An integrated pharmacokinetic-pharmacodynamic-pharmacoeconomic modelling method to evaluate treatments for adults with schizophrenia
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Additional results: deterministic base case
Table 1 Deterministic base case results
	Deterministic
	AM
	AL

	Dose
	300 mg
	400 mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	No. Relapses
	0.261
	0.221
	0.315
	0.256
	0.229
	0.284
	0.26
	0.315

	95% CI
	(0.177-0.441)
	(0.172-0.437)
	(0.182-0.441)
	(0.178-0.436)
	(0.177-0.415)
	(0.197-0.438)
	(0.196-0.434)
	(0.214-0.441)

	Total cost
	$19,863 
	$23,198 
	$18,092 
	$21,650 
	$25,884 
	$20,611 
	$22,734 
	$20,064 

	95% CI
	(17,469-24,056)
	(21,103-28,133)
	(14,904-21,064)
	(19,417-25,758)
	(23,799-29,911)
	(18,224-24,158)
	(20,665-26,703)
	(17,417-23,063)

	Cost relapses
	$5,764 
	$4,883 
	$6,950 
	$5,652 
	$5,053 
	$6,273 
	$5,747 
	$6,957 

	95% CI
	(3,903-9,722)
	(3,800-9,643)
	(4,017-9,729)
	(3,936-9,615)
	(3,903-9,166)
	(4,351-9,656)
	(4,317-9,584)
	(4,731-9,729)

	Cost treatment LAI a
	$13,422 
	$17,638 
	$10,465 
	$15,320 
	$20,154 
	$13,661 
	$16,310 
	$12,430 

	95% CI
	(12,700-13,714)
	(16,688-18,021)
	(9,901-10,692)
	(14,495-15,653)
	(19,069-20,591)
	(12,925-13,957)
	(15,432-16,664)
	(11,761-12,700)

	Cost treatment SoC a
95% CI
	$677
(615-702)

	Incremental results of AM 400 mg

	Compared to
	300 mg
	-
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	Relapses avoided
	0.04
	-
	0.094
	0.035
	0.008
	0.063
	0.039
	0.094

	Incremental costs
	$3,335 
	-
	$5,106 
	$1,548 
	-$2,686
	$2,587 
	$464 
	$3,134 

	Incremental cost / relapse avoided
	$83,375 
	-
	$54,319 
	$44,229 
	AM 400 mg q4wk dominant 
	$41,063 
	$11,897 
	$33,340 


AL aripiprazole lauroxil, AM aripiprazole monohydrate, CI credible interval, LAI long-acting injectable, SoC standard of care.
a Costs during treatment with LAI or SoC. Costs include costs for drug acquisition, disease management and administration.



Additional results: 2 year time horizon
Table 2 Scenario analysis 2-year time horizon
	Deterministic
	AM
	AL

	Dose
	300 mg
	400 mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	No. Relapses
	0.483
	0.436
	0.542
	0.47
	0.44
	0.503
	0.475
	0.54

	95% CI
	(0.355-0.721)
	(0.337-0.71)
	(0.373-0.718)
	(0.361-0.703)
	(0.354-0.652)
	(0.379-0.711)
	(0.374-0.694)
	(0.397-0.72)

	Total cost
	$28,706 
	$32,762 
	$26,422 
	$30,716 
	$35,898 
	$29,429 
	$32,012 
	$28,764 

	95% CI
	(24,702-34,438)
	(28,609-39,163)
	(22,103-30,735)
	(26,838-36,109)
	(31,774-40,513)
	(25,475-34,340)
	(27,921-37,087)
	(24,447-33,168)

	Cost relapses
	$10,661 
	$9,618 
	$11,954 
	$10,376 
	$9,712 
	$11,095 
	$10,475 
	$11,918 

	95% CI
	(7,832-15,909)
	(7,441-15,669)
	(8,222-15,842)
	(7,957-15,513)
	(7,818-14,393)
	(8,371-15,698)
	(8,247-15,312)
	(8,767-15,886)

	Cost treatment LAI a
	$16,234 
	$21,332 
	$12,657 
	$18,529 
	$24,375 
	$16,522 
	$19,726 
	$15,034 

	95% CI
	(14,961-16,761)
	(19,660-22,025)
	(11,664-13,067)
	(17,077-19,130)
	(22,464-25,166)
	(15,227-17,058)
	(18,179-20,366)
	(13,855-15,522)

