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Encise

- AP! Supply-Chain Issues - Red Flags were raised before COVID-19

Ower Dependence on China has signaled Alarm many time in past, but were ~ignored:

Beijing Olympics (2008] - shut down of plants to clear the air over Baljing - Indian makers

found API shortage for a short-term and Increase in price

Change in Environmental kaws In China in 2018 — ~200 mig plants were shut down , & 50-
200%: rise In cost for short term:

Katoch Comitte Recommendations in 2015 = Little progress inltially
In 2014, a member of parfiament raised the issue of inappropriateness of imparting API

from a single country in the House. The same year, National Security Advisor called the

rising dependence on Chinese drug makers a “national threat”,

Several industrial and advisory groups have highlighted the dangers of over dependence on
Import for APls and raw materials

Todays situation is failure of policy makers, who didn't visualize the dangers of growing dependence on import for APls

Encise

Top 10 Therapeuthc Categories of Indian

Market composition of irdlla is very different from
Regaiated maskets with > 2/3nd of the markst iy
#timated 1o be composed of Primary Care drugs

Fouron Bef.ong. Encive REssarch cemier, gty kepert

- Domestic Consumption of APls — High Dependency on China

India imports ~68% of AP|ls from China [value), if origin of intermediates are also
considered, this figure may raise upto ~20%.

There is a high dependency an China also for many of the eritical intermediaries and
APls {including ~75% of the drugs included in the NLEM) such as cardiovascular
diseases (for example, Digoxin and Losartan), diabetes (Metformin and Glimepiride)
and tuberculosis (lsonfazid and Streptomyein].

Current market is largely dependent on China for antibiotic APIs manufactured by
the fermentation route such as Penicillin, Cephalosporins and Macrolides.

This situation poses a threat to nation's drugs security. COVID-19 has disrupted the
supply of KSMs, interrmediates and APIs, which has started resulting in supply
shortages and higher cost of import in India.

The Government critically reviewing the situation and has slready announced some
leng-term crucial action to ensure self-reliance.

MNLEM - Mationad Lisz of Evartisl Medicnes

o &l Righs Rpsiresd

HEXERESHE
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Encise
- A Highly Diversified Indian Pharma Industry

Domestic Market Sagments Domestic Market Vi Export: Actual and Forscested

® Domestic Market

i 5 | =5
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India Snagd ne exported to 200+ countries, with the LIS as the ey market, Highest number of U FOA approved plants (665 cutslde of the US aa well 23 44% of global

| new drug [ANDA],
India spplies =300 of the persric demuind in the US, = 258 of all medicing i U and it is cee of the the biggess A1 sopplier to Japan. it supglies »50% of glabal
demand for various vacoines.

India has workd's ssesnd Wegest pharm & blatech workdome.
Genetic dnags account for 209 of global sxports in terems of volume, making the country the larpess provider of genaric medicines glabally,

india fulfily 30 par cert of global Semand for gereric medicines in terms of volume and suppelies ever G0 per cent of the global demand for various vaeeines ad
Antingtroviral (ARV] drugs.

Thee: inadlan pharmaceutical ksdurtey b the world's third lrgest In tevme of volume and thirbeen largest s teren of valise. The impact transcends the valuse dhaie, with
fndian pharmacruticsl companies leading in APIs a5 well & formulationd. Inedia’s AP1 industry is rarked the third largest in the workd, and the country contributes
spproxematety 57 per cent of AP to pre-gealified it of the WHO,

BT e org. Enthe Rmansth conter, dutry Raporss

gl i BT Enniee i AN Bagiiby Fisphies

Encise
B Indian API-Industry at Glance

Steady Growth of Indian API Industry (in NRI Billion) Break-up of Indian Pharma Market*

The Indian APl market has shown steady growth of 8.6% since FY16 and is expected to further grow owing to
an increased focus on newer geographies in the global pharmaceutical industry, transition to specialty
segment and strong domestic demand.

Source; KPMG report, Encise Ressarch Center
LEACisE | Hessarch €

=5

Crepynght B 30 Enelan e A1 Bghts Resereed

i e e O U T T
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Encise
B The Landscape & Positioning of Indian APl manufactures

Presence of Indian and Chinese bulk drug manufacturers®

= Although, India is a major global supplier of APIs, it
hugely depends on China for domestic market.

* The bulk Drug Industry of India is Highly
fragmented with about 1,500 plants that
manufacture APls,

* Top 15 players have only 16-17% M5.

