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° Background and Objectives @ Class of Evidence
Pe n e r b I t Patients with spinal cord injury (SCI) commonly experience central neuropathic pain (CNeP), Criteria for rating
sy : : i : : e therapeutic and diagnostic
which is challenging to treat. Mirogabalin is effective for peripheral neuropathic pain, but :
evidence for CNeP is lacking. studies
Neurology Journals, American Academy s NPub.org/ coe
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Infographic
Of NeUI’O|Ogy This randomized, double-blind, placebo-controlled, phase 3 study investigated mirogabalin gks.hvwfom?\’VNL /C658

efficacy and safety for the treatment of CNeP in patients with traumatic SCI. Adult patients
. from 120 sites throughout Japan, Korea, and Taiwan were randomized (1:1) to receive placebo
Pe n u I I s or mirogabalin ($ mg twice daily [BID] for 1 week, 10 mg BID for 1 week, and 10 or 15 mg BID
for 12 weeks). Patients with moderate renal impairment received half the dosage. The primary
efficacy endpoint was change from baseline in the weekly average daily pain score (ADPS) at

I week 14. The secondary endpoints included ADPS responder rates, the Short-Form McGill
UShIdO’ et al Pain Questionnaire (SE-MPQ), average daily sleep interference score (ADSIS), and Neuro-
pathic Pain Symptom Inventory (NPSI). Adverse events were monitored for safety.




Abstract

Background and Objectives
Patients with spinal cord injury (SCI) commonly experience central neuropathic pain (CNeP),

which is challenging to treat. Mirogabalin is effective for peripheral neuropathic pain, but
evidence for CNeP is lacking.

Methods

This randomized, double-blind, placebo-controlled, phase 3 study investigated mirogabalin
efficacy and safety for the treatment of CNeP in patients with traumatic SCL Adult patients
from 120 sites throughout Japan, Korea, and Taiwan were randomized (1:1) to receive placebo
or mirogabalin (5 mg twice daily [BID] for 1 week, 10 mg BID for 1 week, and 10 or 15 mg BID
for 12 weeks). Patients with moderate renal impairment received half the dosage. The primary
efficacy endpoint was change from baseline in the weekly average daily pain score (ADPS) at
week 14. The secondary endpoints included ADPS responder rates, the Short-Form McGill
Pain Questionnaire (SF-MPQ), average daily sleep interference score (ADSIS), and Neuro-
pathic Pain Symptom Inventory (NPSI). Adverse events were monitored for safety.

Results

Each treatment group comprised 150 patients. Mirogabalin elicited a statistical and clinically
relevant improvement in change from baseline in the weekly ADPS at week 14 (least-squares
mean difference [95% CI] vs placebo —0.71 [-1.08 to —0.34], p = 0.0001). Responder rates at
week 14 were higher for mirogabalin than those for placebo (odds ratio [95% CI] 1.91
[1.11-3.27] for the >30% responder rate; 2.52 [1.11-5.71] for the >50% responder rate).
Statistical improvements (i.e., least-squares mean difference [95% CI] vs placebo) were also
observed in the SF-MPQ (-2.4 [-3.8 to —1.1]), ADSIS —0.71 (-1.04 to —0.38), and NPSI -7.7
(-11.1 to —4.4) scores. Most treatment-emergent adverse events were mild; no serious adverse
drug reactions were reported.

Discussion
Mirogabalin elicited clinically relevant decreases in pain and was well tolerated, suggesting that
mirogabalin is a promising treatment for patients with CNeP due to SCL
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Pendahuluan =

Neuropathic pain diklasifikasikan menjadi sentral dan perifer, berdasarkan
elemen sistem saraf yang terlibat.
!
Nyeri neuropatik perifer (PNeP): neuropati diabetik, postherpetic neuralgia,
dan radikulopati.
Nyeri neuropatik sentral (CNeP): cedera tulang belakang (SCI), nyeri post
stroke, dan muiltiple sclerosis.

!

Gejala klinis nyeri neuropatik: nyeri spontan, hyperalgesia, allodynia.

Diagnosis CNeP membutuhkan riwayat penyakit dan cedera, serta
distribusi nyeri secara neuroanatomi (ex. Pasien SCI > diagnosis CNeP jika
nyeri terjadi pada dermatome di bawah atau tepat pada tingkat SCI)
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Pendahuluan

Farmakoterapi untuk nyeri neuropatik saat ini:
 tidak meredakan nyeri yang memadai

Fig. 1 PATHOGENESIS OF NEUROPATHIC PAIN
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dibutuhkan pilihan terapi yang lebih baik.

