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2007 UNDP WORK PROGRAMME AMMENDMENT

52" Executive Committee Meeting (23 — 27 July 2007, Montreal)

This Work Programme document contains all non-investment and project preparation programmes
that are being requested at the 52" Meeting of the Executive Committee. These requests amount to
US$ 756,600 plus US$ 56,745 of support cost, as elaborated upon below.

1) Institutional Strengthening Renewal Requests.

The following Institutional Strengthening Renewal Requests are

meeting of the Executive Committee:

being submitted at the 52

Nr SUPPORT
COUNTRY TITLE ODP BUDGET COST TOTAL

1 | Brazil Institutional Strengthening Phase V 351,000 26,325 377,325

2 | Colombia Institutional Strengthening: Phase VI 275,600 20,670 296,270

Sub Total Institutional Strengthening Projects 626,600 46,995 673,595

Documents for the IS Renewal Requests have been submitted separately by UNDP.

2) Requests for Technical Assistance Projects.

There will be no submission of Technical Assistance Projects to the 52" Executive Committee
Meeting.

3) Requests for Project Preparation in the Refrigeration Servicing Sector.

There will be no submission of Project Preparation Funds for the Refrigeration Servicing Sector
to the 52" Executive Committee Meeting.

4) Requests for Activities in the MDI Sector.

Nr COUNTRY TITLE BUDGET SUCPgéDTRT TOTAL REMARKS
1 | Colombia PRP for MDI Investment Project 30,000 2,250 32,250 | Details in Annex 1
2 | India PRP for MDI Investment Project 100,000 7,500 107,500 | Details in Annex 2
Subtotal PRP-Proposals (Other Sectors) 130,000 9,750 139,750

Project preparation requests listed above are related to the development of investment projects

3




for Metered Doses Inhalers (MDIs). Funds would be used for international consultants, national
consultants, stakeholders workshops and sundries. Based on precedent experience the level of
funds requested for PRP activities for MDI is higher than the level of funds requested for PRP
activities in other sectors due to the level of fees for international experts on this field, which is
higher than in other fields due to its very specialized nature. In the case of India there will be
seven companies involved in different cities, for this reason the level of funds requested is higher
than in the other two countries.

Detailed information required to submit these preparation activities as per Decision 51/34 of the
Executive Committee is available in Annex 1 (Colombia) and Annex 2 (India).



ANNEX 1
COLOMBIA MDI

Justifications for the need to receive assistance by India for phasing
out of CFC in MDI sector as required under decision 51/34 Para (c).

Colombia became aware of the CFC consumption in the MDI sector after the approval
of the National Phase Out Plan in 2003. During the collection of data undertaken for the
preparation of the NPP, the company Chalver consuming CFC in the manufacturing of
MDI was not identified as it had recently started production and it was not very well
known as a MDI producer yet. By the time the company started to establish its
production line of MDI (2001 - 2002), HFA technologies were not available in
developing countries, only few companies in Article 5 countries had developed this
technology. Since the confirmation of the CFC consumption in the MDI sector in
Colombia by Chalver, this consumption has been yearly reported to the Multilateral
Fund Secretariat as part of the Country Programme Implementation Report.

Chalver is the only local company manufacturing CFC MDI in the country.

The adaptation of HFA-based MDI propellant technology in developing countries is a
recent phenomenon and has not yet been fully deployed. It would take about 2-3 years
to fully convert from CFC-based MDI to HFC-based MDI technology (including the time
taken to register and launch the final approved and reformulated product in the market).
The industries are not fully equipped to transit cost-effectively from CFC-based MDls
within the timeframe available, especially against the background of rapidly growing
demand.

In view of above, the Executive Committee may be requested to consider Colombia’s
proposal for project preparation funding in light of the paragraph 1 and 2 of Decision
XVIII/16 of the 18" Meeting of the Parties (MOP) and Decision 51/34 of the Executive
Committee.



