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Robust Post-donation Blood Screening under
Limited Information

Hadi El-Amine

(ABSTRACT)

Blood products are essential components of any healthcare system, and their safety, in terms of
being free of transfusion-transmittable infections, is crucial. While the Food and Drug Administra-
tion (FDA) in the United States requires all blood donations to be tested for a set of infections, it
does not dictate which particular tests should be used by blood collection centers. Multiple FDA-
licensed blood screening tests are available for each infection, but all screening tests are imperfectly
reliable and have different costs. In addition, infection prevalence rates and several donor character-
istics are uncertain, while surveillance methods are highly resource- and time-intensive. Therefore,
only limited information is available to budget-constrained blood collection centers that need to
devise a post-donation blood screening scheme so as to minimize the risk of an infectious donation
being released into the blood supply. Our focus is on “robust” screening schemes under limited
information. Toward this goal, we consider various objectives, and characterize structural proper-
ties of the optimal solutions under each objective. This allows us to gain insight and to develop
efficient algorithms. Our research shows that using the proposed optimization-based approaches
provides robust solutions with significantly lower expected infection risk compared to other testing
schemes that satisfy the FDA requirements. Our findings have important public policy implications.
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Chapter 1

Introduction

1.1 Motivation

In both developing and developed countries, healthcare resources are limited, and demand exceeds
supply. It is therefore crucial to allocate the scarce resources in the most effective and efficient
way so as to improve the quality and safety of healthcare delivery. While the problem of allocating
resources in healthcare systems is complex, it can greatly benefit from the logical and systematic
methods and tools of Operations Research (OR).

One important decision is to select assays for screening the donated blood for transfusion-
transmittable infections (TTIs). Blood units constitute an essential component of any healthcare
system, and are required for patients of all age groups for a variety of treatments, including treat-
ment of cancer patients, trauma victims, pregnant women with complications, and children with
anemia; and are also needed for major surgeries. While the Food and Drug Administration (FDA)
in the United States requires all blood donations to be tested for a set of TTIs, it does not dictate
which particular test(s) should be used by blood centers. Multiple FDA-licensed blood screening
tests are available for each infection, but all screening tests are imperfectly reliable and have dif-
ferent costs. To further complicate the blood screening decision, infection prevalence rates and
several donor characteristics are uncertain, while surveillance methods are highly resource- and
time-intensive. Therefore, only limited information is available to the budget-constrained decision-
maker, who needs to devise a post-donation blood screening scheme so as to minimize the risk of
an infectious donation being released into the blood supply (Residual Risk). This decision is of
utmost importance because the consequences of transfusing infected blood are dire.

The transfusion literature studies this decision through simple cost-effectiveness (CE) studies,



which have serious limitations when used for multiple infections. These limitations have been
acknowledged in the literature, including that CE relies only on the expected Residual Risk, it fails
to account for the dependencies among the different interventions (e.g., assays), and assumes that
interventions have constant return to scale [30]. Our research objective is to develop novel OR-
based models and algorithms that can overcome the aforementioned limitations of CE studies in
the context of the assay selection problem for donated blood. We hope that our research results will
find use in industry and assist the decision-making process at blood centers. This will consequently
benefit the society by providing a “safer” supply of blood with a lower TTI risk. This is especially
important in developing countries where budgets are even more limited and the need for effective

blood screening is even higher.

1.2 Research Overview

We first consider the assay selection problem for a single infection, babesiosis, a disease caused by the
intraerythrocytic parasite Babesia microti (B. microti) [113]. This research is in collaboration with
the American Red Cross, and is detailed in Chapter 2 of this dissertation. In particular, babesiosis is
a TTI, and donated blood units from infected donors can lead to transfusion-transmitted babesiosis
(TTB). It is the leading cause of TTIs is in the US, where an estimated 21% of babesiosis cases in
at-risk patients are fatal [74]. While it is thought that complicated babesiosis is more likely to occur
in patients with asplenia, malignancy, human immunodeficiency virus (HIV), chronic heart, lung,
and liver diseases; in patients who are taking immunosuppressive medications; or in patients with
a history of organ transplantation, not all risk factors are well-understood in the medical literature
[110]. On the other hand, babesiosis is endemic only in certain regions of the US: to date, 97% of
confirmed babesiosis cases have occurred in the states of Connecticut, Massachusetts, Minnesota,
New Jersey, New York, Rhode Island, and Wisconsin [61, 36]. Given the infection dynamics, it
is difficult to accurately estimate the prevalence of B. microti in the US population. Hence we
perform a cost-effectiveness analysis that takes into consideration this uncertainty in prevalence
rates in order to determine the optimal screening strategy for babesiosis.

Chapter 3 of this research studies “robust” screening schemes for multiple infections under
limited information on prevalence rates. When screening for multiple infections, traditional cost-
effectiveness methodology suffers from major limitations, as it fails to account for the dependencies

among the multiple assays. Consequently, we formulate the blood screening problem using a ro-



bust formulation as well as an expectation-based formulation, and obtain structural properties of
their optimal solutions. Our analysis of the robust formulation also contributes to the literature on
the robust nonlinear knapsack problem with continuous variables, for which we develop important
structural properties. Further, we analytically characterize the price of robustness and the price
of expectation-based optimization, which respectively represent the deviation, from the minimum
possible expected Residual Risk, of the robust solution and the expectation-based solution under
forecast error. Our analysis shows that the robust formulation leads to a safe blood supply under all
prevalence rate possibilities, at the expense of a small increase in the expected Residual Risk. On
the other hand, in the presence of forecast error, the expectation-based solution might deviate sig-
nificantly from the true optimal solution, and may introduce unintended, but substantial, Residual
Risk to the blood pool for various prevalence rate possibilities. Our case study of the United States
confirms these findings, and also indicates that following the FDA guidelines is no guarantee of an
optimal testing regime — sometimes it is better to deviate from the FDA recommendations. Indeed,
our robust testing solution outperforms various testing schemes that follow the FDA guidelines, in
terms of substantially reducing both the expectation and the range of Residual Risk. These findings
have important implications on public policy.

In Chapter 4, we study screening with Nucleic Acid Testing (NAT) under uncertainty in the
donor population. Unlike serological assays that screen for antibodies and antigens, NAT assays
screen for genetic material, enabling them to detect the infection during the earlier stages. The
higher sensitivity of NAT assays comes at higher costs. Consequently, due to limited screening bud-
gets, blood centers resort to combining blood samples from multiple donors in pools and screening
each pool once. In turn, this reduction in cost is associated with reduced screening sensitivity. In
addition, the donor population is comprised of first-time and repeat donors, with quite different
characteristics, including significantly lower prevalence rates in the latter group. In this setting, the
budget-constrained blood center needs to devise a pooling strategy (testing pool sizes for various
infections) in order to minimize the risk of TTIs. Because of these properties, it may be optimal for
first-time blood donors to undergo more extensive screening than repeat donors, who donate blood
frequently. Since several donor characteristics, including the proportion of repeat donors and the
viral load, are uncertain, we develop a chance-constrained optimization model with the objective
of minimizing the TTI risk while remaining within the testing budget with a high probability. Our
findings indicate that non-universal NAT schemes, where first-time and repeat donors undergo

different testing, can substantially reduce Residual Risk and the life-time treatment cost in infected



transfusion recipients. Our case study of the US indicates that non-universal NAT schemes for

HBV, HCV, and HIV outperform current NAT testing practices in US blood centers.



Chapter 2

Cost-effectiveness of Babesiosis

Screening in the United States

2.1 Introduction

Babesia microtiis an intraerythrocytic parasite that causes babesiosis [113]. Babesiosis is associated
with flu-like symptoms and can lead to death in vulnerable patients, but healthy B. microti-infected
individuals are often asymptomatic [54, 63, 93, 110]. B. microti is endemic in areas of the Midwest
(Minnesota and Wisconsin) and Northeast (Connecticut, Massachusetts, New Jersey, New York,
and Rhode Island) [36]. In 2012, 96% (871/911) of reported babesiosis cases occurred in residents
of these seven states [36]. The reported incidence of babesiosis has increased over time, likely due
to enhanced awareness and geographical expansion of the disease vector; babesiosis is reportable
in 18 states and became nationally notifiable in 2011 [36].

In the United States, the most common mode of transmission to humans is through the bite of an
infected deer tick (Izodes scapularis) [62]. However, the parasite can be transmitted to recipients of
cellular blood components via asymptomatically infected donors, leading to transfusion-transmitted
babesiosis (TTB). Between 1979 and 2009, 162 TTB cases were reported in the US, 159 caused by
B. microti. The reported TTB incidence appears to be increasing, as 122 (77%) of cases occurred
during 2000-2009 [61]. TTB cases are likely under-recognized and under-reported.

Approximately 21% of babesiosis cases in immunocompromised patients are fatal [74]; an 18%
fatality rate was noted by Herwaldt et al. [61] Traditionally, recipients at increased risk of com-

plicated babesiosis are those with asplenia, malignancy, HIV infection, chronic heart, lung, and



liver diseases; patients taking immunosuppressive medications; or patients with a history of organ
transplantation [110]. However, careful study of the medical histories of TTB patients suggests
that attempting to accurately define and identify high-risk patients based on medical conditions is
complex and error-prone [61].

The US Food and Drug Administration (FDA) has not licensed B. microti blood donor screening
tests. The only intervention is a question asking donors at presentation if they have ever had
babesiosis, followed by indefinite deferral of those responding “yes”. This method has low sensitivity
and results in the current risk of TTB. It also leads to the deferral of donors who are no longer
infectious. In 2010, the FDA’s Blood Products Advisory Committee recommended that additional
strategies were needed to reduce TTB [46]. With high uncertainty around B. microti prevalence
and its infection dynamics over time, studies are needed to determine the feasibility of B. microti
blood donation screening.

In June 2012, the American Red Cross (ARC) began real-time screening of blood donors report-
ing to drives in targeted counties in CT, MA, MN, and WI [81]. The screening protocol consists of
an arrayed fluorescence immunoassay (AFIA) and polymerase chain reaction (PCR) run in tandem
to detect B. microti antibodies (Ab) and DNA, respectively, and is described in detail elsewhere
[84].

The eventual availability of licensed assays leads to questions surrounding the optimal strategy
to approach systematic blood donation screening, as screening all donations is unnecessary and
cost-prohibitive. Potential strategies in endemic regions include: universal screening; screening only
during certain months (e.g., May through October); risk-targeted screening, in which B. microti-
tested negative units are provided only to recipients at greatest risk of clinical infection; or some
combination of these strategies. While the ARC’s screening protocol includes both Ab and parasite
DNA tests, using only one assay (i.e., either AFIA or PCR) is also possible. Cost-effectiveness
modeling is necessary to estimate each strategy’s financial implications and TTB risk.

Comparative- and cost-effectiveness analyses published thus far have limitations. Simon et al.
[99] concluded that Ab screening in endemic areas was most appropriate; this strategy avoided 3.39
cases of TTB/100,000 red blood cell (RBC) transfusions at an incremental cost-effectiveness ratio
(ICER) of $760,000 compared to a recipient-risk-targeted strategy. However, this analysis assumed
that transmission probability was static, regardless of the donor’s stage of infection (i.e., Ab- versus
PCR-positive), when data suggest that clinical babesiosis is more likely to occur in recipients of

units from PCR-positive donors than PCR-negative/Ab-positive donors (33.3% versus 2.9%) [66].



In addition, Simon [99] did not consider the predicted amount of blood wasted; i.e., the number
of B. microti-free blood units incorrectly discarded due to resolved infections in donors or false-
positive antibody test results. Finally, the Simon analysis did not consider a PCR-only screening
strategy, which remains a viable option.

More recently, Goodell et al. studied the cost-effectiveness of screening in different geographical
areas using combinations of two Ab detection assays and PCR [53]. The Goodell model demon-
strated that none of the screening scenarios considered was cost-effective at the implicit $50,000
per QALY or $1,000,000 per intervention thresholds. This could have been as a result of the lower
transmission probabilities, lower probability of complicated babesiosis after transmission, different
test performance characteristics, and higher testing cost estimates than used in Simon’s model.

In this analysis, we consider the comparative- and cost-effectiveness of four blood donation
screening strategies for B. microti in endemic areas compared to the status quo (questioning the
donor about history of babesiosis). Sensitivity analyses were performed to examine the effects of

uncertainty in transmission probability, prevalence rates, and other key model inputs.

2.2 DMaterials and Methods

2.2.1 Screening Strategies

We modeled four screening strategies, including universal Ab testing, universal PCR testing, uni-
versal Ab/PCR testing in parallel, and risk-targeted-Ab/PCR screening. In this context, universal
refers to screening all donors who present to blood drives in CT, MA, MN, and WI. The risk-
targeted-Ab/PCR strategy was described in Simon et al. [99] and involves screening only a pre-
determined portion of the blood supply, targeted for transfusion recipients identified as high-risk.
In this strategy, the remainder of the blood, used for transfusion recipients identified as low-risk,
comes from donors who only answered the standard questionnaire including a negative response to

the babesiosis question.

2.2.2 Model Overview

We developed a decision tree model (Figure 2.1) to predict the health and economic consequences of
various blood donation screening B. microti strategies. The model was coded and implemented in
Microsoft Excel using the data reported in Table 2.1. All deterministic and probabilistic sensitivity

analysis results were generated by an Excel Macro.



The decision tree model projected both health and economic outcomes. Health outcomes in-
cluded the expected number of (1) complicated TTB cases, (2) uncomplicated TTB cases, (3) TTB
cases averted in blood product recipients, and (4) quality-adjusted life years (QALY) per transfu-
sion recipient. Economic outcomes included (1) each strategy’s per donation unit cost, including
testing cost, cost of positive test results (blood center costs for handling and discarding Babesia-
reactive units), and TTB treatment cost; and, (2) waste (the number of infection-free blood units

“waste index”; i.e.,

incorrectly discarded due to false-positive test results). We also calculated a
the ratio of the number of wasted blood units to the number of true positives.

We combined health and economic outcomes to determine the cost-effectiveness ratio (CER)
and the incremental CER (ICER) of each strategy. ICERg; measures the cost of the additional
benefit of adopting strategy “j” over the status quo (questionnaire, Q), while ICER; measures
that over the next most effective alternative. We used one-way deterministic sensitivity analyses to
assess the individual effect of donor Ab and/or DNA prevalence and transmission probabilities on

each strategy’s cost-effectiveness. In the probabilistic sensitivity analysis, we estimated the joint

effect of overall input uncertainty on each strategy’s cost-effectiveness.

2.2.3 Data

We use the following notation to distinguish between donors in different infectious stages:
Propw: Proportion of Ab-negative/PCR-positive, i.e., window-period donors,
Propa: Proportion of Ab-positive/PCR-positive, i.e., actively infected donors,
Proppr: Proportion of Ab-positive/PCR-negative, i.e., donors with resolved infections.

Table 2.1 provides the parameter values for the base case, ranges (lower and upper limits) for
the sensitivity analyses, and for comparison, the parameter values used in Simon et al.13 and Good-
ell et al [53], further summarized in Table 2.2. We assumed 100% PCR specificity based on ARC
experience using investigational PCR [84]. We considered 99.5% PCR sensitivity, defined as the
ability to detect DNA-positive units expected to cause babesiosis in recipients, in our base case and
varied it in the probabilistic sensitivity analysis [82, 83]. For prevalence values, we used data from
ongoing investigational studies conducted by the ARC including detection of eight window-period
donors, 52 actively infected donors and 261 with resolved infection [83]. One-way deterministic sen-

sitivity analysis was performed on transmission probabilities and prevalence rates, and probabilistic



sensitivity analysis was performed on all key model inputs within the sensitivity ranges provided
in Table 2.1. To address the uncertainty of transmission based on the donor’s stage of infection
and the health state of the recipient, we considered two scenarios: a donor-only scenario (Scenario
1), in which the transmission probability from infected blood depends only on the donor’s stage of
infection (active versus resolved infection); and a donor-recipient scenario (Scenario 2), in which the
transmission probability depends on both the donor’s stage of infection and the recipient’s health

status (high-risk versus low-risk) (Table 2.1).
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Figure 2.1: Decision tree model used in cost-effectiveness analysis.



Table 2.1: Base case data and the ranges used in sensitivity analysis.

Parameter

Base case data

Sensitivity range

References

Data and ranges

used in Simon et al. [99]

Data and ranges

used in Goodell et al. [53]

Screening test characteristics
Questionnaire
Sensitivity
Specificity
Antibody
(arrayed fluorescence immunoassay)

Sensitivity

Specificity

PCR (polymerase chain reaction)
Sensitivity
Specificity

Antibody/PCR in parallel

Sensitivity

Specificity

Prevalence values®

Propw = Ab-negative/PCR-positive

Propa = Ab-positive/PCR-positive

Propr = Ab-positive/PCR-negative

Proportion of patient population at
high-risk

Probability of complicated babesiosis

High-risk patient
Low-risk patient

Babesiosis case fatality rate (for recipients

developing complicated babesiosis)
High-risk patient
Low-risk patient

All-cause mortality after RBC transfusion

Year 1
High-risk patient
Low-risk patient

Year 2
High-risk patient
Low-risk patient

Year 3+
High-risk patient
Low-risk patient

Utility values

Baseline transfusion recipient

Uncomplicated babesiosis

Complicated babesiosis

0.125%%
99.97%

AFIA
90.4%

99.98%

99.5%
100%

100%

99.98%

0.0096%
(8/83,330)

0.0624%
(52/83,330)

0.3132%
(261/83,330)

29.3%

57%
32%

21%
6%

38%
27%

19%
11%

15%
8%

0.90
0.87
0.67

(0.1-5%)
(90-100%)

(85-95%)

(80-100%)

(98 - 100%)
(99-100%)

(90-100%)

(80-100%)

(0.0050-0.0100%)

(0.0500-0.0800%)

(0.2000-0.4000%)

(25-75%)

(20-80%)
(10-50%)

(6-28%)
(1-10%)

69, 120]

(84]

(84]

(99]
(84]

(84]

(84]

(84]

(84]

(84]

(9]

[74]
[116]

57, 74, 104]
(67, 116]
[72, 99]

1, 40]
[78]
(8]

0.5% (0.1-5%)
99.90% (90-100%)

AFIA
94.0% (80-100%)

97.7% (80-100%)

99.5%
100%

99.9% (90-100%)

97.7% (80-100%)

0.0360% (0.01-0.09%)

0.9%=
Propa + Propr
(0.1-2.0%)

4-state®: 0.5984%
T-state: 0.4752%
20-state: 0.2112%
50-state: 0.1584%

29.3% (25-75%)

57% (20-80%)
32% (10-50%)

21% (6-28%)
6% (1-10%)

38% (27-49%)
27% (19-35%)

19% (13-25%)
11% (5-15%)

15% (10-20%)
8% (4-12%)

0.90 (0.60-0.90)
0.87 (0.80-0.89)
0.67 (0.40-0.80)

N/A

Manual IFA

Manual IFA:
91.8%" (87.7-95.7%)
Manual IFA:
95% (90-100%)

100%®
100% (99-100%)

Manual
IFA/PCR:
93% (90-100%)
Manual IFA/PCR:
100% (99-100%)
d

4-state®: 0.0204%
7-state: 0.0162%
20-state: 0.0072%
50-state: 0.0054%
4-state®: 0.0612%
7-state: 0.0486%
20-state: 0.0216%
50-state: 0.0162%

54%

Overall:
7% (4.8-33.0%)
9.0%
4.5%

19.2%
19.2%

0.90 (0.90-1.00)
0.85 (0.83-0.93)
0.67 (0.00-0.67)
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Table 2.1 continued.

Parameter Base case data Sensitivity range References use d])iitgii];ﬁ;:tnis [99] used ?ﬂatg;si lllra:ig:i (53]
Costs
Screening cost per donation
Universal Ab $12.5/ ARC internal data $15.0 ($8-23) $21 ($15-27)
Universal PCR $12.5/ ARC internal data $22.50 ($20-25)
Universal Ab/PCR $25.07 ARC internal data $30.0 ($15-45) $43.50 ($35-52)
Risk-targeted-Ab/PCR $50.0/9 ARC internal data $33.0 ($30-39)
Do societal cost of a positive Ab or $625" ($417-938) [99] $625" ($417-938) $4277 ($213-853)
Unit societal cost of a positive questionnaire $1037 ($69-155) [99] $1037 ($69-155)
Moderate:
i
Unit cost of symptomatic TTB case $22,000* ($14,667-33,000) 2, 99, 105] ($14$i(2),2,’7(_)gg’000) 22:\;;27
$72,968'
Transmission probability, given that Babesia Overall: (z)vgfr;;l.
-infected blood is transfused to the patient 0.4% (0.1-2.2%) o

(0.40- 12.70%)™
Scenario 1 (Donor-only scenario)
Low-risk patient, actively

o7Zn 07 = 107
infected donor 33.3% [66] 0.3% 5.1%
Low-risk 'patieflt, donor with 2.9%n (6] 0.3% 0.4%
resolved infection
ﬂigll»risk patient, actively 33.30%n 0.6% 5.1%
infected donor
nghfrlsk. pamgnt, donor with 2.9%n 0.6% 0.4%
resolved infection
Scenario 2 (Donor-recipient scenario)
Low-risk patient, actively orn
infected donor 33.3%
Low-risk Apatic?ltV donor with 2.9%"
resolved infection
ngh—nsk patient, actively 66.6%"
infected donor
High-risk patient, donor with 5.8%"

resolved infection

¢ Based on data from Rhode Island and New York; see Appendix A for the calculations.

® Goodell et al. [53] reports the “effective sensitivity” of Ab and PCR. For comparison, we derive the sensitivity
values from Goodell’s effective sensitivity values: PCR sensitivity=12%/12%=100%; Ab sensitivity=89%/97% =
91.8%.

¢ The ranges for prevalence values in the third column were calculated using the binomial 95% confidence intervals.
4 Goodell et al. [53] splits the infected donors into infection stages assuming that 3% of all infected donors are
Ab-negative/PCR-positive, 9% of all infected donors are Ab-positive/PCR-positive, and 88% are Ab-positive/PCR-
negative.

¢ Goodell et al. [53] considers 4 variations of the universal strategy: (a) 4-state: Connecticut, Massachusetts,
New York, Rhode Island; (b) 7-state: includes all states in (a) with the addition of New Jersey, Minnesota, and
Wisconsin; (c) 20-state: all states in (b) with the addition of Maryland, Virginia, Vermont, New Hampshire, Maine,
Delaware, Pennsylvania, California, Ohio, Florida, Texas, Michigan, and the District of Columbia; and (d) 50-state.
¥ The testing cost for each strategy includes equipment, reagents, materials/consumables, direct labor, and fringe
benefits.

9 For the risk-targeted strategy, unit cost is double the price of testing, based on the need to keep twice as much
inventory in stock (ARC internal data).

" Includes specimen collection, processing, donor recruitment and destruction of positive units.

¢ Consists of the cost of discarding a false-positive unit.

J Lower than that for Ab and PCR assays, as screening and handling/destruction of the blood unit is not involved.
¥ We use estimates that include sub-acute rehabilitation care after complicated babesiosis, medication costs [105],
and hospitalization costs [2].

! Moderate: 7 days x $4,101 = $28,707. Severe: 14 days x $5,212 = $72,968.

™ There is a discrepancy in the values reported in Goodell et al. [99], where this value is reported as 0.98% in the
text and 9.8% in Table 1.

" Refer to Table 2.3 for the ranges used in sensitivity analysis.
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Table 2.2: Comparison of assumptions and data between this study and prior studies.

This study Goodell et al [53] Simon et al [99]
. o Universal Ab?
[Ijj II{IVCC%SSSI s é)R Universal Ab/PCR Universal Ab®
Stratoios amalvzed Univernl ab /PCR Universal ELISA Universal Ab/PCR
rategles analyz Ri wk“t” v ted. Ab/pCR  Universal ELISA/ PCR - Risk-targeted- Ab/PCR
8 argetec Universal PCR Ab refers to AFIA

Ab refers to AFIA 1 fors to Manual TFA

Testing costs Ab $12.50 $21.00 $15.00
PCR $12.50 $22.50 N/A
Ab/PCR $25.00 $43.50 $30.00
Risk-targeted- Ab/PCR $50.00 N/A $33.00
Sensitivity Ab 90.4% 91.8% 94.0%
PCR 99.5% 100% 99.5%
Ab/PCR 100% 93% 99.9%
Questionnaire 0.125% N/A 0.5%
Prevalence rates Ab-negative/PCR-positive 0.0096%* 4-state: 0.0204%¢ 0.0360%
Ab-positive /PCR- positive 0.0624%* 4-state: 0.0612%< 0.9000%, Ab+
Ab-positive/PCR- negative 0.3132%" 4-state: 0.5984%¢
Donor-based?
YES YES
Transmission probability (PCR-~positive vs. . . NO
Ab-positive/PCR-negative) (33.3% vs. 2.9%) (5:.1% vs. 0.4%)
YES YES
ipient-based?
(Hi 'l?fil?fi@ﬁjf)i—ri%k) (66.6% vs. 33.3%; and NO Overall: 0.4%
SHTHSK versus i 5.8% vs. 2.9%) (0.6% vs. 0.3%)
Fatality rates High-risk recipients 21% 19.2% 21%
Low-risk recipients 6% 19.2% 6%

“ We consider screening in 4 endemic states: Minnesota, Wisconsin, Connecticut, Massachusetts. Our prevalence
rates come from ongoing investigational studies conducted by the ARC in these 4 states (Appendix A).

