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The Pharmacovigilance Risk Assessment  
Committee Meeting on 28-31 October 2019

Please be informed that the following signals  
are included (on the current draft agenda) for  
the next PRAC meeting (12-15 March 2019): 

EU referral procedures for safety reasons –  
Urgent EU procedures  
None

EU referral procedures for safety reasons –  
Other EU referral procedures  
Ongoing procedures 
– Cyproterone acetate   
– Leuprorelin1  
– Alemtuzumab  
– Tofacitinib

New signals detected from EU spontaneous  
reporting systems

• Adalimumab – Signal of autoimmune encephalitis

• Buprenorphine – Signal of drug-drug interaction with  
 serotonergic drugs leading to serotonin syndrome

• Ibuprofen – PEDEA (CAP); NAP; ketoprofen(NAP)   
 and fixed-dose combinations: chlorphenamine, 
 ibuprofen, phenylephrine (NAP); dimenhydrinate, 
 ibuprofen, caffeine (NAP); ibuprofen, ascorbic acid 
 (NAP); ibuprofen, caffeine (NAP); ibuprofen, codeine 
 (NAP); ibuprofen, hydrocodone (NAP); ibuprofen, 
 paracetamol (NAP); ibuprofen, phenylephrine 
 (NAP); ibuprofen, pseudoephedrine (NAP); 
 ketoprofen, omeprazole (NAP), ketoprofen,  
 sucralfate (NAP) – Signal of serious exacerbation  
 of infections

• Imiquimod – Signal of pemphigus

• Tigecycline – Signal of bradycardia

• Vascular endothelial growth factor (VEGF) inhibitors5 – 
 Signal of artery dissections and  
 aneurysms  

• Infliximab – Signal of Kaposi’s sarcoma

• Mycophenolic acid (NAP); mycophenolate mofetil –  
 Signal of posterior reversible encephalopathy  
 syndrome (PRES)

• Paroxetine – Signal of microscopic colitis

• Pazopanib – Signal of tumour lysis syndrome (TLS)

New signals detected from other sources

• Ceftriaxone – Signal of encephalopathy 

Signals follow-up and prioritization

• 5 alfa-reductase inhibitors (5ARIs): finasteride (NAP);  
 dutasteride (NAP) – Signal of type 2 diabetes  
 mellitus (T2DM)

• Azacitidine – Signal of progressive multifocal  
 leukoencephalopathy (PML)

• Ferric carboxymaltose (NAP); iron (NAP);  
 iron dextran (NAP); iron (III) isomaltoside (NAP);  
 iron sucrose (NAP); sodium ferric gluconate (NAP) –  
 Signal of arteriospasm coronary 
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New Approvals and Launches

NICE Backs NHS Use of Novartis’  
Gene Therapy Luxturna (continued over)

Patients have to have sufficient retinal cells remaining for the 

treatment – which involves a one-time injection under the retina 

– to be carried out. 

“We are delighted with today’s decision by NICE to recommend 

voretigene neparvovec for use in patients with vision loss due to  

a genetic mutation in both copies of the RPE65 gene,” said Haseeb 

Ahmad, managing director for UK, Ireland and Nordics at  

Novartis Pharma.

“Novartis’ gene therapy Luxturna for a rare, inherited form of 
blindness should be available for routine NHS use in England 
and Wales” says NICE.

Mutations in both copies of the RPE65 gene affect roughly 1 in 

200,000 people, and it is estimated there are around 180 patients 

with double mutations in the RPE65 gene in England and Wales, 

with less than half diagnosed via genetic analysis.

Luxturna (voretigene neparvovec) has been shown in clinical 

trials to both improve vision and prevent progressive sight loss. 

Sue Sharp, deputy chief executive at the Royal Society for Blind 

Children, said: “We see first-hand the devastating effect of childhood 

sight loss, and so we welcome news of this breakthrough therapy 

and its impact on the lives of children with inherited retinal  

dystrophies disorder.”

The one-off treatment, approved in Europe last November – 

has been backed by the cost-effectiveness watchdog for use in 

children and adults who are living with vision loss due to genetic 

mutations in both copies of the RPE65 gene.

Luxturna has been shown 

in clinical trials to both 

improve vision and prevent 

progressive sight loss
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New Approvals and Launches

NICE Backs NHS Use of Novartis’  
Gene Therapy Luxturna

“Through effective collaboration with NICE and NHS England, it has 

been possible to secure rapid access to the first and only one-time 

gene therapy for patients living with this condition.”

