceutical actives. J. Pharm. Sci. 99, 2462-2474.

Barzegar-Jalali, M., Valizadeh, H., Shadbad, M.R., Adibkia, K., Mohammadi, G., Fara-
hani, A., Arash, Z., Nokhodchi, A., 2010. Cogrinding as an approach to enhance
dissolution rate of a poorly water-soluble drug (gliclazide). Powder Technol.
197, 150-158.

Braga, D., Grepioni, F., Maini, L., Rubini, K., Polito, M., Brescello, R., Cotarca, L., Duarte,
M.T.,André, V., Piedade, M.F.M., 2008. Polymorphic gabapent thermal behaviour
reactivity interconversion of forms in solution solid-state. New J. Chem. 32,
1788-1795.

Brittain, H.G., Fiese, E.F., 1999. Effects of pharmaceutical processing on drug poly-
morphs and solvates. In: Brittain, H.G. (Ed.), Polymorphism in Pharmaceutical
Solids. Marcel Dekker, New York, pp. 331-361.

Byrn, S.R,, Pfeiffer, R.R., Stowell, ].G., 1999. Solid-State Chemistry of Drugs, 2nd edn.
SSCI Inc., West Lafayette, IN, USA.

Brittain, H.G., 2002. Effects of mechanical processing on phase composition. J. Pharm.
Sci. 91, 1573-1580.

Chaumeil, J.C., 1998. Micronization: a method of improving the bioavailability of
poorly soluble drugs. Method Find. Exp. Clin. Pharmacol. 20, 211-215.

Chawla, G., Bansal, A.K., 2004. Challenges in polymorphism of pharmaceuticals.
CRIPS 5, 5-12.

Chimatadara, S.A., Basavaraja, T., Thabaja, K.A., Sharanappa, T., 2007. Ruthenium(III)
catalysed oxidation of gabapentin (neurontin) by diperiodatocuprate(Ill) in
aqueous alkaline medium: a kinetic and mechanistic study. J. Mol. Catal. A:
Chem. 267, 65-71.

Ciavarella, A.B., Gupta, A, Sayeed, V.A., Khan, M.A., Faustino, P.J., 2007. Development
and application of a validated HPLC method for the determination of gabapentin
and its major degradation impurity in drug products. J. Pharm. Biomed. Anal. 43,
1647-1653.

Colombo, 1., Grassi, G., Grassi, M., 2009. Drug mechanochemical activation. J. Pharm.
Sci. 98, 3961-3986.

Datta, S., Grant, D.J.W., 2004. Crystal structures of drugs: advances in determination,
prediction and engineering. Nat. Rev. Drug Discov. 3, 42-57.

Descamps, M., Willart, J.F.,, Dudognon, E., Lefort, R., Desprez, S., Caron, V., 2007a.
Phase transformations induced by grinding: what is revealed by molecular
materials. Mater. Res. Soc. Symp. Proc. 979, 116-131.

Descamps, M., Willart, J.F., Dudognon, E., Caron, V., 2007b. Transformation of phar-
maceutical compounds upon milling and comilling: the role of Tg. J. Pharm. Sci.
96, 1398-1407.

Frisci¢, T., Jones, W., 2009. Recent advances in understanding the mechanism of
cocrystal formation via grinding. Cryst. Growth Des. 9, 1621-1637.

Dobecki, D.A., Schocket, S.M., Wallace, M.S., 2006. Update on pharmacotherapy
guidelines for the treatment of neuropathic pain. Curr. Pain Headache Rep. 10,
185-190.

Goa, K.L, Sorkin, E.M., 1993. Gabapentin. A review of its pharmacological properties
and clinical potential in epilepsy. Drugs 46, 409-427.

Hsu, C.H,, Lin, S.Y., 2009. Rapid examination of the kinetic process of intramolecular
lactamization of gabapentin using DSC-FTIR. Thermochim. Acta 486, 5-10.
Hsu, C.H.,Ke, W.T., Lin,S.Y.,2010. Progressive steps of polymorphic transformation of
gabapentin polymorphs studied by hot-stage FTIR microspectroscopy. J. Pharm.

Pharmaceut. Sci. 13, 67-77.

Kesisoglou, F., Panmai, S., Wu, Y., 2007. Nanosizing-oral formulation development
and biopharmaceutical evaluation. Adv. Drug Deliv. Rev. 59, 631-644.

Lin, S.Y., Chien, J.L., 2003. In vitro simulation of solid-solid dehydration, rehydra-
tion, and solidification of trehalose dihydrate using thermal and vibrational
spectroscopic techniques. Pharm. Res. 20, 1926-1931.