* Most of the large and mid-sized players export to
large and lucrative regulated markets, in addition
to serving the semi-regulated and domestic
market.

= Mid-small playvers focus on non-regulated and
domestic market.

Tistwsuity WFh] = ot brerl lesdnnbig. ared BB
competiTe

W et paned players. ) Dna bsed v
“Hurtrative, list not exhaustive
Sosree: KPRIG i Indis snabysis, 1009

Encise

Indian APl Manufacturer Can not Compete Chinese Manufacturers for
Indian Domestic Market Demand due to Price

India AP! Production Cost vs. China

* The manufacturing capacity for many imported APls
exists in India, but manufacturers are reluctant to use
their idle capacity or restart closed plants due to
competitive pricing strategy.

= Cheaper imports leads to reduction in employment
opportunities and tax revenue loss to the
Government.

= Agw Misters  wDeciicy v Lsbour @ O Coati

Sonata; KPR repon, Enchie Bessarch Center

HZERELZHE 19
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Encise

B Key Challenges to API producers in India

Inadeguate

Reducing-production

Bureaucratic system &
Tapsm

C1S
- Production linked incentive (PLI) scheme

Indian pharmoceutical sector’s

groving Ocpencenee o) 4 The cabinet approved production linked incentive (PLI) scheme
import is quite evident. Hi for promation of domestic manufacturing of 53 eritical bulk
relignce op ong try poses drugs and intermediates in the country with a budget of INR

a significant risk of supply 6,940 crore for next elght years.

shartage. % Financial incentive will be given to eligible manufacturers of
identified 53 critical bulk drugs on their incremental sales over
the base year [2019- 20 for a period of & years Of these 53
critical drugs, 26 are fermentation-based bulk drsgs and 27 are
chemical synthesis-based bulk drugs

drugs inindia, to meet local £+ Please see the relevant lists of drugs In Annesxures 1 to 3
demand and boost exports

while reducing impart

dependency.

"approved by the Gowverremant of ndis on ook Masch 1020 Seutos: Gagens of Inda
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Encise

- Why India Positions itself as a Strong Potential Destinations for APls Sourcing
for Japanese companies?*

Despite several challenges for APIs on domestic front — Indian Export oriented APls Position is expected to
strengthen after COVID-19 Pandemic, and it is going to play a greater role.

Chemist ry

Capal::ih[ie-g.

3C’ formula for Collaboration

Encise
Bl Executive Summery

% High Dependence on China for Domestic Market - Major Indian APls manufacturers make APis for lucrative foreign
markets (regulated markets in particular], while Indian domestic market is hugely dependent an China (70%) for APIs,

< Short-Term Impact of COVID-19 on Prices was Observed - Disruption in supply-lines, with an average ~20-30% rise in
price of drugs was observed during 10 of FY 20-21.

< Industry is Recovering Swifthy - Early panic 1s gone and situation ~normalized. Pharma industry is operating ~90%
restoration in output/activities, though prices of certain drugs remain high. Many Indian manufacturars have
shifted/shifting towards alternative Indian source for APIs/KSM/Intermediates,

< Govt. led Inktiatives look serious and solid — but will take time to make India seff-reliant for its domestic APIs use,

< Indian APl Industry Outlook for Export looks promising — many companies reporting unprecedented rise in overseas
demand and queries - especially from the Europe. Managements looks committed to play a greater role globalhy

<+ Favorable Signals from the Stock-Market — stock prices of pharmaceutical, APls/Intermediate and related chemical
companies appear bullish, distinguishingly better than the overall market.

< Inter- ministerial agreements are cne of the most viable approach to address supply chaln Issues of APIs,

Industry Seems to have “Recovered from the COVID-10 Shock, and Focusing on the Future

AZXEZESHE 21
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(BRMIZBIT S5 AT 1 F)

APIC e

JAPTA Webinar
‘Supply chain issues of APIs in major countries’
Drug Shortages during COVID-19

APIC Taskforce Covid-19 shortage
Lessons Learned and Forward Look APls

Stefann Van De Velde
Danny De Scheemascier

EU Steering group on shortages

* European Commission (EC)

+ European Medicine Agency (EMA)

+ Heads of Medicine Agencies of EU member states
(HMA)

In e associations

= 11 associations representing pharma
« 1 association representing APls = APIC
Taskforce Covid-19 shortage

