Efficacy Evidence of Generic
Rosuvastatin in ‘NeustaR4G’
Randomized Clinical Trial
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Rosuvastatin vs placebo

JUPITER trial
Patient: 17,603 adults without prior CVD or diabetes
(LDLc <130 mg/dL and hsCRP 22.0 mg/dL )
Intervention: Rosuvastatin 20mg
Comparison: Placebo
Outcomes: Primary: MI, stroke, hospitalization for UA, arterial

revascularization, or cardiovascular death
Secondary: VTE, all-cause mortality, incident diabetes

No maijor risk factor for diabetes  (N=6095) One or more major risk factors for diabetes (n=11508)

Placebo
52% ¥ o1 39% §

P=0.0001 P=0.0001
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Incident CVD

Rosuvastatin Rosuvastatin

1 2 3 4

Number at risk Number at risk
Rosuvastatin 3065 2964 2889 2283 1390 648 444 319 165 39 Rosuvastatin 5743 5574 5426 4178 2450 1280 890 652 365 115
Placebo 3030 2924 2824 2227 1342 647 447 314 174 55 Placebo 5765 5593 5428 4193 2466 1281 864 624 348 115

Ref. Ridker PM et al., Lancet 2012;380:565-571

Follow-up (years)




Rosuvastatin vs Atorvastatin
ARTMAP Trial

Patient: 350 statin-native Korean patients
with mild coronary atherosclerotic plagues
(20~50% luminal narrowing and lesion length >10 mm by IVUS)

Intervention: Rosuvastatin 10 mg/day (n=178)
Comparison: Atorvastatin 20 mg/day (n=172)
Outcomes: Percent change of Total Atheroma Volume (TAV) at 6 months

Percent change in Total Atheroma Volume (TAV)

tatin 20mq (n=143) Rosuvastatin 10mg (n=128)

At 6 months
Percent change in TAV
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- Atorvastatin (-3.9%)
(p=0.018)

Ref. LEE CW et al., Am J Cardiol 2012;109:1700-1704



Rosuvastatin
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STELLAR Trial
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Figure 1.Percentage (number / group) of patients with the MS who met the LDL cholesterol goal of < 100 mg/dl after 6 weeks of
treatment. *p < 0.002 versus rosuvastatin 10 mg; tp < 0.002 versus rosuvastatin 20 mg; #p < 0.002 versus rosuvastatin 40 mg.

Ref. Jones PH et al., Am J Cardiol 2003;92:152-160



High- , Moderate- and Low- intensity statin therapy

High-Intensity
Statin Therapy

Rosuvastatin®20 (40) mg
Atorvastatin (401)-80 mg

Daily dose lowers LDL-C on average,

by approximately >50%

Stone NJ et al. J Am Coll Cardiol. 2014 Jul 1;63:2889-934

Jones PH et al. Am J Cardiol 2003;92:152-160

Moderate-Intensity
Statin Therapy

Rosuvastatin 10 mg
Atorvastatin 10 (20) mg
Simvastatin 20-40 mg#
Pravastatin 40 (80) mg
Lovastatin 40 mg

Fluvastatin XL 80 mg
Fluvastatin 40 mg bid
Pitavastatin 2-4 mg

Daily dose lowers LDL-C on average
by approximately 30% to <50%

Low-

Intensity

Statin Therapy

Daily dose lowers LDL-C on average,

by approximately to 30%

Simvastatin 10 mg
Pravastatin 10-20 mg
Lovastatin 20 mg
Fluvastatin 20-40 mg
Pitavastatin 1 mg

Mean percentage change from baseline in LDL-C

®20 mg’

Atorvastatin 40 mg

Atorvastatin 80 mg




2013 ACC/AHA guideline
: 4 statin benefit groups with no LDL-C target

4 Statin Benefit Group

i
Clinical ASCVD* ZtX}

il

LDL-C 190mg/d| T $HX1-Typel or 2 104 L ZAHE

o| Aol 2} ASCVD 42| 80|
7.5% O|AFOI Bt}

(40-75y, LDL-C 70~189 mg/dL)

(40-75y, LDL-C 70~189 mg/dL)