	Cost treatment SoC a
95% CI
	$1,811
(1,508-1,941)

	Incremental results of AM 400 mg

	Compared to
	300 mg
	-
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	Relapses avoided
	0.047 
	-
	0.106 
	0.034 
	0.004
	0.067 
	0.039 
	0.104 

	Incremental costs
	$4,056
	-
	$6,340
	$2,046
	-$3,136
	$3,333
	$750
	$3,998

	Incremental cost / relapse avoided
	$86,298
	-
	$59,811
	$60,176
	AM 400 mg q4wk dominant
	$49,746
	$19,231
	$38,442


AL aripiprazole lauroxil, AM aripiprazole monohydrate, CI credible interval, LAI long-acting injectable, SoC standard of care.
a Costs during treatment with LAI or SoC. Costs include costs for drug acquisition, disease management and administration.


Additional results: Cmin as continuous variable
Table 3 Scenario analysis Average outcomes with the PD model with Cmin as continuous covariate
	Deterministic
	AM
	AL

	Dose
	300 mg
	400 mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	No. Relapses
	0.247
	0.214
	0.286
	0.243
	0.214
	0.273
	0.254
	0.3

	95% CI
	(0.133-0.363)
	(0.121-0.336)
	(0.178-0.39)
	(0.144-0.362)
	(0.127-0.336)
	(0.178-0.377)
	(0.166-0.364)
	(0.213-0.392)

	Total cost
	$19,541 
	$23,037 
	$17,451 
	$21,363 
	$25,543 
	$20,360 
	$22,592 
	$19,737 

	95% CI
	(17,034-22,158)
	(20,780-25,775)
	(14,975-19,791)
	(18,955-24,065)
	(23,281-28,360)
	(18,039-22,754)
	(20,354-25,105)
	(17,591-21,861)

	Cost relapses
	$5,442 
	$4,722 
	$6,309 
	$5,366 
	$4,713 
	$6,022 
	$5,605 
	$6,630 

	95% CI
	(2,933-8,003)
	(2,661-7,407)
	(3,936-8,600)
	(3,181-7,979)
	(2,801-7,415)
	(3,931-8,318)
	(3,654-8,026)
	(4,712-8,658)

	Cost treatment LAI a
	$13,422 
	$17,638 
	$10,465 
	$15,320 
	$20,154 
	$13,661 
	$16,310 
	$12,430 

	95% CI
	(12,700-13,714)
	(16,688-18,021)
	(9,901-10,692)
	(14,495-15,653)
	(19,069-20,591)
	(12,925-13,957)
	(15,432-16,664)
	(11,761-12,700)

	Cost treatment SoC a
95% CI
	$677
(615-702)

	Incremental results of AM 400 mg

	Compared to
	300 mg
	400mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	Relapses avoided
	0.033 
	-
	0.072 
	0.029 
	0.000
	0.059 
	0.040 
	0.086 

	Incremental costs
	$3,496
	-
	$5,586
	$1,674
	-$2,506
	$2,677
	$445
	$3,300

	Incremental cost / relapse avoided
	$105,939
	-
	$77,583
	$57,724
	AM 400 mg q4wk dominant
	$45,373
	$11,125
	$38,372


AL aripiprazole lauroxil, AM aripiprazole monohydrate, CI credible interval, LAI long-acting injectable, SoC standard of care.
a Costs during treatment with LAI or SoC. Costs include costs for drug acquisition, disease management and administration.


Additional results: relapse costs +20%
Table 4 Scenario analysis Relapse costs + 20%
	Deterministic
	AM
	AL

	Dose
	300 mg
	400 mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	No. Relapses
	0.261
	0.221
	0.315
	0.256
	0.229
	0.284
	0.26
	0.315

	95% CI
	(0.177-0.441)
	(0.172-0.437)
	(0.182-0.441)
	(0.178-0.436)
	(0.177-0.415)
	(0.197-0.438)
	(0.196-0.434)
	(0.214-0.441)

	Total cost
	$21,016 
	$24,174 
	$19,482 
	$22,780 
	$26,895 
	$21,865 
	$23,883 
	$21,456 

	95% CI
	(18,249-26,001)
	(21,863-30,062)
	(15,757-23,010)
	(20,204-27,683)
	(24,657-31,785)
	(19,094-26,090)
	(21,528-28,613)
	(18,364-25,009)