V. [/[ W \\/ /o 1 — conclusion

: ] Achievement:
Unity/Alignment

between all parties Avoiding critical
during this crisis .-%hr_nrtages negatively
affecting COVID patients

22 HZEEES L
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APIC... .

Disruption in the supply chain, due to unavaitability of Unelasity abaut the ARI denands
@ TR WS CORSIRITON 19 ) B AR et B Tl refi ey '“ﬂhmm-H'fmmHmh-mhM
:m‘- el raarding e *Hmm'——wu—mmmmﬂ
'.m. - ‘;'..._L £ s i = Wanoaty (11w it B (L0588 AT mmmabactarmre Srethy
. e sitiaities by sapplion | S = | _

5 impact

. + Eapatity oni: & a ot bt
Important nobe ot Bl Lt g = e - o o kb

@ Urisaiss AR i D F D

» Wit e T3 APK Awenderi are Larcoenan baned companiey, the magonty of -mu:mﬂhhmmwubmm
RO e e SR D0 bl (R b o i mateleh and gty w thk Hast® Suthoritin ¥

itarting PurtaTiah b Oun angd e [ s0f Wty b APt deiliba bty dorrng tha
el i |

Supply in EU Supply outside EU

Crucial actions fn EU India [and China)

= the recogrition of the full supply chain, Trom riw mtsfis s = ELI talls with beafian {urd Chisstiy) possrmmient

intimediste to A1, 2y epantial + EU eraapaiti aoganiied brtween dsie and EU

* kg The T berdiers oo foc goods moments i addiion, the [ trede crgenivtion s uned thisr chasnl with thar
= gutaraion af the GMP cerificates ostil dec-10E1 o il 1o the

Impact Impact

& okt the dacturing facitties in [U =in g the ful wapply chain was recageised a3 aasential

# lonpt The trafigents indoit of these faciities movmg = thaugh B cdn’t have, snd still o' hive, B iame poitive sitect 2o
= eovrtinued AP| fupply 1o the mariet L]

.| [PPSO \\/ e 1 — impact regulatory flexibility

CEP ASMF
(Certificate of suitability) (Active substance master file)

worked well 11! not applied

cases were managed changes require approvals

e ﬂu..u ntly by EDOM ! of all MAHs

because single-point- too complex to obtain all
approval approvals

24 HZAEEEGHR
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Ll (a0 \Vave 2 — proposed actions

Supply Chain

L

1} SUPPLY
= Allow materials, equipment and people required for
the manufacture of APls to move

* Keep the recognition of the full supply chain as essential
= ¥ieap the EU borders open for goods movemants and easential workstaff
= Continue talks with Chinese/Indian governments to implement the samp

3
2) DEMAND

= Have clear and transparent picture on the forecasted
APl demand

=¢g a central rellable list with erecial medicines

Ease the regulatory processes to implement “emergency”
changes at APl manufacturers

* g move 103 “central single-peint one-step” change approval for the API
rufacturer (without

Frid MAHs requiring to get secondary approvals)
« Apply this for all Impacted APts jriat cnly for COVID 0U medicines)

Ll SR ture D resilient

Risk identification

"
=3

Know/understand the risk in the total supply chain of a
specific Drug Product

= Only one manufacturer of a specific RSM for all DP manufacturers WW

+ Only one Intermediate manufsctures, requiring one specific piece of
equipment for all DP manufactirerss

1]

Potential approach
- Digitalize the data available in the submitted registration dossiers
- Anahyses the data for finding the “critical points™

Risk mitigation

Help industry to mitigate the “critical points”
- Visualize “critical peints™ for industry
-whmmmmﬁwm

3

Help Industry to implement resilient supply, eg
« enurieg the “Wevel pleying fiesd®, by making surt that whatever b5 Impested in the
U haas to comphy with 1he mme level of dands g Wrt Guiality, ervi 1

= have incentivies (g mueket swards, finoncial,..] 16 cvercome the addizional
Imsettreents and costs of ersidng the supply chain mose neidiant

R, 28 TEEROLGEMIRIC D 2RI L S8R ICDWTOTHIMCB D £95

9, F—/—FAE—FL LT, HEEREZERINNRERR, HE-MEHEZARREEZAR. B
A A EBURAR AR DR 15 709 DRl 21TV R L,

ZOBERO— 2 RR—V X0 TN LE T,
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