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SUMMARY

Length-biased sampling occurs in renewal processes when the probability that an interval is selected is
proportional to the length of the interval. This can occur when intervals are selected because they contain
an event that is independent of the renewal process and occurs with constant hazard. For example, if the
times between donations for repeat blood donors are independent and identically distributed, and if the
donor seroconverts to HIV (develops antibodies that indicate infection with human immunodeficiency
virus), then the interval between the last HIV seronegative and first HIV seropositive test is expected to
be longer than that donor’s previous time intervals between donations. We develop hypothesis tests to
determine if the relationship between the typical and length-biased intervals is as expected, or if there
is departure from length-biased sampling. We further develop a regression method to determine if there
are covariates that explain the departure from length-biased sampling. Our approach is motivated by the
question of whether there is evidence that repeat blood donors who develop antibodies to HIV or other
viral infections change their donation pattern in some way because of seroconversion.

Keywords Human immunodeficiency virus; Infinite-dimensional nuisance parameter; Length-biased sampling;
Renewal Process.

1. INTRODUCTION

In renewal theory, it is known that an interval that is tagged by the occurrence of another event is
length-biased. For example, the times that a bus passes a certain bus stop may be a renewal process with
inter-arrival times having mean and variancer2, but for an individual who arrives at the bus stop at
some random time, the time between the last bus before that individual arrived at the bus stop and the
arrival time of the next bus is longer. If the individual is equally likely to arrive at the bus stop at any time,
then the ‘special’ interval between buses that contains her arrival at the bus stop hag mesfyu,
because it is subject to length-biased sampling. This result follows because the chance that an interval
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between two buses brackets the arrival of the individual at the bus stop is proportional to the length of the
interval (see e.g. Karlin and Taylor, 1975, p. 195).

The relationship between the duration of the special interval and the other intervals assumes
independence between the arrival times of buses and the arrival time of the passenger at the bus stop.
If the bus driver can sense waiting passengers and adjusts the bus arrival time (hopefully to benefit
the passengers!) then the relationship between the duration of the ‘special’ intetval®/u and the
parameters specifying the distribution of the typical intervals is broken. (This relationship may also be
broken if the rate at which passengers arrive at the bus stop is not uniform, but we assume here that this
is not the case.) If the expected relationship does not hold, then the special interval may in fact be too
special!

In this paper, we consider a methodology to determine if the duration of special intervals, relative
to the duration of typical intervals, shows any evidence of dependence between the renewal process
that generates the intervals and the (constant hazard) Poisson process that selects intervals as special.
This question was motivated by the relationship between times of blood donation (which we assume
follow a renewal process for each donor) and times at which donors become infected with human
immunodeficiency virus (HIV), human T-lymphotropic virus (HTLV) and other viral markers (Schreiber
et al, 2002). Blood bankers and other investigators wanted to know if there was any evidence that repeat
blood donors who become infected with any of these viruses adjust their donation patterns in any way,
for example by returning to make a blood donation sooner than they might have otherwise in order to
determine if they have become infected (blood donations are routinely tested for these and other viruses
and donors are informed if their donations test positive). For this application, it is reasonable to assume
that the hazard for seroconversion is constant over the time of the study. A renewal process is a convenient
way to model repeated event data such as blood donations (Aalen and Husebye, 1991) and a number of
models for the effect of covariates on recurrence times in a renewal process have been proposed (e.qg.
Chang and Wang, 1999).

There are three challenges in these data. The first challenge involves the proper adjustment for length-
biased sampling; the time between two blood donations that contains a seroconversion (development of
detectable antibodies to a virus) event is a special interval and hence is subject to length-biased sampling.
The second challenge is that each donor can have unique patterns of donation. While it may be reasonable
to assume times of repeated donations follow a renewal process, the mean and variance are potentially
different for each donor. The third challenge is that only events occurring in some fixed time window (the
study period) are actually observed. Finally, we may also wish to examine the effects of covariates on
any departure in the duration of the special interval from its expected value. In Section 2 we develop our
notation, while our new estimators are presented in Section 3. In Section 4, we consider the effect of the
sampling scheme and in Section 5 we analyze the repeat blood donor data described above.

