
KARAZINE ST 4

ICH stability Batch number 27001369 starting date Stability Condition Reason number Packaging

Double LDPE bag inside a
Item 2001063 Pilot batch March 18th, 2015 25°C — 60 % RH batch PS 212.070 Ed 01 heat sealed foil pouch

inside an DPE drum
Analysis Specifications \ Time points T24

't h'teAppearance White to off-white powder
e

white powder
W

powder powder
_ _ Retention time same as referenceIdentification by UPLC

standard's Comply Comply Comply
— .Assay by UPLC 100,5 100,1 100,3ba5is

Assay by UPLC For information (%w/w as is) 100,4 100,1

Individual impurities

1.5 % w/W ND ND ND
KPT-454 0.5 % w/w ND ND ND

0.5 % w/w ND ND ND
KPT-452 ND ND ND

Any other individual impurity ND ND ND

Total impurity 2,0 % w/w ND ND ND
Water content by KF 2,0 % w/w 0,02 0,07 0,06

Residual KPT—459 in KPT-330 40 ppm < 40 < 40 < 40
Microbial limit tests
- TAMC s 1000 CFU/g Comply
- TYMC 100 Comply

Specified
— aureus Absence Comply
- Escherichia coii Absence Comply
- Pseudomonas aeruginosa Absence Comply

— Salmonella Absence Comply
ND: Not detected

WRITER RIMLINGER DATE 29/10/2015 VISA
REVlEWER BOURASSEAU DATE ii1I5 VISA 1/1

EXHIBIT B 

KARAZINE ST 4

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

KARAZINE ST 4

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

Double LDPE bag inside
Item 2001083 Pilot batch April 9th, 2015 - 75 % RH batch PS 212.070 Ed 01 heat sealed foil pouch

inside an DPE drum
Analysis Specifications \ Time points

h' h'tAppearance White to off-white powder
w

white powder W e
powder powder

. . . Retention time same as referenceidentification by UPLC
standard’s Comply Comply Comply

. — 1 .Assay by UPLC °
100,4

Assay by UPLC For information (%w/w as is) 100,4 100,7 100,4

Individual impurities

KPT—375 ND ND ND
KPT—454 0.5 % w/w ND ND ND
KPT-453 0.5 % w/w ND ND ND

% w/w ND ND ND
Any other individual impurity %w/w ND ND ND

Total impurity 2,0 % w/w ND ND ND
Water content by KF 2,0 % w/w 0,02 0,09 0,05

Residual KPT—459 in ppm < 40 < 40 < 40
Microbial limit tests

— TAMC 1000 CFU/g Comply
- TYIVIC 100 CFU/g Comply
microorganism

— Staphyloccocus aureus Absence Comply
— Escherichia cali Absence Comply

Pseudomonas aeruginosa Absence Comply
- Salmonella Absence Comply
ND: Not detected

WRITER RIMLINGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE l VISA 1/1

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

lCH stability Batch number 27001370 Stability starting date Stability Reason Protocol number Packaging

Double LDPE bag inside
Item 2001063 Pilot batch March 18th, 2015 25°C — 60 % RH 2nd batch PS 212.070 Ed 01 heat sealed foil pouch

an l— DPE drum
Analysis Specications \ Time points T18

Appearance White to powder
white

white powder white
powder powder

Identification by UPLC reference Comply Comply Comply

Assay by 101,2 99,2 100,2

Assay by UPLC For information (%w/w as is) 101,2 99,2 100,2

Individual impurities

KPT—375 ND ND ND
KPT-454 % w/w ND ND ND

KPT—453 %w/w ND ND ND
KPT—452 ND ND ND
Any otherindividual impurity ND ND ND

Total impurity 2,0 % w/w ND ND ND
Water content by KF 2,0 % w/w 0,02 0,02 0,05

Residual KPT-459 in KPT—33O ppm < 40 < 40 < 40
Microbial limit tests
- TAMC 1000 CPU/g Comply
- TYMC 100 CFU/g Comply

Specified
- Staphyloccocus aureus Absence Comply
— Escherichia coli Absence Comply
- Pseudomonas aeruginosa Absence Comply
— Salmonella Absence Comply
ND: Not detected

WRITER RIMLINGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE VISA 1/1
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Exhibit B 

KARAZINEKARAZINE STST 44

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

Double LDPE bag inside
Item 2001083 Pilot batch April 9th, 2015 40°C - 75 % RH 4 batch PS 212.070 Ed 01 heat sealed foil pouch

an DPE drum
Analysis Specications \ Time points

' h'tAppearance White to off-white powder white powder W e
powder

. . Retention time same as referenceIdentification by UPLC
standard‘s Comply Comply Comply

Assay by UPLC 101,2 100,0 100,5

Assay by UPLC For information (%w/w as is) 101,2 100,0 100,5

Individual impurities

KPT—37S s 1.5 % w/w ND ND ND
KPT-454 s 0.5 % w/w ND ND ND

%w/w ND ND ND
KPT—452 s % w/w ND ND ND

Any other individual ND ND ND

Total impurity s 2,0 % w/w ND ND ND
Water by KF s 2,0 % w/w 0,02 0,03 0,04

Residual KPT-459 in KPT-33O 40 ppm < 40 < 40 < 40
Microbial limit tests
- TAMC 1000 CFU/g Comply
- TYMC 100 CFU/g Comply