Information as required by the Executive Committee (ExCom) under

its Decision 51/34 (Para C)

Name of nationally owned CFC-MDI manufacturing facilities, the date when the CFC

production lines were established and the production capacity of each production line

BASIC INFORMATION

Name LABORATORIOS CHALVER DE COLOMBIA S.A
I.D. 890.203.194-1
Address Av. 68 No. 37B —31 Sur

production line

Date of establishment of the

There is one production line established in the year
2002

line

Production Capacity for each

The operational capacity of the production line is
between 2000 and 3000 units/hour.

Type of CFC-MDI products manufactured, active ingredients used, annual production

output (units/year)

Rharmaceutica Active Ingredients | Propellant used A Frdueen
| Form 9 P 2006 (units/year)
Aerosol Beclomethasone Diclorodifluoromethane
) . . 9,000
Nabumex Dipropionate Triclorofluoromethane
Aerosol Ipratropium Diclorodifluoromethane
. . . 12,000
Aspromio Bromide Triclorofluoromethane
Aerosol Salbutamol Diclorodifluoromethane
) . 72,000
Airmax Triclorofluoromethane
Aerosol Salbutamol+ Diclorodifluoromethane 15.000
Oxitone Beclomethasone Triclorofluoromethane '
Salbutamol+ Diclorodifluoromethane
Aerosol . .
. Ipratropioum Triclorofluoromethane 5,000
Salpromio )
Bromide
Aerosol Budesonide Diclorodifluoromethane
) 0
Inflabon Triclorofluoromethane
Aerosol Fluticasone Diclorodifluoromethane
. 0
Frudexan Triclorofluoromethane
Aerosol Formoterol Diclorodifluoromethane
(Undetermined | Fumarate + | Triclorofluoromethane 0
) Budesonide
TOTAL 113,000




Growth patterns of CFC- MDI production over the past three years

Pharmaceutical Annual Production (units / year
Form 2003 2004 2005 2006 2007 (%)
Aerosol 63,000 | 69,000 | 3,000 9,000 .
Nabumex
Aerosol
Aspromio
Aerosol
Airmax
Aerosol
Oxitone
Aerosol
Salpromio
Aerosol
Inflabon
Aerosol
Frudexan
Aerosol
(Undetermined)
TOTAL | 213,000 | 414,000 | 127,000 113,000 61,000

- 42,000 78,000 12,000 12,000

144,000 | 300,000 - 72,000 40,000

6,000 3,000 36,000 15,000 6,000

- - 10,000 5,000 3,000

Production levels have decreased due to import of CFC MDI from India at very low cost levels.
Laboratorios Chalver is the only national producer of MDls.

The MDI produced in 2004 has the following distribution:

Amounts Percentage Market
265.000 Units 59.15 % Nacional Market
183.000 Units 40,85% Export to other

Article 5 Parties.
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Consumption in the sector has accordingly been reported as part of the CP implementation
Report submitted to the Multilateral Fund Secretariat as follows:

V.

Substanc 2003 2004 2005 2006
e

CFC 11 2.52 2.80 0.80 0.56

CFC 12 3.56 5.28 1.00 1.65

Total 6.08 8.08 1.80 221

Whether any of the CFC-MDI manufacturing plants were contemplating alternatives to CFC
MDIs and what those alternatives were

Laboratorios CHALVER is considering undertaking the retrofit of the production line in order to be
able to produce HFA MDI. As part of this process the company has expressed particular concern on
the development of the HFA formulations. The company has not been able to undertake the
conversion to HFA MDI for several reasons, the first one that it does not have the corresponding
formulations, the second that the new product would have still a higher price in the market and the
company has already reduced its production due to competition with CFC MDI product imported a
very low price.
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V. Each production facility plans for phasing out CFC consumption

Production Line Plan to eliminate consumption of CFC Time Cost
Linea 1 Retrofitting of certain line components in | 2-3 To be determined
Pamasol mixin order to be able to produce alternative years depending on