ASCVD
AtheroSclerotic CardioVascular Disease High-Intensity Statin
+ MI,_ACS, Angina .
+ Revascularization (coronary or any artery) » 2 [WERmE A 28 (@) T
~ PAD  Atorvastatin (40) 80mg
\ «# Stroke, TIA *

Ref) Stone NJ, et al. J Am Coll Cardiol. 2013 ACC/AHA cholesterol guideline



2015 Korean dyslipidemia Guideline
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L KAMIR ¢ 3L
LDL-C >50% Reduction vs Target 70mg/dL in AMI pts

KAMIR (N=1,305) Mean LDL-C : 127mg/dL

LDL-C 50% reduction LDL-C 70mg/dL

-
o

— <70 mg/dL at 1 year (n=625)
= 270 mg/dL at 1 year (n=680)

- 2>50% reduction (n=428)
— <50% reduction (n=877)

Log rank P=0.998

Log rank P =0.026 Adjusted P =0.793

Adjusted P =0.002
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360 540
No. at risk Time (Days)

<70 mg/dL

360 540 720
No. at risk Time (Days)

250% reduction 428 417 403 382 379 374 274

270 mg/dL  gg 647 618 576 568 564

<50% reduction 877 821 782 716 709 705 508 at 1 year

* Primary outcome
: 2 year major cardiac event including cardiac death, non-fatal myocardial infarction, percutaneous
coronary intervention, and coronary artery bypass grafting after hospital discharge.

International Journal of Cardiology 187 (2015) 478—-485



Safety of Rosuvastatin
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Generic vs. Brand Name

OC=NLRWAM>-NNONDE

r )
! =
! s
2
{ el
| 5
™3

| = -
R |

| -’ -
a0
! -]
=

(

6 12 18 24 : 36 6 12! 7718 72:3 736 36

Time Hours Time Hours

Test/Generic ol
BioeqUivalent eference/Branc |l"leC|UIva|ent“




Bioequivalence Test
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Generic vs. Branded drug

Branded Drug

Generic Test Product

Nonequivalent (low)

Nonequivalent (high)

Bioequivalent
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Study Title

tin- vs. Crestor in  roups of Patients receiving

High-Intensive Statin Therapy in American Guideline
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Background

 Neustatin-R
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Objective

201314 O] 2 A A¥sks|/0] 2 AR 8| (ACC/AHA) X| 2 X| & 0ff 2
High-Intensive Statin Therapy2| Clj 20| &| = 47 2HX}0fA|
FAEIEI-Q 10mg = Y AE 10mg = 85 S0t £0/8H S
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Study Design

Hypercholesterolemia

N Randomization
Clinical

Screening & Wash out (4W)

» A& Neustatin-R 87t 12 13| 1H(10mg) 2&
» CfZ=: Crestor 857 12 13| 1™(10mg) E&



Study Design
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Study Organization
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1. 9F 21~79A|

2. 20134 0| 24T Hs|/0| 2 MEH

Inclusion Criteria
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Exclusion Criteria

. Rosuvastatin 1} 21F, CHE SR/ 2| stating]| 2|st 2ES / AE2 &S
CEEEX| s g (SBP>190mmHg or DBP>100mmHg)

. ZHEE|X] e T (HbA,C>9%)

. =& MHEX (Creatinine Clearance<30ml/min)

.2t/ 7HE = (AST or ALT >2 x ULN)

. Creatinine Kinase >3 x ULN



Criteria

Exclusion
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Prohibited Drugs
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HMG CoA reductase inhibitors (statins), Bile acid sequestrates,
Nicotinic acid, Fibric acid, Cholesterol absorption inhibitor, Omega-3
fatty acids &

HAE Ol Steroid H|A|

-—mA0H &, H4AE Steroid A

e
(Y4717t Sot AW 8L QXY Z2 )

H|2tX| 2|, Fish oil, Fiber-based laxatives, colestine X|&, phytosterol

margarines =



Prohibited Drugs
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- Cyclosporin

- Lopinavir/ritonavir or atazanavir/ritonavir

- Gemfibrozil
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https://www.cubecdm.com/neustar4g

