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1. INTRODUCTION

1.1 GlobalPharmaceutical Market
The worldwide pharmaceuticals worthwas $934.8bnin2017 and will reach $1170bn 2021, developing at5.8%, as

indicated by an ongoing pharmastatistical surveying report by The Business Research Company.

Thisisaquickened pace contrasted with 5.2% for the years before 2017 yetis slower than the other two enormousm
edicinal services sections, medical equipment, and healthcare services. Medicinal servicesin general isdeveloping

atover 7%yearonyeatr.

1.2 European Pharmaceutical Market
The Pharmaceutical Marketin EU has an estimation of more than 183 Million €, situating Europe asthe second grea
test pharmaceutical market on the planet, with Germany, France, Italy, United Kingdomand Spainastop 5 nations.

Thebiggest market is Germany witharound 48 Million € which represents 24% of the market.

Europe represents 22% of world pharmaceutical deals and during the period 2012-
2017 and 18% of deals of new medications were onthe European market. Theall-
outvolume of restorative items devoured all aroundis setto develop about 3% yearly through 2021 and estimations

pointtoacompound yearly development pace of 4% by 2022.

Therapeutic itemsare progressing atanastounding rate, anyway there are difficulties. The guideline of medications
includesthorough gaugesand complex administrative condition. Costs and conveyance edges are commonly fixed

by governments, and Vatrates contrast altogether from nationto nation in Europe.

Despite these conditions, European pharmaadvertise keeps up and figuresabroad development example and Euro
peisgetting progressively appealing to financial specialists. Most likely, for organizations of pharma-

emerging marketsisthe bestanideal opportunity to investigate openings and business inthe European market. Eur
ope hasembraced all around recognized norms and prerequisites, and the specialists' endeavours to search outnew
enthusiasmto make aprogressively seriousand in this way increasingly open market.

Globally,

Antiretroviral therapy Marketisvalued at24.48 USD Billionin 2018 and expected toreach USD 33.83 Billion by 2
025withthe CAGR of 4.73% over the forecast period.

The Antiretroviral therapy marketin Europe was approximately $6.34bn in 2018.




Acquired Immune Deficiency Syndrome (AIDS)

OnJune5th, 1981, the United States Centers for Disease Control and Prevention (CDC) published a Morbidity and Mortality
Weekly Report (MMWR), describing five cases of arare lung infection, Pneumocystis carinii pneumonia (PCP), inyoung, oth
erwise healthy, gay men. Which was later called the Acquired Immune Deficiency Syndrome (AIDS) epidemic.*

Challenges.
e Longtermsideeffects (e.g. metabolicand cardiovascular) and drug-drug interactions remain aconcern.?
e Lackoflongtermdataoveralifetime guide therapy.?
e LackofaccesstoHIVtherapy.*

e Thecurrent WHO guidelinesrecommendthatall patientsare started on ARV therapy regardlessof CD4 T-
lymphocyte count.”

e Issuesrelated towomensurrounding contraceptionand ARV therapy remainsame.

Human Immunodeficiency Virus(HIV)

HIV isthevirusthat causes HIV infectionand AIDS (Acquired Immunodeficiency Syndrome). There are two typ
esofHIV viruses, HIV-1and HIV-

2,whichbelongtotheretrovirus group. Thisvirusalso has numerous subtypes. These viruses can only reproduce wi
thinahostcell by copyingtheir genetic blueprintonto the genes of aperson’s cells.

AIDS isthe mostadvanced formof HIV infection. Both HIV-1and HIV-2 can cause AIDS, but HIV-
2islesseasily transmitted and takes longer for the illness to appear.

Prevalenceand Incidence rateof HIV globally.

= 37.9millionpeople livingwith HIV inthe world, atend-2018.”
= 62%ofall people livingwith HIV had access toantiretroviral therapy atend-2018.”
= 8.1millionpeople livingwith HIV did notknow that they have HIV atend-2018.
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https://www.icliniq.com/articles/hiv-and-aids/understanding-hiv-and-aids

%00fAl

Region %ofAdultsLivingwithH | %ofPeoplelivingwith %ofPeopI_eneWIyi R[e)lsa_te
IV(AdultPrevalence) HIV(%ofglobaltotal) nfectedwithHIV ddeath
S
7,70,00
Sl okl 0.80% |  37.9million(100%) 1.7 million 0
Easternand Southern Afr 20.6mn 3,10,00
ica 7.00% (54%) 8,00,000 0
Westernand Central Afri 5mn 1,60,00
ca 1.50% (13%) 2,80,000 0
Asiaandthe Pacific 0.20% ?1%22? 3.10,000 2’00’08
Westernand Central Eur 2.2mn
opeand North America 0.20% (6%) 68,000 | 13,000
Latin America 1.9mn
0.40% (5%) 1,00,000 | 35,000
Eastern Europe and Centr 1.7mn
al Asia 0.90% (4%) 1,50,000 | 38,000
. 340,000
The Caribbean 1.20% (<1%) 16,000 | 6,700
Middle Eastand North Af 240,000
rica <0.1% (<1%) 20,000 8,400

NOTES: Reflects 2018 data.

