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– doubled to eight. Six of these were for 
oncology drugs. 

OncOlOgy
The oncology area saw 10 new active 
substance approvals in 2016, including 
Pfizer Inc.’s Ibrance (palbociclib) for HR-
positive, HER2-negative locally advanced 
or metastatic breast cancer – the first cy-
clin-dependent kinase 4/6 inhibitor to be 
given the green light in Europe. The HR+/
HER2- breast cancer market is valued at 
around $3.4bn in the US, Japan and the 
five major EU markets, a figure that Data-
monitor Healthcare forecasts could rise to 
$10.7bn by 2022, largely due to the uptake 
of Ibrance and the approval of other late-
phase pipeline candidates.

Four of the new cancer drugs that were 
given a conditional marketing authoriza-
tion also had orphan status: 

 • Eli Lilly & Co.’s Lartruvo (olaratumab), 
for soft tissue sarcoma in adults non-
responsive to radiotherapy or surgery. 
Lartruvo also benefited from an ac-
celerated assessment by the European 
Medicines Agency’s scientific com-
mittee, the CHMP. This was Lilly’s first 
conditional approval in the EU: it has 
been asked to produce post-authori-
zation data from the ongoing Phase III 
ANNOUNCE study, which is expected 
to complete in 2019.

 • AbbVie Inc./Roche’s Venclyxto 
(venetoclax) for adults with chronic 
lymphocytic leukemia. This is a first-in-
class BCL2-specific oral inhibitor, and, 

Oncology Captures One In Three New 
EU Drug Approvals In 2016
Ian SchofIeld  ian.schofield@informa.com 

Drugs for use in oncology increased 
their share of EU initial marketing 
authorizations in 2016, accounting 

for a third of the 30 new active substances 
approved by the European Commission in 
the year to Dec. 22. 

Although the total number of new active 
substances (NASs) in 2016 was significant-
ly down on the high of 46 seen in the pre-
vious year, it was pretty much in line with 
the 34 NASs approved in 2014. Among the 
approvals were a number of combination 
treatments, including one containing two 
new active substances – Merck Sharp & 
Dohme Ltd.’s hepatitis C treatment Zepa-
tier (elbasvir plus grazoprevir). 

The commission also gave the green 
light to a number of new combinations 
of existing medicines, a smattering of bio-
similars and generics, and some new uses 
(and names) for old drugs. 

The types of products and their routes 
to approval illustrate the growing com-
plexity of new drugs for less common 
conditions and for those with unmet 
needs. Fourteen products approved in 
2016 (not all of them NASs) were orphan 
drugs, while the number of products giv-
en a conditional marketing authorization 
– where approval is granted on condition 
that more data are produced to support 
a switch to a full marketing authorization 
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•	 30 new active substances, in a 
total of 29 different products

•	 10 new oncology treatments

•	 9 new combinations

•	 14 orphans 

•	 8 conditional marketing au-
thorizations

•	 4 biosimilars

•	 A handful of generics 

•	 top nAS categories: oncology, 
alimentary/metabolic, neurology
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The balance of power behind the prescribing decision is changing: payers are ever more in charge.  That means 
that insight into how payers make decisions – how they evaluate drugs, one against another – will be crucial to 
any successful drug launch.
 
RxScorecard objectively, authoritatively, and systematically assesses marketed and pipeline drugs in a 
therapeutic indication from the payer’s point of view. Developed by senior medical and pharmacy leaders from 
major payers and pharmacy benefit managers, RxScorecard delivers practical and powerful insight into your 
drug’s reimbursement potential and how you can maximize it.  

Transparent, objective, and grounded in payer data, RxScorecard helps you refine your development path, 
future-proof your market access strategy, and achieve payer acceptance. 

Maximize Your 
Reimbursement Potential

Discover RxScorecard today. 

Visit https://goo.gl/mIof2t to review the selection of 
RxScorecards today.  Interact with the data. Compare 
drugs on clinical, safety, and economic metrics. See the 
payer perspective. 
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according to the companies, the first 
medicine approved that is designed 
to trigger a natural process that helps 
cells self-destruct in CLL patients who 
have received previous treatment 
or who have a high-risk form of the 
disease.

 • Takeda Pharmaceutical Co. Ltd.’s Nin-
laro (ixazomib) for multiple myeloma 
in patients who have taken at least 
one prior therapy. This was approved 
only after the CHMP reversed an initial 
negative opinion on the product 
and on condition that the company 
provide more confirmatory data on its 
effectiveness. 

 • MolMed SPA’s Zalmoxis, consisting of 
genetically modified allogeneic T cells, 
for adjunctive treatment in haploiden-
tical hematopoietic cell transplanta-
tion in adults with high-risk hemato-
logical malignancies. 

Two new drugs were approved for mul-
tiple myeloma. Janssen-Cilag GMBH’s 
orphan drug Darzalex (daratumumab), a 
first-in-class anti-CD38 antibody intended 
for relapsed and refractory multiple my-
eloma, received a CMA. 

The approval of Darzalex came hot on 
the heels of that of Bristol-Myers Squibb 
Co.’s Empliciti (elotuzumab), which under-
went accelerated assessment for use in 
combination with lenalidomide (Celgene 
Corp.’s Revlimid) and dexamethasone in 
adult multiple myeloma patients who 
have received at least one prior therapy. 
Emplicit will be entering an increasingly 
crowded market, but its approval for sec-
ond-line or higher use should help it stand 
out from the crowd. It is expected to have 
the edge over Darzalex, as it is approved 
for use earlier in the treatment paradigm, 
although Darzalex is expected to move to 
earlier-stage use in due course. 

One other new oncology drug was given 
a conditional approval: AstraZeneca PLC’s 
Tagrisso (osimertinib) for locally advanced 
or metastatic EGFR T790M mutation-posi-
tive non-small-cell lung cancer (following 
accelerated assessment). As a condition of 
the approval, the company must provide 

data from the Phase III AURA3 study com-
paring osimertinib with platinum-based 
chemotherapy, which is expected to be 
available in June 2017.

Two other cancer products received EU 
approval. Servier SA’s Lonsurf (trifluridine/
tipiracil) was OKd for metastatic colorec-
tal cancer (tipiracil is the new active sub-
stance in the combination). Although it is 
authorized only for third- and fourth-line 
settings, these are still areas with high un-
met needs.

Lilly’s Portrazza (necitumumab) was OKd 
for locally advanced or metastatic EGFR-
expressing squamous non-small-cell lung 
cancer in chemotherapy-naïve patients. 

AlimentAry/metAbOlic 
Four new products were approved in the 
alimentary/metabolic disease area, includ-
ing Grunenthal GMBH’s Zurampic (lesinu-
rad) for hyperuricemia in gout patients. 
The drug was developed by AstraZeneca, 
which licensed the European and Latin 
American rights to the German company 
earlier this year. It is also one of the first 
products for which the EMA has published 
clinical reports under its proactive clinical 
data publication policy. 

Amgen Inc.’s Parsabiv (etelcalcetide) 
was authorized for secondary hyperpara-
thyroidism (SHPT) in adult patients with 
chronic kidney disease (CKD) on haemodi-
alysis therapy. While the drug, a follow-on 
from Mimpara (cinacalcet), seems to have 
passed through the CHMP process without 
much ado, it has been held up in the US, 
where FDA issued a complete response let-
ter in August. 

Representing only the second treatment 
for primary biliary cholangitis was Inter-
cept Pharmaceuticals Inc.’s orphan drug 
Ocaliva (obeticholic acid), which is indi-
cated for use with the only other available 
treatment for the condition, ursodeoxy-
cholic acid (UDCA). The product, a farne-
soid X receptor agonist, was given a con-
ditional marketing authorization; Intercept 
will need to provide further data from the 
COBALT outcomes trial and a short-term 
study in patients with hepatic impairment. 

The fourth approval in this area was Am-
icus Therapeutics’ orphan drug Galafold 
(migalastat) for Fabry disease.

Neurology
Three new products were authorized in the 
neurology area in 2016. Bioprojet’s Wakix 
(pitolisant HCl) is a first-in-class orphan 
drug that acts on histamine H3 receptors 
in the brain and is intended to treat narco-
lepsy with or without cataplexy, while Bi-
al’s Ongentys (opicapone) is for adjunctive 
therapy in adults with Parkinson’s disease 
and end-of-dose motor fluctuations who 
cannot be stabilized on levodopa/DOPA 
decarboxylase inhibitors (DDCIs). The third 
drug approved was UCB Pharma SA’s epi-
lepsy treatment Briviact (brivaracetam). 

INfectIous DIseases
In the infectious diseases category, two 
new combination drugs were approved 
for hepatitis C. One was MS&D’s Zepatier, 
a fixed-dose combination of two NAS, el-
basvir and grazoprevir. Approved in July, it 
was due to launch across Europe starting 
in late November. The other was Epclusa 
(sofosbuvir/velpatasvir) from Gilead Sci-
ences Inc. (velpatasvir is the NAS). 

Epclusa will probably be the more suc-
cessful of the two combinations “because 
it is the first pan-genotypic regimen to 
be approved and will be positioned as a 
one-size-fits-all once daily cure,” according 
to Michael Haydock, lead analyst at Data-
monitor Healthcare.

Illustrating the dearth of research in the 
antibacterial area, only one new NAS-con-
taining product, AstraZeneca’s Zavicefta (a 
combination of ceftazidime and the new 
beta-lactamase inhibitor avibactam), was 
approved in 2016. It is indicated for adults 
with multi-drug resistant bacteria and 
other severe bacterial infections, including 
carbapenem-resistant Enterobacteriaceae. 

One new vaccine was approved in 2016: 
MedImmune LLC’s pandemic H5N1 flu 
vaccine, for prophylactic use in an officially 
declared pandemic situation in people 
aged 12 months to 18 years. This was a 
conditional approval.

other New substaNces 
Two hemophilia B products were ap-
proved, both of them with orphan des-
ignation: CSL Behring’s Idelvion (albutre-
penonacog alfa) and Swedish Orphan 
Biovitrum AB’s Alprolix (eftrenonacog alfa). 

Continued from Cover
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New Active Substances Approved In The EU In 20161 
Product IndIcatIon comPany

Alprolix (eftrenonacog alfa) Hemophilia B Swedish Orphan Biovitrum

Briviact (brivaracetam) Epilepsy UCB Pharma

Cinqaero (reslizumab) Severe eosinophilic asthma Teva Pharmaceuticals

Darzalex (daratumumab) Multiple myeloma Janssen-Cilag

Empliciti (elotuzumab) Multiple myeloma Bristol-Myers Squibb

Epclusa (sofosbuvir/velpatasvir*) Hepatitis C Gilead Sciences

Episalvan (birch bark extract) Partial thickness wounds in adults Birken AG2

Galafold (migalastat) Fabry disease Amicus Therapeutics

Ibrance (palbociclib) HR-positive, HER2-negative locally advanced or metastatic 
breast cancer Pfizer

Idelvion (albutrepenonacog alfa) Hemophilia B CSL Behring

Lartruvo (olaratumab) Soft tissue sarcoma Lilly

Lonsurf (trifluridine/tipiracil*) Metastatic colorectal cancer Servier

Ninlaro (ixazomib) Multiple myeloma Takeda Pharma

Ocaliva (obeticholic acid) Primary biliary cholangitis Intercept Pharma

Ongentys (opicapone) Adjunctive therapy in Parkinson’s Bial

Pandemic H5N1 influenza vaccine Flu prophylaxis MedImmune

Parsabiv (etecalcetide) SHPT in adults with chronic kidney disease Amgen

Portrazza (necitumumab) Non-small-cell lung cancer Lilly

Strimvelis (autologous CD34+ cell fraction) SCID due to ADA deficiency GlaxoSmithKline

Tagrisso (osimertinib) Non-small-cell lung cancer AstraZeneca

Taltz (ixekizumab) Plaque psoriasis Lilly

Truberzi (eluxadoline) Irritable bowel syndrome Allergan 

Uptravi (selexipag) Pulmonary arterial hypertension Actelion

Venclyxto (venetoclax) Chronic lymphocytic leukemia AbbVie/Roche

Wakix (pitolisant HCl) Narcolepsy Bioprojet Pharma

Zalmoxis (genetically modified T cells) Hematopoietic cell transplantation in adults with high-risk 
hematological malignancies MolMed

Zavicefta (ceftazidime/avibactam*) Multi-drug resistant bacteria and other infections AstraZeneca

Zepatier (elbasvir*/grazoprevir*) Hepatitis C Merck Sharp & Dohme

Zurampic (lesinurad) Hyperuricemia in gout patients Grünenthal

* Substance is a NAS. 
1 The table and text of this article are based on information from the European Commission’s database of new EU drug approvals as of Dec. 22, 2016, as 
well as other sources including the Pink Sheet, Scrip, and pharmaceutical companies.

2 Birken was acquired by Amryt Pharma in 2016.

B I o P h a r m a  I N  P e r S P e c t I V e
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A European Commission decision transfer-
ring the marketing authorization for Alpro-
lix to Swedish Orphan from Biogen Inc. was 
published in September.

GlaxoSmithKline PLC saw its orphan 
drug Strimvelis (autologous CD34+ en-
riched cell fraction) approved for severe 
combined immunodeficiency due to ad-
enosine deaminase deficiency (ADA) de-
ficiency. The company has completed sig-
nificant studies contained in the pediatric 
investigation plan (PIP) for the product, 
and so its market exclusivity has been ex-
tended from 10 to 12 years, in accordance 
with the legislation.

The CHMP said that the benefits of Acte-
lion Pharmaceuticals Ltd.’s Uptravi (selexi-
pag) for pulmonary arterial hypertension 
included dilation of the pulmonary arteries 
as well as antiprofilerative and antifibrotic 
effects, which decrease pulmonary arterial 
pressure and delay disease progression.

Lilly’s Taltz (ixekizumab) is a new treat-
ment for moderate to severe plaque pso-
riasis in adults that binds with high affinity 
and specificity to both forms of interleukin 
17A. The CHMP described Taltz’s benefits 
as being its significant and clinically rel-
evant effects compared with placebo or 
etanercept.

Teva Pharmaceutical Industries Ltd.’s 
Cinqaero (reslizumab) is an add-on thera-
py in severe eosinophilic asthma in adults 
whose condition is inadequately con-
trolled despite high-dose inhaled cortico-
steroids plus another medicinal product 
for maintenance treatment.