® Goodell et al. [53] considers 4 variations of the universal strategy: (a) 4-state: Connecticut, Massachusetts,
New York, Rhode Island; (b) 7-state: includes all states in (a) with the addition of New Jersey, Minnesota, and
Wisconsin; (c) 20-state: all states in (b) with the addition of Maryland, Virginia, Vermont, New Hampshire, Maine,
Delaware, Pennsylvania, California, Ohio, Florida, Texas, Michigan, and the District of Columbia; and (d) 50-state.

¢ Simon et al.[99] considers screening in 7 endemic states: Minnesota, Wisconsin, Connecticut, Massachusetts, New

Jersey, New York, and Rhode Island.
4 Goodell et al. [53] splits the infected donors into various stages as follows: 3% of all infected donors are

Ab-negative/PCR-positive, 9% of all infected donors are Ab-positive/PCR-positive, and 88% of all infected donors
are Ab-positive/PCR-negative.

2.2.4 Base Case

The base case used data reported in Table 2.1, considering two variations of transmission proba-
bility: donor-only scenario (transmission probabilities are 33.3% for patients receiving blood from
PCR-positive donors and 2.9% for patients receiving blood from Ab-positive/PCR-negative donors)
[66] and donor-recipient scenario (the transmission probability in low-risk patients remains the same
as above, but is 66.6% for high-risk patients receiving blood from PCR-positive donors and 5.8%

for high-risk patients receiving blood from Ab-positive/PCR-negative donors) (Table 2.1).
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2.2.5 Deterministic Sensitivity Analyses

We performed one-way deterministic sensitivity analyses on transmission probabilities and preva-
lence rates to study how each strategy’s effectiveness changes with possible variations in data

values:

1. Deterministic sensitivity analysis on transmission probabilities: For each case in Table 2.3,

we varied transmission probability within the ranges given in Table 2.3.

2. Deterministic sensitivity analysis on prevalence rates: We varied Propy,, Propa, and Proppr

within the ranges given in Table 2.1.

Table 2.3: Transmission probability sensitivity analysis data for Scenarios 1 (donor-only scenario)
and 2 (donor- recipient scenario).

Scenario 1 Scenario 2
(donor only scenario) (donor-recipient scenario)
FAnSITHSSION Scenario 1-Low®  Scenario 1-High® Scenario 2-Low®  Scenario 2-High?
probability values
Low risk patient, Varied in Varied in Varied in Varied in

actively infected donor [0.3% — 50.0%]  [2.9% — 50.0%]  [0.3% — 50.0%]  [2.9% — 50.0%)

L(.)W risk patle'nt, dc.)nor 0.3% 2.9% 0.3% 2.9%
with resolved infection
High risk patient, Varied in Varied in Varied in Varied in

actively infected donor [0.3% — 50.0%]  [2.9% — 50.0%]  [0.6% — 50.0%]  [5.8% — 50.0%]

High risk patient, donor
with resolved infection
¢ Scenario 1-Low: Probability of transmission to high-risk patients is equal to the probability of transmission to

0.3% 2.9% 0.6% 5.8%

low-risk patients. Blood units from donors with resolved infection present a transmission probability of 0.3%.
Transmission probability for blood units from actively infected donors is varied in [0.3%-50.0%].

® Scenario 1-High: Probability of transmission to high-risk patients is equal to the probability of transmission
to low-risk patients. Blood units from donors with resolved infection present a transmission probability of 2.9%.
Transmission probability for blood units from actively infected donors is varied in [2.9%-50.0%).

¢ Scenario 2-Low: Probability of transmission to high-risk patients is double the probability of transmission to
low-risk patients. Blood units from donors with resolved infection present a transmission probability of 0.3% for
low-tisk patients and 0.6% for high-risk patients. Transmission probability for blood units from actively infected
donors is varied in [0.3%-50.0%] for low-risk patients, and varied in [0.6%-100.0%] for high-risk patients.

4 Scenario 2-High: Probability of transmission to high-risk patients is double the probability of transmission to
low-risk patients. Blood units from donors with resolved infection present a transmission probability of 2.9% for
low-risk patients and 5.8% for high-risk patients. Transmission probability for blood units from actively infected
donors is varied in [2.9%-50.0%] for low-risk patients, and varied in [5.8%-100.0%)] for high-risk patients.

13



2.2.6 Probabilistic Sensitivity Analysis on Key Model Inputs

For both donor-only and donor-recipient scenarios (Table 2.1), we performed a comprehensive
probabilistic sensitivity analysis on all key model inputs to assess the impact of overall input
uncertainty on each strategy’s effectiveness. As in Simon et al. [99], we assume that all variables
followed triangular distributions, with ranges reported in Table 2.1 (third column), and with mode
of the distribution matching the value used in the base case (Table 2.1, second column). Triangular
distribution is a reasonable and commonly used approximation in the absence of information on
probability distributions. We ran 10,000 replications of the Monte Carlo simulation. For each
replication, we simultaneously generated a value for each variable using its probability distribution

function and calculated the cost-effectiveness ratio of each strategy.

2.3 Results

2.3.1 Base Case

Table 2.4 contains the results for Scenarios 1 and 2. The lowest predicted number of TTB cases
averted occurred with the questionnaire and risk-targeted screening strategies, regardless of trans-
mission probability. The predicted number of TTB cases averted was highest for universal Ab/PCR
(32.75 and 42.35/100,000 units transfused [pht, per hundred thousand units transfused], for Scenar-
ios 1 and 2, respectively), but this strategy was also the most costly at $27.39 unit cost/transfusion.
The ICER values over the questionnaire were highest for risk-targeted-Ab/PCR ($148,065/QALY-
Scenario 1 and $62,226/QALY-Scenario 2), and lowest for universal PCR ($43,931/QALY-Scenario
1 and $25,801/QALY-Scenario 2).

Table 2.4: Base case results for Scenarios 1 (donor-only scenario) and 2 (donor-recipient scenario).

Total unit

Testing Strategy T:“f;r(tzzzes cost (p.er Incremental 3;1;2;;(?; Incremental CER ICER qigslfilznor:fill‘*e
pht trans(f;l)smn) cost pht ($) recipient QALY pht ($/QALY) ($/QALY) (8/QALY)

Results for Scenario 1

No Screening 0.00 7.21 5.9141637 1.22

questionnaire (status quo) 0.02 7.23 2,694 5.9141638 0.01 1.22 201,309

Risk-targeted Ab/PCR 9.61 20.46 1,323,058 5.9142532 8.94 3.46 148,065 148,065

Universal PCR 23.64 14.95 -23,522 5.9143396 0.80 2.53 -63,567 43,931

Universal Ab 26.74 16.15 122,129 5.9143627 2.22 2.73 51,027 44,842

Universal Ab/PCR 32.75 27.39 1,123,841 5.9144074 4.47 4.63 251,424 82,756

Results for Scenario 2

No Screening 0.00 9.32 5.9140743 1.58

questionnaire (status quo) 0.03 9.34 2,578 5.9140745 0.02 1.58 140,938

Risk-targeted Ab/PCR 19.21 20.46 1,112,067 5.9142532 17.87 3.46 62,226 62,226

Universal PCR 30.57 15.54 -30,414 5.9143147 1.09 2.63 -80,968 25,801

Universal Ab 34.58 16.54 102,902 5.9143463 3.03 2.80 33,920 26,469

Universal Ab/PCR 42.35 27.39 1,085,118 5.9144074 6.11 4.63 177,602 54,206

CER = cost-effectiveness ratio.
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Table 2.5 contains waste and additional cost results. The questionnaire had the most waste
(99.62 units of blood wasted pht; 208.62 waste index), followed by risk-targeted-Ab/PCR (76.27
wasted units pht; 0.68 waste index). Universal PCR had a waste index of zero. The model
predicted zero TTB and complicated TTB cases with the universal Ab/PCR strategy (versus 32.75
and 12.88 pht for Scenario 1, and 42.35 and 18.35 pht for Scenario 2, respectively [no screening]),
but universal Ab/PCR had the highest testing cost and positive test-result cost ($25.00+$2.39/unit,
respectively). Excluding the questionnaire (status quo), TTB cases pht (total and complicated)
for the remaining strategies for Scenario 1 ranged from 6.01 and 2.36 (universal Ab) to 23.14 and
7.41 (risk-targeted-Ab/PCR), and for Scenario 2, ranged from 7.77 and 3.37 (universal Ab) to
no change for the risk-targeted strategy. The remaining testing costs and positive test-result costs
were $14.65+30.72/unit (risk-targeted-Ab/PCR), $12.50+3$0.45 (universal PCR), and $12.50+$2.33
(universal Ab).

Table 2.6 projects the annual number of TTB cases averted, number of TTB deaths averted,
and total implementation cost, comprised of testing costs, costs of positive test results, and TTB
treatment costs for Scenarios 1 and 2 if screening were implemented in the seven endemic US
states. Assumptions include year-round donor prevalence rates in the seven states to be consistent
with those reported here for four states [83], and approximately 2 million red cell transfusions
in the seven states (ARC internal data). These estimates project 652-843 TTB cases and 54-77
TTB-related fatalities averted per year with universal Ab/PCR.

Table 2.5: Base case detailed TTB, waste, and cost values for Scenarios 1 (donor-only scenario)
and 2 (donor-recipient scenario).

‘Waste index

TTB Complicated Waste (ratio of the number Testing posci:iiteotiest T"e:(t):t‘em

Testing Strategy cases TTB cases (number of blood of w&}sted blood cost p‘%r results per of TTB per
. units to the transfusion A .
pht pht units wasted) pht number of true ($)* transfusion transfusion
positives) () ®)

Results for Scenario 1
No Screening 32.75 12.88 0.00 0.00 0.00 0.00 7.21
questionnaire (status quo)  32.73 12.88 99.62 208.62 0.00 0.03 7.20
Risk-targeted Ab/PCR 23.14 7.41 76.27 0.68 14.65 0.72 5.09
Universal PCR 9.11 3.58 0.00 0.00 12.50 0.45 2.00
Universal Ab 6.01 2.36 19.92 0.06 12.50 2.33 1.32
Universal Ab/PCR 0.00 0.00 19.92 0.05 25.00 2.39 0.00
Results for Scenario 2
No Screening 42.35 18.35 0.00 0.00 0.00 0.00 9.32
questionnaire (status quo)  42.32 18.34 99.62 208.62 0.00 0.03 9.31
Risk-targeted Ab/PCR 23.14 7.41 76.27 0.68 14.65 0.72 5.09
Universal PCR 11.78 5.10 0.00 0.00 12.50 0.45 2.59
Universal Ab .77 3.37 19.92 0.06 12.50 2.33 1.71
Universal Ab/PCR 0.00 0.00 19.92 0.05 25.00 2.39 0.00

* The sum of the last three columns equals column 3 in Table 2.4 (total unit cost per transfusion).
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Table 2.6: Projected annual TTB cases averted, TTB deaths averted, total cost, testing cost, cost of
positive test results, and treatment cost of TTB for implementation of the testing policies in seven
endemic states for Scenarios 1 (donor-only scenario) and 2 (donor-recipient scenario) assuming
approximately 2 million red cell transfusions are performed per year (ARC 2014 data).

TTB TTB Total cost  Testing cost Cost of positive Treatment

Testing Strategy™ cases averted deaths averted test results cost of TTB
per year per year per year (§) per year (8) per year ($) per year($)
Scenario 1
No Screening 2,885,760 0 0 2,885,760
questionnaire (status quo) 0.20 0.00 2,945,465 0 59,705 2,885,760
Risk-targeted Ab/PCR 38.41 4.60 31,524,435 29,156,122 318,429 2,049,884
Universal PCR 94.73 7.82 28,852,425 24,877,238 179,116 796,072
Universal Ab 107.27 8.82 26,349,970 24,877,238 935,384 537,348
Universal Ab/PCR 131.35 10.82 50,709,761 49,754,475 955,286 0
Scenario 2
No Screening 3,741,537 0 0 3,741,537
questionnaire (status quo) 0.20 0.00 3,781,340 0 59,705 3,721,635
Risk-targeted Ab/PCR 76.82 9.19 31,524,435 29,156,122 318,429 2,049,884
Universal PCR 122.20 11.12 26,091,247 24,877,238 179,116 1,034,893
Universal Ab 138.52 12.58 26,489,282 24,877,238 935,384 676,661
Universal Ab/PCR 169.56 15.42 50,709,761 49,754,475 955,286 0

* Risk in 10 highly endemic counties of Connecticut and Massachusetts during this study was 1 confirmed TTB case
per 19,500 untested donations versus 1 confirmed TTB case per 100,000 for all seven states, or approximately 5-fold

lower. This 5-fold difference was used to adjust the prevalence data used for this table.

2.3.2 Deterministic Sensitivity Analysis on Transmission Probability Values

Figures 2.2(a) and 2.2(b) plot each strategy’s ICER over the questionnaire (ICER;) versus trans-
mission probability from actively infected donors for donor-only scenarios (Scenario 1-Low and
Scenario 1-High; Table 2.3). The only difference between Scenario 1-Low and Scenario 1-High is
the value of transmission probability from donors with resolved infection, which is assumed 0.3%
in Scenario 1-Low and 2.9% in Scenario 1-High. In particular, in each scenario, we only vary the
transmission probability from actively infected donors (0.3-50% for Scenario 1-Low and 2.9-50% for
Scenario 1-High), while keeping the transmission probability from donors with resolved infection
constant (0.3% for Scenario 1-Low and 2.9% for Scenario 1-High).

When blood units from donors with resolved infection present a 0.3% transmission probability
(Scenario 1-Low, Figure 2.2(a)) and the transmission probability from actively infected donors is
above 3%, the universal PCR strategy is the most cost-effective in terms of ICER, followed by
universal Ab, universal Ab/PCR, and the risk-targeted strategy. However, when units from donors
with resolved infection present a transmission probability of 2.9% (Scenario 1-High, Figure 2.2(b))
and transmission probability from actively infected donors is below approximately 30%, universal

Ab screening is the most cost-effective. Universal Ab and universal PCR strategies approach the
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same ICER values at higher probabilities. The same patterns are observed for donor-recipient
scenarios (Scenario 2-Low and Scenario 2-High), which assume transmission probabilities for high-

risk patients are twice that for low-risk patients (Appendix A).

2.3.3 Deterministic Sensitivity Analysis on Prevalence Rates

Figure 2.2(c) plots each strategy’s ICER over the questionnaire (ICERg;) versus window-period
donor prevalence (Ab-negative/PCR-positive donors) for Scenario 1, in which the transmission
probabilities equal 2.9% for donors with resolved infections and 33.3% for actively infected donors.
The universal PCR strategy is the most cost-effective for all window-period donor prevalence values,
followed by universal Ab. The risk-targeted strategy is the least cost-effective.

The sensitivity of ICER for universal PCR, universal Ab/PCR, and universal Ab to various
prevalence values are shown in Figures 2.3(a)-(c) for Scenario 1, where the range of ICER is plotted
for each strategy as the prevalence values are varied within their sensitivity ranges (Table 2.1).
ICER for universal PCR and universal Ab/PCR are the least sensitive to prevalence of donors
with resolved infection, while ICER for universal Ab is the least sensitive to window-period donor
prevalence. Under all universal strategies, ICER is the most sensitive to the prevalence of actively
infected donors, with respective ranges of [$30,000-$57,000/QALY], [$90,000-$147,000/QALY], and
[$51,000-$96,000/QALY] for universal PCR, universal Ab/PCR, and universal Ab. For Scenario 2,
not shown, the ICER ranges are respectively [$15,000-$36,000/QALY], [$60,000-$102,000/QALY],
and [$31,000-$64,000/QALY].

2.3.4 Probabilistic Sensitivity Analysis on Key Model Inputs

The average for each output measure over 10,000 replications shows that the expected number of
TTB cases averted was highest in all cases with universal Ab/PCR, ranging from 31-41 cases pht,
depending on the scenario (Appendix A). The risk-targeted strategy resulted in the fewest TTB
cases averted (9-18 cases pht). The ICER over the questionnaire for both scenarios are the lowest
for universal PCR, followed by universal Ab strategy. Universal PCR strategy presents lower total
costs/unit transfused than universal Ab or universal Ab/PCR strategies under both scenarios.
Considering a cost-effectiveness threshold of $1 million/QALY, the implicit threshold of society’s
willingness to pay for transfusion-transmitted infectious agent mitigation, Figures 2.4(a) and 2.4(b),
which respectively correspond to Scenario 1 and Scenario 2, indicate that universal PCR was

the preferred strategy in 85% of the 10,000 simulations, while universal Ab was preferred in the
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remaining 15%. The same proportions continue to hold at a threshold of $100,000/QALY cited
by Simon [99]. At a lower cost-effectiveness threshold of $50,000/QALY cited by Goodell [53], any
laboratory-based screening was preferred over the status quo in 6% of the simulations for Scenario 1
and in 98% of the simulations for Scenario 2; universal PCR in 58% of the simulations for Scenario
1 and in 83% for Scenario 2; and universal Ab in 9% of the simulations for Scenario 1 and in 15%

for Scenario 2.
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Figure 2.2: (a) ICERg; as a function of transmission probability from actively infected donors
for Scenario 1-Low (donor-only scenario in which blood units from donors with resolved infection
present a transmission probability of 0.3%). (b) ICERq; as a function of transmission probability
from actively infected donors for Scenario 1-High (donor-only scenario in which blood units from
donors with resolved infection present a transmission probability of 2.9%). (c) ICERq; as a function
of the prevalence of window-period donors (donors who are Ab-negative/PCR-positive) for Scenario
1 (donor-only scenario in which blood units from donors with resolved infection present a trans-

mission probability of 2.9% and blood units from actively infected donors present a transmission
probability of 33.3%)
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Figure 2.3: Tornado diagram showing the sensitivity of the model to prevalence values and their

effect on ICER for (a) universal PCR strategy, (b) universal Ab/PCR strategy, (c) universal Ab
strategy.
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Figure 2.4: Cost-effectiveness acceptability curve showing the probability that each screening strat-

egy is the most cost-effective at each willingness-to-pay value for (a) Scenario 1 (donor-only sce-
nario), (b) Scenario 2 (donor-recipient scenario).
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2.4 Discussion

B. microti is a transfusion-transmitted intraerythrocytic parasite; however, no blood donation
screening requirements exist. Using prevalence and test performance data collected from ARC’s
investigational screening, along with published parameters, we conducted cost-effectiveness mod-
eling on four proposed B. microti donation screening strategies: Ab-only, PCR-only, Ab/PCR in
parallel, and recipient-risk-targeted-Ab/PCR.

The base case model determined that universal Ab/PCR is the most effective in preventing
TTB. This strategy, however, was also the most costly, although ICER); values of $82,756/QALY-
Scenario 1 and $54,206/QALY-Scenario 2 (Table 2.4) are below the $1 million/QALY threshold.
Universal PCR was the most cost-effective: $25,801-43,931/QALY, depending on recipient risk,
and lower than the $50,000/QALY threshold cited by Goodell [53]. The number of units wasted
pht was highest with the current donor history question (99.62 pht), followed by risk-targeted-
Ab/PCR (76.27 pht), with universal Ab/PCR being equal to universal Ab (19.92 pht). Universal
PCR wasted zero units pht (Table 2.5).

Similar to the findings in Simon and Goodell [53, 99], our deterministic sensitivity analysis
suggests that the cost-effectiveness of screening is highly sensitive to the probability of B. microt:
transmission to a recipient. When the probability of transmission to a high-risk and low-risk patient
are equal and transmission probability from a donor with a resolved infection is 0.3%, universal Ab
screening is most cost-effective when transmission probability from actively-infected donors is low
(<3%). However, at higher transmission probabilities from actively-infected donors (>3%), which
is more likely, the ICER ($/QALY) drops dramatically and universal PCR is the most cost-effective
(Figure 2.2(a)). However, when donors with resolved infection present a transmission probability of
2.9%, universal Ab screening is the most cost-effective until transmission probability from actively
infected donors reaches ~ 30%, at which point universal Ab and universal PCR achieve the same
cost-effectiveness (Figure 2.2(b)).

Our model results differ from those of Simon where universal Ab screening in endemic areas
was shown to avert the most TTB cases while carrying an ICER of less than $1 million/QALY.
Goodell [53] concluded that none of the screening strategies they considered was cost-effective at
the $1 million threshold, even within highly endemic areas. The lowest ICER value in their model,
$2.6 million, was for an Ab-only strategy in four endemic states.

These differences are likely due to several factors (Tables 2.1 and 2.2 compare the data and
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assumptions used here versus prior studies [53, 99]). The ARC has been using investigational
AFTA and PCR, not assessed in prior manuscripts. Many differences (such as different assay
performance characteristics and other variables), exist that, while individually may play a small
role, are unlikely the sole reason for the discrepant findings amongst the three studies. Our testing
costs ($12.50 for Ab or PCR, and $25.00 for Ab/PCR) are lower than those used in Simon ($15.00
for Ab and $30.00 for Ab/PCR) and Goodell [53] ($21.00 for manual-IFA and $22.50 for PCR),
which have a substantial impact on cost-effectiveness and make our strategies more favorable. The
testing cost we used for risk-targeted-Ab/PCR ($50.00) is higher than the $33.00 used by Simon
[99], but was validated in our prospective testing experience. It would be expected that testing
costs will decrease with test licensure and greater economies of scale associated with adoption.

As noted above, all three models are sensitive to transmission probability variation. Simon
did not differentiate infectivity between PCR-positive and PCR-negative units in their base case
and used an overall transmission probability of 0.4% [99]. Goodell used weighted transmission
probabilities (5.1% for PCR-positive and 0.4% for PCR-negative/Ab-positive donors; Tables 2.1
and 2.2) that were lower than those used in our modeling (33.3% for PCR-positive donors and 2.9%
for PCR-negative/Ab-positive donors) [53]. According to hamster infectivity data collected as part
of the ARC investigational study, 58% of PCR-~positive donors and 6% of PCR-negative/Ab-positive
donors provided donations that were infectious to hamsters [82], suggesting that transmissibility
is higher than assumed in Goodell [53]. There are limitations when comparing animal models to
humans; refining transmission probability estimates is necessary.

Finally, our study uses the same case fatality rates from complicated babesiosis (21% for high-
risk patients and 6% for low-risk patients) as Simon, which are higher than those used by Goodell
for high-risk recipients (19.2%). As with lower transmission probabilities, lower fatality rates result
in lower testing cost benefits, and therefore decreased cost-effectiveness.

Screening blood units that are designated for high-risk patients (i.e., risk-targeted) has been
proposed to decrease the monetary burden associated with screening [53, 99, 120]. This strategy
has many limitations, including difficulty in correctly defining and identifying high-risk patients,
additional resources/logistics associated with testing and maintaining two blood product invento-
ries, and resultant increased potential for errors, as well as the liability assumed when transfusing
patients who are deemed low-risk with untested, infectious units [85]. Simon considered this strat-
egy when modeling cost-effectiveness and concluded that “risk-targeted transfusion policy for TTB

prevention in endemic regions is unlikely to offer greater value compared to universal Ab screen-
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ing” [99]. Our analyses likewise suggest that a risk-targeted strategy performs poorly; it resulted
in the lowest number of TTB cases averted and the highest ICER values compared to the status
quo, regardless of transmission probability scenario, and was never the most cost-effective strategy
(Table 2.4; Figures 2.2(a)-(c)). Given the substantial limitations and poor cost-effectiveness, a
risk-targeted strategy should not be considered a viable TTB intervention.

A major advantage to our model is the fact that it uses parameters based on blood donation
screening data (i.e., ARC’s prospective investigational studies), rather than clinical data. Data
collected in a screening environment has the advantage of using results and drawing conclusions
that are more generalizable to the blood industry and removes the uncertainty present in prior
publications. Our analyses also include a detailed description of waste associated with screening,
accounting for the number of disposed units and positive test-result costs. Such parameters are
important for assessing cost-effectiveness.

Our analysis is not without limitations. We only considered donors presenting to drives in four
endemic states when building our model; using this strategy, TTB cases would continue to occur
in other areas of the country, as shown by the ARC [82, 83]. The inclusion of other endemic states
would have an unknown impact on cost-effectiveness, particularly due to variations in prevalence
among the remaining Babesia-endemic states. Finally, as noted in both Simon and Goodell [53, 99],
compared to other transfusion-transmissible agents, empirical data for B. microti, particularly
regarding transmissibility and mortality, are lacking, thus introducing variability into any modeling
effort.

Not only did we find that the cost of universal screening using any of the screening methods
assessed was less than the $1 million/QALY threshold, our analyses of waste suggest that the
current method of screening by questionnaire is not only ineffective, but is also highly wasteful
(i.e., the number of blood units wasted due to donor deferral pht was higher than any screening
strategy). This finding serves as a reminder that improved B. microti mitigation strategies are
needed to reduce/prevent TTB and replace ineffective polices.

