
Zolgensma Data 
Integrity Fallout

ARTICLE PACK



2 / October 2019 © Informa UK Ltd 2019 (Unauthorized photocopying prohibited.)

19 July
Pink Sheet piece on companies losing 

accelerated assessment in the EU

6 August
Novartis issued a statement about there 

being data irregularities which it had 
reported to the FDA, but that it stood by 

the commercial product and that the data 
didn’t affect its quality/efficacy 

8 August
Follow-up once Novartis decided to talk

16 August
Discussion on the Pink Sheet podcast

(RAPS picked up on our story  
and ran a piece of its own) 

26 July
Scrip piece about Zolgensma losing accelerated 
assessment and the comment by Avexis giving 
EMA time to review robust amount of data

7 August
Day of story

11 August
Placing the developments in the context 
of a withdrawn data fraud rule
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EU Accelerated Assessment – Hard To Get, Hard To Keep

Executive Summary
It’s hard enough in the first place for companies 
to persuade the European Medicines Agency that 
their planned marketing authorization application 
should be fast-tracked. Many are also finding that 
after accelerated assessment is granted, it is taken 
away during the actual review.

 

Many of the marketing authorization applications 
(MAAs) that until recently were being evaluated 
under the European Medicines Agency’s 
accelerated assessment mechanism have reverted 
to standard review timelines. The MAAs relate 
to products such as AveXis’s gene therapy, 
Zolgensma, and several other products that, like 
Zolgensma, have already been approved in the 
US.

Seven MAAs that were originally granted 
accelerated assessment and were initially being 
processed under this mechanism are no longer 
undergoing speedy review, according to the latest 
monthly list of products being reviewed under 
Europe’s centralized evaluation procedure at the 
EMA.

It appears that just four MAAs are currently being 
fast-tracked.

Fast-track review in the EU is reserved for 
products that are expected to be of major public 
health interest, particularly from the point of 
view of therapeutic innovation. The mechanism 
reduces the time it takes the EMA to evaluate an 
MAA from 210 days to 150 days (not counting 
clock stops when applicants have to provide 
additional information). Fast-track requests 
should be made at least two to three months 
before the MAA is submitted.

Around half the requests companies make to the 
EMA for accelerated assessment are rejected. In 
2019 to date, just three out of the nine requests 
processed have been granted.

The seven MAAs that have reverted to standard 
review relate to the following products: 
•  Shionogi’s investigational antiobiotic agent, 

cefiderocol.
•  Stemline Therapeutics’ tagraxofusp (Elzonris) 

for the treatment of blastic plasmacytoid 
dendritic cell neoplasm (BPDCN), a rare blood 
cancer.

•  Onasemnogene abeparvovec/AVXS-101 
(Zolgensma), the gene replacement therapy 
from Novartis/AveXis for the treatment of 
spinal muscular atrophy (SMA).

•  Theratechnologies/TaiMed Biologics’ new HIV 
therapy, ibalizumab (Trogarzo).

•  Daiichi Sankyo Europe’s acute myeloid 
leukemia (AML) therapy, quizartinib (Vanflyta).

•  Karyopharm Therapeutics’ multiple myeloma 
drug, selinexor (Xpovio).

•  The tissue-agnostic cancer treatment, 
larotrectinib (Vitrakvi), from Bayer/Loxo 
Oncology.

Some of the products have been approved 
elsewhere but there have often been problems 
along the way. One product – Daiichi Sankyo’s 
AML therapy, quizartinib   – was approved in Japan 
but rejected in the US.

Importance Of Robust Data
Asked to comment on the high number of 
switches from accelerated to standard review, the 
EMA said it was important to note that marketing 
applications should be mature in terms of the 
data submitted at the start of the evaluation. 

The agency further noted: “Requests for 
accelerated assessment are voluntarily made by 
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the applicants and should be duly substantiated. 
In order to meet the short timelines of the 
assessment, applicants are strongly advised 
to enter [in timely manner] in a dialogue with 
the EMA to prepare for an evaluation under 
accelerated assessment.”

In at least three of the cases in hand, a scientific 
advisory group was or will be convened by EMA’s 
reviewing committee, the CHMP, as part of the 
assessment of the MAA. 

The Companies Explain
The Pink Sheet contacted all the companies 
involved for comment. Six replied, providing 
various levels of detail. Only Stemline did not 
respond.

AveXis And Zolgensma
With regard to Zolgensma, AveXis Inc. said that 
being on a standard approval timeline would “give 
the [EMA] the time they need to review the robust 
amount of data we are providing to answer their 
questions.” 

It added that it continued to work closely with 
European regulators during their review of its 
product and that it was anticipating a potential 
approval in the second half of 2019.  

According to Kacper Rucinski, a London-based 
executive board member of the nonprofit group 
SMA Europe, the EMA “has quite a significant 
number of questions for AveXis”. He added: “My 
understanding is that the EMA wants to very 
thoroughly review the data and the scope of 
approval.”

Zolgensma was approved in the US for all three 
types of SMA at the end of May.  (Also see 
“Novartis CEO Calms Concerns Over Zolgensma 
launch “ - Scrip, 18 Jul, 2019.) There is considerable 
interest over what is happening in Europe, where, 
even if Zolgensma is approved, there will be a 

struggle to get individual countries to agree to 
cover the $2m treatment. 