In a new departure in the wound heal-
ing department, Birken AG saw its birch 
bark extract, Episalvan, authorized for the 
treatment of partial thickness wounds in 
adults – this is the first treatment to receive 
EU centralized approval for this condition. 
Earlier this year, Birken was acquired by the 
UK specialty company Amryt Pharma PLC, 
which said it plans to develop Episalvan for 
epidermolysis bullosa in Europe and the US.

Allergan PLC Pharmaceuticals received 
approval for Truberzi (eluxadoline) for 
irritable bowel syndrome with diar-
rhea. The marketing authorization was 
granted in September 2016 to Aptalis 
Pharmatech Inc. but was transferred to 
Allergan in December. 

combINatIoNs of KNowN 
substaNces
A range of other products and combina-
tions were approved in the EU in 2016. 
New combinations of existing drugs in-
cluded:

 • Boehringer Ingelheim GMBH’s Glyx-
ambi (empagliflozin + linagliptin) for 
type 2 diabetes.

 • Gilead’s Descovy, a fixed-dose combi-
nation of emtricitabine and tenofovir 
alafenamide for HIV. The company says 
Descovy has high antiviral activity at 
a dose of less than one-tenth of its 
marketed HIV therapy Viread (tenofo-
vir disoproxil fumarate).

 • Gilead’s Odefsey (emtricitabine/teno-
fovir alafenamide/rilpivirine) for HIV 
infection resistant to NNRTIs, tenofovir 
or emtricitabine. This is a new once-
daily single-tablet regimen.

 • Qtern (saxagliptin/dapagliflozin), a new 
fixed-dose combination from AstraZen-
eca for type 2 diabetes in adults over 18. 

 • Novartis AG’s Neparvis (sacubitril/val-
sartan) twice-daily tablet for symp-
tomatic chronic heart failure. 

Some older products were approved for 
new uses and with new names. Ipsen Bio-
science Inc.’s cabozantinib was approved as 
Cabometyx, an orphan drug for advanced 
renal cell carcinoma. This is a new indica-
tion for cabozantinib, which is already 
marketed as Cometriq for thyroid cancer. 
The commission said it offered “significant 
clinical benefit over existing therapies.” 

Eisai Europe Ltd. gained approval of len-
vatinib as Kisplyx for the new indication of 
advanced renal cell carcinoma. It is currently 
authorised in the EU as Lenvima for thyroid 
cancer, while Biogen Idec’s daclizumab was 
approved as Zinbryta for relapsing multiple 
sclerosis. Daclizumab used to be marketed 
as Zenapax for rejection in kidney trans-
plants, but it was withdrawn in 2009 due to 
lack of demand.

Other treatments authorized in 2016 in-
cluded:

 • Sialanar (glycopyrronium bromide) from 
Proveca for chronic pathological drool-
ing in children and adolescents with 

chronic neurological disorders, and 

 • Coagadex, Bio Products Laboratory’s 
human coagulation factor X for he-
reditary factor X deficiency. This is an 
orphan drug, and is the only treatment 
specifically licensed for this disorder.

 • Bayer AG/CSL Behring’s Factor VIII 
product, Iblias/Kovaltry, a next-gen-
eration octocog alfa and a successor 
to Kogenate that the companies say 
benefits from a slightly longer half-life 
and better personalization of prophy-
lactic use. 

 • Ferring Pharmaceuticals AS’s Rekovelle 
(follitropin delta), the first recombinant 
follicle stimulating hormone to be 
derived from a human cell line and 
the first to be administered with an 
individualized dosing regimen. 

 • Vaxelis, from Sanofi Pasteur MSD, a 
diphtheria, tetanus, pertussis (acel-
lular, component), hepatitis B (rDNA), 
poliomyelitis (inactivated) and Hae-
mophilus type b conjugate vaccine 
(adsorbed) vaccine. It is a new-genera-
tion, fully-liquid, ready-to-use vaccine 
and the only hexavalent vaccine with 
five acellular pertussis antigens and 
Hib antigen conjugated to the outer 
membrane protein complex of Neis-
seria meningitidis. 

 • Advanced Accelerator Applications 
SA’s orphan drug, SomaKit TOC (edo-
treotide), for the diagnosis of gastro-
entero-pancreatic neuroendocrine 
tumors.

bIosImIlars aND geNerIcs
Of the four biosimilars approved for mar-
keting in 2016, two were versions of 
Sanofi’s enoxaparin product Clexane: Phar-
mAthene Inc.’s Thorinane and Techdow Eu-
rope’s Inhixa. The other two were Samsung 
Bioepis Co. Ltd.’s Flixabi (infliximab/SB2, 
a version of J&J’s Remicade) and Benepali 
(etanercept, Amgen’s Enbrel). 

Generic approvals in 2016 included em-
tricitabine/tenofovir, lopinavir/ritonavir, 
ivabradine, pemetrexed, bortezomib, palo-
nosetron, zonisamide, and caspofungin.  

Published online December 23, 2016
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2016 Review:  
Price Pressure Marks A Turbulent Year In Japan
Ian haydock  ian.haydock@informa.com 

After the last set of reforms a few years ago, the drug reim-
bursement pricing environment in Japan has been relative-
ly stable, marked by higher prices for innovative new thera-

pies and punctuated by regular – but predictable – industry-wide 
reimbursement revisions every other April.

But spurred by rising political and public concerns over highly ef-
fective, but also highly priced, new therapies for cancer and hepatitis 
C, and the first real impact of these on the national healthcare bill, 
2016 will be remembered as the year that new waves began to roil 
the calm sea.

April saw drug reimbursement prices under Japan’s national health 
insurance scheme cut by around 6% across the board, in a biennial 
attempt to bring levels in line with actual (discounted) market prices. 

But two new Gilead Sciences Inc. products for hepatitis C - Soval-
di (sofosbuvir) and Harvoni (sofosbuvir plus ledipasvir) - also had 
their prices slashed by around 32%, triggered by new provisions 
that allow such one-off reductions for products that have grown 
far beyond official forecasts at the time of launch. 

Later in the year, the price of Ono Pharmaceutical Co. Ltd./Bris-
tol-Myers Squibb Co.’s cancer drug Opdivo (nivolumab) then came 
under intense public, political and media scrutiny after rapidly in-
creasing use for lung cancer contributed to a 9% jump in prescrip-
tion drug costs in the fiscal year to March 31. There were even pro-
jections that the PD-1-targeting antibody could single-handedly 
bankrupt the system if its costs weren’t contained.

This eventually led to Opdivo’s reimbursement price being un-
ceremoniously slashed in half in November under the repricing 
provisions for big-selling medicines.

reFOrm pUSh 
Apparently responding to the furor, and perhaps also looking to score 
a few political points, Prime Minister Shinzo Abe later that same month 
ordered a rapid and fundamental review of the drug pricing system by 
his Council for Economic and Fiscal Policy, with the first recommenda-
tions emerging at the end of year after just a few weeks of debate. 

A shift to more frequent, annual price cuts was the main propos-
al to emerge, an idea long opposed by the research-based pharma 
industry, which had earlier warned that such a move would undo 
all the policy gains of the past few years. 

In its eyes, these have most notably included the adoption of a 
pilot scheme to award special “innovation premiums” to novel new 
drugs and to exempt such products from regular price cuts during 
their patent life. Continuation of this “stable and predictable” envi-
ronment, and the formal adoption of the premium, were viewed as 
critical to encouraging development and innovation.

While it remains to be seen whether the shift to annual price cuts 
will be balanced by other new measures – which is often the case 

in Japanese policy-making – industry has little choice but to com-
ply while trying to make its views heard during the reforms, which 
it saw as too rushed and too exclusive of stakeholders. 

genericS, pmDA 
Besides moves to control spending on new drugs, there were de-
velopments on the other side of the coin to further encourage the 
uptake of generics. In the first half of the year, the official target for 
generic share was raised, to 80% by volume of the substitutable 
market for which generics are available by the end of March 2021. 

This compares with the previous target of 60% (on the same 
basis) by the end of March 2018 that was set back in April 2013. 
Generic drugs’ current volume share of Japan’s substitutable mar-
ket is around 50%. 

B I o P h a r m a  I N  P e r S P e c t I V e

The “Sakigake” system of expedited 
consultations and reviews for high-need 
pioneering drugs – akin to US FDA’s 
Breakthrough Therapy” designation – 
continued to make strides, with around 
20 products now being considered 
under the scheme status. 
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Meanwhile, Japan’s regulator, the PMDA, put in another solid 
performance during the year, issuing a string of approvals for new 
drugs and making steady progress towards reducing average stan-
dard review times to its target of 12 months. 

Official data for the fiscal year ended March 31 showed that it ap-
proved 116 new drug applications, comparable to the 118 in the 
previous year.

The agency no longer significantly lags global counterparts such 
as the US FDA and the EMA in Europe, and in fact issued several 
global first approvals during 2016, including for the interleukin-17 
receptor A antibody brodalumab for psoriasis in July. 

Meanwhile, its “Sakigake” system of expedited consultations 
and reviews for high-need pioneering drugs – akin to the US FDA’s 
Breakthrough Therapy” designation – introduced in April 2015 con-
tinued to make strides, with around 20 products now being consid-
ered under the scheme status.

In a move to extend its expertise and influence and raise regula-
tory standards across the Asia region, the PMDA set up a new Asian 
training center at its Tokyo headquarters in April.

cOmmerciAl Activity
2016 was a relatively quiet year in Japan in terms of the transforma-
tional mergers and acquisitions, with no mega-deals clinched during 
the period.

Even so, Astellas Pharma Inc. was again active in signing or com-
pleting several smaller acquisitions in the several hundred million 
dollar range, including of Ganymed Pharmaceuticals AG and Ocata 
Therapeutics. There was also a notable unraveling of some alliances, 
with Otsuka Pharmaceutical Co. Ltd. ending its ophthalmic partner-
ship with Acucela Inc., and Eisai Co. Ltd. selling off AkaRx Inc. to a pri-
vate equity group. 

Major companies including Takeda Pharmaceutical Co. Ltd. and 
Daiichi Sankyo Co. Ltd. continued to divest non-core assets and mole-
cules as they strived to sharpen their focus on core therapeutic areas. 

Speculation that Takeda was on the prowl for certain gastrointesti-
nal assets from Valeant Pharmaceuticals International Inc. - or even the 
whole company - remained unconfirmed by any deal by the end of the 
year. In the meantime though, Japan’s largest pharma firm is raising a 
potential war chest of close to $900m from the sale to Fujifilm Holdings 
Corp. of its majority-owned Wako Fine Chemical subsidiary in Japan.

As part of new CEO Christophe Weber’s continued efforts to funda-
mentally reshape Takeda, the company also unveiled a massive R&D 
reorganization in July under which it will simplify global sites and 
outsource much of its development activities to an external partner. 

There was also a notable trend towards the divestment of mature 
products by research-based firms in Japan, with several pulling out 
of this increasingly competitive and less profitable business. 

In the wake of Takeda completing the divestment of a basket of 
older products to a new Japan joint venture with Teva Pharmaceu-
tical Industries Ltd. in April, major Indian firm Sun Pharmaceutical 
Industries Ltd. struck up an alliance with Mitsubishi Tanabe Pharma 
Corp. for a selection of mature drugs acquired from Novartis AG Ja-
pan, and Lupin Ltd.’s Kyowa Pharmaceutical Industry Co. Ltd. opera-
tion picked up a group of older brands from Shionogi & Co. Ltd. 

While there was the usual panoply of licensing in an out deals and 
R&D collaborations during the year, it was hard to pick a stand-out 
therapeutic trend, although oncology was a focus of many.

This was in line with continued efforts by Japan’s major firms to 
build their pipelines and expertise in this area, with Daiichi Sankyo 
in particular bringing in world-class foreign executives to help with 
its push, which is being stoked by a string of acquisitions over the 
past few years. 

Companies dipping a toe into digital health initiatives included 
Astellas, through a new US investment venture that will put money 
into broad initiatives, and Eisai Inc., which is building a monitoring 
and compliance architecture for dementia patients in Japan.  

From the editors of PharmAsia News. Published online December 23, 2016
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2016 Review:  
Rapid Change Defines China Regulatory Environment
BrIan yang  brian.yang@informa.com 

2016 was a very busy year for 
regulatory activity in 
China and it was some-

times hard to keep up with all the changes. 
As an easy reference to some of the ma-
jor developments and their significance, 
here is a monthly breakdown of the main 
changes at the China FDA and other regu-
latory bodies in this fast-growing market.

n JAnUARy
The CFDA approved 13 new drugs includ-
ing Johnson & Johnson’s Complera/Evi-
plera (emtricitabine/rilpivirine/tenofovir) 
and GlaxoSmithKline PLC’s Tivicay (dolute-
gravir) for HIV, along with Sinovac Biotech 
Ltd.’s EV71 vaccine. 

Jiangsu People’s Hospital in Nanjing, 
Jiangsu province stirred up unusual ire 
among pharma companies by requesting 
a deposit equal to 8% of each drug’s an-
nual sales at the hospital. Multinationals 
voiced strong opposition as they saw it as 
the latest obstacle to entering the large 
hospitals market.

The CFDA expanded overseas pharma 
manufacturing inspections, planning 
to conduct 49 such inspections of sites 
around the world and doubling the over-
seas procedures figure in just two years. 
Staying on the right side of regulators 
means staying on top of local updates, in-
siders said.

n FeBRUARy
The CFDA released its annual New Drug 
Approval report showing a surprisingly 
lower figure for NDAs during 2015. The 
agency said it approved a total 241 drugs, 
the majority of which were generics with 
abbreviated new drug approvals. In com-
parison, it granted greenlights to 470 
drugs in 2014 and 374 in 2013.

The main reason for the decline, industry 
sources said, was due to the fact that many 
NDAs had been withdrawn following the 
CFDA’s clinical data crackdown. 

On Valentine’s Day, reports of Chinese 
tourists flocking to Japanese drug stores 
and clearing out everything from cold rem-
edies to plasters caught the attention of Pre-
mier Li Keqiang, who said in a cabinet meet-
ing that stimulating the pharma industry 
was vitally important to meet health care 
needs and unleash its growth potential. 

n mARCH
In a blow to multinationals and domestic 
drug makers alike, the CFDA released Doc-
ument 51 on Reform Plans for Chemical 
Drug Registration, stirring up immediate 
reactions from the industry.

The agency divided drug products into 
“new drugs” or “generics.” For new drugs, 
only two kinds of products would qualify 
- new chemical entities or these with im-
proved or new delivery systems, formula-
tions and new indications that had not 
been marketed inside China and abroad. 