In conclusion, while the lack of robust data makes cost-effectiveness modeling an inexact science
and highly sensitive to variations in transmission probabilities, we suggest that universal PCR in
four endemic states is an effective blood donation screening strategy. Accordingly, such a strategy
would prevent 24-31 TTB cases pht at an ICER of $26,000-44,000/QALY and a waste index of zero
(Tables 2.4 and 2.5). Universal PCR offers the dual benefits of identifying and removing the most

infectious blood products from the blood supply, as well as mitigating donor loss due to resolved
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(Ab-positive/PCR-negative) B. microti infections. Using a higher cost-effectiveness threshold, the
universal Ab/PCR strategy is the most effective blood donation screening strategy, as this would

prevent 33-42 TTB cases pht at an ICER of $54,000-83,000/QALY, and a waste index of 0.05.
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Chapter 3

Robust Post-donation Blood
Screening under Prevalence Rate

Uncertainty

3.1 Introduction

Blood products are essential for a variety of medical treatments that apply to people of all ages, in-
cluding organ transplants, heart surgeries, resuscitation of trauma victims; and treatment of cancer
patients, premature infants, and pregnant women with complications, among others. Consequently,
the availability and safety of blood is of utmost importance for a well-functioning healthcare system,
hence, for the well-being of the society. Unfortunately, various infectious diseases can be transmitted
through the use of blood products, including the human immunodeficiency virus (HIV), hepatitis
viruses, human T-cell lymphotropic virus (HTLV), syphilis, West Nile virus (WNV), babesiosis,
Chagas’ disease, Dengue virus; and new infections can be expected (e.g., the Dengue virus was
discovered to be transmittable through transfusion only in 2002 [68]). Consequently, post-donation
screening of the blood for transfusion-transmittable infections (TTIs) is essential before the blood
can be released for transfusion.

Several characteristics complicate the goal of providing safe blood: (1) the demand for blood

products is high worldwide,! and blood products are highly perishable (e.g., the life-time of red

! Tt is estimated that 40-70% of the US population will need blood transfusion at some point in their lives [58]. The
scarcity and safety of blood supply is a much bigger problem in certain parts of the world, e.g., sub-Saharan Africa
[76].
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blood cells is 21 days). Therefore, a well-functioning healthcare system requires a high and constant
flow of donations, leading to a high testing cost, while healthcare resources are limited; (2) mul-
tiple Food and Drug Administration (FDA)-licensed blood screening tests are available for blood
collection centers to choose from, and all screening tests are imperfectly reliable and come with dif-
ferent costs because they measure different markers in the body (e.g., antibodies, antigens, genetic
material); and (3) the FDA requires blood collection centers to screen for a given set of infections,
but remains silent on which particular tests should be used. Therefore, it is an important societal
service to design an effective and efficient blood screening scheme that reduces the risk of TTIs in
a resource-constrained setting.

What makes this decision even more challenging is the fact that infection prevalence rates in
the donor population are highly uncertain. For emerging infections, such as babesiosis and WNV,
not much is known on their dynamics and prevalence rates. Babesiosis and WNV are also highly
seasonal and endemic only in certain regions, and their prevalence rates in any given year can vary
significantly depending on various factors, including the climate and the intensity of the mosquito
and tick populations [5, 59, 73, 84, 100]. Consequently, for such infections, it is practically very
difficult to obtain accurate estimates of current prevalence rates. In addition, the uncertainty for
established infections remains high even in countries with well-functioning surveillance systems
(e.g., the HIV prevalence in the United States has a range of [0.5% — 1%], with a estimated mean
of 0.7% [106], with the range corresponding to 71% of its mean prevalence rate). This is because
surveillance methods (e.g., population-based studies, sero-prevalence surveys, sentinel surveillances)
are resource- and time-extensive, and often study, due to data availability and resource limitations,
sub-populations whose prevalence rates may be significantly different from the prevalence rates of
the donor population [11, 34, 39, 55, 111].2 Further, some infections go undiagnosed or under-
reported. On the other hand, it is difficult to change the testing scheme in the short-term (e.g., on
a yearly basis) due to the huge set up involved with the new testing equipment, testing protocol,
and contracts with testing laboratories.

In this setting, the budget-constrained blood collection center needs to allocate its testing budget
to the various infections under uncertainty on prevalence rates and with limited information (i.e.,
unknown prevalence distribution and moments). The objective is to determine a “robust” post-

donation blood screening scheme that performs well under most prevalence rate possibilities, in

2 Major blood collection centers, such as the American Red Cross, complement these surveillance studies with analysis
of their own screening data of repeat donors, adjusting up the repeat donor prevalence rate by a certain factor to
approximate that in first-time donors, further adding to the level of uncertainty (e.g., [65]).
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terms of achieving a low TTI risk in blood cleared for transfusion (“Residual Risk”). This is the
research problem we study in this paper.

The transfusion literature approaches this problem through simple cost-effectiveness studies,
which consider only the expectation of the Residual Risk and fail to account for dependencies
among the different infections (e.g., common resource constraints). Further, these studies rely on
various restrictive assumptions, including that interventions are perfectly divisible, have constant
returns to scale, and are independent [30, 40, 65, 96, 109]. In our previous research, we study the
testing problem within an optimization framework that can alleviate most of these limitations, but
still with the objective of minimizing the expected Residual Risk [24, 26, 118]. In this paper, we
expand upon this earlier work to study robust post-donation blood screening schemes, explicitly
accounting for the fact that prevalence rates in the donor population are uncertain and the decision-
maker has limited information.

Our contributions are summarized as follows. To our knowledge, this is the first paper that mod-
els and studies the robust post-donation blood screening problem under prevalence rate uncertainty.
We formulate the blood screening problem using a robust formulation as well as an expectation-
based formulation, and obtain structural properties of their optimal solutions. Our analysis of the
robust formulation also contributes to the literature on the robust nonlinear knapsack problem
with continuous variables, for which we develop important structural properties. Further, we ana-
lytically characterize the price of robustness and the price of expectation-based optimization, which
respectively represent the deviation, from the minimum possible expected Residual Risk, of the ro-
bust solution and the expectation-based solution under forecast error. Our analysis shows that the
robust formulation leads to a safe blood supply under all prevalence rate possibilities, at the expense
of a small increase in the expected Residual Risk. On the other hand, in the presence of forecast
error, the expectation-based solution might deviate significantly from the true optimal solution, and
may introduce unintended, but substantial, Residual Risk to the blood pool for various prevalence
rate possibilities. Our case study of the United States confirms these findings, and also indicates
that following the FDA guidelines is no guarantee of an optimal testing regime - sometimes it is
better to deviate from the FDA recommendations. Indeed, our robust testing solution outperforms
various testing schemes that follow the FDA guidelines, in terms of substantially reducing both the
expectation and the range of Residual Risk. These findings have important implications on public
policy.

The remainder of this paper is organized as follows. In Section 3.2, we introduce the notation,
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decision problem, and objective functions. In Section 3.3, we study structural properties of the test
selection problem under various objective functions. In Section 3.4, we analytically characterize the
price of robustness and the price of expectation-based optimization. In Section 3.5, we present a
case study of the United States using realistic data and discuss our findings. Finally, we conclude,
in Section 3.6, with a summary of our findings and suggestions for future research. To improve the

presentation, all proofs are relegated to the Appendix.

3.2 The Model

3.2.1 Notation and Assumptions

Throughout, we use boldface letters to represent vectors, and upper- and lower-case letters to
respectively represent random variables and their realizations.

Let U = {1,2,--- ,n} denote the set of infections that require (or are recommended for) screen-
ing. Let F;, i € ¥, denote the prevalence of infection ¢ in the donor population, which is unknown
to the decision-maker. The random vector P = (F;);=1,..n follows an arbitrary continuous dis-
tribution with some mean g > 0 and support (uncertainty set) Q@ = ([l;, u;])i=1,... n, and may be
correlated.? We assume that the only information available to the decision-maker on P is its sup-
port; neither the distribution nor the moments of P are known to the decision-maker, who only has
an estimate, 1, of the mean. Indeed, it is very difficult to reliably estimate the actual distribution
and mean of P, especially for emerging infections. We also assume that the probability that a
donor is co-infected with multiple infections in set W is negligible. This assumption is common
in the transfusion literature (e.g., [34, 65, 108, 115]), and is reasonable, especially in developed
countries, where systematic pre-donation screening procedures make the co-infection possibility in
donors extremely unlikely. The no co-infection assumption implies that » ;g u; < 1, which is
satisfied in practice as prevalence rates of all TTIs are rather low (e.g., in the order of less than 2%
in the US).

Our modeling of the uncertainty set of P as a box (interval) uncertainty set (e.g., [17, 22]) offers
several advantages in the blood screening setting. A box uncertainty set requires information only
on the support of each prevalence rate; and it ensures that no prevalence realization, no matter

how extreme, is discarded, thus providing a guarantee that all constraints in the robust model

3 Correlation may occur due to common risk factors for the different infections. For example, climate change may
affect tick and mosquito populations in a similar way, which in turn affect prevalence of babesiosis and WNV,
respectively [89, 117].
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(see Section 3.2.2.1) are satisfied (see [18, 19, 20, 22] for discussion on constraint violation). This
is highly desirable in blood screening, as there exist infections that can be a hit or a miss in a
given year, such as the WNV, whose prevalence depends on the mosquito population. Prevalence
rates of such infections may follow U-shaped distributions, with boundary points of their supports
having the highest probabilities. Therefore, using uncertainty sets that discard the vertices of the
box (e.g., ellipsoidal) is undesirable, as mismatches between testing schemes and actual prevalence
rates lead to unnecessary infections, resulting in high social cost and suffering, and force blood
centers to revise their testing schemes, leading to high set up cost. Further, we show, in Section
3.3.2, that any such adjustment to the shape of the uncertainty set is not needed in our setting,
because, in the worst case, the solution to our robust model is not very conservative. Moreover,
we show, in Remark 1, that utilizing a more general, distributional uncertainty set, which allows
for known support and/or known moments [88, 97], becomes equivalent to a box uncertainty set in
our setting.

The budget-constrained decision-maker needs to allocate her total testing budget per donation,
of BT, to the n infections that require screening under uncertainty on the distribution and moments
of prevalence rates. Toward this end, the decision variables include B;, i € V¥, the per-donation
testing budget allocated to infection i.* Let F = {B : Yicw Bi < BT B; > 0,i € ¥} denote the set
of feasible allocations of the total budget BT to the infections in set W. Note that we represent a
testing solution by its budget allocation vector B = (Bj, Bo, ..., By,), as the corresponding optimal
test set for each infection can then be determined by solving a linear programming problem (LP)
that maximizes the sensitivity (true positive probability) of the test set (see Appendix B.5). In
particular, similar to [23], we consider a general class of testing schemes that we refer to as non-
universal testing schemes, which may involve multiple test sets, each applied to a certain proportion
of the donated blood units, randomly selected. That is, the decision-maker is not limited to
universal testing schemes in which each and every unit of donated blood undergoes screening with
the same test set. An example of a non-universal testing scheme is the solution to our case study
(see Section 3.5): at a total budget level of $45, $9.4 is allocated for HIV testing per donation on
average, with 90.57% of blood units (randomly selected) tested with the HIV Multi-pool Nucleic
Acid Testing (MP-NAT) and the remaining 9.43% with the HIV antibody assay (Ab). Non-universal

testing schemes provide the decision-maker with flexibility and have the potential to significantly

4 For non-universal testing schemes, B;, i € U, represents the average testing budget per donation, as we discuss
subsequently.
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reduce the Residual Risk; and are equitable from a societal perspective, as blood product recipients
could have blood screened by any of the test sets administered (see [23] for further discussion
and examples; and Appendix B.5 for the formulation of the non-universal testing problem in our
setting).

Screening tests are imperfect, and may provide inaccurate results. A major threat to blood
safety comes from false negative testing errors, i.e., failure to detect infected blood units, which
mainly occur due to donations made during the window period® of an infection. Therefore, similar
to the transfusion literature (e.g., [34, 65, 108, 115]), we assume that all testing errors come from
6

false negative errors.

Consider a random unit of donated blood. We define the following events.

Events:
A+ . event that the blood unit is infected by infection i, i € W.
T;—(B;) : event that the blood unit is classified as free of infection ¢ when using

a testing budget of B;, i € W.

We define T'— (B) = (\;cq Ti — (B;) as the event that the blood unit is classified as free of
all infections in set ¥ (hence released into the blood pool reserved for transfusion). Let f; (B;) =
Pr(T;—(B;)|A;+) denote the false negative probability (1— sensitivity) of the test set corresponding
to a budget of B; > 0 for infection ¢ € ¥, which is decreasing in B;. In reality, function f;(.)
exhibits diminishing returns to scale, as is typical of many resource allocation problems (e.g., [87]).

Therefore, we make the following assumptions.

Assumption (A1l). Function f;(B;) = Pr(T; — (B;)|Ai+) is strictly convex decreasing and differ-
entiable in B;, with f;(0) =1 and lim f;(B;) =0.

Assumption (A2). The test outcome for infection i € ¥ depends only on the prevalence of
infection i in the blood unit, and not on the prevalence of other infections and/or other health

conditions the donor may have.

Note that Blim fi(B;) = 0 is a reasonable assumption, since there exists a gold-standard
i—r+00
test, having a sensitivity of around 1, for most infections considered in this paper. Gold-standard

tests, however, are used for confirmatory testing, and not for screening, due to their high costs and

® The time between the development of infectious viremia and reactivity by serological or nucleic acid technology
donor screening tests [34].

6 False positive errors, i.e., misclassification of uninfected blood units as infected, are much smaller in magnitude
[47], and do not significantly impact the Residual Risk [26].
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processing times [86, 103]. Assumption (A2) can be considered valid based on a number of studies
that investigate the relationship between HIV and the hepatitis virus infections, and their test
outcomes (e.g., [28, 92, 122]). In reality, it is extremely difficult to quantify the impact (if any) of
other patient level factors on the test outcome. Hence, given the current level of medical knowledge,
this assumption is considered reasonable and is commonly used in the transfusion literature.

The blood center’s objective is to minimize a function of the Residual Risk (hereafter referred to
as Risk) random variable, i.e., the probability that an infected blood unit is classified as infection-
free by the administered test set (e.g., [26, 34, 65, 108]). The mathematical expression for Risk for
a given budget allocation vector, B > 0, denoted by R(B), follows:

R(B) = Pr <U Ait, T—(B))

1ev

= > Pr(A;+) Pr(T—(B)|A;+)

ey by the no
co-infection
== l;p P’L PT’<T1 _(31)7 T2_<B2)7 T 7TTL_(B7Z) ’A1_7 e 7Ai+7 e An_ ) assumption
= P Pr(Ti—(By)|Ai+) [[ Pr(T;—(B))|A;-), by Assumption (A2)
iew JEWY:
J#
= ZPi fi(Bi). (3.1)
iew

Thus, for a given B, Risk can be expressed as a function of the prevalence vector, P, and
fi(Bi),i € U, where the latter represents the reduction fraction in the original prevalence (of P;)
due to post-donation screening. Therefore, in what follows, we refer to function f;(.) as the test

effectiveness function, and denote its first-order derivative with respect to B; as fi/ (L)

3.2.2 Objective Functions

The goal is to allocate the total testing budget to the infections in set ¥ so as to achieve a robust
performance (in terms of a minimum Risk) under uncertainty on the prevalence vector. Toward
this goal, we consider a regret-based measure commonly used for robust decision-making under
uncertainty (e.g., [3, 13, 80, 88, 94, 121]), and compare its performance with the traditional objective

of minimizing the expected Risk.
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3.2.2.1 The Robust Problem: Maximum Regret Minimization

Similar to the literature, we define the Regret corresponding to a budget allocation vector B and a

prevalence vector realization p as follows:
RSQTEt (va) :R(B7p) _R(B* (p)ap)v (32)

where B* (p) is the optimal budget vector that minimizes Risk in the deterministic problem in
which p is given, that is, B* (p) = argmin{R (B,p)} — the deterministic problem is a convex
optimization problem that can be Comglft];d efficiently for any p.

The objective is to find a feasible budget vector, B, that minimizes the maximum Regret over

all possible realizations of the random vector P, that is,

mzvgg@ze {1;1&)2( {Regret ( ,p)}} (3.3)

The mathematical formulation of the Mazimum Regret Minimization Problem follows:

Maximum Regret Minimization Problem (RMM):

minimize Regretmax Dual variables

B, Regretmax

subject to Regret (B, p) < Regretmaz, Vp € Q — oy (3.4)
> Bi<B” —0 (3.5)
ev
B; >0, VieVU. +— 0 (3.6)

Denote the optimal budget solution to RMM as B*E, with I"f = {i € ¥: Bf > 0} denoting
the set of infections that are allocated non-zero budget (the allocation set) and Regretmaz* =
2162% {Regret (B*R,p)}. Let ap, p € 2, 0, and 6;, @ € ¥, denote the dual variables respectively
corresponding to Constraints (3.4)-(3.6) in RMM.

Because P is a continuous random vector, the number of constraints in (3.4) is uncountable.
Therefore, RMM, i.e., the minmax Regret version of a nonlinear knapsack problem with contin-
uous variables, is a semi-infinite programming problem with a linear objective function and an
uncountable number of constraints, each of which is jointly convex in the decision variable vector
B. Hence, in its current form, RMM is intractable. In general, the minmax Regret version of most
polynomially solvable problems is NP-hard (e.g., [3, 14, 80]).

The minmax Regret criterion has been used for decision problems under uncertainty (e.g., [13,
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50, 90, 124]), including the newsvendor problem (e.g., [88, 107]). In particular, Perakis et al. [88]
study the minmax Regret version of the newsvendor problem under a distributional uncertainty set,
which is a convex set of distributions that satisfy a number of known moments and/or support. A
similar, distributionally robust, minmax Regret formulation in our setting becomes equivalent to the
original RMM (i.e., with interval uncertainty), as we discuss in Remark 1. In addition, the results
in [88] are specific to the newsvendor problem with a single-dimensional decision variable (the order
quantity), and the analysis crucially depends on the closed-form expression for the optimal order
quantity. As opposed to this, RMM is the Regret version of a nonlinear knapsack problem with
a multi-dimensional decision variable vector; and hence, in general its optimal solution cannot be
expressed in closed-form. Therefore, our problem necessitates new analysis that is tailored to the
blood screening setting, as we discuss subsequently.

In general, robust optimization problems are solved by developing their computationally tractable
counter-parts. Such robust counter-parts have been developed for certain classes of problems, in-
cluding LP, quadratic programming, and semi-definite programming problems, considering specific
types of uncertainty sets (e.g., [18, 19, 20, 21, 22]). Finding a computationally tractable, equivalent
formulation of RMM critically depends on studying structural properties of the deterministic Risk
minimization problem and of RMM. This involves studying how Constraint set (3.4) behaves in p
so that an equivalent RMM formulation can be constructed, and we pursue this avenue in Section

3.3.2.

3.2.2.2 The Expected Risk Minimization Problem

For an estimate, i, of the mean prevalence vector, the mathematical formulation of the Expected
Risk Minimization Problem follows:

Expected Risk Minimization Problem (ERM):

minimize E[R(B,n)] = Z i fi(B;) Dual variables
B iew
subject to (3.5) — A

Let B*¥(n) and I*¥() = {i € ¥ : B:P() > 0} respectively denote the optimal budget

allocation vector and the allocation set for ERM with a prevalence vector estimate, . Also, let A
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and ~;,7 € ¥, denote the dual variables respectively corresponding to Constraints (3.5) and (3.6)
in ERM. Note that the deterministic Risk minimization problem with a given p € €2 (see Section

3.2.2.1) corresponds to ERM, with u replaced by p.

3.3 Properties of Optimal Solutions

We provide important structural properties of ERM and RMM optimal solutions in Sections 3.3.1
and 3.3.2, respectively.

3.3.1 Structural Properties of the Optimal ERM Solution

Lemma 1. For any p > 0, ERM objective function, E[R (B, )], is strictly jointly convez in
B. Then, a feasible budget allocation vector B € F is optimal for ERM if and only if there exist

non-negative KKT multipliers \ and ~;,1 € VU, such that:
Aifi(Bi) + A = =0, iew (3.7)

Lemma 1 allows us to establish important structural properties of an optimal ERM solution.
For this purpose, we order the infections in set ¥ in non-decreasing order of f; f/(0) and relabel

such that: GLfi(0) < fiafs(0) < -+ < Tin f1(0). (3.9)

That is, infections are ordered according to their highest initial “return” to scale, i.e., noting that
f1(.) < 0,4 € ¥, when no budget is allocated to any infection, an initial allocation to infection
1 will result in the highest reduction in the expected Risk, followed by infection 2, and so on.
This is similar to the concept of cost-effectiveness (see, for example, [30]). In order to simplify the
subsequent presentation, throughout this section we adopt the notation that infections are relabeled

such that {1,2,--- ,n} is an ordered set following (3.9).

Theorem 1. The optimal allocation set, I*F (1), follows a threshold policy, that is, infections enter

set I*E (1) in the order given by (3.9) as BT increases:

{1,--- i}, if TH* < BT < TH™*', fori=1,---,n—1
I'E(p) = (3.10)

{17"'7”}7 ZfBTZTHna
where TH' = 0, TH' = 23;1135;,1 = 2,---,n, and B;-,j = 1,---,i — 1, is the solution to:

35



1 f; (B;) = 1; f1(0). Further, the optimal budget allocation vector, B*E (i), is the unique solution
to:
(n)) Hj
(BER)
Bi¥(m) = 0, ieW\I*"(n).

, Vi eI () (3.11)

Thus, finding an optimal solution to ERM is simple: Once set I*F (i) is identified for a budget
level BT, B*E (i) is the solution to a set of nonlinear equations. The optimality condition in (3.11)
indicates that the optimal non-zero budget allocation for infections in set I*F(f1) is the one for which
the incremental benefit of additional screening is equal for all infections. Similarly, the thresholds,
TH',..,TH", in (3.10) imply that infection i € ¥ enters the allocation set I**(zi) only when the
incremental benefit of screening for infection i equals the incremental benefit of additional screening
for every infection that is already in I*F (). Further, Theorem 1 indicates that the optimal ERM
allocation set does not fluctuate much as the total testing budget, BT, changes over time, which
occurs commonly in practice. For example, if BT increases over time, infections that are already in
the allocation set will continue to be screened for, with possible addition of new infections to the

allocation set. This stability is a desirable property of the optimal allocation set.

3.3.2 Structural Properties of the Optimal RMM Solution

We first derive the optimality conditions for RMM in Section 3.3.2.1. Then, in Section 3.3.2.2, we

analyze the structural properties of the optimal RMM solution.

3.3.2.1 The Optimality Conditions for RMM

Recall that RMM, in its current form, is intractable because the number of constraints in (3.4) is
uncountable. In what follows, we first reduce, without loss of optimality, the number of constraints

in (3.4) to a countable set.

Definition 1. A prevalence vector realization p is a boundary vector if for each i € V, either p; = I;

or p; = ;. Letﬂbz{peﬂz pi =1 orp; =wu;, Vi€ U}

Theorem 2. For any given B > 0, the mazimum Regret occurs at a boundary vector in set P,

that s, max { Regret (B, p)} = max { Regret (B,p)}.
PEN Qb

pe
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Then, an equivalent RMM formulation follows by replacing Constraint (3.4) with (2.4):
Regret (B, p) < Regretmazx, Vp € Q°. (2.4

Thus, to solve RMM to optimality, it is sufficient to consider a finite set of 2" boundary vectors.
We will use this equivalent formulation of RMM in the remainder of the paper. In practice, the
number of infections that require screening is less than ten [23]; hence, the number of constraints
in (2.4') is computationally manageable in our setting. However, from a theoretical perspective, we
also discuss below the effectiveness of a polynomial-time heuristic for RMM.

Our numerical study of RMM leads to the following interesting observation: when prevalence
vectors in QY are arranged in non-decreasing order of their Regret values at the optimal RMM
solution, B*E, those with the highest Regret values are “balanced,” with almost half of the compo-
nents of p at their upper bound and the remainder at their lower bound. We use this observation
to develop a polynomial-time heuristic for RMM, which involves selecting, out of 2" vectors in 02,
a subset, Q" with polynomial cardinality, and solving RMM with QP in (2.4’) replaced with Q".
Specifically, the RMM Heuristic randomly selects n?, d € Z,, vectors from the set of balanced
vectors defined as {p € Q¥ : [n/2] -1 < Y.y Lipimuy) < [n/2] + 1}, where Zeonq denotes the in-
dicator variable, which equals 1 if cond is satisfied, and 0 otherwise. Note that the total number of
balanced vectors in QP is — 2 (ﬁ) if n is odd, and —2 (3"+2) if n is even.

C)T () \ 772

To study the effectiveness of the RMM Heuristic, we consider two variations of it comprised

of n? and n® vectors in set Q" respectively. For a given n, we randomly generate 400 problem
instances, comprised of Q = ([l;,u]);cy, k, and BT, and determine the average (over 400 in-

stances) optimality gap between the optimal RMM solution and the RMM Heuristic solution,

Regretmaz* — Regretmax™ (n?) . see Table 3.1.