Of the seven products whose accelerated review 
has reverted to standard timelines, Zolgensma 
is the only one receiving support under PRIME, 
the EMA’s priority medicines scheme. Products 
in PRIME are expected to undergo accelerated 
assessment.

Karyopharm And Selinexor
Karyopharm told the Pink Sheet that it submitted 
its MAA to the EMA in January requesting 
conditional approval for selinexor, in combination 
with dexamethasone, as a new treatment for 
patients based on the results of the Phase 
2b STORM study in patients with triple class 
refractory multiple myeloma who were previously 
exposed to all five of the most commonly 
prescribed anti-myeloma therapies currently 
available.

The company said: “As a customary part of 
the marketing application review process, 
Karyopharm received the consolidated list of 
questions from EMA in early May 2019 and 
anticipates receiving additional feedback based 
on routine site audits and other activities. To 
provide adequate time to evaluate the application 
and allow Karyopharm to respond to questions 
and feedback, the EMA has switched from an 
accelerated review to a traditional review.  We 
expect to receive a decision on the application by 
the end of 2019.”

Selinexor was approved as Xpovio in the US on 3 
July with an accelerated approval, despite a Food 
and Drug Administration advisory panel having 
said that approval should be delayed until results 
of the randomized Phase III BOSTON trial were 
available. Full top-line results from BOSTON are 
not expected until the end of the year. (Also see 
“Karyopharm Selinexor Approval Likely Awaits 
BOSTON Trial, But US FDA Promises To Move 
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Quickly” - Pink Sheet, 26 Feb, 2019.)  (Also see 
“Keeping Track: US Approvals For Xpovio And 
Xembify Highlight Short Holiday Week” - Pink 
Sheet, 5 Jul, 2019.) 

Theratechnologies/TaiMed And Ibalizumab
Theratechnologies said that the MAA for it and 
TaiMed’s ibalizumab was switched to a standard 
procedure when the CHMP requested a scientific 
advisory group for its application. This “delayed 
the review slightly,” Theratechnologies Inc. added.

The CHMP aimed to convene its scientific advisory 
group for HIV/viral diseases in early April. 
Theratechnologies said in a statement in late May 
that it had requested and obtained from the EMA 
an additional month to address new questions it 
had received in regard to the establishment of a 
post-approval registry to gather long-term data on 
patients taking ibalizumab in Europe.

The company said at that time that it would 
submit responses to the EMA by the end of 
June, after which the CHMP would then have 30 
days to provide a recommendation on whether 
ibalizumab should be approved in Europe. 
“Assuming a positive CHMP opinion, our plans 
to launch in Germany before the end of the year 
remain unchanged,” it said. The timelines cited by 
Theratechnologies suggest that ibalizumab should 
be among the MAAs up for an opinion from the 
CHMP at its next monthly meeting, which takes 
place on 23-25 July.

Approved in the US in early 2018, ibalizumab/
Trogarzo was the first HIV therapy with a new 
mechanism of action to reach the market in 10 
years.

Daiichi Sankyo’s Quizartinib
Daiichi Sankyo confirmed that the CHMP had 
determined that the standard review period 
would be required to review the MAA for 
quizartinib. It added that it was “not uncommon” 

for MAAs to revert to the standard review timeline 
during the EMA’s review process.

In the US, the FDA issued Daiichi Sankyo with 
a complete response letter for quizartinib in 
June this year, just days after it secured its first 
approval - in Japan, as Vanflyta. An FDA advisory 
committee had voted 8-3 against an approval 
in mid-May, after questions over persuasive 
evidence of efficacy.  (Also see “Keeping Track: 
FDA OKs AMAG’s Vyleesi, But Bronchitol And 
Quizartinib Draw CRLs” - Pink Sheet, 21 Jun, 2019.)  
(Also see “AML Contender Quizartinib Gains First 
Approval, In Japan “ - Scrip, 20 Jun, 2019.)

Bayer/Loxo And Larotrectinib
Regarding the status of the MAA at the EMA for 
Loxo Oncology and Bayer AG’s larotrectinib, Bayer 
said only that it was currently in discussions with 
the regulatory authorities, that it could not share 
details from those discussions, and that it would 
provide updates as they became available. 

Bayer and Loxo (now owned by Eli Lilly) are 
jointly developing larotrectinib. They are seeking 
approval in the treatment of adult and pediatric 
patients with locally advanced or metastatic solid 
tumors (excluding primary central nervous system 
tumors) with a neurotrophic tyrosine receptor 
kinase (NTRK) gene fusion after prior standard 
therapy or as initial therapy when there is no 
adequate treatment option.

In November 2018, larotrectinib was approved 
in the US, where it is marketed as Vitrakvi.  (Also 
see “Vitrakvi, Daurismo Approvals Put US FDA On 
Brink Of Another Record “ - Pink Sheet, 27 Nov, 
2018.)

Shionogi And Cefiderocol
Like Daiichi Sankyo, Shionogi chose to point 
out that it was not unusual for accelerated 
assessments to revert back to standard review. 
“This is reflective of the complexity within 
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this treatment area and may explain why no 
antibacterials to date have been approved 
through this route,” it told the Pink Sheet. 
“Shionogi wish to allow enough time to thoroughly 
complete the review process in order to bring 
cefiderocol to market as quickly as possible so all 
suitable patients can receive this treatment,” it 
added.