Another blow came when the nation’s 
health minister, National Health and Family 
Planning Commissioner Li Bin, announced 

that China’s first-ever national pilot scheme 
to negotiate price cuts was ongoing.

Five drugs were selected for the experi-
ment: Iressa (gefitinib) from AstraZeneca 
PLC; Tarceva (erlotinib) from Roche; Con-
mana (icotinib) from Betta Pharmaceuti-
cals Co. Ltd.; Revlimed (lenalidomide) for 
multiple myeloma from Celgene Corp., 
and the oral antiviral Viread (tenofovir 
disoproxil fumarate) for chronic hepatitis B 
from GlaxoSmithKline PLC.

n APRIl
The CFDA released a list of drugs that had 
been granted accelerated fast-track re-
view status. Out of the nine for hepatitis C, 
Bristol-Myers Squibb Co. won big with four 
products, while Gilead Sciences Inc. and 
AbbVie Inc. each had two on the list. 

Meanwhile, a vaccine quality scandal 
rocked China, causing a lasting interrup-
tion to vaccines distribution in a vast mar-
ket serving millions of newborns each year. 
Despite multiple arrests, many saw the 
root causes of the problem remaining. 

B I o P h a r m a  I N  P e r S P e c t I V e
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n mAy
The CFDA again stirred up a firestorm by 
rejecting dozens of NDAs, citing clinical 
data irregularities and forgeries. Affected 
firms included Beijing Konruns Pharma-
ceutical Co. Ltd, Betta Pharmaceuticals 
Co. Ltd., Zhejiang Baikang Pharma, Wu-
han Tongji Pharma, Shenzhen Neptunus, 
Shanghai General Pharma and Shanghai 
Golden (Jinse) Pharma Technology.

Nationally known study centers were 
also found to be performing at less than 
stellar levels. Multiple data quality issues 
were discovered at Fudan University Can-
cer Hospital, PLA General Hospital (301 
Hospital), Nanfang Medical University 
Zhujiang Hospital, Guangzhou Military 
General Hospital, and Chongqing Cancer 
Hospital.

n JUne
The National Health and Family Planning 
Commission released a new decree re-
questing public hospitals to cut their med-
ical expenditure growth to below 10%, 
which translated into a nearly 50% reduc-
tion within one and half years. 

Furthermore, the shocking “Brexit” vote in 
the UK result created some jitters in emerg-
ing markets including China. While some 
observers expected to see positive impact 
and likely winners such as GSK, the effect on 
product sales across emerging markets was 
forecast to be more of a mixed bag.

n JUly
The CFDA released a draft Drug Registra-
tion Regulation in which many saw weak-
ened rather than strengthened intellectual 

property rights protection in the world’s 
second-largest pharma market.

The largest setback of the proposed 
regulation was the lack of patent linkage, a 
key element to protect intellectual proper-
ty rights for innovative new drugs, several 
legal experts pointed out. 

China’s first long-acting fusion inhibitor 
to treat HIV inched towards an NDA. Albu-
virtide, developed by Nanjing Frontier Bio-
tech Co. Ltd., met its primary endpoints in 
a Phase III trial conducted in China, setting 
the stage to compete with products from 
J&J, GSK/ViiV and Gilead in the nation with 
fast-growing HIV infections, especially 
among the young and old. 

n AUgUST
Beijing marked a renewed push for the gov-
ernment to elevate the status of local health 
clinics, while discouraging patients to seek 
routine health services at large hospitals.

Before the year-end, Beijing decided to 
add 105 treatments to the shelves of clinics 
for chronic diseases including hyperten-
sion, diabetes, coronary heart disease, and 
cerebrovascular conditions, which will be 
either fully or partially reimbursed. 

n SePTemBeR
A patient death from a rare form of sar-
coma caused public uproar and a joint 
regulatory crackdown on online medical 
advertisements.

China’s Ministry of Human Resources 
and Social Security released a draft update 
to the National Reimbursement Drug List 
(NRDL), which last updated in 2009.

The goal is to extend reimbursement 

coverage to drugs with proven clinical 
benefits and costs, the ministry noted. 
The update is scheduled to be completed 
within 2016 and the NRDL will be updated 
on rolling basis, the authority said. 

n novemBeR
As the outcome of the US general elec-
tion shocked the world, in China regula-
tors wondered whether a key regulatory 
dialogue would be able to yield results, 
as president-elect Donald Trump voiced 
strong words against the country as he 
prepared to take the power. 

In a bid to deepen its health care reform 
program, China said it would soon roll out 
nationwide the regional “Sanming Mod-
el”, with a goal of cutting medical expen-
diture and improving service quality. The 
major changes include reducing pharma 
distribution layers by implementing a 
“two receipts” mechanism for wholesaler 
transactions to reduce fraud. The system 
also routinely monitors drug prices, regu-
lates physicians’ prescriptions, and lever-
age payer’s roles.

n DeCemBeR
As China increasingly tightened its grip 
on pharma distribution, direct-to-patient 
pharmacies gained traction. Many see the 
model of combining traditional retail phar-
macy services with new businesses for pa-
tients in search of specialty drugs, includ-
ing new and less frequently prescribed 
products, becoming big in China.  

From the editors of PharmAsia News. Published 
online December 23, 2016
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F D A

Woodcock Tries To Calm US FDA Staff Fears About Trump
derrIck gIngery  derrick.gingery@informa.com 

In an acknowledgement that post-election jit-
ters are a significant concern, senior officials at 
the US FDA are advising members of the rank-

and-file to concentrate on their work instead of 
thinking about potential changes that could be 
made at the agency by the incoming Trump ad-
ministration.

Center for Drug Evaluation and Research 
Director Janet Woodcock made a four- to five-
minute video, released internally Dec. 13, that 
acknowledged “Dr. Woodcock’s experience with 
several presidential transitions” and was “urging 
staff to continue doing our important work,” ac-
cording to the agency.

FDA would not release the video or a tran-
script, but offered one quote:

“… I think it is reasonable to feel that there may 
be changes and there may be some anxiety that 
you have around those changes, but I do think 
the best thing to do around these times of admin-
istration change is really focus on our mission and 
our work,” Woodcock said. “So, more or less keep-
ing our heads down, looking at the work in front 
of us – the very important work.”

While fear and concern during a leadership 
change is not unusual, it appears that there has 
been increasingly focus on the subject as the 
Trump administration prepares to take office.

Office of New Drugs Director John Jenkins, 
who like Woodcock is a veteran of several presi-
dential transitions, seemed to characterize the 
source of the anxiety during a question-and-
answer session Dec. 14 at the FDA-CMS Summit 
in Washington D.C.

“We all have to acknowledge this is a bit of a 
surprise transition because I think the election 
was a surprise,” he said.

But Jenkins tried to minimize the new admin-
istration’s potential effect on FDA, saying that the 
agency’s work is based on well-established law and 
precedent and will continue as usual. 

“I think the day-to-day operations continue,” Jenkins said. “We’ll 
have to see who the administration selects [for commissioner] and 
what their priorities are for programs that they want to emphasize.”

Indeed, drug review likely will not stop or dramatically change un-
der the Trump administration, but guidance and policy development 
could shift. Part of the transition process includes informing the in-
coming presidential team of all ongoing regulatory development. De-
cisions also may be made by the incoming team at HHS and the White 

House Office of Management and Budget about 
which pending regulations should be scrapped.

Much of that process will be influenced by the 
next FDA commissioner. At least two names have 
been floated, including former FDA and CMS offi-
cial Scott Gottlieb, who also is a well-known health 
care and FDA pundit and was named to Trump’s 
HHS transition team. Jim O’Neill, an investment 
manager and former HHS official, also has been 
mentioned for commissioner. 

JeNKINs aDDresses uNcertaINty 
followINg retIremeNt
For FDA’s drug review staff, the uncertainty is en-
hanced by Jenkins’ pending retirement. But he 
also included encouraging words for them in an 
email to his staff, including another reminder to 
focus on the mission.

“I have great confidence that the bedrock of 
OND remains its people and that you all are strong 
and well prepared to move OND forward,” he wrote 
in the email. “I leave knowing that you in OND have 
the tools and expertise needed to continue to meet 
our important public health mission.”

Jenkins also said FDA is in a strong position 
with a capable leadership team. In an interview, 
Jenkins noted that he had been considering re-
tirement for several years and postponed it twice. 

uNcertaINty stoKes fear
Much of the concern has arisen from uncertainty 
about President-elect Trump’s priorities.

Trump has placed FDA reform on his health 
care agenda, saying the agency needed a greater 
focus on patients’ needs for new and innovative 
products. He also has said that he wants two regu-
lations withdrawn for every new regulation enact-
ed and talked of instituting a federal hiring freeze 
and cutting benefits. 

Staff want to be reassured that their work and 
expertise will be respected by the new FDA commissioner, new 
HHS Secretary and White House. Part of the transition team’s job 
will be to provide that reassurance. 

FDA leaders also want to prevent an employee exodus from the 
agency. FDA already has hundreds of openings and is slated to hire 
more as part of the prescription drug user fee program renewal.  

Published online December 21, 2016

“… I think it is 
reasonable to feel 
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around these times 
of administration 
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on our mission and 

our work.” 
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PDUFA vI:  
Industry Ready For ‘Hard Sell’ To Keep Agreement Intact
Sue Sutter  sue.sutter@informa.com 

The innovative biopharma industry 
is ready to lobby the new Congress 
and incoming Trump Administration 

for enactment of drug user fee legislation 
in 2017 in a way that does not disturb the 
carefully negotiated agreement with FDA.

The potential for lawmakers or the new 
administration to seek changes in the 
commitments negotiated for the sixth iter-
ation of the Prescription Drug User Fee Act 
(PDUFA) “is a possibility that we certainly 
hope doesn’t happen,” Kay Holcombe, 
senior vice president for science policy at 
the Biotechnology Innovation Organiza-
tion (BIO), said at the FDA/CMS Summit in 
Washington, DC on Dec. 15.

However, industry is ready for a full-court 
press, if needed, to demonstrate that the 
negotiated PDUFA VI agreement is good 
not just for FDA and industry, but also for 
patients, healthcare providers and payers.

When asked whether the innovator 
trade groups would be lobbying Congress 
and the new administration on benefits of 
the PDUFA VI agreement to business and 
patients, Holcombe responded: “We are 
very well aware of the need to do that at 
BIO, and our CEOs and our board mem-
bers. They’re all in.”

“The priority of getting PDUFA enacted 
next year is extremely high on our agenda,” 
Holcombe continued. “We’re there.”

“I agree that should be our focus, sort 
of the hard sell,” said Barry Sickels, Sanofi’s 
vice president of regulatory affairs who, 

like Holcombe, was involved in the PDUFA 
VI negotiations for industry.

While the panel discussion at the FDA/
CMS Summit was focused on the risk of tin-
kering with the PDUFA VI agreement, such 
concerns also would extend to the biosimi-
lar and generic drug user fee agreements.

‘the cUriOUS cASe OF pDUFA vi’
The prescription drug, generic drug and 
biosimilar user fee programs must be reau-
thorized by Congress and enacted before 
they expire on Sept. 30, 2017.

Agreements to reauthorize PDUFA, the 
Generic Drug User Fee Act (GDUFA) and Bio-
similar User Fee Act (BsUFA) programs were 

reached earlier this year following extensive 
negotiations between FDA and industry, 
with feedback from other stakeholder com-
munities including patients, health care 
providers and consumer advocates.

FDA held public hearings on each of the 
draft commitment letters and must trans-
mit the recommendations for reauthori-
zation to Congress by Jan. 15. The agency 
said it is on track to meet that deadline.

However, with a new Congress taking 
shape in early January and a new president 
entering the White House on Jan. 20, there 
could be efforts on Capitol Hill or in the ex-
ecutive branch to reopen and re-examine 
any, or all, of the negotiated agreements.

Reopening of the agreements is some-
thing neither FDA nor the industry wants, 
given what’s on the line: billions of dollars 
in funding involving thousands of FDA 
staff positions, and agency commitments 
around review speed, regulatory activities 
aimed at speeding drug development and 
better incorporating the patient voice into 
product approval decisions.

When it comes to the oldest of the user 
fee programs, the PDUFA VI agreement 
creates a “curious case,” Holcombe said. 
It will mark the first time a renewal of the 
program will have been negotiated by a 
different presidential administration than 
the one that sees it through Congressional 
passage and begins implementation. 

“In 2016 we have this unique situation 
where all of the work on negotiating PD-
UFA has been done in this administration, 
the administration of President Obama,” 
she said. “The administration has agreed 
to all of the commitments that were in the 
commitment letter for PDUFA VI, but the 
administration that made those agree-
ments is leaving before Congress receives 
the agreement and acts on the agreement.”

When the Trump Administration takes 
over, “it definitely would be their preroga-
tive to say that some of the things in this 
agreement are not things that they want 
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“ My gut tells me 
that because of the 
complicated situation 
and the difficulty of 
starting over on this 
that reasonable people 
will not want to” try to 
change the agreement.  
– BIO’s Holcombe
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to be committed to,” Holcombe said.
Also important to keep in mind is “not 

only are we going to have a new presi-
dent, we’re going to have a new secretary 
of [Health and Human Services], and the 
ultimate sign off of anything the agency 
does … is the sign off of the secretary,” Hol-
combe said. “We may also have a new FDA 
commissioner.”

President-elect Donald Trump has nomi-
nated Rep. Tom Price (R-GA) to be HHS 
secretary. While no formal announcement 
has been made about the incoming ad-
ministration’s plans for FDA commissioner, 
names that have been floated include for-
mer FDA Deputy Commissioner Scott Got-
tlieb and Silicon Valley investment man-
ager Jim O’Neill.

startINg over woulD be 
DauNtINg
The new Congress also could decide to re-
open the negotiated agreement.

“Some people are still going to be there 
who saw this kind of moving through the 
process and were able to be briefed on 
what this commitment letter looked like, 
but the new Congress may decide that they 
would like to start over,” Holcombe said.

“To start that process over again is a daunt-
ing thought, particularly when you look at 
the timeframe that we have,” Holcombe said. 
“If PDUFA is not reauthorized by the 30th of 
September, which is only nine months from 
now, then this implicates all of those employ-
ees at FDA whose salaries are paid by PDUFA, 
and about a billion dollars annually in PDUFA 
fees coming into the agency.”

“So it’s a big deal if we start over and it’s 
a big deal if this doesn’t happen in time,” 
Holcombe said.

Stakeholders said it’s hard to handicap 
the chances that Congress or the Trump 
Administration would seek to throw out 
the negotiated agreements and start over.