L.e., Regretmax*

Table 3.1: Percent optimality gap for the RMM Heuristic with cardinality of Q" in the order of
n? and n3, for n = 10 — 18.

Order ‘ n 10 11 12 13 14 15 16 17 18

O(n?) 0.44 0.64 0.42 080 045 1.02 0.57 097 0.56
O(n?) 0.03 0.42 0.08 0.65 0.17 0.90 0.33 0.86 0.35

For n = 10 — 18, the RMM Heuristic results in optimality gaps that are less than 1.02%
and 0.90%, respectively for O(n?) and O(n?). Thus, the RMM Heuristic performs well in our

setting. Moreover, its performance can be further improved through, for example, a Benders-type
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decomposition scheme in which a slave problem is solved to generate the violated constraints in
the master problem, which, in turn, is solved again with augmented constraints, and so on (see,
for example, [50]). In addition, the subsequent Theorem 3 provides another effective way to solve
RMDM under certain conditions.

We next provide insights on the optimal RMM solution under a more general form of the

uncertainty set.

Remark 1. The distributionally robust version of RMM is defined as (similar to [41, 88, 97]):

mi%ien]l__ize {%12;{ Regret(B,D) = {ED [R(B)] — Iznei%ED [R(Z)]} }, (3.12)

where the random vector P follows an unknown distribution that belongs to a convex set of distri-
butions 2, each satisfying a set of known moments and/or support. Hence, the objective is to find

a feasible budget allocation vector that minimizes the mazimum Regret over all distributions in set

2.7

(i) If only the first moment (mean, p) of P is known, then all distributions in & have the same
w and (8.12) reduces to ERM, that is, B*E(u) = B*E(u).

(i) If only the support (2) of P is known, then (3.12) reduces to RMM, with R(B,p) replaced
by Ep[R(B)] (see (2.4')-(3.6)), and the distribution that yields the mazimum Regret is a two-
point distribution with weights on the boundaries of its support, l; and u;, i € V. (This result

can be proven in a similar way to Theorem 2.)

To obtain further properties of RMM, note that for any given p, we can represent, without
loss of generality, the uncertainty set of P; as [l;,u;] = [ui(1 — al), u;(1 + a¥)], i € ¥, by finding
appropriate vectors a! = (aé)izl’“_,n and a® = (a}')i=1,... n, for some 0 < aé, al! <1,i=1,...,n. We
refer to al and a® as support multiplier vectors. Since this can be done for any g, we do not require
a-priori knowledge of the true mean p, but only knowledge of the uncertainty set €2. As it will
become clear later, we choose to represent the uncertainty set € using the (u, al,a®) notation, as

this will allow us to study structural properties of RMM and subsequently characterize its price

of robustness in Section 3.4.

" Observe that, as opposed to the definition of Regret in (3.2), which is defined as a function of the realizations in
Q, Regret is defined in (3.12) as a function of the distributions in &, and hence, as a function of the expected Risk,
as is common in literature; see for e.g., [41, 88, 97].
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We label the prevalence vectors in Q° as QY = {p,, s Db}, Where |Q2°] = 27, and let Z =
{1,...,2"} denote the index set. Let U; = {z: p, € Q” and (p,); = wu;}, for i € W, that is, U; is
the index set of p vectors in Q% for which the " component, p;, equals its upper bound, u;. Let

Ai=1+al Y a,— aé Y ay, Vi € U, where a,, z € Z, are the dual variables corresponding
zeU; ZEZ\UZ‘
to Constraint (2.4).

Lemma 2. A feasible budget allocation vector B € F and a Regretmax value are optimal for

RMM if and only if there exist non-negative KKT multipliers 0, 0;, i € ¥, and a,, z € Z, such

that:
pi f(By) A — 6; + 6 =0, icw (3.13)
o [Regret(B,p,) — Regretmaz] = 0, z€Z (3.14)
§;B; = 0, icw (3.15)
Y a.=1. (3.16)
z€Z

3.3.2.2 Further Properties of the Optimal RMM Solution

In order to obtain closed-form expressions for the optimal budget vector in the deterministic Risk
minimization problem, we next impose the following assumption, which is motivated by the effi-
cacy data for all FDA-licensed blood screening tests. In particular, we find that test effectiveness
functions can be approximated reasonably well by exponential functions, resulting in coefficients of

determination of R? > 0.94 for all infections considered in the case study (see Appendix B.5).

Assumption (A3). The test effectiveness function, fi(.), ¢ € U, is exponential, i.e., fi(B;) =

e~FiBi with some k; > 0, for B; >0, i€ V.

Let S(I) = Eie]k%’ for I C W, and denote S(V¥) simply by S. We also let ¢; = 1/51“, i€ W,

then Y . g = 1.

Definition 2. For any given n and k, all problem instances that share common support multiplier

vectors, al = (al-)if1 , and a® = (ai),_, ., are said to be in the same ‘“family.”

1) 1=
EAREE)

For any given n and k, we represent a problem instance by a!, a*, u, and BT. In the following,
we are able to show that all problem instances within the same family share common properties,
which we exploit in detail in the remainder of Sections 3.3.2.2 and 3.4. These properties allow us

to: (i) utilize ERM, an easier problem to solve, to determine the optimal RIMM solution for all
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instances of the family, given the optimal RMM solution for any one instance of the family; and
(ii) derive analytical expressions on the price of robustness ratio and the price of expectation-based
optimization ratio.

To facilitate the subsequent analysis, in the remainder of Sections 3.3.2.2 and 3.4, we impose
the following technical condition, which ensures that each infection is allocated some budget in the
optimal solution to the deterministic Risk minimization problem for each p € Q°.

Condition (C1): B}(p) > 0,Vi € ¥,¥p € Q.

We note that Condition (C1), under Assumption (A3), is almost always satisfied when the
total testing budget, BT, is not unrealistically low (see Section 3.5 for discussion on real data), and
becomes less restrictive for higher values of k (see Appendix B.3). All subsequent results of this

section and Section 3.4 rely on Assumption (A3) and Condition (C1).

Lemma 3. For RMM, the optimal dual variable vector, a, corresponding to Constraint (2.4') is

solely a function of the support multiplier vectors, at and a*, and is independent of p and BT .

Interestingly, Lemma 3 states that the dual variable vector a, which indicates the set of preva-
lence vectors that achieve the maximum Regret value, remains the same for the entire family of

problem instances.

Theorem 3. Consider any family of problem instances. The optimal RMM solution can be found

by either:

(i) Solving a modified ERM, with the mean prevalence vector modified as px A, that is B*R () =

B*F (ux A), where * denotes the component-wise vector product operator; or

(ii) Solving a regular ERM, where

B*® (1) = B*F () + A} (a',a*), (3.17)
where Ay (al, a“) 1s the optimal solution to:
Lo Az —ki Ap;
- 7 7 1
minjmize Z kie (3.18)
ev
subject to Z Ay = 0.
el

The second part of Theorem 3 indicates that for the entire family of problem instances, their
corresponding ERM and RMM optimal solutions differ by a constant vector Aj (al, a”), which

solely depends on the support multiplier vectors, a! and a®. Note that the determination of
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Ay (al, a“) requires the knowledge of A (equivalently, of a) for any one instance in the family.
Consequently, determining the optimal RMM solution for all problem instances in one family
(which, without Theorem 3, would require solving 2" deterministic Risk minimization problems for
all p € Q% and an additional RMM for each problem instance) now reduces to solving RMM for
any one instance in the family and using ERM to find the optimal RMM solution for all other
instances in the family. Finally, Theorem 9, presented in Appendix B.4, characterizes how Regret
functions, and hence the maximum Regret value, shift as parameters p and B7 are perturbed,

greatly facilitating sensitivity analyses.

3.4 The Price of Robustness and the Price of Expectation-based

Optimization

RMM provides a robust solution that may be sub-optimal for minimizing the expected Risk. On
the other hand, the ERM solution, by relying on an estimate, @, of the mean prevalence vector,
p, may also deviate from the expected Risk minimizing solution, B*F(u). Then, an important
question is whether the decision-maker would be better off using the robust formulation, RMM,
or the expected risk minimizing formulation, ERM, with the estimated g vector? To answer this
question, we quantify the loss of optimality in the expected Risk coming from the RMM and ERM

solutions, as well as the robustness of the ERM solution.

Definition 3. The price of robustness ratio, 1% ([18]), the price of expectation-based optimization

ratio, 1 (f1), and the ERM Regret deviation, R, are respectively defined as:

E[R(B*E, p)]
E[R(B*F (), )]’

e =

ne ) = ERBE@ ) e {Regret (B*F(1).p) }
E[R(B**(p), p)] peQ | Regret (B*R,p)
Thus, higher values of II* and I1¥ (i) respectively indicate that RMM and ERM solutions
deviate further from the minimum possible expected Risk, while a higher value of R indicates that
the ERM solution deviates further in Regret from the optimal RMM solution. In order to study
the robustness of the ERM solution due to prevalence uncertainty only (and not due to forecast
error), we express R as a function of the true mean, p.
In the remainder of this section, we restrict our attention to cases where Condition (C1)

and Assumption (A3) are satisfied. Recall that Theorem 3 indicates that in these cases the

optimal ERM and RMM solutions are linked with an additive expression, which involves function
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Ay (al,a“) that remains constant within each family. Thus, Theorem 3 allows us to express

E[R(B*®, u)] as a function of B*F (), leading to exact expressions on IT1¥ and 117 (11).

Theorem 4. We have:

: e Cif Ai -~ ew Ci (1] i
HR = ZCie_kiAbi — ZZLC/Q and HE(N) — Zze\lf c (M/{Hci)a
iew [licy (1/4) [Licw (1i/ i)

where Af (al, a“) and A (al, a”) are as defined in (3.18). Further,

R > RY = max
peQ®

{ Yicy Cihi(p) — [Liew (hi(P)” }
Siew cilu(p)e 8~ Tliey ()™ |
l

l—a;, ifpi=1
where, for p € QP, hi(p) = , VieUv,

Interestingly, both IT# and IT” (i) can be expressed as ratios of the weighted arithmetic mean
to the weighted geometric mean, with weights ¢, of 1/A;, and p;/u;, ¢ € ¥, respectively. This
follows due to the equivalence between ERM and RMM solutions, stated in Theorem 3.

Corollary 1. II% and RY remain constant for all problem instances of the same family.

Lemma 4. If the mean prevalence estimate, [i, has a forecast error (r',r%), i.e., p; € [fi(1 —
), (1 +r®)], i € U, then ¥ (@) is mazimized when p; = f;(1 —rl) or w; = fi(1+r%), for all
1€V,

As Theorem 4 and Lemma 4 show, the price of robustness ratio, II*?, and the lower bound on
the ERM Regret deviation, R, are independent of the mean prevalence vector, p, and the total
budget, BY, and only depend on the support multiplier vectors, a! and a%, while 1 (fi) only
depends on the magnitude of the forecast error, % and 7%. These results greatly facilitate the
derivation of the maximum values of IT%, IT¥ (n), and R by reducing the search over k, u, BT,
al, a*, and r to a search over k, al, a*, and r only.

We next utilize Theorem 4 and Lemma 4 to compute IT17%, TI¥ (zi), and R* for problem instances
having n = 2 — 10 infections, see Table 3.2. Specifically, we discretize k, a!, and a*, and perform

an exhaustive search in a! € [0,0.75] and a¥ € [0,2.00], i € ¥,® to determine the maximum values

of TI* and R* for each n. We also determine the maximum value of II”(fi) at various levels of

8 The maximum allowable value for a! is 1 since ui(l— aé) > 0, while a}' can take values higher than 1 if u; < 0.5.
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forecast error, considering r! = 7% = r, i € ¥, with r = 10%, 35%, and 50%. Table 3.2 indicates
that the expected Risk of all RMM solutions deviates by no more than 6.64% from the minimum
possible expected Risk (i.e., ERM solution with known g). On the other hand, ERM solutions
may deviate significantly (by more than 105.39%) from the minimum possible Regret value. Further,
under forecast error, ERM expected Risk may deviate from the minimum possible expected Risk
by around 0.50%, 6%, and 15% for all n values, for r = 10%, 35%, and 50%, respectively.

The estimation of the mean prevalence vector is resource- and time-consuming, and in practice,
r can be higher than 50% [6], resulting in I1”(fi) values that are significantly higher than II.
This has important implications: For realistic values of the forecast error, r, RMM outperforms
ERM not only in terms of the Regret objective, but also in terms of the expected Risk, suggesting
that RMM would be a safer approach to use. In addition, for all values of », ERM exhibits
significantly higher Regret values, further emphasizing the importance of using a robust approach.
Finally, the values of II, I1¥(f1), and R*, do not fluctuate significantly with n, indicating that
RMM outperforms ERM independently of the number of infections.

From a theoretical perspective, the next question is whether there exists a family of problem

instances for which the price of robustness ratio equals one.

Corollary 2. Under Condition (C1) and Assumption (A3), I = 1, equivalently, B*® =
B*E(u), for any family of problem instances with identical test effectiveness functions, symmetric

uncertainty sets, and identical support multiplier vectors, i.e., k = (k,...,k) for some k > 0, and

l

a’' =a* = (a,...,a), for some a € [0,1].

Table 3.2: Maximum values of IT1%, TI¥(fi), and R” for all problem instances with n = 2 — 10
infections, and forecast error r = 10%, 35%, and 50%.

() " R

n r=10% r = 35% r = 50%

2 0.48% 6.55% 15.32% 6.64% 105.39%
3 0.48% 6.72% 15.79% 6.49% 146.78%
4 0.50% 6.72% 15.79% 6.32% 140.62%
5 0.50% 6.83% 15.92% 6.24% 150.02%
6 0.50% 6.82% 15.92% 6.17% 148.90%
7 0.50% 6.84% 15.97% 6.19% 152.77%
8 0.50% 6.84% 15.98% 6.16% 155.00%
9 0.50% 6.85% 15.98% 6.16% 158.61%
10 0.50% 6.85% 15.99% 6.16% 163.25%
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3.5 A Case Study of the United States

In this section, we perform a case study for the United States. Our objectives are three-fold: (i)
to compare the optimization-based testing schemes with FDA-compliant schemes; (ii) to compare
ERM and RMM testing schemes; and (iii) to derive the price of robustness ratio for RMM.

The FDA requires screening of donated blood for HIV, hepatitis viruses B and C (HBV and
HCV), HTLV, and syphilis; recommends testing for WNV; and neither requires nor recommends
testing for babesiosis [47]. In our case study, we consider HIV, HBV, HCV, WNV, and babesiosis.
(Syphilis and HTLV are omitted due to a lack of reliable data.)

3.5.1 Case Study Data

Table 3.3 presents the prevalence in the United States for the infections considered in our study.
The uncertainty sets were constructed from published lower and upper bounds on prevalence rates.
Additional information on the data is provided in Appendix B.5.1. In order to focus on the
robustness of ERM and not on the forecast error, we assume that the mean prevalence rates

presented in Table 3.3 are the true means.

Table 3.3: Mean and uncertainty sets for prevalence rates in the United States (in %).

Infection  Mean (%) Uncertainty set(%)  Source

HIV 0.7 (0.5,1.0) [106]
HBV 0.345 (0.250, 0.440) 38]
HCV 1.6 (1.3,1.9) [10]
Babesiosis  0.385 (0.255,0.490) (25, 84]
WNV 0.0495 (0.0044,0.1500)  [33, 100]

Screening tests typically look for an infection specific bio-marker. In blood screening, tests are
either serological, which look for antibody (Ab) or antigen (Ag) bio-markers, or genetic nucleic
acids tests (NAT), which look for infection specific nucleic acids. NAT offers higher efficacy than
serological tests because the nucleic acid bio-markers directly measure the infection (e.g., viral load)
and thus are at a detectable concentration earlier than antibodies or antigens, which are based on
the immune response (thus NAT has a shorter window period). NAT also has pooling flexibility,
thus it can be performed on individual donations (ID-NAT), or on mini-pools (MP-NAT) of samples
from multiple donations, but, due to dilution, pooling reduces the test’s efficacy [16, 65, 101, 115].

Depending on the infection, pairing an antibody or an antigen test with an NAT increases the
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overall sensitivity. Therefore, we consider both individual and paired tests in our study.
Specifically, FDA-licensed tests include ID-NAT, MP-NAT, and Ab/Ag for each of HIV, HBV,
and HCV; and ID-NAT and MP-NAT for WNV. Currently there are no FDA-licensed tests for
babesiosis, but an Ab test and an ID-NAT test are undergoing the FDA approval process and are
currently used by the American Red Cross in a pilot study [84]. Therefore, we also consider the
Ab and ID-NAT tests for babesiosis in our case study. Table 3.4 reports test sensitivity values,
which come from published or publicly available data when available; when not available, they are
derived using the methodology described in [26]. Unit testing costs are $4 for each of HIV Ab, HCV
Ab, and HBV Ag tests [65]; and $15 and $10 respectively for ID-NAT and MP-NAT per infection

[26, 65].

Table 3.4: Sensitivity (true positive probability) values (in %).

Single Tests Paired Tests
Infection ID-NAT  MP-NAT® Ab/Ag® ID-NAT+Ab/Ag MP-NAT+Ab/Ag

HIV 99.90 [102] 99.70 [102]  70.96 99.97¢ 99.91¢
HBV 93.30 [47]  82.90 [47]  45.00¢ 96.32¢ 90.60°
HCV 97.74 [47]  81.31 [47]  16.70¢ 98.12°¢ 84.43°¢
Babesiosis [25] 99.50 - 90.40 100.00¢ —
WNV [45] 99.98 97.50 - - -

¢ Pool size of 16 for HIV, HBV, and HCV, and 6 for WNV.

b Derived using the methodology in [26].

¢ NAT+ADb paired test.

¢ The sensitivity values are low as these tests do not perform well when used individually (e.g., [64]).
¢ NAT+Ag paired test.

Given the FDA requirements and recommendations, blood centers need to devise a FDA-
compliant testing scheme. For example, the American Red Cross routinely screens for HIV (MP-
NAT&AD), HBV (MP-NAT&Ag), HCV (MP-NAT&AD), and WNV (MP-NAT) [6]. This testing

scheme corresponds to a total testing budget of $52 using the cost data given above.

3.5.2 Case Study Results

We compare our optimization results with seven FDA-compliant testing schemes. The schemes
belong to one of three categories: (i) FDA-required, which only screens for HIV, HBV, and HCV;,
(ii) FDA-required and -recommended, which additionally screens for WNV; and (iii) FDA-required
and -recommended with babesiosis, which screens for all five infections considered. For each of these

categories, we consider the following two methods for test selection: (1) min-cost, which chooses
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the lowest cost test for each infection, and (2) min-risk, which chooses the most sensitive test for
each infection. Additionally, we consider another FDA-required and -recommended test scheme
currently employed by some blood centers [6], which we refer to as current, which screens for HIV,
HBV, and HCV with MP-NAT&Ab/Ag; and for WNV with MP-NAT. For each of these schemes,
we evaluate the testing cost, which we use to set the various budget-levels for the optimization. We
do not restrict the optimization models to FDA-compliant solutions and always allow the model to
choose from screening tests for all five infections.

Table 3.5 reports the testing solution for each of the FDA-compliant schemes, along with the
total budget required, the corresponding ERM and RMM solutions at that budget level, and the
resulting E[R] and Regretmax values per 100,000 donations for each solution (we assume that each
donor supplies blood to a single transfusion recipient). Notice that the optimization-based solutions
(ERM and RMM) perform better in terms of the expected Risk and Regretmaz compared to the
seven FDA-compliant schemes. For example, at BT = $45 (FDA-required, min-risk), ERM reduces
the expected Risk from 673 to 310 TTIs per 100,000 donations, while RMM reduces Regretmax*
from 487 to 21, a 25-fold reduction. The fact that these significant reductions come not from a
higher budget but from a better allocation of the total budget is important to note. Specifically,
out of the 673 TTIs per 100,000 donations, 31 are due to HBV while 642 are due to HIV, HCV,
babesiosis, and WNV combined; on the other hand, with RMM there are 315 TTIs per 100,000
donations, of which 87 are due to HBV (corresponding to an increase of 56), and 228 are due
to HIV, HCV, babesiosis, and WNV combined (corresponding to a decrease of 414). Figure 3.1
provides a comparison between each strategy in Table 3.5 and the solution of RMM for budget
levels between $1 and $75. The vertical (horizontal) distance between each point and the curve
represents the reduction in cost (expected Risk) achieved by using RMM. For example, for the $52
budget of the current strategy, RMM solution provides a 65% reduction in expected Risk (from
669 to 236 TTIs per 100,000 donations). Alternatively, RIMM solution achieves the same expected
Risk as the current strategy using a significantly 46% lower budget ($28 vs. $52). It is important to
note that all the optimization-based solutions (ERM and RMM) are FDA-compliant except for
BT = $12, where, due to the very limited testing budget, RMM and ERM substitute screening
for HBV with screening with Babesiosis, resulting in a 16% reduction in expected Risk (from 1759
to 1474 TTIs per 100,000 donations).
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Figure 3.1: Total budget, BT, vs. expected Risk
(per 100,000 donations) for the RMM solutions

and for the strategies shown in Table 3.5.

Table 3.5: Comparison of testing solutions for various categories of screening strategies
(A: Antibody/Antigen, I: ID-NAT, M: MP-NAT).

Tests Selected

Objective Function Values
(per 100,000 donations)

Policy BT HIV HBV HCV Babesiosis WNV  E[R]  Regretmaz e RE
FDA-required

min-cost | 12 A-100% A-100% A-100% - - 1,759 413

RMM A-78.9% - M-73.8% A-36.7% - 1,474 32 0.01% 58.30%
ERM A-79% - M-72.8% A-39% - 1,474 36

min-risk | 45 1-100% 1-100% 1-100% - - 673 487

RMM M-90.6%, A-9.43% M-76.6%, A-23.4%  1-100%, A-100%  1-18.8%, A-81.2% M-9.44% 315 21 1.62% 86.82%
ERM M-93.5%, A-6.48% M-81.7%, A-18.3%  1-100%, A-100% 1-21%, A-79% - 310 34

FDA-required and -recommended

min-cost | 22 A-100% A-100% A-100% - M-100% 1,718 1,039

RMM M-24.1%, A-75.9% A-39.2% 1-37.1%, M-62.9% A-78.2% - 892 28 0.01% 34.89%
ERM M-23.7%, A-76.3% A-39.1% 1-35.8%, M-64.2% A-80.6% - 892 30

current 52 M-100%, A-100% M-100%, A-100%  M-100%, A-100% - M-100% 669 583

RMM M-100%, A-14% 1-11.4%, M-88.6%  1-100%, A-100%  1-26.5%, A-73.5% M-17.7% 236 23 1.72% 167.35%
ERM M-100%, A-22.2% 1-22.6%, M-77.4%  I-100%, A-100%  1-29.6%, A-70.4% - 232 49

min-risk | 60 1-100% 1-100% 1-100% - 1-100% 626 613

RMM M-100%, A-44.6% 1-57%, M-43% 1-100%, A-100%  1-34.6%, A-65.4% M-28.8% 170 23 0.60% 99.97%
ERM M-100%, A-51.4% 1-63.6%, M-36.4%  1-100%, A-100%  1-37.4%, A-62.6% M-15.8% 169 40

FDA-required and -recommended with babesiosis

min-cost | 26 A-100% A-100% A-100% A-100% M-100% 1,418 856

RMM M-36.3%, A-63.7% A-71.1% 1-66.3%, M-33.7% A-91.6% - 736 23 0.01% 32.29%
ERM M-35.8%, A-64.2% A-T1% 1-65%, M-35% A-94% - 736 24

min-risk | 75 1-100% 1-100% 1-100% 1-100% 1-100% 243 211

RMM 1-3.34%, M-96.7%, A-100%  I-100%, A-46.4% 1-100%, A-100%  1-50.9%, A-49.1% M-52.7% 93 19 0.06% 20.06%
ERM 1-3.73%, M-96.3%, A-100% 1-100%, A-47.7%%  1-100%, A-100%  1-51.7%, A-58.3%  M-49% 93 22

In order to further examine the various solutions, we randomly generate 10,000 realizations of

the prevalence vector and evaluate, at each realization, the Risk and Regret incurred by ERM and

RMM solutions at the same budget levels presented in Table 3.5. We assume, in a similar fashion

to [25], that the prevalence rates of HIV, HBV, HCV, and babesiosis, each follow an independent

triangular distribution with the upper bound, lower bound, and mean given in Table 3.3.

We

also assume that the prevalence of WNV follows a scaled and shifted U-Shaped beta distribution
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with range and means presented in Table 3.3. Figure 3.2 presents Risk versus Regret (both per
100,000 donations) for total budget levels of $45 (FDA-required, min-risk) and $60 (FDA-required,
min-risk). Notice that for all budget levels;, ERM and RMM significantly outperform the FDA-
compliant strategies, where the Risk and Regret values and ranges are orders of magnitude smaller.
For example, from Figure 3.2(a), which corresponds to a total testing budget of $45, the Risk range
for the optimization-based strategies is between [200, 450] per 100,000 donations, while this range
is between [500, 900] per 100,000 donations for the F'DA min-risk policy.