Shionogi was  granted accelerated assessment for 
two separate planned MAAs involving cefiderocol. 
One covered the treatment of infections caused 
by carbapenem-resistant gram-negative bacteria 
in adults with limited treatment options and the 
other covered treatment of infections caused 
by aerobic gram-negative bacteria in adults with 
limited treatment options.

The MAA under review is for the latter indication, 
which, Shionogi pointed out, is “the more 
extensive of the two”. This label incorporates the 
other indication, it said.

Cefiderocol has yet to be approved in any market, 
according to Informa’s Biomedtracker.

Stemline And Tagraxofusp
Stemline Therapeutics is seeking approval of its 
CD123-directed cytotoxin tagraxofusp for the 
treatment of adult and pediatric patients, two 
years or older, with BPDCN.

The company noted earlier this month that the 
tagraxofusp MAA review would proceed on a 
standard timeline and that it expected the CHMP 
to issue an opinion later this year on whether the 

product should be approved for marketing in the 
EU. A scientific advisory group meeting is planned 
for September as part of the review.  

If its MAA is successful, Stemline is targeting a 
commercial launch in Europe in the first quarter of 
2020. In the meantime, the company continues “to 
build out a European commercial infrastructure in 
advance of potential approval.

Tagraxofusp was approved in the US in December 
2018, achieving one of the fastest novel product 
review times of the year, at exactly six months. 
(Also see “Keeping Track Of The US FDA’s Final 
Approvals Of 2018” - Pink Sheet, 2 Jan, 2019.) 
Marketed as Elzonris, it was the first drug to 
be approved for BPDCN in the US, where it has 
the following black box warning: “Capillary Leak 
Syndrome (CLS), which may be life threatening 
or fatal if not properly managed, can occur in 
patients receiving Elzonris.”

Trackers
The EMA told the Pink Sheet that it only began 
proactively identifying products no longer being 
reviewed under the accelerated assessment 
program in June. The aim is to increase 
transparency and clarity about the procedure, it 
said. 

The status of all MAAs granted accelerated 
assessment since the beginning of 2018 is 
recorded in the table below. For details of the 
outcome of all fast-track requests made in 2018 
and in 2019 to date, see the latest edition of the 
Pink Sheet’s EU Accelerated Assessment Tracker.
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Requests Granted
Status Of EU Accelerated Assessment Requests Granted Since January 2018
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Novartis’s Zolgensma Loses EU Accelerated Assessment

Executive Summary
Companies pleased at gaining an EU accelerated 
assessment for a product should be aware that 
the agency offers no guarantee that they will get 
to keep it. Novartis’s Zolgensma is one of seven 
drugs whose review the EMA has taken off the fast 
track.

 

The EU review for Novartis AG/AveXis Inc.’s novel 
gene therapy Zolgensma is now going at a more 
sedate pace after the European Medicines Agency 
reverted its initial accelerated assessment to a 
standard review.

It is among seven products whose MAAs 
(marketing authorisation applications) were 
originally granted an accelerated assessment 
that are no longer undergoing speedy review, 
according to the latest monthly list of products 
being reviewed under Europe’s centralized 
evaluation procedure at the EMA (see box), as 
reported by Scrip’s sister publication, Pink Sheet. 
(Also see “EU Accelerated Assessment – Hard To 
Get, Hard To Keep” - Pink Sheet, 19 Jul, 2019.)

The decelerated process will bring some relief 
for its chief competitor,Biogen Inc.’s Spinraza 
(nusinersen).

An accelerated review in the EU is reserved for 
products that are expected to be of major public 
health interest, particularly from the point of 
view of therapeutic innovation. The mechanism 
reduces the time it takes the EMA to evaluate an 
MAA from 210 days to 150 days (not counting 
clock stops when applicants have to provide 
additional information).

They are not easy to get: around half the requests 
companies make to the EMA for accelerated 

assessment are rejected. So far in 2019, just three 
out of the nine requests processed have been 
granted.

Zolgensma (onasemnogene abeparvovec) was 
granted accelerated assessment in July 2018 but 
had had it removed by July 2019.

Zolgensma was approved in the US following 
expedited review for all three types of spinal 
muscular atrophy (SMA) at the end of May and 
has the distinction of being the world’s most 
expensive drug, priced at around $2m, albeit with 
that cost spread over five years. As such, its early 
market performance is being keenly watched, not 
least by Biogen, which is feeling the first heat of 
competition to its blockbuster Spinraza. During 
its second-quarter results presentation, Novartis 
insisted that its roll-out was on track and in line 
with expectations, but did not give specific sales or 
numbers of patients treated. (Also see “Novartis 
CEO Calms Concerns Over Zolgensma launch “ - 
Scrip, 18 Jul, 2019.)

Biogen has had the SMA market to itself since 
Spinraza’s first launch in the US in early 2017, 
which was swiftly followed in the EU. It quickly 
became a top seller. Biogen reported Spinraza 
sales of $488m in sales during the second quarter, 
15% up on the $423m booked in the second 
quarter of 2018,  although it represented a 6% 
decline from the $518m realized during the first 
quarter of 2019. Despite the slip, Biogen stressed 
that Zolgensma poses a minimal threat because 
it is indicated only for SMA patients two years old 
and younger, while the most significant market 
opportunity is in adult patients. (Also see “Biogen 
Growth Continues, But Analysts Worry About 
Near-Term R&D Prospects” - Scrip, 23 Jul, 2019.)