Novartis secured rights to the therapy outside the US from  

its original developer Spark Therapeutics last year shortly  

after the biotech won FDA approval for Luxturna as the first 

directly-administered gene therapy in the US.

www.pmlive.com/pharma_news/nice_backs_nhs_use_
of_novartis_gene_therapy_luxturna_1300700?utm_
source=pmlive&utm_medium=email&utm_
campaign=pmlive_daily

www.pmlive.com/pharma_news/msds_keytruda_catches_
up_in_kidney_cancer_1300812?utm_source=pmlive&utm_
medium=email&utm_campaign=pmlive_daily

Novartis secured  

rights to the therapy  

outside the US from  

its original developer  

Spark Therapeutics  

last year 
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New Approvals and Launches

FDA Approves Bavarian Nordic’s Smallpox  
and Monkeypox Vaccine

It becomes the first non-replicating smallpox vaccine to be  

approved by the FDA, and the only vaccine approved for the  

prevention of monkeypox. It is authorised for the prevention  

of the diseases in adults over the age of 18.

It will be available for people who are deemed to be at a high risk 

of contracting either infection, and will also become part of the 

Strategic National Stockpile in the US. This is the national supply 

of potentially life-saving medicines and medical supplies for use 

in the case of a public health emergency that causes supplies to 

be depleted.

Bavarian Nordic’s vaccine is unique in that it does not physically 

contain the viruses which cause these diseases. It consists of a 

vaccinia virus, which is closely related to the viruses which cause 

smallpox and monkeypox but are not as harmful.

Following this approval, the Danish-headquartered biotech was 

granted a Priority Review Voucher (PRV) under the Material Threat 

Medical Countermeasure PRV programme. The company has said 

that it intends to sell the voucher to a third party buyer.

www.pmlive.com/pharma_news/fda_approves_bavarian_
nordics_smallpox_and_monkeypox_vaccine_1302567?utm_
source=pmlive&utm_medium=email&utm_
campaign=pmlive_daily

It will be available  

for people who are  

deemed to be at a  

high risk of contracting 

either infection
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New Approvals and Launches

AveXis Allegedly Manipulated Data to get Spinal  
Muscular Atrophy Gene Therapy on the Market
Novartis has disclosed to the FDA that some testing data for its newly 
approved gene therapy were manipulated. The company did not 
inform the FDA more than a month after the therapy’s approval.    

AveXis, a subsidiary of Novartis, knew about the manipulated data 
two months before it was officially approved. AveXis manufactures 
the product in question, Zolgensma, which stands as the first  
approved gene therapy for children under age two with spinal  
muscular atrophy (SMA). Wilson Bryan, the director of the FDA  
division said that “Had the agency known about the manipulation,  
it would have delayed the approval of Zolgensma”. 

The rare disease SMA stems from a mutation in the survival motor 
neuron 1 (SMN) gene, which codes for a ubiquitous protein essential 
for the function and maintenance of motor neurons. The most common 
subtype of the disease, infantile-onset SMA, causes children to have 
trouble swallowing, breathing, and holding their head up, according 
to the FDA. Most of those afflicted don’t survive past early childhood, 
making SMA the leading genetic cause of infant death. 

Zolgensma works by delivering a functional copy of the human SMN 
gene to motor neuron cells, thereby inciting the production of SMN 
proteins and improving muscle function. The one-time intravenous 
administration made headlines as the most expensive medical  
treatment ever at $2.1 million, according to the Associated Press. 

Novartis said that it  

began investigating  

the alleged data  

manipulation after  

learning about it  

from AveXis

Novartis said that it began investigating the alleged data manipulation 
after learning about it from AveXis. The company then came to the 
FDA once it reached “interim conclusions.”

The data under scrutiny were gathered in animals, not humans,  
and used by the manufacturer “to support the development of its 
 production process for the product,” Peter Marks, the FDA director  
of the Center for Biologics Evaluation and Research, says in the FDA 
statement. The sullied data do not undermine the agency’s overall 
assessment of Zolgensma, which concluded the therapy is safe and 
effective, he adds. “The FDA is carefully assessing this situation and 
remains confident that Zolgensma should remain on the market.”  

The agency is now closely evaluating the extent and implications  
of the data manipulation, also pulling information from a recent  
inspection of the manufacturing facility. Novartis may face “civil or 
criminal penalties,” if appropriate, because its subsidiary knew about 
the data manipulation before Zolgensma was FDA-approved.

Parents and health care professionals  
may call the FDA at 800-835-4709  
or contact AveXis for more information.  
The FDA will continue to issue  
updates as the evaluation  
progresses.  
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New Approvals and Launches

MET mutations, identified in approximately 4% of patients with 

NSCLC, are associated with poor prognosis. The mutations,  

typically seen among older patients, can limit treatment options.

No targeted therapies are approved to treat MET exon  

14 skipping-mutated NSCLC.

