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Abstract

Donor lymphocyte infusion (DLI) for patients who relapse following an allogeneic stem cell
transplant has proved remarkably durable. Because of the potential for second remissions with DL,
the current leukemia free survival (CLFS), which is the probability that a patient has not failed the
entire course of the treatment, is becoming of interest to clinical investigators. Based on either a
multistate Markov model or a linear combination of Kaplan—Meier estimators, we explore regression
models for the CLFS. We focus on the two sample problem and we develop confidence bands for
the CLFS or for differences in CLFS as well as a Kolmogorov type hypothesis test using a re-sampling
technique. We also examine the use of pseudo-values to make inference on the direct effects of
covariates on the CLFS function and we develop a score test for the equality of two CLFS. We
illustrate these inference methods on a bone marrow transplant dataset.
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1 Introduction

Allogeneic bone marrow transplantation has in recent years become standard therapy for
patients with acute and chronic leukemia as well as other hematological malignancies. Here a
patient receives high doses of radiotherapy and/or chemotherapy to ablate the disease in the
marrow. The normal function of the bone marrow is restored by transfusion to the patient of
hematopoietic stem cells collected from a normal donor.

Most often studies have focused on the chance a patient is cured of his or her disease, the chance
a patient may die as a consequence of complications of the transplant procedure and/or the
chance that the leukemia may relapse and eventually be the cause of the patient’s death.

In recent years, particularly for leukemia patients, post-relapse therapies have been developed
that will induce a second remission. One such therapy was based on the anti-leukemic effect
of lymphocytes (The graft-versus-leukemia or GVL effect) derived from the donor’s marrow
when transfused to the patient (cf. Horowitz et al. 1990). The recognition of this so-called GVL
effect led to the development of a new approach to managing patients who relapse after

hematopoietic stem cell transplant (HSCT), namely collection of lymphocytes from the donor
and infusion to the patient without further radiotherapy or chemotherapy (cf. Kolb et al.
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1990; Collins et al. 1997; Craddock et al. 2000). The intention of this donor lymphocyte
infusion (DLI) therapy is to reinforce the GVL effect in the patient and restore complete
remission. In practice, this therapy has been remarkably successful in patients who relapse after
allografting for chronic myeloid leukemia (CML) and effective also in patients with acute
leukemia, myeloma and lymphoma.

With the advent of DLI and other post-transplant therapy, it is clear that patients who relapse
after transplantation are no longer considered as failures for the transplant. Traditional
statistical measures such as the relapse or treatment-related mortality cumulative incidence
functions or the leukemia free survival curve are not appropriate measures of the success of
the transplant. The current leukemia free survival function has been used to describe the success
of transplants with post-relapse therapy. This function is the probability that a patient is alive
and in remission (first or second) at a time after transplant.

In this report, we examine inference for the current leukemia free survival (CLFS) function.
In the next section we briefly review estimation for the CLFS function. In Sect. 3, we extend
the results of Lin (1997) to develop confidence bands for the CLFS function, an omnibus test
comparing two CLFS functions and a confidence band for the difference of two CLFS
functions. In Sect. 4, we show how the pseudo-value approach of Andersen et al. (2003) can
be used to make inference on the CLFS function. We develop a new score test to compare two
cumulative incidence functions. In the final section, we illustrate these techniques on a data
set of 614 CML patients treated at the Hammersmith hospital in London first reported in
Craddock et al. (2000).

2 Estimation of the current leukemia free survival

The Current leukemia Free Survival function can be estimated using either a multistate
modeling approach (cf. Klein et al. 2000b) or by using a representation as a linear combination
of survival functions (cf. Klein et al. 2000a). The multistate process on which the CLFS
function is based can be illustrated as in Fig. 1. In the HSCT process, patients at time t can be
in one of three transient states: Alive in remission after transplant (State 0), alive and relapsed
(State 2) or alive and in second remission (State 4) or in one of three possible absorbing states:
dead without disease (State 1), dead with disease (State 3) or dead or in second remission (State
5). The CLFS function is the probability a patient is alive in first remission (State 0) or alive
in second remission (State 4).