Next, we focus on the differences between ERM and RMM solutions. First, it is important
to note that ERM and RMM solutions differ mostly for moderate to high budget levels ($45 to
$60 in Table 3.5). This is because when BT is low, the number of feasible test sets are limited due
to the extremely tight budget. In reality testing budgets are moderate in the United States, and
it is for this case that ERM and RMM solutions differ. To give an idea on how these solutions
generally differ, consider a budget level of $45: ERM does not screen for WNV, while RMM
screens 9.44% of blood units for WNV, and screens for HIV, HBV, and babesiosis with the NAT
test (MP- or ID-NAT) on a lower proportion of blood units, and with the Ab/Ag test on a higher
proportion of blood units than ERM. Thus, unlike the ERM solution that screens for only four
infections, RMM screens for five infections, increasing the robustness of the solution significantly
by decreasing the Regretmazx (34 vs 21 corresponding to a 38% decrease), and at a minuscule
increase in expected Risk (315 vs 310, corresponding to a 1.62% increase). Note that, among the
budget levels presented in Table 3.5, the highest price of robustness ratio, II%, is 1.72%, which
is incurred at a budget level of $45. For all budget levels between $12 and $59, the minimum,
maximum, and average values of II? are given by 0.0004%, 1.8150%, and 0.5504%, respectively.

In order to further study the differences between ERM and RMM solutions, we omit the FDA
data points from Figures 3.2(a) and 3.2(b), and present Figures 3.2(c) and 3.2(d) for total budget
levels of $45 and $60, respectively. Notice that for both ERM and RMM, Risk is bi-modal, as it
takes values in either [225, 325] or [375,450] for BT = $45 (Figure 3.2(c)) and [112, 166] or [197, 261]
for BT = $60 (Figure 3.2(d)). For both budget levels, RMM generates Regret values that are less
variable when compared to ERM, which generates Regret values that are significantly higher when
the Risk values are high. Also note that the maximum Regret values that are incurred by ERM
are significantly higher than RMM. Therefore, we see that RMM yields a more robust solution
that: (1) generates a smaller maximum Regret value, and (2) a more balanced Regret that does not

fluctuate and that is significantly lower than that of ERM when the Risk values are high. This
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increase in robustness over ERM comes at a negligible price, where the increase in expected Risk
is respectively 1.62% and 0.60% for $45 and $60, corresponding to an increase of 5 (315 vs. 310)
and 1 (170 vs. 169) TTIs per 100,000 donations, respectively.
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Figure 3.2: Joint distribution of Risk and Regret per 100,000 donations for ERM and RMM at

BT = $45 and BT = $60, with FDA-compliant strategies ((a)-(b)), and without FDA-compliant
strategies ((c)-(d)).

3.5.3 Price of Robustness Results

First, we provide an upper bound on IT¥ that does not require Condition (C1) and Assumption
(A3).
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Theorem 5. For any problem instance, an upper bound on II¥ is given by:

max {R (B,p) - R(B* (p),p)}

., VBeF.

Thus, any feasible budget vector, B € F, can be used to generate the upper bound on II%.
Figure 3.3(a) plots the price of robustness ratio, II?, as a function of B” for the case study. An
upper bound on II# is constructed using Theorem 5 with B = ﬁ Zpeﬂb B* (p). Notice that the
upper bound on IT% is less than 13% in general, and less than 10% for BT < $52. Furthermore, for
the data in our case study, the maximum II? value is around 1.8% for BT = $48, translating into

an increase in expected Risk of 5 (278 vs. 273) TTIs per 100,000 donations.
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Figure 3.3: II* and its upper bound vs. B for the numerical study in Section 3.5.2 (a) with all
five infections considered, and (b) when WNV is omitted and Condition (C1) is satisfied. (c) R*
vs. BT for the numerical study in Section 3.5.2.

Next, we consider a case where we omit screening for WNV due to its high seasonality, as its
prevalence can be either low or high with non-zero probabilities. That is, we only consider screening
for HIV, HBV, HCV, and babesiosis; solve ERM and RMM for total budget levels ranging from
$12 to $57; and evaluate the corresponding price of robustness ratio, IT®. In Figure 3.3(b), we plot
1% vs BT and show that for BT > $21, Condition (C1) holds, which implies, by Theorem 4, that
I remains constant, and that the bounds computed in Table 3.2 apply.

Figure 3.3(c) plots the ERM Regret deviation lower bound, R, as a function of BT for this
case study. Notice that R is greater than 10% in general, and reaches a maximum value of 175.4%

for BT = $53, corresponding to an increase in Regret increase of at least 23 (36 vs. 13) TTIs per

100,000 donations.
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3.6 Conclusions and Future Research Directions

The decision of how to allocate the testing budget to each TTI is of utmost importance for blood
collection centers, and in turn, for the society, as poorly designed post-donation testing schemes
may lead to a high number of TTIs. All infections considered in this study can lead to serious
health outcomes, resulting in high healthcare costs and significant reduction in quality of life and
even fatality in patients.

We show that the expected Risk minimizing testing solution that is based only on point preva-
lence rate estimates can lead to sub-optimal testing schemes that may introduce significant, and
unintended, Risk to the blood pool. Further, under forecast error, the robust testing solution out-
performs the expected Risk minimizing solution not only in terms of Regret, but also in terms of
the expected Risk. Our case study of the United States suggests that robust testing solutions can
significantly reduce the maximum Regret values at a very low price of robustness. We also find
that following the FDA guidelines is no guarantee of an optimal testing regime - sometimes it is
better to deviate from the FDA recommendations. Indeed, our robust testing solution outperforms
several policies that follow the FDA guidelines.

Various extensions of this work are worthy of future research. It is important to expand our
models to the case where forecast error is a function of the budget or effort allocated by the blood
collection center to forecasting efforts. Other important directions include considering a dynamic,
multi-period version of this problem, where infection dynamics change stochastically over time; and
expanding our models to increase model realism, such as considering the different societal cost of
each infection. We hope that our study, which shows that robust blood screening strategies can
offer significant safety benefits to the society, motivates the research community and practitioners
to study and consider robust testing schemes, because the consequences of transferring infected

blood are dire, while prevalence rates are highly uncertain.
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Chapter 4

Optimal Pooling Strategies for
Nucleic Acid Testing of Donated
Blood Considering Viral Load Growth

Curves and Donor Characteristics

4.1 Introduction

Blood products are essential for a variety of medical procedures, including heart surgeries, cancer
treatments, organ transplantations, and resuscitation of trauma victims. Unfortunately, there exist
many transfusion-transmittable infections (TTIs), including the human immunodeficiency virus
(HIV), hepatitis B and C viruses (HBV and HCV), West Nile virus (WNV), babesiosis, Chagas
disease, and Dengue virus. Consequently, the screening of donated blood for TTTs is crucial before
it is released for transfusion.

Nucleic Acid Testing (NAT) technology for HIV, HBV, HCV, and WNV screening in donated
blood has been recently licensed in the United States (US) by the Food and Drug Administration
(FDA)!. Unlike serological assays that rely on antibodies and antigens, NAT assays screen for
genetic material (DNA or RNA) from the infectious agent, enabling the detection of the infection
during its earlier stages, when serological screening may fail due to low levels of antibodies and/or

antigens. The much higher sensitivity (true positive probability) of NAT comes at a higher cost

! Respectively in 2005, 2001, 1999, and 2005 [47].
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than serological screening. Consequently, due to limited testing budgets, it is common practice for
blood centers to perform NAT (if any) on pools of samples from multiple donors [7, 9, 114, 115].
Due to the low prevalence rates of TTIs, pooled testing substantially reduces the number of tests
required, hence the testing cost. However, pooling results in a dilution effect, i.e., as the number
of blood units in the pool increases, the viral concentration (load) in an infected blood unit is
diluted by the infection-free units in the pool to the point that it may no longer be detectable by
the pooled NAT [112, 114, 115]. Thus, pooling reduces the sensitivity of the NAT, and in turn,
increases the Residual Risk of TTIs, i.e., the probability of releasing an infected blood unit into
the blood supply. Therefore, the NAT pool size for each infection should be carefully selected
considering the infection dynamics (i.e., how the viral load varies over time following an infection),
dilution effect, and prevalence rates within the donor population. Indeed, TTI prevalence rates
of first-time donors and repeat donors, i.e., donors who donate frequently, differ, and sometimes
substantially. For example, a study of around six million donations collected by the American Red
Cross in the year 2008 indicates that HBV, HCV, and HIV prevalence rates among repeat donors
are respectively 112-, 35-, and 7-fold lower than those for first-time donors [125].

The current practice in US blood centers is to use NAT to screen for each of HBV, HCV, and
HIV in pools of 16 for all donors [6]; this corresponds to a “universal” testing scheme, which does
not differentiate between first-time and repeat donors, and hence utilizes common pool sizes for
both donor groups. Currently, the use of donor group-specific (“non-universal”) testing strategies
in US blood centers is limited to antibody testing for Chagas disease, which is administered only
to first-time donors [7]. Thus, a natural question that arises is whether it would be beneficial to
extend donor group-based differentiation to NAT testing for HBV, HCV, and HIV. Consequently,
our research goal is to study the benefits of infection-specific universal testing schemes, and of
donor group- and infection-specific non-universal testing schemes, considering HBV, HCV, and
HIV testing. The objective is to derive NAT pooling schemes (universal and non-universal) that
may reduce the current Residual Risk (or related treatment cost) of TTIs, while maintaining or
reducing the current testing cost. Along the same lines as Chagas testing, in order to keep the
logistics manageable, we restrict donor-based differentiation to first-time and repeat donor groups
only, as this has been feasible to implement for Chagas testing. We also note that under the
current testing processes in the US, multiple blood samples, extracted from each donated blood
unit, simultaneously undergo testing for the different infections. Hence, infection-specific testing

(with different pool sizes) remains a viable strategy.
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The split between first-time and repeat donors varies from year to year (first-time donors con-
stitute between 10% to 30% of all US donors in a given year [42, 65]). As a result, any non-universal
strategy that screens the two donor groups with different NAT pool sizes will incur a random testing
cost that varies with the proportion of first-time donors in a given year, making its implementation
somewhat challenging for the blood center with respect to their testing budget constraint. Due to
the set up involved with establishing new testing protocols and contracts with testing laboratories,
it is difficult for blood centers to alter their testing scheme in the short-term (e.g., on a yearly ba-
sis). Hence, this uncertainty in the total testing cost needs to be taken into account while devising
donor group-specific pool sizes.

In this setting, the budget-constrained decision-maker needs to allocate the testing budget
among the various TTIs. The objective is to determine optimal infection- and/or donor group-
specific (i.e., first-time vs. repeat donor) NAT pool sizes so as to minimize the risk (or life-time
treatment cost of transfusion recipients) of TTIs, while ensuring that the testing budget remains
feasible with a given probability. We also aim to quantify the benefits of donor group-based (non-
universal) NAT testing schemes over universal schemes and over the current practice.

Our research provides a bridge between the transfusion literature and the statistics literature.
In particular, transfusion researchers develop and utilize post-infection viral load growth models in
order to estimate the impact of pool size and dilution effect on the Residual Risk [31, 49, 52, 114,
115]. Statisticians, on the other hand, derive expressions for the relevant metrics in pooled testing,
including Residual Risk and expected number of tests, considering various pooling structures that
apply in various contexts [4, 9, 43, 56, 70]. However, none of these studies consider pool size
optimization nor non-universal pooled testing as we do in this paper. Wein and Zenios [112] is a
notable exception that studies the dilution effect for various pool sizes, but for a single infection
(HIV) and considering universal testing schemes for serological screening only. As such, their study
does not consider viral load models that apply to NAT. Our contribution is to formulate and solve
novel pool size optimization models for both universal and non-universal NAT testing schemes
that consider viral load growth characteristics for the different infections and the dilution effect of
pooling, under uncertainty on the proportion of first-time donors. Our findings indicate that non-
universal NAT schemes can substantially reduce Residual Risk and the life-time treatment cost in
infected transfusion recipients. For example, our case study of the US indicates that non-universal
NAT schemes for HBV, HCV, and HIV infections may lead to a reduction of around 5.8 expected

TTT cases per 1,000,000 transfusions, and around a 1.7-fold reduction in the treatment cost for
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infected recipients over current NAT testing practices in US blood centers.

The remainder of this paper is organized as follows. In Section 4.2, we introduce the notation and
assumptions, and provide some preliminaries. In Section 4.3, we study universal and non-universal
pool size optimization models, characterize their structural properties, and develop effective solution
methodologies. In Section 4.4, we present a case study of the US using published or publicly
available data. Finally, we conclude, in Section 4.5, with a summary of our findings and suggestions

for future research.

4.2 Notation, Assumptions, and Preliminaries

We use bold-face letters to represent vectors, and upper- and lower-case letters to respectively
represent random variables and their realizations. We respectively denote by Fy(.), Fy (), and
fy () the cumulative distribution function (CDF), inverse of CDF, and probability density function
(pdf) of random variable Y. We also respectively denote by ®(.) and ¢(.) the CDF and pdf of the
standard normal distribution.

Let ¥ = {1,2,--- ,n} denote the set of TTIs to which NAT is to be administered?, and let p!
and pZR respectively denote the prevalence rate of infection ¢, i € U, for first-time and repeat donor
populations. We let I' (with support in [0,1]) denote the random proportion of first-time donors
among all donors in a given year,® with mean ur and standard deviation or. The transfusion
literature provides estimates on ur and or (e.g., [42, 65, 125]), which we use to calibrate our model
in Section 4.4.1. Let pp, = pur pZF—i— (1—pur) le, 1 € U. We assume that the probability that a blood
donor is co-infected with multiple infections in set ¥ is negligible. This assumption is common in
the transfusion literature (e.g., [34, 44, 65, 108, 115, 118]), and is reasonable, especially in developed
countries where systematic pre-donation questionnaires and health screening procedures are highly
effective in deferring co-infected donors, who are likely to be symptomatic.

For each infection 4, ¢ € W, the decision-maker (blood center) needs to determine the NAT pool
size of S; (€ {1,...,8"**}), where S/"** denotes the maximum NAT pool size possible for infection
i (due, for example, to technology availability or FDA regulations [47]) and S; = 1 represents

individual NAT testing (i.e., NAT administered separately to each blood unit). The transfusion

2 We consider that NAT is to be administered for all infections in set W¥; this applies when set ¥ contains infections
for which post-donation NAT screening has been shown to be cost-effective over serological testing (e.g., HBV, HCV,
and HIV) (e.g., [37, 79]).

3 Residual Risk is a weighted average of the Residual Risk from first-time donors (with weight I") and repeat donors
(with weight 1 — T'). Hence, only the randomness in the split between donor groups, and not the total number of
donors, is relevant for our derivations; see Section 4.2.2.

95



literature studies pooled NAT tests of up to 24 units in the US (e.g., [101]), and hence, we use
St =24, Vi € U.

The decision-maker’s objective is to determine an optimal pooling strategy, which we represent
by S = (S;)iew, that minimizes the Residual Risk (or life-time treatment cost of infected transfusion
recipients) for the TTIs in set ¥, subject to a per-donation testing budget constraint, of B. In
universal testing schemes, the decision-maker needs to select a common pool size vector, S, that
applies to all donors, while in non-universal testing schemes, the decision-maker has the flexibility
to choose different pool size vectors, S¥ and S*, which respectively apply to first-time and repeat
donors.

Let C (S) denote the per-donation testing cost of pooling strategy S. We consider a general
cost function C(.) that is strictly, jointly convex decreasing in S, i.e., as the pool size increases, the
testing cost per unit reduces, but at a diminishing rate. This type of a cost function applies not
only in the context of blood screening (e.g., [26, 65]), but for many resource allocation problems in
general (e.g., [30]). Tests provide binary outcomes, with a negative result indicating that all units
in the pool are infection-free, and a positive result indicating otherwise.

We define the following events.

Events:

I;+(S;) : event that a blood unit, randomly chosen from a pool of size S;, is infected by
infection ¢, S; € Z4, i € ¥ (with complement I;—(.5;))

T;—(S;) : event that the pooled test outcome for a random pool of size \S; is negative for

infection %, indicating that all units in the pool are free of infection ¢, S; € Z,

i € ¥ (with complement T;+(5;)).

We also define A;+(.S;) as the event that a random pool of size S; contains at least one blood
unit with infection i, S; € Z, i € ¥ (with complement A;—(S;)), that is {I; +(5;)} = {A4;+(Si)},
and define T'—(S) = N;ecuT; — (S;) as the event that a random blood unit is classified as free of
all infections in set WU based on pooling strategy S (hence released for transfusion). Let §; (S;) =
Pr(T;—(Si)|Ai+(S;)) denote the false negative probability (1— sensitivity) of the test for infection

1 when it is administered to a pool of size S;, for S; € Z,, i € .

Assumption (A4). (i) Any pool of size S; € {1, ..., S"*"} contains at most one unit with infection
i, 1 € W. (ii) For universal testing schemes, Pr (Ai+(5’i)) ~ Sillp,; and for non-universal testing

schemes, Pr (A,'—l-(Si)) ~ Sipf" (S;plt) for pools comprised of units from first-time (repeat) donors
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only, for 5; € {1,..., 5™} i€ W,

The first part of Assumption (A4) is common in the transfusion literature [34, 65, 108, 114, 115],
and is reasonable due to the low TTI prevalence rates and small NAT pool sizes (of at most 24 units).
To motivate the second part of (A4), let N;(S;) denote the random number of blood units with
infection 4, ¢ € ¥, in a pool of size S;, S; € Z,. Then, for universal testing schemes, the conditional
random variable, NV;(S;)|T", is binomial with parameters (S;, pfnf ), where pi"f =Ipl'+(1-T)pk
In order not to substantially alter the prevalence rates with Assumption (A4), we re-distribute the
expected number of infections of type i, ¢ € ¥, among all the pools so that each pool receives at
most one infection of type ¢, that is, considering a total of k pools, each with size 5;, for some
k € Z4, we write:

E[N; (kSi) L] _ o inf
2 = Slpi

= Pr (AZ-+(SZ-)) = /01 Pr (Ai+(Si)|F = 7) fr(7) dy = Sipip,.

Pr (AZ-+(SZ-)|F) ~

Similarly, for non-universal testing, where pools contain units only from the same donor group, the
probability of event {A4;+(S;)} is approximated by Sipf for pools from first-time donors and by
Sile for pools from repeat donors.

In the next section, we discuss our modeling of infection progression (in terms of variations in
viral load) in an infected individual, the dilution effect in pooled testing, and the stochasticity in

test outcomes.

4.2.1 Viral Load Progression, Dilution Effect, and Testing Stochasticity

NAT measures the viral load in the blood unit, which is then classified as infected or infection-
free based on comparison of its viral load with a pre-determined threshold value. Therefore, an
accurate modeling of post-infection viral load progression is crucial for deriving the test’s sensitivity
for different pool sizes, which will be input to the optimization models in Section 4.2.3. For this
purpose, we define TD; as the donation time, from time of infection, of a random donor with
infection ¢, ¢ € W. Similar to the transfusion literature, we model TD; as a uniform random
variable in [0, 7], where 7 denotes the minimum allowable inter-donation period (i.e., minimum
time between two successive donations of a repeat donor) [34, 108, 114, 119]*. We denote by ¢V

the window period of infection i, ¢ € ¥ [34, 114, 115], i.e., the time needed for the viral load of

* TIn the US, the minimum allowable inter-donation time for whole blood is 56 days [48].
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an infected individual to reach a level that is detectable with a high probability (a probability of
0.999 is typically used in the literature to determine the window period). For all the infections
considered in the case study, t’ < 7, i € ¥ (see Section 4.4.1).

The viral load growth for an infected individual during the ramp-up phase, which covers the
window period, is commonly modeled in the transfusion and infectious disease literature using the
doubling time viral load model, characterized by a doubling time, A, i.e., the number of days it
typically takes the viral load (number of viral copies per one mL of blood) to double (e.g., [31,
114, 115]); this model is validated by clinical data from HBV-, HCV-, and HIV-infected individuals
[27, 49, 51, 60]. According to this model, the viral load of an individual with infection i, i € U, at
time ¢ post-infection, denoted by w;(t), is given by v;(t) = ¢ 2t/% ¢ € [0,¢¥], where ? denotes the
starting viral load at time of infection; see Figure 4.1 for an illustration of the typical viral load

growth for an HBV-infected donor within the window period.
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Figure 4.1: Viral load vs. post-infection time for a typical HBV-infected individual with A = 2.6
(value taken from [12]) and ¥ = 6.5 (value obtained from model calibration, see Section 4.4.1).

We also model the dilution effect of pooling and the stochasticity in test outcomes (i.e., within
sample variability), where the latter refers to the possibility that the same test may stochastically
produce different outcomes when used repetitively on the same unit due to measurement errors
(e.g., [112, 123]). In particular, in order to capture these aspects of testing, we model the test’s
sensitivity using a probit model, adopted from the transfusion literature (e.g., [114, 115]). Then,
the conditional probability that a pool of size S; tests positive for infection ¢, indicating that the
pool contains an infected unit, given that it actually contains an infected unit from a donor with

donation time t, follows:

Pr (Ti+ (S:)|As+(S;), TD; = t) ) <gi(Si) + t?\— log 2> , (4.1)
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1 2
, x; and zj are parameters reported

- d _ zlog(z})
where g;(S;) = a; + b; log (i), a; = i

P — z
- _log(x?/x})’ v~ log(z?/xl)
in the literature for NAT for infection i, i € ¥, and z = ®~1(0.95).
Assumption (A5). Each test has perfect sensitivity outside of the infected donor’s window period,

and has perfect specificity (true negative probability).

Assumption (A5) follows by definition of the window period, which indicates that infected units
outside of the window period have a viral load sufficient for a probability of detection of at least
0.999. Further, the literature suggests that false positive testing errors, i.e., misclassification of
infection-free blood units as infected, are very small in magnitude (e.g., [26, 34, 108]), and do not
substantially impact the Residual Risk [26, 34, 65, 108, 115].

With this background, we are ready to derive the test’s (unconditional) sensitivity for any pool

size.

Lemma 5. For a given pool size S;, S; € Z4, the false negative probability (1—sensitivity) of NAT

for infection i, i € U, follows:
Y
T  7b;log2

b;
H(QZ(SZ)) - gZ(SZ) -t — 10g2 y

Bi(S:i) = Pr(T;—(S5:)|Ai+(S:)) ~ sy

where H(x) = 2®(z) + ¢(x).

Proof. Using the conditional sensitivity given in Eq. (4.1), the test’s sensitivity as a function of

pool size follows:

1-— 51(5’1) =Pr <Tl+ (Sz‘)|Ai+(SZ‘)> = / Pr <Tl+ (Si)’Ai—l-(Si), TD; = t> 1 dt, since TD; ~ U[O,T]
0 T
1 [t 1 /7 .
= — Pr(T;+ (Si)‘Ai—i—(Si), TD; =t | dt+ — 1 dt, by Assumption (A5)
T Jo T Jtw
= 1= A T (K(S) - H(0(50)]
T 7b;log?2 e IR

where K;(5;) = gi(Si)—i—t;”% log 2. Then, the approximation in the lemma follows since ® (K;(S;)) >
0.999 and qﬁ(/Ci(Si)) ~ 0, leading to H(ICZ(SI)) ~ KCi(S;). I
Note that 51113_1 Bi(S;) = 1, that is, screening with an extremely large pool size becomes
i—>1+00

equivalent to no screening.

4.2.2 The Blood Center’s Objective

The blood center’s objective is to minimize the expectation of the Residual Risk random variable,

i.e., the probability of releasing an infected blood unit into the blood supply, which is a commonly
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used measure in the transfusion literature (e.g., [26, 34, 65, 71, 75, 95, 108]).

