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# Comment ICER Response 

Manufacturers 
Calliditas Therapeutics 

1.  

Clinical Practice Guidelines support that Tarpeyo be 
considered a first choice for IgAN treatment to address the 
immune-mediated cause of the disease  
 
The 2025 Kidney Disease: Improving Global Outcomes (KDIGO) 
clinical guidelines recommend, where otherwise not available, 
that Tarpeyo be considered a first choice for IgAN treatment to 
address the immune-mediated cause of the disease, while 
simultaneously managing the generic responses to nephron 
loss. Specifically, the guidelines suggest treatment with a 9-
month course of Tarpeyo for patients who are at risk of 
progressive loss of kidney function with IgAN. The KDIGO 
guidelines support Tarpeyo, at the time of the guideline 
issuance, as the only FDA-approved treatment that had shown 
to reduce the levels of pathogenic forms of IgA (Gd-AgA1), a 
key driver of the IgAN-specific pathogenic pathway leading to 
nephron loss. Tarpeyo,a potentially disease-modifying 
treatment for IgAN, has beneficial effects on pathogenic forms 
of IgA1, proteinuria and rate of eGFR decline. Consistent with 
the US prescribing information for Tarpeyo, the KDIGO 
guidelines note that the rates of adverse events were low and 
generally mild to moderate in severity and reversible following 
cessation of Tarpeyo, in line with clinical expectations for a 
locally acting budesonide product. 

We agree that the KDIGO guidelines recommend 
Nefecon over systemic glucocorticoids in settings 
where both are available.  Importantly, clinical 
experts disagree about this.  For example, the 
UpToDate article on “IgA Nephropathy: Treatment 
and Prognosis” makes the opposite 
recommendation, and favors systemic 
glucocorticoids as initial immunosuppressive 
therapy. 
 
We already have included the KDIGO 
recommendation in section C.  We have now 
added this information in section 3.2 as well, 
noting that clinical experts differ with respect to 
agreement with this clinical guideline and direct 
comparisons of Nefecon and systemic 
glucocorticoids have not been performed.    

2. 

Clinical Practice Guidelines only recommend systemic 
glucocorticoids when Tarpeyo is not available  
 
KDIGO guidelines have progressively narrowed the role of 
systemic glucocorticoids in IgAN. Due to lack of benefit and well 
documented risk, the latest KDIGO guidelines only recommend 
systemic glucocorticoids for the treatment of IgAN in settings 
where Tarpeyo is not commercially available. Systemic 
glucocorticoids are therefore not a clinically appropriate or 
policy-relevant comparator to Tarpeyo in the US setting where 
Tarpeyo is commercially available. 
 
If ICER continues to include systemic glucocorticoids in its 
assessment, the following should be described and taken into 
account. 
 
Population differences 
The population studied in TESTING is very different to a US 
patient population. The KDIGO 2025 Work Group specifically 
noted that the almost exclusively Asian patients in TESTING was 
a factor to consider when considering treatment for IgAN. The 
draft ICER report notes that “although some clinical experts 
criticize the external validity of the TESTING trial given that so 
many enrolled individuals were in China, we were unpersuaded 
by that concern for multiple reasons. First, in TESTING, there 
was no suggestion of different treatment effects among 
participants in China and other participants.” We, in 

This is addressed in the response to the comment 
above.  We also have already addressed the 
external validity of the TESTING trial in section 3.3 
and the composition of the trial population in 
supplement section D.  However, we have also 
now added specific information about differences 
in the trial population relative to a U.S. 
population.  We have also added additional 
discussion of why the results of TESTING and 
STOP-IgAN might differ (for example, different 
levels of baseline proteinuria).  Although we have 
already noted the uncertainty regarding side 
effects and efficacy for both Nefecon and 
systemic glucocorticoids with repeated or 
prolonged courses, we have moved that text into 
the “general” uncertainties category to make it 
clearer that it applies to both treatment options, 
until more data become available. 
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concurrence with the KDIGO 2025 Work Group, strongly 
disagree with this position. The vast majority of “other” 
participants in the TESTING study were also of Asian racial 
origin (93% of the study population was Asian, including 53% 
Chinese), which is not representative of the US patient 
population. There were only 7% Caucasian patients. Only 8 
Caucasian patients were treated with reduced-dose 
glucocorticoids and there was no mention of how many, if any, 
of these 8 patients were Hispanic/Latino.  
 
Conflicting efficacy estimates 
The draft ICER evidence fails to appropriately weigh the 
significance of the STOP-IgAN trial, a randomized controlled 
trial conducted in a Caucasian population from Germany, which 
included more Caucasians that TESTING.  Rather, the report 
focuses on data from the reduced-dose cohort of the TESTING 
study, a randomized controlled trial of oral methylprednisolone 
in patients with IgAN, to characterize the efficacy and safety of 
systemic glucocorticoids. The rationale for exclusion of the 
STOP-IgAN trial in the ICER analysis, was that it compared the 
use of high-dose glucocorticoids with or without additional 
immunosuppressive therapy to supportive care alone in 
patients with IgAN in a smaller study. STOP-IgAN showed no 
long-term renal protection with high-dose systemic 
glucocorticoid treatment versus placebo, in either the overall 
study population or the subset of patients who received 
glucocorticoid monotherapy.  
 
As discussed by Seikrit et al 2022, the most prominent 
difference between the two trials is ethnicity, with STOP-IgAN 
conducted in Caucasian German patients and TESTING 
conducted in a predominantly Asian population. It was noted 
that this difference may be of central relevance given that 
patients of Asian origin, for example, “Pacific Asians” living in 
Toronto are known to have a higher risk of kidney failure 
compared to other IgAN patients in Toronto. This potential 
influence of ethnicity on efficacy outcomes is further supported 
by both a real-world study conducted in the US and a 
retrospective study conducted in Norway, both of which failed 
to demonstrate improved kidney outcomes in US/Caucasian 
patient populations treated with systemic glucocorticoids.  
 
Therefore, considering the totality of evidence for systemic 
glucocorticoids, the failure of high-dose glucocorticoids in 
STOP-IgAN and other studies in Caucasian patients to 
demonstrate a statistically significant benefit on eGFR 
endpoints warrants careful consideration when evaluating the 
estimated treatment effect for a US patient population and the 
associated uncertainty around the efficacy estimates for the 
reduced-dose systemic glucocorticoid regimen. 
 
The need for repeat courses of systemic glucocorticoid therapy 
is unlikely to be feasible 
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The likely need for repeated courses of systemic 
glucocorticoids does not appear to have been taken into 
consideration within the ICER analysis, in addition to the use of 
long-term broad-spectrum antibiotics with a documented 
concern for sudden death in IgAN patients treated with RASi. 
Upon stopping methylprednisolone in the TESTING study, it is 
noted that an increase in proteinuria and decline in eGFR were 
observed, , and even at the reduced dose used in TESTING this 
will put patients at risk of long-term complications from 
systemic steroid exposure, such as bone disease and metabolic 
syndrome, in addition to the acute metabolic, cosmetic, and 
neuropsychiatric side effects. The authors of the low-dose 
TESTING study came to a similar conclusion, noting that there 
are no data to support the efficacy of repeated courses of 
corticosteroids; and that long-term metabolic, cardiovascular, 
and infective side effects are likely to offset any benefits.  
 
The impact of the systemic glucocorticoid safety profile has not 
been adequately captured 
 
Systemic glucocorticoids are widely known to be associated 
with a range of adverse events (AEs), which negatively impact 
patients’ health and quality of life which the KDIGO 2025 Work 
Group concluded patients would prefer to avoid, if possible. 
The lack of ICH GCP-compliant safety reporting, given there was 
no general AE data collection, gives rise to significant concerns 
when considering the ability to determine the effect on patient 
health and quality of life. 
 