While it remains to be seen how effective Novartis 
will be at persuading individual EU counties to 
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agree to cover its high initial cost once Zolgensma 
does gain EU approval, the loss of accelerated 
assessment will take a little of the pressure off 
and Spinraza’s EU sales will remain unimpinged 
for that bit longer.

In response, AveXis Inc. said that being on a 
standard approval timeline would “give the 
[EMA] the time they need to review the robust 
amount of data we are providing to answer their 
questions.” It added that it continued to work 
closely with European regulators during their 
review of its product and that it was anticipating a 
potential approval in the second half of 2019.

Pink Sheet reported that a London-based 
executive board member of the nonprofit group 
SMA Europe, Kacper Rucinski, said the EMA had 
“quite a significant number of questions for 
AveXis.” He added: “My understanding is that the 
EMA wants to very thoroughly review the data and 
the scope of approval.”

Zolgensma is the only one of the seven products 
to revert to a standard review to be receiving 
support under PRIME, the EMA’s priority 
medicines scheme. Products in PRIME are 
expected to undergo accelerated assessment.

Larotrectinib
 Bayer AG/Loxo Oncology Inc.’s larotrectinib 
is another product to have lost accelerated 
assessment in the EU, in December 2018, after 
it was granted in July 2018. It finally received a 
positive opinion from the EMA’s Committee for 
Medicinal Products for Human Use on 26 July 
2019. It was first approved as Vitrakvi in the US in 
November 2018 for both adults and children with 
solid tumors that have a neurotrophic receptor 
tyrosine kinase (NTRK) gene fusion, making it the 

first so-called “tumor-agnostic” anticancer. (Also 
see “FDA Nod For Loxo/Bayer Tissue Agnostic 
Drug Marks Paradigm Shift In Cancer “ - Scrip, 27 
Nov, 2018.) 

Despite the loss of accelerated assessment, it has 
enjoyed a review time advantage over Roche’s 
similar product entrectinib, which earlier this year 
failed to get an accelerated assessment. Roche 
had filed entrectinib for use in two settings: the 
tumor-agnostic NTRK gene fusion indication 
and for a NSCLC-specific indication in ROS1-
positive metastatic disease. Unlike larotrectinib, 
entrectinib inhibits not just NTRK but also ROS1 
kinase, a protein predominantly found in lung 
cancer.

The problem arose because the EMA was only 
prepared to fast-track entrectinib for the NTRK 
gene fusion indication and not for use in the 
ROS1 NSCLC setting. Under the EMA’s rules, 
an accelerated assessment can only concern 
the entire scope of a single MAA. As the two 
indications were included in the same application, 
this meant the entire dossier was given a standard 
review. (Also see “Roche’s EU Accelerated 
Assessment Bid For Tumor Agnostic Entrectinib 
Backfires” - Scrip, 4 Mar, 2019.)

Meanwhile, Roche has beaten Bayer/Loxo to 
market in Japan. Last month, entrectinib was 
approved as Rozlytrek by the country’s Ministry 
of Health, Labor and Welfare for the treatment 
of adult and pediatric patients with NTRK fusion 
gene-positive advanced or recurrent solid tumors, 
regardless of cancer type following an expedited 
priority review granted under Japan’s orphan 
drug and “sakigake” schemes. (Also see “Roche 
Beats Rivals To Japan Tumor-Agnostic Market With 
World-First Rozlytrek Nod” - Scrip, 19 Jun, 2019.)
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Novartis CEO Explains Delay In Telling US FDA About 
Zolgensma Data Fraud: We Wanted To Understand It First

Executive Summary
Novartis is in the process of “exiting” the “small 
number” of scientists involved in the fraud, CEO 
Narasimhan says.

 

Novartis AG tried to squash any thoughts that it 
had a nefarious intent in not disclosing the data 
fraud it knew about before approval of its gene 
therapy Zolgensma, saying the company wanted 
a full understanding of the issue first before 
bringing it to the attention of regulators.

CEO Vasant Narasimhan said during a 7 August 
conference call with analysts that the company 
determined safety, efficacy, and quality were 
not in danger due to the manipulation and as 
such decided to wait until its investigation was 
concluded and the company “could provide the 
best information and technical analysis.”

Narasimhan added that the same assessments of 
the data manipulation also were sent to European 
and Japanese regulators, which currently still 
are reviewing Zolgensma (onasemnogene 
abeparvovec-xioi).

“We placed the priority on completing that 
technical assessment and getting our assessment, 
initial assessment, to the agencies,” he said during 
the conference call. “If the timing had worked out, 
that we finished that investigation before we got 
a BLA approval, we would have sent the report in 
before the BLA approval.”

The US Food and Drug Administration announced 
6 August that it received word from Novartis and 
subsidiary AveXis Inc. that data was manipulated 
in Zolgensma’s biologics license application. The 

BLA was approved on 24 May; Novartis became 
aware of the problem as early as 14 March, but 
did not inform the FDA until 28 June.