Lemma 6. The Residual Risk for universal and non-universal testing schemes, respectively denoted

by RRy and RRy, follows:

(i) For a universal testz'ng scheme with a pool size vector S, RRy(S) = Y,cy tp; Bi(Si) 67 (S),
wheredU / H 1— (S; —1)('ypl (1—7) pz)( — B;(S )):|fr( ) dy, i€ V.
JEW\{i}
(ii) For a non-universal testing scheme with pool size vectors ST and S, which respectively apply

to first-time donors and repeat donors,

RRy(ST,8%) =T Y pf 8i(S]) 6f(SF)+(1—T) > pff 8:(Sf) 6](87),
iev iew

where 6X(S%X) = ] [1 — (S - DpX(1— ﬁj(sj))], for X € {F,R}, i € 0.
JEW\{i}
Proof. By definition, Residual Risk is the probability that an infected blood unit will not be
detected. Then, for universal testing schemes, we can write:
REy(S) = Px (T—(S) Jz+s0) = pr ( U (T-(s) ,Ii+<si>))
= ic

= Z Pr (T—(8S) |I;+(Si)) Pr(I;+(S;)), by no co-infection assumption
e

Pr (1;+(5:)|4i+(S:)) Pr(Ai+(S)) +

= 2 PrT (SIS | pr (14(5)|4i- (5) Pr(4i~(51)
1€
=0 (by (A5))
1
=Y Pr(Ti=(S0), -+ T () | L= (S0), - L+ (S L= (S) ) - St
iev by no co-infection assumption \L/—/
by (A4)
=" iy, Pr (L= (S)|L+(S / I Pr(@—(S)IL—(8,).T =) /(1) &y
iev 0 jew\(i}
=50(s)
= iy BilS) 67(S). (4.2)
eV

The event, {T;—(S;)|I;—(S;)}, 7 € ¥\ {i}, in the expression of §¥ (S) in Eq. (4.2), is the event that
pool S;, which contains the particular blood unit not infected with infection j, tests negative for
infection j, which further depends on the presence or absence of infection j within the remaining

S; — 1 units in the pool. Then,
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Pr (T;—(S;)|1;—(S;),T)

Pr (Tj—(S})|1;—(S), Aj—(S;),T) Pr(A;—(8;)|L;—(S;),T)

+ Pr (T —(S)) ;= (S;), Aj+(S;),T) Pr (A;+(S)I1;—(S;),T)
= L xPr(4;—(8; = DIV) + B;(S;) Pr(4;+(5; — 1IT)
by (A5)
=1-(8; - 1) p (1-B5(Sy)), (4.3)

and substituting (4.3) in the expression for §¥(S), i € ¥, completes the proof of part (i).
For part (i), the Residual Risk expression in the lemma follows because RRy (ST, 8T) = T' RRy (ST, p!')+
(1 —T) RRy(S%,p?), where RRy (ST, p") and RRy (ST, pft) can be obtained by replacing T

Vi € ¥, by p!” and plt, respectively, in the expression of RRy(.) in Eq. (4.2).

Remark 2. Using Lemma 6, the life-time TTI treatment cost of infected transfusion recipients,

which we denote by C'-RR, follows:

Universal schemes: C-RRy(S) = Zwi tip: Bi(Si) 87(S),
%

Non-universal schemes:

C-RRn(S,8%) =T > w; pf Bi(S) 6] (87) + (1 =T) Y _wi p/*8:(Sf) 6(85),
1ev ev

where w;, 1 € U, represents the life-time hospitalization and medication cost for infection i, and

§Y(8S) and 5;X(S), X € {F, R}, are as defined in Lemma 6.

4.2.3 Pool Strategy Optimization

We provide the formulations for the universal and non-universal testing problems respectively in
Sections 4.2.3.1 and 4.2.3.2, considering the objective of minimizing the expected Residual Risk.
The corresponding formulations that minimize the life-time TTI treatment cost can be obtained
by simply replacing RR(.) with C-RR(.) in the objective function (see Remark 2); and we consider

both objective functions in the case study of Section 4.4.

4.2.3.1 The Universal Testing Problem

In universal testing schemes, blood from all donors is screened using a common pool size vector,
S. The current practice in US blood centers, which typically use a pool size of 16 for each of HBV,
HCV, and HIV [6], is an example of a universal testing scheme. The mathematical formulation of

the Universal Testing Problem (UT) follows:
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Universal Testing Problem (UT):

minipnize E[RRy(S) =Y mp, Bi(Si) 67 (S)
iev
subject to C(S)<B (4.4)
1<8 < 8mae (4.5)
S integer, (4.6)
where 6 (S / [T [1- =06 +a—2 ) (- 8i(8)] fr() dv, i € B, as
JEP\{i}

defined in Lemma 6, and C(.) is a jointly, strictly convex decreasing function in S. Note that
since the universal testing Residual Risk function does not depend on random variable I', we have
E[RRy(S)] = RRy(S), but we keep the expectation of Residual Risk in the formulation for UT in
order to be consistent with the formulation of the non-universal testing problem, and to simplify

the presentation in Section 4.3.

4.2.3.2 The Non-universal Testing Problems

In non-universal testing schemes, the goal is to determine a flexible pooling strategy, which may
involve different pool sizes for first-time and repeat donors, respectively denoted by S¥ and S%,
so as to minimize the expected risk (or the life-time treatment cost) of TTIs. For non-universal
strategies, the total testing cost incurred by the blood center is given by T' C(S¥) + (1 —T) C(S%),
which is a random variable. Consequently, the average testing budget, of B per donation, may be
exceeded depending on the realization of I'; i.e., the proportion of first-time donors in a given year.
As discussed in Section 4.1, it may be difficult for blood centers to alter their testing scheme in the
short-term (e.g., on a yearly basis). Therefore, it is important for the decision-maker to have some
control over the proportion of time the testing budget is exceeded in a given year. For this purpose,
we formulate the blood center’s problem as a chance-constrained problem (see, for example, [98]),
with the objective of finding an optimal non-universal pooling scheme for which the testing budget
remains feasible with a probability of at least «, for some given a. The mathematical formulation

of the Chance-constrained Non-universal Testing Problem (NC) follows:
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Chance-constrained Non-universal Testing Problem (NC):

m;r;%n;%ze E[RRN(S .S )} Ty sz Bi(S;) 0; (S7) + (1 — ur) sz Bi(S;Y) 6;°(8™)

iew iev
subject to Pr (T C(ST) + (1-T) C(S®) < B) > a (CC(a))
1< 8f, 8t < gmaz (4.7)
St ST integer, (4.8)

where 5% (8%) = ] [1 — (85— 1)pX (1 ﬁj(sj))], for X € {F, R}, i € U, as defined in Lemma
JEU\{i}
6. Constraint (CC(«a)) ensures that the per-donation budget constraint remains feasible with a

probability of at least a.

For comparison purposes, we also study a non-universal strategy obtained by ensuring compli-
ance to the testing budget only on average, i.e., with no probabilistic guarantee in general. This is
done by replacing I' in the budget constraint by its mean value, ur (see Constraint (4.9)). Then,
when I follows a symmetric distribution, for example, the budget constraint in (4.9) will be feasible
with a probability of only 0.5. The resulting problem, which we refer to as the Ezpectation-based
Non-universal Testing Problem (ERM), reflects the behavior of a decision-maker who considers
only the expected values of the random variables.

Expection-based Non-universal Testing Problem (NE):

minimize B [RRN (ST, 8™)] = pr Y pi Bi(ST) 67 (ST) + (1 —pr) Y _pf Bi(ST) 6f(S™)
’ iew iew

subject to pr C(S¥)+ (1 —ur) C(S®) < B (4.9)

(4.7), (4.8).

In the following, we respectively denote the optimal solutions to UT, NC, and ERM as S*U |
(S¥,88)*° and (SF,8%)*".
4.3 Structural Properties and Algorithmic Developments

Problems UT, NC, and ERM are integer programming problems with non-convex and non-
separable objective functions (see Lemma 6), and are difficult to solve in their current form. There-

fore, in this section we study structural properties of these problems and derive tight lower and
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upper bounds on their objective functions in order to facilitate the solution procedure. This al-
lows us to perform a change of variable that ensures the convexity of the derived lower and upper
bounds. We then show that under this change of variable, the feasible regions of UT, NC, and
ERM remain convex for a large family of testing cost functions, which include functions of practi-
cal interest. These results enable us to develop an efficient and effective solution procedure with a
worst-case performance guarantee, in terms of the maximum ratio of the Residual Risk generated

by the heuristic to the optimal Residual Risk.

4.3.1 Structural Properties

To bound the Residual Risk, we first introduce some new notation. For universal strategies,

RRLEB(S) and RRYP(S) correspond to RRy(S) (see Lemma 6), with 67 (.), i € ¥, replaced by

5;’””’U and 1, respectively, where 4;" U = 51{] (8™*). For non-universal strategies, similar defi-

nitions apply for RRKP (87, 8%) and RRYP (ST, 87), with 67X = §X(8™%), X € {F, R}; sece
Table 4.1.

Table 4.1: The expressions for functions RR?(S) and RRS (ST, ST), for b € {LB,UB}.

Bound (b) Lower Bound (LB) Upper Bound (UB)
RRy;(S) - Dicw i Uﬂmﬁi(si) - 2 icw MpiBi(Si)
RRY(S",8%) [ T Y icq 07" 0 Bi(SF) + (1 =) Sy 67 Bi(S) | T Sicu pIBi(ST) + (1 =) Sicq pIBi(ST)

Lemma 7. The Residual Risk can be bounded as follows:

(i) For a universal testing scheme with a pool size vector S,

RREP(S) < RRy(S) < RRE5(S).

(ii) For a non-universal testing scheme with pool size vectors ST and ST, which respectively apply

to first-time donors and repeat donors,

RREKB(8F SF) < RRy(ST,8F) < RRYB (ST, 8.

Proof. We only prove part (i), as the proof of part (ii) is similar. For universal schemes, using

/ T [t -0 @pf+ =) ) (- B,(5)] fr(2) dv. i € ¥ (see Lemma 6,
JeW\{i}

part (i)), we derive 868 (5 _ =0,i€ WV, and

U(
85 /PQZ]fp( )dy <0, jeWw\({i},
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where P; = — (v p + (1 =) pf) (L= B;(S;) — (S; — DB}(S;)) <0, and

9;= [T [1-S=1 (el + 0= pf) (1 -Busy)| 2 0.

keW\{i,j}

Hence, 62nm’U, the minimum of 6V (.), is achieved at S = §™**. Hence, 0 < 5an’U < 5;(S) < 1,
1 € W, and the result follows. 1

Lemma 7 proves to be useful in developing an effective heuristic for Problems UT, NC, and
ERM, and in establishing a performance guarantee for the heuristic. In particular, for each prob-
lem, the heuristic, which we refer to as the “Upper Bound Heuristic” (UBH), solves an approximate
problem, which is derived from its counter-part by substituting RRy(S) or RRy (S, 8%) in their
objective function by RRYZ(S) or RRYP (S*, 8%). Further, in order to derive the worst-case per-
formance ratio of the heuristic solution with respect to the optimal solution (R), we solve another
approximate problem by substituting RRy7(S) or RRy(S*,S%) in the corresponding objective
function by RREP(S) or RRKP (8F,8%). We refer to the corresponding upper and lower bound
problems as Problems UT?, NC?, and NE®, for b € {LB,UB}. All subsequent results in this sec-
tion hold for all problems, UT, NC, and ERM. Therefore, in the remainder of this section, we drop
the problem index and simply denote the optimal pool vector (i.e., minimizer of the exact Residual
Risk expression in the corresponding problem) as S*, and the minimizer of the corresponding upper
or lower bound problem as S**, b € {LB,UB}.

We first bound the loss in optimality in the expected Residual Risk obtained by the upper bound
problem, and then develop a solution methodology for exactly solving the upper and lower bound

problems.

Theorem 6. For each Problem, UT, NC, and ERM, the worst-case ratio of the expected Residual
Risk obtained by respectively solving UTVB, NCYB | and NEUE to the optimal expected Residual
Risk is bounded from above by R:

E[RR(S*UB)} <E[RRUB(S*UB)} . .
EB[RR(S")|  E[RRIB(SF)| T

Jmin ’

mi\%} {5?””’(]} , for Problem UT
gmin — ) €

miri , {(me,x} , for Problems NC and ERM
i€V, Xe{F,R

where

Proof. We can write, E[RR(S*)} > E[RRLB (S*)} > E[RRLB (S*LB)}, where the first in-
equality follows by Lemma 7 and the second inequality follows by definition of S*Z. Further,
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by Lemma 7, we have E[RR(S*UB)} < E[RRUB (S*UB)}, and hence R is an upper bound on

the worst-case performance ratio of the UBH. Next, to prove that R < by definition of

gmin s
5™ we can write, S e 8" iy, Bi(Si) < Sicw 07 11, 5:(S;) for universal testing schemes; and

DY ey 6™ p Bi(SE)+(1-T) Ty 0™ plBi(SE) < T X0y 67 pf Bi(SF)+(1-T) Ty 67 pli(SF)
for non-universal testing schemes. Hence, Ef RRLB(S*LB)] > 5mmE[RRUB(S*LB)] > 5"””E[RRUB(S*UB) ,

S*UB and the proof follows. I

where the second inequality follows by definition of
Note that in order to determine R, one needs to solve both the upper bound and lower bound
problems; hence Theorem 6 also provides an upper bound on R, which depends only on problem

parameters.

4.3.2 Algorithmic Development

Next, we develop a solution methodology for efficiently finding the optimal solutions to the upper
and lower bound problems, UT?, NC?, and NE?, b € {LB,UB}. In the remainder of the paper,
we restrict our attention to a family of cost functions that satisfy the following technical condition:

Condition (C2): The testing cost function, C(S), is separable in S;,7 € ¥, and satisfies:

0’C(S) , 9C(S)

5 952 5

>0, VieWw.

Condition (C2) ensures that function C(S), which is strictly, jointly convex in S, remains
strictly, jointly convex in log(S). Many cost functions that are practically relevant in the blood
screening setting satisfy Condition (C2), e.g., C(S) = > _.cg (KZ + %)’ for K;,¢; > 0,1 € ¥, which
considers a fixed preparation cost per blood unit (K;) and a variable cost (¢;/S;) that depends on

the size of the pool. In what follows, we let L; =log(S;), i € V.

Lemma 8.
(i) Function E [RR*(S)], b € {LB,UBY}, is strictly, jointly convex in log (S), for S > 1.

(ii) All cost functions, C(S), that satisfy Condition (C2), are strictly, jointly convez in log (S),
for S > 1.

Proof. For the first part, we present the proof for universal schemes and for the upper bound
problem, as the proof for non-universal schemes and the lower bound problem is similar (see Lemma
7 for the objective functions of the upper and lower bound problems). Recall that for universal

schemes, E [RRYP(S)] = 3,cq i Bi(Si). Function B;(9;) is convex if and only if [H(gz(Sz)) —
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9i(S;) — t”f% log 2} is convex (see Lemma 5). For all i € W, function g(S;) = a; + b; log(c?) — b;L; is
affine in L;. Furthermore, function H(x) is strictly convex in z, since H”(z) = ¢(x) > 0. Therefore,
H (gi(Si)), the composition of a strictly convex function with an affine function, is strictly convex
in L; [29]. Since the summation of strictly convex and affine functions remains strictly convex [29],
H(gl(S’Z)) — g(S;) is strictly convex in L;, which, in turn, implies that function (;(S;) is strictly
convex in L;. Then, the proof of the first part follows by noting that F [RRgB (S)] is separable
in S;, i € U (equivalently, in L;, ¢ € ¥), and is a weighted sum of strictly convex functions with
positive weights (u,,, ¢ € V), and hence is strictly, jointly convex in L = log(.S).

To prove the second part, note that:

dC(S) = 0C(S)dSs;  AC(S) dS;
oL, 4= 9S; oL, 08, OL;
JjeEV

Vi € ¥, since C(S) is separable in S;,7 € ¥, by (C2).

2
Therefore, we have gL%fj =0,Vi,7€V,i# 7, and

ac(S)
8S;

(In(10)S;)* + (In(10))*S;

9>C(S)  9°C(S) <asi>2 825, 0C(S) _ 9*C(8S) view.

orz 05z \oL, oLz 05, 052

82C(S)

Noting that Condition (C2) is equivalent to =7

> 0, Vi € U, the Hessian of C(S) is positive-
definite, and hence C(S) is strictly, jointly convex in log (S), completing the proof. I

We are ready to provide an equivalent formulation for the chance constraint (CC(«)).

Lemma 9. For a non-universal testing scheme scheme with pool size vectors S¥ and ST which
respectively apply to first-time donors and repeat donors, the chance constraint (CC(a)) can be

equivalently written as the following set of constraints, for any a > 0.5:

Fol (@) C(ST) + (1 - Fi'(a)) C(ST) < B, D)
FFl'l-a)C8")+(1-F'1-a) C(8?) <B.

Proof. For the case where C(S*) = C(S*), Constraint (D(«)) reduces to {C(S¥) = C(S*) < B},
which always satisfies Constraint (CC(«)), since Pr (C’(SR) < B) =12>a, Ya € [0,1]. For the
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case where C(ST) > C(S*), we have the following:

m(nm¢)+afm0@%gzgza

B - C(8%)
o (F = (87— (8"

> >a e FH )OS+ (1 - Frl(a)O(S®) < B. (4.10)

Similarly, for the case where C(ST) < C(S%), we can write:

P%HX§U+O—UC$%§B>Za@ﬂﬂﬂ—@Cwﬁ+Uffﬁﬂ—a»aSﬁgB.MJU

For a > 0.5, we have Fp'(a) > F ' (1 — a). Then, for C(S¥) > C(S*), we have that:
Fll-a)C(ST) + (1 - F'(1—a)C(8") < FrH(a)C(ST) + (1 — Fr'(a))C(SH),

implying that in the feasible region where all (S¥, §7) satisfy C'(S") > C(8*), Constraint (4.11) is
redundant. Similarly, in the feasible region where C(S¥) < C(S%), Constraint (4.10) is redundant.
Therefore, for a > 0.5, (CC(w)) is equivalent to (D(c)). B

Note that since « refers to the probability of satisfying the budget constraint, cases of interest
to us are those with a > 0.5, as stated in the lemma. Lemma 9 allows us to replace the chance
constraint (CC(a)) with constraint set (D(«)) in order to obtain an equivalent formulation for

Problem NC?, as formally stated below.

Theorem 7. An equivalent formulation for Problem NCP?, b € {LB,UB}, follows:

Equivalent Chance-constrained Non-universal Testing Problem (E-NCY5):

minimize B |RRZP (1077107 )| = ur 3" pF 8(1057) 67 (10%7) + (1 = ur) D pft 4i(105) 6 (10%")

LF’ Lt iew iew
subject to  Fr'(a) C <1OLF) +(1-F ) C <1OLR) <B (4.12)
5;4(1-a)(7(10LF>-%(1—-5;4(1-a))c7(1oLR) <B (4.13)
0 < LT L% <log(8™) (4.14)
1OLF, 10L" integer. (4.15)

The equivalent formulation for E-NCEB is similar, with the objective function replaced by RR%B <1OLF, IOLR) .
Further, relazing Constraint (4.15) in E-NC®, b € {LB,UB}, results in a convex programming

problem.

Proof. Consider b € {LB,UB}. The proof follows from Lemma 9 and by noting that Rle’V(loLF, 10LR) =
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RRY (ST, 8%), and that Constraint (4.14) can be obtained by taking the logarithm of each side
of Constraint (4.7). Further, from Lemma 8, the objective function of E-NC? is strictly, jointly
convex in (L¥, L), and the left hand side of each of Constraints (4.12) and (4.13), which are
the sum of strictly convex functions, is strictly convex in (LY, LT). Therefore E-NC? is a convex
integer programming problem; and if Constraint (4.15) is relaxed, then E-NC? becomes a convex
programming problem. 1

Theorem 7 provides an equivalent formulation for NC? b € {LB,UB}, by replacing decision
variables (S, §®) with (LY, L) = log(8¥, 8). This change of variable leads to convex integer
programming problems for both upper and lower bound problems, which can be solved to optimality
using an efficient algorithm, such as branch and bound. Similarly, using the same change of variable,
UT? and NE? can be converted into convex integer programming problems.

The following result provides a linear cut for Problem UT?, b € {LB,UB}, which leads to a

substantial reduction in its solution space, as we discuss in Section 4.4.

Lemma 10. Let V; = (S, ... S™Min . Sma¥) here ST = inf {S; > 1: C (S7%®, ..., S;, ..., ST9%) = B},
1 € U, and let a denote a solution to the following system of linear equations:

{a"V;=B, ic ¥},
Then, the following cut is valid for UT®, b € {LB,UB}, for any given S

a’'S < B+ /n ||a|s, (Cut)

where ||allz = /> a?.

Proof. See Appendix C. 1

4.4 Numerical Results

We calibrate our model using clinical data on viral load growth rates, prevalence rates, and test
sensitivity data published in the literature. We then perform a case study of the United States
considering NAT screening for HBV, HCV, and HIV infections and NAT pool sizes of up to 24. We
do not consider WNV screening, as WNV is an acute, seasonal infection and its disease progression
does not follow the viral load growth models considered in this study. In Section 4.4.1, we discuss

model calibration, and in Section 4.4.2, we discuss our findings.
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4.4.1 Model Calibration and Data Sources

Table 4.2 reports, for each of HBV, HCV, and HIV, prevalence rates for first-time donors and
repeat donors based on data from around 6 million donations collected by the American Red Cross
in the year 2008 [125]. Table 4.2 also reports an average life-time treatment cost, which includes
estimated average hospitalization and medication cost in the United States over the life-time of the

infected individual (adjusted for inflation to 2015 US dollars).

Table 4.2: Prevalence rates for first-time and repeat donors (in %) and life-time treatment cost per
TTI (in $) in the United States.

Prevalence Rates [125] Life-time
Infection (i)  First-time Donor (pf') (%) Repeat Donor (pf) (%) Treatment Cost (w;) ($)
HBV 0.0413 0.0004 59,112 [77]
HCV 0.1634 0.0046 68,118 [91]
HIV 0.0095 0.0013 413, 838 [37]

The literature suggests that the average proportion of first-time donor in the US in a given year
(T") is around 20%, with a range of [10%, 30%)] [42, 65, 125]. Therefore, we model I' as truncated
normal distribution with mean pr = 0.2, standard deviation or = 0.2ur, and range [0.1,0.3]. The
minimum allowable inter-donation time for whole blood, 7, is 56 days in the US[48]. For the NAT
testing cost function, we consider C(S) = 3,y 5, where ¢; (= $14 [65]) represents the cost of
individual NAT for infection ¢, and g—i is the per-unit testing cost for a pool size of S;, ¢ € W. Table
4.3 presents the parameters for NAT sensitivity and viral load growth functions used in the case

study.

Table 4.3: Parameters for viral load growth models and test sensitivity functions.

NAT Sensitivity Viral Load Growth

Parameters [114] Parameters (in days)
Infection (i) x} z? i [32] v [12]
HBV 2.5 26.7 2.600 30.0
HCV 2.3 20.2 0.621 7.4
HIV 2.7 18.4 0.854 9.1

Model Calibration

For each infection i € ¥, we calibrate the sensitivity function for pooled NAT (see Lemma 5)
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using the data reported in the literature. Specifically, based on studies of 48, 460, and 69 blood
samples from window period donors respectively screened for HBV, HCV, and HIV, Stramer et al.
[102] provides the window period sensitivity for pool sizes of 1, 6, 8, and 16; see Table 4.4. In order
to calibrate the test sensitivity function given in Lemma 5 so that it applies to all pool sizes in [1
— 24], we use the following expression for window period sensitivity of NAT for infection 4, i € W:

1 23 1
bz [ P (S0l (50,70 = 1)

>\z’ w bl
= Wb log2 [H (gz(Sz) v 2> H(gZ(SZ))] . (4.16)

Pr <Tz‘+ (5i)|Ai+(5:), TD; < téﬂ) -

Table 4.4: NAT sensitivity (in %) for HBV-, HCV-, and HIV-infected window period donors for
various pool sizes (from [102]).

Pool size HBV HCV  HIV

1 93.75 99.57 100.00
6 89.58 99.14  100.00
8 83.33 N/A N/A

16 75.00 98.93 88.40
N/A: Not studied in [102].

For each infection ¢ € ¥, we then calibrate the test’s window period sensitivity function in Eq.
(4.16) through parameter ¢ so that the function in (4.16) provides the best fit to the data in Table
4.4. This is done by minimizing the root mean square error (RMSE)®. The fitted ¢! values and the
corresponding RMSE values are provided in Table 4.5, which reports an RMSE value of at most
2.47%.

Table 4.5: Calibrated values of c?, 1 € U, and the corresponding RMSE values.

Infection (i) HBV HCV HIV

0 . .
c; (viral copies
i ( P 65 1465 275
per mL)
RMSE (%) 2.47 0.44 2.19
5> RMSE = M, where y; and §;, 4 = 1,..., N, respectively correspond to the actual data and fitted
values.
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4.4.2 Case Study

In our case study, we consider three types of pooling strategies:

1. The current practice in use by most US blood centers, which is a universal strategy having

an NAT pool size of 16 for each of HBV, HCV, and HIV [6].

2. The universal strategy (the solution to Problem UTY?), which allows different pool sizes for

the different infections, but does not differentiate based on donor group.

3. The non-universal strategy, which has the flexibility to screen first-time and repeat donors
using different pool sizes for each infection. We study two variations of this strategy: (i) the

solution to the chance-constrained formulation, NCY5

, with a budget violation probability
of at most 0.05 (=1 — ), and (ii) the solution to the expectation-based formulation, NEUV5
which ensures compliance with the testing budget only on average, i.e., with no probabilistic

guarantee.

Using our cost data, the corresponding per unit testing budget for the current practice is Beyrrent =
C(16,16,16) = % + % + % = $2.625, and we use this budget level in our study of the universal
and non-universal strategies.

Using Theorem 6, for the data used in the case study, the worst-case performance ratio of the
Upper Bound Heuristic, UBH, is bounded from above by 1/§™" = 4.71% and 2.38%, respectively,
for the non-universal and universal strategies. In addition, using the cut in Lemma 10 results in
around a 16.67% reduction in the solution space for Problem UTV5,

Table 4.6 reports the pool sizes and the expected number of TTIs per 1,000,000 transfusions
for current practice, universal, and non-universal strategies. We also report, for each strategy, the
ratio of the expected number of TTIs generated by first-time donors to that generated by repeat
donors. First, notice that among all strategies considered, the current practice leads to the highest
expected number of TTTs, in the order of 11.85 T'TIs per 1,000, 000 transfusions. Further, since the
highest dilution effect occurs for HBV NAT (e.g., a sensitivity of 75% for HBV NAT vs. 88.40%
for HIV NAT for a pool size of 16; see Table 4.4), our universal strategy screens for HBV with a
smaller pool size of 10 (vs. 16 in the current practice), leading to a reduction of 1.82 TTIs per
1,000, 000 transfusions.