90 S.-Y. Lin et al. / International Journal of Pharmaceutics 396 (2010) 83-90

Lin, S.Y., Cheng, W.T., Wang, S.L., 2006. Thermodynamic and kinetic characterization
of polymorphic transformation of famotidine during grinding. Int. J. Pharm. 318,
86-91.

Lin, S.Y., Cheng, W.T., Wang, S.L., 2007. Thermal micro-Raman spectroscopic study
of polymorphic transformation of famotidine under different compression pres-
sures. J. Raman Spectrosc. 38, 39-43.

Moretti, R., Antonello, R.M., Torre, P., Cazzato, G., 2000. Headache and neck pain:
gabapentin as a possible treatment. J. Headache Pain 1, 155-161.

Morris, K.R., Griesser, U.J., Eckhardt, CJ., Stowell, ].G., 2001. Theoretical approaches
to physical transformations of active pharmaceutical ingredients during manu-
facturing processes. Adv. Drug Deliv. Rev. 48, 91-114.

Nokhodchi, A., Okwudarue, O.N., Valizadeh, H., Momin, M.N., 2009. Cogrinding as a
tool to produce sustained release behavior for theophylline particles containing
magnesium stearate. AAPS PharmSciTech. 10, 1243-1251.

Oguchi, T., 2004. Grinding process applied for pharmaceutical products. J. Pharm.
Sci. Technol. (Jpn.) 64, 59s-61s.

Pesachovich, M., Singer, C., Pilarski, G., 2001. Preparation of gabapentin. US Patent
6255526.

Ranpise, N.S., Kulkarni, N.S., Mair, P.D., Ranade, A.N., 2010. Improvement of water
solubility and in vitro dissolution rate of aceclofenac by complexation with beta-
cyclodextrin and hydroxypropyl-beta-cyclodextrin. Pharm. Dev. Technol. 15.

Rasenack, N., Miiller, B.W., 2004. Micron-size drug particles: common and novel
micronization techniques. Pharm. Dev. Technol. 9, 1-13.

Reece, H.A,, Levendis, D.C., 2008. Polymorphs of gabapentin. Acta Crystallogr. C64,
0105-0108.

Satyanarayana, C., Ramanjaneyulu, G.S., Kumar, L.V.S., 2004. Novel polymorph of
gabapentin and its conversion to gabapentin Form-II. WO 2004/110342.

Sills, G.J., 2006. The mechanisms of action of gabapentin and pregabalin. Curr. Opin.
Pharmacol. 6, 108-113.

Wang, S.L, Lin, S.Y., Hsieh, T.F., Chan, S.A., 2007. Thermal behavior and thermal decar-
boxylation of 10-hydroxycamptothecin in the solid sate. J. Pharm. Biomed. Anal.
43, 457-463.

Watanabe, T., Hasegawa, S., Wakiyama, N., Kusai, A., Senna, M., 2003. Compar-
ison between polyvinylpyrrolidone and silica nanoparticles as carriers for
indomethacin in a solid state dispersion. Int. J. Pharm. 250, 283-286.

Wongmekiat, A., Tozuka, Y., Moribe, K., Oguchi, T., Yamamoto, K., 2007. Preparation
of drug nanoparticles by co-grinding with cyclodextrin: formation mechanism
and factors affecting nanoparticle formation. Chem. Pharm. Bull. (Tokyo) 55,
359-363.

Vippagunta, S.R., Brittain, H.G., Grant, D.J., 2001. Crystalline solids. Adv. Drug Deliv.
Rev. 48, 3-26.

Yildirim, K., Deniz, O., Gureser, G., Karatay, S., Ugur, M., Erdal, A., Senel, K., 2009.
Gabapentin monotherapy in patients with chronic radiculopathy: the efficacy
and impact on life quality. J. Back Musculoskelet. Rehabil. 22, 17-20.

Yu, LX,, Lionberger, R.A., Raw, A.S., D’Costa, R., Wu, H., Hussain, A.S., 2004. Appli-
cations of process analytical technology to crystallization processes. Adv. Drug
Deliv. Rev. 56, 349-3609.

Zour, E., Lodhi, S.A., Nesbitt, R.U., Silbering, S.B., Chaturvedi, P.R., 1992. Stability
studies of gabapentin in aqueous solutions. Pharm. Res. 9, 595-600.



	Solid-state transformation of different gabapentin polymorphs upon milling and co-milling
	Introduction
	Materials and methods
	Materials
	Preparation of different GBP polymorphs and GBP-lactam
	Preparation of various milled samples
	Identification of each sample

	Results and discussion
	Identification of different GBP polymorphs and GBP-lactam
	Milling effect on polymorphic transition of each GBP polymorph
	Co-milling effect on polymorphic stability of GBP Form II with different additives

	Conclusions
	References


