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Industry Visionaries Weigh In
On Pressing Trends

What does the future hold for the CMO and

CDMO sector?
Gl ¥ Hoth, President, Pharma and Bi

ma O cing A tion

CMOVCDMOs: Looking Ahead

Last yaar, | started off by setiing

up A broad pargpactive on e gize
of the global CMCVCOMD gac-

tor, carefuly curating figures from
PharmSource, I2ON, and othars io
ilustrate tha growth rate of tha busi-
nage. That wag a lot of wark, and
tha scane hasn't charged appracia-
bly, 5o this time arownd, wa're gaing
te ciiva nght intg trands, drivars and
some pradicilons, |f my crystal bal
doasn't fall mea,

Consolidation
Thi numbar ore rend from last
wear's edition demands a repeat.
Tha CMO/CDMD sector rémains
fragmentad, and business logic
dictates that the sactor nasds o
consolidate (or rationaliza, if that's
your tarm of choka), It bean this
woy for years, 50 if wo keep caling
for it it's bound to happen, right?

Consalidation doasn't just
maan big COMOs will ba davour-
ing smaller anas ig shrink tha food
chain, In fact, e blg rumer to crop
up last year wos Lorea Group's
imerest in acquiring Gatalent, ane
of the largast COMOs in the world,
According o a Reutars repart; the
two eides failed bo agree on a price,
bt “Lenza, which ig kean onan
acquigition. may decids 1o punes
ather targets.” You might racall
that in 2008, Lonza launched a bid
far Patheon, long bafom tha iatter
migrgud with DSM,

50wt we sea COMO maga-
margars, combming AFl-hiavy firms
with formutation-griented cnes,
or mid-tiar mangars of aguals, or
the alorementioned kig fish eating
the it ores in boli-on, accrathe
daals? | ihink thana'l ba planty of
tha latter, but | al0 think we'll ses
a sigrificant attempl at building
a soup-lo-nuis drug substance
through drug product company
in the next yaar or go. Mind you |
donv't think such a structuna—going
from APIE to dosage farms —will
nacassanly wark, but | think some
wompanios will try,

Buy In

On tha flipsice, some COMO oppor-
tunities may arsa fram large pharma
companies trying [0 rationalize
thalr cen manulaziuning networks.
A GOMO buying a pharma site

in sachange for a trailng supply
agreemant is still a risky propogi-
tion—if you den’t build up ancugh
P BUBInesE by the time the supply
agreemant ends, you could be stuck
witha ot of ovechead costs —bul
thera can b good fits.

I'm guessing wo'll eee planty
of intra-COMO mergars or sall-
offs of spacific sites. Recipharm
g inte the LS by acquiring a site
from Indian COMO Kemwell, aftar a
sories of non-US deals, CMOs with
o L fgotprint will keop looking for
avanues 1o enter the world's biggest
pharmacautical markat, aspecially
with the uncertainty facing the EU in
the wake of the Braxit,

Cash Out

O of tha biggest players in tha in-
dugiry, Pathaon, recenthy want pub-
e, Like the other top-rank COMO,
Catalar, proceads from the IPO
Wi usad b pay down dait. Thara
are upsidas and downsides to hav-
ing thasa companias on the stock
markat, Az Jim Millar put it in the
Juty, 2016 issue of PharmSources
Bin/Fhamacautical Cidsounzing
Rapon:

“Adging arethar publiz compa-
ny to the CMO indusiry ig goed ...
because it makas it mora trans-
parent and heipa cugiomens and
FwaBonE sppreciate ha indusins
develegmant. For instarcs, the
equily anaksts who lollow the CMO
industry still try to shoahorn it into
modals davalspad from 15 yaan of
falkwing the CRO industry, Prrhaps
with ancther sigaificant public WO
they will mfina their understanding
of the industry.”