Prior studies have shown capmatinib (INC280, Novartis), an  

investigational, oral MET inhibitor, to be highly selective and potent 

in this setting, according to a Novartis-issued press release.

The FDA granted breakthrough therapy designation to capmatinib 

for first-line treatment of metastatic MET exon 14 skipping-mutated 

non-small cell lung cancer.

“We look forward to working with the FDA and global health  

authorities to bring capmatinib to patients who currently have no 

available targeted therapy options,” John Tsai, MD, head of global 

drug development and chief medical officer of Novartis, said in 

the release.

The mutations,  

typically seen among  

older patients, can limit 

treatment options

Capmatinib Granted FDA’s Breakthrough Therapy 
Designation for Lung Cancer Subset
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Medical Devices and/or Orphan drugs

FDA Experts Warn Medical Devices are Vulnerable  
to Hacking, Errors

The FDA is warning patients, medical providers and hospitals that 

software vulnerabilities in some medical devices might allow a 

hacker to take control of items that connect to wireless networks.

“These cybersecurity vulnerabilities may allow a remote user to  

take control of a medical device and change its function, cause 

denial of service, or cause information leaks or logical flaws, which 

may prevent a device from functioning properly or at all,” according 

to a statement from the agency.

The FDA identified 11 cybersecurity holes in operating systems 

that run third-party software called IPnet, which computers  

use to communicate with each other. IPnet is used in many  

medical devices.

So far there have been no reports of devices or networks being 

hacked this way, but the agency wants patients to remain wary.

So far there have  

been no reports of  

devices or networks  

being hacked this way,  

but the agency wants  

patients to remain wary
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Regulatory News

European Commission Clears Cannabidiol  
for Severe Forms of Epilepsy

A year earlier, the US Food and Drug Administration approved 

GW’s same version of the drug under the name Epidiolex –  

making it the first cannabis drug approved by the agency.  

The EC’s approval also marks its first for a plant-derived cannabis-

based medication.

The EC’s approval was based on four phase 3 trials that included 

more than 714 total patients with one of these two syndromes. 

Results showed that cannabidiol plus other anti-epileptic therapies 

significantly reduced the frequency of seizures vs placebo.

Somnolence, diarrhea, pyrexia/fever, fatigue, vomiting, and 

decreased appetite were the most common treatment-related 

adverse events.

“The EMA approval of Epidyolex will bring hope to patients and  

families, with the potential to better control seizures and improve 

quality of life,” Ben-Menachem noted.

The new approval will allow marketing of the drug in all 28  

European Union countries, plus Norway, Iceland, and Liechtenstein, 

the company reported.

The European Commission (EC) has approved the add-on use 

of cannabidiol oral solution (Epidyolex, GW Pharmaceuticals)  

for treating seizures associated with two severe forms of epilepsy, 

the manufacturer reports.

The indication for the drug in the EC’s marketing authorization  

is for use as adjunctive therapy with clobazam (multiple brands) 

in patients ages 2 and older who have Lennox-Gastaut syndrome 

(LGS) or Dravet syndrome.

As reported by Medscape Medical News, the European Medicine’s 

Agency’s (EMA’s) Committee for Medicinal Products for Human 

Use recommended approval for the drug in July.

Results showed that 

cannabidiol plus other 

anti-epileptic therapies 

significantly reduced the 

frequency of seizures  

vs placebo
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Regulatory News

US FDA to Collaborate with Canadian and Australian 
Counterparts to Review Cancer Drugs Simultaneously

The FDA unveiled a new international collaboration, Project Orbis,  

for simultaneous review and approval of cancer drugs along with 

the agency’s Australian and Canadian counterparts.

The simultaneous approval of cancer therapies by the three 

regulators is intended to accelerate the process of making these 

new treatments available to patients around the world and also 

reduce the cost of the drug review process.

German pharmacies closed after pregnant woman dies from 

tainted diabetes test.

German authorities have closed three pharmacies in the western 

city of Cologne after a pregnant woman died after using a tainted 

diabetes test.

North Rhine-Westphalia’s state Health Ministry said the pharmacy 

that dispensed the glucose screening test and two of its branches 

had been shut down as a precaution as authorities investigate 

how the preparation became poisonous.

Prosecutors say an autopsy showed the 28-year-old woman  

died from multiple organ failure after using the test. Her unborn 

child also didn’t survive despite efforts to save it through an 

emergency cesarean section.

Prosecutors say they are investigating whether negligence  

led to the contamination or whether the test was intentionally 

tampered with.