PNS —Peripheral Nervous System, CNS- Central Nervous System, DRG- Dorsal Root Ganglion

Mirogabalin Tujuan Penelitian
« Ligan a2d oral selektif, kelas gabapentinoid, disetujui di Jepang th Belum ada penelitian uji klinis sebelumnya yang menguiji
2019 untuk pengobatan PNeP. efektifitas dan keamanan penggunaan mirogabalin
« Studi preklinik di model tikus dengan SCI - efek analgesik bertahan pqda pasien CNeP. > studi fase 3, double blind,
lama dengan dosis tunggal - manfaat potensial untuk pasien CNeP. terkontrol placebo dilakukan untuk menilai efektifitas
* Studi klinis selanjutnya: dan keamanan mirogabalin pada pasien Asia dengan
» Efektif dan dapat ditoleransi dengan baik CNeP pasca SCl. & membandingkan perubahan skor
* Aman dan efektif meredakan nyeri nyeri average daily pain score (ADPS) secara mingguan
- Mengurangi VAS pada pasien stenosis tulang belakang dan pada minggu ke 14 pada pasien dengan CNeP ec SCI
HNP penerima mirogabalin vs placebo.
« Jumlah pasien yang direkrut kecil = dipertimbangkan sebagai data
awal.




Metode Penelitian Poge osots

 Uji klinis fase 3, multinational, randomized, double blind, placebo controlled
trial dari mirogabalin untuk pengobatan CNeP pada SCI.

 Dilakukan di 120 tempat meliputi Jepang, Korea dan Taiwan.

« Pasien merupakan pasien rawat inap maupun rawat jalan.

- Obat yang dilarang digunakan bersamaan saat uji klinis - mirogabalin,
pregabalin, gabapentin, opioid.

» Obat yang dapat digunakan bersamaan - antiepilepsi (kecuali gabapentin
dan pregabalin), antidepresan, hipnotik, anxiolytics, tramadol. Hanya
diizinkan jika dosisnya tidak diubah selama 28 hari sebelum skrining.
Perubahan dosis tidak diizinkan. Acetaminophen diizinkan sebagai rescue
drug.

« Terapi yang diizinkan jika frekuensi penggunaan tidak berubah: nerve block,
terapi laser, akupuntur, dan spinal cord stimulataion.




» Data diasumsikan berdistribusi normal dengan SD 1,75 untuk perubahan
ADPS pada minggu ke 14

» Student’s T Test digunakan dengan signifikansi 1 sisi 0.025 dengan minimal
80% statistical power

« SD diasumsikan berdasarkan penelitian sebelumnya pada DPNP dan PHN

» Variabel efikasii primer dianalisis menggunakan modified intention to treat
(mMiTT) set,

- Semua anadlisis dilakukan di software SAS version 9.4 atau diatasnya




Alur Penelitian Fage osets

InNformed consent

Washout period: 28 hari bagi pasien yang mengonsumsi mirogabalin, pregalbalin,
atau gabapentin sebelum screening dan observasi.

Randomisasi subjek penerima placebo vs mirogabalin selama 14 minggu - 2
minggu periode titrasi dan 12 minggu periode maintenance.

Administrasi mirogabalin secara oral dan dititrasi sesuai fungsi ginjal.

Pasien dengan Creatinine Clearance (CrCL) Pasien dengan Creatinine Clearance (CrCL)
>60 mL/min saat screening 30-<60 mL/min saat screening
5 mg mirogabalin 2x/hari (BID) selama | 2.5 mg mirogabalin 2x/hari (BID) selama 1
minggu > 10mg BID selama 1 minggu > minggu - 5 mg BID selama 1 minggu > 5
10/15 mg BID selama 12 minggu atau 7.5 mg BID selama 12 minggu

8x follow up: 1 saat screening, 1 saat randomisasi, 4x saat periode pengobatan, 1
saat akhir pengobatan dan 1 saat follow up pasca pengobatan




Alur Penelitian

Observation

Titration

Maintenance
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Period ke Period Dose Period
Mirogabalin | Mirogabalin Mirogabalin
OME XM 10 mg or 15 mg
BID: | BID: BID:
Washout : i
IC >28 days Observation
———— | A——— A————————— A ————————————————————————————————————————————————————————————————————
1 1 Week 1 Week 1 Week 12 Weeks
Screening Randomization

aPatients with CrCL of 30—<60 mL/min at screening received mirogabalinat 50% of the normal dose.

Abbreviations: BID = twice daily; CrCL = creatinine clearance; IC = informed consent.



Kriteria Restriksi

O1

Kriteria Inklusi

Usia 220 tahun saat informed consent
Memberikan informed consent

Memahami prosedur uji klinis

Menyelesaikan kuisioner

Dengan diagnosis SCI C4-T12 yang dikonfirmasi
dengan MRI; American Spinal Injury Association
impairment scale A, B, C, atau D

area nyeri neuropatik di bawah/pada level SCI;
SCl 2 6 bulan saat skrining, nyeri stabil CNeP
selama paling sedikit 3 bulan sebelum skrining
Skor nyeri 240mm dengan Short form McGill Pain
Questionnaire (SF-MPQ),

VAS pada skrining dan randomisasi; dan
penyelesaian paling sedikit 4 hari dari daily pain
diary saat randomisasi dengan ADPS 24 dari 1
poin numeral rating scale.