. 9 HFA MDI drugs equivalent to the CFC alternative
vessel filler, crimper. .
MDI drugs currently produced. formulations

The necessary changes for the conversion to HFA will consist mostly on modifications to the production
line, mainly the change in the dose pumps and the filling head.. It has not been determined if a new
vessel is required, and this will depend on the formulation selected during the preparation of the project.
In addition to the incremental capital costs mentioned the company will incur in costs for the development
of the new formulations and developing of the HFA products based on the formulations. The company will
require assistance from a technology provider to develop the new products, but will not have to outsource
the whole process as it has adequate laboratories to undertake part of the development activities,
reducing costs.

VI. The number of non-CFC MDIs and dry-powder inhalers sold or distributed within the Party,
by active ingredient, brand/manufacturer, and source

The company is not producing HFA MDI medication and has not reported any production of Dry Powder
Inhalers. Multinational companies affiliated to IPAC have reported imports of the alternatives below,
however the volume of imports is not known yet:

HFA MDI Beclomethasone DP.
DPI Budesonide

DPI Budesonide & Formoterol
DPI Fluticasone P.

HFA MDI Fluticasone P.

HFA MDI Fluticasone/Salmeterol
DPI Fluticasone/Salmeterol
DPI Formoterol

DPI Salbutamol

HFA Salbutamol

DPI Salmeterol

DPI Terbutaline

The information available on imports is presented inthtable below:
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Ingrediente

Inhaladores de dosis

activo Fabricante Propulsor medida importados/afio
2003 2004 2005
Salbutamol Glaxo Wellcome Triclorofluorometano, Diclorofluorometano
Micronizado Mexico S.A. De C.V. 173,799
Salbutamol Cipla Limited Monofluorotriclorometano, Diflurodiclorometano 204.430
Salbutamol Mckesson Difluorodiclorometano, Monofluorotriclorometano 288,646
Salbutamol Merck Difluorodiclorometano, Monofluorotriclorometano 300,497
Salbutamol Medyspray Difluorodiclorometano, Monofluorotriclorometano
Laboratories Private 90,953
Limited
Salmeterol Glaxosmithklaine Difluorodiclorometano, Monofluorotriclorometano 40077
Bromuro De Mckesson Difluorodiclorometano, Monofluorotriclorometano 92171
Ipratropio '
Budesonida Laboratorios Biogen Difluorodiclorometano, Monofluorotriclorometano
De Colombia S.A. 44.166
(Importador)
Budesonida Boehringer Ingelheim Difluorodiclorometano, Monofluorotriclorometano 148,787
Micronizada International ’
Propionato De Glaxosmithklaine Difluorodiclorometano, Monofluorotriclorometano
Fluticasona 60 423
(Micronizado)
Bromuro De Mckesson Difluorodiclorometano, Monofluorotriclorometano 56.841
Ipratropio '
Bromuro De Cipla Limited Difluorodiclorometano, Monofluorotriclorometano 41336
Ipratropio '
Beclometasona Laboratorios Aldo Difluorodiclorometano, Monofluorotriclorometano 12 634
Dipropionato Union S.A. !
Beclometasona Cipla Limited Monoflurotricloro Metano, Diflurodicloro Metano 40,510
Dipropionato '
Bromuro De Boehringer Ingelheim Tricloromonofluorometano,
Ipratropio Do Brasil Quimica E Tricloromonofluorometano/Diclorodifluorometano/1, 317.655
Farmaceutica Ltda 2-Diclorotetrafluoroetano
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ANNEX 2
INDIA MDI

Justifications for the need to receive assistance by India for phasing
out of CFC in MDI sector as required under decision 51/34 Para (c).