FDA and Novartis said that they remain confident 
in Zolgensma, a treatment for children age two 
and younger with spinal muscular atrophy, and 
that the product should remain on the market. 
(Also see “Novartis’ Zolgensma Had Manipulated 
Data In Application, US FDA Says” - Pink Sheet, 6 
Aug, 2019.)

Response Was ‘Normal Course Of Business’
Not surprisingly, many analyst questions during 
the conference call focused on the Novartis 
internal investigation of the situation.

When asked whether the FDA should have 
been notified of the issue sooner, Rob Kowalski, 
Novartis global head of regulatory affairs, said 
the company followed its prescribed process 
and that typically the company will not inform 
the regulatory agency until it understands the 
information in hand.

“That’s exactly what we did by completing 
– getting an interim read and our quality 
investigation, which was really the moment that 
we understood the issues in detail,” he said. 
“That’s pretty standard. The only exception to that 
of course would have been if we felt even on early 
preliminary data there was some imminent harm 
to patients or efficacy or safety, and which was not 
the case here at any point in the investigation.”

“I would say it was normal course of business and 
pretty typical for how we handle these items,” 
Kowalski added.

Narasimhan did not offer the exact point he 
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became aware of the problem. He said only that 
he was primarily involved in discussions of how 
to approach the investigation once the data 
manipulation was confirmed, how to ensure a 
robust investigation to assess product safety and 
quality, as well as assure no harm to patients, and 
when to ensure regulators were updated.

The data fraud involved an in vivo murine potency 
assay used to compare versions of Zolgensma 
manufactured for Phase I and Phase III clinical 
trials. The FDA concluded that only a small 
amount of data was involved and that the totality 
of evidence still supported benefits outweighing 
risks.

More investigation by the FDA is expected over 
the coming months, however, and may require 
additional submissions from Novartis. The agency 
also warned that civil or criminal penalties may be 
sought, but would not elaborate. In response to a 
question about potential Park Doctrine exposure, 
Narasimhan said he was not in a position to 
answer. Other legal issues related to the case also 
may arise. 

Novartis Says Problem Limited To One 
Location
Novartis also tried to distance itself from AveXis, 
stating that the problem was confined to one 
location and had not spread to other parts of the 
company.

“We are now in the process of exiting the small 
number of AveXis scientists involved in these data 
inaccuracies,” Narasimhan added.

He did not want to speak to individual motives 
for manipulating the assay data, but said “I think 
in this instance the individuals maybe – may have 
been trying to get a certain outcome. Interestingly 
from what we can tell, it didn’t actually matter in 
the end anyway.”

Analysts at William Blair also seemed to downplay 
the data manipulation problem, saying in a 
note that the in vivo potency assay now used 
for commercial manufacturing does not appear 
affected, meaning the issue “is likely not that 
impactful beyond poor optics.”

The company investigation also indicated that the 
data manipulation pre-dated Novartis’ acquisition 
of AveXis. Narasimhan said that while the assay in 
question was used until June 2018, “most of the 
development of the assay happened prior to our 
acquisition of AveXis.”

Novartis purchased AveXis for $8.7bn in April 
2018. (Also see “Novartis Goes Big On Gene 
Therapy With $8.7bn AveXis Acquisition” - Scrip, 9 
Apr, 2018.)

Reviews Ongoing In Other Regions
While the US FDA was told on 28 June, regulators 
in Europe and Japan were contacted on 1 and 2 
July respectively. The difference “was just based 
on weekends and time zones so we tried to do 
all of the notifications concurrently,” Narasimhan 
said. He emphasized that this was in the middle 
of the reviews for the other regulators, and 
timing was driven by the completion of the 
technical assessments of the fraud, not approval 
considerations. 

It is unclear whether the data manipulation issue 
was related to the EMA’s decision to revoke 
Zolgensma’s accelerated assessment and move 
to a standard review, which was announced in 
the middle of July, a few weeks after the agency 
learned of the fraud. (Also see “EU Accelerated 
Assessment – Hard To Get, Hard To Keep” - Pink 
Sheet, 19 Jul, 2019.)

The EMA isn’t talking about the reason for the 
review downgrade, and Novartis dodged the 
question on the analyst call. Dave Lennon, 
president of AveXis, said the firm received “a large 
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volume” of requests as part of “our second set of 
questions from the European agencies, and for 
that reason we needed to provide a large robust 
response and that information agency requires 
additional time for us to submit that as well as for 
them to review it and therefore we’ve moved out 
of the accelerated assessment process. But we are 
on track for a Q4 approval as we’ve indicated.”

Lennon acknowledged, “as you can imagine,” 
some of the questions the firm is fielding from the 
EMA and Japan authorities “do overlap the data in 
question, but ... it’s a small portion of the overall 
ongoing discussions that we have with those 
authorities and we don’t anticipate any updates to 
it or any delays to our continued discussions.”

The Zolgensma case is not the first data 
manipulation problem found in the gene therapy 
sector this year, so regulatory authorities could 
be especially concerned about it. The South 
Korean Ministry of Food and Drug Safety pulled its 
approval of Kolon Life Science Inc.’s Invossa (TG-C) 
earlier this year after determining the company 
submitted false data at the time of approval.

The scandal resulted in calls for the South Korean 

government to review all its cell therapy approvals 
to ensure the problem was not more widespread. 
(Also see “Invossa Fallout: Call For Review Of All 
Korea-Approved Cell Therapies” - Pink Sheet, 31 
May, 2019.)

