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'TAMIFLU® (Oséltamivir Phosphate) p-—
Drug Substance ocC
Ro 64-0796/002 Basal Server Time - dd.mm.yyyy

Date:
19.05.2009

RATIONALE FOR CHANGE IN RETEST PERIOD OF THE DRUG SUBSTANCE
OSELTAMIVIR PHOSPHATE

Introduction

As part of F. Hoffmann-La Roche Ltd commitment to guarantee a supply of Oseltamivir
phosphate and assist the governments in their pandemic stockpiling of the drug
substance, an extension on the retest period of the drug substance from the currently
approved 60 months to 96 months is herewith proposed.

Stability Results

Long term stability studies on Oseltamivir phosphate demonstrate that the quality of the
drug substance has remained unchanged after storage for 8 years at 25°C and 60%
relative humidity. Detailed results of these 8 year stability studies are presented in the
document STABILITY DATA — RESULTS. The proposed retest period is presented in the
document STABILITY SUMMARY AND CONCLUSIONS — STORAGE CONDITIONS AND RETEST
PERIOD. Both of these documents are provided separately in this variation package.

Conclusion

The results of real time stability studies demonstrate that Oseltamivir phosphate
maintains optimal stability for up to 96 months when stored at 25°C with 60% relative
humidity. Based on these results, the extension of the currently approved retest period of
60 months to 96 months in considered justified.
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TAMIFLU®(0se|tam|V|rPhosbhate) @ ~N

Drug Substance Date:
Ro 64-0796/002 1902 0 e
- SPECIFICATIONS FOR THE DRUG SUBSTANCE
Description S
Appearance powder or powder with lumps
Colour white to off-white
Identity
Oseltamivir (Ro 64-0796) corresponds
Phosphate corresponds
Specific optical rotation, 589 nm -30.7° to -32.6°

25°C, C =1 % (m/V) in water
(anhydrous and solvent-free)

Water max. 0.5 %
Residual solvents (GC)
Acetone max. 0.1 %
Ethanol max. 0.1 %
n-Heptane max. 0.1 %
Methylene chloride max. 500 ppm’
Heavy metals max. 20 ppm
Organic impurities
Ro 64-0802 max. 0.7 %
Ro 64-1637 max. 100 ppm
Tributylphosphine oxide- max. 0.1 %
Other impurities eachmax. 0.1 %
total max. 0.5 %
Total of all impurities max. 1.0 %
Assay (HPLC) 97.5-101.5%
(anhydrous and solvent-free)
/Y\ O

Ro 64-0796/002
C16H28N204 1:1 H3PO4 M.— = 410.408

! Methyléng chloride is 6nly tested for in reworked active substance

Global Technical Development ~ - - -~ .- Reference: cmc009249 Version: 1.0 . n
Frutos Honer Annabelle ...~ i-OseltamivirPhosphate_S.4.1.SPE
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" TAMIFLU® (Oseltamivir Phosphate) S
Drug Substance * ?S.tgé.zoog
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"7 Frutos Honer Annabelle "~ .

STABILITY DATA
RESULTS

1. INTRODUCTION

In order to support the increasing supply demand on Tamiflu, the stability of
Oseltamivir phosphate beyond 5 years was evaluated. For this purpose, long
term stability studies of up to eight years were performed on 3 production scale
batches of the drug substance. The results are presented here.

2. BATCHES TESTED

An overview of three production scale batches of drug substance used for
stability trials is given in Table 1.

Table 1 Batches of Oseltamivir phosphate used for stability tests
Batch Date of Place of Batch Date of release
(certificate) manufacture manufacture size analysis
no. -
BS00082201 August 2000 Roche Basel 124 Kg September 2000
(07076111)
BS00082206 August 2000 Roche Basel 165 Kg September 2000
(07076503) .
BS00082207 August 2000 Roche Basel 121 Kg September 2000
(07076504)

Packing Material: Low Density Polyethylene (LDPE) Bags in Metal Drums without
desiccant and without gassing

‘Global Technical Development ~. Reference: cmc020594 Version: 1.0 14
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TAMIFLU® (Oseltamivir Phosphate) ‘ .
Drug Substance av Date:
Ro 64-0796/002 18052000
3. RESULTS OF TESTS
Chemical Data