Based on Fig. 1, we define N;(t) be the indicator that the patient has visited state i prior to time
t and A;() the rate of transition into state i = 1, ..., 5. Define the set of orthogonal martingales

r
Mi(t)=Ni(t) - [Yi(u)A(u)du
0

where y(r) is the number at risk for a transition into state i at time t. Note that y, () and y,(r)
are both equal to Yy(t), the number in State 0 at time t; §3(;) and §4(1) are both equal to Ys(t),

the number in State 2 at time t; and )75(;) is equal to Y4(t), the number in State 4 at time t. Using
basic results (cf. Andersen et al. 1993) on multistate modeling the state probabilities can be
estimated using the product-integral of the Nelson-Aalen estimators of the transition intensities
(See Klein et al. 2000b) as follows:

C(1)=Py(t)+P4(1)
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where
FO(,): [ dN(u)+dN>(u)

u<t Y()(Ll)
P dN.
Pa= ), Polu-) ( Yoz(:;))

u<v<t

AN3($)+dNa(5) | (ansiw) [1 _ aNs(w)
u<;<1,[ Y>(s) ( Y2(v) )U]S_[rg Ya) | .

An alternative estimator suggested by Klein et al. (2000a) is based on using the difference of
two Kaplan—-Meier estimators to estimate Py(t). For this estimator, define N1 (t) = Nq(t) +
N5(t) to be the number of patients who have visited States 1 or 2; N™p(t) = Ny (t) + N3(t) +
Ns(t) be the number of patients who have died or had a second relapse; and N73(t) = Nq(t) +
N3(t) + Ny4(t) be the number of patient who have died prior to a second remission or who have
experienced a second remission. Let Y71(t) = Yo(t), Y72(t) = Yo(t)+Y2(t)+Y4(t) and Y73(t) =
Yo()+Y,(t) and Ai(t) be the intensity function for N7 (t), k =1, 2, 3. One can show that

t
MO)=N(t) - [Yi()Ax(u)du,k=1,2,3
0

are martingales, but they are not orthogonal to each other since N4(t) at least is common to
each martingale. We define the three Kaplan—Meier estimators by

Svo=] | Il - dévk(s;) k=1,2.3.
k

s<t

Note that S™1(t) is the chance a patient is in State 0, S™(t) the chance the patient is in States 0,
2, or 4 and S73(t) the chance the patient is State O or 2. Hence the current leukemia free survival
function can be estimated as

C(1)=Pr[State 0 or 4 at time 7] =5 | (1)+ [S () — 53(t)] @)

This estimator, which can be computed using standard statistical software, is used in the sequel.

To make inference about the current leukemia free survival function, we use the fact (cf.
Andersen et al. 1993) that for large samples

M) k=1,2,3
ku 3)

Si(®) = Si(t) ~ =8 x(1) f

The martingales M7 (t) are not independent since they depend on common counting processes.
However, we can represent these martingales as functions of the basic martingales for the
individual transitions. Routine algebraic manipulation yields the following result.
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Lemmal
L
M (1)=dM; (1)+dM(1)+Yo(0) [ 11 )+ (1) — 11 (1)] dt
2.
dMy(t)=" dMy()+dM3()+dMs()+Yo(0) | A1 (1) - Ta(1)] dt
+1200) [430) = Do (D)| di+Ya@) | 45(0) = ()|
3.
dM3(1)=" dMy()+dM3(0)+dMa(D)+Yo(0) |41 (1) - Aa(1)| dt
+Y5(0) | Aa(D)+Aa(t) = Aa(0)| dt
4.
d (M) =V (O Xe(0)dr, k=1,2,3
5.
d (M, M) =Y, (D1 (1)dt, d (M, M3) =Y, (DA1(1),
d (M, M3} =Y () ()dt+ Yy () A3 (1)l

Using (4) and (5) after some simplification we can show that the variance of CLFS () can be
estimated consistently by

3 t 317 1
. dN; o dN
)= YISO [ FED 28,08, [ 5
k=1 0 Tk 0 T1UE52
< b dNy(u) & g oo (AN ()+dN3(1)
2510831 | =——=—— - 2852(0)83(t) | —————
L {Yl(u)h(u) S { Yo(u)Y3(u)