Specified
- Staphyloccocus aureus Absence Comply
- Escherichia coli Absence Comply
— Pseudomonas aeruginosa Absence Comply
- Salmonella Absence Comply
ND: Not detected

WRITER RIMLlNGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE VISA 1/1
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Exhibit B 

KARAZINEKARAZINE STST 44

ICH stability Batch number 27001373 Stability date Stability Condition Reason Protocol number Packaging

e a
Item 2001063 Pilot batch March 18th, 2015 ~ 60 % RH 3rd batch PS 212.070 Ed 01 heat sealed foil pouch

\ T4s
white whiteAppearance White to off-white powder white powder

Retention time same as reference
standard’s

97.0 — 102.0 % w anhydrous
basis

Assay by UPLC For information (%w/w as is) 100,7 99,8 100,2

identification by UPLC Comply Comply Comply

Assay by UPLC 100,8 99,8 100,2

individual impurities

KPT—375 1.5 % w/w ND ND ND
0.5 % w/w ND ND ND

KPT-453 % w/w ND ND ND
KPT-452 0.5 % w/w ND ND ND

Any otherindividual impurity %w/w ND ND ND

Total impurity s 2,0%w/w ND ND ND
Water content by s 2,0 % w/w

Residual KPT—459 in 40 ppm
Microbial limit tests

TAMC 1000 CFU/g
TYMC 100 CFU/

microorganism
- Staphyloccocus aureus Absence

Escherichia coli Absence

— Pseudomonas aeruginosa Absence

— Salmonella Absence
ND: Not detected

WRITER RlMLINGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE VISA
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KARAZINE ST 4
l'

ICH stability Batch number 27001373 date Stability Condition Reason Protocol number Packaging

Double LDPE bag inside
Item 2001083 Pilot batch April 9th, 2015 - 75 % RH 4 batch PS Ed 01 heat sealed foil pouch

an DPE drum
Analysis Specifications \ Time points

' h'tAppearance White to off-white powder white powder
W e

powder powder
Retention time same asIdentification by UPLC Comply Comply Comply

Assay by 100,8 100,4 100,2

Assay by UPLC For information (%w/w as is) 100.4 100,1

individual
KPT-375 % w/w ND ND ND
KPT-4S4 S 0.5 % w/w ND ND ND
KPT—453 % w/w ND ND ND
KPT-452 s 0.5 % w/w ND ND ND
Any otherindividual impurity ND ND ND

Total impurity 2,0 % w/w ND ND ND
Water by KF 2,0 % w/w 0,02 0,04

Residual KPT-459 in KPT—330 40 ppm < 40 < 40 < 40
Microbial limit tests

— TAMC s 1000 CFU/g Comply
— TYMC 100 CFU/g Comply

Specified microorganism
- aureus Absence Comply
- Escherichia coli Absence Comply
— Pseudomonas oeruginosa Absence Comply
- Salmonella Absence Comply
ND: Not detected

WRITER RIMLINGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE VISA
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ICH stability Batch number 27001383

Item 2001083 Pilot batch

\Time
Appearance White to powder

am ferenceidentification by UPLC ' '

97.0— 102.0%w anhydrousA PLssay by U C
basis

Assay by UPLC For (%w/w as is)

impurities

Stability starting date

April 9th, 2015

To
white

Comply

98,9

98,8

T

white powder

Comply

99,1

99,1

Exhibit B 

KARAZINEKARAZINE STST 44

Condition Reason

25°C - 60 % RH 4 batch

T T9
white

Comply

100,1

100,1

KPT-375 1.5 % w/w 0,05 ND ND
KPT-454 %w/w ND ND ND

%w/w ND ND ND
ND ND ND

Any otherindividual impurity ND ND ND

Total impurity ND ND
Water content by KF 2,0 % w/w

Residual KPT-459 in KPT—33O 40 ppm
Microbial limit tests
- TAMC 1000 CFU/g
- TYMC 100 CFU/g

ed
- aureus Absence
- coli Absence

— aeruginosa Absence

— Salmonella Absence
ND: Not detected

WRITER RIMLINGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE VISA

number

PS 212.071 Ed 01

T24 T36

heat sealed foil pouch

Packaging

T60

a

1/1
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KARAZINE ST 4

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

Packaging

Ii aPS 212. 710 heat sealed foil pouchItem 2001083 Pilot batch April 9th, 2015 40°C - 75 % RH 4 Ed

Ana is Specifications \ Time points T0 T12
Appearance White to off-white powder White powder

Identification by UPLC Retention time same as reference standard‘s Comply

Assay by UPLC 97.0— 102.0 % w/w anhydrous basis

Assay by UPLC For information (%w/w as is)

Individual impurities

KPT—375 1.5 % w/w ND
KPT-454 0.5 % w/w ND

0.5 % w/w ND
0.5 % w/w ND

Any other individual impurity s 0.5 % w/w ND

Total impurity s 2,0 % w/w ND
Water content by KF 2,0 % w/w

Residual KPT—459 in KPT—33O s 40 ppm

Microbial limit tests
- TAMC 1000 CFU/g
- TYMC 100 CFU/g

pecied microorganism
— Staphyiaccocus aureus Absence
— Escherichia coli Absence

— Pseudomonas aeruginosa Absence

- Salmonella Absence
ND: Not detected

WRITER RIMLINGER DATE 29/10/2015 VISA
REVIEWER BOURASSEAU DATE VISA
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