Page 10 of 31

Kriteria Eksklusi

Skor nyeri harian 10 paling tidak 1x
selama observasi

Penyakit nyeri/neurologis lainnya yang
tidak terkait CNeP dan SNI yang akan
mempengaruhi evaluasi obat

SCI dikarenakan percobaan bunuh diri
CrCL <30mL/menit



2. Exclusion criteria.

Patients who met any of the following criteria were disqualified from entering the study:

A pain score of 10 on a scale of 0 (no pain) to 10 (worst possible pain) at any time during the observation

period

Other severe pain at screening or randomization, unrelated to CNeP caused by SCI, that could confound
the assessment of the study drug

Neurologic disorder at screening or randomization, unrelated to CNeP caused by SCI, that could
confound the assessment of the study drug

Major psychiatric disorder within 1 year prior to screening

Secondary gain from SCl-related CNeP (e.g., legal dispute or settlement negotiations) at screening or
randomization

SCI due to suicidal behavior

Patient who blames a third party of having caused the SCI (i.e., psychiatric influence on CNeP)

Prior treatment for >4 weeks with pregabalin >300 mg/day for patients with CrCL (calculated using the
Cockcroft—Gault equation) >60 mL/min or pregabalin >150 mg/day for patients with CrCL 30—<60
mL/min, with a declared lack of effect

Prior treatment for >4 weeks with gabapentin >1,200 mg/day for subjects with CrCL>60 mL/min or
gabapentin >600 mg/day for subjects with CrCL 30—<60 mL/min, with a declared lack of effect

Use of mirogabalin, pregabalin, or gabapentin within 28 days prior to screening

Use of strong opioids for SCI-caused CNeP relief within 3 months prior to screening

CrCL (calculated using the Cockcroft—Gault equation) <30 mL/min at screening

Malignancy other than basal cell carcinoma within 2 years prior to screening
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nically Signiticant 11ndings on electrocardlogram at screening
History of pernicious anemia, untreated hypothyroidism, or HIV infection
Pregnancy, potential pregnancy, breast feeding, or unwillingness to practice reliable contracepti
measures during the study and for 4 weeks after study completion
Known hypersensitivity to mirogabalin, pregabalin, or gabapentin
Participation in another clinical study, either currently or within 30 days prior to providing inform
consent
Past participation in a clinical study of mirogabalin in which the patient received the study drug
History of illicit drug or alcohol abuse
Response of “yes” to any of the questions on the Colombia Suicide Rating Scale at screening
randomization in relation to events occurring within the past 12 months
At screening, laboratory values exceeding the following limits:
Platelets <100,000/mm?
Aspartate aminotransferase >2.0 x ULN

o Alanine aminotransferase > 2.0 x ULN

o Alkaline phosphatase >1.5 x ULN

o Total bilirubin >1.5 x ULN (except patients with documented Gilbert’s syndrome)

Otherwise considered an inappropriate subject for the study by the investigator or subinvestigator.




Randomisasi & Blinding age T20tm

« Responden dirandomisasi dengan rasio 1.1 untuk menerima mirogabalin vs placebo, dengan faktor stratifikasi
ADPS mingguan dasar (<6.0 atau 26.0) dan wilayah (Jepang atau diluar jepang).

- Randomisasi dihasilkan oleh ahli biostatistik independen menggunakan sistem Interactive Response
Technology.

+ Blinding diterapkan kepada semua personel terkait kecuali ahli biostatistik independent.

. Obat penelitian dan placebo tidak dapat dibedakan dalam penelitian (identical dalam bentuk dan ukuran).

' Outcome
Primary endpoint: perubahan dari ADPS mingguan pada minggu ke-14
Secondary endpoints:
ADPS responder rate (penurunan 230% atau 250% pada ADPS mingguan di minggu 14)

Perubahan SF-MPQ
Patient Global Impression of Change (PGIC), yang dievaluasi pada kunjungan ke-7, di mana pasien diminta untuk menilai

sendiri kondisi mereka dibandingkan dengan saat skrining, pada skala 7 poin (1 = sangat membaik; 7 = sangat jauh lebih
buruk ).

Perubahan ADSIS (daily sleep interference score) dari 0-10

Perubahan NPSI (Neuropathic pain symptom inventory): pasien ditanya saat randomisasi visit ke 2, dan diulang pada visit 7.
Perubahan pada EuQoL 5 dimensions 5 Levels.







