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IBAzIBEAAMANEAIaNIZE
Sacubitril 48.6 mg + Valsartan 51.4 mg film-coated tablet
U 134,400 1dim %139 4,800 naas nansas 28 i

Tsswerunaveuuny
1. Yaen Sacubitril 48.6 mg + Valsartan 51.4 mg film-coated tablet
2. AuFuTARLlY
2.1 3Uuuy Wueidaindeuidy (Film coated tablet) dwiusulssviny
2.2 dwulsenau T 1 dinusznauseie co crystalline salt complex Sacubitril
48.6 mg way Valsartan 51.4 mg
2.3 AYULUTIY ussyluussegiiiieneed v3e blister pack Unativ Yostuuauay
Ay
2.4 aann - seyTeen, drulszneuseddyuavaanse, Yusde, NN,

NG uaziaunzlowiniuenliegnsamuuuussyins
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3. auandfiniuveiia

3.1 Finished product specification : (sacubitril / valsartan) film-coated tablet

1) Test items Specifications

1. | ldentification Mi’.}iwhumuﬁﬁzﬂu Finished product specification
- Sacubitril
- Valsartan

2. | Ysunashenddygy

- Sacubitril - 95.0% — 105.0% of the L.A. of sacubitril
- Valsartan - 95.0% - 105.0% of the L.A. of valsartan
3. | Uniformity of dosage units m’:iwi’]umuﬁ‘mﬂu Finished product specification
- Sacubitril
- Valsartan
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3.1 Finished product specification (#8)

49 Test items

Specifications

4. | Dissolution (time 30 min)

- Sacubitril

- Valsartan

- NLT 809%(Q) of the L.A. of sacubitril
- NLT 809%(Q) of the L.A. of valsartan

5. | Impurities

-900-04 , based on the declared content
of sacubitril

- Any unspecified, based on the declared
content of valsartan

- Total degradation products, excluding
900-04

- NMT 0.7%

- NMT 0.2%

- NMT 0.5%

6. | Microbial enumeration tests
- Total aerobic microbial count

- Total combined yeasts/moulds count

- Specified microorganisms, E.coli

NMT 10° cfu/e
NMT 10° cfu/e
Absent

3.2 Drug substance specification : Sacubitril Valsartan Sodium Crystalline Salt

Complex (Sacubitril/Valsartan)

) Test items Specifications
1. | Identification MU
2. | YunausendnAey
- Valsartan - 50.3 - 52.4 %
- Sacubitril -47.6-49.6 %
- LCZ696 - 98.0% — 102.0% (calculated as free acid on an
anhydrous and solvent free basis)
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3.2 Drug substance specification : Sacubitril Valsartan Sodium Crystalline Salt

Complex (Sacubitril/Valsartan) .(s®)

1] Test items Specifications
3. | Impurities
- CGP49309 NMT 0.5%
- 534-06 NMT 0.10%
- 535-06 NMT 0.10%
- 536-06 NMT 0.10%
4. | Water 43-57%
3. | Heavy metals NMT 10 ppm
6. | Related substances by HPLC
- 900-04 NMT 0.3%
- Unspecified, each NMT 0.10%
- Total unspecified NMT 0.3%
- Total related substances NMT 0.6%
7. | Microbial enumeration tests
- Total aerobic microbial count NMT 10’ cfu/g
- Total combined yeasts/moulds count NMT 10° cfu/g
- Specified microorganisms, E.coli Absent
LG

LCZ696 = (sacubitril / valsartan) 100 mg Film-coated tablet

900-04 = Diacid (2R,45)-5-{(1,1"-Biphenyl)-4-yl]-4-(3-carboxypropanamido)-2-methylpentanoic acid
534-06 = Calcium bis-4-((1R,35)-1-((1,1-biphenyl)-4-ylmethyl)-4-ethoxy-3-methyl-4-oxobutyllamino)-4-

oxobutanoate)

535-06 = Calcium bis-4-((15,35)-1-((1,1-biphenyl)-4-ylmethyl)-4-ethoxy-3-methyl-4-oxobutyllamino)-4-

oxobutanoate)

536-06 = Calcium bis-4-((1R,3R)-1-((1,1'-biphenyl)-4-ylmethyl)-4-ethoxy-3-methyl-4-oxobutyllamino)-4-

oxobutanoate)

CGP 49309 = N-Pentanoyl-N-[(2'-(1H-tetrazol-5-yl)(1,1-biphenyl)-d-ylmethyl)-D-valine

B L Lt - LT T T TP PP PP PP,
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3.3 Wan153tAs1eu Elemental impurity #5831 Risk assessment report (WaAdLan&"5

Usenau)
WA - NMT = Not more than
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AunMesHARSeinuitunsdoy (Finished product specification) wazdarinunnmAINYDd
Imgiiu (drug substance specification)  nsdlflegseninimaAsunasudlufisfusesesuuy
wnensnsvenily (8.5) wwmdeu finished product specification Wwaw/#3e drug substance
specification lasveunluneuiuysenrdsemasadidnnsetinduazliiy 2 U o Juussma
Uszmasdidnnsedind
4.2 19NETIUIBNINITIUNITHERE
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