3 Inference for the CLFS based on Lin’s approach

To make inference about the distribution of the estimated CLFS function, we can use a
modification of the sampling technique proposed by Lin (1997). To apply this approach, first
substitute the martingale representation S™(t) — Sk(t), k =1, 2, 3in (3) into (2) to obtain a
representation for W(t) = [C(t) — C(t)]. In this representation, the three terms are based on
non-orthogonal martingales, M7 (1), k = 1, 2, 3. We next use (1-3) in Lemma 1 to replace
M7(t) by sums of the orthogonal martingales, Mj(t). After this replacement, we then

n N
approximate the distribution of ##/(t) by replacing M;(t) with MFZ[:]G,-,-N,-,-U), U=1....5)
where the Gji’s are independent standard Normal variables and all other unknown quantities
are replaced by their sample estimates. After some simplification, we have
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_ (3 1GudN i)+ GoidNai(w)]

W= - =

® 10] { Yo

_Sz(l)jZj':llGldel,-(u)+63,-dN3,»<u>+GS;st,-<u>1
) Yo(u)+Y2(u)+Ya(u)

" [G1idN: )+ GaidNsi(u)+GaidNa ()

oo [ D
+S3(l)f Yo(u)+Y2(u)

(4)

Given the data, J#/(t) is asymptotically equivalent to the distribution of W(t) and the large sample
distribution of W(t) can be approximated by a large number of realizations from 7 based on
repeated sampling of the Gj;’s. This approximation can be used in a number of applications.

3.1 Confidence bands for the CLFS function

Confidence bands for the current leukemia free survival function can be constructed as
suggested by Lin (1997). Consider the transformed process

Q(0=g(®) {$(C(1)) - $(C(1))|

where ¢(t) is a known function with a non-zero continuous first derivative ¢’ and g is a known
weight function which has a non-negative bounded limiting function. Note that we can use
either the Markov estimator (1) or the linear combination of Kaplan— Meier (2) estimators here.
Now using the functional delta method, we have that Q(t) is asymptotically equivalent to
2(t)pr((C(1))W(1)) whose large sample distribution we can approximate by g(1)¢7((C(1))W(1))-
If we let g, be the critical value with the property that

Pr[ sup IQ(I)I>61@]=<¥

T1<IST)

then an approximate (1 — a) confidence band for $(C(t)) is

#(C)) + qa/gDfort) <1< T

which can be readily converted to a confidence band for the current leukemia free survival
function. As noted by Borgan and Liestal (1990) confidence bands based on a log transform
seem to work well for small to moderate samples. Thus, we take ¢(x) = In[— In[x]]. For g(t),

we use either g, (1)=In[ C(1)]/G (1) OF g>(t)=In[ C(1)]/[ 1+T2(1)] The two resulting confidence
bands are of the form (C()!/%?, C(1)"®) where for g; we have 01 (1)=exp {%76:([)/“1[ 5(1)1} and
for g, we have 9,(1)=exp{g.[ 1+52(1)]/In[ C(z)] When there are no transitions out of State 2,
then the CLFS function reduces to the usual leukemia free survival with death or relapse as an
event and the interval based on g, is the (log-transformed) equal probability (EP) confidence
band of Nair (1984) and the interval based on g is the Hall and Wellner (1980) version of band

for the survival function. Following the recommendation of Nair (1984), we suggest using 11
and 1 so that t is restricted to those values with & (t)/[1 + 62(t)] € [0.01, 0.99].
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3.2 Confidence bands and test for the difference of two CLFS functions

The above approach can be extended to the comparison of two CLFS functions. Suppose that
we have two independent samples of size ny and ny, respectively. Let C;(7), i = 1, 2 be the
estimated CLFS function for sample i. Using (4), we can approximate the distribution of

D(0)=[C1(1) - C1(1)] — [Ca(t) — Ca(1)] by D) = W1(t) — Wo(t). Using this representation, we
can generate samples from the process D() using independent normal deviates for each sample.

An omnibus test of the null hypothesis that the two current leukemia free survival functions
are equal can be based on U = Sup|C”y(t) — C™,(t)|. Under the null hypothesis, the distribution
of U can be found by repeated sampling from D(), so that based on M samples from D(), the
p-value of the test is the proportion of samples for which sup |D(t)| > U.