Efficacy Evaluation

1Xt 28 87t H=+
H|O|A2tQl CHH| 8/{ LDL-Co| Bl 2 = HHo|=f
21Xt =8 E7I "
H| O] A~ 2tQl CHH| 8W Crs 2| HiE5 BotE
@ Total Cholesterol
@ Triglyceride
3 HDL-C
@ Apolipoprotein Al
® Apolipoprotein B
® Apo B/LDL ratio
@ hsCRP



~

B2 2, 30| A Glucose(Z2 5 A|2H), BUN, Uric acid, Total protein, Albumin, Total bilirubin, AST, ALT, CK, hsCRP, Creatinine, Na, K,
Cholesterol, TG, HDL-C, LDL-C, Apo Al, Apo BE A|&iStCE Urine hCG(ZtR! O 4Tk Alall), HbAIC(H =& FICH B2 A0 A=
10 MBH AllSt D,

Ht3 1, 25 C}2 Uwo] Algier AL B2 10|A= X 27|& =2H210f| & 25t urine hCG, HbA1C, AST, ALT, CK, Creatinine, Cholesterol, TG,
HDL-C, LDL-CBF A|liotCt B, A32('d ™ 4F O|L{e| HAZZE CHAS = AUCH







Figure 1. Study population

Screened
n=315

Screening Failures n=15
5 Withdrew consent
10 Violation from
Inclusion/Exclusion criteria

Randomized
n=300

Neustain R
n=150

1 Loss of follow up
1 Loss of treatment

1 Loss of follow up
11 Withdrew consent
2 Violation from Inclusion/Exclusion criteria 7 Withdrew consent
3 Violation from Inclusion/Exclusion criteria

Completed

Completed
n=136

n=138




Table 1. Baseline characteristics

Crestor Neustatin R P value
(n=136) (n=138)
Demographic

Age, years (SD) 66.7 £ 8.0 659 + 8.1 0.391
Male, n (%) 77 (56.6) 87 (63.0) 0.278
BMI, kg/m? (SD) 248 + 44 254 + 40 0.212
Current smoker, n (%) 48 (35.3) 55 (42.1) 0.470
Diabetes mellitus, n (%) 49 (36.0) 56 (40.6) 0.439
Hypertension, n (%) 88 (64.7) 88 (63.8) 0.871
Past history of CHD, n (%) 51 (37.5) 57 (41.3) 0.519
Congestive heart failure 1 (0.7) 4 (2.9) 0.370
5 (3.7) 5 (3.6) >0.999
5 (3.6) >0.999

Peripheral artery occlusive disease 4 (2.9)

Washout information, n (%)

Atorvastatin
A EVE E
Simvastatin
Pravastatin

Rosuvastatin



Table 2. Baseline lipid profiles

LDL cholesterol, mg/dL

Total cholesterol mg/dL

Triglycerides, mg/dL

HDL cholesterol, mg/dL

Non-HDL cholesterol, mg/dL

Apolipoprotein B, mg/dL

Apolipoprotein Al, mg/dL

Apolipoprotein B/LDLcholesterol ratio

hsCRP, mg/L

Mean + SD

Crestor
(n=136)

126.2 £ 37.6
200.2 + 42.6
1214 + 50.8
521 £ 142

148.1 + 40.3
112.0 £ 226
1333 + 234
0.93+0.29
0.23 + 0.60

Neustatin R
(n=138)

1279 £ 35.2
202.0 £ 40.2
1354 + 56.7
48.8 £ 11.3
153.2 + 36.8
112.7 + 224
1321 + 229
0.93+0.27
0.20 = 0.60

P value




Table 3. Changes from baseline at week 8 (mg/dL)

Crestor
(n=136)

LDL cholesterol, mg/dL -57.8 £+ 354

Total cholesterol, mg/dL -57.8 £ 39.0

Triglycerides, mg/dL -11.7 £ 60.2

HDL cholesterol, mg/dL 27 £ 9.7

Non-HDL cholesterol, mg/

dL -60.5 £ 39.7

-42.1 + 22.8

Apolipoprotein B, mg/dL

Apolipoprotein Al, mg/dL 6.3 £ 22.5

Apolipoprotein B/LDLchole

. 0.10+0.33
sterol ratio

hsCRP, mg/L -0.11 + 0.58

Mean £ SD

Neustatin R
(n=138)