India became aware of high CFC consumption in its pharmaceutical MDI sector in 2006
while collecting information for preparation of the country program progress report for
2005. The CFC consumption in 2005 was reported to the Fund Secretariat. Further, in
response to the Secretariat’'s questionnaire circulated during the network meeting held
in Colombo during 4-8 December, 2007, the detailed information was sent to the
Secretariat. Based on the information, the MLF Secretariat had prepared the document
no. 51/39 for the consideration of the 51°' Executive Committee meeting.

Constraints on accurately establishing consumption

Due to the rapidly rising demand for MDI products due to the growing incidence of
asthma and related diseases with significant public health and social implications, the
consumption of CFC-based MDIs has grown quite significantly. At the time of approval
of India's NCCOPP, the estimated consumption was not significant and therefore it was
considered by the Government not to seek additional funding. However, presently, with
more accurate estimates of consumption, which is significantly high (over 700 tonnes
annually) and consequent implications/challenges for the health services in the country,
and due to the technological and financial constraints for cost-effective conversion to
HFC-based MDI technology, the Government now seeks the assistance of MLF in
addressing this consumption.

Technology constraints

The first HFC-based propellants for MDIs were developed only in 1995 and the
technology was established and made commercially viable by 2000. The adaptation of
HFC-based MDI propellant technology in developing countries is a recent phenomenon
and has not yet been fully deployed. It would take about 2-3 years to fully convert from
CFC-based MDI to HFC-based MDI technology (including the time taken to launch the
final approved and reformulated product in the market). The industries are not fully
equipped to transit cost-effectively from CFC-based MDIs within the timeframe
available, especially against the background of rapidly growing demand.

The high consumption of CFC in MDI sector and looking at possibilities of its increase in
future years would result in potential non-compliance for India in 2007 and future years.

In view of above, the Executive Committee may be requested to consider India’s
proposal for project preparation funding in light of the paragraph 1 and 2 of Decision
XVIII/16 of the 18" Meeting of the Parties (MOP) and Decision 51/34 of the Executive
Committee.
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Information as required by the Executive Committee (ExCom) under
its Decision 51/34 (Para C)

Name of nationally owned CFC-MDI manufacturing facilities, the date when the CFC
production lines were established and the production capacity of each production line

Percentage

Name of the MDI . Date of . .
S. No. Manufacturers of Natlon_al Establishment Production capacity
Ownership
1 AstraZeneca Pharma India 10% Nov-81 Production at own location
Ltd. until 2005. Since 2006
products made on loan
basis at Midas Care
2 Cadila Health Care Ltd. 100% 15-May-95 1 production line with 8
million units/year
3 Cipla Ltd., Kurmumbh, Mh 100% Nov-93 3 production lines each with
20 million units/year;
Cipla Ltd., Kundaim, Goa 100% 17-Oct-97
1 production line with 10
Cipla Ltd., Verna, Goa 100% 11-Jan-00 million units/year
Total: 70 million units/year
4 GlaxoSmithkline 49.3% 1990 1 production line with 3
Pharmaceuticals Ltd. million units/year
5 Midas Care Pharmaceuticals 100% 1993-94 2 production lines each with
Pvt. Ltd. 7.5 million units/year
Total 15 million units/year
6 Natco Pharma Ltd. 70% 1981 1 production line with 3
million units/year
7 Sun Pharmaceutical 100% 2001-2005 1 production line with 2

Industries Ltd.

million units/year
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Type of CFC-MDI products manufactured, active ingredients used, annual production output

(units/year)

Pharmaceuticals Pvt. Ltd.