Prosecutors say an  

autopsy showed the 

28-year-old woman died 

from multiple organ failure 

after using the test
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Regulatory News

Mass Pig Deaths in China Cause Short Supply  
of U.S. Blood Thinner

The U.S. Food and Drug Administration, which tracks and officially 

declares product shortfalls, said that while there were shortages 

of some heparin products, there was sufficient overall supply.

“FDA has been monitoring this issue since last year and has followed 

up with heparin suppliers,” Nathan Arnold, a spokesman for the 

agency, said in an email Friday. “Although certain presentations  

of heparin have been in shortage, the overall supply continues to 

meet demand.”

“The FDA has been in contact with several companies, both domestic 

and foreign, regarding reintroduction of bovine heparin to the U.S. 

market,” Arnold, the FDA spokesman, said. “The details of those 

conversations are confidential.”

A Chinese outbreak of African swine fever that has killed millions 

of pigs in the country has led to falling U.S. supplies of the  

anti-clotting drug heparin.

Heparin’s active ingredient is derived from pig intestines.  

It’s a critical drug for heart attack patients and is used in surgery 

to stop clots. Much of the world’s supply of active pharmaceutical 

ingredient, or API, for the blood thinner comes from China,  

a byproduct of the nation’s massive pork consumption.

It’s a critical drug for  

heart attack patients  

and is used in surgery  

to stop clots
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Regulatory News

EMA Committee to Review Ingenol Mebutate Gel  
Following Research Potentially Linking the Drug  
to Skin Cancer

The EMA will assess the marketing authorisation for the  

medication to see whether it is a cause of skin cancer in patients. 

The European Medicines Agency’s (EMA) Pharmacovigilance Risk 

Assessment Committee (PRAC) has started a review of data on 

skin cancer in patients using Picato (ingenol mebutate).  

The medication is a gel for the treatment of actinic keratosis.

The assessment was prompted by data from several studies  

that showed a higher number of skin cancer cases, including 

squamous cell carcinoma, in patients using the drug.

The PRAC will evaluate whether Picato increases the risk of skin 

cancer by carrying out a thorough review of all available data 

from ongoing studies. The agency will study the benefit-risk balance 

of the gel and recommend whether its marketing authorisation  

in the EU, held by LEO Laboratories Ltd, should be amended.

Healthcare professionals have been advised to use Picato with 

caution in patients who have previously had skin cancer.

The EMA will assess the 

marketing authorisation 

for the medication to see 

whether it is a cause of  

skin cancer in patients
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Regulatory News

FDA Grants Fast Track Designation for Farxiga  
in Chronic Kidney Disease

AstraZeneca today announced that the US Food and Drug  

Administration (FDA) has granted Fast Track designation for the 

development of Farxiga (dapagliflozin) to delay the progression  

of renal failure and prevent cardiovascular (CV) and renal death  

in patients with chronic kidney disease (CKD).

The FDA’s Fast Track programme is designed to accelerate the 

development and review of new medicines for the treatment  

of serious conditions where there is an unmet treatment need.  

The designation was assigned to CKD patients with and without 

type-2 diabetes (T2D).

Mene Pangalos, Executive Vice President, BioPharmaceuticals R&D, 

said: “Chronic kidney disease affects an estimated 37 million people in 

the US, and is often associated with an increased risk of heart disease 

and stroke. This Fast Track designation is an important step towards 

more quickly addressing unmet treatment needs in chronic kidney 

disease, and we will work closely with the FDA to explore the potential 

for Farxiga to improve outcomes for these patients.”

The Phase III DAPA-CKD clinical trial is currently underway to 

evaluate the effect of Farxiga on renal outcomes and CV mortality 

in patients with CKD with and without T2D versus placebo, on top 

of standard of care.

The designation was  

assigned to CKD patients 

with and without type-2 

diabetes (T2D)
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Regulatory News

FDA Further Expands Approval of HCV Combo 
Drug Mavyret

The US Centers for Disease Control and Prevention (CDC)  

estimates that 2.7 million to 3.9 million people in the United States 

have chronic HCV infection, and children born to HCV-infected 

mothers are at risk for HCV infection. Researchers estimate there 

are 23,000 to 46,000 US children with HCV infection.

The US Food and Drug Administration (FDA) has approved  

an 8-week course of glecaprevir/pibrentasvir tablets (Mavyret,  

AbbVie Inc) for treatment-naive adults and children at least  

12 years old or weighing at least 99 pounds who have chronic 

hepatitis C virus (HCV) genotype 1, 2, 3, 4, 5, or 6 infection and 

compensated cirrhosis. 

The efficacy and safety of glecaprevir/pibrentasvir was  

demonstrated in clinical trials, which cumulatively evaluated  

more than 2500 people with HCV genotype 1 to 6 who received 

treatment for 8, 12, or 16 weeks. The trials included patients  

coinfected with HIV, as well as kidney or liver transplant  

recipients and patients with advanced kidney disease, including 

those requiring hemodialysis.