Also, with the flexibility of screening first-time and repeat donors with different pool sizes, non-

universal strategies outperform the universal strategy, by further decreasing (by more than 1.6-
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fold) the expected number of TTIs per 1,000,000 transfusions by 3.96 (NCV%) and 4.76 (NEV5).
Finally, among non-universal strategies, not surprisingly, NEVZ outperforms NCV8 with a differ-
ence of 0.77 expected TTIs per 1,000,000 transfusions, but with a significantly higher probability
of budget violation (0.5 for NEV2 vs. 0.05 for NCV5).

Since the infection prevalence rates of first-time donors are higher than those of repeat donors
(see Table 4.2), the non-universal strategies screen first-time donors more extensively. This leads
to a significant reduction in the ratio of TTIs from first-time donors to that from repeat donors
in 1,000,000 transfusions, which decreases from 17.9:1 and 14.7:1 (respectively for the current
practice and universal strategy) to 6.4:1 and 5.4:1 (for the non-universal strategies, NCVZ and
NEYZ| respectively). Note also that among all the strategies, the highest worst-case ratio for
UBH is 3.404% for NCY5B  which translates into 0.21 expected TTIs per 1,000,000 transfusions,
implying that the solutions for the upper bound problems are close to optimality.

In order to estimate the distribution of the number of TTIs that occur in each strategy, we next
perform a Monte Carlo simulation by generating 10, 000 realizations of the random variable I, the
proportion of first-time donors. Figure 4.2 plots the histogram of the difference in the expected
number of TTI cases per 1,000,000 transfusions between the chance-constrained non-universal
strategy and the current practice (Figure 4.2(a)) and the universal strategy (Figure 4.2(b)). Note
that the non-universal strategy outperforms both the universal strategy and the current practice
in all scenarios, with maximum deviations of 6.05 and 10.29 TTIs per 1,000,000 transfusions,

respectively.
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Table 4.6: Pool size solutions, the resulting expected number of TTIs per 1,000,000 transfusions
(with ratio of TTIs coming from first-time donors to those coming from repeat transfusions) for all
strategies considered, and the worst-case ratio (R).

Expected Number of TTIs

Pool Sizes for First-time Donors Pool Sizes for Repeat Donors per 1,000,000 Transfusions
Strategy HBV HCV HIV HBV HCV HIV (51[1]:55]1:161 ! 0}0{2’1)%(;2) R (%)
Current practice 16 16 16 16 16 16 31178;“% —
Universal
(UTYB) 10 22 24 10 22 24 (1? 4072.812) 1.962
Non-universal
Chance-constrained 6.0332
(NCUB) 4 13 23 24 24 24 (6.4:1) 3.404
Non-universal
Expectation-based 5.2679
(NEVE) 3 16 24 24 24 24 (5.4:1) 3.222
8 6 4 2 6 5 4 3 -2
E [TTInon—univer.sul(NCUB)] -FE [TTIcurrent p’r‘actice} E [TTInon—univer.s'ul(NCUB)} —-F [TTIuniversul]
(a) (b)

Figure 4.2: Histogram of the difference in expected number of T'TT cases per 1,000, 000 transfusions
between the chance-constrained non-universal strategy (NCY5) and (a) current practice (UTV?),
(b) universal strategy.

Next, we incorporate the life-time treatment cost of TTIs (see the data Table 4.2) in our
formulations; see Table 4.7, which indicates that the pool size solutions vary substantially from
those of Table 4.6. Both universal and non-universal strategies now screen for HIV with smaller
pool sizes due to the high treatment cost of HIV compared to HBV and HCV (see Table 4.2). The
non-universal strategies significantly reduce the life-time treatment cost by almost 1.6- to 1.8-fold
compared to the current practice and universal strategy. Interestingly, among the two non-universal

strategies, the chance-constrained strategy remains within the testing budget with probability 0.95
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(vs. 0.5 for NEUB) at the expense of a relatively small increase, of 11.7%, in the expected TTI
treatment cost. Similar to Table 4.6, the non-universal strategies screen first-time donors more
extensively, leading to a significant reduction in the ratio of TTI treatment cost coming from first-
time donors to those from repeat donors, that is, from 8.1:1 and 7.5:1 (for the current practice and
universal strategy, respectively) to 3.1:1 and 2.7:1 (for the non-universal strategies, NCVZ and
NEYZ| respectively). In addition, the solutions to the upper bound problem are near-optimal in
terms of the expected life-time treatment cost, where the highest worst-case ratio, R, is 2.993%,

translating into a cost $16,333 per 1,000,000 transfusions.

Table 4.7: Pool size solutions, the resulting expected life-time treatment cost per 1,000,000 trans-
fusions for all strategies considered, and the worst-case ratio (R).

Expected Life-time

Pool Sizes for First-time Donors Pool Sizes for Repeat Donors Treatment Cost per
1,000,000 transfusions ($)

E[C-RR] x 1,000,000 o
Strategy HBV HCV HIV HBV HCV HIV (First-time : Repeat) R (%)
Current practice 16 16 16 16 16 16 841,508 —
(8.1:1)
Universal
814,378
UB )
(UT"?) 12 24 16 12 24 16 (7.5:1) 2.021
Non-universal
Chance-constrained 545,715
(NCUE) 5 17 9 24 24 24 (3.1:1) 2.993
Non-universal
Ezpectation-based 488,421
(NEVE) 4 16 8 24 24 24 (2.7:1) 2.871

Figure 4.3 plots the histogram of the difference in the expected life-time treatment cost per
1,000,000 transfusions between the chance-constrained non-universal strategy and the current
practice (Figure 4.3(a)) and the universal strategy (Figure 4.3(b)). The non-universal strategy
outperforms both the universal strategy and the current practice in all scenarios, with maximum

expected cost deviations of $415,000 and $501, 000 per 1,000,000 transfusions, respectively.

75



-500,000 -350,000 -200,000 -50,000 -400,000 -300,000 -200,000 -100,000
E [COStnon—universal(NCUB)] - E[COStcm’Tent pmctice] E [COStnon—universal(NCU”ﬂ - E[COStunive’ra’al}
(a) (b)

Figure 4.3: Histogram of the difference in expected TTT cost per 1,000, 000 transfusions between the
chance-constrained non-universal strategy (NCY?) and (a) current practice (UTVE), (b) universal
strategy.

4.5 Conclusions and Suggestions for Future Research

In this study, we propose a methodology for determining optimal pooling strategies under uncer-
tainty, while taking into account the viral load growth, the dilution effect, and the stochasticity
in test outcomes. We study the value of non-universal pooling strategies, which provide the blood
center with the flexibility to screen first-time and repeat donors with different pool sizes. Our
case study of the United States indicates that non-universal screening schemes result in lower
Residual Risk and TTI treatment cost. This is important, as all the infections considered in this
study may lead to severe health outcomes, including fatality, reduction in quality of life, and high
cost to society. In addition, our treatment of the non-universal screening scheme ensures that the
blood center’s testing budget remains feasible with a high probability, which is specified by the
decision-maker. This is important, since blood centers cannot afford to change their testing scheme
frequently. Non-universal testing strategies are likely to increase the complexity of post-donation
blood screening, and may require additional training and set up. However, non-universal testing
strategies are not uncommon in US blood centers, but are currently limited to Chagas testing. We
show in this paper that the benefits of such strategies, in terms of Residual Risk and cost reduction,
may justify the additional complexity.

Various extensions of this work are worthy of future investigation. The viral load growth may
vary from one infected individual to another (e.g., [27, 49, 52]), and hence, it is important to model

NAT screening sensitivity with this additional stochasticity. Another important research direction
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is to expand our models to the case where prevalence rates need to be estimated, and the blood
center needs to allocate its budget among surveillance and screening activities. We hope that
our study, which indicates that flexible non-universal screening strategies can benefit the society,

motivates further studies of such strategies by the transfusion community and practitioners.
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Chapter 5

Conclusions and Future Research

Directions

The decision of how to allocate the testing budget to each TTT is of utmost importance for blood
collection centers, and in turn, for the society, as poorly designed post-donation testing schemes
may lead to a high number of TTIs. All infections considered in this study can lead to serious
health outcomes, resulting in high healthcare costs and significant reduction in quality of life and
even fatality in patients.

In Chapter 2, we consider the assay selection problem for a single infection, babesiosis, which can
be fatal and is the leading cause of TTIs is in the US. We perform a cost-effectiveness analysis that
takes into consideration uncertainty in prevalence rates and variations in transmission probabilities
in order to determine the optimal screening strategy for babesiosis. We suggest that universal PCR
in four endemic states is an effective blood donation screening strategy, as it offers the dual benefits
of identifying and removing the most infectious blood products from the blood supply, as well as
mitigating donor loss due to resolved B. microti infections.

In Chapter 3, we a study robust screening scheme for multiple infections under limited infor-
mation on prevalence rates. We formulate the blood screening problem using a robust formulation
as well as an expectation-based formulation, and obtain structural properties of their optimal solu-
tions. Further, we analytically characterize the price of robustness and the price of expectation-based
optimization, which respectively represent the deviation, from the minimum possible expected Risk,
of the robust solution and the expectation-based solution under forecast error. We show that the

expected Risk minimizing testing solution that is based only on point prevalence rate estimates
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can lead to sub-optimal testing schemes that may introduce significant, and unintended, Risk to
the blood pool. Further, under forecast error, the robust testing solution outperforms the expected
Risk minimizing solution not only in terms of Regret, but also in terms of the expected Risk. Our
case study of the United States suggests that robust testing solutions can significantly reduce the
maximum Regret values at a very low price of robustness. We also find that following the FDA
guidelines is no guarantee of an optimal testing regime - sometimes it is better to deviate from the
FDA recommendations. Indeed, our robust testing solution outperforms several policies that follow
the FDA guidelines.

In Chapter 4, we propose a methodology for determining optimal pooling strategies under
uncertainty, while taking into account the viral load growth, the dilution effect, and the stochasticity
in test outcomes. We study the value of non-universal pooling strategies, which provide the blood
center with the flexibility to screen first-time and repeat donors with different pool sizes. Our
case study of the United States indicates that non-universal screening schemes result in lower Risk
and TTI treatment cost. This is important, as all the infections considered in this study may
lead to severe health outcomes, including fatality, reduction in quality of life, and high cost to
society. In addition, our treatment of the non-universal screening scheme ensures that the blood
center’s testing budget remains feasible with a high probability, which is specified by the decision-
maker. Non-universal testing strategies are likely to increase the complexity of post-donation blood
screening, but we show in this paper that the benefits of such strategies, in terms of Risk and cost
reduction, may justify the additional complexity.

Various extensions of this work are worthy of future research. It is important to expand our
models to the case where prevalence rates need to be estimated, and the blood center needs to
allocate its budget among surveillance and screening activities. It is also important to consider a
dynamic, multi-period version of this problem, where infection dynamics change stochastically over
time, and optimal screening strategies under this additional stochasticity need to be determined.
Further, this work can be extended to customized screening, where donors are classified into different
categories based on various characteristics (e.g., age, gender, racial group, first-time/repeat donors),
and each category is screened with a customized strategy. In addition to blood screening, this work
can be extended to organ and tissue screening, a significantly more constrained setting in which
resources are more scarce, organs need to be transplanted much quicker, and organs from a single
donor are transplanted to multiple recipients.

An important extension of this work is concerned with public health screening (e.g., screening
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of newborns) and genetic testing, where screening for (potential) diseases is performed by searching
for specific DNA sequences and mutations that match the profile of known conditions. Since the
detection of possible future conditions has the potential to impact the lifestyle of individuals, this

research could have important public policy implications.
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Appendix A

Appendix for Chapter 2

Performance of the Questionnaire

1. From Rhode Island Blood Centers data [120], 0.03% of donors answered “yes” to the question

on babesiosis history in the questionnaire.

2. Using IFA as the gold standard, the prevalence of babesiosis in Rhode Island was estimated
as 1.4% [120].

3. Using data from New York Blood Center [69], it can be deduced that 94.2% of donors who pre-
viously answered “yes” to the question of babesiosis history in the questionnaire were actually
not infected with babesiosis (i.e., not IFA /ELISA reactive). Equivalently, only 5.8% of donors

who previously answered “yes” to the question of babesiosis history in the questionnaire were

IFA /ELISA reactive.

Therefore, applying the Bayes rule, we get the following probabilities:

Questionnaire sensitivity = Probability of positive result given donor is actually infected

_ Probability of positive result and actual infection

Prevalence
_ Probability of actual infection given a positive result x Probability of positive result

Prevalence

0.058 x 0.0003
_ 2P0 X DU 0.00125 = 0.125%.

0.014
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Questionnaire specificity = Probability of negative result given donor is actually not infected

= 100% — Probability of positive result given no infection

Probability of no infection given a positive result X Probability of positive result

1 — Prevalence

=1—-—— = 0. = 99.97%.

Babesia microti prevalence rates

All prevalence rates were based on ongoing investigational studies conducted by the ARC [83].
Donors were categorized into three categories: window-period donors, actively infected donors, and
donors with resolved infection. The prevalence values were calculated based on a population of
83,330 donors with 8, 52, and 261 donors in each respective category. The population considered
was in endemic regions of the US (Connecticut, Massachusetts, Minnesota, and Wisconsin). The
ranges used in the sensitivity analysis were chosen so that they cover the 95% binomial confidence

interval.

Cost parameters

The total unit cost ($ per transfusion) of each screening strategy is composed of three components:
The unit cost of administering the test(s), the cost of a positive test result (i.e., donor notification,
counseling and follow-up, product quarantine/withdrawal and recipient tracing), and the treatment
cost of a symptomatic TTB case (cost of hospitalization, medication, etc.). We used the following

formula to calculate the total cost of each screening strategy:

Total unit cost of screening strategy (per transfusion) = Unit test administering cost +
cost of positive test result X (proportion of donors who test positive under this strategy) +

treatment cost of a positive TTB case x (probability of a TTB case when using this strategy).
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Deriving the QALY for each strategy
In QALY calculations, we used a time horizon of 40 years after transfusion, based on life table

statistics in the US and in accordance with Simon et al. [99].

Supplementary material for one-way deterministic sensitivity analysis on the trans-
mission probability for actively infected donors

Figures A.1 and A.2 present the results for the deterministic sensitivity analysis on the transmis-
sion probability from actively infected donors for Scenario 2-Low (donor-recipient ‘cenario when
the transmission probability from donors with resolved infections to low-risk recipients is 0.3% and
to high-risk recipients is 0.6%) and scenario 2-high (donor-recipient scenario when the transmis-
sion probability from donors with resolved infections to low-risk donors is 2.9% and to high-risk
recipients is 5.8%). The figures demonstrate that when donors with resolved infections present a
transmission probability of 0.3% to low-risk recipients and 0.6% to high-risk recipients, universal-
Ab screening is the most cost-effective only when transmission probability from actively infected
donors to low-risk recipients is < 3% and to high-risk recipients is < 6%, at which point universal-
Ab and universal-PCR achieve the same cost-effectiveness. At higher transmission probabilities, the
ICER (3/QALY) drops dramatically and universal-PCR is the most cost-effective option (Figure
A.1). When donors with resolved infection present a transmission probability of 2.9% to low-risk
recipients and 5.8% to high-risk recipients, universal Ab screening is the most cost-effective until
transmission probability from actively infected donors reaches ~ 30% for low-risk recipients and
~ 60% to high-risk recipients, at which point universal-Ab and universal-PCR achieve the same

cost-effectiveness (Figure 2.2).
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Figure A.1: ICERg; as a function of transmission probability from actively infected donors to
low-risk recipients for Scenario 2-Low (donor-recipient scenario) in which blood units from donors
with resolved infection present a transmission probability of 0.3% to low-risk recipients and 0.6%
to high-risk recipients.
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Figure A.2: ICERg; as a function of transmission probability from actively infected donors to
low-risk recipients for Scenario 2-High (donor-recipient scenario) in which blood units from donors
with resolved infection present a transmission probability of 2.9% to low-risk patients and 5.8% to
high-risk recipients.
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Results of one-way deterministic sensitivity analysis on prevalence rates
The sensitivity analysis on the prevalence rates of window-period donors, actively infected donors,
and donors with resolved infections indicate that the universal-PCR strategy is the most cost-

effective under all scenarios.

Results of probabilistic sensitivity analysis

Table A.1: Probabilistic sensitivity analysis results for Scenarios 1 (donor-only scenario) and 2
(donor-recipient scenario).

TTB cases Total unit QALY per ICER over

Testing Strategy averted cost (p.er transfusion CER ICER questionnaire
pht trans(f:$u)510n) recipient ($/QALY) ($/QALY) ($/QALY)

Results for Scenario 1
No Screening 0.00 7.69 5.91417946 1.30
questionnaire (status quo) 0.58 7.59 5.91418341 1.28 -17,444
Risk-targeted Ab/PCR 9.21 20.78 5.91425882 3.51 187,935 187,935
Universal PCR 22.24 14.93 5.91435017 2.52 -60,075 46,454
Universal Ab 26.00 16.30 5.91436231 2.76 105,129 51,171
Universal Ab/PCR 31.44 27.61 5.91439975 4.67 341,171 97,026
Results for Scenario 2
No Screening 0.00 9.94 5.91410001 1.68
questionnaire (status quo) 0.74 9.80 5.91410534 1.66 -20,423
Risk-targeted Ab/PCR 18.43 20.86 5.91425616 3.53 78,839 78,839
Universal PCR 31.34 15.50 5.91433023 2.62 -69,448 26,678
Universal Ab 33.61 16.74 5.91434660 2.83 70,529 30,159
Universal Ab/PCR 40.66 27.69 5.91439708 4.68 243,918 63,970

CER = cost-effectiveness ratio.

Table A.2: Probabilistic sensitivity analysis detailed TTB, waste, and cost values for Scenarios 1
(donor-only scenario) and 2 (donor-recipient scenario).

‘Waste index

TTB Complicated Waste (ratio of the number Testing pogfiiteotfest Tre:g:tlem
Testing Strategy cases TTB cases (number of blood of W?Sted blood cost p‘?r results per of TTB per
. units to the transfusion . .
pht pht units wasted) pht number of true ($) transfusion transfusion
positives) ®) )
Results for Scenario 1
No Screening 33.13 12.25 0.00 0.00 0.00 0.00 7.69
questionnaire (status quo)  32.55 12.04 332.21 1098.71 0.00 0.03 7.56
Risk-targeted Ab/PCR 23.34 7.22 4301.32 50.88 14.65 0.71 5.42
Universal PCR 8.31 3.08 334.11 4.40 12.50 0.50 1.93
Universal Ab 6.55 2.42 6588.87 21.40 12.50 2.28 1.52
Universal Ab/PCR 1.11 0.41 6587.53 19.21 25.00 2.35 0.26
Results for Scenario 2
No Screening 42.83 17.33 0.00 0.00 0.00 0.00 9.94
questionnaire (status quo) 42.09 17.03 3332.21 1098.71 0.00 0.03 9.77
Risk-targeted Ab/PCR 23.66 7.39 4301.32 50.88 14.65 0.71 5.49
Universal PCR 10.75 4.35 334.11 4.40 12.50 0.50 2.49
Universal Ab 8.47 3.43 6588.87 21.40 12.50 2.28 1.97
Universal Ab/PCR 1.43 0.58 6587.53 19.21 25.00 2.35 0.33
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Appendix B
Appendix for Chapter 3

B.1

Summary of Notation

Table B.1: The notation.

U={1,2-,n}
BT

Parameters
Set of infections that require (or are recommended for) screening
Total testing budget per donation

Under Assumption (A3), i.e., f;(B;) = e %iPi i e ¥:

ki Testing effectiveness parameter for infection i € ¥
S = Zie‘ll 1%
¢ =Y icw
Random variables and related parameters
P = (P,))icy Prevalence vector, with mean p and uncertainty set (support) Q = ([l;, us])iew
Q0 ={pecQ: p; =1 orp; =u; Vi€ ¥}, set of boundary vectors
Qr C{peb:n/2] -1 <30y Lpimu) < [n/2] + 1}, set of “balanced” vectors
p Mean prevalence estimate
Z ={1,...,|9%}, index set of all vectors in Q°
U; C Z Index set of vectors in Q2 for which the i*" component is at its upper bound, i € ¥
Decision variables
B*X  The optimal budget allocation vector, with X = E denoting the ERM optimal
solution and X = R denoting the RMM optimal solution
I The optimal allocation set, with X = E denoting the ERM optimal solution and

Dual variables:
ap, PEN,0,0;,ieV

X = R denoting the RMM optimal solution

Dual variables for RMM

A, vi, i € ¥ Dual variables for ERM
A; :1+a$2azfa§ S oy, i€V
zeU; 2€Z\U;
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B.2 Comparative Statics Analysis

Theorem 8. As the estimated mean prevalence vector (@), support multiplier vectors (al and a*),

and the testing budget (BT) vary, optimal ERM and RMM solutions change as in Table B.2.

Next, Example 1 illustrates that the ordering of ERM and RMM budget allocations does not
necessarily follow the ordering with which infections enter the corresponding allocation set as BT

increases (see Theorem 1).

Table B.2: Comparative statics results for ERM and RMM
(—: remains the same, " increases, \: decreases).

Parameter' ERM RMM
— j=1,.,i—1
(a) THI: XN\, j=1i
G, S j=i+1,...n g
CE , ifi e I"®(p
(b) BiE(u):{/ ®
—or 2 o/w
BiF (@) N\, jeI*®(m)\ {i}
1—db) or *
((1 +ag)) Ve - (c) Bi* ~

—or /', ofw —or A&, o/w

BT /( (d) B:E(ﬁ){/(y lflEI*E(ﬁ) (e) B;‘R:{/’ ifiEI*R

T When all other parameter values remain the same.
¥ In a way that the ranking in (3.9) does not change.
§ As long as [l;, u;] remains the same.

Example 1. Consider n = 4, with p = (0.40%,0.15%,0.10%, 0.05%) (with no forecast error),
respective uncertainty sets [0.20%, 0.45%], [0.10%, 0.20%], [0.05%,0.15%], and [0.02%,0.20%)], and
fi(B;) = e 1B fori=1,34, and fo(Bs) = e~ 9252,

For ERM, from the ordering of infections according to (3.9), we have that py > s > ug >
i, with budget thresholds (TH', TH? TH?,TH*) = (0.000,2.175,19.575,36.975), that is, as BT
increases, infections enter set I*F in this order at their corresponding thresholds. Figure B.1(a)
shows that the ordering of budget allocations need not follow the ordering in (3.9). (A similar result
holds for the optimal RMM solution, see Figure B.1(b).) For ezample, at BT = $60, B3¥ < B3F
despite the fact that infection 2 enters set I*F before infection 3. This happens because fa(.), the

test effectiveness function for infection 2, brings in a larger marginal return at any budget allocation
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than that for the other three infections. Once the total budget reaches a certain level, infection 2

does not require as much budget.

30

*E
981

E
+Bz

*E
BS

20

*E L
10&84 =====¢-_—m:;

0 20 40 60

Figure B.1: The optimal budget allocation for (a) ERM and (b) RMM vs. BT.

B.3 Discussion on Condition (C1)

Under Assumption (A3), Condition (C1) can be equivalently expressed as:

k‘,_‘

1
(kip)* % > e P ] (kypy)% .Vie w,vpe Q.

Jev\{i}

As an example, Figure B.2 depicts the p-space that satisfies Condition (C1) for n = 2 and realistic

parameter values; see Section 3.5 and Appendix B.5. (Similar results hold for n > 3.)

B'=15 BT =25 B'=35

Py
Py
P,

Figure B.2: Regions that satisfy Condition (C1) (shaded) for n = 2, k = (0.2,0.2), and BT =
15, 25, 35.
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B.4 Proofs

Recall that for p € QP, function h; (p) is defined as:

1—a§, ifpi:li

hz(p) = , Vie W,
1+af, ifp=u

(2

Also, recall that S(I) = >,; k%—? for I C ¥, with S denoting S(¥). We denote the inverse of a

function by the superscript —1.

Proof of Lemma 1: The proof trivially follows by Assumption (A1) since the function E[R (B, )]
Z i fi(B;) is strictly jointly convex in B. Then, the first-order KKT conditions are necessary and
;fl\lfJﬁcient for optimality and Eqn.s (3.7)-(3.8) follow. Finally, since Constraint (3.5) is tight in an
optimal solution (because f;(.) is strictly decreasing in B; and vector B is continuous), the com-

plementary slackness condition, A(};cy B; — BY) = 0, is redundant. B

Proof of Theorem 1: For ease of notation, we write B*¥(1) and I*F(p) as B*F and I*F,
respectively. Consider any i € I*F and j € ¥\ I*¥. By definition, we have that B;"E > 0 and

BJ’.‘E = 0, which, along with (3.8), imply that 7; = 0 and ~; > 0. From (3.7), we can write:

A= — 1 £;(0) = =i f{(B;)
=j = fj f;(0) —[i; fi(B;) (since f;(0) =1 by definition)
=i [ fi(Bi)] = fij [=£;(0)]  (since v; > 0)

=i [=f{(0)] > 7ij [-f;(0)]  (since f;(.) is strictly decreasing).