Thai said. | was argund the
last time Fatheon was pubic jand
Catalent was the Phamacaulical
Technologes and Services division
of Candiral Health), and ihe quar-
ler-0-Quariar SAMINgs Prassure wais
fierca, Siill, ihe compary hag com-
plataty diffarant maragament that 4
bad in thosa days. Alo, | like to thirk
we're ina slightly mare enlightened
age whan it oomas 10 copactations
about ths COMD Bac1ors nvenues —
that is, that shey'm not a smaath
cursa=but as Jim Miller pointad
out, tha markat's not axactly wall-in-
formed about the COMOD space, and
that could lead te some Incomect
asgegsments of £ health,

Fathean's in a unique pesilian,
and | doubt any cther pure-phay
COMO could manage a pudic ofer
ing, 30 | pradkct & ona-of hers, not a
rand. {| kresw Tharapura announced
harg an PO early thig year, bul thal
company's a hybrid bio-COMO with
a pipaling of it own biolegics.} 'l
also noba that it's a good sign that
Pathean's IPD did well, because it
sigralé a posits trend for funding
“biopharma” companies, And if
Mo simall Campanias gat inwes-
1ars, that'd keap dng development
programs going and fead COMOs"
Business pipelings.

by last pradiction for the CDM0
sacior s, | admit, self-aggrandizing.
For tha past yeas, our trade assoc|-
ation has bean working closaly with
FDA on reauthorizing the Ganaric
Drug User Fee Amendment [G0-
UFAY, and as a reeull, wa'va Built

mwmtbbarhr{p.--wnrmh
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retationships with many lewels of
the agency, Including a hign-iewal
presantation with COER about the
COMD seciorn Wa've demongirated
ithat COMCE are an imporiant part
of tha healtheare scosyelen, and
have given a professional face to
cur induatry.

Conclusions
e I'm predicting that COMOs are
on tha cusp of & transformation, in
deerme af tha FDA, COER, and othes
stakahalders SaNiNg 15 &5 prrNeTS,
nat just service providars, In the
yaars 1o coma, the COMO sector
will b recognized for its rola in
bringing safe and effactive mad-
cinas to patients.

All pradictions nul-and-void
# Trump wing the LIS Presadantial
algction against Democratic chal-
tangar Hillary Ghnton.

Licensing of Generic: Needs and Expectations

of Industry

Dy Shah, GED At Vision Consulling Group

Introduction: It is ciflicull, but is doalble. Tha
The generics face mulligha chal- 1iwe ey araas are:

largas: ever incraaging scruting By A Single Rafarence Product:
the rgulatore acress the warid; Aeguiators in gavanal markats
‘growing barriars of protection by approva anew preduct basad on a
inrovators: and the governmant global muiticourtry clirical trial. The
pressurgs far prica mdustion, Al nnEewatons wee one product inall
thosa tand to push up tha oosts of  countios for its trials and subse-
genarics or make Ma Susness wn-  quant mgistration. However, this ra-
wiabla, This i unlikaly to change.  sults in festing of muttiple rfarence
If at all, it may bacome worsa, products lor a company seaking
The elamaur far produst guality; requlsinry apprevals in mars than
the impasct of longer pedicds of one martat.

axclusivity; push for liberal pat- Unlform Product Standands:
entability standards; and need te  Some product manographa vary
contaln health care expendilure in 1g to the pt

the major markets will continws to
exarl pressures on the coet and
price of tha gararics. Tha product
and process inngvations that feaws
hedpad ganarics in tha past may
no longer be enough for the future.
The genarics will have to koak jor
somathing mong to remain relavant
and protact thair growih,

Gost Containmant:
Thea foremost among them & cost

containmant through reguiatory ag-
proval process.

8.9 USR E‘PJPMoFtrmm:-
tiors are not necesganly baged on
soignce alona, The woriations rafiect
mindsate of diffarant markats, Tha
maonographs usually incorporate
the eriginatars standards. 1f anly
tha reguiators were to agraa toa
common standard for 2 product,
Instead of muitiple pharmacopalas,
Commaen Packaging Specifica:
tiors: Like product standards, the
packaging specifications vary ae-
cording to markats. The variations
In ditferant jurisdictions are mostly

rgn rowency APl growth trajectory

Vivek Sharma, CEOQ ot Piramal Enterprises Lud.