This approach can also be used to find confidence bands for the difference of two CLFS
functions. These bands are useful for assessing where the CLFS functions differ and what part
of the therapy is driving the difference. To construct the intervals, we find a confidence

coefficient d,, based on repeated sampling from D”(t), as Pr[ sup,, </, \D(t)|>d,, |=c. This leads
to the confidence band C*(t) — C",(t) £ d, for 1y <t < 1o.

Both the confidence band and the hypothesis test could be easily modified to look at weighted
differences between the two CLFS functions.

4 Inference based on pseudo-values

An alternative approach to inference for the CLFS function is to use the methods for pseudo
values presented for CLFS functions in Andersen et al. (2003) and Andersen and Klein
(2007). This approach has been used in a general regression model approach in Andersen and
Klein (2007) to directly model the CLFS function. In this section, we will focus on the two
sample problem and present an approach to comparing two CLFS functions based on a score
test constructed using the pseudo-values at all the jump points of the estimated pooled sample
CLFS function. In this simple case, the score test has a simple closed form solution.

To construct the test let 14,...,tp be the distinct times at which the estimated CLFS function
changes values. Note that these are the set of times where a transition to State 1, 2, 3, 4 or 5
occurs and that a single individual may contribute anywhere from zero to three times to this
set. Let

6,j=nC(t) - (n— NVCV(r)),i=1,...,n, j=1,...,D,

where C7(:) is the estimated CLFS function using the pooled sample of size n and C*( () is
based on the sample of size n — 1 obtained by deleting the ith observation. Either the Markov
estimator or the linear combination of Kaplan-Meier estimators can be used to estimate the
CLFS.

Once we have obtained the pseudo-values, we define a covariate Z;j = 1 if the patient was in
group 1 and 0 if they were in the other group. We model the CLFS at time t; for the ith patient,
0jj as g(05j) = oj+y Z;. Here g() is a link function. Let pj(a; + v Zj) = gl (0j*+vZ)j=1...D
and W(B|Zi) = (Ki(og + v Zj), .-, Hilap + v Z;)), where g = (y, ay,..., ap). Estimates of model
parameters can be based on the unbiased estimating equations
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T
(HBE vt @ - o) -3, Uipr=-Ugr=o.
: (5)

i

Here V; is a working covariance matrix which we will for simplicity take to be the identity
matrix and 8; = (8j1,..., Oip)t. A sandwich estimator can used to estimate the variance of f§ =
(’\A{l &'11 L] &’D)' Let

0 Zi 2 (0 Z;
o oo

— S, —
Var(U(B)=) Ui(B) Ui(B), then
VarB) ~ 1B) VarUBHIB) .

Alternative estimators of the variance of p can be found by using a bootstrap technique.

When there is a limited number of time points, estimates of the a’s and y can be obtained by
standard generalized estimating equation software such as PROC GENMOD in SAS or the
package GEESE in R.

An alternative use of the pseudo values is a score test of the hypothesis of no group effect (i.e.,
v = 0). Note that for the two sample problem with no covariates we have that

. Zigla+y Zy) -+ Zigla,+yZ)
wBlZ)\ | HertyZ) o 0
B ) : :
0 e glayty Zy)

where g”(x) = 891 (x)/x. This leads to a set of score equation given by

27> sl +yZ ) — ple+y )
Up(a,y) i J .
| Uty > st +y ZoOn - plen+y Zi)
= . = [
U, () _ -
? Zg(”n +Yy Zf)(ei[) - /1(‘71)+7 Zi))
i

Under the null hypothesis that y = 0 one can solve the score equations explicitly for a so that
— = n —
@=g(6;) Where Hk:z,-:le"k/" fork=1,..., D.

