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Abstract: Problem statement: Noninferiority tests are frequently used in claditrials to demonstrate
that the response for study drugs is not much witrae the response for reference drugs. Sevetal tes
statistics exist. However, a detailed comparisothobe test statistics is not researched. Moreaver,
little complex calculation might be necessary imsoof those test statisticApproach: In this study,

we investigated the performance of the existing setistics and propose new test statistics. Eurth
we compare them with existing test methods by meéssnulation and devise a suitable technique of
using of these test statistidResults: We found that for the proposed test statistics, @btual type |
error was close to the nominal level. Further, wtiensample size is moderate it is found thatnthe

test statistics have a little higher power thaneottest statisticsConclusion: One of the biggest
advantages of our method is that it does not requomplicated calculations.
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INTRODUCTION Farrington and Manning (1990) proposed three
inferiori h . . methods for estimating for an unknown parameter in
A noninferiority test, whose main purpose is 10 gangarg error measurement and they recommended

|n_d|_cate whether the response for study drugs ShOW3sing a restricted maximum likelihood estimatorjakih
clinically not much worse than the response for

. e . is a restricted value of the null hypothesis, psmubby
referenc_e Qrugs, IS often cpnducted in clinicatléi A Miettinen and Nurminen (1985). The statistical gaed
noninferiority test is especially, employed to gerthe . .

) i . . : software-power analysis and sample size-can caécula
difference between two binomial proportions if the ower in eight ways. Almendra-Arao (2009) showed
response is an independent binominal. The ICH-E 9 ys-

guidelines and the European medicines agenc at non-inferiority test sizes are calculated the
guidelines showed the framework of noninferiorisgtt ifference between two independent proportions dase

comparisons between treatment groups on Z-statistic with pooled variance, for several
Research pertaining to noninferiority tests forcontinuity corrections and the behavior of thesst te

deriving the differences between proportions haanbe SiZ€S is analyzed. Hirotset al. (1997) provides
conducted since a long time. However, few thesegonfldence intervals that correct skewness and
consider the behavior of test statistics in detail discusses the design issue of the required sangge s

Moreover, research in this field has been initiasety ~ for the noninferiority test. Dann and Koch (2008)
recently. proposed a method of evaluating the noninferiaeist

Dunnett and Gent (1977) selected an example ofn the basis of some confidence intervals. Theg als
noninferiority test from a clinical trial. In theiesearch, showed the relationship between the confidence
an estimator weighted by a noninferiority marginswa intervals and the noninferiority test for the diéface
used for the unknown parameter with test statistics ~ between two independent binominal proportions.
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Zhanget al. (2006) proposed a new test statistic This Z-test statistic asymptotically has a staddar
for the noninferiority test for ordered categorickdta normal distribution. However, several test statssti
and they expanded their test statistic to the difiee  have been proposed since the unknown parameter
of proportions. In this study, we proposeeav  involved in Z-test statistics.
test statistic, distinct from the method proposed b
Zhanget al. (2006). Pooled variance: The variance of the estimator under

We present a method of deriving an estimatorthe null hypothesis in a significance test is:
focusing on the noninferiority test for the difface
between two independent binominal proportions aad w N 1 1
detect and verify a well-performing estimator iristh V(o) =[n—l+n—2]n(1—n)
study.

where, the unknown parameter is= 11 = Tp. This
variance is generally known as pooled variance. By
replacing the unknown parameter in this varianct wi

Suppose that Xand X% are two independent the estimatoft, the 7 test statistic is given by:
random variables with a binomial distribution. Thst

MATERIALSAND METHODS

random variable is size;nand it has a binomial _ (fL-Tu)+4,
proportion Th, denc_)ted_as XB (nl_, ™). The s_ecor_ld P 1 1
random variable is size,nand it has a binomial \/[+]ﬁ(1—ﬁ)
proportionTy,, denoted as XB (n,, o). In this study, 1o

we assume that a large binominal proportion is
preferred consistently. Here, the hypothesis of thevhere, the estimator far is ﬁ:M_
noninferiority test for deriving the difference teten n+n,

roportions is: : . . .
prop Alternative hypothesis variance: The variance of the

Z-test statistic is identical to the one used unither
(1) alternative hypothesis. Each maximum likelihood
H,:m-m,>-A, estimator not related to the hypothesis is usedtHer
unknown parameter in the variance. Thg, Zest
statistic is shown as:

Hoim -1, =-4,

where, the noninferiority margin &,>0. We assume
that & = m-1m,. The difference between sample (f, - L) +A,

proportion, 8= -1, , is the estimator fos, where _\/ﬁl(l—ﬁl)Jrﬁz(l—ﬁz)
L =X,/n, and T, =X,/ m,. Therefore, the expected n n,
value under the null hypothesis is:

This is known as the Wald test statistic. Many

) researchers have indicated in many study that the
EQ@)=m -1, =-4, performance of the Wald statistic suffers when the
sample size is small. Further, Munzel and Hsuschke
(2003) showed the framework of the noninferiorigtt
for ordered categorical data. When the number of
categories is assumed to be two, it is regardea as
V(3= | LA T,) (2)  problem with regard to the difference between

n, n, proportions. Hence, this test statistic is derivieg

extending the method proposed by Munzel and
Hsuschke (2003) to the noninferiority test for digrg
the difference between proportions.

The variance is:

Therefore, the statistic of standardiz&ds given
by:
Null hypothesis variance 1: The variance of the
(fL-Tu) +A noninferiority test under the null hypothesis is:
— 2 0

Zee
ﬁi(l_ ﬁl) ﬁz(l_ ﬁz) 1- Azo N — (Tr'z - A0)(]-_ T, + Ao) T[2(1_ T[2)
J( T }1— = OETT T T,
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Dunnett and Gent (1977) proposed the estimator: (fy-Ty) +4A,

7 =
- (ﬁz _Ao)(l_ﬁ2+Ao) + ﬁz(l_ﬁz)
n, n,

®3)

_ _ _ Null hypothesis variance 3: Zhang et al. (2006)
for the unknown parametee. By using this estimator, proposed a new test statistic for noninferioritgt tén

the 7, test statistic is shown as: ordered categorical data. They extended it to detie
o difference between proportions and introduce the Z
_ (T, —T) +A, test statistic as:
D ~ ~ ~ ~
(TG, —A)(A-T, +A,) + T,(1-1,) .
n, n, Z.= _(pl — plO)
This is called the Dunnett-Gent test statistic. We n n, o2,

suggest that the problem was that the estimator (3)
exceeded the limit value 1. Where:

Null hypothesis variance 2: Miettinen and Nurminen E)l:l—é(ﬁl—ﬁz)
(1985) constructed a maximum likelihood estimator 2 2

. . . . . 1 1
with a restriction for the binominal proportiop under  p,==-=(@4,)
the null hypothesis. Farrington and Manning (1990) 2 2
proposed a test statistic using this estimator. [bge o2 =i(1_(nl_n2)2)
likelihood function under the restricted null hypesis 4

T = —4o is: Tl =%TI1(1—TE1)
(1) Ox, (T, = A +(n,=x ) In(L-T0,+ A ) o2 =ina-m)
+X,In(1L,) + (0, = X,) In(1-11,) 4

Using each maximum likelihood estimator for the
The solutionr,, which maximizes this function is unknown parameter in thecZtest statistic, the &

given by solving the following cubic equation: statistic is defined by:
art + b + ar, + d= 0 7 = (,-T) +4,
ﬁl(l_ ﬁ1) + ﬁz(l_ ﬁz) 1- AZ0
Where: n n, 1- 6-[2 - ﬁ1)2
a=n+n
b=—{n,+n,+X,+X,+An,+ 2n,)} Kawasakiet al. (2008) applied this test statistic to

the confidence interval for the difference betwéen
independent binominal proportions. They showed that
d=-xA,1+4,) the new confidence interval showed a greater
improvement in performance than the Wald interval.