2.Budesonide
3.Cicllesonide

4. Fluticasone

5.Formoterol

6.Formoterol + Budesonide
7.lpratropium Bromide

S.No. Name of the MDI By Active Ingredients Annual Production output
Manufacturers (unit/year)
1 AstraZeneca Pharma India | 1.Budesonide Products manufactured on
Ltd. 2.Terbutaline Sulphate loan basis
CFC Consumption:
2003: 3.4 MT
2004: 2.3 MT
2005: 0.5 MT
2 Cadila Health Care Ltd. 1.Budesonide BP 1.2 million units/year
2.Budesonide BP + Formoterol Fumarate CFC Consumption:
3.Formoterol Fumarate 2003: 3.2 MT
4.lpratropium Bromide BP 2004: 4.9 MT
5.Salbutamol Sulphate IP + Ipratropium Bromide 2005: 8.1 MT
6.Salmeterol Xinafoate + Fluticasone Propionate
3 Cipla Ltd., Kurmumbh, Mh | 1.Beclomethasone Dipropionate
2.Beclomethasone Dipropionate + Salbutamol
3.Budesonide
4 Fluticasone Propionate
5.1pratropium Bromide
6.Salbutamol
7.Salmeterol Xinafoate
Cipla Ltd., Kundaim, Goa 1.Beclomethasone
2.Beclomethasone + Salbutamol
3.Budesonide
4.Budesonide + Formoterol
5.Fluticasone + Salmetrol
6.Formotgro| . 42 million units/year
7.lpratropium Bromide o
8. Salbutamol CFC Consumption:
9.Salmeterol 2003: 573 MT
- - - 2004: 688 MT
Cipla Ltd., Verna, Goa 1.Beclomethasone Dipropionate 2005: 674 MT
2.Beclomethasone Dipropionate + Salbutamol
3.Budesonide
4 Fluticasone Propionate
5.Formoterol Fumarate
6.lpratropium Bromide
7.Levosalbutamol
8.Salbutamol
9.Salbutamol + Ipratropium Bromide
10. Salmeterol Xinafoate
11. Salmeterol + Fluticasone Propionate
12. Sodium Cromoglicate
13. Tiotropium Bromide
14. Tiotropium Bromide + Formoterol Fumarate
4 GlaxoSmithkline 1.Beclomethasone 0.8 million units/year
Pharmaceuticals Ltd. 2.Salbutamol CFC Consumption:
2003: 29 MT
2004: 25 MT
2005: 28 MT
5 Midas Care 1.Beclomethasone 2 million units/year

CFC Consumption:
2003: 18.8 MT
2004: 21.3 MT
2005: 29.8 MT
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8.Ipratropium + Salbutamol
9.Salbutamol

10.Salbutamol + Beclomethasone
11.Salmeterol + Fluticasone
12.Sodium Cromoglicate
13.Terbutaline

14.Tiotropium Bromide
15.Tiotropium Bromide + Formoterol

Natco Pharma Ltd.

1.Beclomethasone
2.Salbutamol

10,000 units/year
CFC Consumption:
2003: 3.32 MT
2004: 1.08 MT
2005: 0.98 MT

Sun Pharmaceutical
Industries Ltd.

1.Budesonide

2.Budesonide + Formoterol Fumarate

3.Fluticasone Propionate

4 Fluticasone Propionate + Salmeterol Hydroxy Napthoate
5.Salbutamol

6.Salmeterol Hydroxy Napthoate

7.Tiotropium Bromide Monohydrate

8.Tiotropium Bromide Monohydrate + Formoterol Fumarate

0.4 million units/year
CFC Consumption:
2003-2004: 8.3 MT
2004-2005: 7.2 MT
2005-2006: 6.9 MT
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Growth patterns of CFC-MDI production over the past three years (2003-2005), based on
consumption of CFC in MDI manufacturing, are indicated in the table below. It is noted that as
CFC consumption differs in different formulations and among different industries, the “units
of CFC-MDI produced” without being properly verified by the Ozone Cell, do not truly reflect

the demand on CFC and thus the CFC phase-out efforts required.