With glecaprevir/pibrentasvir, sustained virologic response  

at 12 weeks posttreatment (SVR12), the standard measure  

of virologic cure, have ranged from 91% to 100% across  

clinical trials.The most common adverse reactions in patients  

taking the drug combination are headache and fatigue.  

Glecaprevir/pibrentasvir should not be used in patients with  

moderate or severe liver impairment (Child-Pugh B or C)  

or in those with any history of liver decompensation. It is also  

contraindicated in patients taking atazanavir and rifampin.

Researchers estimate  

there are 23,000 to  

46,000 US children  

with HCV infection
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Regulatory News

Pharmaceutical Companies Recall Generic Ranitidine 
over NDMA Impurity

Novartis’ generics unit, Sandoz, stopped distribution of  
ranitidine drug Zantac, over concerns that the drug contains  
a potentially cancer-causing impurity.

Sandoz announced that it is voluntarily recalling its generic version 

of the heartburn medication in the US, which is available over- 

the-counter and as a prescription medicine. This was prompted by  

findings from the FDA that confirmed the drug was contaminated 

with N-Nitrosodimethylamine (NDMA).

In response to the voluntary recall from Sandoz, the FDA said that 

while it investigates “the root cause and risk, consumers and patients 

can continue to take ranitidine that has not been recalled”.

However, it did say that those taking prescription ranitidine who 

want to discontinue use should consult a healthcare professional 

about other potential treatments. It also advised “consumers  

taking OTC ranitidine could consider using other OTC products for  

their condition”.

Now GlaxoSmithKline, the original branded manufacturer of Zantac, 

has stopped global distribution of the medicine, and will recall the 

drug in India and Hong Kong. 

Canadian drug-maker Apotex has also decided to recall its  

versions of ranitidine, as the carcinogen contamination issue  

becomes increasingly worrisome.

The FDA and other global health regulators are continuing to test 

different ranitidine medications for the impurity, with more recalls 

likely as the investigations unfold. Canadian, German and Italian 

drug regulators have also begun recalls, among others.

The European Medicines Agency has also begun a review of  

carcinogen contamination of ranitidine medicines, and will be 

evaluating the risks of the drug with its own tests.

It has also asked its Committee for Medicinal Products for Human 

Use to provide guidance for avoiding the presence of NDMA  

in human medicines, which will be directed at marketing  

authorisation holders.

The European Medicines 

Agency has also begun  

a review of carcinogen 

contamination of  

ranitidine medicines
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Regulatory News

FDA Sends Warning Letter to Galt Pharmaceuticals  
for Not Telling Physicians Insomnia Drug is a  
Controlled Substance

The FDA’s Office of Prescription Drug Promotion (OPDP)  

sent a warning letter to Galt Pharmaceuticals for intentionally  

sending an email to doctors about its insomnia pill Doral  

(quazepam) that left out the fact that the drug is a benzodiazepine, 

a class-four controlled substance.

The FDA’s Office  

of Prescription Drug  

Promotion (OPDP)  

sent a warning letter  

to Galt Pharmaceuticals
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Regulatory News

FDA Pushes for Broader Access to Naloxone  
to Prevent Opioid Overdose Deaths

In 2017, more than 47,000 people died from overdoses of  

prescription and illicit opioids, according to the Centers for  

Disease Control and Prevention. An opioid overdose typically 

involves unconsciousness and shallow breathing that can  

rapidly lead to death without quick medical intervention. But in  

an opioid overdose emergency, a life-saving drug called naloxone 

can reverse its powerful effects. Naloxone comes in a nasal spray, 

in an auto-injector and in a traditional injectable form, which is  

the cheapest. 

“All three forms of naloxone are FDA-approved and may be  

considered as options for community distribution and use by  

individuals with or without medical training to stop or reverse  

the effects of an opioid overdose,” says FDA Acting Commissioner 

Norman “Ned“ Sharpless. 

Naloxone comes  

in a nasal spray, 

in an auto-injector 

and in a traditional  

injectable form
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Regulatory News

Fingolimod Use in Pregnancy (continued over)

Fingolimod (Gilenya): increased risk of congenital  
malformations; new contraindication during pregnancy  
and in women of childbearing potential not using effective 
contraception

(Gilenya) is a sphingosine 1-phosphate receptor modulator.  

It is authorised to treat highly active relapsing-remitting multiple 

sclerosis in patients aged 10 years and older whose disease has 

failed to respond to at least 1 disease-modifying therapy or where 

disease is severe and rapidly evolving.