To construct the score statistics we need an estimator, under Hg, of the model, Y4, and

empirical, Y, based variance estimates. The model based variance is given by ¥, =1, '. Here
we have that I, is the partitioned matrix given by
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@y=0 \ A, Ax

; ! (au(a,ylzo)(au(a,ylzo)’
(4] l 6B 6B

. o 5042 02 0.2 . .
where Aq1 is the scalar”IZ» (gj) ;A=) ,....,m(g,) ) and Ay, isthe D x D diagonal

matrix with (j, j) element n(g,) &j=¢ [g ( )] and ny is the number in sample 1. The inverse
of this partitioned matrix is also a partitioned matrix with

I—I_( All A12 )
o~ A12’ A22 :

D -1 D -1
_y, InmzZ(g(;)z LAR=— InZZ(g(}fl (1...1)
j=1 J=1

Here and
1 ny n ny
5012 D D
nl(bj) ,02 ,02 ,02
nny (gj) nngZ(gj) nngZ(gj)
= j=1 J=1
ny 1 n n
D n ((,0)2 D D
L0\2 1% L 052 052
nnzZ(g(}) Illlgz(g(;) nngZ(g(;)
J=1 J=1 J=1
71.1 n.l . 1 ny
D D n (é,O )2 D
L0\2 . 052 p 082
nnzZ(g(}) nlng(g(;) nny (g(J))
= =1 =1

n
The empirical based variance is given by 3, =1;'1,1;' where IIZZH UiU . Here we have

2

D (~ =
ACED)
k=1

24(-7)
(-3

ng( 1-%)

&0, - 0,)

Zz

Zg/( i

80 (911 - 91)

2(8 ( i —91)2

ig?g‘;

i=1

@1 - 01)@, —

")

n

>z

i=1

n
>89 (0 - 6) @,
i=1

D

Z-O_(f._

k=1

(-

Z(g ) (@, -
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The generalized score statistic for testing the hypothesis of no treatment effect, y = 0 (Boos
S TR B ~ 2
1992; Rotnitzky and Jewell 1990) is X*=l1I;' 1, 11(11)[10 "1 Us(a,0)] where (11) implies the
(1,1) term of the matrix. This statistic reduces to
D 02 = 2
L n\ ZZ[:.ijl(gf') (6ij - 0))
X_nlnz D o2~—~ = 12 D o2-—~ = 12
2,2 @@ -6) +Zz,.z[zj=l(g 0@~ 6
" "z
which has a chi-square 1 distribution under H,.
For some standard models, the weights are easy to compute. That is g? reduce to 1 for the
identity link function; to 79} log[’e\jj for the complimentary log—log link function and to
6,(1 —6;) for the logit link function.
5 Application

To illustrate the techniques, we use a set of 614 CML patients treated at the Hammersmith
hospital in London. The data were reported in Craddock et al. (2000). In the study, there were
202 patients who died in first remission and 245 patients who relapsed. Of the 245 relapse
patients, 118 died without achieving a second remission and 77 achieved a second remission.
Thirteen of the 77 second remission patients either died or experienced a second relapse at
which time they were considered as treatment failures. The mean follow-up of all patients was
5.2 years (range 0.02-21.1 years). We will focus on comparing the current leukemia free
survival between patients with a HLA matched sibling donor (n; =371) and those with a HLA-
matched unrelated donor (ny = 243).

In Fig. 2, we present a plot of the two current leukemia free survival functions. Note that the
CLFsS function is not a monotone function of time reflecting that a patient may relapse, recover
and then fail again.

Figure 3 shows the CLFS function for the HLA-matched sibling donor group. The solid line
is the estimate of the CLFS, the dashed line the 95% pointwise confidence interval, the dotted
line is the 95% EP like confidence band and the dot-dash lines the 95% Wellner type confidence
bands. The confidence bands are based on a log transformation of the CLFS and 1000 Monte
Carlo replicates. They are both over the range 30 days—15 years. Note that there is little
difference between the two bands.

Figure 4 shows the estimate (solid line) and a 95% confidence band (dashed lines) for the
difference in the two CLFS functions. Again the confidence bands are based on 1000 replicates.
The maximum difference between the two CLFS function was 0.2898 and the p-value for
testing the hypothesis that the two curves are different, based on 1000 independent replicates,
was less than 1/1000. Note the figure clearly shows the advantage of using a sibling donor for
this procedure.

Using the pseudo-value approach the score statistics using the identity, the log-log and the logit
link and all time points gave chi-squares of 24.56, 25.60 and 26.34, respectively. All tests are
highly significant when compared to a chi-square with one degree of freedom. This is again
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strong evidence that the CLFS functions are different between the sibling and unrelated donor
transplant recipients.