Distribusi ‘Responden age 1401
(N =443)

Excluded (n = 143):

* Screening failure (94)

* Withdrawal by patient (45)
* Physician decision (4)

Randomized
(n =300)

Allocated to mirogabalin (n = 150): Allocated to placebo (n = 150):

* Received allocated intervention (151)* * Received allocated intervention (148)

* Did not receive allocated intervention (0) * Did not receive allocated intervention (2)
o Incorrectly received mirogabalin (1)
o Patient withdrew consent (1)

Discontinued (n = 17): Discontinued (n = 14):
* Adverse event (6) * Adverse event (4)
* Deceased (1) » Lack of efficacy (1)
 Withdrawal by patient decision (10) * Protocol violation (1)
o Adverse event (8) * Withdrawal by patient decision (8)
o Other reason (2) o Adverse event (4)
o Lack of efficacy (1)
o Other reason (3)

Completed the study (n = 133): Completed the study (n = 136):
* mITT set (150) * mITT set (149)
« Safety set (151) « Safety set (148)

40ne patient from the placebo group received mirogabalin by mistake and was therefore included in the mirogabalin group for safety analysis. mITT =
modified intention-to-treat.

Pendaftaran subjek - 14 Maret 2019. Selesai follow up > 9 September 2020



Table 1 Baseline Characteristics (Modified Intention-to-Treat Analysis Set)

Mirogabalin (n = 150) Placebo (n = 149) Total (N = 299)

Age at informed consent, y, mean + SD 57.3+14.31 59.6 + 13.96 58.5+14.16
Sex, male 131 (87.3) 125(83.9) 256 (85.6)

Country

Japan 121 (80.7) 121 (81.2) 242 (80.9)

Korea 19(12.7) 16 (10.7) 35(11.7)

Taiwan 10 (6.7) 12 (8.1) 22 (7.4)

Body mass index, kg/m?, mean + SD 23.78 +3.773 23.71 £ 3.685 23.74 +3.723

Baseline CrCL, mL/min

30-<60 10(6.7) 24 (16.1) 34(11.4)
60-<90 43 (28.7) 36 (24.2) 79 (26.4)

The overall mean * SD treatment %0 97 (64.7) 89 (59.7) 186 (622)

Baseline weekly average daily pain score

compliance, calculated as 100 x o 76607 73650 149 49.)

(number of tablets actually 260 B e o
taken/number of tablets planned to be ASIA impairment scae

Complete (A) 39 (26.0) 37 (24.8) 76 (25.4)

taken)’ WaS 98'160/0 i 7'226% and Incomplete (B, C, or D) 111 (74.0) 112 (75.2) 223 (74.6)
was similar between both arms (data Cause of SC

not s h own ) Fall 82 (54.7) 84 (56.4) 166 (55.5)

Traffic accident 49 (32.7) 49 (32.9) 98 (32.8)

Sports accident 9 (6.0) 6 (4.0) 15 (5.0)

Other 10 (6.7) 10 (6.7) 20 (6.7)

Type of paralysis

Tetraplegia 105 (70.0) 101 (67.8) 206 (68.9)

Paraplegia 45 (30.0) 48 (32.2) 93 (31.1)

Duration of SCI, mo, mean + SD 103.0 £ 113.00 94.7 +115.45 98.9 +114.11

Duration of CNeP after SCI, mo, mean + SD 945 + 98.29 88.1 +106.17 91.3+102.18

Abbreviations: ASIA = American Spinal Injury Association; CNeP = central neuropathic pain; CrCL = creatinine clearance; SCI = spinal cord injury.
Data are n (%) unless otherwise specified.

ASIA: American Spinal Injury Association




Both responder rates at week 14 were
statistically significantly higher in the
mirogabalin group than in the placebo
group.

Kelompok mirogabalin  menunjukkan
penurunan nyeri vs plasebo dari
tahap awal, dengan peningkatan yang
signifikan secara statistik diamati dari
hari ke 6 pemberian.

Table 2 Change From Baseline in the Weekly ADPS at Week 14 and Mirogabalin Responder Rates (Modified Intention-to-

Treat Analysis Set)

Mirogabalin (n = 150) Placebo (n = 149)

Baseline ADPS

Mean + SD

6.04 + 1.309

6.09 +1.270

Median (range)

5.86 (4.0-9.0)

6.00 (4.0-9.0)

Week 14 ADPS (imputed)®

LS mean + SE

4.83 +0.132

5.54 + 0.132

Change from baseline in ADPS at week 14 (imputed)®

LS mean + SE

-1.23£0.132

-0.52£0.132

Difference of LS mean vs placebo + SE

-0.71 £ 0.187

95% CI; p value

-1.08 to -0.34; 0.0001 —

Patients with 230% reduction in ADPS from baseline at week 14, n (%)

OR (95% CI); p value

46 (30.7)

28(18.8)

1.91(1.11-3.27); 0.0192

Patients with 250% reduction in ADPS from baseline at week 14, n (%)

21(14.0)

OR (95% Cl); p value

2.52 (1.11-5.71); 0.0269

Abbreviations: ADPS = average daily pain score; LS = least-squares; OR = odds ratio.
? Based on a nonfuture dependence model using the pattern mixture model approach with shifting parameters under the missing not at random mechanism

for the missing weekly ADPS.