After halting the TESTING trial due to an excess of serious 
infections and mortality in the high-dose glucocorticoids group, 
the trial re-started with a new protocol using a 30% reduced 
dose of glucocorticoids in the active arm. All patients in the 
reduced-dose cohort received broad-spectrum antibiotic 
prophylaxis with sulfamethoxazole/trimethoprim for the first 
12 weeks of treatment. Although the risk of severe infection 
and mortality may have been somewhat mitigated in the 
reduced-dose group of the TESTING study with this 
prophylactic antibiotic use, the total number of serious adverse 
events (SAEs) reported was still higher than the number 
reported with placebo and included 1 death, and severe 
infections requiring hospitalization still occurred in 4% of 
patients on the reduced dose regimen.  
 
Only reportable SAEs and a few reportable AEs of special 
interest were collected in TESTING. Without systematic AE 
collection and reporting, recommendations based on 
incomplete safety data may expose patients to unforeseen 
harm. Therefore, in the absence of standard ICH GCP-compliant 
safety reporting in the TESTING study, there is no overall 
comprehensive risk assessment for the reduced-dose 
glucocorticoid regimen. 
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The proposed regimen introduces significant and well-
documented risks when trimethoprim-sulfamethoxazole is 
combined with angiotensin converting enzyme inhibitors 
(ACEIs)/angiotensin II type I receptor blockers (ARBs), which is 
standard of care background therapy for IgAN patients. This 
combination is associated with an increased incidence of 
severe hyperkalemia requiring hospitalization and a 
significantly higher risk of sudden death. To our knowledge, this 
combination has only been studied in IgAN patients in the 
TESTING study. Due to the flawed safety surveillance in that 
trial, there is no reliable information on the magnitude of these 
risks, but they would likely be amplified in IgAN patients with 
impaired renal function. Furthermore, antimicrobial resistance 
is a critical and growing global health concern. Antimicrobial 
stewardship, particularly the judicious use of broad-spectrum 
antibiotics in immunosuppressed patients, is strongly 
emphasized in multiple international guidelines. Advocating 
prophylactic antibiotic use to mitigate life-threatening 
infections arising from off-label systemic glucocorticoids is a 
cause for concern when safer approved treatment alternatives 
are available. 

3. 

The ICER report misrepresents and over-simplifies eGFR 
treatment effects 
  
In Table 3.3 of the draft report, ICER presents annualized eGFR 
slope for the three interventions and methylprednisolone. We 
appreciate ICER’s efforts to synthesize heterogeneous data 
across multiple clinical programs. However, this comparison of 
eGFR outcomes is derived using different time horizons and 
analytic methods and risks misrepresenting relative treatment 
effects. 
 
It is important to note that the values presented for Tarpeyo 
are based on an annualized difference in eGFR at 2 years 
following a 15-month off-treatment period. To enable a fair 
comparison of the on-treatment effects between interventions 
we request that ICER also present the difference in eGFR at the 
end of the 9-month treatment period (mean change from 
baseline 0.7 mL/min/1.73 m2 with Tarpeyo versus -4.6 
mL/min/1.73 m2 with placebo, a difference of 5.2 mL/min/1.73 
m2). 
 
For systemic glucocorticoids, ICER focuses on the reduced-dose 
cohort from TESTING. It is important to note that the results 
presented in Table 3.3 of the ICER report demonstrate that the 
difference in the annualized eGFR slope between the reduced-
dose cohort and placebo was not statistically significant. The 
lack of a statistically significant benefit on eGFR should be 
emphasized in ICER’s report, inform the model inputs, and 
considered in ICER’s conclusions.  
For the reasons outlined above, we believe it is also important 
to put the TESTING results in the context of other negative 
trials. Estimates of eGFR slope have not been published for the 
STOP-IgAN trial, however, from Figure S1B of the Supplement, 
we estimate an eGFR slope of approximately -
1.3 mL/min/1.73 m² per year with supportive therapy 

We appreciate that you appreciate the challenges 
with synthesizing heterogeneous data in this 
review.  We agree with the importance of 
presenting the difference in eGFR at the end of 
the 9-month treatment period, which is already in 
section 3.2.  
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compared to  
-1.0 mL/min/1.73 m² per year with glucocorticoids +/- 
additional immunosuppression. Supportive of there being no 
evidence of efficacy for Caucasian patients treated with high-
dose glucocorticoid monotherapy in STOP-IgAN, it was stated in 
Rauen et al 2020 that analyses in subgroups failed to detect 
significant differences in the primary endpoint between the 
treatment strategies (Figure 2b and c of Rauen at al 2020).  

4. 

The results of ICER’s economic model do not have face validity   
 
There is a fundamental disconnect between current Clinical 
Practice Guidelines and the ICER cost-effectiveness analysis 
that finds systemic glucocorticoids to be economically 
dominant. The caveats around the ICER analysis assumptions 
are not clearly set out in the draft ICER report to enable 
interpretation of the model framework and applicability to 
real-world practice. Peer-reviewed, published economic 
models suggest that Tarpeyo is expected to be cost effective 
for the treatment of US adults with IgAN. 
  
As outlined above, clinical evidence from both the TESTING 
reduced dose cohort and STOP-IgAN studies demonstrated no 
statistically significant difference in eGFR slope between 
systemic glucocorticoids and best supportive care. However, 
ICER concludes that “systemic glucocorticoids were found to be 
a dominant strategy compared with no specific 
immunomodulatory therapy”, which does not have face validity 
when considering the model inputs. Specifically, the lack of 
statistically significant results for systemic glucocorticoids in 
Table 3.3 indicates that patients on systemic glucocorticoids in 
the model progress at a similar rate as those in the no specific 
immunomodulatory therapy arm of the model. In addition, 
ICER notes that those on systemic glucocorticoids also are 
assigned an increased risk of mortality, additional disutility for 
chronic steroid use, and increased health state costs compared 
with no treatment. When considering these negative impacts, 
it is not plausible that treatment with systemic glucocorticoids 
yields higher quality-adjusted life years and lower costs 
compared with no treatment. The lack of validity for this 
comparison raises concerns about the entire model.  
In addition, we strongly disagree with ICER’s approach of 
modelling a similar safety profile for Tarpeyo compared to 
reduced-dose glucocorticoids. In the NefIgArd study, Tarpeyo 
was well tolerated, with low rates of adverse events that were 
generally mild to moderate in severity and reversible, a safety 
profile that was as expected for a locally acting budesonide 
product. The need for mandatory broad-spectrum 
antimicrobial prophylaxis with reduced-dose systemic 
glucocorticoids is indicative of an overall more clinically 
challenging side effect profile. We do not believe that a simple 
steroid-mortality adjustment in the model is sufficient to 
account for the health implications that would be associated 
with the overall safety profile of the reduced-dose 
glucocorticoid regimen compared with Tarpeyo. 
 