Orcology continams 1o grow as a
disease area of focus at almost all
mngyater firms, with imvestments

in both drug disoovery and divel-
cpmant, pradominantly driven by
the unmat naads of patients. The
principal need lor most cancers &
the avaitability of safe ard effectiva
targated drugs thal teat the ad-
vanced giages of the disaase, whan
patisnts oftan stop responding

to chematharapy. Inteast in high
pobent dregs that ean treat cancars
have followed guit, as they can play
an imponant rola in achivying thase
objactives. Tha paroantags of druge
alassifind as “highly patant” with
eccupational axposune imits (OELs)
= 10pgim3, has bean progressivaly
mareasing, and is cunmntly estimat-
ad 1o ba 25% of the glotal pharma-
cauticel developmant pipaling,

Market size and drivers for
growth

Maw CGhamical Entities (MCE'E),
particulany those intendad for ues
in encolegy, are now degigned to
Ipa highly walective in their intar-
agtion with biclogic rgats, with
phanmacological aativity often

baing achirwed with very small
amournts of tha active ingrediant.
Thesa high gotent NCE's also are
aetiva for a langer duration i thi
body, tharaby raducing tha dosing
frequarcy rmquined, while patantially
incraasing patlent compliance and
minimizing diszemiort. Finally, since
ihesa compounds are much more
salaciwa towards tha target of In-
tarest, they can reducs side effects,
ard minimize damaga (o the tissues
swrounding the diseased area. Dus
lo (hese reasong, largsted, potant
therapies offer significant benafits
owar their lwer potancy counter-
parts. In addition, within the ancolo-
gy market, a niche Mmarket segmant
is dntibody Crug Conjugates (ADC),
which ara eylotoxic small melecules
linkad 10 monockenal antibodies,
ADCS, cartain oncology drags,
and othar high-potancy com-
pounds (such a5 hormaones) requing
high-centainment manatacturing.
The anti-cancer marked with it
unpracedantad growth is the angna
ikt Tuels the High Foteney Active
Pharmzceutical Ingredients {HPA-
Pl'el markel, since 80% of highly
polent AP are mrgetd towands

inked 1o tha mgulatary and'ar wiacturers for prolenged peniods,
markating neads. Common stan-  Tha timaely resalution of mmedial
dards could help reduge varabliity  actions and a system of providing
and cost., an apgantunity i manuactrees
Timaly Product Approvals: CIBCARE remedial BCtions could go
Currenthy, the time taken for almgmhmdbhgiwqdd*
approval of genenics varies from 1y Eeues and eary
4 months o 38 monthe in varkcus wmmmmmmh
juriedictions. wouid nof only hielp educe cost of
ment & lbut alo prevant shomagas
Report (EIF): Tre time taken by of medicines and svoid urwarrantesd
the reguiaters for inspection of price increases,
naw manufacturing faciitivs and
ra-inspectan of ok faciitiee undar  Capability Building:
warning lttarsfimpart alerts isa Many mgulators have deeman-
majar cest strated that they are willing e
Thus, a coordinated approach to help industry in Ihvmblila'
mguigtony convengance could help  building, if only the
«cost contanment for genarlss. mwllmmmmmwﬂty
for quality of their procucts and
Compliance: ensure patent galsty. |t s import-
Aftar cosh, the naxt mportant ssua ant that the senior managamsant
8 compliance. Tha manufeciuere of companies alec demaonstrats
have incraagingly ralized that the their commitment. Thie could pave
coetof nor-compliancs & for greater  the way for capabiity annancing
than the cost of inres. Howe W . Thasa workehops can
e, 1o improee compliance, it is promote bec-way karming for the
important (o also aoddress tha ol of  ndustry and the reguiaters. The
roguingors, How oan thay holp # What 1 of scientific
shoald they do? Ly s rangulntons would help battes

Quickes Resohaticn of F dial

absorgticn u-‘wm EIM

Actions:
Tha warning leflers and import alats
sispand supslies frem mary man-
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P ion of

of the industry inimplemantation
would halp mguatars fo impove
the guidance.

oncology. The ghobal HFAF markst,
which was 5126 killion in 2014,

ie projected to reach $25.1billion

by 2023, at an estimated CAGR of
T.6%.

Regulatory and Manufacturing
guidelines

Hengling, containment, manufac-
twing, faility design, maghinary
and mgulntﬂry raquiramants af
Baia COMPOUNGS A Mon Strns-
gant and diflarant frem conwantian-
&l APls,

In ganaral, good manutacuring
practicas [GMF) apply to the pro-
duction of highly potent and cyto-
txic compownds. The only regu-
latory body o Rave flagged up the
importanca of bringing in updatad
guidanca for safaly daaking with
HPARIE ie the European Medicines
Agancy |[EMA). In 2005, EMA (Euro-
pean Madicines Agancy) published
@ concept paper on HEAPKG, though
it wat mainky focused an kigh
potent praduct sagregation rather
an classification, The cancept
papar prmasily addrassed tha nead
&2 updata GMPs and have betier
clarity on classification systams in
orgder 1o determing requiraments ior
working with spacilic compounds.