SOURCES: UNAIDS. AIDSinfowebsite; accessed July 2019. UNAIDS. Core Epidemiology Slides; July 2019.2
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Tablel:

Global Prevalence andincidence rate of HIV

People living with HIV by WHO

region, 2018
(in millions)

25.7 ~

1.9
, P Noas
35 J, 38
@ Africa © Americas
@ South-East Asia @ Europe
@) Eastern @® Western Pacific

Mediterranean

People receiving ART by WHO

region, 2018
(in millions)

16.3 -

s Y
-2
- 24
@ Africa © Americas
@ sSouth-East Asia @ Europe
€ Eastern ©® Western Pacific

Mediterranean

Figure 1: People living with HIV by WHO region, 2018Figure 2: People receiving ART by WHO region,2018 Source: ht

tps://www.who.int/hiv/data/en/

DISTRIBUTION OF NEW HIV INFECTION
BY POPULATION, GLOBAL, 2018

Remaining
population
46% Gay men and other
men who have sex
with men
17%
frangender

Clients of sex workers and sex partners of
other key populations
18%

women

1%

Figure 3: Distribution of new HIV infection by population, Global, 2018
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PATHOGENESISOFHIV

Lymphocytes(white blood cells) are one of the main types of immune cells that make up the immune system. There
aretwotypesof lymphocytes: Bcellsand T cells.

B cellssecrete antibodies(proteins) into the body's fluids toambushand attack antigens.T cellsdirectly attack and d
estroy infected or malignantcellsinthe body.

Therearetwotypesof T cells: helper T cellsandkiller T cells. Helper T cellsrecognize the antigen and activate the k
iller T cells. Killer T cellsthen destroy the antigen.

When HIV isintroduced into the body, thisvirusistoo strong for the helper T cellsand killer T cells. Thevirustheni
nvadesthese cellsand startsto reproduce itself, thereby notonly killingthe CD4 T cells, butalso spreading to infect
otherwise healthy cells.

The HIV virus cannot be destroyed and lives inthe body undetected for months or years before any sign of iliness ap
pears. Gradually, over many years or even decades, asthe T cells become progressively destroyed or inactivated, ot
herviruses, parasites or cancer cells(called "opportunistic diseases') whichwould nothave beenable to get pastah
ealthy body's defence, can multiply within the body without fear of destruction.

LIFECYCLEOFHIV

Thesevenstagesofthe HIV lifecycleare:
1).Binding: HIV binds itselfto receptors onthe CD4 cell surface

2)Fusion: HIV envelope and CD4 cell membrane fuse, whichallows HIV to enter the CD4 and HIV virus enter the C
D4cell.

3)Reversetranscription: HIV releasesand uses reverse transcriptase to convert HIV RNA into HIV DNA whichall
owstheentry of HIV to CD4 cell nucleus and combine with the cell’s genetic material0 cel DNA

4)Integration: HIV releases integrase to insertitsviral DNA into the DNA of the CD4 cell.

5)Replication: Oncethe HIV isintegrated into the CD4 cell DNA, HIV beginsto use CD4 cell machinery to make lo
ngchainofHIV proteins.

6)Assembly: New HIV proteinsand HIV RNA move to the surface of the cell and assemble into immature HIV.

7)Budding: The immature HIV pushesitself out of the host CD4 cell and releases protease, protease breaksup the lo
ng protein chainsinthe immature virusand creates mature virus.

13



https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/4597/binding/
https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/3320/fusion/
https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/3321/reverse-transcription/
https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/381/integration/
https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/1648/replication/
https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/4593/assembly/
https://aidsinfo.nih.gov/understanding-hiv-aids/glossary/814/budding/

StagesofHIV infection

Acute HIV infection: itdevelops within 2to 4 weeks after getting infected with HIV. Flu-

like symptoms are seen. Here the virus attacks and destroys the CD4 cells of the immune system. Asthe viral loa
disveryhighintheblood duringthis phase, the risk of transmissionishigh.

Chronic HIV infection: Patient normally do notshow any HIVVRelate4d symptoms. Virus continues to multipl
y, butwith slower rate, and the viral load is less. If leftuntreated within 10 years, itis full-blownto AIDS.
AIDS: itisfinal HIV infection stage and destroys the immune system and the body cannot fight off opportunisti
cinfections. Its CD4 cell count is less than 200cells/mm3. Without the treatment, patient can survive for about 3
years.

HIV symptoms

Anxiety and depression.

Neuropathy, dementia, and Seizures.

Flu-like symptoms

Eating problem, tongue trouble and mouthulcers.
Heartstrain, Hypertension, and respiratory infection.
Shingles, aches, and pains.

Immune system under attack.

Kidney damage.

Accordingtothe Center for Disease Control and Prevention, apersonisconsideredto have AIDSwhenthey hav
eaT cellcountof200or less (healthy T cell levelsrange from500to 1500). It takes 10-15 years to go from HIV to

AIDS.

Transmissionof HIV

HIV spreads through bodily fluids like blood, semen, vaginal secretions, rectal fluids, and breast milk. The waysin
which HIV canbe transmitted are as follows:

Sharing needles and syringes.

Usingunsterilized tattoo equipment.

Frommotherto her baby during pregnancy or delivery or breastfeeding.
Giving baby food chewed by an HIV infected person.

Whenan openwound getsinfected with HIV infected blood.

Oral sexifyouhave opensore inthe mouth of the genitals.

The Life ExpectancywithHIV

HIV patient can have anormal lifespan with proper treatment. The lifespan also depends onthe CD4 cell count, viral
load, the presence of opportunistic infections, drug use, smoking, age, and other health conditions. when HIV infect
ionadvancesto AIDS, without treatment life expectancy is reducesto 3 years.
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Antiviraldrugs

Antiviraldrugsareaclassof medication used totreat viral infections. Antiviral drugs include antibiotics, anti-
fungal and anti-parasitic drugs. They are harmless to the host, and therefore can be used to treat infections.