Some additional modeling/testing is available if we restrict the number of time points at which
the pseudo-values are computed. Below we base estimation on nine pseudo values computed
at approximately 100 days, 6 monthsand 1, 2, 3, 4, 5, 6, and 9 years. Using the complementary
log-log (CLL) and logistic models, we can estimate the relative risk or the odds ratio,
respectively, of the effect of donor type on the CLFS, as €. For the CLL model, we have that
v = 0.49 and the relative risk of an unrelated donor as compared to a sibling donor is 1.6 (95%
confidence interval [1.3,2.0]), while for logistic model we have that y = .74 and the odds ratio
is 2.1 [1.6,2.8]. Both have p < 0.0001. We can also adjust our estimates for other effects. Here
we adjust for the effect of stage of disease (early 73.8%, intermediate 22.5%, and advanced
3.7%) and patient age. Table 1 shows the results of a model with donor type and the other two
factors. Note that the effect of donor is more pronounced in the adjusted model. We can also
examine the effect of donor by looking at a model with an interaction between time and donor
type. This model is shown in Table 2. As the confidence band in Fig.4 showed there is an
advantage for sibling donors for most time points and that this advantage is the highest at about
one year.

6 Discussion

The analysis of multistate models in general and inference for the current leukemia free survival
function in particular provides a challenge to statisticians, especially when interest is the direct
modeling of the effect of treatment on outcome. These problems are of particular interest in
HSCT studies where post-transplant events or therapy may influence the patient’s health state.
In the case of the CLFS function, it is of interest to compare how various treatment therapies
may affect the chance a patient is in the healthy state of remission.

These techniques provide a way to estimate the CLFS and to provide an idea of the statistical
uncertainty associated with that estimate. As seen in the example and Fig. 2 for HLA identical
siblings we can say with 95% confidence that between 3 and 15 years after transplant that
between 30% and 50% of the patients will be in either first or second remission.

More useful, perhaps, than the estimates of CLFS is the tests and associated confidence bands
for comparing treatment effects. The test and methods based on the approach in Sect.3 provide
an omnibus test to compare the two treatments. The test simply asks the question are the
treatments different at some point in time while the confidence band for the difference in
survival curves tells us where they are different and by how much. In the example, we see that
patients with an HLA sibling donor do significantly better than patients given an unrelated
donor transplant. Figure 4 shows that the improvement in CLFS is highest at about 9 months
where the difference is between about 20% and 40% and that in the long run after about 3 years
there is between 3% and 27% increase in CLFS on an absolute scale.

The pseudo-observation approach provides an alternative approach to inference for the CLFS.
The score test provides a relatively simple, closed form test which does not require extensive
Monte Carlo work to obtain the p-value. The pseudo-observation approach allows direct
regression modeling of the CLFS function. In this example, the tests based on the pseudo-
observation method tell the same story as the omnibus test, namely, that patients given a sibling
donor transplant are more likely to be in remission then those with an unrelated donor
transplant. Here the magnitude of the difference is expressed by an odds ratio or relative risk
as opposed to a figure such as Fig. 4.
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An obvious question is which method is better. Clearly the power of these tests depends on the
type of differences one expects to see. For crossing CLFS functions, the omnibus test in Sect.
4 has higher power while the tests based on pseudo-observations may have limited power. The
tests based on the pseudo-observations will depend on the structure of the alternative hypothesis
and the selection of the link function. This question is currently being investigated.

While these methods were developed for inference for the CLFS function they can be extended
and applied to other multistate models that explain the HSCT recovery process. The pseudo-
observation approach is particularly adaptable as shown in Andersen and Klein (2007).

Acknowledgements

This research was partially supported by a grant (R01 CA54706-13) from the National Cancer Institute.

References

Andersen, PK.; Borgan, @.; Gill, RD.; Keiding, N. Statistical models based on counting processes. New
York: Springer-Verlag; 1993.

