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DISCLAIMER  
While every care is taken to ensure the accuracy of the information contained in this material, the facts, estimates, and opinions 

stated are based on information and sources which, while we believe them to be reliable, are not guaranteed. In particular, it 

should not be relied upon as the sole source of reference in relation to the subject matter. No liability can be accepted by 

Datamonitor, its directors, or employees for any loss occasioned to any person or entity acting or failing to act as a result of 

anything contained in or omitted from the content of this material, or our conclusions as stated. The findings are Datamonitor's 

current opinions; they are subject to change without notice. Datamonitor has no obligation to update or amend the research or 

to let anyone know if our opinions change materially.  

 

If you have questions about the research, data, and 
findings within this document you can put your questions 
directly to the analysts. Simply email your questions to  
info@datamonitorhealthcare.com. 
 
To find out more about Datamonitor Healthcare,  
contact us at: 
 
email getcloser@datamonitorhealthcare.com 
phone +44 20 7551 9430 
Visit our website: www.datamonitorhealthcare.com 
Or follow us on Twitter: @DatamonitorHC 
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On 25 April 2013, the Committee for Medicinal Products for Human Use (CHMP) of the 

European Medicines Agency (EMA) stunned Pfizer by issuing a negative opinion of Xeljanz 

(tofacitinib), an oral small molecule inhibitor of Janus kinase (JAK), in the treatment of 

moderate to severe rheumatoid arthritis (RA). In the weeks following this event, Datamonitor 

Healthcare conducted an online survey in order to gauge the opinions of key leaders in the 

�eld of rheumatology regarding the e�ect of the CHMP’s announcement on the expected 

timeline for Xeljanz’s approval in the EU. The responses of 13 rheumatologists were 

collected and a summary of the information is provided in this white paper. 

 

Based on the survey results discussed in this white paper, Datamonitor Healthcare 
forecasts that Pfizer will need to submit additional data in order to reverse the opinion 
of the CHMP. Datamonitor Healthcare therefore believes that Pfizer will appeal the decision 

by Q3 2013, but that it will lose the appeal six months later. The company is expected to 

then re-file in Q1 2014 with data not previously submitted, and approval is anticipated a year 

later, in Q1 2015.  Prior to this negative opinion, Xeljanz became a first-in-class product for 

the treatment of RA  after gaining approval from the US Food and Drug Administration (FDA) 

on 6 November 2012 and from the Japanese Ministry of Health, Labour and Welfare 

(MHLW) on 25 March 2013 (Pfizer 2013a, 2013b). 

 

Xeljanz is regarded as a potential game-changing therapy due to its impressive efficacy data 

which is in line with the established biologic Enbrel (etanercept; Amgen/Pfizer), and the 

positive outcome from its active comparator trial versus leading biologic Humira 

(adalimumab; Abbott/Eisai). As such, the rejection from the CHMP came as a surprise. 

 

Following the negative opinion, Pfizer released a statement that it is confident in Xeljanz and 

intends to appeal and seek re-examination by the committee (Pfizer, 2013b). The company 

must appeal within three months (by July 2013) of the rejection and new data will not be 

permitted as part of the appeal. If Pfizer chooses to immediately appeal and is successful, 

this will result in a six-month delay to launch in the EU market, such that the earliest that 

Xeljanz could gain approval in the EU is Q3 2014. However, if Pfizer were to lose this 

appeal, the company will have two options. Since Pfizer has data already available that were 

not previously submitted, it could immediately re-file using the additional data. Alternatively, 

Pfizer could opt to carry out new trials and re-file at a later time. 
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In explaining its recommendation again the marketing authorization for Xeljanz in the EU, the 

CHMP stated that the risk/benefit profile of the drug is negative and that it is not convinced 

that a consistent reduction in disease activity and structural damage to joints has been fully 

demonstrated. Furthermore, concerns regarding the serious infections, gastrointestinal 

perforations, and malignancies that occurred in the pivotal trials for Xeljanz were raised 

(Pfizer, 2013c). 

 

This negative opinion was especially surprising since the Marketing Authorization Application 

(MAA) that Pfizer submitted to the EMA included approximately 5,000 patients and was 

based on the exact same data that had been submitted for approval in the US and Japan. 

That being said, although the FDA committee that reviewed P�zer’s New Drug Applic ation 

(NDA) in May 2012 voted unanimously in the a�rmative for Xeljanz’s e�cacy, the data 

presented at the time nevertheless raised some safety concerns. These included the most 

common serious adverse events of infections such as tuberculosis, herpes zoster, 

malignancies, gastrointestinal perforations, decreased neutrophil and lymphocyte counts, 

decreased hemoglobin, liver enzyme, and lipid elevations. Additionally, the most commonly 

reported adverse events were upper respiratory tract infections, headache, diarrhea, and 

nasopharyngitis (Pfizer, 2013b). 