Antiviral drugsclassification

1. Anti-
Herpesvirus: Idoxuridine, Trifluridine, Acyclovir, Valacyclovir, Famciclovir, Ganciclovir, Cidofovir, Foscarnet
, Fomivirsen

2. Anti-Influenzavirus: Amantadine, Rimantadine, Oseltamivir, Zanamivir, peramivir.
3. Anti-Hepatitisvirus/Nonselective antiviral drugs:

e Forhepatitis B: Lamivudine, Adefovir dipivoxil, Tenofovir
e Forhepatitis C: Ribavirin, Interferon a

4. Anti-Retroviral drugs:

Antiretroviral medicationsare agroup of drugsthatinhibit different steps inthe HIV replication process. They cans
uppress HIV infection but never eliminate it from the body. The World Health Organisation (WHO) recommendst
he use of certain combinations of ARV drugs for the optimal suppression of HIV infection, known as Highly Active
Anti-Retroviral Therapy (HAART).®

Thereare four categories of ARV medications: -

e Nucleoside and nucleotide reverse transcriptase inhibitors (NRTIs)

¢ Non-nucleosidereversetranscriptase inhibitors(NNRTIS).
e Proteaseinhibitors(PlIs).

e Fusion/Entryinhibitors. (FI/EI)
e Integraseinhibitors. (I1)
e Singletablet/fixed dose combination(ST/FDC)

Currently there are 40 individual and combination medications approved for the treatment of HIV and one approved for the pr
evention of HIV infection.™ The life expectancy of a person living with HIV nears that of a person not living with HIV.* “Tre
atmentas prevention™ and PrEP(pre-exposure prophylaxis) have led to adecrease in new infection

15




DifferentMechanismofaction—FDAapproveddrugs

Nucleosideand

Non-

e nucleotidereve | nucleosiderevers L . . St'/r]lgleé%bl

?ro rsetranscriptas | etranscriptasein Proteaseinhibitors (Pl Fusmn_/ .In_tegraselnh e |xeb_o

3P| ginhibitors(NR | hibitors o) Entryi | ibitors. secombin

Pro | Ty) (NNRTIs). nhibito | (1) ation (ST/

val rs. FDC)

(FI/ED)
Bindtoadifferents

Mo | BlocktheHIVre | iteontheviralrever | Inhibittheactivityofan | StopHI | Stopthevirus

de | plicationcycleb | setranscriptaseenz | otherviralenzyme,HIV | Vfrom | frominserting

ofa | yinhibitingviral | Yme,inhibitingits | protease, whichisrequir | enterin | itselfintothe

ctio | reversetranscrip activity. edtoassemblemoreHl | ghuma | DNAofhuma

n tase. V particles. ncells ncells.

198 | Zidovudine

-

199 | Didanosine

1

199 | Zalcitabine

2

199 | Stavudin

4

199 | Lamivudine Saquinavir

5

199 Nevirapine Ritonavir, Indinavir

6

199 Delavirdine Nelfinavir Lamivudin

7 e+Zidovu
dine

199 | Abacavir Efavirenz

8

199 Amprenavir

9

200 Lopinavir/ritonavir Abacavir +

0 Lamivudin
e+Zidovu
dine

200 | Tenofovir

1

200 Emtricitabine Atazanavir Enfuvir

3 Fosamprenavir tide

200 Abacavir+

4 Lamivudin
e+ Tenofov
ir+Emtricit
abine
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200 Tipranavir

5

200 Darunavir Efavirenz+

6 Emtricitabi
ne+ Tenofo
vir

200 Maravi | Raltegravir

7 roc

200 Etravirine

8

201 Rilpivirine Rilpivirine

1 Nevirapine XR +Emtricita
bine+Teno
fovir

201 Stribild

2

201 Dolutegravir

3

201 Elvitegravir | Triumeq

4

201 Evotaz

5 Genvoya
Prezcobix

201 Descovy

6 Odefsey

201 Juluca

-

201 Doravirine Biktarvy

8 Cimduo
Delstrigo
Symfi
Symtuza
Temixys

201 Dovato

9

Table2: FDA Approved Antiretroviral drugs

» Post-Attachment Inhibitor(PAI):- Ibalizumab-uiyk. (2018)
» Pharmacokinetic Enhancer:- Cobicistat. (2014)

Manufacturersof Antiretroviral drug.

ViiV HealthCare.

Meditabs Specialities Pvt Ltd.
Hetero labs limited.
Aurobindo PharmaLtd.
CiplaLtd.

Mylan Laboratories Ltd.
Microlabs Ltd.
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Gilead.

Boehringer Ingelheim.
Janssen Pharmaceuticals.
AbbVie.

Bionor Pharma.

Vertex Pharmaceuticals.
Others.

2. RATIONALEOFTHESTUDY

Thedatasetprovidedbytheorganizationincludedidealsinformationforthe AntiretroviralmarketinEuropewhichincl

udedmoleculesandtheirpharmaceuticalproductsforthecountriesinEurope. ThedatasetincludedMATQ4ofallmolec

ulefromtheyear2016-2018.TheinformationwasprovidedbylIQVIA.

Thisexaminationprovidesinformationon:

e Theparametersutilizedforshortlistingthemoleculeshavingpotentialinmarketingiveninformationalindex.

e Thesituationalinvestigationoftheshortlistedpotentialmolecule.

e Thepossiblemarketingplanthatcanbeadoptedtomarkettheshortlistedmolecule.

3. RESEARCHQUESTION
e Whataretheparametersutilisedforshortlistingamoleculewithmarketpotentialineachdataset?
e Whatisthesituationalanalysisoftheshortlistedmolecule?

e Whatwouldbethepossibleplantomarketthegenericversionofthebrandedproduct?