2. DEFINITIONS AND NOTATION

Suppose for each ah persons we observa + 2 events from a renewal process for<i < m.
Thesen; + 2 events definen; + 1 inter-event intervals, of which one is special in the sense described in
the introduction. LeXjj, 1 < j < nj denote the duration of the typical intervals andYedenote the
duration of the special interval. For the blood donation example; 2 is the total number of donations
made by thath donor during the study perio;; are the time intervals between donations at which
the donor tested negative for viral antibodies, afids the time interval between the last negative and
first positive donation. In the blood donor example the special interval is always the last interval, but we
assume that the process would have continued uninterrupted if no seroconversion had taken place, so there
is no significance attached to the special interval always being the last interval. Finally, suppose that we
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observe a column vector of covariatgsfor each person that may explain whether or not the duration
of the special intervaY; is longer than expected given the values of ¥ig. We assume that for thith
person the mean renewal time/s and the expected value of the square of the renewal time /e
assume thap; = (ui, vi, ni, z) are iid from some unspecified distribution. Then we have

E[Xijléi] = wi
E[X{ 1] = vi.
Assumingy; is subject to length-biased sampling, we would expect
.
E[Yilgi] = —. (1)
i
We specify departures from (1) by writing

ELYi|g;] = %(«,DT ) 2)

where) is a column vector of parameters that specifies deviations from the expected relationship (1).

We assume that the first componentai always 1, so that (1) holds for every donor when= g =
(1,0,...,0)7. (Weassume that if has dimension then values of; do not have lower dimension in the
sense that there is not soma@limensional vector # 0 such thatr! - z = 0 for everyi.)

3. INFERENCE ON THE DURATION OF THE SPECIAL INTERVAL

To make inference on whether model (1) holds, defiiter) by
S =YX — (7 -z)X3

where T is an arbitrary column vector witld components,X; = n* ij‘izl Xij, and X2 =
7L, X3. Note that wherr = 4,

ELS @)Ii) = -T2 — (72w =0 3)

where we have used (2) and the definitionjof As aresult,S (-) is an estimating function fagp, andcan
be used to construct tests about and estimatoys. of

A test of the simple hypothesikly : @ = 1y can be constructed by noting that under the
null hypothesis,S(pg) := m=1 > Sz has an asymptotically multivariate normal distribution
with variance—covariance matrim—13,. We may estimateZo by 3¢ = LM SWoz 7
—S(1p) ST (1)) A global test of the simple null hypothesis= 1), can then be constructed by comparing

G =mS (1) S, "S¥o) @)

to the appropriate quantile of a chi-square test with d degrees of freedom.
The parameter vectap can also be estimated by solving the estimating equations

> Sz =0 (5)
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that correspond to minimizind ; 32(7-) with respect tar. The solution to (5) is given by

{/}:(Zﬁi ZiZiT>_1-(2i:Yi7iZi> ©)

which gives a closed-form estimator ¢f so long as) ; X2 zi ziT is invertable. Standard theory for M-

estimators (see e.g. Sen and Singer, 1993) showsthaty — +) has, asymptotically, a multivariate
normal distribution with variance—covariance mafeExwhich can be estimated 3 given by

1

s = (% Zﬁi ZiZiT>_l- (%ZSZ@)A Z?) : <%Zﬁ. ZiZiT>_ . )

Tests of composite hypotheses can be constructed using Wald-like statistics. For example, testing whether
k linear combinations of the componentsif(denotedC - ¢» whereC is ak x d matrix of coefficients)
are equal to somie-dimensional vectotpg, can be accomplished using the statistic

G =m(C -9 —hg){CT- - C}HC - ¢ — o) (8)

which has an (asymptotig)? distribution withk degrees of freedom. Whdn = d the statisticG’ is
asymptotically equivalent t& given in equation (4).

4. A NOTE ON SAMPLING

In many studies (including the blood donor study), only those events that occur within a certain time
interval are observed. We will refer to this situation as ‘conditional sampling’. We show here that the
results in Section 3, corresponding to unconditional sampling, are also valid for conditional sampling.
Suppose that only intervals between renewal events that occur within some time if€ealare
observed. Further, suppose that the first renewal event after time 0 foththrdividual occurs at time
70i. Then, treating;o as the zero of time for theh individual, only those events that occur before time
Ti = T — 10y are seen. In particular, if only persons with ‘special’ intervals are included in the analysis,
the special interval must have concluded before tifneFor the blood donation example, donors are
enrolled at their first donation after time O (tinag) and only donations made before the termination of
the study (time7") are included. The interval between the last donation Zrd not included because
HIV serostatus is not observed at tirie The interval between 0 ang is also not used even though
serostatus at time O can be inferred from a negative HIV test atdjmes astationarity assumption is
required to use this interval and its mean duration is not the same as the typical intervals.