Figure 2 Time Course of Least-Squares Mean Weekly Average Daily Pain Score

Weekly average daily pain score

— Placebo (n = 149)
—e— Mirogabalin (n = 150)

Data were imputed using a multiple
imputation method based on a “non-
future dependence” model using a
pattern mixture approach under the
missing not at random mechanism.
Error bars represent SE.




Table 3 Change From Baseline in Short-Form McGill Pain Questionnaire Scores at Week 14 (Modified Intention-to-Treat
Analysis Set) (continued)

Table 3 Change From Baseline in Short-Form McGill Pain Questionnaire Scores at Week 14 (Modified Intention-to-Treat

Analysis Set)

Parameter

Statistic

Mirogabalin (n = 150)

Placebo (n = 149)

Present pain intensity

n

150

149

Mean + SD

24+0.93

2.4+0.85

Week 14

n

150

149

Mean + SD

1.8+0.88

2.2+1.09

Change from baseline at week 14*

n

149

149

Mean + SD

-0.6 £0.92

-0.3+£0.95

Difference of LS mean vs placebo + SE

-0.3+0.10

95% Cl; p value

-0.5to -0.1; 0.0016

Abbreviations: LOCF = last observation carried forward; LS = least-squares.

? Missing values were imputed using the LOCF approach, and the data were analyzed based on the analysis of covariance model with treatment as a fixed

effect and baseline value as a covariate.

Parameter Statistic Mirogabalin (n = 150) Placebo (n = 149)
Visual analog scale
Baseline n 149 149
Mean + SD 63.3+12.36 63.8 + 13.08
Week 14 n 150 149
Mean + SD 48.9 + 20.39 56.4 + 20.97
Change from baseline at week 14* n 148 149
Mean + SD -14.2+19.09 -7.4+18.22
Difference of LS mean vs -placebo + SE -6.9+2.13 —
95% Cl; p value -11.1 to -2.7; 0.0013 -
Sensory score
Baseline n 150 149
Mean + SD 10.3+6.26 10.6 £ 6.51
Week 14 n 150 149
Mean + SD 6.9 £5.63 8.7+6.73
Change from baseline at week 14* n 149 149
Mean + SD -3.4+5.63 -1.8+4.47
Difference of LS mean vs placebo + SE -1.7 £ 0.53 —
95% Cl; p value -2.7 to -0.6; 0.0017 -
Affective score
Baseline n 150 149
Mean + SD 3.0+277 2.7+254
Week 14 n 150 149
Mean + SD 1.6 +222 2.2+2.51
Change from baseline at week 14* n 149 149
Mean + SD -1.4+230 -0.6+1.92
Difference of LS mean vs placebo + SE -0.7 £ 0.21 —
95% Cl; p value -1.1 to -0.3; 0.0005 —
Total score
Baseline n 150 149
Mean + SD 13.3+8.62 13.3+£8.58
Week 14 n 150 149
Mean + SD 8.5+7.49 10.9 + 8.88
Change from baseline at week 14* n 149 149
Mean + SD -4.8 +7.40 -2.4+5.388
Difference of LS mean vs placebo + SE -2.4+0.69 —