ICER Says Manipulated Data Not Used In Its 
Assessment
Zolgensma has been hailed as a long-awaited 
treatment for a rare disease, but was criticized for 
its price of more than $2m. (Also see “It’s Official: 
Novartis SMA Gene Therapy Zolgensma Is World’s 
Most Expensive Drug” - Scrip, 24 May, 2019.)

The Institute for Clinical and Economic Review 
(ICER) said in a statement that the manipulated 
animal data did not factor into its assessment 
of the comparative clinical effectiveness and 
economic value of Zolgensma. ICER said it will 
update its assessment if human trial data were 
compromised.

ICER determined a $1.1m to $2.1m price range 
for the treatment would be appropriate. (Also see 
“ICER 2020 Priorities Include Drugs For Ulcerative 
Colitis, NASH And Gene Therapies “ - Scrip, 10 Jul, 
2019.)



13 / October 2019 © Informa UK Ltd 2019 (Unauthorized photocopying prohibited.)

Novartis’ Zolgensma Had Manipulated Data In Application,  
US FDA Says

Executive Summary
Gene therapy should remain on the market, FDA 
says, but Novartis could face civil or criminal 
penalties. Firm knew of problems before approval.

 

Novartis AG and subsidiary AveXis Inc. may face 
civil or criminal action after revelations by the 
US Food and Drug Administration that not only 
was data used for approval of the gene therapy 
Zolgensma manipulated, but also that the 
company knew about the problem before the 
product was approved and did not disclose it.

Center for Biologics Evaluation and Research 
Director Peter Marks said in a 6 August statement 
that the FDA is assessing the situation, but 
“remains confident that Zolgensma should remain 
on the market.”

Marks said the manipulated data is “limited to 
only a small portion of the product testing data 
that was contained in the marketing application.”

“This product testing data was used by the 
manufacturer to support the development of its 
production process for the product,” Marks said 
in the statement. “These data do not change the 
agency’s positive assessment of the information 
from the human clinical trials that were conducted 
as part of the development program. The totality 
of the evidence demonstrating the product’s 
effectiveness and its safety profile continues to 
provide compelling evidence supporting an overall 
favorable benefit-risk profile.”

Novartis maintained in a statement that the 
company was fully confident in the safety, quality 
and efficacy of Zolgensma and was committed 

to taking appropriate actions to prevent future 
incidents across its portfolio. The company also 
said that it remains “fully capable of releasing 
high-quality, fully compliant Zolgensma to patients 
in need.”

Novartis received approval for Zolgensma 
(onasemnogene abeparvovec-xioi) on 24 May. The 
gene therapy is indicated for treatment of children 
age two and younger with spinal muscular 
atrophy with bi-allelic mutations in the survival 
motor neuron 1 gene.

The treatment was haled as a breakthrough for 
a rare disease, but also criticized for its price. 
Novartis said the product will cost $2m, or 
$425,000 annually for five years. (Also see “It’s 
Official: Novartis SMA Gene Therapy Zolgensma 
Is World’s Most Expensive Drug” - Scrip, 24 May, 
2019.)

Novartis informed FDA on 28 June about the data 
manipulation problem, which involved an in vivo 
murine potency assay. But agency officials added 
in the statement that the company was aware 
of the issue before Zolgensma was approved, 
potentially as early as 14 March, and did not tell 
the agency until after approval.

Wilson Bryan, director of CBER’s Office of Tissues 
and Advanced Therapies, wrote in a post-approval 
memo on Zolgensma that had the issue been 
disclosed when known, approval likely still would 
have been granted, although it may have been 
delayed.

“The delay would have been necessary in order 
for the FDA to investigate the data manipulation, 
determine the impact of the data manipulation 
on the [chemistry, manufacturing, controls], 
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pharmacology/toxicology, and clinical trial 
results, and revise the relevant BLA reviews,” 
Bryan wrote. “However, I believe that CBER 
would have ultimately approved the BLA based 
on all information currently available, including 
compelling evidence of effectiveness and a 
favorable benefit-risk profile.”

Marks said “the agency will use its full authorities 
to take action, if appropriate, which may include 
civil or criminal penalties,” to deal with the issue. 
The agency would not comment further.

The FDA also is reviewing the manipulated 
product testing data used in the production 
process and assessing information from a 
recently completed inspection “to determine 
the implications for the FDA’s scientific review 
of the information in the BLA,” and will amend 
the publicly released review documents as 
appropriate, Marks said.

Novartis also said that it did not expect the news 
to affect the timing of any ongoing Zolgensma 
regulatory filings and development programs. The 
European Medicines Agency recently revoked the 
product’s initial accelerated assessment, instead 
deciding the product will receive a standard 
review. (Also see “Novartis’s Zolgensma Loses EU 
Accelerated Assessment” - Scrip, 26 Jul, 2019.)

Manipulated Data Affected Phase I, III Product 
Comparability
Bryan wrote in the memo that the manipulated 
data involves the results of an assay used 
to compare the versions of the product 
manufactured for Phase I and Phase III clinical 
trials and animal toxicology studies, since the 
processes were different. He said the manipulated 
data likely impact interpretation of the results of 
the Phase I clinical trial results, and some of the 
nonclinical studies in the original BLA, but did 
not appear to impact interpretation of animal 
toxicology or Phase III clinical trial.

