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Introduction
« Japan continues to review price adjustments under its cost-effectiveness

assessment system. A proposal would reduce the full drug price by up to 15% for
products that increase costs without added benefit!. Products receiving a utility
premium (UP) may qualify for the Patent-period Price Maintenance Program for
Innovative Drugs (PMP), deferring reductions until generic entry or 15 years after
listing. However, proving added benefit can be difficult with non-inferiority or
single-arm trials, creating a trade-off between long-term price maintenance and
price-adjustment risk.

Objective
« This study examines why additional benefit was not demonstrated and compares

the long-term price and profitability of obtaining a UP with PMP eligibility versus
avoiding a UP, to identify the strategy that maximizes corporate profit.

Results in phase 2

« UP with PMP generated higher cumulative sales than Avoiding UP during the
first three years following launch. However, from Year 4 onward, Avoiding UP
yielded higher cumulative sales. Over the 15-year time horizon, cumulative sales
were greater under the Avoiding UP scenario (1 USD =159 JPY).

Figure 3: Cumulative sales comparing UP with PMP with Avoiding UP
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Method

« This study was conducted in the following two phases.

Cumulative sales (USD)
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Current-State Analysis from the public reports3
Identify why additional benefit was not demonstrated among
products previously assessed for cost-effectiveness.

Year from price listing

*Calculations are based on a start date of May 29, 2026.

Comparison of Long-Term Profitability Between Two Strategies

1. Obtaining a UP with PMP eligibility (UP with PMP)
2. Not obtaining a UP (Avoiding UP)

Parameters used in the base case
* Pre-premium annual drug cost: JPY 10,000

« With a 5% UP rate, the UP with PMP scenario generated higher cumulative sales
over a 15-year period when the price reduction rate was 9% or less (>1). In
contrast, when the price reduction rate was 10% or greater, the Avoiding UP
scenario generated higher cumulative sales (<1).

Figure 4: Rates of UP with PMP with Avoiding UP
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« Although the cumulative sales of the Avoiding UP scenario surpassed those of
the UP with PMP scenario from Year 5 onward, the UP with PMP scenario still
generated higher cumulative sales over the 15-year period when the price
reduction rate was up to 14% (>1).

iInnovative drug development and address drug lag and loss.
* A premium is added at each price revision to offset the reduction.

 After generic entry or 15 years from listing, accumulated premiums are deducted
at the next price revision.
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. Figure 5: Cumulative sales and rates based on a sample drug
price 4

200 UP ranges
Premium { 10%
----------------- —— UP with PMP = 1,600 Avoiding UP reaches the cumulative sales break-even o
_____________________________ Avoiding UP g 1 400 pointin Year 5 and remains ahead thereafter. 0% 1.1550
..................... E 1%  1.1440
..................... g 1,200 < 20/ | 1.1330
R 7 1o Z| 3% 14220
T 800 = 4%  1.1110
= S 600 sl 5% 1.1000
T H L . Lé’ 400 ——UP with PMP  ——Avoiding UP ‘g 6% 1.0890
Listing HTA-based revision Generic entry or 15 years after listing 1/M€ 3 200 ki 7% 1.0780
0
o| 8%  1.0670
. 0 =
Res u Its I n p h a se 1 Year 1Year 2Year 3Year 3Year 4Year 5Year 6Year 7Year 8Year 9 Year Year Year Year Year Year Year e gn/ﬂ| 1-0560
) . o . (307 (14 (351 10 11 12 13 14 15 16(58 1 OU/UI 1 -0450
* Public assessments found no evidence of additional benefit for 39.5% of the days)  days) days) o days) 1% 1.0340
evaluated products (17/43). When the assessed population was used as the Year from price fisting 12%  1.0230
denominator, the corresponding proportion was 24.5% (24/98). *Calculations are based on a start date of May 29, 2026. 13%  1.0120
. . . L , **Product X drug price: approximately JPY 9,000. Patient numbers based on the company 14Y, 1.0010
« Of the populat|ons in which no additional benefit was demonstrated, 50.0% analysis report?, with the patient population from Year 11 onward assumed to be equal to 15;_
that in Year 10. 0

(12/24) involved a mismatch between the comparator used in the clinical trial
and that used in the cost-effectiveness assessment, resulting in reliance on an

indirect comparison. Discussion

v" Findings of phase 1
- The primary factor contributing to the failure to demonstrate additional benefit was the
use of indirect comparisons. The next most frequent factor was evaluation using a non-
final, surrogate outcome on which regulatory approval had been based.

v' Limitations in generalizing the phase 2 results

« The next most frequent factor, accounting for 20.8% (5/24), was evaluation using
a non-final, surrogate outcome on which requlatory approval had been based.

Figure 2: Factors contributing to the failure to demonstrate additional benefit
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« For future cumulative sales, the simulation assumes that drug prices remain unchanged
30% for 15 years under UP with PMP. For Avoiding UP, it considers only the average biennial
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Considering the factors that led to the absence of demonstrated additional
benefit, a strategic assessment should be conducted to determine which of
the two strategies is expected to deliver superior long-term revenue outcomes.
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(D Different comparators between the clinical trial and the cost-effectiveness assessment,
requiring an indirect comparison (n=12), @ Regulatory approval based on surrogate outcomes
rather than final patient-relevant outcomes (n=5), 3 Regulatory approval based on non-inferiority
trials (n=4), @ Clinical trial population not aligned with the target population and/or inability to
demonstrate additional benefit based on other available evidence (n=4), ® Availability of more
recent data (n=2), ® Clinical trial limitations (e.g., subgroup analyses, small sample size) (n=2), @ 5
Demonstration of additional benefit not supported by a systematic review (SR) (n=1) i.
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