-60.6 £ 33.5
-64.5 £ 37.0
-25.3 £ 50.3

1.8 + 7.8
-66.3 + 364

-441 + 20.5

3.6 £ 148
0.15+0.34

-0.07 £ 0.60

P value

95% (I

-5.8-11.4
-2.8-16.2
-0.1-27.4

-1.3 - 3.1

-3.7-15.3

-34-74

-20-7.5

-0.14-0.03

-0.18-0.11




Change from baseline (mg/dL)

Figure 1. Change from baseline at week 8 (mg/dL)
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Figure 2. Change from baseline at week 8 (mg/dL)
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Table 4. Percent changes from baseline at week 8 (%)
(all-patient-as-treated population)

Crestor Neustatin R

P val
(n=136) (n=138) (EEE

LDL cholesterol, % -41.8 £+ 23.5 447+ 215

Total cholesterol, % -26.8 + 16.8 -30.0+ 15.1

Triglycerides, % -6.3 £ 38.6 -12.9+ 33.6

HDL cholesterol, % 6.8+ 18.7 48+ 15.8

Non-HDL cholesterol,

-37.4 + 23.3 -40.9 + 19.6
%

Apolipoprotein B, % -36.7 £17.7 -38.0+£13.8

Apolipoprotein Al, % 57+17.3 3.5+11.2

Apolipoprotein B/LDL

. 15.8 + 25.6 20.4 + 28.6
cholesterol ratio, %

hsCRP, % 111 + 534 345 + 2677

Mean + SD

95% CI

-2.7-8.4

-06-7.3
-24-15.6

-2.3-6.3

-1.9-8.8

-26-5.3
-1.5-5.8

-114-2.1

-719 — 242




Change from baseline (mg/dL)

Figure 3. Percent changes from baseline at week 8 (%)
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Change from baseline (mg/dL)

Figure 4. Percent changes from baseline at week 8 (%)

Apolipoprotein B Apolipoprotein A1 Apo B/LDL ratio
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Table 4. Comparison to non-inferior margin

Placebo

Crestor 10mg

Difference

Non-inferior margin

Crestor

Neustatin R

95% CI

-26.8 + 16.8

-30.0 + 15.1

-0.6-7.3

Non-HDLc

NeustaR4G

-41.8 + 23.5

-44.7 + 21.5

-2.7-84

-37.4 + 23.3

-40.9 + 19.6

-1.9-8.8

-36.7 + 17.7

-38.0 + 13.8

-26-5.3

-6.3 + 38.6

-12.9 + 33.6

-24-15.6

6.8 + 18.7

4.8 +15.8

-2.3-6.3




Table 5. Adverse events and ADR (Adverse Drug Reactions)

Crestor Neustatin
(n=136) (n=139)

Adverse experience

All adverse events, n (%)

Drug-related, n (%)

Serious, n

Serious drug-related, n

Deaths, n

Discontinuation due to AE, n

Temporary discontinuation due to AE, n

Pre-specified drug-related AEs, n

Gastrointestinal-related AEs

Musculoskeletal-related AEs

Skin and subcutaneous-related AEs

Neurological -related AEs

Liver function tests > 3 x ULN

Alanine aminotransferase, n

Aspartate aminotransferase, n

Creatine kinase : increased , n




Percent of Adverse drug reaction (%)

Figure 5. Percent of Adverse drug reaction

Crestor B Neustatin R

3.6% (n=5)

0.7% (n=1)

p value =0.1




Study Limitation

 This study was not large sample size.

« A 8 week study duration may be
considered short to evaluate possible the
long-term adverse effects.



Conclusion

« Neustatin-R 10mg is as effective as
Crestor 10mg in reducing the LDL-C
levels in patients in need of high -
Intensive statin therapy.

« Neustatin-R 10mg is as safe as Crestor
10mg in patients in need of high -
Intensive statin therapy.