If ICER corrects the errors in the model, the updated results are 
likely to align more closely with other economic models. In a 

We thank the reviewers for identifying an error in 
the draft report regarding on-treatment 
transitions for systemic glucocorticoids. In the 
draft report, these transitions were applied over 
the model lifetime; the updated model applies on-
treatment transitions for systemic glucocorticoids 
over two years, thus matching the model 
assumptions for Nefecon. However, we do not 
agree that we have modeled a similar safety 
profile for Nefecon compared to systemic 
glucocorticoids. The model applies an increased 
mortality risk, a disutility, and increased health 
care utilization costs associated with systemic 
glucocorticoids. 
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model evaluating the cost effectiveness of Tarpeyo as a 9-
month course of treatment every 2 years, adding Tarpeyo to 
optimized RASi resulted in a cost reduction of over $105 
thousand and an increase of over 1.1 quality-adjusted life-
years. The model also predicts that fewer patients will reach 
end stage kidney disease within 10 years with 
Tarpeyo + optimized RASi compared with optimized RASi alone 
(23.55% vs 70.75%). Patients on Tarpeyo + optimized RASi 
experience a median delay of 14.9 years (95% CI = 4.25-36.25) 
in reaching end stage kidney disease compared with those on 
optimized RASI alone. By reducing eGFR loss in patients with 
IgAN and preserving kidney function, Tarpeyo was estimated to 
improve health-related quality of life and reduce future overall 
net health care costs from the payer and societal perspectives 
in the US. Results were robust in scenario analyses exploring 
alternative assumptions in the model.  

Otsuka Pharmaceuticals 

1.  

Elements of ICER’s approach are not comprehensive for 
evaluating the true benefit of therapies in IgAN.  
The ultimate value of these therapies stems from long-term 
reductions in ESKD, dialysis, and transplantation, which are not 
adequately accounted for in the current assessment. These 
long-term benefits also make it inappropriate to compare long-
term options like sibeprenlimab-szsi to short-term treatments. 
Further, the current assessment does not account for the value 
of proteinuria reduction associated with these therapies. 
Improving proteinuria – a surrogate marker correlated with 
delayed progression to kidney failure – may spare patients 
from costly and life-threatening outcomes such as dialysis or 
kidney transplantation, and kidney failure itself has a similar or 
higher five-year mortality rate as certain forms of cancer. A 
recently published study further reinforces the clinical 
importance of proteinuria control, demonstrating that 
complete remission of proteinuria is associated with greater 
eGFR preservation and fewer kidney failure events. These 
findings reinforce recommendations to maintain proteinuria 
levels ideally <0.3 g/day underscoring its relationship with 
kidney function preservation. To avoid disincentivizing 
innovation and undermining the value that new therapies bring 
to the nephrology space, we offer the following questions and 
comments on key sections of the Draft Evidence Report below. 

We agree that what matters most are long-term 
outcomes. We do not agree that it matters 
whether therapies are long-term or short-term (or 
single dose, such as gene therapies). We note that 
we do not have long-term patient-important 
outcomes for treatment with sibeprenlimab. 

2.  

Report Timing and Data Availability: 
ICER’s review is inconsistent in the use of pivotal clinical trial 
data, and any findings should be caveated as limited and 
conditional.  
We concur with ICER’s recognition that all outputs of its report 
are limited by the lack of long-term and head-to-head 
evidence. Though ICER acknowledges the potential clinical 
value of these interventions, there are a lack of mature 2-5 
year 2 data which are critical for evaluating long-term 
effectiveness and making comprehensive conclusions regarding 
comparative efficacy and safety. As part of sibeprenlimab-szsi’s 
ongoing 
review via the Accelerated Approval Pathway, the FDA has 
proscribed the public release of Phase 3 estimated glomerular 

We recognize that for newly approved treatments 
there are often limited data available. However, 
patients, clinicians and insurers are still faced with 
decisions about how best to use these new agents 
once approved for use. As such, we view 
comparative clinical effectiveness research, and 
cost-effectiveness modeling as a useful and 
important way to identify the key inputs that 
impact the effectiveness and cost of a new 
therapy.  
 
Even when there is uncertainty about the actual 
values used in the models, sensitivity analyses can 
highlight the range of plausible values and their 
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filtration rate (eGFR) data until expected completion of the 
VISIONARY confirmatory clinical trial. Because of this, Otsuka 
was unable to provide ICER with such evidence, but we 
anticipate it will meaningfully shape ICER’s conclusions. Until 
then, we strongly recommend that ICER reframe its results as 
interim findings. We also recommend that ICER stress that its 
choice to pursue an assessment without mature data may lead 
to subpar valuations of 
relative efficacy and cost-effectiveness, making the report 
unsuitable for informing payer policies 
or decision-making 

impact on overall cost-effectiveness. We note that 
ICER’s “choice to pursue an assessment without 
mature data” may also lead to overly favorable 
valuations of relative efficacy and cost-
effectiveness. That is, uncertainties are not one-
sided. 

3.  

Intervention and Comparator Choice: 
We recommend ICER to reconsider its inclusion of systemic 
glucocorticoids as a comparator, which fails to reflect the 
treatment paradigm in real-world clinical practice.  
Unlike B-cell directed therapies intended for long-term therapy, 
systemic glucocorticoids’ short-term effects make them 
suitable for only acute, temporary treatment. Even in the 
TESTING trial ICER used for its clinical review and model inputs, 
short-course corticosteroids only temporarily delayed kidney 
events for 2-3 years, after which outcomes paralleled placebo. 
Prior cost-effectiveness analyses have recognized this, instead 
employing no specific immunomodulatory therapy as the 
most appropriate comparator for B-cell directed therapies.  
Tellingly, ICER’s scenario analysis 
comparing interventions to no specific immunomodulatory 
therapy substantially reduced the cost 
per QALY and cost per evLY versus the base case. Clearly, 
comparator choice is highly impactful for this assessment. The 
inclusion of systemic glucocorticoids disregards the actual 
course of care, compromising the clinical validity and 
generalizability of ICER’s findings. 
 
If ICER must include systemic glucocorticoids as a comparator, 
we recommend that it diversify its evidence base to avoid 
bias. ICER’s clinical review and model inputs employ data from 
the TESTING trial’s reduced dose methylprednisolone cohort, 
however, these data 1) are 
some of the most positive available, 2) directly conflict with 
other literature, and 3) come from a sample poorly 
representative of the U.S. population. For example, the STOP-
IgAN trial – 
performed by the same researchers as the TESTING trial – 
observed no additional benefit and significantly more infectious 
adverse events with high-dose corticosteroid therapy vs. 
supportive care alone after a median follow-up of 7.4 years. 
Marked population differences may explain this discrepancy: 
95% of the TESTING trial’s population were Southeast Asian, 
whereas STOP-IgAN participants were predominately 
Caucasian. Because Asian populations have faster disease 
progression than Caucasian and Black populations, the racial 
distribution of selected studies may meaningfully shape cost-
effectiveness outcomes and STOP-IgAN results are more 
appropriate for a U.S. cost-effectiveness analysis. Further, as 

We include systemic glucocorticoids as a 
comparator based on the input of some clinical 
experts.  Furthermore, some clinical 
recommendations, including UpToDate, 
recommend systemic glucocorticoids as first-line 
immunosuppression for patients with IgAN at high 
risk for progression.  As noted previously, there is 
disagreement between UpToDate and the KDIGO 
guidelines on this issue. 
 
We have also extensively discussed the four 
randomized clinical trials that have tested 
systemic glucocorticoids (three of which show 
benefit from treatment) as well as further justified 
our decision to focus on the TESTING trial low-
dose group for the most contemporary evidence 
on the effects of systemic glucocorticoids.  We 
have added additional information in the main 
report and elsewhere in this response to public 
comment about how to interpret the discordant 
results of TESTING and STOP-IgAN, including 
differences in trial populations with respect to 
national setting, race/ethnicity, as well as baseline 
risk and baseline proteinuria. 
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noted in ICER’s Supplemental Information, the TESTING trial’s 
eGFR data had a high risk of bias and therefore may not be 
reflective of realworld outcomes. As such, we encourage ICER 
to diversify its evidence base to better represent the U.S. 
patient population and avoid favorably skewing glucocorticoid 
modelling inputs. 