 

Given these safety concerns, it was not surprising that the FDA approval of Xeljanz came 

with a Risk Evaluation and Mitigation Strategy (REMS) designed to inform healthcare 

providers and patients about the serious risks associated with Xeljanz treatment. Despite the 

REMS, however, Xeljanz’s potential to revolutionize the RA market has been widely 

acknowledged, and expectations for the novel therapy are high. 
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Multiple rheumatologists noted the need for long-term data in order to quell concerns about 

the safety profile for a drug that has the potential to be used for many years in each 

individual patient. Furthermore, one respondent noted that Xeljanz has been investigated in 

patients with severe disease and since these patients are more likely to have co-morbidities 

and to develop side effects, long-term studies will be especially important to clarify this point. 

 

When asked what would be necessary in order to alleviate the concerns of the CHMP 

regarding Xeljanz’s safety, physicians responded that they would like to see an acc eptable 

safety profile over a period of at least two years that is similar to placebo. Furthermore, most 

of the responses indicated the necessity for the long-term follow-up of secondary effects in 

direct comparison to placebo and biologic agents (specifically anti-TNF). The side effects of 

specific concern are listed below (note that the number of respondents that indicated each 

side effect is shown in brackets). 

 Hematologic malignancies/cancer [4] 

 Intestinal perforations [2] 

 Anemia/blood count [2] 

 Liver function [2] 

 Neoplastic cases [1] 

 Hypertension [1] 

Safety profile of Xeljanz
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 Renal function [1] 

 Tuberculosis [1] 

 Other infections [1] 

 

Two of the survey respondents suggested that the long-term follow-up would be most 

convincing if Pfizer were to initiate a large head-to-head trial versus one of the other 

available biologic treatments (eg Actemra). Respondents also noted that in long-term 

studies, it would be necessary for Pfizer to demonstrate the number of serious side effects 

that patients who are administered Xeljanz experience and the number who terminate use of 

the drug due to these side effects. However, while respondents are keen to see long-term 

data, on the whole they did not think that this would be needed in order to gain EU approval, 

as discussed below. 

 

In general, survey respondents were in agreement that Xeljanz has demonstrated strong 

efficacy in the short term. Though some believed it to be slightly inferior, on the whole 

physicians are of the opinion that Xeljanz’s short -term efficacy is equivalent to that of 

available biologic therapies and methotrexate (MTX), despite a lack of a head-to-head 

comparison. In fact, one key opinion leader from the EU went as far as to say: 

Survey respondent 

 

Respondents noted that the currently available biologics have long-term studies 

demonstrating a successful reduction of structural damage in RA and that Pfizer would 

benefit from a trial of at least five years in duration to prove that same endpoint with Xeljanz 

therapy. From the survey results, it was clear that demonstrating prolonged efficacy that is 

equivalent to biologic agents should be Pfizer's focus in the coming years – and, indeed, this 

will be imperative for Xeljanz’s future potential in the EU market – but it is not necessarily 

needed for its approval. 
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When asked what would be necessary in order to alleviate the concerns of the CHMP 

regarding Xeljanz’s  efficacy, physicians again noted multiple clinical trial endpoints. Overall, 

respondents cited the lack of head-to-head trials comparing Xeljanz to anti-TNF and MTX as 

concerning and said that in addition to proof of a beneficial effect in anti-TNF failures, there 

need to be long-term trials that demonstrate the following major endpoints (the number of 

respondents that indicated each endpoint is shown in brackets): 

 

 Inhibition of structural damage as evaluated by MRI (including synovitis, osteitis, bone 

edema, erosions, etc) [4] 

 At least equivalent efficacy (ie improvement in the signs and symptoms of RA and 

inhibition of radiographic progression) to biologic agents (specifically anti-TNF) [6] 

 

One physician went so far as to say the following: 

Survey respondent 

 

 

Other endpoints included remission and/or low disease activity as defined by improvement in 

Health Assessment Questionnaire (HAQ) Disability Scores and American College of 

Rheumatology (ACR) 20/50/70 scores. 

 

When asked if Xeljanz is a product that they are keen to see available for their RA patients, 

11 of the 13 respondents said yes (and one did not answer the question). Only one physician 

reported the opposite, citing the toxicity of Xeljanz and problems with compliance to daily 

oral medication as their reasoning. 

 

Of those respondents who were keen to see Xeljanz approved, multiple reasons were 

provided. Respondents agreed that there still exists a large unmet need in RA to increase 

the spectrum of treatment options with different molecular targets, especially for biological 

refractory and other resistant patients. They noted that Xeljanz’s oral deliver y and novel 

Enthusiasm regarding the approval of Xeljanz

White Paper
The Future of Xeljanz



 

  
 
 

 

 
 

 

mechanism of action make it an attractive option that will be popular among physicians and 

patients alike. Furthermore, they noted that due to the nature of the drug and its 

manufacturing, Xeljanz will likely be much cheaper than biologic agents, thus making it more 

accessible to a wider patient group. However, as we have seen in the US market, a price 

discount is by no means guaranteed. 