4. RESEARCHOBIJECTIVE
e Tounderstandtheselectioncriteria.
e Tofindoutthemoleculewithhighmarketpotential.

e Todothesituationalanalysisofthetherapy.

e Torecommendpossiblemarketingplansofthegenericversionlaunchedincompetitionwiththeproduct.

18
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6. RESEARCHMETHODOLOGY

LocationofStudyArea:
EuropeanUnion

StudyTime:
20" February — 22" May 2020.

Research Design:

Descriptive study

SourcesofDataandSampling:

Septe
mber
18201

July1*
2017

Dece
mber
720
17
Janua
ry25™
2018
Febru
ary4™
1999

ThedataprovidedbyorganizationwasobtainedfromlQVIAandotherinformationwascollectedfromresearchpa

pers,Google,Wikipediaetc. Thestudywasdoneuponsecondarydata. Thisincludessalesoutputdataof2016-
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2018ofallthedrugmoleculesofEuropeinAntiretroviralmarket. Thisstudyalsoincludesbrandshavingmarketsh
areinAntiretroviralsegmentinindianPharmaceuticalMarket. Thisdatashowstheunitsalesandsalesrevenuefor

3years,companiesmanufacturingtheantiretroviraldrugandpriceoftheantiretroviraldrugs.

e DataRepresentationandAnalysis
ThedatawasanalysedusingMicrosoftexcelandMSwordisusedforanalysingthedataandforgraphicalrepresent

ation.

TrioLAD

DrugClass:Oralantiretroviralcombinationdrug(Singletabletregimens)
Molecule: Abacavir+Dolutegravir+Lamivudine.
Dosageform:-Tablet.
Strength:-Abacacvir600MG+Lamivudine300MG+DolutegravirbOMG.
USE:-FDAApprovedindications(HIV-1treatment).
USP:-Booster-freedosing.

Highbarrierstoresistance.

Highsafety,efficacyandtolerability.

Lowpillburden(1pillonceaday).

Quality:-FDAAPPROVED

Mechanismofaction:-

1.Dolutegravirbindstotheintegraseactivesiteandblocksthestrandtransferstepofretrovira DNAintegrationtoinhibit
HIVintegrase.

2.AbacavirandlamivudineinhibitHIVreversetranscriptaseand,byincorporatingmonophosphate,formachaintermi
nationontheDNAVviralchain.
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Figure4:Mechanismofactionof TrioLAD

Source:https://images.app.goo.gl/iswvzrp5JFsTFnp57

7. UNDERSTANDINGTHESELECTIONCRITERIA

Thedataprovidedconsistedsalesdataof44moleculesin30countriesfortheyears2016-

2018.Thedatawasfirstcategorizedcountrywise,moleculewiseandsectorwise(HospitalandRetail). Afterdoingsothe

growthpercentagesandmarketsharewascalculated.
Themoleculeswerecategorizedintotwoparametersasfollows:

1. MoleculesgrowinginUnitSales.

2. MoleculesgrowinginValuesales$.
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Molecules growing in Value sales $

Market share SalesS MNF MAT Q4 2016 Market share SalesS MNF MAT Q4 2017 Market share SalesS MNF MAT Q4 2018
®ABACAVIRIDOLUTE GRAVIRILAMIVUDINE B COBKISTATIDARUNAVIR
B CORCSTATIDARUNAVIRIEMTR ICITABINEITENOFOVIR ALAFENAMIDE COBICISTATIELVITEGRAVIRIEMTRICITABINEITENROFOVIR ALAFENAMIDE
BCOMPOSITION UNKNOWN B DOLUTEGRAVE
B EMTRICITABINE B EMTRICITARINE IRLPVIRINEITENOFOVE ALAFENAMIDE
B EMTREITARINETTENOFOVIR ALAFENAMIDE = RILPIVIBINE

Figure5: T hegraphrepresentspercentageofthemoleculesthathavegrowninvaluesales$fromyear2016-2018

TheabovegraphrepresentsthemoleculesgrowinginvaluesalesSpercentageinwhichAbacavir+Dolutrgravir+Lamivudinecon
tributesthehighestvaluesalesSof16%andCobicistat+Elvitegravir+Emtricitabine+TenofovirAlafenamidecontribute

$14%.
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Market share Counting units MNF MAT Q4 2016

Molecules growing in Unit sales

W ABACAVIRIDOLUTEGRAVIRTLAMIVUDINE

EMTRICITABINE

EMTRICITABINE

OMPOSITION ¢

8 ICSTATIDARUNAVIRIEMTRICITABINEITENOFOVIR ALAFENAMIDE

INKNOWN

ITENOFOVIR ALAFENAMIDE

Market share Counting units MNF MAT Q4 2017 Market share volume MNF MAT Q4 2018

BCOBISTATIDARUNAVIR

8 COBICISTATIELVITEGRAVIRIEMTRICITABINEITENOFOVIR ALAFENAMIDE
| BOLUTEGRAVIR

@ EMTRICITABINEIRILPVIRINEITENOFOVIR ALAFENAMIDE

®RILPIVIRINE

Figure6: ThegraphrepresentspercentageofthemoleculesthathavegrowninUnitsalesfromyear2016-2018

TheabovegraphrepresentsthemoleculesgrowinginvaluesalesSpercentageinwhichAbacavir+Dolutrgravir+Lamivudinecon
tributesthehighestvaluesalesSof5%andCobicistat+Elvitegravir+Emtricitabine+TenofovirAlafenamidecontributes

5%.

24




SituationalAnalysisofAntiretroviralmarketinEurope

TherapysizeofAntiretroviralmarketinEuropeis$6.34bn.