4.  

We recommend that ICER include all approved IgAN therapies 
focused on managing IgANspecific 
drivers for nephron loss. This includes Fabhalta (iptacopan) 
which was approved for IgAN patients in August of 2024. 

We discussed this issue with multiple experts and 
concluded that ICER would focus on treatments 
that would not be typically appropriate to use in 
combination. As such, we chose to focus on B-cell 
directed treatments. 

5.  

Trial Population Differences: 
Trial population differences are not sufficiently adjusted, 
impacting the relative efficacy of interventions. ICER makes 
note of significant heterogeneity in the trials’ “study 
populations, study design, intervention type, outcome 
definition and measurement, and analytic methods, as well as 
quality.” Given that the cost effectiveness model’s average 
time to ESKD depends on whether trials included late or early-
stage disease, population discrepancies across trials, in the 
absence of standardization, may skew the relative efficacy and 
cost-effectiveness of interventions. 
For example, eGFR change from baseline in the control group in 
the TESTING trial was -3 mL/min/1.73m2 whereas the control 
group in the ENVISION trial had a change of -7.4 
mL/min/1.73m2. Some attempt to ameliorate these between-
trial differences is indispensable 
to any discussion of comparative efficacy. However, ICER 
deemed conducting an indirect treatment comparison (ITC) 
unfeasible because of these very differences. ICER should 
instead consider a matched adjusted indirect comparison 
(MAIC) to shore up the methodological rigor of 
its review and minimize the influence of population differences 
on comparative treatment benefits. 

We agree that the lack of head-to-head 
comparisons limit our ability to make conclusions 
about comparative efficacy and safety.  Given this, 
the evidence ratings of the interventions against 
one another reflect substantial uncertainty.  For 
multiple reasons, including lack of access to 
patient-level trial data, we do not have confidence 
in the feasibility or validity of methods including 
MAIC to adjust for differences in trial populations.  
Head-to-head randomized comparisons of key 
treatment choices would be helpful, but such 
trials have not been performed. 
 
 

6.  

Outcomes: 
ICER’s cost effectiveness analysis does not fully account for 
the cost offsets of delaying 
dialysis or potentially preventing kidney transplantation in a 
patient’s lifetime. Because 
mortality and quality of life impacts are relatively small in early 
stages of IgAN, the prevention of 
dialysis and kidney transplant make up the majority of cost 
offsets and QALY gains for most 
kidney disease interventions. Therefore, to avoid undervaluing 
these interventions, we recommend 
that ICER fully incorporate these health states and costs in the 
model and evaluate a range of 
outcomes assumptions in a sensitivity analysis. As ICER 
acknowledges, utilities for dialysis and 
post-kidney transplant vary. However, ICER’s conservative 
extrapolation of long-term renal 
benefits threatens to undervalue these treatments. Further, in 
addition to dialysis and kidney 

The model does incorporate health states and 
costs related to dialysis and transplantation. The 
results demonstrate delayed progression to ESKD 
of over 10 years from the use of sibeprenlimab 
versus systemic glucocorticoids which includes 
cost offsets from avoiding dialysis. Further, the 
model may overestimate the costs saved from 
delaying transplantation due to incorporating 
charged amounts versus paid amounts associated 
with a transplant episode. Additionally, while it is 
true that we do not capture impacts on 
productivity in the base-case, this modeling 
choice is consistent with ICER’s Value Framework. 
Impacts on productivity are included in the 
modified societal perspective.  
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transplantation, ICER does not adequately capture loss of 
productivity in its base case. 

7.  

Pricing and Model Inputs: 
We recommend that ICER does not blend WAC, placeholder, 
and net prices in its model 
inputs. For consistency, ICER should consider using publicly 
available WAC pricing for all therapies and avoid using a blend 
of published WAC, speculative net pricing (since discounts are 
not publicly available), and assumed WAC or net price for 
unapproved therapies. We recognize that this choice was 
driven by available data, however, presenting these results side 
by side can prompt misleading conclusions about both cost-
effectiveness and affordability. In particular, applying different 
pricing for treatments in the same category of APRIL and 
APRIL/BAFF inhibitors, i.e., using a speculative net price for 
atacicept and established WAC for sibeprenlimabszsi, adds 
considerable uncertainty and makes cost-effectiveness 
estimates incomparable. The launch price of atacicept is not 
likely to reflect pricing strategies for second entrant within 
class therapies in the US and we recommend that to be 
revisited. 

We have updated the model to reflect the most 
recent pricing estimates. The model now reflects 
estimated net prices for sibeprenlimab and 
Nefecon, based on available RedBook data and 
forecasted discounts from IPD Analytics. 
Additionally, we now use a placeholder price for 
atacicept, estimated by IPD Analytics to be 
equivalent to the estimated net price for 
sibeprenlimab. 

8.  

Budget Impact: 
ICER overestimated the number of eligible patients. ICER 
estimated that there will be 167,191 
eligible patients over five years, based on a prevalence 
estimate of 61.3 per 100,000 persons. 
However, this source is limited by the restricted availability of 
biopsy results and the possibility 
of overcounting due to the possible inclusion of multiple biopsy 
claims from the same 
individuals. A study with a larger sample and a 12-year rather 
than one-year timeframe estimated 
a prevalence of 40 cases per 100,000 persons, or 104,400 
people using the current U.S. adult  population. Of these, 
84,146 would be treatment eligible given that ~80.6% are in 
CKD stage 1 to 4.  We recommend that ICER reduce its 
estimated patient population accordingly.  

We have updated the inputs to the budget impact 
model to reflect this prevalence estimate and to 
include only those in CKD stages 1 to 4. 

9.  

Rare Disease: lgAN is a rare, chronic renal disease, making 
ICER's $100,000 per QALY, threshold relatively low by 
international standards. As stated in Otsuka's Draft Scoping 
Document comments, economic reviews in other countries 
(e.g., the United Kingdom, Sweden, Canada, Germany, France, 
and the Netherlands) have removed or amended cost-
effectiveness thresholds for orphan and ultra-orphan 
treatments and some have also permitted higher levels of 
uncertainty to account for the challenges of generating robust 
evidence in small populations. In the U.S., the FDA has similarly 
implemented protections and incentives to promote innovation 
in rare diseases, since the economic viability of products 
intended for very small patient populations would otherwise 
pose barriers to market entry. ICER's typical cost-effectiveness 
standards are inappropriate for rare conditions like IgAN, and 
we recommend applying disease severity and disease rarity-

IgAN is not particularly rare and is certainly not an 
“orphan” or “ultra-orphan” disease. We feel that 
even for ultra-rare diseases, the ICER range of 
$100,000 to $150,000 per QALY or evLY remains 
appropriate, but that is not a concern in this 
review. Please refer to ICER’s Value Assessment 
Framework for more details about our methods 
and conceptual framework.   

https://icer.org/our-approach/methods-process/value-assessment-framework/
https://icer.org/our-approach/methods-process/value-assessment-framework/
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based willingness to pay thresholds to avoid excessively 
penalizing these therapies. 

Vera Therapeutics 

1. 

Implausible time to ESKD due to overestimation of atacicept 
eGFR decline 

Under representation of eGFR stabilization.  