In 2011, EMA introcuced another
concapt pagar menioning tha
raquirement for a ixacological 1ool
and a rigk-baged eciertific g proxch
to eatablish exposure imite. Then,
in Jaruary 3013, EMA published
a draft guideine on setting health
basad axposura fmits, The primary
purgc6 af this guidedine was 1 ad-
vocate the assessmant of pharma-
cological and foxwcokgical data of
indvichual active substances, which
would allow estabiishmant of safe
Ehreshold lovels as mentionad in tha
GMP guidaling. Around the sama
sme, tha ELU camg ug with proposed
wmanged taxt for managing M
conearn of Gross-coramination in
chaplers 3 and 5 of GMPs.

Thare ara oGMP guidalines from
athar requlatory bodies Euch as
FDA and athers for Jagan, Switoar-
land, India and China but they da
not address the isswe of oogupa-
Eonal health hazards,

Manufacturing HPAP
and Contract
Manufaciuring HPAPI & a com-
plex process, and iNvolves mand-
facturing and processing In clean
room oparations with coniainment
tacilities, In most instances. special
safety considerations for employes
protection ard facility design are
resquirad whan dealing with highty
potent API'E. Thage processes ar
genaradly carried out at negative
pressure to prevent materals from
antering the envirenmant, with
waorkars wearing full protective
gear. This ditfars from the contain-

: Captive

ment requirements st manufacturs
ing urits of iraditional APl

Many life scence firms dayel-
oping podent small-molecule drugs
pratar iz usa a HPAF marufac-
turer in tha U.S. or Evrope that
Fas & Bustained and axamplary
rack record for salety, regulata-
ry compliance, and a successiul
audit histary whan working with
HPAPLs, Tha ability 16 supgort Bath
the develapment and cammarcsal
manufacture of highly petent com-
peLnds in eroar ig avoid any nead
for procass transfees is also often
prafarred, The demanding natue
of HFAF manuiaciuning requims
cambi scrutiny of the potential
CMOY COMO pariner's chemical
hygimne and anvironmeantal, healtk,
and sataty (EHES| programs as weall
ag an understanding of thair com-
mitment o HPAPI manufacturing,
and continuous improvement. When
il conmas 1o HPAPI manulfactuning,
thara i no middle growid —it i “all
in" o7 nathing.

Conclusion
HPAPI manufacturing is a capital
intarsive process that requires
technical expariise and state of the
art manufacturing tacilitias, Al-
theugh thare are guidelnss lor gag-
regation of high petent preducts, it
i wital thal there exiet an industry
wide approved framework for HFA-
Pi chsaification. Thig elimirates
ambiguity ralatad to compaound
potancy, especially whan a phar-
maseutical camparry i plannng
o outsourcs the manufaciung of
HPAPIs b2 a CMO. Additionally, rag-
ulatory boding naad i addrss the
issue of occupational haalth haz-
ards and worker protection for tha
manufacture of high patent A71s
High potency neads ara ax-
pectad to grow dus to growth in
oncology and the nesd lor selactive
trgated theragies. Despite irnova-
lor's caglive capacity, oulsouncing
in this segment ig expectad 1o grow
at sloze 10 double digits driven by
mid-5ize, srmall-siza, and wirtual
firms. COMO partrars with a track
racord of HPAPI devalopment anc
manufasieng, 2 clean safuty and
somplinnce record, proximity o
innovators anda 2ng tnmm commit-
ment to serice businass can axpac
b banafit from tha groing market,
At Piramal, we are facused on
budbcing an integrated platboom
with leadarship capabilities in sach
elament. With our stala-of-tha-art
ADC faciities, our fil inishfaseptic
capabililias, we are now locuged
an adding HPAPI manufacturing
capabilitias, %o ater chants an inte-
grated solution that includes bath
drug substance and drug praduct.
Wie sxpest to continue i invasi
in those areas that addmss our
glionts’ futyra neads.,




