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Switch from Immediate-release Pramipexole to Extended-release
Pramipexole: The Safety and Efficacy Characteristics of
Sixty-eight Patients

Kisa Etkili Pramipeksolden Uzun Etkili Pramipeksole Gegis: Altmis Sekiz Hastanin
Giivenlik ve Etkinlik Ozellikleri
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Summary

Objective: To evaluate the safety and efficacy of switching from immediate-release pramipexole (pex) to extended-release pramipexole (pex-ER).

Materials and Methods: Pex-ER became available in Turkey about a year ago, since then we documented satisfactory information on patients (26 women;
38%) who were switched from pex to pex-ER. We recorded pre- and post-switch pex and levodopa, equivalent doses of other anti-parkinsonian medication, and
analyzed the frequency and nature of reported adverse effects.

Results: The mean age of the patients was 63.3 years (range, 44-88 years), and the mean disease duration was 7.1 years (range, 1-27 years). The other drugs were
levodopa (57 patients, 82.6%), entacapone (24 patients, 34.58%), rasagiline (20 patients, 29%), amantadine (18 patients, 26.1%), and apomorphine (six patients,
8.7%). Switch from pex to pex-ER was uneventful in 62 (91.2%) patients. Adverse events were reported in six (8.8%) patients: ankle swelling (two patients),
nausea (one patient), dyskinesia (one patient), hypersexuality (one patient), and psychosis (one patient). Problems resolved with further medication change in two
patients. Four patients preferred to return to pex.

Conclusion: The great majority of patients (91.2%) switched from three times daily pex to once daily pex-ER uneventfully. A slight increase in pex daily dose,
which was tailored according to patients’ symptomatic needs, resulted in an increase in post-switch levodopa equivalent doses. Our experience is compatible with
previously reported studies.
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Oz

Amag: Bu ¢alismada, kisa etkili pramipeksolden (pex) uzun etkili pramipeksole (pex-ER) gecisteki etkililik ve givenligin kendi hasta popiilasyonumuz agisindan
olciilmesi amaglanmustur.

Gerec¢ ve Yontem: Pex-ER nin iilkemizde kullanima girmesinden yaklagik bir yil sonra retrospektif olarak Parkinson hastalig1 (PH) dosyalari tarandi. Caligmaya
tek gecede pex’den pex-ER’ye gecilen hastalar alindi. Alemis sekiz hasta (26’s1 kadin) (%38) ¢alismaya dahil edildi. Hastalarin yas, cinsiyet, hastalik siiresi, ek
hastaliklari, kullandig: ilaglar, pex dozlari, pex-ER dozlari, yan etki (YE) olup olmadig1, YE ¢esidi ve siddeti, ilaca devamlilig1 kaydedildi.

Bulgular: Ortalama yas 63,3 (44-88 aras1), ortalama hastalik siiresi 7,1 yil (1-27 aras1) idi. PH i¢in dopamin agonisti dig1 kullandiklar ilaclar levodopa (57 hasta,
%82,6) rasajilin (20 hasta, %29), amantadin (18 hasta, %26,1), apomorfin (alt: hasta, %8,7) idi. Hastalarin 62 (%91,2) tanesinde pex’den pex-ER gecis sorunsuz
bir sekilde tamamlandi. Alt1 (%8,8) hastada ise YE goriildii. YE'ler; ayak bileginde siglik (iki hasta), kusma (bir hasta), diskinezi (bir hasta), hiperseksiialite (bir

hasta) ve psikozdu (bir hasta). Pex’den pex-ER’ye gecen hastalarin pramipeksol dozu ve levodopa esdeger dozu anlamli derecede artmisti (p=0,00).
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Sonug: Pramipeksol dozu hastalarin semptomatik ihtiyaglarina gore artirtlmig olup bu durum pex’den pex-ER’ye gecen hastalarda levodopa esdeger dozunun

anlamli derecede artmasina yol agmustir. Pex’den pex-ER’ye bir gecede gegis hastalarin %90’1na, sorunsuz ger¢eklesmistir. Bulgularimiz énceki ¢alismalar ile

uyumludur.

Anahtar Kelimeler: Parkinson hastaligi, dopamin agonistleri, uzun etkili pramipeksol

Introduction

Parkinson’s disease (PD) is a chronic, progressive, and
degenerative disease associated with rigidity, bradykinesia, resting
tremor, postural instability, and freezing. Non-motor symptoms
including autonomic dysfunction, depression, anxiety, sleep
disorders and cognitive dysfunction can be seen in PD (1,2). PD
is the second most common neurodegenerative disease following
Alzheimer’s disease, and effects 1% of the population aged over 60
years (3). The prevalence of PD was reported to be 111/100.000 in
Eskisehir in a study performed in 1995 and 2.23% in Bursa in the
population aged over 40 years in a study performed in 2009 (4,5).
PD is associated with selective loss of dopaminergic neurons in the
substantia nigra. Dopamine agonists (DA) are used as monotherapy
in early PD and add-on treatment in late PD (6).

Pramipexole (pex), a non-ergot DA, differs from other DAs with
its high affinity to D3 dopaminergic receptors, which probably
makes it effective in the treatment of depression and apathy, and
which also likely causes impulse control disorders more often
(7,8,9,10,11). End-of-dose worsening and peak-dose dyskinesia
are less common in patients with PD when pex is used instead of
levodopa as the initial treatment. Also, pex is more effective in the
treatment of end-of-dose worsening (12).

The standard formulation of pex is used three times per day,
and a new once-daily formulation has been made available in our
country recently.

This study aimed to investigate the efficiency and safety of
switching from immediate-release pramipexole (pex) to extended-
release pramipexole (pex-ER) in our patient population.