I*E in this order.

We can therefore deduce that the ranking in (3.9) implies that infections enter set

By definition, TH" is the total budget level, BT, at which infection i enters set I*¥. In other
words, for BT < TH?, BjE = 0; and for BT > TH’, BfE > 0. Obviously TH' = 0 because
Constraint (3.5) is tight in an optimal solution and therefore for any BT < TH?, we must have

Y oicIE B;‘E = Bi“E = BT. The expressions for all other thresholds, TH',i = 2,--- ,n, directly
follow from the first-order KKT conditions in Eqn.s (3.7)-(3.8) at BT = TH’. Note that the
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solution to i; f]’(B;) = [z; f;(0) is unique since f}(.) is strictly increasing.

I*E i # j. Since, by definition,

To prove the optimality condition in (3.11), consider any i,j €
Br E > 0 and B;E > 0, the complementary slackness conditions in (3.8) imply that +; = 0 and

v; = 0, and the result follows from (3.7). i

The Optimal ERM Solution and Threshold Values: For exponential test-effectiveness func-
tions of the form fi(B;) = e %P k; >0, B; >0, i € ¥, from Eq. (3.11), we have:

1 1 —
BEi=— " BT L -1 ki) — 1 o7l ) FiSAE @) < 'E(n) (B.1
7 (H) k’ZS(I*E(ﬁ)) + k’z Il( :LL) n ' H,\ ( jiuj) J ) ’ VZ € (#) ( )
i JEIE (L)
. 1
TH =ln | ] (a)% | —SCE@) ki), fori=2,..n (B.2)
JEIE ()

Similarly, the optimal solution (B*(p)) and threshold values for the deterministic Risk minimiza-

tion problem with a given p can be derived by replacing g with p in Eqn.s (B.1) and (B.2).

Proof of Theorem 2: We have:

pipny {Rearc(B.p)} = iy ma {R(B.9) - iy R(Z.0) | = pin oy (R(B.p) — R(Z.p)}

= min max max { R(B,p) — R(Z,p)} = min max max {Zpifi(Bi) - Zpifi(Zl
=2

BeF ZeF peQ? BeF ZeF peQ? s
i

= min maxmax {%pi <fi(Bi) - fi(Zi)) }

Let p* = argmax,cq {Zle\p Di <fl-(Bi) - fi(ZZ-)) } By noting that the maximization is of a linear
function in p, we have:
. Jue A fi(Bi) = fi(Zi)
bi = , 1€V,
li, i fi(Bi) < fi(Zs)
Therefore, we have:

I;leaéi {;pz(fz(Bz) - fz(Zl))} = ;Iéigg {sz(fz(Bl) - z(Zl))} A

1€

98

}



The following result will be used in the proof of Lemma 2.
Lemma 11. For any p € 2, Regret(B,p) is strictly jointly convez in B.

Proof: By definition, Regret(B,p) = > ,cy pifi(Bi) — R(B*(p),p). By Assumption (A1), the

first term is strictly jointly convex in B, and the second term is a constant, and the result follows. 1

Proof of Lemma 2: RMM minimizes a linear objective function over a convex set (see Lemma
11). Hence, the first-order KKT conditions are necessary and sufficient for optimality. Finally, since
Constraint (3.5) is tight in an optimal solution (because f;(.) is strictly decreasing in B; and vec-

tor B is continuous), the complementary slackness condition, (3 ;g B; — BT) =0, is redundant. I

The next result allows us to characterize how Regret functions, and hence the maximum Regret

value, shift as parameters pu and BT are perturbed, greatly facilitating sensitivity analyses.

Theorem 9. Consider a family of problem instances. When BT and p are perturbed to some BT

and p', the following holds:

1

Regret (B*R(;L’,B/T),p’> (BTfB,T
=e

5 ) M§ kiS b
= = Q
Regret (B*R(;L, BT),p) ZI;II, <Mz>  TPES

where for each p € Q°, the corresponding p’ € Q" is constructed such that if pi = ni(1+al), then
Pl = (14 a¥), and if p; = pi(1 — al), then p, = pl(1 —al), Vi € .

Proofs of Lemma 3, Theorem 3, and Theorem 9: Assume that B*® (> 0) denotes the
optimal solution to RMM for a problem instance with some g and BT. In what follows, we
perturb p and BT, and construct a new RMM solution in which A remains the same. We first
prove Theorems 3 and 9 under the assumption that the constructed solution is optimal for RMM,
and then show that this new solution satisfies the first-order KKT conditions with the perturbed
(m, BT) values, and hence, must indeed be the optimal solution under the perturbed (u, BT) values.

Assume that A does not change when g and B” are perturbed, that is, A is not a function of

p and BT. We first show that this assumption implies that Ay} is independent of p and BT. By
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Lemma 2, we can write:
wiAif{(BiT) = —pikiAie™" BN = ki Ave BB WemkiAL — g i e W (B.3)

Note that by Condition (C1), I*F () = W. Therefore, by Theorem 1, it follows that p;k;e*B8:" (W) =

ujk:je_ij;E(“’),Vi,j € U. Hence, from (B.3), we can write:
Aje Rl = Aje %0 i je . (B.4)

Note that (B.4) implies that Aj is the optimal solution to (3.18). Since A is independent of p and
BT it follows that Aj} is also independent of g and BT. Then Theorem 3 holds.

Next, we show that under the assumption that A is independent of g and B, Theorem 9 holds.
Consider two problem instances with parameters (p, BT) and (p’, BT), and respectively denote
their optimal solutions to ERM (RMM) as B*E(u) (B*E) and B*E(y/) (B*' ). From (B.1),

we have:

1 j2% MI‘ kJ 1 / 3
B 1 _ pxE ? J T T
B () = B () + 1 o (ué) ~In (] () +gp (BT BT, view. (B)

Then, by definition of A}, we have:

*/ * * * 1 i Ml' ki 1 / * .
B ® = BE(u)+A; = BiE(u)-i-E In <,> ~In | J] <J> o (BT-B)+A}, View.

(B.6)
Then, for a given p € Q°:

_L.B*¥R g
Regret(p/, BT Zu, e kiBI T _ Z 11 (hi(p))e k; B} (p)
e icw
=3 ph(halp))e FET ek AL N (i (p) e MBI P)
= =
BT_p'T N
= = AV
(BT?B/T) s 7.5
= Regret(u, BT e s H <z> ,
ey \Hi

which proves Theorem 9.
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To complete the proof, it suffices to show that the constructed solution satisfies the first-order
KKT conditions in (3.13)-(3.16). Note that all Regret functions are scaled by the same factor when
the parameters change from (u, BT) to (u’, B'T). This implies that as (p, BT) varies, the binding
Regret functions will remain the same. Therefore, under the assumption that A does not change as
BT and p change, o, z € Z, remains constant, implying that Lemma 3 holds. This also implies
that the complementary slackness conditions in (3.14) are satisfied. Finally note that by chang-
ing p and BT and keeping A the same, we have found a solution B;*,R = BP(u') + A}, with
A}, = Bt — BE (), that satisfies (3.13) in the first-order KKT conditions, and hence, this solution
must be optimal for RMM under (p/, B'T). This completes the proof. i

Proof of Theorem 4: We first derive the price of robustness ratio, II%:

n_ E[R(B* pu)
E [R(B*F(p), p)]

—k; B} R —kiBfE —ki A,
. e 1= . e t=ioe 1=b1
= 2icw i e = 2icy i s (by Theorem 3)
Dicw i€ o D iy i€ M
—k:B*E L. A*. _ *F L A*.
_ ey i kipe MBI e kB _ ke D (by Theorem 1)
Yicw k%kiﬂi@*kiBi*E ke MBI 5
Yiew i€
= : . B.7
3 (B.7)
Since Aj is a solution to (3.18), we can write (using (B.1)):
1 ¢ )
AL = = n(4;) —In | J[TA7 | |, i€, (B.8)

JjeEVY
and substituting (B.8) into (B.7), we obtain:

Zie\ll cifAi

R _
N = My (/A
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Next, we derive the price of expectation-based optimization ratio, I1¥ (1):

* _L.B*E(5
oy ETR P @), 0] Sy e
* _ .. R*E
E [R (B E )] ZiG\P Nie k’LBi (/J')
I <k ) /i _
_ Zie‘l’ 'ul JE‘I’klluiH] _ Zie‘lf (uk/ilu) — ZiG\I/ & (MZ/MZ) (by (B 1))
2icw Mz%w Micw (/i) Yiew 7 icw (wa/ )"

Finally, we derive the lower bound, R%, on the ERM Regret deviation, R:

Regret (B*E(u
Py Fegret ( ;)m
peﬂ Regret (B* ,p)
—kiBEF _ o—kiB} (p)
. e . (&} 7
= max Zleq’p;B e A*Z iy Pi e (by Theorem 3)
PERX D icw pie b= icwpie " i®)
_BT s 4 BT i
e~ Y icw % [Licy (kips) %% — e 7578 x [[icq (kipi) %%
= meaé( 77T ] o AF i — BT 1 (by Eq. (B'2))
P S Dicw #Lie_ X H'exy( kipi) 5% — €775 S X [];eq (Kipi) %®
1
ZZE\IJ 2 u X HzE‘ll (k?z#z) -5 Hie\ll (Kipi)*
> ma}i e L L
PEX S iew T TR Ty (Ripa) 55 = S X [Ticy (kipi) &5

Ssew B8 — STy (/1) =5

1

(since Q° C Q)

= Inax

b i/ i —k; AT, !
PEX S cw %e Filhh: — S1liew (pi/pi)™°

oy ) STy (R 7S
= max 2icu Lice (:(P)) (since pi/p; = hi(p), ¥p e Qb). 1
Qb hi(P) ,—k; A} —
PERY S v R, vi — STy (hi(p))*:

Proof of Lemma 4: We have InIT1¥ (i) = In (ZzE\P ciq,-) — > iew Cilng;, where ¢; = p;/1i;. Using
the change of variable ¢; = e¥, we get InI1¥ () = In (3, .y cie¥) — >,y ciyi- Hence InTI® (1) is
the sum of the weighted log-sum-exp function [29] and a linear function, and hence is jointly convex
in y; = In (u;/f;), i € ¥. Since the In(.) function is strictly increasing, IT¥(f1) is maximized on the

boundary, i.e., when fi; = p;(1 + r;) or f1; = (1 — r;), which completes the proof. I

Proof of Corollary 2: From (B.1), Regret incurred by the optimal ERM solution, B*F(u), at

prevalence vector p € Q° can be written as:

* T n nul"'un _ BT nn
Regret (B2 (). p) = Y pa(hs(p))e” 7" SEE e B0 () o). (B.9)
iev v

Denote by x the number of infections whose prevalence realizations are at their upper bounds (i.e.,
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pi = u;). Then, (B.9) can be rewritten as follows:

1 z/n
Regret(B*P (), p) = Regret(z) = ¢ 2"/ 3/pu1un (n +a(2z —n) - (1 - Z) (1- a)> '

(B.10)
Clearly, (B.10) is strictly concave in & with a maximizer:

2
L WY an : (B.11)

Note also the following:
1. Prevalence vectors with the same value of z exhibit the same value of Regret, and
2. The value of x that maximizes Regret is independent of the mean prevalence vector p.

Hence, Regret(z) is maximized at either |Zjqez| Or [Zmaez]. Denote by X C Z the index set of
prevalence vectors (scenarios) that maximize Regret (i.e., that have © = |Zmaz| Or * = [Timaz |)-
For B*¥ () to be the optimal solution for RMM, there must exist a set of KKT multipliers o,
z € Z,and v;, i € U, that, along with B*F (), satisfy the first-order KKT conditions in Lemma 2.
Since Regret is maximized for all scenarios in X, setting o, = 0, Vz ¢ X, satisfies the the first-order
KKT condition in (3.14). Also, under Condition (C1), KKT condition in (3.15) will hold by setting
7i = 0, Vi € ¥. Note that by (3.11), we have fi1 f(B;¥) = ... = [inf,(B;F). Therefore, from the
first-order KKT condition in (3.13), we need:

a Z a, — Z o, | =a Z oy — Z a, |, Vi, j € V. (B.12)

zeU;NX ZG(Z\UZ‘)QX ZEUjﬁX ZG(Z\Uj)ﬂX

Note that by symmetry, for all scenarios in X', each infection is at its upper bound in an equal
number of scenarios. Hence |U;NX| = |U;NX|, Vi, j € ¥. Similarly, [(Z\U;)NX| = |(Z\U;)N&],
Vi,j € U. Therefore, o, = a,, V21,22 € X is a solution to (B.12), which implies that B*F(u)
satisfies the first-order KKT conditions in Lemma 2 and must be optimal for RMM. 1

Proof of Theorem 5: We can write:

Regret(B*R 1) < max {Regret(B*R,p)} < max {Regret(B,p)}, VB € F,
peQb peQb

where the upper bound follows by the optimality of B*® for RMM, and the lower bound follows
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by Theorem 2, as p € Q\ Q°. Hence, we can write:

R(B*%, p) — R(B*¥ (), n) < max {R(B,p) - R(B*(p),p)}, VB e F. (B.13)

By dividing both sides of (B.13) by R(B*¥(u), 1) and rearranging the terms, the proof follows. I

Proof of Theorem 8:

Part (a): For j = 1,...,i—1, the expression for TH’ does not depend on the parameters of infection
i. Then, if {1; changes in such a way that the ranking of infections (according to (3.9)) is preserved,
then THY, j = 1,....,i — 1, does not change. On the other hand, we have that TH' = Z;;l Bji»,

where B} is the solution to:
fij f{(BY) = fii £7(0). (B.14)

(Note that Eq. (B.14) has a unique solution since f}(.) is strictly increasing.) Notice that when fi;
increases, the RHS of (B.14) decreases since f;(0) < 0. Now assume that B; increases, which implies
that fj’(B]‘) increases. Since fJ'(B;) < 0, the LHS of (B.14) increases, which is a contradiction.
Hence we conclude that E; decreases as Ji; increases. This implies that TH* = Z;;ll B; decreases

as [i; increases. For j ¢ I*F, we can write:

1—1 7j—1
TH) =) B +B+ > B, (B.15)
k=1 k=i+1
where BZJ is the solution to:
fi fi(B]) = f; £}(0). (B.16)

Notice that the RHS of (B.16) does not depend on fi;. Therefore, as i; increases, sz must vary in a
way that the LHS of (B.16) remains constant. Since If BZ decreases, then f/ (BZJ ) decreases, which
implies that the LHS of (B.16) decreases since f/ (Bf ) < 0, which is a contradiction. Therefore,
we conclude that BZJ must increase as Ji; increases and hence, from (B.15), TH/ increases as [i;

increases.

Part (b): For ease of notation, we write B*¥(f1) and I*F (i) as B*F and I*F, respectively.
If i ¢ I*F| then B¥ = 0 and the result trivially holds. Next consider the case where i € I*F. As

proven in part (a), if i; increases, then TH® decreases, which implies that i remains in set I “E as
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fi; increases. From the first-order KKT conditions in (3.7), we can write A = [i;(—f/(B;F)). To
simplify the notation, we let L; = 1i; fi(B¥), Vi € I**. Thus, we can write A = L;(—f/(BF)),
Vi € I*F. We first prove, by contradiction, that B;E increases in ji;. Assume, to the contrary,
that BfF decreases as [i; increases. This implies that L; and — f/(B;F) both increase, which in
turn imply that A increases. Assume that B;E , j € I*P\ {i}, increases. Hence L; and — fj'(B;E )
both decrease, which imply that A decreases, which is a contradiction. Hence BjE decreases, and
since BT = Y B;¥ is a constant, B]’-‘E cannot decrease. We therefore conclude that Bff must
increase. N:;tl,*zve will prove that as fi; increases, A\ increases. Assume, to the contrary, that A
decreases. If B;-‘E , j € I*E\ {i}, decreases, then L; and — fi(B; EY both decrease, which imply that

A increases. This contradicts with the assumption that X is decreasing. Hence, B}‘ E must increase.

Since BT = 3~ B;P is a constant, this is a contradiction and A must increase with i;. Finally,
kel*E
using a similar argument, we can show that if X\ increases, then B;E , Vi € I*E\ {3}, decreases.

This completes the proof. I

Part (c): By definition, Regret(B,p) = > ,cq Pifi(Bi) — > icq Pifi(B; (p)), for p € Qb As-
sume that for some ¢ € U, p; increases to p;, = p; + €, for some € > 0, while p;, j # 7, remain
the same. Let p’ represent the new prevalence vector. Assume that Regret at p is binding, i.e.,
Regretmaz* = Regret(B*E,p). Also assume that Regret(B*®, p) increases as p changes to p/,
i.e., Regret(B*R, p) < Regret(B*R,p') (the case where Regret(B*E p) > Regret(B*E, p') is not

of interest since it implies that p’ is not binding). Hence, we can write:

Regret(B*®,p') — Regret(B*®,p) = f;(Bf™)(0; —p:) — Y p; [f; (Bj(®)) - f; (B;(p))] > 0.
jeW\{i}

(B.17)

Note that the summation term in (B.17) does not depend on B*E. Also, since B*® is no longer

optimal for the new problem with p’, it needs to change in a way to decrease the LHS in (B.17).

Noting that p, —p; > 0 and f;(.) is strictly decreasing, B/*R, the optimal solution for the problem

with p’ satisfies B ' > B*F. This completes the proof. I

Part (d): For ease of notation, we write B*¥(pi) and I*¥(fi) as B*F and I'*F, respectively.

I*E’

First assume that B” increases in such a way that set does not change, that is, the increase in

BT does not change the threshold interval it belongs to (see Theorem 1). Since for i € I*¥, ~; = 0,

105



from (3.7) with w = 0, we can write:

, A
BE =1 (ﬁ) , il (B.18)
(2

Since > «z Bf¥ = BT in an optimal solution, we have:

oot (-f) = BT, (B.19)
iel*E Hi

Note that since f;(.) is strictly decreasing and convex, f/(.) is strictly increasing, which also implies
that fi/ ~1(.) is strictly increasing. In what follows, we will first prove that \ is decreasing in BT .
Assume, to the contrary, that A increases as BT increases. Then (—%) decreases, which in turn
implies that f;_1 <—%) decreases, Vi € I*F. Hence, the LHS of (B.19) decreases, which is a
contradiction. Therefore A must decrease in B”. Then, from (B.18), it follows that Br E increases,
Vi € I*F | when BT increases in such a way that set I*F does not change.

Next assume that B” increases in such a way that a new infection, say infection k, enters
set I*F. Hence, it is sufficient to show that B;E is continuous in BT at the threshold points,
THI,j=2,3,---,n, that is, at points where set I*F is incremented by one new infection. Consider,
without loss of generality, that BT = THF and define TH*~ = 11_1)% (TH k e). To simplify the
notation, let Bf¥(TH*~) = B~ and B¥(TH*) = B, and similarly, let A(TH*~) = A~ and
MTH*) = \, that is, from (B.18), we have that f;f1 (—%—:) = B and fi/*1 (—/%) = Bf

; *, where

f./_l <—%> is continuous and strictly decreasing in A. Define function gx_1(\) = Zf;ll f]/._1 (—%)

(2

Clearly g¢(.) is continuous and strictly decreasing in A\. By definition of a threshold, we have that

B} (TH*) = Bj(TH*") = 0. Hence, we can write:

k—1 A~
g1 (A=) f;7! <—A> =TH" (B.20)
1 g
J
k—1 \
Ir-1(A) = Z fj_l <_A> =TH". (B.21)
— 127
J
Hence, from the monotonicity and continuity of g(.), we have that A= = X. Hence, we deduce that
B~ = B}, and consequently B; is continuous in BT. Therefore, we conclude that Br E s strictly

increasing in BT, Vi € I*F | and is non-decreasing in BT, Vi € ¥ \ I B
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Part (e): This result trivially follows from Theorems 3 and 8 part (d), which imply that for
any i € ¥, Bt = B;E(u)—i—A*i, where Ay, is independent of BT, and B;¥ () is increasing in BT I

B.5 Prevalence Data and Fitting of Test Effectiveness Functions

B.5.1 Prevalence Data

All prevalence estimates are specifically for the United States. [106] and [38] respectively estimate
HIV and HBV prevalence based on data for the United States in 2012, provided by the Center for
Disease Control and Prevention. Sample size information has not been provided. [10] estimates
HCV prevalence as 1.6% (95% CI, 1.3% to 1.9%), based on a sample size of 17,548 from 1999 to
2002. [84] estimates the babesiosis prevalence using data from an ongoing investigational study by
the American Red Cross in four endemic states (CT, WI, MN, MA) using a sample size of 83,330
from 2012 to 2015. Finally, [33] and [100] estimate the WNV prevalence based on a sample size of
5,370,499 from 2002 to 2004.

B.5.2 Fitting Test Effectiveness Functions

Let € denote the set of all FDA-licensed tests for infection 7,7 € W. For each test-set S; C QF, let
C(S;) denote the unit cost of administering all tests in set S;. Let T%—(S;) denote the event that
the blood unit is classified as free of infection ¢ when test-set S; is administered. Decision variables
for infection 4’s problem include Propi, t = 1, ..., 2|m‘7 the proportion of blood units screened by
test-set Sy, V.S C QF, i € W,

For each infection i, i € ¥, we vary B;, its possible budget allocation, within the range [0 — 19]
($19 corresponds to the cost of the most sensitive paired test), in step sizes of 0.5, and solve the

following LP to determine f;(Bi), i € U:
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fi(B;) = minimize Z Pr(T'—(B;)|Ai+) Prop!

(Pmp;)tzl,uﬂ\ml S CQY
subject to Z Prop; C(S;) < B; (B.22)
Sy CQY
Z Propi =1 (B.23)
S CQY
Propi >0, t=1,..2/l (B.24)

Thus, function f;(B;), VB; > 0, i € U, is derived considering non-universal testing schemes (i.e.,
fractional values of Prop! variables are allowed). Observe that an optimal non-universal testing
scheme uses all the allocated budget, B;, for all B; > 0, ¢ € ¥. From LP theory, as B;, the RHS of
Constraint (B.22), increases, the objective function value, f;(B;), decreases in a piece-wise convex
manner (e.g., [15], p. 273-275).

For each infection ¢ € ¥, given the values of the function f;(B;), VB; € [0 — 19|, i € U, we fit
an exponential function of the form f;(B;) = e %5, where parameter k; is the value that provides
the best fit, i.e., the minimum coefficient of determination (R?).1 Table B.3 reports the values of k;
and R? for each infection i considered in Section 3.5. As an example, Figure B.3 depicts the curve
fitted for HBV.

2 J—
PR?2=1- ?((Yy’“i_;"))z, where Yj are the actual test data points, F} are the fitted curve data points, and Y is the
k(Y —

mean of Yi; see [35], p. 556.
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Figure B.3: Fitted exponential test effectiveness
function (k; = 0.16) vs. the actual test data for

HBV.
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Table B.3: Fitted parameters, k;, and coefficients
of determination (R?), for f;(B;) =

Infection (i)  k; R?

HIV 0.28 99%
HBV 0.16 99%
HCV 0.14 95%
Babesiosis 0.38 9%
WNV 0.185 94%

e kiBi for
HIV, HBV, HCV, babesiosis, and WNV.



Appendix C

Appendix for Chapter 4

Proof of Lemma 10: First, we show that any vector S that satisfies {a” S > B and § < §™%}
also satisfies the budget constraint, {C(S) < B}. We first write S as a convex combination of V,
i € W, and §™ as follows: S = Y7 | oy Vi +an18™%, with Y77 a; = 1. By convexity of C(.),
and by noting that C'(V;) = B, i € U, we get:

n n n+1
C(S) =C (Z o; Vi + anHSm‘”) < Za,C’ (Vz) + Oén+1C (Smax) < Z o; B = B.
=1 =1 =1

In order to prove the validity of (Cut), given by a’ S < B + /n ||a||2, it is sufficient to show that
for every integer vector S that lies on the boundary of (Cut), i.e., a’'§ = B+ /n|a||2, there exists
an integer vector S’ that satisfies {a? S’ > B}, with S’ = S — e; for some i € ¥, where e; denotes
the /" unit vector in R™. In other words, S’ “dominates” S since: (1) S’ is feasible (it satisfies
a”S" > B, hence C(§') < B), and (2) 8’ incurs less Residual Risk, since S; = S}, j # i, and

Si < S;, for some i € ¥. We prove this by contradiction. Assume that a’ S’ < B, Vi € ¥. Hence:

al (8 —e)<B,YiecU o a'S—ale;<B, VielU

B+ vallalls - aTei < B, View & allalls < a”e, View

2 n n 2

@n<‘|ah2v¢e\11 & Y on<). aiz en?<l,
alls ; ;

which is a contradiction. Hence (Cut) is valid. B
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