C=NAZ+A (2%, + N+ N+ X+ X,

Therefore, the maximum likelihood estimator is: _ ) o
Null hypothesis variance 4: In the test statistic used by

fi, = 2ucos(w)- b/3e Zhang et al. (2006), the estimator for the unknown
parameter in variance is not unbiased. In thisystue
Where: use these unbiased estimators for the unknown paeam

o 3 to propose a new test statistic that is defined as:
w ={m+Cos (v/u’)}/3

v=(b/3af- bc/63+ d/2 7 - ([m-T)+4,
CuU
u=sign(v)/ (b/3aj- c/3a G, 001 |1-4%
nl n2 6%0

Using this restricted maximum likelihood
estimator, the Ztest statistic can be shown as: where, the unbiased estimators are:
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62 - (nlnz_ nl_ n2+ 2)(1_ ﬁl_ﬁzj )+ (nz_ zﬁl (]-_ﬁl)F (I’l— Ziz (iﬁz (4)
* 4(n,-H(n,- 1)
52 = (1—(fg—ﬁ2)2)+ (n,n, = n, = IyT, (71, - 71, (F7y,) (5)
10
4n,-(n,- 1)
52 = (1—(fg—ﬁ2)2)+ (nyn, = n,— 1y, (&1, - 71, (T1,) (6)
01
4(n,-(n,- 1)
The derivation for these unbiased estimatordustiated in the Discussion.

RESULT

We show the validity and usability of each teatistic. In this research, with regard to thedigfiof the test, it is
assumed that the type | error is close to the nalnféwel. Further, usability of the test is assurteelde high power.

In Table 1, we evaluate whether the actual typerdr is at the nominal level of 2.5%. In Tablew® show
that the actual type | error is at the nominal lefe5%. The actual type | errors of each methaal aalculated by
conducting a simulation 100,000 times under eactdition. The following points are indicated in T@ald and 2.

Table 1: Actual type | error (%) of test for the inferiority hypothesis (1), nominal level is 2.5%
Method (%)

Sample

size T Ao Zp Zw Zp Ze Zce Zcu

n, =10 0.3 0.05 3.04 343 3.08 3.06 3.06 2.73

n, =10 0.3 0.10 2.85 4.22 2.83 2.60 2.88 2.85
0.5 0.05 3.65 3.52 3.66 3.61 3.76 271
0.5 0.10 2.38 3.49 2.46 2.42 2.50 2.37
0.7 0.05 2.85 3.64 2.86 2.89 2.81 2.78
0.7 0.10 4.04 4.79 4.15 2.53 4.13 3.72

n; =30 0.3 0.05 271 2.98 2.65 2.64 2.64 2.67

n, =30 0.3 0.10 2.71 2.55 2.59 2.65 2.61 2.68
0.5 0.05 2.39 3.50 2.33 2.24 2.26 2.25
0.5 0.10 2.66 2.54 2.61 2.52 2.56 2.57
0.7 0.05 2.53 3.02 2.53 2.57 2.58 2.52
0.7 0.10 2.96 3.00 2.86 2.53 2.99 291

n, =50 0.3 0.05 2.69 2.78 2.69 2.69 2.62 2.69

n, =50 0.3 0.10 2.58 2.58 2.53 2.60 2.66 2.54
0.5 0.05 2.32 2.37 2.27 2.27 2.31 231
0.5 0.10 2.68 2.75 2.78 2.85 2.76 2.79
0.7 0.05 2.52 2.61 2.55 2.66 2.65 2.54
0.7 0.10 2.89 2.87 2.85 2.54 2.89 2.89

Table 2: Actual type | error (%) of test for thenimferiority hypothesis (1), nominal level is 5.0%
Method (%)