As of May 2019, more than 284,000 people with multiple sclerosis 

have been treated with Gilenya worldwide in clinical trials and 

routine clinical practice (more than 677,700 patient-years). In the 

UK, 9025 patients have received fingolimod since it was marketed 

in 2011.

At the time of licence of fingolimod in 2011, little clinical data were 

available about safety of use in pregnancy. The product information 

for fingolimod noted that animal data suggested a risk of foetal 

harm and therefore advised that women should not become 

pregnant while taking fingolimod. A registry was introduced to 

prospectively collect outcome data of any pregnancies exposed  

to fingolimod.

The product information 

for fingolimod noted that 

animal data suggested  

a risk of foetal harm 
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Regulatory News

Fingolimod Use in Pregnancy

exposed pregnancies 

should be enrolled to 

the prospective registry  

for outcome monitoring

A recent EU review analysed post-marketing data, including  

from the registry, and concluded that fingolimod exposure  

in pregnancy is associated with a two-fold increase in the risk 

of congenital malformations compared with the observed rate 

of 2–3% in the general population reported by the European 

network of population-based registries for the epidemiological 

surveillance of congenital anomalies [EUROCAT]. Prospective  

data were included from 1,465 women exposed to fingolimod 

during pregnancy.

Reported malformations include congenital heart disease, such  

as tetralogy of Fallot, atrial and ventricular septal defects, and 

renal and musculoskeletal abnormalities. 
 

Management of women of childbearing potential before  
and during fingolimod treatment

Advise women that fingolimod increases the risk of congenital 

abnormalities and provide them with the new pregnancy- 

specific patient reminder card.

Exclude pregnancy before starting fingolimod and repeat  

pregnancy testing at suitable intervals during treatment  

(depending on contraceptive used and personal circumstance – 

see guidance below).

Ensure that an effective form of contraception is used during 
treatment and for 2 months after discontinuation.

Stop fingolimod 2 months before a pregnancy is planned and  
consider alternative treatments. 
 
Management if pregnancy exposed

Should a woman on fingolimod become pregnant, stop treatment 

immediately and refer to an obstetrician for close monitoring  

during pregnancy, including ultrasound assessments.

Exposed pregnancies should be enrolled to the prospective  

registry for outcome monitoring.
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Regulatory News

Antibiotics tied to Heart Valve Problems 

The class of antibiotics called fluoroquinolones (Cipro, Levaquin 

and others) may increase the risk of heart valve problems.

A study published in the Journal of the American College of  

Cardiology looked at antibiotic use among 12,502 people with 

heart valve regurgitation, leaking heart valves that, untreated, 

can lead to heart failure. The researchers compared them with 

125,020 healthy controls.

They compared the class of antibiotics called fluoroquinolones 

(Cipro, Levaquin and others) with two other commonly prescribed 

antibiotics, amoxicillin and azithromycin. Current fluoroquinolone 

users had a 240 percent higher relative risk for valve regurgitation 

than amoxicillin users, and a 75 percent higher risk than people 

who took azithromycin.

The risk declined with time. People who had stopped using 

fluoroquinolones within the past two months had a 47 percent 

higher risk than amoxicillin users, and a 37 percent higher risk 

than those who took azithromycin. After two months of stopping 

the drugs, there was no increased risk.

Fluoroquinolones are known to have various side effects,  

including tendon rupture, tears in the heart (aortic rupture)  

and nerve damage.

“This adds to the long list of rare but serious events that happen  

with fluoroquinolones,” said the lead author, Dr. Mahyar Etminan, 

an associate professor of ophthalmology at the University of  

British Columbia. “These drugs should be reserved for situations 

where nothing else can be used and the benefits outweigh the risks.”

The researchers  

compared them  

with 125,020  

healthy controls
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Pharma Acquisitions
Earlier this year, Vertex also eyed the market for Duchenne  

muscular dystrophy, when it made a deal to acquire US biotech 

Exonics Therapeutics. Exonics is developing gene-editing  

therapies for DMD and other genetic neuromuscular disease.  

Vertex paid $245m upfront for the CRISPR/Cas-9-focused company, 

with another $750m in the future in milestone payments.

The pharma company then paid $175m upfront to expand its 

collaboration with the Swiss company CRISPR Therapeutics, with 

milestones that could drive the value of the deal above the $1bn 

mark. That deal also focuses on gene-editing technology directed 

at DMD and DM1.