95% Cl; p value

-3.8 to -1.1; 0.0005

Continued




Table 4 Changes From Baseline at Week 14 in Total Score and Subscores of the NPSI, ADSIS, PGIC, and EQ-5D-5L
(Modified Intention-to-Treat Analysis Set)
Parameter Statistic Mirogabalin (n = 150) Placebo (n = 149)
Total score Mean + SD -12.0 £ 15.47 -4.5+15.90
Difference of LS mean vs placebo + =7.7 £1.70 (-11.1 to -4.4); <0.0001 —
SE (95% CI); p value
Superficial spontaneous pain Mean + SD -1.5+2.55 -0.3+2.57
Difference of LS mean vs placebo + -1.2 £ 0.26 (-1.7 to -0.6); <0.0001 —
. . . . SE (95% CI); p value
e The m I roga ba I I n grou p Showed Statl Stl Ca I |y Deep spontaneous pain Mean + SD -2.7+4.22 -1.2+452
significant improvement over the placebo SE G Chpvaue TR CRseTenen® )
o Paroxysmal pain Mean + SD -2.5+4.40 -0.9+4.78
group in NPSI total score after 14 weeks of -
. SE (95% Cl); p value
treatment: mean + SD change from baseline Evoked pai
Wa S _ 1 2 . O i 1 5 . 47 VS _4 . 5 -I_- 1 5 . 90 i n t h e SDéf{gg?ccel)?;iE:an vs placebo + -1.8 £ 0.65 (-3.1 to -0.5); 0.0059 —
o o Paresthesia/dysesthesia Mean + SD -2.7+4.29 -1.2+3.67
m I ro ga b a | I n VS p | a Ce b O g ro u p S Difference of LS mean vs placebo + -1.5+0.43 (-2.4 to -0.7); 0.0004 —
SE (95% Cl); p value
PGIC assessment: patients in the mirogabalin
group showed a statistically sig- nificant e e s s
improvement Over the place bo group after Change from baseline at week 14 Mean + SD -1.14 £ 1.705 -0.35 + 1.306
SDéffg;izccel ?f I;lilr:;:an vs placebo + -0.71 £ 0.166 (-1.04 to —0.38); <0.0001 —
14 weeks of treatment =
ADSIS: patients treated with mirogabalin Scores at week 14
o N o 5 90 o 1 (very much improved) n (%) 4(2.7) 2(1.3)
showed statistically significant improvement 2 G oroved) . i oo
in the ADSIS at week 14: the difference of LS 3 (minimally improvec) e 060 282
4 (no change) n (%) 39 (26.0) 54 (36.2)
mean Vs placebo (95% C|) was -0.71 (—1.04 5 (minimally worse) n (%) 173) 18 (12.1)
6 (much worse) n (%) 2(1.3) 6 (4.0)
to _0'38)I p < 0'0001 7 (very much worse) n (%) 1(0.7) 1(0.7)
Missing n (%) 17 (11.3) 17 (11.4)
Much improved or better (<2) n (%) 26(17.3) 11(7.4)
NPSI: Neuropathic Pain Symptom Inventory — OR (35% €I p value 263 (125 10 559 0010 -
PGIC: Patients' Global Impression of Change Minimally improved orbetter (5 n® . - . -
ADSIS: average daily sleep interference score O e e — —



TEAE yang muncul pada mirogabalin - sebagian
besar ringan.

TEAE yang menyebabkan penghentian
pengobatan dilaporkan pada kelompok penerima
mirogabalin (14 pasien ; 9.3%) dan kelompok
penerima placebo (6 pasien ; 4.1%)

Classification of Evidence

Studi ini memberikan bukti Kelas | bahwa pada pasien
dewasa dengan CNeP karena SClI traumatis,
mirogabalin, 10 atau 15 mg BID, secara efektif
meningkatkan ADPS mingguan pada minggu ke 14.

Table 4 Changes From Baseline at Week 14 in Total Score and Subscores of the NPSI, ADSIS, PGIC, and EQ-5D-5L (Modified
Intention-to-Treat Analysis Set) (continued)

Parameter Statistic Mirogabalin (n = 150) Placebo (n = 149)

EQ-5D-5L¢

Index value

Baseline Mean + SD 0.5401 + 0.24694 0.5122 + 0.22922

Week 14 Mean + SD 0.5796 + 0.23768 0.5275 + 0.23894

Change from baseline at week 14 Mean + SD 0.0395 + 0.13627 0.0153 + 0.13397

Difference of LS mean vs placebo + 0.0287 + 0.01504 (-0.0009 to 0.0583); 0.0572
SE (95% Cl); p value

Visual analog scale

Baseline Mean + SD 59.3+19.53 60.1 +19.48

Week 14 Mean + SD 64.2 +19.69 58.3 +20.20

Change from baseline at week 14 Mean + SD 4.9 +21.76 -1.8+21.28

Difference of LS mean vs placebo + 6.2+ 2.11 (2.0 to 10.4); 0.0037
SE (95% CI); p value

Abbreviations: ADSIS = average daily sleep interference score; ANCOVA = analysis of covariance; EQ-5D-5L = EuroQoL 5 Dimensions 5 Levels; LOCF = last
observation carried forward; LS = least-squares; NPSI = Neuropathic Pain Symptom Inventory; PGIC = Patient Global Impression of Change; OR = odds ratio.
? Missing values at week 14 were imputed using the LOCF approach, and the imputed value was analyzed based on an ANCOVA model including treatment as
fixed effect and baseline values as covariates.

® Missing weekly ADSIS data at week 14 were imputed using the LOCF approach, and the imputed weekly ADSIS data were analyzed based on an ANCOVA
model including treatment as fixed effects and baseline ADSIS as the covariate.

¢ Patients with missing data at week 14 were classified as nonresponders, and logistic regression analysis with treatment as a factor was applied for
comparisons vs placebo.

d Analyze;}d based on an ANCOVA model including treatment as fixed effect and baseline values as covariates. Missing data were imputed using the LOCF
approach.