Sample

size T Ao Zp Zw Zp Ze Zce Zcu
n, =10 0.3 0.05 6.61 7.76 6.63 4.80 6.63 4.86
n; =10 0.3 0.10 6.26 6.12 6.23 5.10 6.28 5.13
0.5 0.05 5.45 8.89 5.46 4.00 552 3.92
0.5 0.10 6.03 5.96 5.92 5.87 6.03 571
0.7 0.05 6.80 7.37 6.82 5.38 6.93 531
0.7 0.10 7.30 7.38 7.45 4.16 7.51 5.37
n, =30 0.3 0.05 5.14 5.27 5.16 5.10 5.12 5.25
n, =30 0.3 0.10 5.00 4.95 5.07 5.04 5.08 5.05
0.5 0.05 5.94 5.94 6.05 5.94 6.16 6.10
0.5 0.10 4.59 4.64 457 4.68 455 4.64
0.7 0.05 5.18 5.32 5.19 5.12 5.23 521
0.7 0.10 5.31 5.29 5.29 5.19 5.35 5.40
n, =50 0.3 0.05 5.05 4.98 4.97 5.14 5.06 5.00
n, =50 0.3 0.10 551 5.46 5.47 5.33 5.54 5.19
0.5 0.05 5.49 5.48 5.47 5.47 5.41 5.43
0.5 0.10 4.61 4.70 4.71 4.67 4.74 4.48
0.7 0.05 5.27 5.22 5.29 5.37 531 531
0.7 0.10 5.08 5.50 554 4.95 552 5.08
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Table 3: Actual power (%) of test for the no indeity hypothesis (1), nominal level is 2.5%
Method (%)

Sample

size Ty T Ao Zp Zy Zp Z Zce Zcy

n, =30 0.3 0.20 0.05 26.50 29.16 26.60 26.73 26.58 6.82

n, =30 0.5 0.40 0.05 20.45 25.67 20.67 20.66 20.29 0.4&
0.7 0.60 0.05 23.71 25.67 23.92 24.05 24.16 23.86
0.8 0.70 0.05 26.52 29.04 26.72 26.52 26.71 26.75
0.3 0.30 0.10 14.25 14.41 14.29 13.90 14.11 14.07
0.5 0.50 0.10 12.25 12.27 12.18 12.26 12.41 12.27
0.7 0.70 0.10 14.20 14.15 14.31 13.73 14.27 14.27
0.8 0.80 0.10 17.32 17.41 17.45 14.96 17.28 17.32
0.3 0.35 0.20 23.43 23.64 25.83 23.43 25.77 25.74
0.5 0.55 0.20 22.12 21.98 22.18 22.09 22.01 2191
0.7 0.75 0.20 26.11 26.12 28.72 25.77 28.54 27.55

n, =50 0.3 0.20 0.05 41.54 41.49 41.55 41.71 41.66 1.74

n, =50 0.5 0.40 0.05 31.30 31.91 31.23 31.23 31.45 1.213
0.7 0.60 0.05 35.55 36.73 35.83 35.92 35.71 35.91
0.8 0.70 0.05 41.60 41.73 41.61 41.48 41.36 41.45
0.3 0.30 0.10 20.10 20.11 19.70 19.90 20.05 20.19
0.5 0.50 0.10 18.47 18.36 18.65 18.33 18.55 18.33
0.7 0.70 0.10 20.15 19.97 20.20 19.78 19.94 20.20
0.8 0.80 0.10 25.42 25.40 25.20 23.27 25.58 25.28
0.3 0.35 0.20 35.89 36.00 37.45 37.43 37.52 37.35
0.5 0.55 0.20 34.01 34.53 34.64 34.45 34.37 34.10
0.7 0.75 0.20 39.36 40.03 41.59 40.94 41.33 40.74

n; =100 0.3 0.20 0.05 69.30 69.10 69.43 69.34 69.33 69.37

n, =100 0.5 0.40 0.05 58.47 58.47 58.33 58.49 58.39 58.53
0.7 0.60 0.05 60.25 61.07 60.52 60.21 60.46 60.30
0.8 0.70 0.05 69.20 69.32 69.28 69.36 69.46 69.46
0.3 0.30 0.10 34.16 34.55 34.71 34.24 34.56 34.58
0.5 0.50 0.10 31.35 30.80 31.22 31.27 31.03 30.85
0.7 0.70 0.10 34.37 34.35 34.68 34.50 34.59 34.42
0.8 0.80 0.10 43.31 43.48 43.17 41.76 43.31 43.32
0.3 0.35 0.20 62.32 62.13 64.01 63.37 64.12 63.78
0.5 0.55 0.20 58.14 58.36 58.34 58.44 58.51 58.37
0.7 0.75 0.20 66.05 66.71 68.43 66.94 67.69 67.57

The actual type | error of ¢ exceeded the nominal higher powers than the others, especially with allm
level with a small sample size and even when theample size. However, we do not infer that it has
sample size was moderate, it often exceeded thesability since the validity of theZ statistic is not
nominal level. The actual type | errors ofeZZy and  assured. It shows thatpZZce and %y have higher
Zp showed similar behaviors. Besides, the actual type powers when the sample size is moderate. In p&aticu
errors of these methods are close to the nomiwal,le in cases with moderate sample size, it was fouadl th
except in cases where the small sample sizes at. sm Zc, has a stable high power.