Bryan said the Phase III results still offer 
compelling evidence of efficacy and sufficient 
evidence of safety to support a favorable benefit-
risk profile. He added that while Phase I and 
Phase III product comparability is in question, they 
are closely related because both consist of the 
same vector and transgene.

“Therefore, my current assessment is that 
the Phase I trial results provide supportive 
(confirmatory) evidence of the effectiveness of the 
Phase III product,” he wrote. “The BLA meets the 
regulatory requirement for substantial evidence 
of effectiveness, based on one adequate and 
well-controlled investigation (i.e., the results of 
the Phase III trial) plus supportive evidence (i.e., 
the results of the Phase I trial). Based on the 
information currently available, Zolgensma is 
safe, pure, and potent (effective) for the indicated 
population.”

Bryan also said a complete assessment of the 
impact of the manipulated data will require 
more investigation, as well as discussions within 
CBER and with Novartis. The company also may 
have to submit additional supplements for FDA 
review, which “may take at least several months.” 
However, for the time being the Zolgensma label 
is adequate, he said.

483 Observations Included Possible Data 
Manipulation
FDA inspectors visited an AveXis control testing 
lab for an inspection from 24 July through 2 
August, where data manipulation was among the 
observations noted.

In the 483 report, the inspector wrote that a 
Non-conformance Report (NCR) was initiated on 
15 May after the company’s Chief Quality Officer 
alleged data from in vivo relative potency assay 
studies “may have been mismanaged or even 
potentially manipulated.”
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The inspector indicated in the report that there 
was no documentation that an audit of other 
potentially impacted data, studies or reports 
was conducted or is planned to determine 
whether the allegations were true or that no 
more investigation was needed. The inspector 
also wrote that there was no documentation “as 
to why the NCR was not opened until 15 May 
2019 when the initial allegation is documented as 
having been reported on 14 March 2019.”

Inspectors also noted other NCR issues, including 
documentation generation discrepancies. In 
addition, laboratory records did not include 
complete data derived from all tests, examinations 
and assays necessary to assure compliance with 
specifications, quality control procedures were not 
fully followed, complete records of lab reference 
standardization were missing, and established 
test procedures were not followed.

Another Addition To High-Profile Data Integrity 
Problems
Unfortunately for the gene therapy industry, 
the Zolgensma case is the second data integrity 
problem involving the products to emerge in 
recent months. The South Korea Ministry of Food 
and Drug Safety pulled its approval of Kolon Life 
Science Inc.’s cell and gene therapy Invossa (TG-C) 
after determining the company submitted false 
data at the time of approval. (Also see “Invossa 
Approval Revoked As Korea Confirms False Data 
Submission” - Pink Sheet, 28 May, 2019.)

The move resulted in calls for the South Korean 
government to review all of its approved cell 
therapies to ensure the problem was not more 
widespread. (Also see “Invossa Fallout: Call For 
Review Of All Korea-Approved Cell Therapies” - 
Pink Sheet, 31 May, 2019.)

Data integrity problems also are not new for 
the FDA. The agency has investigated numerous 
cases and improved its forensic capabilities. (Also 
see “FDA’s Improved Forensics Uncovers More 
Manufacturing Data Integrity Issues” - Pink Sheet, 
4 Apr, 2016.)

A data fraud and manufacturing violations case 
against Ranbaxy Laboratories Ltd. resulted in a 
$500m settlement in 2013. The company faced 
several Good Manufacturing Practice and data 
integrity problems at several facilities in India. 
(Also see “Ranbaxy’s $500 Million Settlement 
Includes Criminal Penalties” - Pink Sheet, 13 May, 
2013.)

In 2016, the FDA told new and generic drug 
sponsors to repeat bioequivalence and 
bioavailability studies conducted by Semler 
Research Center Private Ltd. after an inspection 
found invalid study data had been submitted. The 
agency decided it would no longer accept data 
generated by the company as the basis to approve 
an application. (Also see “Indian CRO Inspection 
Fall-Out: Semler’s Clients Have To Repeat Studies 
For US FDA” - Pink Sheet, 25 Apr, 2016.) 
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FDA’s Withdrawn Reg On Data Fraud Hangs Over Zolgensma 
Incident

Executive Summary
Democratic senators push data-challenged gene 
therapy into maw of drug pricing debate as they 
press acting commissioner Sharpless to bring the 
hammer down on Novartis, but also question US 
FDA’s decision to withdraw the proposed rule last 
year.

 

The controversy over US drug pricing is giving a 
burst of attention to a rule on reporting about 
data falsification in clinical and nonclinical studies 
that the US Food and Drug Administration 
proposed nine years ago and withdrew last 
September that goes beyond anything the reg’s 
authors likely could have imagined.

Two presidential candidates, the senator 
responsible for wrangling Democratic votes on 
drug pricing legislation and two other Democratic 
senators who are key advocates for affordable 
drugs have demanded to know why the FDA 
withdrew the proposed rule.

That demand appeared at the end of a 9 August 
letter to acting FDA commissioner Ned Sharpless 
that attacked Novartis AG and its AveXis Inc. unit 
for manipulating data in their development of 
Zolgensma, a gene therapy the FDA approved 
in May for children with a severe form of spinal 
muscular atrophy. (Also see “Novartis’ Zolgensma 
Had Manipulated Data In Application, US FDA 
Says” - Pink Sheet, 6 Aug, 2019.)