Materials and Methods

The medical records of patients with PD were retrospectively
analyzed approximately one year after the release of pex-ER in
Turkey. The records of 68 patients whose treatments were switched
from pex to pex-ER were investigated. Data from participants
including age, sex, duration of disease, medical history, drug
use, dosages of pex, dosages of pex-ER, adverse effects and their
severities, and continuity of treatment were recorded.

Levodopa/carbidopa (CR) + (levodopa/CRx0.75) + tolcapone
or entacapone (levodopa/CR + levodopa/CRx0.75)x0.25 + (pex or
cabergoline x67) + (pergolide x100) + (ropinirole x20) + (piribedil
x50) + (bromocriptine x10) + (apomorphine x8) formulations
were used to calculate levodopa equivalent doses before and after
switching (13). Data were analyzed using SPSS.

Results

Sixty-eight patients were included in the study, 26 (38%) of
which were women. The mean age was 63.3 years (range, 44-88
years), and the mean duration of disease was 7.1 years (range,

1-27 years). Levodopa was the most commonly used non-DA drug
(56 patients, 82.6%) followed by rasagiline (20 patients, 29%),
amantadine (18 patients, 26.1%), apomorphine (six patients,
8.7%). In 62 (91.2%) patients, the switch from pex to pex-ER
was achieved uneventfully. Adverse events including edema of
the wrist in two patients, vomiting in one patient, dyskinesia in
one patient, hypersexuality in one patient, and psychosis in one
patient, were seen in six patients (8.8%). Problems in two patients
were resolved by modifying the treatment, but four patients were
switched back to pex from pex-ER. Pex and levodopa equivalent
dosages were significantly higher in patients switched from pex to
pex-ER, (p<0.001) (Table 1). The Mann-Whitney U test was used
to compare patients with and without adverse events. (Adverse
events +, mean=59.83, standard deviation=12.85), (adverse
events -, mean=063.75, standard deviation=9.09), (p=0.33).
Differences between sexes were compared using Fisher’s chi-square
and no difference was found (p=0.999). Severity of disease was not
evaluated in this study.

Levodopa equivalent dose was increased in all patients because
they were all admitted to hospital while symptomatic.

Table 1. Dosages of pramipexole and levodopa equivalent
dosages before and after switch to extended-release

pramipexole. Dosages were increased because of patients’
symptomatic needs

Dosages before  Dosages after p

switch (mg/day) switch (mg/day)
Pramipexole 2.5 (SD 1.3) 3.1(SD 1.2) 0.00
Levodopa- 653.2 (SD 498.2)  719.1 (SD 562.9)  0.00

equivalent Dosage

SD: Standard deviation

62

6
— :
| I
Number of patients with Number of patients with Number of patients with
succesful switch advers events switch failure

Figure 1. Adverse effects in “switch from pramipexole to extended-
release pramipexole” group

115



Turk J Neurol 2016;22:114-116

Discussion

This study showed that overnight switch from pex to pex-ER
is sufficient and safe. The switch from pex to pex-ER was achieved
uneventfully in 92.2% of patients, adverse events were seen in six
of 68 patients, and four patients were switched back to pex from
pex-ER (Figure 1). The dosage of pex was increased due to effects
of motor symptoms on daily activities of patients. This caused an
significant increase in levodopa equivalent dose in patients who
were switched from pex to pex-ER.

In a randomized, double-blind, controlled trial by the
Pramipexole Working Group, 507 patients with late PD were
followed up for 18 weeks and were evaluated using the Unified
Parkinson’s Disease Rating Scale (UPDRS) scores and “off” times.
Pex-ER was found as efficient as pex (level of evidence: Class 1).
Changes of UPDRS scores were -11, -12.8, and -6.1, and changes
of "off” times were -2.1, -2.3, and -1.4 for pex-ER, pex, and the
placebo group, respectively (14).

The same working group followed up patients with early PD
for 33 weeks and their UPDRS scores were evaluated in the 18th
and 331d weeks. Pex-ER was found as efficient as pex and better
than placebo, the changes of UPDRS scores were -7.4, -7.5, and
-2.7 in the 18th week, and 8.2, -8.3, and -1.2 in the 33rd week for
pex-ER, pex, and placebo, respectively (15).

Another double-blind, randomized, controlled study by the
same group included patients who used more than 1.5 mg/day
pex for more than 3 months and 3 times a day. The patients were
divided into 2 groups: switch from pex to pex-ER and pseudo-
switch from pex to pex-ER. Successful switch was made from pex
to pex-ER at the end of 9 weeks in 84.5% of patients, and this ratio
was 94.2% in the pseudo-switch group. No adverse events were
reported that caused switch failure (16). Similarly, switch from pex
to pex-ER was made successfully in 92.2% of patients in our study.

Patients with PD whose disease duration was more than 2
years, with 2-4 Hoehn-Yahr stages and who were aged over 30
years were included in a double-blind, randomized, controlled
study in China, which was simultaneously performed in 20
centers. Patients were divided into pex users (IR) (n=239) and
pramipexole-ER users (ER) (n=236) and were followed up 18
weeks. When the changes of UPDRS scores were evaluated, pex-
ER was found as efficient and safe as pex, the changes of UPDRS
scores were -13.81 and 13.09 for pex-ER and pex, respectively.
The incidence of adverse events was 68.8% in the ER arm and
73.6% in the IR arm with few severe adverse events (ER: 2.1%;
IR: 3.8%). The most reported adverse events were somnolence,
vertigo and nausea (17).

Conclusion

As a result, considering the dose requirements of patients,
switch from pex to pex-ER was found to be safe, which is similar
to other study findings.
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