Following the acquisition of Semma, Vertex is likely to find a rival 

in Novo Nordisk, which last year said it has reached a milestone 

in the same area of stem cell therapy in type 1 diabetes. The first 

clinical trials for both companies could begin within the next few 

years, setting up a potential race to first-in-class.

www.pmlive.com/pharma_ 
news/vertex_eyes_type_1_ 
diabetes_cure_with_biotech_ 
acquisition_1300712?utm_ 
source=pmlive&utm_medium= 
email&utm_campaign=pmlive_daily

Vertex to buy Semma Therapeutics for Type 1 Diabetes  
Research

American Pharma Company Vertex will acquire Semma  
Therapeutics, a Biotech focused on finding a cure for  
Type 1 Diabetes 

Semma was founded to develop therapies for type 1 diabetes 
patients who depend on insulin injections. According to Vertex, 
the biotech is pioneering the use of stem cells as a potential cure 
for type 1 diabetes. The biotech has advanced the ability to  
produce large quantities of functional human pancreatic beta 
cells that restore insulin production and ameliorate hypoglycaemia 
in animal tests.

In addition to this breakthrough, the biotech has created a device 
that captures and protects these cells from the immune system, 
which in turn allows durable implantation without the need for 
ongoing immunosuppressive therapy.

This acquisition follows a string of deals from Vertex, which is 
seeking to diversify its portfolio beyond its cystic fibrosis franchise. 
The company has been a pioneer in the CF therapy area, and  
recently filed its landmark triple combination therapy with the 
FDA. If approved, the therapy could transform the treatment  
of the disease, and could be used to treat up to 90% of all cystic 
fibrosis patients worldwide.

Earlier this year,  

Vertex also eyed  

the market for  

Duchenne  

muscular dystrophy
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Proposed Class-Action Lawsuit Claims Allergan and Other  
Companies Failed to Disclose Link between Breast Implants 
and Rare Cancer

An Illinois woman alleges in a proposed class action lawsuit that 

Allergan’s now-recalled Biocell textured silicone-and saline-filled 

breast implants and tissue expanders have increased her risk  

of developing breast implant-associated anaplastic large cell  

lymphoma (BIA-ALCL), a rare cancer of the immune system.

In July 2019, the FDA issued a worldwide Class I recall – the most 

serious type of recall – of Allergan’s Biocell textured breast  

implants due to the product’s link to a “large majority” of cases  

of BIA-ALCL, the lawsuit continues, noting that a patient’s risk  

of developing the condition is “greatly increased” if the individual 

has textured implants. According to the case, the FDA determined 

that the risk of developing BIA-ALCL was “six times higher” with 

Allergan’s Biocell textured implants when compared to those from 

other manufacturers. 

The plaintiff claims that she received two sets of Allergan breast 

implants. According to the case, the implants the plaintiff received 

in November 2016 were removed the following July due to  

“significant problems with pain and swelling.” The second set  

of implants the plaintiff received, in July 2017, were recalled by 

the FDA two years later, the suit says. The plaintiff asserts that she 

would not have had the procedure for her second set of implants 

had she known that the product would increase her risk  

of BIA-ALCL. The woman seeks through the lawsuit the removal  

of her Biocell textured implants at Allergan’s expense.

The plaintiff claims  

that she received two  

sets of Allergan breast 

implants
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Trial over weight-loss pill behind ‘up to 2,000 deaths’ opens  
in France

A pioneering trial over one of France’s biggest healthcare  

scandals has begun after a weight-loss pill was believed to have 

killed up to 2,000 people and left many more injured for life.

The trial for manslaughter and deceit will attempt to lift the lid  

on France’s massive pharmaceuticals industry.

Servier, one of France’s biggest and most powerful privately-

owned laboratories, is accused of covering up the killer side- 

effects of a widely prescribed drug called Mediator. The French 

state drug regulator is accused of lenience and not acting to  

prevent patient deaths and injuries. Servier has said it did not  

lie about the effects of the treatment and hoped to demonstrate 

it did not act against patients’ interests.

The Mediator pill was an amphetamine derivative marketed 

to overweight diabetics but it was often prescribed to healthy 

women as an appetite suppressant if they wanted to lose a few 

pounds. Even healthy, slim and sporty women were prescribed  

it by their doctors who advised they should take it in order to 

avoid weight gain.

As many as 5 million people were given the drug between 1976 

and 2009, despite the fact that it was suspected of causing heart 

and pulmonary failure. The health ministry found at least 500  

people died of heart valve trouble in France because of exposure 

to Mediator’s active ingredient, but other estimates by doctors 

put the figure closer to 2,000. Thousands more live with debilitating 

health problems.

Some women, who began taking the drug while in good health, 

found themselves unable to climb a flight of stairs and were left 

with permanent cardiovascular problems that limited their daily 

lives. Servier has paid out almost €132m (£116m) in compensation.

The drug was not withdrawn from the market in France until 2009, 

two years after Frachon raised the alarm and many more years 

after it had been pulled in Spain and Italy. It was never authorised 

in the UK or US.