Name of Companies Quantit;ll\ﬂtgl(lljljgju(xi'l('))nused for
2003 2004 2005
AstraZeneca Pharma India Ltd. 3.6 23 0.5
Cadila Health Care Ltd. 3.0 4.8 7.5
Cipla Ltd 573.0 688.0 674.0
GlaxoSmithkline Pharmaceuticals Ltd. 29.2 24.6 27.6
Midas Care Pharmaceuticals Pvt. Ltd. 18.8 21.3 29.8
Natco Pharma Ltd. 3.3 11 1.0
Sun Pharmaceutical Industries Ltd. 8.3 7.2 6.9

Growth patterns in graphical representation for each plant.
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MT of CFC used
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V. Whether any of the CFC-MDI manufacturing plants were contemplating alternatives to CFC
MDIs and what those alternatives were
S.No. Name of the MDI Manufacturers Alternatives to CFC MDIs by active ingredient
using HFA

1 AstraZeneca Pharma India Ltd. NIL

2 Cadila Health Care Ltd. NIL

3 Cipla Ltd., Kurmumbh, Mh NIL

Cipla Ltd., Kundaim, Goa 1.Beclomethasone
2.Budesonide
3.Budesonide + Formoterol
4.Fluticasone
5.Salbutamol
Cipla Ltd., Verna, Goa 1.Beclomethasone Dipropionate

2.lpratropium Bromide
3.Salbutamol
4.Salbutamol + Ipratropium Bromide
5.Salmeterol Xinafoate
6.Salmeterol + Fluticasone Propionate

4 GlaxoSmithkline Pharmaceuticals Ltd. NIL

5 Midas Care Pharmaceuticals Pvt. Ltd. 1. Formoterol + Budesonide
2. Fluticasone
3.Cicllesonide
4.Salbutamol
5.Salmeterol + Fluticasone

6 Natco Pharma Ltd. 1.Beclomethasone
2.Salbutamol Sulphate

7 Sun Pharmaceutical Industries Ltd. 1.Cicllesonide
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V. Each production facility plans for phasing out CFC consumption

Plan for
S.No. Name of the MDI Manufacturers phazgg out Time Cost
consumption
1 AstraZeneca Pharma India Ltd. No - -
2 Cadila Health Care Ltd. Yes* 2-3 yrs Rs. 30 crores
3 Cipla Ltd., Kurmumbh, Mh Yes*
Cipla Ltd., Kundaim, Goa Yes* 10 yrs Rs. 90 crores
Cipla Ltd., Verna, Goa Yes*
4 GlaxoSmithkline Pharmaceuticals Ltd. No - -
5 Midas Care Pharmaceuticals Pvt. Ltd. Yes* 3yrs Rs. 5 cr (capital
expenditure)
6 Natco Pharma Ltd. Yes* 3yrs USD 3.37
million for
equipment
7 Sun Pharmaceutical Industries Ltd. Yes* 1Y% yrs Rs. 250 lacs
capital cost

* All plans are attached in Appendix-1.
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VI.

The number of non-CFC MDIs and dry-powder inhalers sold or distributed within the Party,

by active ingredient, brand/manufacturer, and source

No. of non-CFC MDls
sold in India (By

Dry-powder inhalers sold

S.No. | Name of the MDI Manufacturers active ingredient) (Year 2006)
(Year 2006)
1 AstraZeneca Pharma India Ltd. NA NA
2 Cadila Health Care Ltd. NA Yes
3 Cipla Ltd., Kurmumbh, Mh NA 1.Beclomethasone
Cipla Ltd., Kundaim, Goa 1.Beclomethasone 2.Budesonide
2.Budesonide 3.Cicllesonide
3.Budesonide + 4.Cicllesonide + Formoterol
Formoterol 5.Fluticasone Propionate
5.Fluticasone 6.Formoterol Fumarate +
6.Salbutamol Budesonide
Cipla Ltd., Verna, Goa 1.Beclomethasone 7.lpratropium Bromide
Dipropionate 8.Levosalbutamol
2.Ipratropium Bromide | 9.Levosalbutamol + Ipratropium
3.Salbutamol Bromide
4.Salbutamol + 10.Salbutamol
Ipratropium Bromide 11.Salbutamol + Beclomethasone
5.Salmeterol Xinafoate | 12.Salmeterol Xinafoate
6. Salmeterol + 13. Salmeterol + Fluticasone
Fluticasone Propionate | 14. Tiotropium Bromide
15. Tiotropium + Formoterol
Fumarate
4 GlaxoSmithkline  Pharmaceuticals NIL NA
Ltd.
5 Midas Care Pharmaceuticals Pvt. 163494 units/year NA
Ltd.
1.Cicllesonide
2.Fluticasone
3.Formoterol +
Budesonide
4.Salbutamol
5. Salmeterol +
Fluticasone
6 Natco Pharma Ltd. NIL NA
7 Sun Pharmaceutical Industries Ltd. NIL NA