	Cost relapses
	$6,917 
	$5,859 
	$8,340 
	$6,783 
	$6,064 
	$7,527 
	$6,896 
	$8,348 

	95% CI
	(46,83-11,667)
	(4,559-11,571)
	(4,820-11,675)
	(4,724-11,538)
	(4,683-11,000)
	(5,221-11,587)
	(5,180-11,501)
	(5,677-11,675)

	Cost treatment LAI a
	$13,422 
	$17,638 
	$10,465 
	$15,320 
	$20,154 
	$13,661 
	$16,310 
	$12,430 

	95% CI
	(12,700-13,714)
	(16,688-18,021)
	(9,901-10,692)
	(14,495-15,653)
	(19,069-20,591)
	(12,925-13,957)
	(15,432-16,664)
	(11,761-12,700)

	Cost treatment SoC a
95% CI
	$677(615-702)

	Incremental results of AM 400 mg

	Compared to
	300 mg
	400mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	Relapses avoided
	0.040 
	-
	0.094 
	0.035 
	0.008 
	0.063 
	0.039 
	0.094 

	Incremental costs
	$3,158
	-
	$4,692
	$1,394
	-$2,721
	$2,309
	$291
	$2,718

	Incremental cost / relapse avoided
	$78,950
	-
	$49,915
	$39,829
	AM 400 mg q4wk dominant 
	$36,651
	$7,462
	$28,915


AL aripiprazole lauroxil, AM aripiprazole monohydrate, CI credible interval, LAI long-acting injectable, SoC standard of care.
a Costs during treatment with LAI or SoC. Costs include costs for drug acquisition, disease management and administration.

Additional results: relapse costs -20%
Table 5 Scenario analysis Relapse costs - 20%
	Deterministic
	AM
	AL

	Dose
	300 mg
	400 mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	No. Relapses
	0.261
	0.221
	0.315
	0.256
	0.229
	0.284
	0.26
	0.315

	95% CI
	(0.177-0.441)
	(0.172-0.437)
	(0.182-0.441)
	(0.178-0.436)
	(0.177-0.415)
	(0.197-0.438)
	(0.196-0.434)
	(0.214-0.441)

	Total cost
	$18,711 
	$22,221 
	$16,702 
	$20,519 
	$24,873 
	$19,356 
	$21,584 
	$18,673 

	95% CI
	(16,688-22,112)
	(20,343-26,205)
	(14,104-19,118)
	(18,630-23,832)
	(23,023-28,063)
	(17,353-22,226)
	(19,801-24,792)
	(16,471-21,117)

	Cost relapses
	$4,611 
	$3,906 
	$5,560 
	$4,522 
	$4,043 
	$5,018 
	$4,597 
	$5,565 

	95% CI
	(3,122-7,778)
	(3,040-7,714)
	(3,214-7,783)
	(3,149-7,692)
	(3,122-7,333)
	(3,481-7,725)
	(3,454-7,667)
	(3,785-7,783)

	Cost treatment LAI a
	$13,422 
	$17,638 
	$10,465 
	$15,320 
	$20,154 
	$13,661 
	$16,310 
	$12,430 

	95% CI
	(12,700-13,714)
	(16,688-18,021)
	(9,901-10,692)
	(14,495-15,653)
	(19,069-20,591)
	(12,925-13,957)
	(15,432-16,664)
	(11,761-12,700)

	Cost treatment SoC a
95% CI
	$677
(615-702)

	Incremental results of AM 400 mg

	Compared to
	300 mg
	400mg
	441 mg
	662 mg
	882 mg q4wk
	882 mg q6wk
	1064 mg q6wk
	1064 mg q8wk

	Relapses avoided
	0.040 
	-
	0.094 
	0.035 
	0.008 
	0.063 
	0.039 
	0.094 

	Incremental costs
	$3,510
	-
	$5,519
	$1,702
	-$2,652
	$2,865
	$637
	$3,548

	Incremental cost / relapse avoided
	$87,750
	-
	$58,713
	$48,629
	AM 400 mg q4wk dominant
	$45,476
	$16,333
	$37,745


AL aripiprazole lauroxil, AM aripiprazole monohydrate, CI credible interval, LAI long-acting injectable, SoC standard of care.
a Costs during treatment with LAI or SoC. Costs include costs for drug acquisition, disease management and administration.