It is important to highlight a broader internal inconsistency in 
the model outputs that materially affects the interpretation of 
atacicept’s value. In the base-case results (Draft Evidence 
Report, Table 4.3), atacicept is associated with a mean time to 
end-stage kidney disease (ESKD) of 15.2 years. Given the 
modeled population characteristics and observed clinical data, 
this estimate appears implausibly low. As described in the 
model inputs, the simulated cohort is predominantly composed 
of patients with CKD stages 2, 3a, and 3b, with no patients 
starting in CKD stages 4 or 5. In this population, a time to ESKD 
of 15.2 years implies an effective eGFR decline on the order of 
approximately 2–3 mL/min/1.73 m² per year, which is several-
fold faster than the annualized eGFR slope observed in clinical 
trials and long-term extension data for atacicept.  

This disconnect suggests that the model has overestimated the 
rate at which patients transition through worsening CKD stages 
despite treatment. As a consequence, the model thereby 
truncates the disease-modifying benefit of atacicept 
demonstrated through sustained eGFR stabilization. When 
compounded over time, these aggressive progression 
assumptions materially limit modeled time to ESKD and 
downstream life-year gains. Absent such aggressive transition 
assumptions, it is difficult to envision a clinical scenario in 
which a disease-modifying therapy that demonstrates 
sustained eGFR stabilization would yield only a modest delay 
(e.g., 4 years versus SGC, Table 4.3) to ESKD in a predominantly 
CKD stage 2–3 population. 

We spoke to clinical experts who questioned 
whether complete GFR stabilization over long 
time horizons should be expected with these 
treatments. We used slope differences between 
each intervention and the placebo arm observed 
in clinical trials to calibrate on-treatment 
transition probabilities based on transition 
probabilities derived from the best supportive 
care arm of the Phase III NefIgArd Part B trial and 
used in a previous cost-effectiveness model. Until 
more data becomes available, we believe these 
are the best estimates that we can make given 
this background of uncertainty. 

2. 

Approach to systemic glucocorticoids lacks face validity  

Over-reliance on a subset from the TESTING trial for lifetime 
SGC benefit. 

 ICER’s decision to rely on the reduced-dose TESTING cohort as 
the basis for lifetime SGC treatment effects is concerning 
because these results define the base-case comparator arm of 
the model. The data selected come from a subset of a single 
study resulting from a trial that was halted due to safety 
concerns and subsequently restarted under a revised protocol. 
Roughly 95% of participants were enrolled in China or other 
Asian countries, thus substantially limiting generalizability to 
the modeled US population. The rationale for using this cohort 
from a single trial as the sole basis of evidence for this 
important comparator, modeled over a lifetime horizon, is 
unclear, especially as the trial itself shows that eGFR and 

We thank the reviewers for identifying an error in 
the draft report regarding on-treatment 
transitions for systemic glucocorticoids. In the 
draft report, these transitions were applied over 
the model lifetime; the updated model applies on-
treatment transitions for systemic glucocorticoids 
over two years, thus matching the model 
assumptions for Nefecon. 
 
As discussed elsewhere in this response to public 
comment, as well as in the report, we chose to 
rely on the TESTING trial as opposed to other 
trials (including STOP-IgAN) for multiple reasons.  
First, STOP-IgAN included roughly one-third of 
patients in the intervention arm receiving 
cyclophosphamide and azathioprine as well, so 
STOP-IgAN was not an evaluation of systemic 
glucocorticoids alone. Second, the TESTING trial is 
more recent and larger than the STOP-IgAN trial.  
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proteinuria benefits are largely front-loaded and diminish over 
time as acknowledged by the study authors.  

In addition, other randomized SGC trials (e.g., STOP-IgAN and 
earlier studies) do not demonstrate consistent, durable 
renoprotective benefit, and this broader evidence base does 
not appear to be fully incorporated or reflected in the assumed 
long-term effect of SGCs in the model. Importantly, the 
apparent long-term benefit attributed to SGCs in the model is 
not supported by how these therapies are used in real-world 
IgAN care. SGCs are typically administered as short-course 
interventions and are not intended to provide durable disease 
modification or sustained eGFR stabilization. In real-world IgAN 
care, SGCs are not prescribed as chronic maintenance therapy.  

Modeling a chronic SGC paradigm is not simply an uncertainty, 
it is a clinically implausible construct that does not reflect how 
steroids are used in practice and should not serve as the 
cornerstone comparator for long-term value conclusions. 
Modeling short-course steroid effects as providing persistent 
lifetime benefit likely overstates their ability to reduce the risk 
of progression to kidney failure. When such overstated 
durability is applied to steroids but not to therapies designed 
for chronic disease modification, the resulting comparisons risk 
understating the long-term clinical and economic value of B-cell 
modulators such as atacicept. 

We have acknowledged and discussed questions 
of external validity in both trials.  The TESTING 
trial was conducted in China, Australia, India, 
Canada, and Malaysia and the STOP IgAN trial was 
conducted in Germany.  So, there are questions 
about how extrapolatable both trials are to a U.S. 
population. 

3. 

Choice of base-case comparator.  
 
The draft report deviates from the original model analysis plan 
by reporting SGCs as the only base-case comparator, with “no 
specific immunomodulatory therapy” or best supportive care 
(BSC) relegated to supplemental scenarios. Using chronic SGC 
maintenance (up to 9 months on therapy) assuming a durable 
clinical benefit well beyond treatment discontinuation (as 
described above) as the implicit reference framework is 
fundamentally flawed for IgAN and creates a structural bias in 
the model: it anchors long-term comparisons to a ‘standard of 
care’ that is not clinically plausible. This implicitly treats SGCs as 
the default standard of care, despite substantial uncertainty 
about their role and the fact that many patients in practice do 
not stay on therapy because of contraindications, prior toxicity, 
or preference. This modeling decision is particularly 
consequential because SGCs are not routinely used as chronic 
therapy in IgAN, given well-recognized safety limitations, and 
therefore do not represent a clinically plausible long-term 
comparator for therapies intended to deliver disease-modifying 
benefit through sustained eGFR stabilization. Moreover, 
comparing SGCs with precision B-cell modulators as if they 
represent comparable long-term treatment strategies conflates 
fundamentally different therapeutic intents: systemic 
glucocorticoids are episodic, broadly immunosuppressive 
interventions, whereas atacicept is a precision B-cell modulator 
targeting IgAN-specific drivers through dual BAFF/APRIL 
inhibition. Treating these approaches as interchangeable within 
the base-case framework introduces structural bias that 
disadvantages novel therapies whose value lies in durable 
disease modification rather than short-term suppression. 

Our conversations with clinical experts indicated 
that treatment with systemic glucocorticoids 
would be preferred to no specific 
immunomodulatory therapy for patients at high 
risk of progression.   These conversations are 
consistent with the choice of systemic 
glucocorticoids in the UpToDate summary and 
guidance.  Our choice of model comparator 
reflects this preference. However, we include “no 
specific immunomodulatory therapy” as the 
comparator in a scenario analysis to reflect the 
diversity of treatment options. Additionally, and 
as mentioned above, the updated model now 
applies on-treatment transitions for systemic 
glucocorticoids over two years only.  We 
acknowledge the substantial side effects of 
systemic glucocorticoids and we discuss them 
extensively in the report. 
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4. 

Asymmetric handling of treatment duration for SGCs.  
 