“I don’t think there’s any way to predict 
it,” Holcombe said. “ My gut tells me that 
because of the complicated situation and 
the difficulty of starting over on this that 
reasonable people will not want to do 
that. I think it would be my hope that even 
though people might be scratching their 
heads a little bit, that they will let this move 
forward the way it otherwise would have.”

Sickels suggested the incoming admin-
istration may have other higher priorities, 
thereby reducing the focus on the user fee 
agreements.

Efforts to repeal the Affordable Care Act 
and drug pricing measures are expected 
to be among the key health care issues for 
the Trump Administration and Republican-
led Congress in 2017.

aDvocacy efforts  
buIlDINg up
Advocacy efforts around PDUFA VI can be 
expected not only to highlight the critical-
ity of user fee funding to timely FDA prod-
uct reviews, but also to make the industry’s 
business case for faster drug development 
through greater use of real-world evidence 
and innovative clinical trial designs.

In an interview after the meeting, Hol-
combe said BIO’s government affairs team 
will be visiting all legislative offices in the 
beginning of the new Congress to discuss 
the group’s priorities, including the PDUFA 
reauthorization.

The Pharmaceutical Research and Man-
ufacturers of America (PhRMA) declined to 
comment on its lobbying strategy.

Holcombe and Sickels said they were 
not aware of any conversations that have 
taken place with the incoming administra-
tion around the user fee program reautho-
rizations.

However, industry won’t be alone in 
making the case for keeping the agree-
ments intact.

Given the patient community’s broad 
and vocal support for the recently enacted 
21st Century Cures bill, and its strong back-
ing of the PDUFA VI agreement, patient 
groups will want to highlight the user fee 
agreement’s provisions aimed at better 
incorporating patient and caregiver per-
spectives and outcomes in the review and 

approval process.
“I think what we see as our role from the 

advocacy standpoint certainly is that we 
intend to educate folks about the impor-
tance of this,” said Maureen Japha, director 
of regulatory policy at FasterCures.

“The commitments FDA has made un-
der this agreement could transform drug 
development,” Holcombe said. “There’s a 
lot that everyone stands to lose if we lose 
these things.”

gDufa NegotIators KeepINg 
a watchful eye
The generic drugs industry is also keeping 
a watchful eye on developments around 
the GDUFA II agreement, which would for-
malize a new priority review pathway for 
generics, among other provisions.

The Pharma and Biopharma Outsourc-
ing Association, which was involved in the 
GDUFA II negotiations, wants to making 
sure the agreed-upon package is passed 
by Congress and funding for the agency’s 
generic program achieves the levels it 
needs, said Gil Roth, the group’s president.

“We’re hoping nothing gets changed. If 
it doesn’t we’re going to have to mobilize,” 
said John DiLoreto, executive director of 
the Bulk Pharmaceuticals Task Force, an-
other GDUFA negotiator.

DiLoreto said he participated in recent 
briefings about the GDUFA II agreement 
to staff on the Senate Health, Education, 
Labor and Pensions Committee and House 
Energy and Commerce Committee.

“As far as we’re concerned, one of the 
main points we made to the Hill folks was 
the negotiations took a year and a half. If 
anything is changed … we may not be 
able to support it,” DiLoreto said.

FDA also seems ready to mount a strong 
defense for keeping the user fee agree-
ments in their current form.

In a speech at the FDA/CMS Summit, 
Center for Drug Evaluation and Research 
Director Janet Woodcock cited the impor-
tance of getting the three drug-related 
user fee programs reauthorized and said 
the agency stands “ready to do whatever is 
needed to be done to get those programs 
reauthorized.”  

Published online December 19, 2016
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N e w  P r o d u c t s

Japan Keytruda NSCLC Approval Sets Stage  
For Opdivo Showdown
Ian haydock  ian.haydock@informa.com 

Merck Sharp & Dohme Ltd.’s (Merck & Co. Inc.) Keytruda 
(pembrolizumab) has received approval in Japan for the 
additional major indication of non-small cell lung can-

cer (NSCLC), and looks likely to reach the market in the first few 
months of next year after it receives a reimbursement price. 

The PD-1-targeting antibody is indicated for PD-L1-positive unre-
sectable advanced/recurrent NSCLC in both the first- and second-
line treatment settings, and is administered at 200mg every three 
weeks. MSD KK will manufacture and market the drug and it will be 
co-promoted with cancer specialist Taiho Pharmaceutical Co. Ltd. 

A companion diagnostic, the PD-L1 IHC22C3 PharmDx kit from 
Dako North America (part of Agilent Technologies Inc.), was ap-
proved in Japan in November, and will be used to identify patients 
suitable for Keytruda treatment.

Merck said these will include those who have been previously 
treated and whose tumors have any level of PD-L1 expression, and 
untreated patients with tumors with high levels of PD-L1 expres-
sion (usually defined as a tumor proportion score (TPS) of 50% or 
higher). Tumors with a TPS of less than 1% are considered to have 
no PD-L1 expression. 

The studies used to support the Japanese approval included KEY-
NOTE-024 in squamous/non-squamous NSCLC patients who had 
not received prior systemic chemotherapy for metastatic disease 
and had high PD-L1 expression with no EGFR or ALK aberrations, 
and KEYNOTE-010 in patients with 1% or more PD-L1 expression 
who had progressed following platinum-containing chemotherapy 
and, if appropriate, targeted therapy for EGFR/ALK aberrations.

pricing iSSUeS
Keytruda was first approved in Japan this September for the much 
smaller indication of malignant melanoma, but its reimbursement 
pricing has been delayed amid pricing renegotiations for its com-
parator drug Opdivo (nivolumab). 

Where available, already launched comparators are used to cal-
culate the prices of subsequent same-class drugs in Japan. But 
there has been public and political concern in the country over the 
past six months over sharply rising healthcare costs, due in part to 
the widely expanded use of new, high-priced drugs for cancer and 
hepatitis C, including Opdivo in the NSCLC setting.

This has become by far the drug’s biggest market, and the Ono 

Japan Marketing Approvals Granted Dec. 19, 2016
Product comPany IndIcatIon 

Cymbalta (duloxetine) Shionogi & Co. Ltd./Eli Lilly & Co. pain associated with osteoarthritis (new indication)

Ilaris (canakinumab) Novartis AG 
familial Mediterranean fever (FMF), tumor necrosis factor receptor-
associated periodic syndrome (TRAPS), and hyperimmunoglobulin D 
syndrome (HIDS)/mevalonate kinase deficiency (MKD) (new indications)

Mozobil (plerixafor) Sanofi hematopoietic stem cell mobilizer used with G-CSF 

Otezla (apremilast) Celgene Corp. moderate to severe plaque psoriasis 

Parsabiv (etelcalcetide) Ono (licensed from KAI  
Pharmaceuticals Inc./Amgen Inc. ) secondary hyperparathyroidism in hemodialysis patients 

Riamet  
(artemether plus lumefantrine) Novartis AG malaria

Selara (eplerenone) Pfizer Inc. congestive heart failure 

Tecfidera (dimethyl fumarate) Biogen relapsing multiple sclerosis 

Treakisym (bendamustine) SymBio Pharmaceuticals Ltd. first-line, low-grade non-Hodgkin’s lymphoma and mantle cell lym-
phoma (new indications)

Vemlidy  
(tenofovir alafenamide) Gilead Sciences Inc. chronic hepatitis B 

Yazflex (drospirone and  
ethinyloestradiol) Bayer AG oral contraceptive

mailto:ian.haydock@informa.com
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First Biosimilar MabThera One Step Away from  
EU Approval; Pegfilgrastim Filings Withdrawn
Ian SchofIeld  ian.schofield@informa.com 

If the European Commission follows the 
recommendation of the European Medi-
cines Agency and approves Celltrion’s 

Truxima (rituximab), the product will be-
come the first biosimilar version of Roche’s 
cancer drug MabThera to reach the EU mar-
ket. It’s good news for Celltrion, but that’s 
not the case for Gedeon Richter, whose ap-
proval applications for Cavoley and Efgratin 
– biosimilar versions of Amgen’s Neulasta 
(pegfilgrastim) – have been withdrawn.

truxIma
Truxima has received a positive opinion 
from the EMA’s scientific committee, the 
CHMP, for the treatment of non-Hodgkin’s 
lymphoma, chronic lymphocytic leukaemia, 
rheumatoid arthritis, granulomatosis with 
polyangiitis and microscopic polyangiitis. 
With EU-wide approval (expected within 
two or three months), the product will be 
targeting a significant tranche of the origi-
nator’s global sales of more than $7bn.

Celltrion filed Truxima with the EMA more 
than a year ago, in October 2015. It is well 
ahead of its rival, Sandoz, whose filing for its 

version of rituximab, GP 2013, was accepted 
by the EMA in May this year. 

pegfIlgrastIm wIthDrawals
Gedeon Richter’s would-be pegfilgrastim 
biosimilars Cavoley and Efgratin had been 
submitted for reducing the duration of 
neutropenia and the occurrence of febrile 
neutropenia. The EMA said the CHMP had 
evaluated the documentation provided by 
Gedeon Richter, but after it had assessed 
responses from the company to its last 
round of questions, there were still some 
“unresolved issues.” 

Gedeon Richter conducted studies in 
healthy volunteers as well as a compara-
tive study versus Amgen’s Neulasta. But 
the CHMP was concerned that study re-
sults had “not shown the biosimilars to be 
handled by the body in the same way as 
the reference medicine Neulasta.” 

At the time of the withdrawal, there-
fore, “the CHMP was of the opinion that 
the company had not demonstrated that 
Efgratin is highly similar to Neulasta.” The 
committee did not elaborate on exactly 

Pharmaceutical Co. Ltd./Bristol-Myers Squibb Co. product eventu-
ally had its price slashed by 50%, in a move also expected to affect 
the likely pricing of Keytruda in both its indications.

Opdivo, approved for unresectable, advanced or recurrent 
NSCLC in Japan around a year ago, does not require PD-L1 testing 
to determine responder patients. Ono filed a patent infringement 
suit in Japan against Merck in October, which relates to local PD-1 
patents and has yet to be resolved.

fIrst Ibs-c Drug
The other notable marketing approval in the batch of new clearances 
was for Astellas Pharma Inc.’s guanylate cyclase-C receptor agonist 
Linzess (linaclotide; licensed from Ironwood Pharmaceuticals Inc.), for 
adults with irritable bowel syndrome with constipation. 

The product stands to become the first prescription product 
for this indication in the country, where the disorder affects 

around 3% of adults.
The approval was supported by a 500-patient Phase III program 

in Japan that showed statistically significant benefits over placebo 
against the primary relief scale and bowel movement endpoints.

The approval triggers a $15m milestone payment to Ironwood 
under the companies’ 2009 licensing agreement, and the US firm 
will also receive escalating royalties based on sales volumes. 

Linzess has already been launched for IBS-C in more than 30 
countries and top-line data from an ongoing Japanese Phase III 
trial in patients with chronic constipation are expected next year. 

All new products require the calculation and granting of a reim-
bursement price before they can be included in Japan’s national 
health insurance tariff, which allows launch. This is usually forth-
coming within a few months of approval.  

From the editors of PharmAsia News. Published online December 19, 2016
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Biosimilars Get Bespoke Service:  
EMA To Pilot Tailored Scientific Advice
VIBha Sharma  vibha.sharma@informa.com 

T he European Medicines Agency will start offering tailored 
scientific advice for a limited number of biosimilars as part 
of a pilot to be launched in February next year.

The pilot has been devised in response to a demand from com-
panies who are looking “for this extra advice, specifically for bio-
similars,” the EMA told the Pink Sheet. The US Food and Drug Ad-
ministration already offers biosimilar sponsors a similar possibility. 

The EMA pilot will specifically deal with scientific advice relat-
ing to quality aspects. According to the agency, companies will be 
able to provide quality data and get extended advice that will help 
them plan future product development and prepare better for a 
marketing authorization submission.

EMA does not see this as advanced data assessment, as compa-
nies will only get additional advice to help them better plan their 
product’s continuing development for next steps, such as those 
pertaining to quality, non-clinical, clinical aspects, the spokesper-
son added.

The tailored approach will be different from the EMA’s current 
scientific advice procedure, as this does not involve a formal as-
sessment of data. Under the tailored approach, advice will be given 
on the basis of the data submitted by companies. Specifically, the 
EMA will carry out an in-depth review of the quality, analytical and 
functional data available, which will allow for more tailored recom-
mendations on the studies/tests that should be carried out in the 
next step of the development. This will allow companies to make 
a more informed decision on their development strategy once suf-
ficient quality data has been accumulated.

resource INteNsIve
Providing such tailored scientific advice will be resource inten-
sive for the assessors and members of the EMA’s scientific advice 
working party (SAWP). “This pilot should help us to judge how 
much additional effort is required and where,” the agency spokes-
person said. 

The fee will be the standard fee for a scientific advice procedure 
including quality, non-clinical and clinical questions.

To ensure that the agency is not overburdened with requests, 
the pilot is planned to run until six scientific advice requests 
have been completed, with no more than one scientific advice 
request accepted per month. The pilot will help the agency test 
the added value and feasibility of providing such a service on a 
permanent basis in the future. “We would explore the experience 
of both parties (industry and regulators) before deciding to con-
tinue/modify/not use the approach,” the EMA spokesperson said.

The pilot will be open to all companies seeking scientific ad-
vice for the development of any type of biosimilar. Companies 
wanting to participate in the pilot will have a pre-submission 
meeting, during which the suitability of their data package will 
be reviewed. The SAWP will need an extra month on top of the 
normal scientific advice timelines to review the requests ac-
cepted in the pilot.

The EMA currently has 17 biosimilar products under evaluation.  

From the editors of Scrip Regulatory Affairs. Published online 
December 28, 2016

what the problem was. 
Gedeon Richter said in a letter to the 

agency that although it had decided to 
withdraw the application, “based on the 
discussion with the (Co-)Rapporteurs and 
the CHMP,” it would “continue to develop 
the product and follow their advice to elimi-
nate their only remaining uncertainty.” 

Also OKd by the CHMP was Lifmior, a 
Pfizer version of its and Amgen’s own 
biotech product Enbrel (etanercept). This 
is not a biosimilar version of Enbrel, how-
ever, but seems instead to be a freestand-
ing initial marketing authorization. The 
EMA had not responded to a request for 
confirmation at the time of writing. The 
first biosimilar of Enbrel - Samsung Bio-

epis’s Benepali - was approved in the EU 
in January 2016.

bIosImIlar fIlINg upDate
As of December 2016, three other biosimi-
lar drugs were awaiting a final decision on 
marketing authorization from the com-
mission, having received positive opinions 
from the CHMP in November: 

 • Merck Sharp & Dohme’s Lusduna (in-
sulin glargine), a version of Sanofi’s 
diabetes drug Lantus (positive opin-
ion granted in November 2016).