Andersen PK, Klein JP. Regression analysis for multistate models based on a pseudo-value approach,
with applications to bone marrow transplantation studies. Scand J Stat 2007;34:3-16.doi:
10.1111/j.1467-9469.2006.00526.x

Andersen PK, Klein JP, Rosthgj S. Generalized linear models for correlated pseudo-observations with
applications to multi-state models. Biometrika 2003;90:15-27.d0i:10.1093/biomet/90.1.15

Boos DD. On generalized score tests. Am Stat 1992;46:327-333.d0i:10.2307/2685328

Borgan @, Liestgl K. A note on confidence intervals and bands for the survival curve based on
transformations. Scand J Stat 1990;17:35-41.

Collins RH, Shipilberg R, et al. Donor leukocyte infusions in 140 patients with relapsed malignancy after
allogeneic bone marrow transplantation. J Clin Oncol 1997;15:433-444. [PubMed: 9053463]

Craddock C, Szydlo RM, Klein JP, et al. Estimating leukemia-free survival after allografting for chronic
myeloid leukemia: a new method that takes into account patients who relapse and are restored to
complete remission. Blood 2000;96:86—90. [PubMed: 10891435]

Hall WJ, Wellner JA. Confidence bands for a survival curve from censored data. Biometrika
1980;67:133-143.doi:10.1093/biomet/67.1.133

Horowitz MM, Gale RP, Sondel PM, et al. Graft-versus-leukemia reactions after bone marrow
transplantation. Blood 1990;75:555-562. [PubMed: 2297567]

Klein JP, Keiding N, Shu Y, Szydlo RM, Goldman JM. Summary curves for patients transplanted for
chronic myeloid leukaemia salvaged by a donor lymphocyte infusion: the current leukaemia-free
survival curve. Br J Haematol 2000a;109:148-152. [PubMed: 10848794]doi:
10.1046/j.1365-2141.2000.01982.x

Klein JP, Szydlo RM, Craddock C, Goldman JM. Estimation of current leukemia-free survival following
donor lymphocyte infusion therapy for patints with leukemia who relapse after allografting:
application of a multistate model. Stat Med 2000b;19:3005-3016. [PubMed: 11042629]doi:
10.1002/1097-0258(20001115)19:21<3005::AID-SIM592>3.0.CO;2-9

Kolb HJ, Mittermuller J, Clemm CH, et al. Donor leukocyte transfusions for treatment of recurrent chronic
myelogenous leukemia in marrow transplant patients. Blood 1990;76:2462-2465. [PubMed:
2265242]

Lin DY. Non-parametric inference for cumulative incidence functions in competing risks. Stat Med
1997;16:901-910. [PubMed: 9160487]doi:10.1002/(SICI)1097-0258(19970430)16:8<901::AID-
SIM543>3.0.C0O;2-M

Nair VN. Confidence bands for survival functions with censored data: a comparative study.
Technometrics 1984;26:265-275.d0i:10.2307/1267553

Rotnitzky A, Jewell NP. Hypothesis testing of regression parameters in semiparametric generalized linear
models for cluster correlated data. Biometrika 1990;77:485-497.d0i:10.1093/biomet/77.3.485

Lifetime Data Anal. Author manuscript; available in PMC 2009 December 1.


http://dx.doi.org/10.1111/j.1467-9469.2006.00526.x
http://dx.doi.org/10.1093/biomet/90.1.15
http://dx.doi.org/10.2307/2685328
http://dx.doi.org/10.1093/biomet/67.1.133
http://dx.doi.org/10.1046/j.1365-2141.2000.01982.x
http://dx.doi.org/10.2307/1267553
http://dx.doi.org/10.1093/biomet/77.3.485

1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duosnuely Joyiny vd-HIN

Liuetal.

State O
Alive and
Disease
Free

Fig. 1.
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Time CLL model Logit model
Relative risk 95% Confidence interval Odds ratio 95% Confidence interval

100 days 1.44 1.06-1.97 1.53 1.06-2.20
6 months 1.82 1.41-2.36 2.16 1.55-3.02
1 year 2.35 1.87-2.95 3.51 2.48-4.95
2 years 177 1.42-2.21 2.40 1.70-3.38
3 years 1.57 1.26-1.95 2.03 1.43-2.89
4 years 1.52 1.22-1.89 1.93 1.36-2.76
5 years 1.45 1.16-1.81 1.81 1.27-2.60
6 years 1.44 1.15-1.80 1.79 1.25-2.58
9 years 1.45 1.16-1.83 1.86 1.26-2.74
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