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Effects of Canakinumab On The Progression of Type 1 
Diabetes In New Onset Subjects 

Dr. Antoinette Moran 

Dear Drs. Wolfe and Carome: 

The Office for Human Research Protections (OHRP) has completed our evaluation of human 
subject protections in the research referenced above. 

Based upon our evaluation, we made the following determinations concerning protections for 
human subjects in this research conducted at the University of Minnesota (UM). 

A. Determinations Regarding the Above-Referenced Research 

(1) You alleged that the consent documents for this study (model consent forms dated 
9/28/1 0) failed to include or adequately address the following basic elements required 
by HHS regulations at 45 CFR 46.116(a): 
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(a) An explanation ofthe purposes ofthe research (45 CFR 46.116(a)(l)). In our 
correcpondence with UM and USF, we noted that the secondary aim of the study, 
to examine whether certain types of vaccines (other than live vaccines) might be 
less effective in people who are treated with canakinumab, was not described in 
the model consent forms dated 9/28/10. 

UM responded that both of the UM IRB approved interventional consent forms 
for this study, i.e., the Canakinumab Intervention Consent- Adults and the 
Canakinumab Intervention Consent- Parental (versions 30 September 2010), 
included a sub-section entitled "Immunizations" which provided that "As part of 
the study, we will test your [child's] response to certain immunizations ... to 
"learn about how canakinumab affects the response to vaccines." 

USF responded that the model interventional informed consent form (dated 9-28-
2010) included a sub-section entitled "Immunizations" which provided that "As 
part of the study, we will test your response to certain immunizations .... By 
testing your blood after the flu shot and tetanus injection we can learn about how 
canakinumab affects the response to vaccines. 

Based on the documentation provided by UM and USF, we have determined that this 
allegation of noncompliance is unproven. From the evidence presented to us, 
information regarding the secondary aim of the study was included in the IRB approved 
interventional consent forms and the model interventional consent forms. 

(b) A description of any reasonably foreseeable risks and discomforts ( 45 CFR 
46.116(a)(2)). Specifically, you alleged, or OHRP was concerned, that the model 
consent documents for the study failed to adequately address the risks of the 
study, including the following: 

(i) the risk of gastrointestinal disorders. 

We determined that the consent documents for this study (model consent 
forms dated 9/28/10) failed to include or adequately address the following 
basic elements required by HHS regulations at 45 CFR 46.116(a)(2): A 
description of any reasonably foreseeable risks and discomforts. Specifically, 
we determined that the UM IRB-approved consent documents for this study 
failed to include the risk of gastrointestinal disorders as required by HHS 
regulations at 45 CFR 46.116(a)(2). 

UM Corrective Action: We acknowledge that to address this finding, a corrective 
action plan was implemented to revise the consent form to include the statement, 
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"Increased occurrence of stomach or intestinal complaints have been noted in some 
but not all studies of canakinumab. " 

(ii) a warning, which was noted in the protocol and participant handbook, about 
not getting a vaccination with a live virus during study treatment. 

. 
UM noted that the UM IRB-approved intervention consent forms for adults and 
parents (version 20 September 2010) included a sub-section titled Immunizations 
which stated "If you need any routine vaccinations, you should not get them during 
the first 15 months of the study (during the treatment phase and 3 months 
following)." USF referenced similar language found in the model interventional 
consent form (dated 9-28-2010). 

Based on the documentation provided in your correspondence, we determined that 
this allegation of noncompliance is unproven. From the evidence presented to us, 
this warning was included in the IRB-approved interventional consent forms. 

(c) We determined that the UM-IRB approved interventional consent documents for this 
study (versions 30 September 2010) and the model interventional consent form (dated 
9-28-2010) do not adequately explain the potential risk that certain immunizations 
could be less effective in people who are treated with the study drug, as required by 
HHS regulations at 45 CFR 46.116(a)(2). 