 • Two versions of Lilly’s osteoporosis 
product Forteo (teriparatide): Stada 
Arzneimittel’s Movymia and Gedeon 

Richter’s Terrosa. The products were 
developed by Richter-Helm BioTech 
GmbH, a joint venture between Gede-
on Richter and Helm AG of Hamburg, 
and will be marketed in Europe by the 
Hungarian firm and Stada under a li-
censing agreement.

The most recent biosimilar filing with 
the EMA is thought to be Amgen/Aller-
gan’s ABP 215, a version of Roche’s anti-
cancer Avastin (bevacizumab), which was 
submitted a few weeks ago, shortly after 
its US filing.  

From the editors of Scrip Regulatory Affairs. 
Published online December 20, 2016
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Latin America: How Regulatory Transparency  
Can Tackle Non-Comparable Biologics
franceSca Bruce  francesca.bruce@informa.com

Non-comparable biologics, or prod-
ucts that are passed off as biosimi-
lars, are a problem in Latin America, 

as they can make it difficult for companies 
with true biosimilars to compete, and can 
pose risks to the safety of patients. Improv-
ing regulatory transparency and “cleaning 
the house” could help deal with the prob-
lem, says Thomas Schreitmueller, co-chair 
of the Regulatory and Biologics Working 
Group of FIFARMA, the Latin American 
pharmaceutical industry federation.

The term “non-comparable biologic” was 
coined by the international Federation of 
Pharmaceutical Manufacturers and Associ-
ations (IFPMA). It refers to copies of biolog-
ics that “have not been directly compared 
and analyzed against an already licensed 
reference biotherapeutic product; and 
have not been approved via a regulatory 
pathway that is in alignment with World 
Health Organization Similar Biotherapeu-
tic Product guidelines that ensure quality, 
safety, and efficacy,” says the IFPMA.

Such products are problematic for sev-
eral reasons. Their presence on the market 
may deter companies from launching bio-
similars that have followed the appropri-
ate regulatory pathways and are therefore 
a more expensive option. “It’s important to 
realize that having non-comparables in a 
country may actually prevent the entrance 
of ‘true biosimilars’ as they may not be will-
ing to compete,” says Schreitmueller.

They could also pose a risk to patient 
safety as their clinical profile is likely to be 
different from that of the original prod-
uct. Patients could therefore experience a 
reduced response to treatment, adverse 
events or toxicity reactions, for example.

According to Schreitmueller, one im-
portant step to tackle the problem of 
non-comparables would be to improve 
transparency in approval processes across 
Latin America. Regulators publish very 
little about their decision making, which, 
says Schreitmueller, “keeps healthcare 

stakeholders like patients and physicians 
in the dark” about why and how products 
have been approved and on what evi-
dence decisions have been taken.

He applauds the transparency of the Eu-
ropean Medicines Agency, which publish-
es a European public assessment report for 
every medicine that has been granted or 
refused a marketing authorization through 
the centralized authorization procedure. 
FIFARMA would like to see Latin American 
regulators do something similar, perhaps 
starting with the Public Assessment Sum-
mary Information for Biosimilar (PASIB) 
that has been proposed by the Interna-
tional Pharmaceutical Regulators Forum. 

The PASIB is similar to an EPAR but is 
much less detailed and is “reduced to the 
key data and key conclusions and should 
be published when an agency approves a 
biosimilar,” says Schreitmueller.

Some agencies in the region are already 
doing this, most notably Brazil’s ANVISA. 
“This is a very nice example of how you could 
do it,” says Schreitmueller, although he ad-
mits that certain key information is missing. 
“You see an overall conclusion that it is simi-
lar but you do not really see why and how 
the agency came to that conclusion.”

Nevertheless, he believes that ANVISA’s 
reports are a good first step towards im-
proving transparency in the region. IN-
VIMA, Colombia’s agency, has published 
something similar too. FIFARMA is behind 
the idea of the PASIB and has recommend-
ed its adoption in its recent position paper 
on “Transparency in Regulatory Decision 
Making on the Approval for Biosimilar 
Products.”

sprINg cleaNINg
Most Latin American countries now have 
good regulations in place for approving bi-
osimilars, but what regulators really need to 
focus on is “cleaning the house” and dealing 
with the non-comparables that are already 
on the market, Schreitmueller says. He 

points out that many such products were 
approved before any before proper biosimi-
lar guidelines were in place, and it may be 
unclear which regulatory pathway a prod-
uct followed and whether there was a good 
evidence base to support biosimilarity.

He highlights the WHO guidelines on 
“Regulatory Assessment of Approved 
rDNA Derived Biotherapeutics”, which set 
out an approach to reviewing all biothera-
peutics already authorized. Published at 
the end of 2015, the guidelines say that 
regulators should: identify all products li-
censed without data that meets current 
WHO standards; notify the manufacturers 
and ask for a plan for making the products 
compliant; then review the plan and any 
subsequent data submitted and decide on 
any regulatory action required. So far Peru 
has adopted the guidelines and FIFARMA 
wants to see regulators in other countries 
follow suit, Schreitmueller says.

As is the case with implementing mea-
sures to improve transparency, one big 
hurdle for regulators wanting to address 
the problem of non-comparables is a lack 
of resources, says Schreitmueller. However, 
regulators must find ways round the prob-
lem, he says, for example by looking for 
ways to share the workload. He notes that 
the Mexican agency COFEPRIS was able to 
speed up its regulatory timelines and clear 
backlogs with an accelerated approval 
pathway for drugs that already have ap-
proval from the EMA or US Food and Drug 
Administration.  

Published online December 16, 2016
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Dermalex Eczema ‘Breakthrough’ Claim  
Breaks Down In UK Review
malcolm SPIcer  malcolm.spicer@informa.com 

Omega Pharma Ltd.’s Dermalex 
Eczema Cream can claim to be 
different but not better than 

competing products, the UK advertising 
regulator concludes in a challenge by a 
GlaxoSmithKline PLC business marketing 
Oilatum Natural Repair Cream. 

Omega Pharma, a London-based divi-
sion of Perrigo Co. PLC’s European branded 
consumer health products business, ar-
gued that its product provides multiple 
benefits for eczema treatment that com-
monly are available only from using sepa-
rate products – emollients to protect skin 
from moisture loss and reducing dryness 
and topical corticosteroids targeting in-
flammation, reducing redness and often 
used on flare-ups, according to the Adver-
tising Standards Authority’s Dec. 21 report.

Emollients do not address the underlying 
inflammation and corticosteroids do not 
moisturize skin and could only be used for 
short periods, but “Dermalex Eczema Cream 
was unique in that it was used both for skin 
moisture retention and to treat flare-ups,” 
Omega Pharma said in its response to ASA’s 
review of a print ad for the product.

The firm also stated “the unique formu-
lation of [its] product provided a break-
through in eczema treatment because it 
addressed the key symptomatic needs in a 

single product that had not previously been 
available in the UK,” according to the report.

GlaxoSmithKline Consumer Healthcare 
Trading Ltd. challenged claims made in a 
print ad, “as effective as a steroid cream,” 
“hydrates better than an emollient” and 
“breakthrough eczema treatment.” The Oila-
tum line and other dermatology products 
are made by GSK’s Stiefel Laboratories Inc. 
subsidiary.

ASA upheld each of the challenges, noting 
that Omega Pharma violated UK advertising 
regulations on medicines, medical devices, 
health-related products and beauty prod-
ucts banning misleading ads and requiring 
substantiating for claims, including when 
making comparisons with competitors.

The independent agency said “adver-
tisers wishing to make a breakthrough 
claim regarding a product should provide 
a body of evidence to substantiate that 
claim,” but the then-unpublished study 
Omega provided to support all three 
claims was not adequate.

ASA said with one 1% hydrocortisone 

steroid cream included in the six-week 
study, Omega Pharma’s “comparison 
against that particular” product is not rep-
resentative of others available, including 
products formulated with a steroid other 
than hydrocortisone.

Additionally, steroid creams typically are 
for short-term use; UK consumers general-
ly are directed to apply the products for as 
long as a week to 10 days and to cease ap-
plication and seek medical advice from a 
doctor or pharmacist if symptoms persist. 
(Dermalex Eczema is not among the OTC 
products approved in the US with an indi-
cation to treat symptoms due to eczema.)

Without “any prominent qualification to 
the contrary, consumers would expect a 
product that claimed to be ‘as effective’ as 
a steroid cream to result in a comparable 
improvement in the symptoms of eczema 
to that achieved by an over-the-counter 
steroid cream when used for the advised 
period of time,” ASA said.

The same problem rendered Omega 
Pharma’s claim of superiority over emol-
lients unsupported. Its study compared 
Dermalex Eczema to one emollient and 
did not demonstrate the product was rep-
resentative of others available, ASA said.

The firm said the emollient is cold 
cream-based, containing unguentum le-
niens, and is a common OTC product that 
was a suitable comparator for Dermalex. 
However, Omega Pharma said it updated 
the ad so it would say “emollients contain-
ing cold cream,” rather than using the Latin 
term for the ingredient, to provide further 
clarity to consumers.  

From the editors of Tan Sheet. Published 
online December 19, 2016

c o N S U m e r  D r U g S

p r O D U c t  F O r m U l At i O n S

According to product labeling, the products contain:

•	 Dermalex eczema: skin identical ceramide complex, modified alumino-
silicates, purified water, glycerol, clyceryl stearate, cocoglycerides, cetyl 
alcohol, isopropyl myrisate, ceteareth-20, ceteareth-12, ceteayl alcohol,  
cetyl palmitate, dehydroacetic acid, benzyl alcohol

•	 Oilatum natural repair cream: aqua, caprylic/capric triglyceride,  
glycerin, pentylene glycol, cocos nucifera, butyrospermum parkii, 
hydrogenated lecithin, squalane, hydroxyethylcellulose, xanthan gum, 
sodium carbomer, carbomer, ceramide 3.

The ad standards agency upheld GSK’s  
challenges to Omega’s claims that its product  
was better than competitors.
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Oncology Drug Development:  
Would A New Pricing Model Help?
mIchael mccaughan  pinkeditor@informa.com

T he National Academy of Science, Engineering and Medi-
cine’s Dec. 12-13 meeting on the drug development para-
digm in oncology was set up as a forum to discuss the move 

towards hyper-fast development programs, where breakthrough 
cancer drugs have been moving from first in human studies 
through to approval at record speeds. 

A recurring theme across the two-day event was the need to con-
sider the drug pricing and payment model in oncology in address-
ing regulatory issues. The number of times those commercial issues 
came up was unusual for a regulatory-focused forum. 

The workshop – jointly convened by the National Cancer Policy 
Forum and the NAM Forum on Drug Discovery, Development & 
Translation – was framed as a discussion of “seamless” drug devel-
opment in an era of breakthrough targeted therapies. The topic 
reflects the sharp reduction in development times for new cancer 
drugs and the now routine blurring of the traditional Phase I/II/III 
development steps. In recent years, FDA has helped champion that 
process, working in the “Breakthrough” paradigm to condense de-
velopment timelines and deliver hyper-fast approvals. 

Perhaps inevitably, given the nature of NAM panels and the 
timing around the Trump transition, the overall feedback was 
cautious. While there was plenty of praise for FDA’s flexibility and 
proactive engagement during the meeting, this was not a forum 
filled with bold new ideas to go even faster. Instead, if anything, 
the message seemed to be that development should slow down 
a bit – or at least should involve more attention to what might be 
shortchanged in hyper-fast clinical programs. 

In that context, some at least implicit attention to the cost of 
the resulting therapies seems inevitable. In fact, FDA Center for 
Drug Evaluation & Research Director Janet Woodcock brought 
the topic up in her introductory remarks. While it is “not an FDA 
issue,” Woodcock said, the panel should recognize the public con-
cerns about costs means “we need to improve the success rates” 
in clinical development. 

Moreover, she said, the community needs to “focus on curative 
interventions, ones with major substantial impact on disease. Oth-
erwise, the public not supportive” of high prices. 

That point was revisited near the end of the two-day event, 
when University of Pennsylvania ethicist Steven Joffee also alluded 
to the concern about high prices, saying one risk of the hyper-fast 
development paradigm is its “impact on our wallet,” if it means “un-
safe or ineffective agents that will be sold at a very high price.”

However, this was not a forum where industry faced criticism for 
its prices; instead, the emphasis was on the commercial realities 
that interfere with what might be ideal approaches to post-market 
data collection and/or dose adjustments.

There were three separate strands of discussion around the 

need to address pricing and payment policy to improve cancer 
drug development:

➊ Impact of Per-Unit Pricing on Dose 
optimization

The first speaker on the program Dec. 12, University of Chicago’s 
Mark Ratain, set the tone by expressing concern that hyper-fast 
development work shortchanges dose- and formulation-optimi-
zation work that he sees as a critical goal of pre-market develop-
ment. He returned to theme throughout the two-day meeting in 
comments and questions from the floor.

His concerns about dosing were framed both in traditional risk 
benefit terms (“too low a dose can cost you efficacy, but too high 
a dose may be toxic”) – but also in commercial terms. If a spon-
sor launches a drug at a dose that proves to be too high, that may 
mean a “loss of revenue in current pricing climate,” he observed.

Ratain cited a study his group conducted comparing the ap-
proved dose of Johnson & Johnson’s Zytiga (abiraterone), compar-
ing the approved 1,000 mg fasting dose with a 250 mg dose in the 
fed state. The results show the doses to be “non-inferior,” he said. 
That has a “potentially huge impact on revenue … for the sponsor.”

“If we changed our pricing model, it wouldn’t,” Ratain continued. 
If payment was based on the episode of care or the outcome for 
the patient, rather than the number of units delivered, companies 
would be happier optimizing dose post approval and the world 
would be a better place,” he declared.

Pfizer Inc. Chief Development Officer-Oncology Mace Rothen-
berg agreed that the commercial realities can be “a challenge” 
when it comes to optimizing dose, but stressed that is a part of the 
broader challenge of development. “You get one chance in drug 
development. If you take wrong dose (too high or too low) into 
phase III, and you fail it’s over.” 

At the same time, “it is also competitive” and sponsors need to 
move quickly to market. The reality is that ‘we never have full cer-
tainty when we bring a drug to market,” and industry expects and 
routinely engages in “a whole process of post-marketing surveil-
lance that lead to very regular label updates.”