Table 5 TEAEs With an Incidence of >5% in Either Treatment Group

Mirogabalin (n = 151)* Placebo (n = 148) Total (N = 299)

Mild Moderate Severe Total Mild Moderate Severe Total Mild Moderate Severe Total

Number of patients with 21 84 (55.6) 28(18.5) 6(4.0) 118(78.1) 61(41.2) 20(13.5) 1(0.7) 82(55.4) 145(48.5) 48(16.1) 7(2.3) 200 (66.9)
TEAE (%)

TEAEs by PT (%)

Somnolence 34(22.5) 11(7.3) 0(0.0)f 45(29.8)f 6(4.1) 40 (13.4) 13(4.3) 0(0.00 53(17.7)

Dizziness 11(7.3) 2(1.3) 0(0.00§ 13(8.6) 4(2.7) 15 (5.0) 3(1.0) 0(0.00 18(6.0)

Nasopharyngitis 12(7.9) 0(0.0) 0(0.0)f 12(7.9) 8 (5.4) 20 (6.7) 0(0.0) 0(0.0) 20(6.7)

Weight increased 8(5.3) 3(2.0) 0(0.0)f 11(7.3) 1(0.7) 9(3.0) 3(1.0) 0(0.0) 12(4.0)

Constipation 7 (4.6) 2(1.3) 0(0.0)§ 9(6.0) 1(0.7) 8(2.7) 3(1.0) 0(0.0) 11(3.7)

Edema peripheral 8(5.3) 1(0.7) 0(0.0)§ 9(6.0) 2(1.4) 10(3.3) 1(0.3) 0(0.0) 11(3.7)

Abbreviations: PT = preferred term; TEAE = treatment-emergent adverse event.
Coded by the Medical Dictionary for Regulatory Activities, version 23.0.
2 One patient from the placebo group who mistakenly received mirogabalin was included in the mirogabalin group for the safety analysis.
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 Efikasi dari mirogabalin untuk pengobatan CNeP ditunjukkan dengan
perbaikan signifikan secara klinis pada ADPS di minggu ke-14, dan perbaikan
nyeri diobservasi dari hari ke-6, yang didemonstrasikan oleh perbaikan total
dan subskor NPSI pada minggu ke-14.

- Hasil PGIC, ADSIS, dan EQ-5D-5L menyatakan bahwa terdapat perbaikan
pada QoL.

» Mirogabalin ditoleransi dengan baik, dengan beberapa penghentian
dikarenakan TEAEs.

« Pasien dapat meningkatkan dosis ke dosis harian maksimum, dan
keamanannya selaras dengan profil keamanan mirogabalin yang diketahui.
 Studi fase 3 sebelumnya untuk pengobatan pasien asia dengan DPNP dan

PHN > hasil serupa (perbaikan klinis setelah 14 minggu).
» LS mean difference pada ADPS vs placebo > -0,71 (melebihi perbedaan klinis
minimum pada pasien dengan DPNP) - perbedaan bermakna secara klinis
- Mirogabalin efektif dalam mengobati CNeP dan PNeP.
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» Studi sebelumnya :

» Pasien dengan DPNP, tingkat responden lebih tingg iuntuk pasien yang mencapai perbaikan
250% dilaporkan setelah 14 minggu pengobatan, tetapi hanya pada pasien yang menerima
dosis mirogabalin tertinggi (15 mg BID).

» Pada pasien dengan PHN, tingkat responden yang lebih tinggi vs plasebo untuk semua dosis
mirogabalin dilaporkan setelah 14 minggu pengobatan, tetapi hanya pada kelompok
perbaikan =230%.

* Uji coba acak 17 minggu pasien dengan SCI, terdapat perbaikan = 30% untuk pasien yang
menerima pregabalin vs plasebo, dan studi acak 12 minggu lainnya dari pasien dengan SCI
melaporkan nilai yang lebih tinggi 230% dan 250% dengan pregabalin vs plasebo.
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* Insiden somnolen pada kelompok mirogabalin agak lebih tinggi dalam penelitian ini
dibandingkan yang dilaporkan dalam uji coba fase 3 mirogabalin untuk DPNP dan PHN
(masing-masing 29,8% vs 14,5% dan 23,9%). Alasan untuk hal ini tidak diketahui, tetapi
kejadian somnolen juga lebih tinggi pada kelompok plasebo dalam penelitian ini vs pasien yang
menerima plasebo dalam percobaan fase 3 yang disebutkan di atas (5,4% vs 3,9% dan 3,6%),
menunjukkan bahwa pasien dengan SCI mungkin lebih rentan terhadap kantuk secara umum.

 Beberapa pasien menghentikan mirogabalin karena TEAE yang terjadi pada penelitian ini
(9,3%); > konsisten dengan studi fase 3 sebelumnya, yang keduanya memiliki tingkat
penghentian terkait TEAE sebesar 9,7% untuk pasien yang menerima 15 mg mirogabalin BID.
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* Tingkat edema, edema perifer, somnolen, dan pusing secara numerik lebih tinggi untuk
pasien yang menerima pregabalin daripada yang dilaporkan dalam penelitian kami tentang
mirogabalin.

* Mirogabalin dapat ditoleransi dengan baik, dengan keseimbangan efikasi dan keamanan yang
sangat baik. Tingkat penghentian yang rendah karena TEAE yang diamati dalam penelitian
kami menjanjikan karena sebagian besar pasien cenderung dapat melanjutkan pengobatan
untuk mencapai penghilang rasa sakit yang cukup.