Thereare44antiretroviralmoleculesinEuropemarketoutofwhich10moleculesaregrowingbothinvolumesal
esandvaluesales,1moleculegrowingonlyinvolumesale,1moleculegrowingonlyinvaluesalesand1molecule

whichhasnegativegrowth,butvolumeandvaluesaleisveryhigh.

NOTE:
1.Green highlight indicates molecules growing
both in volume sales and value sales.

2.Yellow highlight indicates molecules growing in volume sales.

4.Brown highlight indicates molecules having negative growth, but volume and value sale is

very high
YOY Growth | YOY Growth |Market share|Market share
of SalesS |volume 2018 | Sales$ MNF |volume MNF
2018 over over 2017 MAT Q4 MAT Q4
SN Molecule List 2017 MAT Q4 MAT Q4 2018 2018
1|ABACAVIR!DOLUTEGRAVIR!LAMIVUDINE 16% 18% 16% 7%
3|COBICISTAT!DARUNAVIR 15% 15% 4% 3%
4|COBICISTAT!DARUNAVIR!EMTRICITABINE!TI 1773% 2154% 2% 1%
5|COBICISTAT!ELVITEGRAVIR!EMTRICITABINE 55% 57% 14% 5%
6(COMPOSITION UNKNOWN 17% 17% 0% 0%
7 |DOLUTEGRAVIR 21% 22% 8% 5%
8|EMTRICITABINE 21% 0% 0% 0%
9|EMTRICITABINE!RILPIVIRINE!TENOFOVIR AL 200% 262% 5% 3%
10|EMTRICITABINE!TENOFOVIR ALAFENAMIDE| 60% 76% 5% 4%
11[EMTRICITABINE!TENOFOVIR DISOPROXIL -34% -7% 7% 9%
12 |RILPIVIRINE 21% 22% 1% 1%

13| TENOFOVIR DISOPROXIL

-24%

7%

3%

6%

Table3:Percentageofmarketshareofvaluesales$andunitsalesin2018

TransmissionofHIVinEurope

Transmission of HIV IN EUROPE

M 40% Sex
men

H 33% Sex

use

1% mother to

child

men & women
4% Injecting drug

between

between

14% Living with HIV
are not awareof their

status

= 49% New diagnosis at
a late stage of infection

= 64% late diagnoses are
in people over 50 years

Figure7:TransmissionofHIVinEuropeFigure8:AwarenessofHIVstatusamongtheH I VpatientinEurope
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Thetop2leadingantiretroviralmoleculeinEuropeare:
1.Abacavir+Dolutegravir+Lamivudine.

2.Cobicistat+Elvitegravir+Emtricitabine+TenofovirAlafenamide.

| Abacavir+Dolutegravir+Lamivudine
0 The availability of the molecule
Market size MAT Q4 2018 — in Europe is 60.3% in Hospital
/ $1.029 bn sector and 39.6% in Retail scctor
and business in Europe market is
e from 58.8% Hospital sector and
ﬁﬂ'ﬂpy Size v Mﬁ:/?‘ SRR |G Q42018 41.2% Retailers sector.
16%

\ Cobicistat+Elvitegravir+ Emtricitabine + _ —

Tenofovir alafenamide 0 The availability of the molecule

| in Europe is 54.5% in Hospital

Market size MAT Q4 2018 =] sector and 45.5% in Retail sector

$863.8 mn and business in Europe market is

from 57.5% Hospital sector and

MSMAT Q4 2018 | % GR MAT Q4 2018 42.5% Retailers sector.

14% 5%

Figure9:TherapysizeofAntiretroviralmarketinEuropeandtop2molecule’smarketsizeandshare,percentageofbusinessge
neratedfromretailandhospitalsector.

BasedupontheabovegraphsandselectioncriteriaofMarketValueandUnitsweconcludethatAbacavir+Dolutegravir
+LamivudineisthemoleculethathasahighmarketpotentialintheEuropeanPharmaceuticalmarket

e MarketingplanispreparedforthetopleadingAbacavir+Dolutegravir+Lamivudinemoleculeunderthebrand
nameofTrioLAD,inthetop5countrieswhichcontributes75%ofmarketshareinEuropeAntiretroviralmarket.

o 49%HIVdiagnosedreportedinEuropehappenedatalatestageofinfection.
e InEurope,thetop5countriescontribute75%ofmarketshareforAbacavir+Dolutegravir+Lamivudine
1.France19%
2.Spain23%
3.Germany11%
4.1taly12%
5.UK11%
Therefore,wewill1™targettheabovecountries.

e TheinnovatorbrandofAbacavir+Dolutegravir+LamivudineisTriumeqwhoseonepatentfor Triumeqwithth
elongestvalidityissettoexpirein2029.ExclusivemarketingrightforViiVVHealthcareisexpiredinAugust2018

26




PatentexpirationofAntiretroviraldrugsfrom2005-2022.0ff-patentmoleculeswillincreasethegenericcompetition.