ICER’s stated rationale for selecting SGCs as the base-case 
comparator is that they were dominant to BSC in preliminary 
model analyses. This assumption effectively treats SGCs as 
chronic maintenance therapies while simultaneously 
constraining other short-course or disease-modifying therapies 
to time-limited benefit, despite comparable or more durable 
clinical signals. Of concern, this conclusion appears to be driven 
by the assumptions used to model eGFR slope, specifically 
treating SGCs, which are short-term interventions, as providing 
a continuous long-term benefit. In contrast, ICER assumes a 
time-limited, 24-month benefit for Nefecon. The rationale for 
modeling two steroid treatments so differently is unclear, and 
this asymmetrical approach leads to counterintuitive results. 
For example, time to end-stage kidney disease (ESKD) is 6.17 
years for BSC, 7.1 years for Nefecon, and 11.23 years for SGCs 
(Section E5, Table 4.3). Applying different durability 
assumptions for Nefecon and SGCs results in a 4.1-year longer 
time to ESKD with SGCs versus Nefecon, and consequently a 
dominant cost-effectiveness result with SGCs costing less and 
providing better outcomes.  
 
The handling of off-treatment transitions appears central to 
this issue. After 24 months, Nefecon is forced back onto the 
BSC curve based on NefIgArd Part B data, while SGCs maintain 
a treatment-specific trajectory indefinitely. These modeled 
results are difficult to reconcile with the underlying trials, 
which show qualitatively similar short-term eGFR and 
proteinuria profiles for methylprednisolone and Nefecon (both 
short steroid courses with waning benefit over time). Given 
that the SGC arm currently serves as the sole base-case 
comparator, it is especially important that SGCs are modeled in 
a way that realistically reflects the totality of the evidence and 
is clinically plausible. In practice, the clinical distinction 
between methylprednisolone and Nefecon is not one of 
durability but of formulation and safety profile; both are 
administered as finite steroid courses with waning effects, 
making the modeled divergence in long-term outcomes difficult 
to justify. 

As stated above, we thank the reviewers for 
identifying an error in the draft report regarding 
on-treatment transitions for systemic 
glucocorticoids. In the draft report, these 
transitions were applied over the model lifetime; 
the updated model applies on-treatment 
transitions for systemic glucocorticoids over two 
years, thus matching the model assumptions for 
Nefecon. 
 

5. 

Modeled population and progression rates are not aligned 
with real-world IgAN  

Baseline population comparability and treatment-effect 
modifiers.  

The draft report states that the model assumes the same 
baseline population characteristics for each treatment arm, 
based on an assumption of broad similarity across pivotal IgAN 
studies. However, baseline characteristics across the source 
trials show meaningful differences in variables known to 
influence disease progression, including CKD stage, proteinuria 
or urine protein-creatinine ratio (UPCR), race and ethnicity, and 
SGLT2 inhibitor use in the more contemporary trials. Failure to 
account for these differences may also introduce implicit bias 
into comparative estimates, particularly when newer trials 

We have added the following to the Key 
Assumptions Table: “We assumed the same 
baseline patient characteristics for each 
treatment arm.”  
 
Progression through CKD stages for the “no 
specific immunomodulatory therapy” arm is 
based on a transition matrix derived from patient-
level data in the Phase III NefIgArd Part B trial and 
used in a previous cost-effectiveness model. We 
describe above and in the report how progression 
through CKD stages was calibrated for each 
treatment. Additionally, we spoke to clinical 
experts that questioned whether complete GFR 
stabilization over long time horizons should be 
expected with these treatments. Until more data 
become available, we believe these are the best 
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enroll patients with more contemporary background therapy 
and different baseline risk profiles. While age and sex are often 
used as default covariates, as described by ICER’s Clinical Trial 
Diversity Rating (CDR) tool, evidence suggests that these alone 
are insufficient predictors of IgAN progression. Notably, CKD 
stage, proteinuria, and race are important clinical predictors of 
eGFR decline and treatment response in IgAN. Assuming an 
identical baseline model population for all interventions, 
without adjusting for these differences or exploring them in 
sensitivity analyses, risks distorting comparative outcomes. 
Ignoring the importance of these factors has potential equity 
implications, particularly when some populations are 
systematically under or overrepresented. We acknowledge that 
the current evidence base limits the analytic levers available to 
fully resolve these between-trial differences; therefore, the 
report should explicitly acknowledge this limitation and 
interpret comparative findings accordingly. 

Baseline natural history and speed of progression.  

In the current model, the “no specific immunomodulatory 
therapy” arm progresses to ESKD in roughly six years on 
average, which is notably faster than many natural-history and 
registry data would suggest for a broad IgAN population. This 
accelerated progression is especially influential because it 
magnifies the apparent benefit of therapies assumed to have 
sustained effects. When modeled, rapid early transitions 
amplify this effect, further disadvantaging therapies whose 
benefit accrues through longer-term stabilization rather than 
early separation. This baseline is derived from an “evidence-
based transition matrix” submitted during the data request 
period, but the draft report does not clearly describe the 
underlying data sources or transition probabilities. Because this 
matrix underpins the calibration for all treatments, 
understanding its construction and testing alternative 
assumptions are critical. This is extremely important for eGFR 
slope. For IgAN, sustained differences in annualized eGFR slope 
are the most clinically meaningful determinant of time to 
kidney failure. Even modest slope preservation (e.g., ~0.5 
mL/min/1.73 m² per year) can translate into multiyear delays in 
ESKD, with nonlinear downstream effects on dialysis initiation, 
transplantation, and healthcare costs. Therapies whose benefit 
manifests through eGFR slope stabilization, such as atacicept, 
are therefore particularly sensitive to modeling choices that 
rely on mean change rather than time-dependent, slope-based 
extrapolation. 

Cross-trial calibration and transportability of treatment 
effects.  
 
Beyond baseline differences, the calibration strategy forces all 
therapies onto a single shared “no immunomodulatory 
therapy” progression curve and then uses forward and 
backward multipliers to approximate each trial’s eGFR effect. 
The exception appears to be the SGC arm which follows its own 
trajectory. This implicitly assumes that relative treatment 
effects are fully transportable across meaningfully different 

estimates that we can make given this 
background of uncertainty. 
 
We thank the reviewer for identifying 
typographical errors in Table E2.2. These have 
been corrected in the revised report. Table E2.2 
now also reflects the updated model assumption 
regarding the durability of treatment benefit for 
systemic glucocorticoids. 
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trial populations, including differences in geography, race and 
ethnicity, baseline risk, and background therapy. The draft 
report does not fully describe the eGFR calibration process, 
such as how specific time points and slopes were chosen as 
targets or why some modeled differences (for example, in 
Table E2.2) diverge from the headline trial results and from 
each other. For therapies such as atacicept, whose value is 
driven by durable stabilization of eGFR slope rather than large 
early mean changes, this calibration approach compresses true 
differences and underrepresents long-term benefit. Because 
transportability cannot be empirically verified with the current 
evidence base, ICER should explicitly describe resulting 
structural uncertainty and avoid framing the calibrated outputs 
as definitive comparative estimates. This concern is heightened 
if long-term extension data are down weighted or excluded 
from calibration targets. 

6. 

To address these considerations, we recommend that ICER: 

- Remove the chronic SGC maintenance paradigm from the 
base-case framework by either: 
(a) using best supportive care/no specific 
immunomodulatory therapy as the base-case 
comparator, or 
(b) modeling SGCs as a short-course strategy with waning 
benefit and clinically realistic discontinuation, and 
presenting SGCs only as a scenario analysis. 
(Rationale: chronic SGC maintenance is not clinically 
plausible in IgAN and structurally biases the model results.)  

- Reassess base-case progression assumptions that 
underrepresent atacicept’s disease-modifying benefit by 
overestimating eGFR decline and CKD stage transitions, 
and conduct slope-based scenario analyses anchored to 
observed annualized eGFR stabilization where available 
(including long-term extension data). 

