
KARAZINE ST 4

ICH stability Batch number 27001369 Stabilitystarting date Stability Condition Protocol number Packaging

D bIeLDPEb ' h t Iitem 2001063 Pilot batch March 18th, 2015 25°C — 60 % RH batch PS 212.070 Ed °“ °'

pouch InSIde an HDPE drum

Analysis \ Time points

Appearance White to powder
white

white powder white white w lte white white white white white
powder powder powder powder powder

‘ fby UPLC Retention erence Comply Comply Comply Comply Comply Comply Comply Comply Comply

XRPo N/A N/A N/A N/A N/A N/A N/A Comply Comply
‘ n

Assay by 0ch 100.5 100.1 100.3 99.9 100.8 98.3 97.5 98.9 99.9

Assay by UPLC For information (%w/w as is) 100.4 100.1 100.2 99.9 100.8 98.3 97.5 98.9 99.9

Individual impurities

KPT-375 0,15 % w/w ND ND ND ND 0.07 ND ND ND ND
KPT-454 50.15%w/w ND ND ND ND ND ND ND ND ND

s 0.15 % w/w ND ND ND ND < LOQ ND ND ND ND
KPT-452 w/w ND ND ND ND ND ND ND ND ND
KPT—479 0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND
KPT-509 0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND
KPT—472 0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND

Any other individual impurity 0.10 % w/w ND ND ND ND ND ND ND < LOQ ND
Total impurity 1,5 w/w NQ NQ NQ NQ 0.07 NQ NQ NQ NQ

Water content by KF s 2,0 w/w 0.02 0.07 0.06 0.03 0.00 0.05 0.03 < LOQ < LOQ
Residual by LC/MS s 40 ppm < 40 < 40 < 40 < 40 < 40 < 40 < 5 < 5 < 5
Residual KPT—534 by LC/MS 40 ppm N/a N/a N/a N/a N/a N/a ND ND ND
Residual KPT—548 by LC/MS 40 ppm N/a N/a N/a 6 6 5

Microbial limit tests
TAMC 1000 CFU/g Comply Comply Comply Comply Comply

- 100 CFU/g Comply Comply Comply Comply Comply
Specied

aureus Comply Comply Comply Comply Comply
- Absence Comply Comply Comply Comply Comply
Pseudomanas aeruginosu Absence Comply Comply Comply Comply Comply

- Absence Comply Comply Comply Comply Comply
ND: Not detected NQ: Not Quantifiable LOQ: Limit of = 0.05 % Not reviesed to include XRPD at T30M

WRITER B. RIM LINGER DATE 25/06/2019 VISA
REVIEWER A. CORGIER DATE VISA 1/1

Colombian Application No. NC2017/0001884
Title:  POLYMORPHS OF SELINEXOR
Ungria Ref. No.:  317017
Foley Hoag Ref.:  KTQ-01743

EXHIBIT A
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KARAZINE ST 4

ICH stability Batch number 27001370 Stability starting date Stability Condition Reason Protocol number

LDPEb ' “d h t Idf'lItem 2001063 Pilot batch March 18th, 2015 25°C - so % RH 2nd batch PS 212.070 Ed 03 °'
pouch an HDPE drum

Analysis Specications \ Time points Tau T60
White powder

white white powder white white white whlte whlte white white
powder powder powder powder powde_r powder

' ‘ fIdentification by UPLC Comply Comply Comply Comply Comply Comply Comply Comply Comply

XRPD reference N/A N/A N/A N/A N/A N/A N/A Comply Comply
7. — 1 .

Assay by 0ch ° ° 101.2 99.2 100.2 100.2 100.3 101.1 97.6 99.6 99.2

Assay by UPLC For information (%w/w as is) 101.2 99.2 100.2 100.1 100.3 101.0 97.6 99.6 99.2

Individual impurities

KPT-375 ND ND ND ND < LOQ ND ND ND ND
KPT—454 ND ND ND ND ND ND ND ND ND

KPT-453 ND ND ND ND ND ND ND ND ND
KPT-452 ND ND ND ND ND ND ND ND ND
KPT-479 0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND
KPT-509 0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND
KPT-472 s 0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND

Any other individual 0.10 w/w ND ND ND ND < LOQ ND ND < LOQ ND
Total impurity s % w/w NO NQ NQ NQ NQ

Water content bv KF 2,0 % w/w 0.02 0.02 0.05 0.01 0.00 0.06 0.05 < LOQ < LOQ
Residual KPT—459 by Lc/MS 40 ppm < 40 < 40 < 40 < 40 < 40 < 40 ND < 5 < 5
Residual KPT—534 by LC/MS 40 ppm N/a N/a N/a N/a N/a N/a ND ND ND

by LC/MS 40 ppm N/a N/a N/a N/a N/a N/a ND < 5 < 5
Microbial limit tests

TAMC 1000 CFU/g Comply Complv Comply Complv Comply
TVMc 100 Comply Complv Comply Complv Comply

Specified
aure us Absence Complv Comply Complv Comply Comply

- Escherichia Absence Comply Complv Comply Comply Comply
Pseudomonas aeruginosa Absence Comply Complv Comply Comply Comply

Salmonella Absence Comply Complv Comply Comply Comply
ND: Not NQ: Not Limit of = 0,05 % revised to include XRPD at T30M

WRITER B. RIMLINGER DATE 25/06/2019 VISA
REVIEWER A. CORGIER DATE VISA 1/1
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Exhibit A

Ungria Ref. No.:  317017
Foley Hoag Ref.:  KTQ-01743
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KARAZINE ST 4

