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ELEMENTAL IMPURITY ASSESSMENT

MATERIAL NAME: BIS-TRIS 2023 L-7 PROCESS VALIDATION
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DCN: BSI-RPT-1553, , Revision: 1.0, Effective Date: 08 Jan 2024 .

Analytical Method: BSI-ATM-0075; Method Validation Report: BSI-RPT-0803
Batch Record DCN: BSI-MPR-0065
TABLE 1: ELEMENTAL IMPURITY RISK ASSESSMENT et o g rosees IDICL: BRIETRL A7
Degradation and Impurity Protocol: BSI-PRL-0620 v1.2
Degradation and Impurity Report: BSI-RPT-1601
Parenteral Specifications (10 g/day MDD)

Element Class 'Limits 1.0J Target ppm (ng/g) (ol Threshold(ll;;z;ts USAALICL 3 7
Cd 1 0.20 0.06
Pb 1 0.50 0.15
As 1 1.5 0.45
Hg 1 0.30 0.09
Co 2A 0.50 0.15
\Y% 2A 1.0 0.30
Ni 2A 2.0 0.60
Tl 2B 0.80 0.24
Au 2B 10 3.0
Pd 2B 1.0 0.30

Ir 2B 1.0 0.30
Os 2B 1.0 0.30
Rh 2B 1.0 0.30
Ru 2B 1.0 0.30
Se 2B 8.0 2.4
Ag 2B 1.0 0.30
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DCN: BSI-RPT-1553, , Revision: 1.0, Effective Date: 08 Jan 2024 .

Analytical Method: BSI-ATM-0075; Method Validation Report: BSI-RPT-0803
Batch Record DCN: BSI-MPR-0065
TABLE 1: ELEMENTAL IMPURITY RISK ASSESSMENT L EAI S e e MO S B e
’ Degradation and Impurity Protocol: BSI-PRL-0620 v1.2
Degradation and Impurity Report: BSI-RPT-1601
Parenteral Specifications (10 g/day MDD)
Element Class 'Limits 1.0J Target ppm (ug/g) Control Threshold Limits 0.3J Target ppm
(ng/g)
Pt 2B 1.0 0.30
Li 3 25 7.5
Sb 3 9.0 2.7
Ba 3 70 21
Mo 3 150 45
Cu 3 30 9.0
Sn 3 60 18
Cr 3 110 33
Fe 4 10 3.0
K 4 50 15
Na 4 50 15

Limits derived from Analytical Method BSI-ATM-0075
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DCN: BSI-RPT-1553, , Revision: 1.0, Effective Date: 08 Jan 2024 .

TABLE 2: ELEMENTAL IMPURITY ASSESSMENT

Analytical Method: BSI-ATM-0075; Method Validation Report: BSI-RPT-0803
Batch Record DCN: BSI-MPR-0065
Manufacturing Process DCN: BSI-PRL-0752

Degradation and Impurity Protocol: BSI-PRL-0620 v1.2

Degradation and Impurity Report: BSI-RPT-1601
Parenteral Specifications (10 g/day MDD)

pement | Cles | S0 L ROWCRM Lot | RewltMULOE | e Do 004s.py | BTRIDZ-0004S.PY
o) 0.3J Target ppm - e WC 1°* Basket Drum 1
(ng/g) ppm (ng/g) ppm (ng/g)
Cd 1 0.20 0.06 <0.06 <0.06 <0.06 <0.06
Pb 1 0.50 0.15 <0.15 <0.15 <0.15 <0.15
As 1 1.5 0.45 <0.45 <0.45 <0.45 <0.45
Hg 1 0.30 0.09 <0.09 <0.09 <0.09 <0.09
Co 2A 0.50 0.15 <0.15 <0.15 <0.15 <0.15
\% 2A 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Ni 2A 2.0 0.60 <0.60 <0.60 <0.60 <0.60
Tl 2B 0.80 0.24 <0.24 <0.24 <0.24 <0.24
Au 2B 10 3.0 <3.0 <3.0 <3.0 <3.0
Pd 2B 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Ir 2B 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Os 2B 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Rh 2B 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Ru 2B 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Se 2B 8.0 2.4 <2.4 <2.4 <2.4 <2.4
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DCN: BSI-RPT-1553, , Revision: 1.0, Effective Date: 08 Jan 2024 .

TABLE 2: ELEMENTAL IMPURITY ASSESSMENT

Analytical Method: BSI-ATM-0075; Method Validation Report: BSI-RPT-0803
Batch Record DCN: BSI-MPR-0065
Manufacturing Process DCN: BSI-PRL-0752

Degradation and Impurity Protocol: BSI-PRL-0620 v1.2

Degradation and Impurity Report: BSI-RPT-1601
Parenteral Specifications (10 g/day MDD)

o Control . . Result WC Lot: Result FG Lot:
Limits LOJ o chold Limits]  esulé RM Lot: el b Lot BTRI-0123-00045-PV | BTRI-0123-00045-PV
Element Class | Target ppm 03J T RMAT-0923-0084 PMAT-0923-01251 C 1* Bask D 1
(ngrg) |37 Targetppm ppm (png/g) ppm (pg/g) W asket rum
(ng/g) ppm (ng/g) ppm (ng/g)
Ag 3 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Pt 3 1.0 0.30 <0.30 <0.30 <0.30 <0.30
Li 3 25 7.5 <715 <715 <15 <715
Sb 3 9.0 2.7 .7 2.7 .7 2.7
Ba 3 70 21 <21 <21 <21 <21
Mo 3 150 45 <45 <45 <45 <45
Cu 3 30 9.0 <9.0 <9.0 <9.0 <9.0
Sn 3 60 18 <18 <18 <18 <18
Cr 3 110 33 <33 <33 <33 <33
Fe 4 10 3.0 <3.0 <3.0 <3.0 <3.0
K 4 50 15 <15 <15 <15 <15
Na 4 50 15 <15 <15 <15 <15
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