We found that the actual type | errors of @nd Zy Further, we found thatezand % had lower power;
came close to the nominal level even though thepkam in particular, Z had lower power even at large sample
size was small. Further, when the population pripor size. We also found that the characters of thegpamf
was an extreme value, the actual type | error bf @a  each statistic were changed by the value of the
was close to the nominal level. Therefore, wenoninferiority margin only in a few cases. From the
recommend the use of-Zest statistics in cases where above result, it was inferred thap,ZZce and 7 test
the population proportion is assumed to be extremestatistics have high usability.

Thus, all of the above indicate that And Z, test

statistics have high validity. In Table 3, we shdwhke DISCUSSION

actual power in the one-sided test at the nomiea|

of 2.5%. The actual power of each method is catedla The derivation for these unbiased estimators is
by a simulation conducted 100,000 times under eachlustrated in this section. Let us consider a
condition, as we did for the type | error. nonparametric two-sample situation, where it is

We deduced the following points from Table 3. It assumed that the variableg; YY1z, Y1nlY1 and Yo,
indicated that the ¢ statistic and the Zstatistic have  Y,,,...,Y,o (Y, are mutually independent. For the
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purpose of formulating a nonparametric test, a taivo The test statistic:

probability is advocated by some authors. The

nonparametric test for noninferiority may be forated T=JN®, -py)
as:

1 is asymptotically normally distributed with expeata
p,=P(Y,<Y,) S P(Y.=Y,) 0 and variance:

2 2
The nonparametric test for noninferiority may be o? :N(% +&]
formulated as: n n

Hoip=pyp=1/2-8, (7) where, N = gny let Z=T/,/o? ; then:
H,ip <pyp=1/2-3,

7= E)l_plo - bl_ Pio

where,d, is the noninferiority margin an&<0. Let¢ o2 o2 g2
be a function of two real variables: N \/ +
nl nZ
1 x< . . S
“1/2 x= y is an asymptotically normal distribution. Howevese
o00y) = x=y cannot use this test statistic. We should repldee t
0 x>y unknown parameter in the Z-test statistics by
estimators.

and let: Munzel and Hsuschke (2003) proposed that the test

statistics for hypothesis (7) is:

non

u=>>U,

i=1 j=1 7 = _(ﬁl_plo)
R e
. . 910, On
where, | = ¢(Yu, Y2). The unbiased estimator of P n, n,
becomes:
1 where, the estimator is:
p= U
1112 R 1 & — 92
CfOZWZ[Ui_Ul] (8)
. i=1
Let o, be the variance of Und letoZ and o}, v
denote the covariance: _ o o
where, U, =>U /n . Similarly, let us
i=1
o-fl = V(U ij)' _ n, n
03, =Cov(Uy, U, ), j# | denotel, :Zl:Uj/nz* Uj :leuij and:
j= i=
05, = Cov(U,,U,),i# k.
R 1 g =P
. 62, =—— U -u 9
In addition ¢Z and o2, are represented as: o nfnzjzzl:[ j ZJ ©
0% =E(U,U,)~E(U)EWY )= p - § .} | Moreover the empirical estimators dfahd B are:
00, =E(U;Uy) - E(U)EWY;)=R - § .i# k. 1 N 1 M
p, = U.p, = Vg
PP T &Y

The variance of, is given by:

Zhanget al. (2006) pointed out that one problem
V(p,) =i[of1+(n ~1)0%,+ (M- 1)02] with this is that it used the variance under aeraktive
nn, hypothesis. They proposed the test statistic:
28
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— _(f)l - plO)
¢ 2 2 _
O, %n P1o(1— Pio)
m n 0%,

in which o2, =p,(1- p,) and used a variance under a null hypothesis. fBisisstatistic £ follows the asymptotic
standard normal distribution. However, we cannetitgs it is. They used expressions (8) and (8)poposed the
Z g test statistic:

_(61 ~ plO)
m n a5,

where, 6%, =p,(1- p,). Zhanget al. (2006) call the Z test statistic an empirical test statistic. Weideunbiased
estimators for the unknown parameter witht&st statistics. The unbiased estimators,& il R are given by:

Zee =

mon N

TR DI

nn (nz ES
_ n n,
p3 nn (n ZJZ; ij k]

We show that the unbiased estimatowgf is:

52 = M @-B)- (- Dla-"p) (1~ Hp-"R (10)
o (n,-1)(n, - 1)

Moreover, the unbiased estimatorsajdf and o2, can be:

52 =N (=)= n(n- Hla-"p )y (- He-"R (11)
10 (n,—-1)(n, - 1)

52 = Mn@-H)- (-DR-B)r n (M- YR8 (12)
o (n,-1)(n, - 1)

Becaus@,, p, and p, are unbiased and consistedf, and 2, are unbiased and consistent. Therefore, the Z
test statistic is proposed as:

_(61 - plO)
Eio +67<2>1 P1o(l= Pyo)
m n a2,

We let Y; and Y, be two independent Bernoulli random variables witland o respectively. Through simple
calculation, we obtain:

Zoy =

1 1

P, _E__Z(T[i nz)

Therefore the estimator of & given by:

~ 1 1
P, —___(Tli nz)
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The hypothesis for noninferiority, expression (7),

can be represented as:

Hoim -1, =-4,
Hiim-m,>-4,

where, Ay = —28,. The important components of the
asymptotical varianc®, are:

1 1 1
Ofo = ZT[L(]-_ n1)10-%)1: an(l_ T[2),O'2002 2 [A-(f-m 7)2]

Therefore, the & test statistic is:

(ﬁl_ﬁz)"'Ao
. -

CE —
A2
O.
10 4
m

~ 1
&= Lna-m)

Z

2
0-OO

Where:

o 1
Op1 = an(l_ th)

6 = 4lL- (-1

We can obtain other expressions of the relatipnsh
between the empirical estimator and unbiased e&ima
for p, and R as:

- A 1 . ~
P, =P, _m(o-il_ 6% (13)

2

(ail - 610) (14)

By =py-—
3 3 nl _ 1
Substituting (13) and (14) into (10-12) and naotici
that 67 =62,+63, for the Bernoulli variable, the

unbiased estimator af?,, o2, andg? can be derived

as expressions (4-6) respectively.
CONCLUSION

In this study, we investigated the validity and
usability of test statistics in the noninferioritgst for

the difference between two independent binominal

proportions.
It was deduced that the power of thet&st statistic
is generally low. We suppose that this is a resuthe

30

use of the variance with an assumed null hypotHesis
a significance test.

We found that the £ test statistic showed higher
power than the £ test statistic. However, it also
showed that the actual level frequently exceeded th
nominal level. Therefore, theyZtest statistic does not
fulfill the validity of testing. Hence, using thisethod
only because its power is high might lead to a \yron
conclusion.

The power of the gtest statistic performed better.
However, it is best if this test statistic is used
judiciously since the estimator of a nuisance patam
used in this test statistic may exceed the limitea

We have deduced that the Fest statistic is the
method that passes the validity in the noninfetyori
test. Especially, we also found that this is ats® anly
method in which the type | error comes close to the
nominal level when the population proportion is an
extreme value. However, we also found that the powe
of this method is comparatively low. Moreover, the
method of calculating this test statistic is alditt
complicated since this method uses a restricted
maximum likelihood estimator.

In conclusion, we prove that the proposeg @nd
Zcy test statistics are methods that show that thpe t
errors are comparatively closer to the nominal llewel
also that they have reasonably higher powers; Ehis
particularly true in the case of the;Ztest statistic,
which uses an unbiased estimator that shows aestabl
positive behavior in the hypothesis test. In additione
of the biggest advantages of our method is thdodéts
not require complicated calculations.
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