Non-CFC MDIs are produced by 2 companies: Cipla and Midas Care. There is no Non-CFC MDI import

into India.

Cipla produces “Beclomethasone, Budesonide, Budesonide + Formoterol, Fluticasone, Salbutamol,
Ipratropium Bromide, Salmeterol Xinafoate” formulations and a total of 36,000 units/year.
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Active ingredient wise numbers are presented in the table below

Cipla - Kundaim, Goa

Active Ingredient (Manufactured) Units (2005)
Salbutamol 2270000
Budesonide 8695000
Beclomethasone 40000
Budesonide + Formoterol 34000
Fluticasone 18000

Cipla - Verna, Goa

Active Ingredient (Manufactured) Units (2005)
Beclomethasone Dipropionate 615632
Ipratropium Bromide 4600
Salbutamol 1226726
Salmetrerol Xinafote 1921
Salbutamol & Ipratropium Bromide 7480
Salmeterol & Fluticasone Propionate 8137
TOTAL ~ 13 million units

Midas Care produces “Cicllesonide, Fluticasone, Formoterol + Budesonide, Salbutamol, Salmeterol +
Fluticasone formulations and a total of 1,63,494 units/year.

Active ingredient wise numbers are presented in the table below

Active Ingredient (Manufactured) Units (2005)
Salbutamol 5000
Formoterol + Budesonide 20000
Salmetrerol + Fluticasone 10000
Fluticasone

Cicllesonide

TOTAL ~ 35000

Starting 2005, part of its production at Astra Zeneca is produced on loan basis at Midas Care. From last
year i.e. 2006, Astra Zeneca switched its entire production on loan basis at Midas Care.
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Appendix-1

Plan for phasing out CFC consumption

1. AstraZeneca Pharma India Ltd.
¢ No
2. Cadila Health Care Ltd.

o Estimated time required for implementing transition projects: Two to three years.

e Estimated cost of implementing transition projects: 30 crores (This includes all costs like
Formulation Development/Analytical Development / Stability and equipment’s).

e Projected activities required for smooth transition in India: Technology souring / Patent search /
suitable equipment’'s / source of materials / Development studies / pilot scale studies /
commercial production.

3. Cipla Ltd., Kurmumbh, Mh / Cipla Ltd., Kundaim, Goa / Cipla Ltd., Verna, Goa

e Estimated time required for implementing transition projects: 10 years.

e Estimated cost of implementing transition projects: In order to change over from CFC to HFA, we
require the following funds.

Funds Requirement for the Transition to HFA
Item Funds Requirement (Rs. Crores)
1. | HFA MDI filling machine and accessories - 3 Nos. 60
2. | High pressure manufacturing vessels - 6 Nos. 15
3. | Restructuring of manufacturing area* 10
4. | Patient & Doctors education# 5
TOTAL COST (Rs. Crores) 90

*

Alcohol is used as co solvent, which require flame proof manufacturing area and also use of alcohol
invites a higher excise duty whereby it will increase the cost of the product.
# This includes cost to be incurred on account of promotional camps, literature printing & distribution,
free supply of samples, traveling expenses etc.

e Projected activities required for smooth transition in India: The following issues need to be
resolved in order to ensure smooth transition.