- Harmonize durability and off-treatment assumptions 
across short-course therapies and disease-modifying 
therapies, including consistent approach to treatment 
duration, waning, and off-treatment transitions 
associated with a SGC formulations, to avoid asymmetry 
that can drive dominance conclusions.  

- Explicitly acknowledge between-trial heterogeneity and 
limited ability to fully adjust for it and transparently 
reflect this structural uncertainty in the main report 
interpretation (not only supplements), including sensitivity 
bounds that show how conclusions change under plausible 
alternative assumptions. 

Thank you for your feedback. As described above, 
we believe we have responded to each of these 
comments. We have harmonized treatment 
durability of SCGs with that of Nefecon. However, 
we have retained SGCs as the base-case 
comparator on the basis of input received from 
clinical experts (see responses above). Regarding 
treatment progression, we have significant 
uncertainty regarding the long-term tolerability 
and benefit of sibeprenlimab and atacicept. Given 
this uncertainty, we believe our modeling 
approach is reasonable. Finally, we have added 
text to the Key Model Assumptions table (Table 
4.1) in the main text of the report indicating our 
assumption of broad clinical and demographic 
similarity across relevant clinical trials. 
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# Comment ICER Response 
Patient Groups 
IgA Nephropathy Foundation 

1. 

I wanted to take a moment to share my thoughts regarding your 
recent ICER report on B-Cell-Directed Therapies for IgA 
Nephropathy. As someone living with IgA Nephropathy, the most 
important thing for me and many others is to protect our kidney 
function for as long as we can. We all want to avoid going on 
dialysis or needing a transplant if at all possible. It’s tough 
enough managing the ups and downs of our condition without 
adding the stress of those major interventions! I appreciate your 
efforts in researching this area, but I wanted to point out that 
relying on systemic steroids as a long-term solution may not be 
realistic for most of us. They come with some serious side effects 
and, honestly, many of us struggle to stay on them for a long 
time. What I find really exciting is the new treatments being 
developed. They focus on addressing the root cause of the 
disease, which gives us hope for a more stable kidney function 
over time. It’s refreshing to see options that could potentially 
lead to a better quality of life and help us maintain our 
independence. I do worry, though, that some models predicting 
how quickly our kidney function declines might not reflect what 
we actually experience. If those models underestimate the 
benefits of new treatments, it could undermine the hope we 
have for improvements in our lives. Even the smallest gains in 
kidney preservation can mean a big difference for us—more time 
without dialysis, fewer hospital visits, and just an overall better 
life experience. In the end, it’s crucial that studies and 
evaluations focus on what really matters to us as patients. We 
want to see outcomes that reflect our day-to-day realities. 

We appreciate your perspective. As stated in the 
report, we believe that the approval of these 
drugs for IgAN represents a potentially important 
advance that will benefit patients living with IgAN.  
We have added additional text emphasizing the 
known side effects of systemic glucocorticoids 
and we also discuss this as part of unmet needs 
with currently available therapies (see Table 5.1). 
 
In our model, we incorporated the key factors 
that are likely to have a meaningful impact on 
patients’ lives including not only kidney function, 
but also other ones such as patient’s quality of life 
improvements, avoidance of dialysis and 
transplant, and productivity. Accordingly, our 
model demonstrates substantial clinical benefits 
with these interventions. 

NephCure 

1. 

Overall Perspective 
While the overall report is generally balanced within the 
constraints of currently available data, the current evidence base 
remains immature, with limited glomerular filtration rate (GFR) 
outcomes, short follow-up durations, and evolving real-world 
data. The evidence limits the ability to fully assess long-term 
kidney preservation, dialysis avoidance, and transplant delay.  In 
addition, several drugs have been recently approved to treat 
CKD, including SGLT2is, which have also shown efficacy 
specifically in IgAN. This limit in current evidence is compounded 
by the fact that IgAN is a rare disease, with a high degree of 
heterogeneity across subpopulations. It is essential that this 
report be clearly framed as an interim assessment subject to 
meaningful revision as phase 3 and open-label extension (OLE) 
data mature. 
 
While cost-effectiveness remains challenging for novel agents, 
patients urgently need treatment options beyond systemic 
prednisone. Multiple publications document significant toxicity 
even with short-term and low-dose exposure, limited durability 
of response, and declining evidence of efficacy outside of Asian 
populations. Patients consistently report the burden of repeated 
steroid courses, cumulative side effects, and the uncertainty 
associated with disease progression. 
 

We appreciate your perspective. ICER’s reports 
are intended to be used on a population level. 
Therapeutic decisions should be made on an 
individual level taking into account best evidence 
and individual patient values and preferences.  
We are not attempting to take the place of clinical 
decisions for specific individuals; clinical decisions 
should always be between patients and caregivers 
and reflect patient preferences and risk tolerance.   
 
We also captured productivity impacts on 
patients and caregivers in the model by 
incorporating lost productivity due to patient and 
caregiver absenteeism, as well as early workforce 
exit among patients in the modified societal 
perspective analysis.  
 
We also have extensively discussed the side 
effects of systemic glucocorticoids as well as 
incorporated these effects on mortality, quality of 
life and costs in the economic modeling.   
 
We also agree that there are uncertainties about 
the amount of time that different treatments 
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While the report appropriately acknowledges uncertainty in 
comparative effectiveness, comparative framing against systemic 
steroids risks overstating their real-world clinical value while 
underestimating patient harm.  
 
Therapeutic decisions in IgAN must remain between patients 
and their care team, and they should be informed by evolving 
evidence, individual risk tolerance, and patient-centered 
outcomes. 
 
Given the heterogeneous disease trajectory of IgAN across racial, 
ethnic, and socio-economic groups, ICER assessments should 
consider health equity beyond what exists in the current report 
to ensure that cost-effectiveness and clinical recommendations 
reflect the real-world experience of all patients, including 
historically underserved populations. 
 
As new data emerge, particularly definitive GFR outcomes for B-
cell modulators and long-term extension data, it will be critical 
for ICER to reassess the value framework to fully capture the 
long-term clinical, quality-of-life, and societal benefits of disease-
modifying therapies. 
 
Key Issues for ICER Consideration: 

• Importance of patient-centered decision-making in 
partnership with their care team 

• Underestimation of productivity loss and caregiver 
burden 

• Absence of GFR outcome data for B-cell modulators 
• Short duration of follow-up across all therapies 
• Steroid toxicity, limited durability, and real-world 

burden 
• Limitations of systemic steroids as a comparator 
• Limitations in capturing IgAN heterogeneity and disease 

trajectory 

should be administered and we discuss these 
issues in the report.  
 
We also agree that there is a lack of eGFR 
outcome data and long-term follow-up across the 
reviewed therapies. In the economic model, we 
use the best available evidence to model disease 
progression over a lifetime horizon.  
 
Finally, we acknowledge that trial data generally 
reports average treatment effects across a trial 
population and that different individuals may 
respond differently to specific treatments. 
However, ICER reports are intended to 
recommend a single global price across all 
patients based on average values.  
 
 

2. 

Evidence Maturity and Interim Nature of the Report: 
The drugs under review have all been approved under the 
accelerated approval pathway. Therefore, the absence of GFR 
outcome data for B-cell modulators represents a major limitation 
of the current existing evidence. In a progressive and rare disease 
such as IgAN, proteinuria reduction is a surrogate endpoint, while 
long-term preservation of kidney function is the clinically 
meaningful outcome.  Coupled with short follow-up durations 
across trials, the current assessment should be explicitly framed 
as an interim evaluation that will require revision once phase 3 
GFR data and OLE data become available. 