2005 2006 2011 2012 2013
Zidovudine | Stavudine | Lamivudine | Nevirapine Combivir
Didanosine Indinavir Efavirenz
Saquinavir Ritonavir
2014 2016 2018 2019 2022
Abacavir Trizivir Tenofovir Kl\{exa Raltegravir
(Epzicom)
Tipranavir Lopinavir Atripla Fosamprenavir | Maraviroc
Emtricitabine Truvada Etravirine
Darunavir Atazanavir

Table4:PatentexpirationofAntiretroviraldrugsfrom2005-2022

PatientFunnelingofEuropeforHIV-1Treatment

POPULATION > MR
PREVALENCE > kil
DIAGNOSIS > 1.5mn
Receiving ART > 1.4mn

Figurel0:PatientfunnelingofEuropeforH1V-1treatment

R el
> | |

Incidencerate

|
N
v 3:3
19623 ‘ J 6541 ‘
GOAL '
Female

Figurell:lncidencerateandmaleandfemaleratioofHIVpatient

Tocapturel5%Abacavir+Dolutegravir+LamivudinemarketinEuropeinnextSyears.
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ValuesalesSforecastofAbacavir+Doluteg
ravir+Lamivudine(Triumeq)inEurope.
Yy Sumof LCS | Extrapolated
N MNF MAT Q4 figures
1 2016 660234772
2 2017 889501180)
3 2018 10295
4 2019 1229161423
5 2020 1413839366
6 2021 1598517309
7 2022 1783195252
8 2023 1967873195
9 2024 2152551138

Table5:Forecastedmarketshareinvaluesales$ofTr

iumeginEurope

unitsalesforecastofAbacavir+Dolutegra
vir+tLamivudine(Triumeq)inEurope.
Sum of
Counting | Extrapolated
SN|  Years | o MAT ﬂgll:res

Q4 5
1 2016, 20320020
2 2017 2819441¢ U,
3 2018) 33267414
4 2019 40208011
5 2020 46681708
6 2021 53155405
7| 2022 59629102
8 2023 66102799
9 2024 72576496

Table7:Forecastedmarketshareinunitsales$ofTriu

medginEurope

TrioLAD(Abacavir+Dolutegravir+Lamivu
dine)ValuesalesSforecastinEuropeforne
xt5year.

Market share % in Sabes § YEAR Reveaue in §
&% 1# (2000) (5% of 1413830366
70,691,968
?}; i) (7% of 1585173049)
111,896,212
- 3 [2022) (4% of 1783195252)
160,487,573
1% 4 [a3) [12% of 1967873195
136,144,783
15% s (2024] (15% of 1152551138)
322 BB2,671

Table6: EstimatedrevenuegenerationforTrioLADwithmar
ketsharepercentageinvaluesales$

TrioLAD(Abacavir+Dolutegravir+Lamivudin
e)unitforecastinEuropefornextSyear.
Marked share % in wnit YEAR Uit Sales
54 1# (2020) [5% of 46GRLT0E|
1334085
™ 2 2001 |75 of 53155405
IT0ETE
% ¥ 2003 (5% of 59625101
5366619
12% 4 (1083 [12% of GE102735)
1932336
15% 5 (3024| |15% of 72576496)
10686474

Table8:EstimatedrevenuegenerationforTrioLADwithm
arketsharepercentageinunitsales
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PatientJourneyofHIVpatient

Flu like w0
Physician
symptoms
e f ot

HIV Specialist Alternative therapies in HIV

|

*
B

Line 2: Combination of any two classes of HIV drug ]

like (PIs+NRTIs).

Figurel2:PatientjourneyofHIVpatient

SWOTofthemoleculeAbacavir+Dolutegravir+Lamivudine

HIV TEST

test.

U HIV antibody &

antigen test.

O HIV RNA test.
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1.Strength
* RecommendedregimenbyHHSandEACSfortreatmentofHLA-B*5701-negativepatients.
» SuperiorefficacyandtolerabilitytoAtripla(efavirenz/emtricitabine/TDF).

+ FDAandEMAapprovalforuseintreatmentnaiveandtreatment-
experiencedpatientsmeanshightargetpatientnumbersandhighcommercialpotential.

* Approvedforuseinadolescents>12yearsofageinadditiontoadults.

» Highbarriertogeneticresistanceofdolutegravircomponent.

» ConvenientSTR.

» Highbarriertoresistance.

» Booster-freedosingandcantakewithorwithoutfood.

* Lowpillburdenandlessdropoutduetolesssideeffects.

» Doesnotaffectkidneyfunctionliketenofovir.

* Reducetheriskofsexualtransmissionbecauseofreducedviralload.

» AssuperiorityagainstReyataz(atazanavir)inwomen.
EACS=EuropeanAlDSClinicalSociety.
EMA=EuropeanMedicineAgency.
HHS=USDepartmentofHealthandHumanServices.

STR=Single-tabletregimen, TDF=TenofovirDisoproxilFumarate
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2.Weakness

LimitedtoHLA-B*5701—negativepatients,whichhasasmallimpactonpatientnumbers.
Issuesregardingabacavircomponentassociatedwithhypersensitivityandunconfirmedriskofmyocardialinfraction.

FourthSTRtomarket.

BrandName Components YearofFDAApproval

*Efavirenz
Atripla *Emtricitabine 2006
*TenofovirdisoproxilFumarate
*Rilpivirine

*Emtricitabine 2011

Comlera

*Tenofovirdisoproxilfumarate

*Elvitegravir
Stribild  [~coDicistat. 2012
*Emtricitabine
*Tenofovirdisoproxilfumarate
*Dolutegravir
Triumeq *Abacavir 2014

e[ amivudine

Table9: Fourtopbrandsofsingletableregimen

3.0pportunities

Increasingincidencerate(male:female=3:1)andprevalencerate2.5mnofHIV-1linEurope.
GrowingAntiretroviralmarketinEurope.

Usedasaswitchingregimen.

Indicationfortreatmentofpaediatricpatients.

Longtermtherapy(Lifelongdisease)

14%livingwithHIVarenotawareoftheirstatusthisgivesanopportunitytocreateawarenessofthediseaseandindirectlyc
anincreasebrandawarenessandbrandimageofTrioLAD.