The French state drug 

regulator is accused  

of lenience and not  

acting to prevent patient 

deaths and injuries
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Avanir Pharmaceuticals agrees to pay $116 million to settle 
fraud allegations

Otsuka subsidiary Avanir Pharmaceuticals agreed to pay  

approximately $116 million to settle whistleblower fraud  

allegations that the company offered kickbacks to doctors and 

sales people to push Nuedexta off label for dementia patients.

Otsuka subsidiary  

Avanir Pharmaceuticals  

agreed to pay  
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Sanofi exits Zynquista alliance with Lexicon

Zynquista was being co-developed as an add-on therapy to 

insulin injections to help improve blood sugar control. The drug 

is a dual inhibitor of SGLT1 and SGLT2 and was thought to work 

by reducing glucose absorption in the gastrointestinal tract and 

glucose reabsorption by the kidneys, as well as stimulating the 

release of GLP-1.

Sanofi/Lexicon had hoped that the dual targeting may provide 

added glucose control with fewer side effects relative to selective 

SGLT2 inhibitors.

However, this fell apart when the FDA rejected the drug due to 

issues surrounding the higher rate of diabetic ketoacidosis (DKA) 

in the SGLT arm of the clinical trial.

Sanofi now no longer wishes to continue the deal it made for 

$300m in 2015, and has paid $208m of the overall sum upfront  

to exit. The remainder will be payable within 12 months, and 

Sanofi will coordinate with Lexicon during the transition on the 

responsibility for ongoing clinical trials of the drug.

The drug is a dual  

inhibitor of SGLT1  

and SGLT2
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Purdue Pharma has filed for bankruptcy, following increasing 
blame for its role in fuelling the opioid epidemic in the US

The company made vast profits from its prescription painkiller 
OxyContin, which has since famously become the focal drug for 
the opioid epidemic.

The bankruptcy filing comes as no surprise, with the original deal 
estimated to provide more than $10bn of value to address the 
opioid crisis.

Other contributions include the formation of a new company 
called NewCo, which will be governed by a new board selected  
by the claimants and approved by the bankruptcy court.

This new company will provide opioid overdose reversal medication, 
as well as addiction treatment medications at no or low cost.

The company will also be permanently bound to injunctive relief, 
which includes marketing restrictions on the sale and promotion 
of opioids.

“This settlement framework avoids wasting hundreds of millions  
of dollars and years on protracted litigation, and instead will provide 
billions of dollars and critical resources to communities across the 
country trying to cope with the opioid crisis,” said Steve Miller,  
chairman of Purdue’s board of directors.

includes a 2-minute 

intravenous (IV) injection, 

in addition to the already 

approved 30-minute  

IV infusion
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Flu Vaccines

President Trump signs executive order that aims to spur  
development of better flu vaccines

cU.S. President Donald Trump signed an executive order aimed 

at encouraging the development of better vaccines to protect 

against seasonal influenza as well as a potential pandemic  

flu outbreak.

The order did not allocate additional funding, but calls for an 

evaluation of current flu vaccine manufacturing abilities and  

a task force report.

Each year the seasonal flu, which can kill tens of thousands of 

Americans, costs the United States about $50 billion, including 

lost productivity, one administration official said. A serious flu 

pandemic would push those costs to between $1.8 billion and 

$3.8 billion, he said.

Manufacturers such as GlaxoSmithKline  

Plc and Sanofi SA make millions of  

doses of flu vaccine for the U.S. market  

alone, growing the virus in chicken eggs.  

Usually the doses, which protect against strains  

that experts predicted the previous February, are ready in time 

and in sufficient quantity for the winter flu season.

But if the strain that appears during flu season was not the one 
experts forecast, the vaccines might not work. The appearance  
of H1N1 swine flu in 2009-2010 took experts by surprise, and the 
flu was already on its second wave before a vaccine was ready;  
an estimated 61 million people in the U.S. got swine flu and  
thousands died.

The Department of Health and Human Services will coordinate 
government efforts to modernize influenza vaccine production. 
The focus will be on recombinant technologies to quickly produce 
reliable vaccines as well as “universal” vaccines that would elicit 
immunity against parts of the virus that do not change from year 
to year. 
 
Flu jabs will be delayed by two weeks, supplier warns GPs

Thousands of patients will have to wait to receive their winter flu 
jab after one of the NHS’s main suppliers warned GP surgeries that 
the vaccine would be delayed by two weeks.

Sanofi Pasteur, which supplies about a third of the 3m jabs  
administered by GP practices every year in England, has written  
to surgeries to alert them to the delay.

It is understood that manufacturing and packaging problems, 
rather than Brexit, lie behind the hold-up.
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