➋ The glut of Checkpoint Inhibitors  
In Development

One of the primary stresses on clinical development in oncology is 
the extraordinary number of PD1/PDL1 immunotherapy products 
in development. 

“We have never had a situation like this,” Rothenberg noted. “It 
didn’t happen with taxanes. It didn’t happen with angiogenesis in-
hibitors,” he noted. “Even in hypercholesterolemia,” there were only 
four or five marketed statins.

m a r K e t  a c c e S S
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People wonder whether the “market is large enough for 20” check-
point inhibitors, Rothenberg said. But that misses the point. The re-
ality is that almost any new oncology therapy – included targeted 
agents that are not immunotherapies – will likely be combined with 
a checkpoint inhibitor to optimize benefits. 

So the question becomes, “if you as a sponsor don’t have a 
checkpoint inhibitor in your own portfolio, how do you price 
that?” The risk is that oncology would become a market of “haves 
and have nots,” with the companies owning PD1/PDL1s dictating 
commercial terms. 

That is why Pfizer “went into a partnership with Merck Serono SA 
to develop adalimumab,” Rothenberg said. It “gives us a platform 
for a combination. It gives us a way to work with payers and health 
authorities to find that point where the benefit and the value and 
the cost all align.”

However, it also gives the oncology development community 
an unprecedented challenge: how to design and conduct pivotal 
studies for all those different combinations.

➌ Coverage Policy Interferes With  
Post-marketing Trial Recruitment

One final recurring theme related to payment policy involves the 
routine coverage of off-label use of many cancer therapies. CMS 
explicitly covers uses listed in one of four reference compendia, but 
many other off-label uses are routinely paid for by Medicare and 
other payers.

Workshop Chair Richard Schilsky (ASCO) suggested that routine 
“off label coverage gets in the way” of recruitment for post-mar-
keting studies, since patients have no reason to enroll in a trial to 
provide better evidence to support the use (or to identify things 
like the optimal dose) if they can simply obtain the drug and be 
reimbursed for it. 

Those comments dovetailed with a broader message that “real 
world evidence” is not yet ready to fill in the gaps of evidence de-
velopment in pre-market settings.  

From the editors of the RPM Report. Published online December 29, 2016

FDA’s NDA And BLA Approvals: Tirosint-SOL, ColPrep Kit
Below are FDA’s original approvals of NDAs and BLAs issued in the past week. Please see key below chart for a guide to frequently  
used abbreviations

SPonSor Product IndIcatIon code aPProVal date

New Drugs

Institute  
Biochimique

Tirosint-SOL  
(levothyroxine sodium)

Oral solution formulation used for hypothyroidism as replacement 
therapy and for Thyroid-Stimulating Hormone suppression as an 
adjunct to surgery and radioiodine therapy in the management of 
thyrotropin-dependent well-differentiated thyroid cancer

S, 3 12/15/2016

Clovis Rubraca (rucaparib) Use as monotherapy for treatment of patients with deleterious BRCA 
mutation (germline and/or somatic) associated advanced ovarian 
cancer who have been treated with two or more chemotherapies.

P, 1 12/19/2016

Biogen Spinraza (nusinersen) Injection for treatment of spinal muscular atrophy in pediatric 
and adult patients

P, 1 12/23/2016

Gator ColPrep Kit (sodium 
sulfate/ potassium sulfate/ 
magnesium sulfate)

Split dose, two-day regimen of laxative oral solution used to 
prepare for colonoscopy

S, 3 12/27/2016

Abbvie/Roche Venclexta (venetoclax) Treatment of patients with chronic lymphocytic leukemia with 
17p deletion, as detected by an FDA approved test, who have 
received at least one prior therapy

1, P, O

key to aBBreVIatIonS

Review Classifications NDA Chemical Types

P: Priority review  
S: Standard review  
O: Orphan Drug

1: New molecular entity (NME); 2: New active ingredient; 3: New dosage form;  
4: New Combination; 5: New formulation or new manufacturer; 6: New indication;  
7: Drug already marketed without an approved NDA; 8: OTC (over-the-counter) switch;  
9: New indication submitted as distinct NDA – consolidated with original NDA;  
10: New indication submitted as distinct NDA – not consolidated with original NDA

N e W  P r o D U c t S
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Is ICER Too NICE?  
A Comparison Of Drug Assessments Programs
cathy kelly  catherine.kelly@informa.com 

Biopharma manufacturers see trou-
bling parallels between the drug 
valuation work being done by the 

independently-operated Institute for 
Clinical and Economic Review (ICER) in 
the US and the UK’s National Institute for 
Health and Care Excellence (NICE), the 
price-approval body for National Health 
Service (NHS) drugs.

Companies are particularly concerned 
about ICER’s reliance on cost effective-
ness analyses based on quality-adjusted 
life years (QALYs), which are also the basis 
for NICE assessments. QALYs are measure 
of health improvement that is used to 
guide health-care resource allocation de-
cisions. (See box) 

Though the UK is not the only country 
using cost per QALY thresholds, NICE may 
be best known for using the approach as 
the basis for recommending against NHS 
reimbursement for drugs, particularly high 
cost oncology agents. 

ICER has reviewed two oncology drug 
categories thus far – non-small cell lung 
cancer and multiple myeloma – and its 
evaluations have cast doubt on the cost ef-
fectiveness of several of those agents. 

NICE’s cost effectiveness assessments 
have exerted strong pressure on pricing in 
the UK and companies are wary of the ap-
proach gaining traction in the US. Because 
ICER’s work is attracting attention from 
payers struggling to manage high-cost 
specialty drugs, the group has lately be-
come the focus of robust pushback from 
industry and unfavorable comparisons 
with the UK gatekeeper. 

ICER has been in existence for 10 years 
but rose to prominence in 2014, with its 
analysis of the cost effectiveness of Gil-
ead Sciences Inc.’s Sovaldi (sofosbuvir) and 
other new treatments for hepatitis C. Since 
then, it has completed several other value 
assessments involving drugs. (See box, p. 
22) The group has also conducted assess-
ments of medical devices and procedures.

Icer DIsputes comparIsoN  
to NIce
ICER maintains it is developing an ap-
proach that is relevant to the needs of the 
American market and is not simply import-
ing the NICE system. “When I started ICER, 
I had no goal to try and transplant NICE 
into the US system,” Founder and Presi-
dent Steve Pearson said in an interview. “I 
was very aware that we need a unique ap-
proach to our health care system.”

There are important and obvious differ-
ences in the roles that ICER and NICE play 
and in the way they operate. 

1. government-accountable 
versus private sector 
organization
NICE is accountable to the UK Department 
of Health. There is no comparable central-
ized decision-making body in the US that 
conducts health technology assessments 
to support reimbursement decisions. In 
fact, the biopharma industry has been 
fighting against the establishment of a 
NICE-like body in the US for some time. 

The Patient-Centered Outcomes Re-
search Institute established by the Afford-
able Care Act of 2010 might have filled 

such a role. But intense lobbying by indus-
try resulted in language being added to 
the law that prohibits the body from using 
cost measures, such as dollars-per-QALYs, 
as a threshold in determining what type of 
intervention is effective or recommended. 

Instead, independent and health care 
provider groups in the US private sector 
have begun to develop frameworks for 
valuing drugs. 

ICER is a non-profit, independent orga-
nization that aims to assist payers in their 
drug coverage contract negotiations with 
manufacturers. It conducts cost effective-
ness assessments and develops “value-
based pricing benchmarks” to indicate what 
a fair price would be with the help of health 
economists from academia. ICER also con-
ducts budget analyses to assess the impact 
of a drug’s cost on the broader economy.

2. ‘yes or no’ coverage 
recommendation versus 
coverage policy ‘conversation’ 
starter
NICE assessments produce thumbs up or 
down recommendations on whether a 
drug should be reimbursed, and if so, under 
what conditions. NICE also accepts price re-
ductions from manufacturers in return for 
positive recommendations but does not 
publicly disclose discounts obtained. 

ICER develops fair pricing benchmarks, 
compares those to actual pricing and evalu-
ates the strength of evidence on effective-
ness. Its conclusions may support coverage 
negotiations between payers and manufac-
turers but it does not negotiate contracts.

3. nICe decisions lag behind 
ICeR’s for new drugs
ICER’s assessments of new drugs tend to 
be available before NICE’s are. That’s be-
cause drugs often gain approval first in the 
US. ICER tries to coordinate the release of 
its reports on important or potentially im-
pactful new treatments with their launch, 

Q A lyS  e x p l A i n e D

A quality-adjusted life year is a year 
of life adjusted for its quality or its 
value. A year in perfect health is 
considered equal to 1.0 QALY. The 
value of a year in ill health would 
be discounted. The cost per QALY 
formula used in health technology 
assessments is meant to represent 
the amount society would be will-
ing to pay for one quality-adjusted 
life year. 
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or even before, to help payers form their 
coverage plans.

For example, ICER’s draft assessment 
on drugs for non-small cell lung cancer, 
released in late August, covered Roche’s 
Tecentriq (atezolizumab), even though Te-
centriq didn’t win approval for the indica-
tion from FDA until mid-October. 

ICER also released an evaluation of In-
tercept Pharmaceuticals Inc.’s Ocaliva 
(obeticholic) in non-alcoholic steatohepa-
titis (NASH) in May, although the drug has 
yet to gain that indication. 

Worth noting is that NICE recently began 
a new process for reviewing cancer on an 
accelerated schedule. The group now aims 
to publish draft guidance prior to a drug 
receiving its marketing authorization and 
then final guidance within 90 days of mar-
keting authorization, whenever possible. 

4. Category versus individual 
drug reviews
ICER sometimes reviews drugs by class, so 
an assessment can include a number of 
treatments. NICE generally conducts its as-
sessments on an individual drug basis.

5. Different cost per QAly 
thresholds
ICER and NICE use different cost per QALY 
thresholds – NICE’s are less generous – but 
industry still feels that ICER underesti-
mates what US society is willing to pay for 
treatment benefits. 

In its assessments, ICER has consid-
ered thresholds ranging from $50,000 
to $150,000 per QALY, while NICE uses 
thresholds in the £20,000-£30,000 per 
QALY range. Drugs whose cost fall below 
the designated thresholds are considered 
the better value. 

The difference between the two sets 
of thresholds can be explained in part by 
the fact that they are linked to the size of 
each country’s economy. Nevertheless, 
manufacturers still argue that for some 
kinds of drugs, such as cancer treatments, 
US willingness-to-pay thresholds should 
extend upward to $300,000 per QALY.

Manufacturers also argue that QALYs are 
too limited in scope and don’t take into ac-
count important aspects of value, such a 
patient preferences or the severity or rar-

ity of a condition. Several companies criti-
cized the use of QALYs in recent comments 
to ICER. (See box, p. 23)

The organization solicited public com-
ments on ways to improve its approach in 
July 2016 as part of a plan to release an up-
dated framework for valuing drugs in early 
2017. A number of pharma companies re-
sponded with submissions.

No chaNge to Qalys plaNNeD
Despite the arguments from biopharma 
companies, ICER is not planning to drop 
QALYs. “We’re committed to using the best 
instruments we can to try to measure the 
improvement in patients’ lives for drugs 
and other treatments,” Pearson says. The 
QALY “has been used for decades as the 
best way to capture the multitude of ben-
efits in different ways. … It continues to be 
the gold standard even if it’s not perfect.” 

The cost per QALY approach offers a 
standardized way to conduct assessments 
across therapeutic categories, Pearson 
added. “If you’re trying to compare a drug 
for heart failure to one for cancer or one for 
multiple sclerosis and you’re trying to be 
fair across the board, this is where the idea 
of thresholds” comes in.

“Ultimately we have to face the difficult 
question of what is the threshold of what 
we would want to spend from our resourc-
es. … But this is what makes people, rea-
sonably, uncomfortable. It raises the issues 
of whether we would not do something 
because it seems like too much money 
for the benefit, or would we seek a lower 
price, or stretch out the payments, or other 
things.” ICER’s use of thresholds “is meant 
to trigger the conversation.” 

Pearson also indicated ICER is not inclined 
to raise the $150,000 upper limit of the cost 

icer’S vAlUe
ASSeSSmentS

FOr DrUgS

completed

•	 Plaque psoriasis: multiple drugs

•	 Non-small cell lung cancer: 
multiple drugs

•	 Non-alcoholic steatohepatitis, 
primary biliary cholangitis: Inter-
cept’s Ocaliva (obeticholic acid) 

•	 Multiple myeloma: multiple drugs

•	 Asthma: GlaxoSmithKline’s 
Nucala (mepolizumab) 

•	 Diabetes: Novo Nordisk’s 
Tresiba (insulin degludec) 

•	 Hypercholesterolemia: Amgen’s 
Repatha (evolocumab) and 
Sanofi/Regeneron’s Praluent 
(alirocumab) 

•	 Congestive heart failure: 
Novartis’ Entresto (sacubitril/
valsartan) 

•	 Obesity management:  
multiple drugs

in progress

•	 Rheumatoid arthritis: multiple 
drugs

•	 Multiple sclerosis: multiple drugs

•	 Abuse-deterrent opioids:  
multiple drugs

•	 Atopic dermatitis: Sanofi’s 
Dupixent (dupilumab), Pfizer’s 
crisaborole 

•	 Osteoporosis: Radius Health’s 
abaloparatide, Amgen/UCB’s 
romosuzumab, Lilly’s Forteo 
(teriparatide) 

ICER’s cost effectiveness 
thresholds are more 
generous than the 
£20,000-£30,000 cost 
per QALY thresholds 
typically used by NICE.
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per QALY range it is using. “I’m pretty happy 
leaving the range where it is, at least for the 
time being,” he said.

ICER does plan to supplement the cost-
per-QALY metric with a more formal con-
sideration of “cost consequences” that may 
seem more “intuitive” to people, Pearson said. 

For example, the group recently released 
a draft technology report on treatments for 
multiple sclerosis and “in addition to doing 
cost per QALY, we did cost per relapse avert-
ed” in that report, he pointed out. “So you can 
see for each drug [evaluated] how much ex-
tra it costs versus some other drug for every 
relapse you prevent. Cost consequences will 
help to increase transparency, especially for 
those who don’t understand QALYs.” 

ICER’s approach is continuing to evolve 
in response to feedback from manufactur-
ers and patient advocates. For example, a 
recently-issued final evidence report on 
drugs for plaque psoriasis included sig-
nificant changes compared with an earlier 
draft version, that in part reflected input 
from stakeholders.