UM Corrective Action: We acknowledge that to address OHRP's concern, the 
consent form was revised to include the statement, "There is a potential risk that 
certain immunizations could be less effective in people treated with the study drug. " 

As other institutions in this multicenter study may be still enrolling subjects in this trial, we 
noted to UM and USF that they may wish to consider whether or not the informed consent 
documents used for this study at these other sites adequately address a description of the risks 
referenced above. We have sent copies of our determination letter to UM to the other institutions 
in this multicenter study to alert them to this issue. 

(2) You alleged that the reviewing IRBs failed to make the required findings when 
reviewing this research involving children, as required by subpart D of the HHS 
regulations .. 

UM responded that during a September 16, 201 0 IRB meeting, the UM IRB 
determined that children can be included in this research in accordance with HHS 
regulations at 45 CFR 46.405; research involving greater than minimal risk, but 
presenting the prospect of direct benefit to the individual subjects. In addition, USF 
provided us with an October 12, 2010 UM IRB approval letter reflecting that the UM 
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IRB determined that children can be included in this research in accordance with 
HHS regulations at 45 CFR 46.405 . 

We believe that reliance on 45 CFR 46.405 was justified based on information 
contained in the protocol titled "Effects of Canakinumab on the Progression of Type 
1 Diabetes in New Onset Subjects" (version: August 11, 2010). Specifically, we 
believe that the following information provides a reasonable basis upon which an IRB 
could conclude that the study could present the prospect of direct benefit to individual 
subjects and thus be approvable under HHS regulations at 45 CFR 46.405: 

(a) Section 2.1 which states "Any intervention that can stop or delay the complete 
loss of functional residual B-cell mass is significant as it may provide protection 
against hypoglycemia and provide improved metabolic control resulting in a delay 
in the micro and macro-vascular complications of diabetes;" 

(b) Section 2.1 which states "An intervention that can enable continued endogenous 
insulin production would significantly improve the day-to-day management for 
subjects with diabetes and therefore reduce long-term complications." and 

(c) Section 2.2.1 which states 

"Thus, the therapeutic rationale for the use of Canakinumab is based on 
the inhibition IL-IB to result in 1) delay/arrest ofB-cell apoptosis, and 2) 
sustained restoration of B-cell function. Modulation of B-cell function by 
targeting the inflammatory cytokine IL-l B represents a novel approach, 
addressing a newly recognized contributor to the pathophysiology of 
TIDM progression, which could potentially result in a disease-modifying 
therapy." 

Based on the documentation provided by UM, which is outlined above, we determined that 
this allegation of noncompliance is unproven. In subsequent correspondence with our 
office, you stated that a finding that a study is found to hold out the prospect of benefit for 
individual subjects is not sufficient to approve research under 45 CFR 46.405. You noted 
that the IRB must also find that (a) the risk of the research is justified by the anticipated 
benefit to the subjects, and (b) the relation of anticipated benefit to risk is at least as 
favorable to the subjects as that presented by available alternative approaches. We believe 
that the information noted above addresses those criteria, as well as other information from 
the protocol, such as the statement in section 2.1: 

"Exogenous delivery of insulin is standard care with the aim to obtain near
normalized blood glucose levels. However, despite insulin replacement treatment, Tl 
DM patients suffer from macro- and microvascular diseases (nephropathy, peripheral 
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neuropathy, retinopathy, and cardiovascular disease) resulting in a decrease of life
expectancy. Stringent blood glucose control has been shown to reduce the risk of 
developing these late diabetic complications. However, stringent blood glucose 
control is often restricted by the occurrence of life threatening hypoglycemia. Despite 
enhanced knowledge of the natural history ofTJ DM, to date there is no intervention 
that consistently and safely prevents continued beta cell destruction." [emphasis 
added.] 

We understand that the UM IRB evaluated this research as required by subpart D of the 
HHS regulations and determined it to be approvable under 45 CFR 46.405; from the 
evidence presented to us, we find the IRB's conclusion to be reasonable. We continue to 
determine that this allegation of noncompliance is unproven. 