To proceed, we first condition am + 1, the number of intervals observed by tife Among persons
who have experiencag standard intervals and one special interval, the joint distribution of these intervals
X1, X2, ..., Xn;, Y is given by

[Ty 9000] y 9 1y + Sy < T
D(Ti)

f(X15X21--~ ,Xni,Y)z

whereg is the density function for the renewal process and

nj nj
D(T) =//[1_[ g(xk)] y a(y) I[y+2xk < 'I'i]dxldxz...dxni dy.
k=1 k=1
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Table 1.Results of analysis of blood donor data from REDS study: evidence for a departure
in length of the seroconversion interval from its expected value for two viral diseases

Virus Mean, median  Mean of Mean of G W

(seroconverters) (Range)of  Xj (days) Y; (days) (p-value) (95% confidence interval)
HIV 473 4 209 450 6.95 1.42

(49) (2-38 (0.008) (1.05, 1.79)

HTLV 35,3 341 440 1.00 0.61

(32) 2-17 (0.32) (0.18, 1.05)

Note that theX; andY are no longer independent due to the teh[ny + Z?i:lxi < Ti], and

that E(Xj[n;, Tj) will not be the same as in the unconditional renewal process. However, note that
E(XjIni, Ti) = E(XkInj, Ty). Further,

S oo I VTR 9000 | 9 1] y 4+ S X < Ti | cxadea . dxn dly

EXXjYni, T) = DT
|

and

[ T[T 0000] 9 1]y + S0y % < Ti | dba e .. ey cly
D(T)

E(XZIni, Th) =

and hence (XY — Xj2|ni , Ti) = O under conditional sampling. Taking further expectation with respect

to the distribution ofnj|T; gives E(XjY — X12|Ti) = 0. If we redefine¢; = (ui, vi, N, z, Tj) it is

easy to see that conditional sampling inherits the iid structureé;omssumed in Section 3. As a result,

the inference procedures presented in Section 3 are applicable to studies conducted using a conditional
sampling scheme without further modification.

5. THE RETROVIRUS EPIDEMIOLOGY DONOR STUDY

The retrovirus epidemiology donor study (REDS) has collected a database of information on 6.8
million non-autologous (i.e. not for the subsequent use of the donor) blood donations made between 1991
and 1997 at five blood centers (Schreibeal., 2002). Up to seven years of follow-up data is available for
each donor, including data on times of donations, donor demographics and results from routine laboratory
screening for HIV, HTLV and other viruses. Only donations made during the course of the REDS study are
included in the study, corresponding to the conditional sampling scheme discussed in Section 4. Although
repeat blood donors are a very low-risk population (Lacleital, 1995) and persons acknowledging risk
factors for HIV and other viral diseases are deferred from making donations, a small number of donors do
become infected with one or more of these viruses. Itis of interest to know if seroconversion, which occurs
on average about 20-35 days after infection (Lackattal., 1995; Busch and Satten, 1997; Sternberg and
Satten, 1999), has any effect on donation patterns. These effects could be conscious (e.g. donors making
more frequent donations at times they engage in risk behaviors in order to obtain serologic test results
routinely performed on all blood donations) or unconscious (e.g. delay of donations due to development
of flu-like symptoms of primary HIV infection which occur just before seroconversion (Busch and Satten,
1997)).

In Table 1, we show data from 49 donors who seroconverted to HIV and 32 donors who seroconverted
to HTLV (Schreiberet al, 2002). Donors seroconverting to either virus have negative-to-positive
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Table 2.Effect of covariates on HIV seroconversion interval, REDS study

Covariate G (yp=0) p-value vy Yo

(d.f.) (95%C.l.)  (95%C.l.)
Number of Prior Donations  2.70 .10 156 —0.08

(@h) (1.09,2.03) (-0.17,0.02
Acknowledged Risk Factor .38 024 135 058

(@h) (0.97,1.74 (—0.39,1.55

interdonation intervalsY() that are longer than their average negative-to-negative interdonation intervals
(Xj) and hence would naively appear to be examples of seroconversion resulting in a delay of the post-
seroconversion donation. However, the interdonation interval that contains the seroconversion is ‘special’,
and hence is expected to be longer. When we analyze the data for persons seroconverting to each virus
using the chi-square te@ given in equation (4) (conducting separate analyses for each virus and with no
additional covariates, i.el. = 1), we discover that only donors seroconverting to HIV appear to delay their
post-seroconversion donatiop-yalues were calculated using the tail area of a chi-square distribution with
one degree of freedom). In fact, we estim@te< 1 for donors seroconverting to HTLV, meaning that they
actually may return somewhat sooner than expected (although the 95% confidence interval includes the
null value 1).