Manufacturers do well to participate in the 
process because US payers will continue to 
move toward a more value-based approach 
to coverage policies and a consensus-based 
method for recognizing value is needed.

The US has a fragmented insurance sys-
tem, unlike the UK and other countries with 
socialized medicine. However, “it doesn’t 
mean [we] don’t have to address some of 
the same underlying ethical and eviden-
tiary issues,” Pearson pointed out.  

Published online December 22, 2016
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“ QALY thresholds are inappropriate for the US health care system and 
ICER’s use of a QALY threshold is premature given the lack of debate in 
the US on society’s wiliness to pay for new treatment innovations.” 

– Bristol-Myers Squibb Co. 

“ Cost effectiveness (cost per QALY) analyses, upon which the ICER value 
assessment algorithm is founded, are not appropriate for assessing ei-
ther vale or price of innovative medicines,” says Celgene Corp. “Value is a  
multi-dimensional concept and, therefore, a flexible, multi-criteria 
method for value assessment is required.”

“ Whereas many international payers have adopted the QALY as a  
universal metric of health outcomes by which to analyze comparative 
net health benefits across different types of medical interventions, very 
few payers in the US use the QALY in a systematic way. In part this is  
because of methodological concerns about whether the QALY adequately 
reflects the preferences of patients for different types of health  
outcomes,” according to Eli Lilly & Co.

“ From a methodology point of view, a quality-adjusted life year (QALY) is 
only one measure of value and does not consider additional important 
aspects of a more holistic measure of value”

– GlaxoSmithKline PLC

Janssen Pharmaceutical Cos. “is concerned about ICER’s unqualified  
embrace of the QALY concept as the metric for value assessment. …  
Even in countries where the QALY methodology is used by national  
governments for their socialized health care systems, such as the UK, 
Canada and Sweden, it has been recognized as having serious flaws, and 
those flaws may not be acceptable to the US public.”
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African Regulatory Harmonization Efforts Begin To Bear Fruit
Ian SchofIeld  ian.schofield@informa.com 

In January this year, governments of the African Union adopted 
the Model Law on Medical Product Regulation, giving a major 
boost to a process of regulatory harmonization that is now be-

ginning to bear fruit in various regions of Africa. 
The Model Law is intended to be a template to help countries 

of the various African regional economic communities (RECs) 
strengthen their regulatory practices and align themselves with 
other countries in the region – and eventually with practices in the 
other RECs – as part of the wider African Medicines Regulatory Har-
monization (AMRH) initiative.

The AMRH is intended to build up regulatory systems across the 
continent and thereby improve access to safe, effective and qual-
ity medicines. It is a collaborative program supported by organiza-
tions including the World Health Organization, the Bill and Melinda 
Gates Foundation, the World Bank, the UK Department for Interna-
tional Development, the US government, the Global Alliance for 
Vaccines and Immunization (GAVI), and by the New Partnership for 
Africa’s Development (NEPAD), the African Union’s technical body.

On the industry side the initiative works with the Africa Regu-
latory Network of the International Federation of Pharmaceutical 
Industry Associations (IFPMA) as well as individual companies.

But the initiative faces a huge task: few African countries have a func-
tioning regulatory body, and most lack the necessary technical capac-
ity, expertise and financial resources to regulate medicines effectively. 
Timelines for getting products through the regulatory system can be 
four to seven years behind those of most high-income countries, and 
the time lag affects both clinical trial and regulatory approval proce-
dures, with adverse effects on morbidity and mortality. 

Moreover, there are few common standards or work-sharing 
practices among national regulatory agencies (NRAs), and scarce 
reliance on work already carried out by regulators in more devel-
oped areas of the world means assessment efforts are often du-
plicated. Things are further complicated by a lack of clarity on the 
respective roles of regulators and ethics committees. 

regiOnAl initiAtiveS
Nonetheless, things seem to be changing as the harmonization ini-
tiative takes hold, with the East African Community – consisting of 
Burundi, Kenya, Rwanda, Tanzania and Uganda – taking the lead. 

Since 2012 the EAC has been developing harmonized regional 
technical requirements and guidelines that have now been adopt-
ed and are currently being put in place. At least 27 drug approval 
applications have been received through the regional system, and 
products with regionally agreed positive opinions on marketing 
authorization have been authorized by the EAC member states 
within 90 days of receipt of the opinion. Times from filing to ap-
proval have fallen by 40-60%. 

Similar initiatives are being pursued under the AMRH in other 
regions such as West and Southern Africa, including the Zazibona 

(Zambia, Zimbabwe, Botswana and Namibia) collaborative project, 
which is taking steps to reduce registration times and make more 
efficient use of resources. 

Meanwhile, the African Vaccine Regulatory Forum (AVAREF), 
which has helped to strengthen regulatory oversight of vaccine 
clinical trials, is now being extended to cover all medicines and all 
African countries, which will be able to leverage AVAREF’s expertise 
and use its technical support for the clinical trials work stream un-
der AMRH from 2017.

Efforts are also under way to encourage African regulators to 
make more use of assessments conducted by those in more de-
veloped nations, and to strengthen their currently weak pharma-
covigilance systems.

To give the harmonization initiative structural and financial sta-
bility, the AMRH partners have established a governance structure 
to facilitate alignment on strategy and implementation, and an 
AMRH Trust Fund has been set up under the World Bank to allow 
pooling of donor funds and ensure RECs get the necessary resourc-
es in a coordinated manner. 

There seems to be strong political support for these efforts, par-
ticularly in the EAC, where countries have recruited more staff and 
are seeking to increase their own financial resources. 

However, a key challenge will be how to sustain these efforts 
in future when external donor support, such as that of the Gates 
Foundation, begins to taper off. Key factors here will be the ability 
of NRAs to implement self-sustaining financial mechanisms and to 
integrate regulatory harmonization into their day-to-day activities. 

The process will also be a long one, not least because of the mag-
nitude of the project and the need to ensure regulatory change is 
introduced in a manageable way without over-stretching already 
limited resources. 

These and other developments will be explored in greater depth 
in the new year when the Pink Sheet will run a full-length article 
on African regulatory harmonization, based on interviews with the 
Gates Foundation, the IFPMA and other key players. It will look at 
the progress that has been made to date, the challenges still fac-
ing the AMRH initiative, and whether a future African Medicines 
Agency is a realistic proposition.  

Published online December 23, 2016

Timelines for getting products 
through African regulatory systems 
can lag four to seven years behind 
those of most high-income countries.
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Drug Makers Urged To Collect Own Excipient 
Metals Data To Comply With ICH Q3D
Joanne egloVItch  joanne.eglovitch@informa.com 

Pharmaceutical manufacturers should 
conduct their own testing of excipi-
ents and not depend too much on 

published data to comply with the Inter-
national Council on Harmonization’s Q3D 
guideline on elemental impurities. Rely-
ing too much on published studies does 
not take into account different grades of 
the same excipient that are procured from 
multiple suppliers.

Also, the published studies do not di-
vulge the names of excipient suppliers, 
so they are of limited use to pharmaceuti-
cal manufacturers, said Katherine Ulman, 
global regulatory compliance manager of 
the Dow Chemical Co., who made the case 
for individual supplier testing at a Nov. 9 
meeting sponsored by the Product Quality 
Research Institute and the US Pharmaco-
peia on ICH Q3D implementation in Rock-
ville, MD. Dow Chemical is a supplier of 
excipients to the pharmaceutical industry.

The ICH Q3D guideline for elemental 
impurities, published in December 2014, 
sets permitted daily exposure (PDE) limits 
for 24 individual elements. The guideline 
went into effect on June 2 for new drug 
products and will go into effect in Janu-
ary 2018 for legacy products. It calls on 
manufacturers to assess the impurity 
risk posed by excipients, manufacturing 
equipment, active pharmaceutical ingre-
dients and container/closure systems in 
the final drug product.

Ulman said that the excipient and the 
active pharmaceutical ingredient pose 
the greatest risk of contributing elemen-
tal impurities into drug products, so it is 
important for manufacturers to fully un-
derstand and characterize these risks in 
complying with ICH Q3D. She acknowl-
edged that while it is the responsibility of 
pharmaceutical manufacturers to dem-
onstrate that products comply with ICH 
Q3D, it is the excipient suppliers’ respon-
sibility to share information on elemental 
impurities in their excipients.

UnDerStAnD the riSK
Ulman said that manufacturers should be 
aware that some excipients pose a higher 
risk than others based on where the mate-
rial was derived.

The highest-risk excipients, and those 
that have the highest potential risk of 
contributing elemental impurities, are 
those that are mined. Ulman pointed out 
that metal impurities naturally present in 
mined excipients, such as lead, cannot be 
processed out, so it is important to under-
stand the actual levels present and to ex-
pect normal variations and excursions that 
cannot be predicted. These excipients are 
considered to be the riskiest because of 
their high variability.

Those that are synthesized with metal 

catalysts such as mannitol are considered 
high-risk. Excipients derived from harvest-
ed vegetation and grown in the soil, such 
as cellulose derivatives, or harvested from 
the ocean such as alginates and carrageen-
an, are deemed medium risk.

Excipients derived from animals such as 
lactose and gelatin pose a low risk of con-
tributing to elemental impurities, while 
excipients that are synthesized without a 
metal catalyst such as colloidal silica are 
believed to pose the least risk.

Ulman said that “it is really important 
to understand the excipient source, the 
potential for elemental impurities and the 
variability that can happen. So to do that, 
you really want to understand is that excip-
ient or ingredient of a chemical nature? Is it 

m a N U fa c t U r I N g  Q U a L I t y

Dow’s Ulman said that manufacturers should 
be aware that some excipients pose a higher
risk than others based on where the material 
was derived.
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mined? Is it harvested? Is it from a formula-
tion or a combination of those? Is it from 
a biotech fermentation or is it from animal 
origin? The origin of that ingredient is go-
ing to be important.”

nOt A WhOle lOt OF DAtA
Ulman said that despite this general 
knowledge on how the origin of excipi-
ents contributes to risk, there is not much 
published data that allows the industry to 
quantify these risks.

“We don’t know what we don’t know 
about excipients because there has not 
been a lot of data generated. There has not 
been a whole lot of published information.”

Yet, this is changing. With the publica-
tion of the ICH Q3D guideline in 2012, 
there was recognition that some of these 
risks had to be quantified. Regulators and 
industry became more interested in ex-
panding the excipient knowledge base.

She said that in the US, FDA started asking 
for volunteers to submit excipient samples 
for testing. Pharmaceutical manufacturers 
did not want to submit this information to 
FDA without blinding the names of their 
suppliers, so FDA asked an industry group 
to come in, the International Pharmaceuti-
cal Excipients Council to blind the samples, 
with the help of a third-party law firm.

The study analyzed 190 pharmaceutical 
excipient samples and 15 drug substance 
samples for 24 elements. The samples in-

cluded 31 different 
excipients that are 
commonly used in 
pharmaceutical man-
ufacturing. The study’s 
results, published in 
2015, concluded that 
there was little evi-
dence of substantial 
levels in mined excipi-
ents of the “big four” 
toxic metals – cadmi-

um, mercury, lead and arsenic.
The study also found that for most of the 

samples tested, the observed concentra-
tions of elemental impurities from these 
excipients were well below the concen-
trations of concern. Yet the results were 
blinded so it was difficult to know which 
excipients came from which suppliers.

SimilAr intereSt in eUrOpe
There is interest in Europe to build on the 
data already produced by FDA.

Andy Teasdale of AstraZeneca PLC de-
scribed some of the work he is coordinat-
ing as the head of the Elemental Impurities 
Pharma Consortium to further the under-
standing of elemental impurities in ex-
cipients. He described the importance and 
relevance of using historical data to help 
quantify the risk associated with elemental 
impurities in excipients. The consortium is-
sued an excipient database in 2015.

Teasdale said that similar efforts have 
been made to quantify the risks associated 
with container/closure systems and their 
potential for leaching impurities into drug 
products, and that these same efforts can 
be leveraged for excipients. As a result of 
these efforts, USP and FDA are looking to 
improve drug packaging standards. 

Teasdale said that it is the aim of the 
consortium to build on the data created 
by FDA. “The FDA data had 200 samples. 
What if we could collate data from 2,000-
plus samples?”

He said that nine pharmaceutical com-
panies donated data from studies they 
have already conducted assessing the toxic 
risk posed by different excipients in drug 
formulations. The participants in the data-
sharing project are AstraZeneca, Bristol-My-
ers Squibb Co., GlaxoSmithKline PLC, Hoff-
mann-La Roche Inc., Merck KGAA, Novartis 
AG, Pfizer Inc., Sanofi and UCB Celltech.

The purpose of the database is to allow 
manufacturers to leverage existing data to 

assess the toxic risk posed by elemental 
impurities. The database, however, does 
not include any reference to any drug 
product and is completely blinded.

He said that the aim of the consortium is 
to have the database become the primary 
source of elemental impurity data for ex-
cipients to drive the initial risk assessment 
and to publish the key findings with the 
intention of “de-risking” commonly used 
excipients. The consortium also wants to 
compare and contrast this data with the 
data generated by FDA. The data that is 
shared is the analytical data generated to 
establish the levels of trace metals within 
batches of excipients used in pharmaceuti-
cal manufacturing.

Teasdale said that the database contains 
substantial data on some materials. For 
example, pharmaceutical manufacturers 
in the consortium have contributed 41 en-
tries on microcrystalline cellulose and 23 
entries on magnesium stearate.

The second version just released now 
contains 157 excipients.

use publIsheD stuDIes wIth 
cautIoN
Ulman said that the FDA and EU studies 
may be helpful for manufacturers in devel-
oping risk assessments. This information 
may be useful to give the manufacturer an 
idea of what elemental impurities might 
exist in the excipients.

“What the published literature can do 
is it can provide an idea of what elements 
can be in what ingredient. They can use it 
to justify excursions.”

However, such data is of limited use be-
cause it’s not linked to specific excipient 
grades or suppliers. Users must still do ap-
propriate testing of their specific grades or 
get supplier-specific information to prop-
erly conduct their risk assessments.

“It cannot be used as the basis for your 
whole risk assessment because there are 
different suppliers of many of these ingre-
dients, so there may be supplier variabil-
ity. For mined materials, they are sourced 
from different mines from different parts of 
the country. Was there an event that hap-
pened since it was tested? Were there fires 
or any other event that could have hap-
pened since the testing was done?”

There isn’t much published data that allows  
the industry to quantify these risks related to  
the origin of excipients. 

m a N U fa c t U r I N g  Q U a L I t y

We have an online 
page focused on 

the manufacturing 
issues. 