(3) You alleged that the IRB lacked sufficient information to make determinations 
required for approval of research under HHS regulations at 45 CFR 46.111, in 
specific 45 CFR 46.111 ( a)(l ). It was alleged that the IRB did not receive or review 
information regarding the June 21, 2011 meeting of FDA's Arthritis Advisory 
Committee in which the Committee recommended against approval of canakinumab 
for treating patients with gouty arthritis due to serious safety concerns. 

According to UM's response, on August 25,2011 the UM IRB reviewed and 
approved information provided by the investigator regarding a Data and Safety 
Monitoring Board (DSMB) letter dated August 5, 2011, a draft "dear participant" 
letter dated August 5, 2011 summarizing the FDA's Arthritis Advisory Committee 
recommendation regarding the safety and effectiveness of canakinumab for treating 
people with arthritis due to gout, and a summary of the Rationale and Prioritization 
for the Evaluation of Safety and Efficacy of anti-IL1B in liD. We note that the 
DSMB letter summarized DSMB meetings that were held and actions that were taken 
in response to the FDA Arthritis Advisory Committee recommendation. 

Based on the documentation provided to our office, we have determined that this 
allegation of noncompliance is unproven. From the evidence presented to us, it 
appears that the IRB reviewed information about the FDA advisory committee's 
recommendation. 

B. Other Allegations Regarding the Above-Referenced Research 

1. You also alleged that the informed consent/parental permission document for this 
study failed to describe the following additional risks which have been seen in other 
studies of canakinumab use for other types of disorders: 
• Leukopenia, neutropenia, and thrombocytopenia 
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• Declines in renal function 
• Elevations in serum triglycerides and total cholesterol 
• Liver dysfunction 

We note that a consent form is not expected to list every single risk, just those that are 
"reasonably foreseeable" (e.g., it rarely, if ever, would be the case that the regulations 
would require a recitation of every risk listed in the labeling information or 
investigators' brochure). We note that the risks of leukopenia and thrombocytopenia 
are not in the 2009 canakinumab label. These risks were not known prior to August 
2011, except in combination with TNF inhibitors. 2011 versions and later ofthe 
informed consent document include these risks. Regarding declines in renal function, 
in looking through the Investigator's Brochure, we could not find any reference to a 
decline in renal function, and a decline in renal function is not listed in the current 
label. Regarding elevations in serum triglycerides and total cholesterol, there were 
elevations in serum triglycerides and total cholesterol during other clinical trials. 
Whether these findings are of any clinical significance is not clear. The 2012 
canakinumab label does not include elevations in serum triglycerides and total 
cholesterol. Regarding liver dysfunction, although elevation in hepatic transaminases 
and asymptomatic and mild elevations of serum bilirubin without concomitant 
elevations oftransaminases have been observed in patients treated with canakinumab, 
such elevations appeared to be rare, mild and transient. We therefore did not make 
findings of noncompliance regarding these allegations. 

2. You also alleged that the informed consent/parental permission document falsely 
exaggerated the potential benefits of this research to the subjects. The document 
states: 

If you decide to take part in this study, there is no guarantee that your health will 
improve. It is hoped that canakinumab will help your body continue to make 
insulin, but there is no guarantee that this will happen. Even if the canakinumab 
can protect the insulin producing cells that are left, you will still need to take 
insulin shots. Studies have shown that people who continue to make insulin have 
less trouble with low blood sugars and fewer complications from their diabetes 
than people who no longer make their own insulin. We will follow your health 
and diabetes closely. 

These are true statements which, in our opinion, do not exaggerate the potential 
benefits of the research; therefore, we did not make findings of noncompliance 
regarding these allegations. 
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We have determined that the corrective actions undertaken by UM are appropriate 
under the institution's Federalwide Assurance and anticipate no further involvement 
in this matter. 

We appreciate your concern about the protection of human research subjects. Please 
do not hesitate to contact me should you have any questions. 

Sincerely, 

~~Jlvifl 
Kristina C. Borror, Ph.D. 
Director, 
Division of Compliance Oversight 