 
From a health economics perspective, the lack of mature GFR 
outcomes introduces significant uncertainty into long-term 
modeling assumptions related to dialysis avoidance, transplant 
delay, healthcare utilization, productivity, and survival. The slow 
and heterogeneous progression of IgAN introduces substantial 
uncertainty when extrapolating long-term outcomes from short-

We recognize that for newly approved treatments 
there are often limited data available. However, 
patients, clinicians and insurers are still faced with 
decisions about how best to use these new agents 
once approved for use. As such, we view 
comparative clinical effectiveness research, and 
cost-effectiveness modeling as a useful and 
important way to identify the key inputs that 
impact the effectiveness and cost of a new 
therapy. Even when there is uncertainty about 
the actual values used in the models, sensitivity 
analyses can highlight the range of plausible 
values and their impact on overall cost-
effectiveness.   
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duration clinical trials. Additionally, current trial populations 
underrepresent key racial and ethnic groups, limiting confidence 
in generalizing outcomes. 

3. 

Steroids as a Base Case Comparator: Real-World and Evidence-
Based Limitations: 
While systemic steroids are historically used in IgAN, multiple 
publications document significant toxicity even with short-term 
and low-dose exposure. Furthermore, treatment durability is 
limited, often requiring repeated courses with cumulative risk. 
Outside of Asian populations, evidence supporting steroid 
efficacy is substantially weaker. Thus, framing steroids as a 
dominant comparator with both comparative effectiveness and 
cost-effectiveness risks overstating their real-world clinical value 
and underestimating patient harm. 

 
From an evidence-based standpoint, systemic steroids were 
never evaluated under modern regulatory standards and rely on 
discordant and outdated trial data. In the report, only one study 
used systemic steroids as the comparator. Serious infections 
observed in the TESTING trial (the study was halted due to a 
death of a patient) required dose reduction. Higher-dose 
regimens may carry substantially greater toxicity than is reflected 
in the model. The choice of steroids as the primary comparator 
strongly influences cost-effective outcomes and warrants careful 
reconsideration. 

Our conversations with clinical experts indicated 
that treatment with systemic glucocorticoids 
would be preferred to no specific 
immunomodulatory therapy for patients at high 
risk of progression.   These conversations are 
consistent with the choice of systemic 
glucocorticoids in the UpToDate summary and 
guidance. For example, the UpToDate article on 
“IgA Nephropathy: Treatment and Prognosis” 
makes the opposite recommendation, and favors 
systemic glucocorticoids as initial 
immunosuppressive therapy. 
 
As discussed above, we agree that there are 
important limitations to the evidence around 
systemic steroids. It would have been beneficial 
to guiding patient care if there had been systemic 
steroid arms in the clinical trials of new agents 
rather than only having placebo comparator arms. 
 
We also note that the choice of steroids as a 
primary comparator only has small influences on 
cost-effectiveness results. 
 

4. 

Targeted Budesonide as a Distinct Therapeutic Category: 
 
As acknowledged in the report, targeted budesonide is more 
convincingly cost effective, abstract presentations support the 
safety and efficacy of at least a second course, and it is likely that 
they are relatively gentler in side effects and serious risks for 
steroid complications.   Analyses should treat it separately from 
systemic steroids as a distinct therapeutic category, because its 
impact on side effects, healthcare use, and patient quality of life 
is considerably less severe. 

While we do not treat Nefecon as a distinct 
therapeutic category compared to systemic 
glucocorticoids, the model does incorporate an 
increased mortality risk, a disutility, and increased 
health care utilization costs associated with 
systemic glucocorticoid use. 

5. 

B-Cell Modulators and Long-Term Disease Modification 
Once definitive GFR data are available for B-cell modulators, the 
benefits of delaying CKD progression, dialysis, and 
transplantation may be substantial. These downstream benefits 
are not currently captured in the economic model but have 
profound implications for quality of life, employment, caregiver 
burden, and societal costs. 

The model incorporates the best available 
evidence regarding treatment impacts on eGFR. 

6. 

Patient Experience and Decision-Making 
While the report appropriately acknowledges uncertainty in 
comparative effectiveness, patient experience is not fully 
captured in current trial data and is rarely systematically 
measured. Treatment burden, adverse effects, and quality of life 
are central to therapeutic decision-making in a chronic disease 
such as IgAN. Patient-centered outcomes may also differ across 
communities. Consideration needs to be given to how social 

We have added information about this lack of 
information in the Uncertainties and 
Controversies (section 3.2). 
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determinants and structural barriers influence real-world uptake 
of therapies to ensure equitable evaluation of value.  
 
Ultimately, therapeutic decisions must remain between 
patients and their care teams, informed by evolving evidence 
and individual risk tolerance. 

 
Patients consistently prioritize preserving kidney function, 
avoiding dialysis, maintaining independence, remaining 
employed, and minimizing treatment toxicity. Productivity loss 
and caregiver burden occur long before kidney failure and are not 
adequately reflected in current economic models. 

7. 

Key Recommendations:  
• Explicitly label the report as an interim assessment. 
• Further acknowledge cost impact, productivity loss and 

caregiver burden into societal value assessments in 
regard to disease progression. 

• Reframe systemic steroids as a limited and toxic 
comparator. 

• Distinguish targeted budesonide as a distinct therapeutic 
category notable for both its clinical role and long-term 
therapeutic value (confirmed from real-world evidence). 

• Acknowledge that B+ evidence ratings for newer agents 
may outweigh historical steroid data once GFR 
outcomes mature. 

• Improve transparency around model assumptions, 
durability extrapolations, and heterogeneity. 

• Commit to a formal reassessment upon availability of 
phase 3 and OLE GFR data. 

• Incorporate health equity and population heterogeneity 
into model assumptions, subgroup analyses, and societal 
value assessments, ensuring that recommendations 
reflect the diverse experiences and needs of all patients. 

Thank you for these recommendations. As noted 
above, new therapies typically have limited 
evidence bases. However, even for mature 
therapies, new evidence becomes available over 
time. ICER makes available its Interactive Modeler 
for those who wish to see how new estimates 
may affect results. 
 
We captured productivity impacts of dialysis and 
transplants on patients and caregivers in the 
model by incorporating lost productivity due to 
patient and caregiver absenteeism, as well as 
early workforce exit among patients in the 
modified societal perspective analysis.  
 
We have discussed the toxicities of steroids as 
well as the issues with determining time on 
therapy for all treatments in the review. 
 
We have highlighted the unique mechanism 
although we have also highlighted that any 
empirical differences in side effects between 
budesonide and systemic corticosteroids is 
unclear. 
 
As with any evidence ratings, the evidence base 
for therapies can change with additional 
information. 
 
We have included the assumptions around 
treatment duration and durability in section 4.2. 
In the absence of individual or subgroup-specific 
data, the model did not account for 
heterogeneity.  
 
ICER recognizes that relevant new data may 
become available after we complete an initial 
evidence report. We have established a process 
to update assessments which is outlined on our 
website. 
 
We have extensively discussed health equity 
issues and representation in trial populations in 
the report. 

https://icer.org/our-approach/methods-process/updating-assessments/


©Institute for Clinical and Economic Review, 2026   

 
Although we acknowledge that patient 
experiences and needs may vary, ICER reports are 
intended to suggest a single global price across all 
patients, and therefore we focused on average 
values. Consistent with ICER’s value assessment 
framework, health equity is not typically 
incorporated into the cost-effectiveness analysis, 
but it is discussed in our report qualitatively 
(section 2.2) to help guide the independent panel 
that votes on value at the public meeting. We 
incorporated broader societal impacts, including 
productivity and caregiver burden, and described 
their impacts in the report. 
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