3.1

Batch no. BS00082201

' The reporting of the Total of others and consequently the resulting value for the Total of all im
value given at 96 Months is in line with the reporting rules of ICH Q3AR first adopted in 2002,

purities changed from time of initial test to the test at 96 Months. The

" Glohal Technical Development
. Frutos Honer Annagbelle

Creation Date: 19 May 2009

Reference: cmc020594
bi-Oseltamivir _u:omuzmﬁmlw.w.w.OB.._.mw.mmBo_:Sm

Version: 1.0

2/4

Storage Organic Impurities Assay.
conditions Ro 64-0802 | Ro 64-1637 | Tributyl phosphine w Others, GC | Others, HPLC | Total of others | Total of all [%]
[%] [ppm] oxide [%] [%] 1%’ [%]'
[%]
Initial analysis <0.05 <100 <0.05 each <0.05 each <0.05 0.20 0.26 100.1
96 months
25°C/60% RH 0.05 <100 <0.05 each £0.05 each <0.05 0.00 0.05 100.1
Batch no. BS00082206
Storage. Organic Iimpurities Assay
conditions Ro 64-0802 | Ro 64-1637 | Tributyl v:o%_.__:miw Others, GC | Others, HPLC | Total of others | Total of all [%]
| [%] [ppm] oxide [%] [%] 1%’ 1%’
L : [%]
.. Initial analysis 0.05 <100 <0.05 each <0.05 each <0.05 0.18 0.27 100.0
96 months |
25°C/60% RH - 0.06 <100 <0.05 each <0.05 each <0.05 0.00 0.06 100.1
Batch no, BS00082207
.. Storage’ Organic impurities Assay
" conditions Ro 64-0802 | Ro 64-1637 | Tributyl phosphine | Others, GC | Others, HPLC | Total of others | Total of all [%]
- [%] [ppm] oxide [%] [%] [%]' [%]'
[%] m
Initial analysis <0.05 <100 <0.05 each <0.05 0.05%, 0.56 0.19 0.26 99.9
. 96 months |
25°C/60% RH <0.05 <100 <0.05 each <0.05 each <0.05 0.00 0.00 100.0
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32 Physical Data

Batch no, BS00082201

~ Storage ;. | Description Specific Water
_conditions Appearance rotation content Colour
L Initial analysis powder with lumps -31.9° 0.3% white
- 96 month
- 25°C160% RH powder -32.0° 0.2% white
, Batch no, BS00082206
. Storage. Description Specific Water
conditions Appearance Colour content rotation
- Initial analysis powder with lumps white 0.3% 31.7°
© 96 month -
25°C/60% RH powder with lumps . white 0.2% -31.9°
o .
' Batch no. BS00082201
: -+ Storage - Description Specific Water
conditions ' Appearance Colour content rotation ,
- Initial analysjs powder with lumps white 0.3% -31.9°
- 96 month *
:+25°C/60% RH powder with lumps white 0.2% -32.0° ‘

Reference: cmc020594 Version: 1.0 3/4 .
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" TAMIFLU® (Oseltamivir Phosphiate) - . ' .
Drug Substance @ '133?5.2009

Ro 64-0796/002 Basal Sarver Time - dd.mm.yyyy

4. CONCLUSION -

The presented resuits demonstrate that Oseltamivir phosphate maintains optimal
stability for up to 96 months when stored at 25°C with 60% relative humidity.

s ’;'Global Technical Development Reference: cmc020594 - Version: 1.0
" 7% Frutos Héner Annabelle bi-Oseltamivir Phosphate_8S.7.3.DAT.res.96months
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"TAMIFLU® (Oseltamivir Phosphate) /o~~~
Drug Substance , D 2005
Ro 64-0796/002 | e S Tty

STABILITY SUMMARY AND CONCLUSIONS
STORAGE CONDITIONS AND RETEST PERIOD

1. RECOMMENDED STORAGE CONDITIONS

Based on the available stability test results no special storage requirements for
oseltamivir phosphate are necessary.

2. RETEST DATE
96 months
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