4. Threat

Cumulativecompetitivepressurefromfollowingproductsl.Atripla(efavirenz(NNRTI),emtricitabine(NRTI),andte
nofovirdisoproxilfumarate(NRTI))2.Complera(emtricitabine(NRTI),rilpivirine(NNRTI),andtenofovirdisoproxil
fumarate(NRTI1)3.Stribild(elvitegravir(INSTI),cobicistat(CYP3Ainhibitor),emtricitabine(NRTI),andtenofovirdi
soproxilfumarate(NRTI)

Physicianspreferencefortruvada(emtricitabine/TDF)backbone.
Increasingpricingpressure.

GenericincursionfollowingpatentexpiryofEpzicomin2019in(EU).
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»  Genericefavirenzcouldleadtophysiciansbeingurgedtoprescribeindividual Atriplacomponents,whichwouldnegative
lyimpactTrioLADsales.

» ThreatfromDovato(Dolutegravir+Lamivudine)approvedinApril2019.

* Threatofnewentry.

SEGMENTATION, TARGETINGANDPOSITIONING
SEGMENTATION

e Geographicalsegmentation

B France

B Germany
" ltaly

B Spain

B UK

other
countries

Figurel3:Top5countrieswhichcontributes75%ofmarketshareinEurope

InEurope,top5countriescontribute76%ofmarketshareforAbacavir+Dolutegravir+LamivudinethoseareFrance,G
ermany,Italy,Spain,andUK.

B Austria

H Belgium
Finland
Ireland
Netherlands

® Norway

H Portugal

W Sweden

= Switzerland

Figureld:MarketshareofrestoftheEuropecountriesinAntiretroviralmarket

InEurope,24%ofmarketshareiscontributedbyrest20countriesoutofwhichthese9countriescontribute22%
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e Demographicalsegmentation

1. Gender:Male:femaleratioamongHIVpositivepatientis3:1.

2. Age:-

AGE IN YEARS

W <25
W 25-34
W 35-44

[ 245

Figurel5:percentageofHIVpatientwithageinEurope

TheabovegraphicalrepresentationsuggeststhatHI1Vpatientsagefrom25-45aremoreaffectedbyHIV.

3. Education

EDUCATION
B <year 12

B Completed year
12
M college

! bachelors or
higher

Figurel6:EducationofHIVpatientinEurope
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TheabovegraphicalrepresentationsuggestsinEuropeHIVpatient’seducationisaround36%havecompleteduptol12y

earsofeducationand64%havecompletededucationbeyondsecondaryschool

o > w npoPE

o > w npoRE

HealthCareSegmentation

Theprofessionalsaredividedintogroupswhichrespondinsimilarmannertothepromotionalactivities.

Alliedhealthcareprofessionals
Nurses.
Mentalhealthproviders.
Pharmacists.
Nutritionists/dietitians.
Dentists.
Healthcareproviders
Medicaldoctors.
Nursepractitioners.
Physicianassistant.
OB-GYNproviders.
HIVSpecialist.
Socialserviceproviders
Socialworkers.

Casemanagers.
Substanceuse/abusespecialists.

Patientnavigators

TARGETING

» Specialtyfocus

HIVspecialist.

TenderAuthority.

Medicine(md)orDoctorofOsteopathicMedicine(do)
Consultantphysicianassistant
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» Geographicallocation
e France,Germany,ltaly,SpainandUK.
» PatientPopulation

e Adolescents>12years-AdultsHIVpatient.

POSITIONING
“TrioLAD—EnhanceConfidenceandReassurethehope”

DRIVERSofTrioLAD
» Highbarriertoresistance.
* Provenvirologicefficacy.
» Boosterfreeandcanbetakenwithorwithoutfood.
* Nodruginteractions.

» Hightolerability.

» Highpatientadherencebecauseoflowpillburdenandlesssideeffects.

BARRIERSofTrioLAD
* Notrecommendedforpregnantwomen.

* LimitedtoHLA-B*5701—negativepatients.

» Abacavirassociatedwithhypersensitivityandunconfirmedriskofmyocardialinfraction.

»  CompetitivepressurefromAtripla,CompleraandStribild.
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LPBO(LeveragePointBehavioralObjectives) Table

LEVERAGE POINTS BEHAVIOURAL OBJECTIVES
Lesser diagnosis rate of HIV * Toincrease awareness of HIV as a disease
(Patient education) (lifestyle)

* To increase awareness of diagnostic supplies
for HIV (Lab test, OraQuick In-Home HIV test)

Incorrect treatment at the onset of disease
(First point of care-Physician)

« To drive healthcare practitioners for better
communication with patient for onboarding the
therapy and awareness about the HIV
symptoms.

Build stronger KOLs & KBLs
(HIV Specialist)

= To nurture transactional analysis in physician-
patient relationship (soft skill programs for
doctors, nurses) to decrease drop off and
improve adherence.

Tablel10:LeveragePointsBehaviouralObjectives

Strategies What needsto be done How willit be done

Operational effectiveness = Technology applications v Mobile apps to be connect to

= Training employees ¥ 0n the job training for medical

doctors and track the HIV
patient, partner with OraQuick.

representatives through mobile
app.

¥ New target setting for reaching
more HIV Specialist &
physicians

Unigue activities * Need based positioning ¥ Physician touchpoints flucrative

sponsorships, case studies, HIV
testing kit for hospltalized patients)

Strategic of fit = Reinforcing

¥ Free samples for physicians
¥ Multimedia education at patient
waiting rooms

Tablell:Strategiesandtacticalplan
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BRANDSTRATEGIES

1.Awarenessforpatient

PatienteducationcampsonWorldsAIDSDay(Dec1*)

E-promotionalactivities-SEO,videodetailing,onlineevents

Mobileapps-pushnotifications,foodsearch,quickquestionredressal

PartnerwithOraQuickIn-HomeHIVKkit.