Find it at: 
https://pink.

pharmmedtechbi.
com/manufacturing

ClICk

https://pink.pharmmedtechbi.com/manufacturing
https://pink.pharmmedtechbi.com/manufacturing
https://pink.pharmmedtechbi.com/manufacturing


pink.pharmamedtechbi.com January 2, 2017   |   pink sheet   |   27

more taIloreD approach
Ulman said that published studies should 
be used instead to augment individual 
testing. She advised manufacturers to 
consult recent guides developed by IPEC 
to coordinate with suppliers on what type 
of testing needs to be done. These guides 
were developed to help the industry ac-
quire and use information from suppliers 
to support drug product risk assessments.

She said that the group developed a 
cover letter and template that pharmaceu-
tical companies can use to collect available 
information from their suppliers regarding 
elemental impurities. IPEC also developed 
a PDE calculator that includes instructions 
and gives examples for how to calculate 

total elemental impurity content for differ-
ent drug forms.

The letter can be customized by the send-
er to include the product name and contact 
information. The template provides a stan-
dard format to collect information relative 
to Class 1, Class 2 and Class 3 elements. 
These elements potentially can be present 
at trace levels in the excipient. Information 
in the excipient source is included as this 
can be a key factor in risk assessment.

The template has the name of the suppli-
er, the address, and whether the excipients 
are derived from a mineral, plant or syn-
thetic form, or from fermentation. It lists the 
elemental impurity, and asks the supplier 
to identify whether the impurity is likely to 

be present in their product, and if known, 
to identify the expected concentration, the 
analytical method used, and comments re-
garding sources of information.

These forms and templates were de-
veloped with input from the Coalition for 
Rational Implementation of Elemental Im-
purities Requirements.

Ulman said that in an ideal world, this 
information will be proactively completed 
by suppliers and sent to users. In the real 
world however, a limited number of sup-
pliers have data or will complete and re-
turn the form to users.  

From the editors of Gold Sheet. Published 
online December 20, 2016

Roche’s Highly Anticipated Ocrelizumab Delayed  
By Manufacturing Issues
JeSSIca merrIll  jessica.merrill@informa.com 

Roche’s BLA for the first therapy for patients 
with primary progressive multiple sclero-
sis has been delayed by the US FDA due to 

manufacturing issues, the company announced 
Dec. 20. The PDUFA date for Ocrevus (ocrelizum-
ab) has been extended by three months until 
March 28, so that the agency can review addi-
tional data submitted by Roche’s Genentech unit 
related to the commercial manufacturing pro-
cess for the drug. 

“The extension is not related to the efficacy or 
safety of Ocrevus,” Roche said in a statement. A 
failure to demonstrate manufacturing readiness 
has been one of the more common reasons for 
complete response letters (CRLs). Manufactur-
ing issues accounted for one of every five CRLs in 
which the reason was disclosed, according to the 
Pink Sheet’s FDA Performance Tracker. 

Ocrevus is under review by the agency for both 
forms of multiple sclerosis: relapsing remitting 
and primary progressive. However, patients with 
PPMS – the rarer and more aggressive form of the 
neurological condition – are the most anxious for 
new treatment alternatives because no drugs are 
currently approved for the indication, while sev-
eral are approved for RRMS.

The drug was granted breakthrough therapy 
designation by FDA earlier this year, a designa-
tion that is intended to speed to market innova-
tive drugs for serious diseases with limited treat-
ment options. It is a CD20 antibody that targets 
CD20-positive B cells, which are thought to be a 
contributor to myelin and axonal damage. 

Roche has released encouraging Phase III 
data from three trials testing Ocrevus in both 
PPMS patients and RRMS, including positive 
data from a head-to-head trial in RRMS patients 
against the interferon beta-1a treatment main-
stay Rebif. 

Ocrevus is expected to be a big winner for 
Roche, too. PPMS accounts for only about 15% 
of MS cases, but a therapeutic intervention could 
still represent a significant commercial opportu-
nity given the lack of options and the debilitat-
ing nature of the disease. Unlike RRMS, PPMS 
does not generally involve relapses and periods 
of remission. Some analysts have speculated the 
PPMS market alone could represent a $4bn com-
mercial opportunity in the US and top five Euro-
pean markets.  

Published online December 20, 2016
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New Parent Lonza Welcomes Capsugel’s Independent 
Streak To Innovate
malcolm SPIcer  malcolm.spicer@informa.com 

Lonza Group AG offers a good fit for 
Capsugel to continue the delivery for-
mat innovation it flexed in five years as 

an independent firm after 50 years of com-
paratively stifled operations under owner-
ship by pharmaceutical manufacturers. 

As the dominant supplier of hard capsules 
for Rx and OTC drugs, Capsugel provided its 
previous corporate parents a steady revenue 
source if not a dynamic platform for offering 
additional delivery formats. The Morristown, 
N.J.-based firm hit its innovation stride after 
being spin out of Pfizer Inc. in 2011.

Lonza will acquire Capsugel from private 
equity firm Kohlberg Kravis Roberts & Co. 
for $5.5bn cash not to add a dependable 
revenue stream with a static offering out-
look, but to expand its product develop-
ment and the market for its contract de-
velopment and manufacturing services for 
drug and nutritional products. 

And with its extensive history supplying 
delivery formats to pharmaceutical manu-
facturers around the world, adding Capsu-
gel “will also support Lonza’s strategic ambi-
tion of getting closer to the patient and end 
consumer,” the Swiss firm said in its Dec. 15 
release announcing the deal expected to 
close during the 2017 second quarter.

Lonza says it expects the acquisition will 
establish it as a leading provider in drug 
development, formulation, delivery tech-
nologies and manufacturing for the phar-
ma and consumer health care industries 
and be well-positioned to “anticipate and 
address technology trends in order to sup-
port the evolving needs of its customers.” 

With Capsugel, the Basel, Switzerland-
based firm’s offerings will expand from its 
legacy active pharmaceutical ingredient 
and excipient development to dosage forms 
and delivery technologies. Lonza says its and 
Capsugel’s technologies combine for a plat-
form to work with other firms in both large 
and small molecule product development.

In a same-day briefing for analysts and 
media, Lonza CEO Richard Ridinger said on 

its own, “Capsugel learned more about cus-
tomer innovations and developed better, 
more targeted delivery systems to potenti-
ate the APIs.”

“This is important. We need delivery sys-
tems in the future even more than today to 
potentiate active pharmaceutical ingredi-
ents. That’s why I think our offer and the de-
livery systems offer is an absolute perfect fit, 
also for the future and future innovations,” 
Rdinger said 

Adding Capsugel’s small molecule API 
business is key as a counterpart to Lonza’s 
biological product portfolio, say Credit Su-
isse analysts. 

“Capsugel’s leading position in capsules 
adds oral delivery technologies to Lonza’s 
health care continuum and over time 
should provide cheaper manufacturing op-
tions in the consumer business, in our view,” 
Credit Suisse European Pharma Team ana-
lysts said in a Dec. 16 research note. 

Another key is Capsugel’s global pres-
ence with 13 facilities, including China since 
1998, gives Lonza potential to expand its 
infrastructure more rapidly with less incre-
mental investment. 

“Lonza continues to raise the quality of 
its customer portfolio, it is increasing its fo-
cus on faster growth areas, and continues 
to work to improve asset returns. M&A had 
been signaled by management as a route 
for growth, and this asset appears to fit very 
well alongside the group’s current product 
offering,” Credit Suisse analysts observed.

inDepenDence brOUght 
innOvAtiOn
After being acquired by KKR, Capsugel 
launched its dosage form business unit and 
a technology platform to collaborate with 
firms from conceptualization to commer-
cialization, beyond selling isolated products 
or services.

The dosage form solutions unit grew out 
of a strategic review of Capsugel’s business, 
in consultation with KKR, that identified 

growth opportunities in differentiated de-
livery technologies for new molecular enti-
ties or line extensions of existing drugs or 
supplements.

It also introduced capsules for dietary 
supplement delayed-release applications, 
tapioca-derived Plantcaps, which provide 
low oxygen permeability and capsules with 
low moisture content for increased stability 
of the content.

Capsugel’s independent evolution also ex-
tended to launching contract development 
and manufacturing service, a step that its 
customers encouraged.

In an interview shortly after Pfizer’s sale to 
KKR, Capsugel CEO Guido Driesen told the Tan 
Sheet, “On many occasions, [some customers] 
really expressed an interest in working with us 
in earlier phases of their development. So for 
us that’s great to hear and we’re looking for-
ward to doing more of that in the future.” 

Credit Suisse’s research notes that devel-
opment services currently are around 7% of 
Capsugel sales and should grow as part Lon-
za. “With Lonza’s strong experience in devel-
opment and engineering, it could become 
more meaningful given Lonza’s partnerships 
and development expertise.”

Driesen also pointed out then that Capsu-
gel alone had a “much better opportunity to 
realize our full value and potential versus be-
ing a division of a larger organization.” He will 
continue to head Capsugel as part of Lonza.

Lonza’s Ridinger described each area of 
Capsugel’s capabilities as equally important 
pieces of the deal, with each enhancing the 
strength of the others 

Capsugel’s development services provide 
custom drug delivery, solution-based ser-
vices that “translate into high value for cus-
tomers by enabling them to design products 
which have a clear competitive advantage,” 
Ridinger said.

With its dosage form capabilities, Cap-
sugel is helping its customers solve early 
challenges of drug development and for-
mulation, and its hard capsule business 
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provides more than scale to customers, 
the CEO said.

Capsugel has “ability to provide cus-
tomers with highly customized products, 
which goes also in controlled release, 
double release and a lot of technologies 
around that offering. It’s becoming in-
creasingly important for the customers 
across the healthcare continuum as they 
look to bring clearly differentiated prod-

ucts to market,” Ridlinger added.
Lonza committed debt financing for the 

acquisition amount from BofA Merrill Lynch 
and UBS and plans to raise equity under-
written by those banks for up to $3.2bn.

For KKR, which had $131.1bn in assets 
under management through September, 
the deal will end its Capsugel ownership 
that began in August 2011 with a $2.38bn 
acquisition from Pfizer.

“Capsugel has grown significantly by 
investing in innovation, strategic acqui-
sitions, product development and geo-
graphic expansion. Now Capsugel is well 
positioned for the next phase of its growth,” 
said Pete Stavros, head of KKR’s industrials 
investing team.  

From the editors of the Tan Sheet. Published 
online December 28, 2016
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FDA’s ANDA Approvals
SPonSor actIVe IngredIent doSage; formulatIon aPProVal date

Accord Norethindrone 0.35 mg; oral-28 tablet 12/13/2016

Watson (Allergan) Amantadine HCl 100 mg; tablet 12/15/2016

Cipla Fenofibrate 48 mg and 145 mg; tablet 12/15/2016

Aurobindo Hydrochlorothiazide/  
telmisartan/ 12.5 mg/40 mg, 12.5 mg/80 mg and 25 mg/80 mg; tablet 12/15/2016

Pharm Asso Theophylline 80 mg/15 mL; oral elixir 12/16/2016

Actavis (Teva) Melphalan HCl EQ 50 mg base/vial; injection 12/19/2016

Edenbridge Prednisolone sodium EQ 10 mg base/5 mL and EQ 20 mg base/5 mL; oral solution 12/20/2106

Nostrum Labs Levocetirizine diHCl 5 mg; tablet 12/20/2016

Aurobindo Pitavastatin calcium EQ 1 mg base, EQ 2 mg base and EQ 4 mg base; tablet 12/20/2016

Nang Kuang Linezolid 200 mg/100 mL (2 mg/mL) and 600 mg/300 mL (2 mg/mL); 
intravenous infusion solution 12/20/2016

Perrigo UK Finco Nystatin/triamcinolone acetonide 100,000 units/gm, 0.1%; topical ointment 12/20/2016

Taro Acyclovir 5%; topical ointment 12/20/2016

Teligent Flurandrenolide 0.05%; topical lotion 12/20/2016

Amneal Alosetron HCl EQ 0.5 mg base and EQ 1 mg base; tablet 12/22/2016

G&W Labs Desoximetasone 0.25%; topical ointment 12/23/2016

Glenmark Tretinoin 10 mg; capsule 12/23/2016

Aurobindo Ziprasidone HCl EQ 20 mg base, EQ 40 mg base, EQ 60 mg base and EQ 80 mg 
base; capsule 12/27/2016

Aurobindo Indomethacin 75 mg; extended-release capsule 12/27/2016

Patrin Cyproheptadine HCl 2 mg/5 mL; syrup 12/27/2016

Jai Pharma Ethinyl estradiol/ norethindrone 
acetate 0.005 mg/1 mg; tablet 12/27/2016

Silarx Lopinavir/ritonavir 80 mg/mL/20 mg/mL; oral solution 12/27/2016

Tentative Approvals

Jai Pharma Ethinyl estradiol/ norethindrone 
acetate 0.02 mg/1 mg; chewable tablet 12/12/2016

Watson Varenicline tartrate EQ 0.5 mg base and EQ 1 mg base; tablet 12/15/2016
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Recent And Upcoming FDA Advisory Committee Meetings
toPIc adVISory commIttee date

Neurocrine Biosciences’ valbenazine for tardive dyskinesia Psychopharmacologic Drugs Feb. 16

Strategies, approaches and challenges in model-informed drug development,  
including use of physiologically-based pharmacokinetic modeling and simulation 
throughout a drug’s life cycle and mechanistic model-informed safety evaluations

Pharmaceutical Science and 
Clinical Pharmacology March 15

SPonSor actIVe IngredIent doSage; formulatIon aPProVal date

Tentative Approvals (continued from p. 29)

West-Ward Everolimus 2.5 mg, 5 mg, 7.5 mg and 10 mg; tablet 12/16/2016

Novast
Lo Larin FE (ethinyl estradiol/ 
norethindrone acetate and 
ethinyl estradiol)

0.01 mg/1 mg and 0.01 mg; tablet 12/20/2016

Novast Ethinyl estradiol 10 mcg; tablet 12/20/2016

Lupin Olmesartan medoxomil 5 mg, 20 mg and 40 mg; tablet 12/23/2016

Lupin Balsalazide disodium 1.1 gm/tablet 12/28/2016

Amneal Mometasone furoate EQ 0.05 mg base/spray; metered dose nasal spray 12/28/2016

Taro Benzoyl peroxide/ clindamycin 
phosphate 3.75%/EQ 1.2% base; topical gel 12/28/2016
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