The development of CFC Free MDIs involves a lot of R & D development with all parts related to
the metered dose inhaler.

- Development of New Formulations
The HFA gases have poor solubilities, hence formulator had to try new excipients such as
alcohol, glycols etc. This took considerable time and effort as the stability of the formulation
was carried out for almost 2 years per formulation. Moreover, the formulation needed to be
efficacious and safe as the previous CFC formulations. The cost of HFA propellants is higher
than the existing CFC propellants.
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Development of Packaging Components (CAN, Valve and Actuator)

The use of new excipients, new propellants led to formulation issues to moisture ingress,
stability, pressure, drug adhesion. This led to a whole new development of the metering
valve, new elastomers, various special types of CANS (coated, anodized), changes in the
design of the actuator. All of the components are imported which incur a high cost. As there
are no Indian mfgrs. for the CAN and the Valve the MDI manufacturer will need subsidies
from the Government of India on imported material required for CFC Free MDIs. At present
the import duty is at 7.5%.

Development of Manufacturing Machinery (High pressure)
It involves the reorganizing of the manufacturing area, import of very expensive machinery,
changes in the design of the machinery and the manufacturing vessels.

Development of New Filling Systems
Filling machinery and methods are required to be redesigned because of changes in
pressure. The time frame for getting this new filling machinery is almost 2 years.

Development of New Testing Methods
New testing methods are needed to be developed and sensitive and highly sophisticated
analytical instruments are required to be procured.

Clinical Trial Programmes
For the formulations developed Clinical Trial Programmes are required to determine the
safety & efficacy of the HFA formulations.

Education programmes for Doctors & Patients
Resistance from medical fraternity for the change to HFA as CFC based MDIs are well
established and time tested. Doctor needs to be educated on the new excipients used in
HFA formulations. Resistance from patient can be anticipated as taste of the HFA
formulation is different. Hence doctor and patient education will need to be done on a
massive scale.

HFA inhalers not economically viable (cost almost double that of CFC based inhalers).

Thus an overall redevelopment programme needs to be put in place for transition to CFC
Free MDIs. This is an ongoing process.

GlaxoSmithkline Pharmaceuticals Ltd

Midas Care Pharmaceuticals Pvt. Ltd.

Estimated time required for implementing transition projects: This may take around 3 years
provided other supports are easily available.

Estimated cost of implementing transition projects: This may be difficult, at this stage, for us to
comment as many critical machineries and balancing equipments are not available locally and
have to be imported. Still roughly the CAPEX cost of implementing transition project may be
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around Rs. 5 cr and that this figure may change. Formulation development and other related
costs will be extra depending on the molecules and formulations.

Projected activities required for smooth transition in India: There are many activities required to
achieve transition from CFC based MDIs to HFA based MDIs.

Natco Pharma Ltd.
Estimated time required for implementing transition projects: 3 years.
Estimated cost of implementation transition projects: USD 3.37 millions for equipment.

Projected activities required for smooth transition in India: Facility Upgradation.

Sun Pharmaceutical Industries Ltd.
Estimated time required for implementing transition projects: 18 months.

Estimated cost of implementation transition projects

- Capital Cost
We have contacted the equipment manufacturers and taken some estimates of capital
expenditure. The capital cost involved in switching from CFC to HFA will be approximate Rs.
250 lacs based on our current understanding. This may change in future, when we
implement the project.

- Packaging material cost/Stability Studies/Analytical method development cost
For the above mentioned product, we have estimated that annual cost would be approximate
Rs. 90 lacs. This again is approximate and may change in future, once the project is
implemented.

Projected activities required for smooth transition in India: Facility upgradation.
- Evaluation of existing IPR

- Primary packaging material selection (valve, can & actuators)

- Analytical method development

- Preformulation studies

- Stability studies

- Scale up

- New equipments/Machineries for R&D and plant
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