2.Physiciantouchpoints

Softskillprogramsfordoctors,nursesandpharmacists

Symposia’s/RTDs

Lunch&Learn

DriveKBLtowardsourproduct-lucrativesponsorship,casestudies

3.Adherenceoftherapy

Patientguidesforwaitingroomexperience

Examroomexperiencewithmultimediaeducation(articles,videos,3Danatomical)withtextandemailcompat

ibility

Importanceofadherenceandriskofmisseddoseanddropoftherapy.

4.Salesforceimprovement

Callplan(size&frequency)&territorymodeling

Maintainsalesperformance

Salescampaign

Salesforcedevelopment:-

a.

b.

LearningandDevelopmentdepartment:-

L&Ddepartmentandregionalmanagerateast,west,centralregionofEUROPE.

OJT(OntheJobTraining):-

* Productknowledge:Productpharmacology—
Pharmacodynamicandpharmacokinetic,productUniquesellingpoints

* Fieldforceeffectiveness:

* CME’s(ContinuingMedicalEducation)

*  Competitivelntelligence:competitors’information.

» CustomerSatisfaction.

» DigitalStrategies.
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c. Listofparameterscompanyshouldbetrackingonmonthlybasistoenhancethesalesforperformance
» Timespentselling
* Leadresponsetime
*  Opportunitywinrate
» Salespipelinecoverageratio
» Customeracquisitioncost

*  Customerlifetimevalue

Riskfactorsfacedbycompany

e Increaseincompetitor’sproduct.

e Publicandgovernmentpressuretomakedrugpricemoreaffordableirrespectiveoffactwhetherthe
yaregenericorpatent.

e Decreaseinproductivityofsalescall.

e Lowconversionrate.

e Issuerelatedtostockavailability.

e Decreaseinsupplyofproductinmarket.

MARKETINGMIX

» PRODUCT

BrandName:TrioLAD.
OtherNames:ABC/DTG/3TC,abacavirsulphate/dolutegravirsodium/lamivudine
DrugClass:CombinationDrug(Singletabletregimens)

Dosageform:-Tablet.
Strength:-Abacacvir600MG+Lamivudine300MG+DolutegravirbOMG.
USE:-FDAApprovedindications(HIV-1treatment).

USP:-Booster-freedosing.

Highbarrierstoresistance.

Highsafety,efficacy,andtolerability.

Lowpillburden.

Quality:-FDAAPPROVED
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» PRICE
Asthegenericpressureislessthepricecanbelessthancompetitorproduct Triumeq.
Triumeq:-Averagepricefor
Packsize30=27$USD(Singletablet)&809.4$USD(onepacksize30tablets).
Packsize90=30.63USD(Singletablet)&22755.58USD(onepacksize30tablets).

» PLACE

e TheavailabilityofthemoleculeinEuropeis60.3%inHospitalsectorand39.6%inRetailsectorandbusiness
inEuropemarketisfrom58.8%Hospitalsectorand41.2%Retailerssector.

e Thehugeuntappedmarketcreatesopportunitytoplaceourproductbothathospitalandretailbyextensivepr
omotionoftheproduct.

e Thedistributionchannelforourproduct:-

7

MANUFACTURER | s [ WHOLESALERS el HOSPITALS | | MAIL ORDER

QQQQE COMMUNITY ‘

| RETAILERS |

PHARMACIES

Figurel7:DistributionchannelforTrioLAD

» PROMOTION

e Promotionto professionals has experienced amajor shift with the development of nonpersonal sellingt
echniques. These include educational digital asset development, e-
learning and direct marketing, including email and direct mail.

e Doctorsarenow utilizing more external sources forinformation about products and bypassing the tradit
ional representative.

¢ Digital marketing has seenthe emergence of search engines, social media, video distribution, blogging
anddevice ubiquity.
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e Special offers, Advertising, Endorsements, Userstrails, Leaflets/Posters, Free gifts.

e 2-3brandambassadors-tellingtheir storiesonline on our websites, TV etc.

e Interventionswith clinical and medical methods

Counsellingonrisk reduction
Comprehensive sex education camps
Peereducation programs

Social marketing campaigns(e.g., to promote condomuse)

e Interventionthat promote healthy behaviors

Condomsand Lubricants

HIV Testing.

Antiretroviral treatmentforall.
Needle and syringe programs

Prevention of transmission.

VisualAidforTrioLAD

704 APPROVED

A
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Figurel8:VisualAidforTrioLAD

Conclusion

AntiretroviralsegmentisagrowingmarketinEuropehaving44moleculesoutofwhich13moleculescontributes66%m
arketshareinvalue$and45%marketshareinunitsales.Outthese13molecules,thetop2leadmoleculesareAbacavir+D
olutegravir+LamivudineandCobicistat+Elvitegravir+Emtricitabine+TenofovirAlafenamide.Abacavir+Doluteg
ravir+Lamivudineiswelldevelopedmoleculewith$1.029bnmarketsize,whichgrowsat16%growthrate(1QVI1Adata
)inEuropeand76%ofmarketshareiscontributedbythetop5countriesFrance,Germany,Italy,SpainandUK.So,tolaun
chgenericversionofthisTrioLADisassumedtocapture15%ofmarketshareinnextsyears.

AntiretroviraltherapysizeinEuropeMATQ42018-$6.34bn.
MarketsizeofAbacavir+Dolutegravir+Lamivudinemolecule-$1.029bn.
MarketsizeofCobicistat+Elvitegravir+Emtricitabine+TenofovirAlafenamidemolecule-$863.8mn.

Total AntiretroviraldrugsUnitssoldinMATQ42018-478.9mn
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