 

The final questions of the survey asked respondents their opinions on the most likely 

outcome for Xeljanz in Europe (see figure below). The majority (75%) predicted that 

following re-examination, Pfizer will lose its appeal to the CHMP. The remaining respondents 

who believe that the company will win its initial appeal (25%) stated that the reasons for the 

CHMP’s negative opinion on Xeljanz are simply not strong enough, especially since the FDA 

has already approved the drug for RA therapy. 

 

 

Predictions on the outcome for Xeljanz in the
EU
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Although the majority of respondents believe that Pfizer will lose its initial appeal, they do 

predict that the company will eventually gain approval for Xeljanz in the EU, with only one 

respondent indicating otherwise. The figure below shows a breakdown of the predicted 

outcomes for Xeljanz according to these respondents. 

White Paper
The Future of Xeljanz



 

  
 
 

 

 
 

 

The majority opinion (45%) among those who believe Pfizer will lose its initial appeal said 

that the company would not need to conduct new trials, but rather would be able to 

immediately re-file, submitting data that were previously collected but not included in the 

initial filing. One respondent suggested that the company compare Xeljanz’s already 

submitted data with that of other anti-TNF agents and that it could also offer a further 

reduction in its price so that the cost makes it an even more attractive option for RA patients. 

 

As can be seen in the figure above, a combined 44% of respondents were of the opinion that 

Pfizer will lose the appeal and proceed with carrying out new trials to collect additional data. 

These physicians stated that only new data from a real-life setting will have a high likelihood 

of convincing the CHMP to reverse its original opinion. Though they do believe that Xeljanz 
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will eventually be approved, they noted that further trials would need to be undertaken in 

order to demonstrate long-term safety and efficacy of the drug. 

 

Only one respondent maintained a wholly negative opinion on the future of Xeljanz. They 

stated that the CHMP judgment seems fair and approval by the FDA was surprisingly 

favorable in the first place. 

 

The results of Datamonitor Healthcare's survey demonstrated that despite the CHMP’s 

negative opinion regarding Xeljanz, rheumatologists in the EU are still enthusiastic about the 

drug and its potential to change the landscape of treatment in RA. Though Datamonitor 

Healthcare anticipates that Pfizer will lose its initial appeal to the CHMP, it is forecasted that 

the company will immediately re-file, submitting data which were not previously included in 

its application and that this will ultimately lead to approval. Assuming that Pfizer re-files in the 

EU in Q1 2014, Xeljanz is forecast to gain approval and launch in EU countries from Q1 

2015. Datamonitor Healthcare’s 10 -year patientbased RA forecast has been updated to 

account for this market event. Please view the forecast for full forecast assumptions for 

Xeljanz and other RA products across the US, Japan, and five major EU markets (France, 

Germany, Italy, Spain, and the UK). 
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The following key opinion leaders were surveyed as part of this report: 

 Dr Vincent Goëb – Rheumatology Department, University Hospital of Rouen, Rouen, 

France 

 Dr Alejandro Balsa – Chief of the division of Rheumatology, Hospital Universitario La 

Paz, Paseo de 

 la Castellana, Madrid, Spain. 

 Dr Andrew Ostoer – Consultant rheumatologist, Department of Rheumatology, 

Addenbrooke's 

 Hospital, Cambridge, UK. 

 Professor Justin Mason – Professor at Imperial College London NHS Trust, London, 

UK. 

 Professor Thomas Dörner – Department of Medicine, Rheumatology and Clinical 

Immunology, 

 Charité, University Medicine Berlin, Berlin, Germany. 

 Dr. Jose Gómez-Puerta – Rheumatology Service, Hospital Clínic of Barcelona, 

Barcelona, Spain. 

 Professor Gabriele Valentini – Division of Rheumatology, Second University of 

Naples, Naples, Italy. 

 UK key opinion leader – Requested to remain anonymous. 

 Germany key opinion leader 1 – Requested to remain anonymous. 

 Germany key opinion leader 2 – Requested to remain anonymous. 

 Germany key opinion leader 3 – Requested to remain anonymous. 

 Italy key opinion leader 1 – Requested to remain anonymous. 

 Italy key opinion leader 2 – Requested to remain anonymous. 
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 Where a country is not given with a key opinion leader quote, this is to protect 

anonymity. 
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Bringing you a clearer, richer and more responsive view of the pharma & healthcare market. 

 

Complete market coverage  

Our independent research and analysis provides extensive coverage of major disease areas, 

companies and strategic issues, giving you the perspective to identify opportunities and 

threats arising from shifting market dynamics and the insights to respond with faster, more 

effective decision-making. 

 

Unique expert capabilities  

With teams located across developed and emerging pharma markets, we are uniquely 

placed to understand local healthcare trends and provide accurate and reliable 

recommendations. By working closely with our partners at MedTrack, Citeline, SCRIP 

Intelligence and Informa Healthcare, our experts are able to share data and resources to 

produce the most authoritative and robust market intelligence.  

 

Cutting-edge delivery  

Available through single reports or via subscription to our state-of-the art online intelligence 

service that features intuitive design and interactive capabilities, our analysis offers the 

definitive platform to enhance your product management, market assessment and strategic 

planning. 
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