The letter framed the data falsification issue 
as part of a story about pharmaceutical price 
gouging, a narrative that will likely fuel a legislative 
showdown on drug pricing this fall and perhaps 
advance the ambitions of the two leading 

progressives running for president.

They are branding Zolgensma as a poster child for 
greed and fraud before it can become a poster 
gene therapy for curing children.

The letter from senators Dick Durbin, D-IL, Bernie 
Sanders, I-VT, Elizabeth Warren, D-MA,  Tammy 
Baldwin, D-WI, and Richard Blumenthal, D-CT, 
sputters with outrage about Zolgensma, calling 
it “the most expensive medication in American 
history, with a price tag of $2.1 million,” and 
declaring that “this scandal smacks of the 
pharmaceutical industry’s privilege and greed, and 
Americans are sick of it.”

Noting that AveXis apparently knew about the 
data manipulation in March, but did not disclose it 
to the FDA until 28 June, well after Zolgensma’s 24 
May approval, the senators asserted in their letter 
to the acting commissioner that “it is an outrage 
that after knowingly misleading the FDA in a rush 
to make a profit, this pharmaceutical company 
refused, in its August 6, 2019, press release, to 
acknowledge any culpability or remorse. Instead, 
the company doubled down on its greed-driven 
behavior.”

The senators found it “appalling” that Novartis 
benefited from federally funded research and 
various types of expedited review designations, 
“all the while [breaking] records and budgets with 
its staggering $2.1 million price.”

The letter mentions in passing that Zolgensma 
is an “important medical breakthrough for a 
vulnerable patient population” before going back 
on the attack.

“It is unconscionable that a drug company would 
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provide manipulated data to federal regulators in 
order to rush its product to market, reap federal 
perks and charge the highest amount in America 
history for its medication,” the senators wrote 
in urging Sharpless “to use your full authorities 
to hold AveXis accountable for its malfeasance, 
including through all appropriate criminal, civil 
and regulatory actions against the company.”

Why The FDA Withdrew Its Proposed Rule
And then there is the part about the proposed 
rule.

The senators demand that by 1 September, the 
acting commissioner provide “a formal written 
explanation … for why FDA decided to withdraw 
[the] proposed regulation in October 2018, 
which would have required sponsors of certain 
clinical trials to promptly report suspected data 
falsification to FDA.”

They went on to ask, in light of the Zolgensma 
situation, “whether FDA plans to reissue such 
regulation.”

What The Docket Says
The proposed rule’s docket at regulations.gov 
gives a brief but formal explanation for its 28 
September 2018 withdrawal, saying that the FDA 
believes the rule would not help much if at all, 
given the existing mechanisms for alerting the 
agency to data falsification:

“The rule is not needed to protect research 
subjects or to help ensure the integrity of 
clinical trial data submitted to FDA in support 
of marketing applications and petitions for 
product approvals. Existing regulations require 
study sponsors to notify FDA when they end an 
investigator’s participation in an investigation (21 
CFR 312.56(b)), and institutional review boards 
must notify us when they suspend or terminate 
their approval of research (21 CFR 56.113). Based 
on our review of recent data, we conclude that 

we are receiving adequate notice of falsification 
of data, and we do not believe that adopting the 
proposed requirements would provide us with 
substantial additional information.”

What The Proposed Rule Said
The proposed rule would have required sponsors 
to report within 45 days information pertaining 
to any individual that may have engaged in 
falsification of data in studies involving human or 
animal subjects. (Also see “ US FDA proposes rule 
for sponsors to report falsified data within 45 days 
“ - Pink Sheet, 26 Feb, 2010.)

The proposal, a response to egregious and 
unreported falsification of data by clinical 
investigators in the 1990s, mentions the case 
of one investigator who falsified data that 47 
sponsors relied on in 91 applications. None of 
those falsifications were reported to the FDA, 
and the agency only found it about it after 
investigating complaints.

After various internal deliberations and 
interactions with an industry trade association, 
an agency working group decided its regulations 
were unclear on what data falsification to report 
and when to report it.

While FDA inspections found some falsification, 
sponsors could and did find more, but sometimes 
reacted by excluding data or terminating 
investigators without explaining why. The 
proposed rule would have addressed these issues 
but drew a lot of complaints from industry. (Also 
see “US industry concerned about FDA’s data 
falsification rule” - Pink Sheet, 14 Jun, 2010.)

The main concern raised by the Pharmaceutical 
Research and Manufacturers of America, the 
Biotechnology Innovation Organization, and 
other industry groups is that the rule would have 
required reporting of every possible instance of 
fraud, including cases of data entry errors.
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As one lawyer told the Pink Sheet at the time, 
“any experienced clinical trial auditor will tell you 
there is a lot of gray area between an ‘error’ and 
‘falsification.’”

The University of Pittsburgh said that if the rule 

went final, it would likely flood the FDA with false 
alarms.

Now it’s the rule’s withdrawal that’s generating 
alarms. Whether they’re false, well that would be 
another gray area.

Learn more

https://pages.pharmaintelligence.informa.com/zolgensma-free-trial?src=Marketing%20Campaign