We were also interested in testing the effect of two covariates on the length of the interdonation
interval containing the seroconversion. These two covariates are the number of prior negative donations
made during the study period, and whether the donor acknowledges a risk factor for HIV at the
counseling session where the donor is informed of their HIV-positive test result. Because there are so
few seroconverters, we considered each covariate separately. For each ahaty8isy) = (1, ¥2)"
andz = (1, z»)", wherez;, was either the number of previous negative—negative interdonation intervals
awailable for theith seroconverter minus 1 or an indicator of denial of a risk factor (O if risk was
acknowledged, 1 if risk factors were denied). Thus, for the first analysisprresponds to the departure
from expected length for a person who has made only three blood donations in the study period, while for
the second analysig; corresponds to the departure from expected length for persons who acknowledge
HIV risk factors. We tested), = 0 using G’ given in equation (8) wittk = 1, C = (0,1) and
Yo = 0. These results are shown in Table 2, along with point estimatés afidy, and 95% confidence
intervals foryr; andyr, obtained using (7). From Table 2, we see that the number of previous seronegative
donations does not explain the increased length of time between the last negative and first positive blood
donations for donors who seroconvert to HIV, but whether donors acknowledge a risk factor for HIV
has a larger (although non-significant) effect. In particular, donors who deny risk have only a slightly
longer seroconversion interval than expected (the 95% confidence interya focludes 1); whiley,,
the increase in duration due to persons who acknowledge a risk factor at their post-HIV-positive donation
interview is not significant, it should be recalled that in the overall analysis there was a significant increase
in HIV seroconversion interval, and that the sample size for this analysis is very small. Finally, it is also
worth noting that all donors have denied risk factors for HIV prior to donation.

6. CONCLUSION

An interval in a renewal process is ‘special’ if it has been tagged by the occurrence of another event.
If this second event occurs with constant hazard, then the duration of the ‘special’ interval is length
biased. We have developed a simple approach to determining if the relationship between the duration of
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the ‘special’ interval and previous ‘typical’ intervals departs from what is expected under length-biased
sampling.

We have additionally shown that our new approach is applicable even if sampling is conditional on
ewvents seen in a finite time period. This result may seem unexpected initially, as the duration of renewal
ewents is distorted by conditional sampling. Further, the expected value of a single renewal interval under
conditional sampling is a function of the total number of observed events. However, conditional on the
number of observed events, we have shown that each interval (including the special interval) is ‘squeezed’
in such a way that the relationship between special and typical interval durations is preserved.

Finally, assuming that interdonation intervals of repeat blood donors in the REDS study follow a
renewal process, we have determined that repeat blood donors that become infected with HIV (but not
HTLV) appear to delay their first HIV-positive donation. Further, regression analysis shows that there is
evidence that this effect is restricted to persons who are aware that they have factors that may have put
them at risk for acquiring HIV infection.

REFERENCES

AALEN, O. O.AND HUSEBYE, E. (1991). Statistical analysis of repeated events forming renewal proc8sststics
in Medicinel0, 1227-1240.

BuscH, M. P. AND SATTEN, G. A. (1997). Time course of viremia and antibody seroconversion following HIV
exposure The American Journal of Medicirk92, 117-124.

CHANG, S. H.AND WANG, M. C. (1999). Conditional regression analysis for recurrence time datenal of the
American Statistical Associatidi, 1221-1230.

KARLIN, S.AND TAYLOR, H. M. (1975).A Frst Course in Stochastic Process&an Diego, CA: Academic.

LACKRITZ, E. M., SATTEN, G. A., ABERLE-GRASSE J., DoDpD, R. Y., RAIMONDI, V. P., ANSSEN, R. S.,
LEwis, W. F., NOTARI, E. P.AND PETERSEN L. R. (1995). Estimated risk of HIV transmission by screened
blood in the United State§he New England Journal of Medici383, 1721-1725.

SATTEN, G. A. (1997). Steady-state calculation of the risk of HIV infection from transfusion of screened blood from
repeat donordvlathematical Biosciencekil, 101-113.

SCHREIBER, G.B., GLYNN, S., SATTEN, G. A., KONG, F., BuscH, M. P., Tu, Y. AND KLEINMAN, S. (2002).
HIV seroconverting donors delay their return: screening test implicatioaasfusiom2, 414-421.

SEN, P. K. AND SINGER, J. M. (1993).Large Sample Methods in Statistics: an Introduction with Applicatidlesv
York: Chapman and Hall.

STERNBERG M. AND SATTEN, G. A. (1999). Discrete-time nonparametric estimation for semi-Markov models
of chain-of-events data with interval censoring and truncaaometrics55, 514-522.

Zuck, T. F., THOMSON, R. A. AND SCHREIBER, G. B. et al. (1995). The retrovirus epidemiology donor study
(REDS): rationale and methodEansfusior35, 994-951.

[Received March 21, 2002; first revision May 16, 2003; second revision September 11, 2003;
accepted for publication September 15, 2D03

220z 1snBny 91, uo }senb Aq 68662E/ShL/1/G/oI01E/SONSIEIS0Iq/W00"dNo"oIWSpEo.//:SARY WO PAPEojUMOQ