ICH stability Batch number 27001373 Stability date Stability Reason Protocol Packaging

uouole bag lnSloe a
Item 2001063 Pilot batch March 18th, 2015 25°C - 60 % RH 3rd batch PS 212.070 Ed 03 heat sealed foil pouch inside

an HDP drum
Analysis Specifications \ Time points T9 T12

Appearance White to powder
white white powder white white white white white white white white

powder powder powder powder powder powder

by UPLC Retention reference Comply Comply Comply Comply Comply Comply Comply Comply Comply

N/A N/A N/A N/A N/A N/A N/A Comply Comply

Assay by UPLC 100.8 99.8 100.2 100.4 100.0 99.4 98.0 99.2 99.4

Assay by UPLC For information as is) 100.7 99.8 100.2 100.3 100.0 99.3 98.0 99.2 99.4

Individual impurities

KPT-375 0,15 w/w ND ND ND ND 0.09 ND ND ND ND
KPT—454 ND ND ND ND ND ND ND ND ND

ND ND ND ND < LOQ ND ND ND ND
KPT—452 ND ND ND ND ND ND ND ND ND

0.15 w/w N/a N/a N/a N/a ND ND ND
0.15 w/w N/a N/a N/a N/a N/a N/a ND ND ND

KPT-472 w/w N/a N/a N/a N/a N/a N/a ND ND ND
Any other individual impurity 0.10 % w/w ND ND ND ND ND ND ND < LOQ ND

Total impurity 1,5 % w/w NQ NQ NQ NQ 0.09 NQ NQ NQ NQ
Water by KF 2,0 % w/w 0.03 0.01 0.04 0.01 0.01 0.05 0.07 < LOQ < LOQ

by LC/MS s 40 ppm < 40 < 40 < 40 < 40 < 40 < 40 < 5 ND ND
by LC/MS 40 ppm N/a N/a N/a N/a N/a N/a ND ND ND

KPT-548 by LC/MS 40 ppm N/a N/a N/a N/a N/a N/a < 5 < 5 < 5
Microbial limit tests

TAMC 1000 CFu/g Comply Comply Comply Comply Comply
TVMC 100 CFU/g Comply Comply Comply Comply Comply

Specied microorganism

Staphyloccacus aureus Comply Comply Comply Comply Comply
- coli Absence Comply Comply Comply Comply Comply
Pseudomonas aeruglnosa Absence Comply Comply Comply Comply Comply

- Salmonella Absence Comply Comply Comply Comply Comply
ND: Not detected NQ: Not LOQ: Limit of = 0,05 Not revised to include XRPD at T30M

WRlTER B. RIMLINGER DATE 25/06/2019 VISA
REVIEWER A. CORGIER DATE VISA 1/1
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Ungria Ref. No.:  317017
Foley Hoag Ref.:  KTQ-01743 Exhibit A
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KARAZINE ST 4

ICH stability Batch number 27001383 Stability starting date Condition Reason Protocol number Packaging

bag
Item 2001083 Pilot batch April 9th, 2015 - 60 % RH 4 batch PS 212.071 Ed 02 heat sealed foil pouch inside

an HDPE drum
Specications \T|me points Tu

white white white white white white white
powder powder powder powder powder powder powder powder

Identication by UPLC Comply Comply Comply Comply Comply Comply Comply Comply Comply

XRPD reference N/A N/A N/A N/A N/A N/A N/A Comply Comply

Assay by UPLC 98.9 99.1 100.1 98.4 99.9 99.1 98.0 98.7 99.9

Assay by UPLC For information as is) 98.8 99.1 100.1 98.2 99.9 99.1 98.0 98.7 99.9

Individual impurities
KPT-375 ND ND ND ND ND ND ND ND
KPT—454 ND ND ND ND ND ND ND ND ND

KPT—453 ND ND ND ND ND ND ND ND ND
KPT—452 ND ND ND ND ND ND ND ND ND
KPT-479 % w/w N/a N/a N/a ND ND ND
KPT—SOQ w/w N/a N/a N/a N/a N/a N/a ND ND ND

% w/w N/a N/a N/a N/a N/a N/a ND ND ND
Any other individual impurity 0.10 % w/w ND ND ND ND ND ND ND < LOQ ND

Total impurity 1,5 % w/w 0.05 NQ NQ NQ NQ NQ NQ

Water content by KF 2,0 % w/w 0.05 0.05 0.04 0.02 0.07 0.05 0.04 < LOQ < LOQ

Residual KPT-459 by LC/MS 40 ppm < 40 < 40 < 40 < 40 < 40 < 40 < 5 ND ND
Residual by LC/MS 40 ppm N/a N/a N/a N/a N/a N/a ND ND ND
Residual by LC/MS s 40 ppm N/a N/a N/a N/a N/a N/a < 5 ND ND

Microbial limit tests
TAMC s 1000 CFU/g Comply Comply Comply Comply Comply

— TVMC 100 CFU/g Comply Comply Comply Comply Comply
Specied microorganism

Staphyloccocus aureus Absence Comply Comply Comply Comply Comply
- cali Absence Comply Comply Comply Comply Comply
Pseudomonas aeruginasa Absence Comply Comply Comply Comply

Salmonella Absence Comply Comply Comply Comply

ND: detected Not LOQ: Limit of = 0,05 % Not applicabie

WRITER B. RIMLINGER DATE VISA
REVIEWER A. CORGIER DATE VISA 1/1
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Exhibit A
Ungria Ref. No.:  317017
Foley Hoag Ref.:  KTQ-01743
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