* Peningkatan dosis mirogabalin dapat diimplementasikan dengan aman di awal pengobatan dan
efek penghilang rasa sakit dari mirogabalin dapat diamati bahkan sebelum dosis maksimum
tercapai.

* Peningkatan ADPS pada tahap awal (setelah <1 minggu pemberian) dapat meningkatkan

kemungkinan pemberian lanjutan dan berkontribusi pada kemanjuran pengobatan secara
keseluruhan.
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Studi ini dilakukan secara eksklusif di Asia, membatasi generalisasi untuk populasi ras/etnis lainnya.

Durasi studi yang singkat menghalangi kesimpulan tentang kemanjuran dan keamanan jangka panjang,

Penggunaan plasebo daripada pembanding aktif membatasi perbandingan langsung antara keamanan/kemanjuran dengan
terapi yang ada.

Karena sumber daya yang terbatas untuk diagnosis dan evaluasi CNeP, ada kemungkinan bahwa kemanjuran mirogabalin
sebagian disebabkan oleh efek pada jenis nyeri lainnya.

Tidak mengumpulkan informasi rinci tentang obat yang diberikan sebelum masuk studi atau rincian tentang nyeri neuropatik
keras, sehingga kemungkinan pengaruh faktor ini masih harus ditentukan.

Sifat psikometrik dari ADPS menggunakan skala peringkat numerik pada pasien dengan SCI belum dilaporkan, meskipun
penelitian pada sukarelawan sehat menunjukkan bahwa sifat psikometrik mungkin bergantung pada area tubuh yang
terpengaruh.

tidak memeriksa perbedaan respons terhadap mirogabalin berdasarkan tingkat SCI atau perbedaan pada pasien dengan SCI
serviks/toraks tinggi vs SCI dada rendah. Akhirnya, kami mengecualikan pasien dengan CrCL <30 mL/menit; oleh karena itu,
efikasi dan keamanan mirogabalin pada pasien dengan gangguan ginjal berat masih belum diketahui.

Meskipun hasil saat ini diperolen hanya pada pasien dengan CNeP karena SCI, mirogabalin menunjukkan harapan untuk
CNeP dengan etiologi lain; studi di masa depan harus menyelidiki indikasi potensial ini.




Page 25 of 31

Mirogabalin memiliki profil efikasi dan keamanan
yang baik dalam tatalaksana CNeP ec SN,
menunjukkan bahwa mirogabalin dapat menjadi
tatalaksana alternatif bagi pasien dengan efek
samping atau efikasi yang kurang memadai dengan
terapi lainnya. Meskipun hasil ini diperoleh hanya
pada pasien CNeP dengan SNI, mirogabalin
menunjukkan harapan pada etiologi lainnya;
sehingga penelitian selanjutnya harus menyelidiki
indikasi potensial ini.




P1CO analysis

Populasi

443 subjek yang memenuhi kriteria pada 120 tempat
penelitian meliputi Jepang, Korea, dan Taiwan yang
selanjutnya dirandomisasi menjadi 300 subjek dan dibagi
menjadi 150 subjek pada kelompok mirogabalin dan 150
pada kelompok placebo.
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Comparison

150 orang masuk kedalam kelompok eksperimental dan 150
orang masuk kedalam kelompok kontrol (placebo).
Pemilihan dilakukan secara acak.

Pada kelompok intervensi diberikan mirogabalin secara
oral dan dititrasi berdasarkan CrCL subjek selama 14
minggu, dan diwajibkan mendatangi klinik sebanyak 8 kali
kunjungan.

Terdapat perbaikan signifikan pada skor ADPS minggu ke 14,
SF-MPQ dan NPSI pada kelompok mirogabalin. TEAE yang
timbul merupakan gejala ringan, dan 9.3% menyebabkan
penghentian terapi.
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Record Number
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Unclear

L]

Was true randomization used for assignment of participants to treatment
groups?

Was allocation to treatment groups concealed?

Were treatment groups similar at the baseline?

Were participants blind to treatment assignment?

Were those delivering treatment blind to treatment assignment?

Were outcomes assessors blind to treatment assignment?

JB1 CRITTICAL
APPRAISAL

Were treatment groups treated identically other than the intervention of
interest?

Was follow up complete and if not, were differences between groups in
terms of their follow up adequately described and analyzed?

Were participants analyzed in the groups to which they were randomized?

. Were outcomes measured in the same way for treatment groups?

. Were outcomes measured in a reliable way?

. Was appropriate statistical analysis used?
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. Was the trial design appropriate, and any deviations from the standard RCT
design (individual randomization, parallel groups) accounted for in the
conduct and analysis of the trial?
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Overall appraisal: Include . Exclude I:] Seek further info D

Comments (Including reason for exclusion)
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