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Bootstrap and MLS methods-based individual
bioequivalence assessment

Kongsheng Zhang and Li Ge,

Abstract— It is a one-sided hypothesis testing process for assess-
ing bioequivalence. Bootstrap, Bayesian bootstrap and modified large-
sample(MLS) methods are considered to study individual bioequiva-
lence(IBE), power of bootstrap tests is simulated and compared with
FDA(2001). The results show that Bayesian bootstrap percentile is the
most excellent method in power simulation and, bootstrap percentile
method and MLS method are equivalent to the method of FDA(2001).
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I. INTRODUCTION

HE aim of bioequivalence(BE) studies is to assess the

equivalence of two pharmaceutical drug of the same
active drug substance(Wijnand[1]). BE generally have three
types including average bioequivalence (ABE), population
bioequivalence (PBE) and individual bioequivalence(IBE).
ABE focuses only on the difference of average measure be-
tween test drug(T) and reference drug(R), the interest measure
may be area under curve and peak concentration. But ABE
ignores the variability of the measure for T and R. PBE
emphasizes total variability of the measure in population. IBE
takes into account the within-subject variability and subject-
by-formulation interaction for T and R. The mixed-effects
model usually be used to evaluate BE.

The original bootstrap method is used to study BE
(FDA2]). FDA[3] proposed a parametric method to evalu-
ate BE. Shao etal.[4] improved the assessing procedure of
FDAT1]. Pigeot[5] continued to investigate IBE by bootstrap
percentile method. Efron[6] proposed a new method named
bootstrap which can simulate confidence interval for interest
parameter such as mean and variance. Now there are many
different styles about the bootstrap. The asymptotic theory of
bootstrap can be seen in the literatures (e.g., Singh [7]; Bickel
and Freedman [8]).

The hybrid bootstrap percentile method is to approximate
the distribution of & — 6 by 6* — §. On the basis of bootstrap
percentile method, the approximated upper confidence bound
is Qé—é*(Ba). Hall [9] pointed out the coverage error was also
O(n~2). Rubin [10] proposed the Bayesian bootstrap method
to construct confidence interval.

Ting etal.[11] extended the idea of modified large-
sample(MLS) method to obtain an upper confidence bound
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for n = c10} + -+ + ¢p02 in which ¢;(i = 1,2,...,p)

different sign. The 1-« upper confidence bound is

1674 -+cpcr§+\/c§a‘f(u—1 —-1)24---+ 6204(u—p —1)2,
P

where )
L {X(x,nn ¢i >0,
U; = 2
on,ni? ¢ < 07
n; denotes the number of samples in each sequence and
61,63,---,07 are independent. Lee etal. [12] considered the
case that 67,63,---,6, are dependent and used the new
method to evaluate PBE.

The rest of this article is organized as follows. In Section 2,
we provide a description of the statistical model and criteria
for evaluating IBE in Appendix G of FDA’s Guidance[3]. In
Section 3, the power of different bootstrap methods and MLS
method for test procedures is simulated, and the type | error
of several tests is investigated. We present some conclusions

in Section 4.

Il. STATISTICAL MODEL AND CRITERIA

To assess IBE s-sequence and four-period experiment usu-
ally be considered. FDA[3] recommended the mixed-effect
model

3)

where i = 1,2,...,s indicates sequence, j = 1,2,...,n;
indicates subject within sequence i, k=R,T denotes treatment,
[=1,2 denotes replicate on treatment & for subjects within
sequence 4. Y;i; is the response of replicate / on treatment k&
for subject j in sequence 4, ;i represents the fixed effect of
replicate [ on treatment & in sequence 4, d;;; iS the random
subject effect for subject 5 in sequence ¢ on treatment k, and
eijkt 1S the random error for subject j within sequence 7 on
replicate [/ of treatment k.

The linearized criteria are as follows in FDA [3]

(a) reference-scaled(o 3, p > o)

Yijr = pr + Virt + ik + €ijr

m = (ur — pr)* + 0h + ofyr — oy r — 01 ofyr,  (4)
(b) constant-scaled(o 3, , < o)
2 = (ur — ur)? + 0h + ofyr — ol — 01 - oy, (5)

where u7 and g indicate population average responses of the
log-transformed measure for the T and R formulation, respec-
tively. 0%, = 0%, + 0%, — 2popropr indicates subject-by-
formulation interaction variance component, o3, and o3
represent the within-subject variance of the T formulation and
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R formulation, respectively. o3, represents specified constant
within-subject variance and 6; BE limit. Consider the testing
hypothesis

Hy:n>0 wversus H;:n<0 (6)
where n = if o, > 08,y and n =2 if o < oF0.
Some statistics are defined as follows:

Lij =Yir. —Yiir., Tij = Yijm1 — Yijro,
Ri; =Yijr1 — YijRr2, 1=1,2,...8, j=1,.2,...n
Yijr. = (Y + Yir2), Yijr = 3(Yijr1 + Yijre),
[Lk = %Zle }/zk: k:R,T.
iu_nlLZ] 1221 1 L]klv A:ﬂT_ﬂRv
My =67 = -3 Y0, (I — L)%,
My = 63y = 5= 500, S0 (T = T0)?
MR = 6fyp = 5u 2im1 2ojen (Rij — Ri)?,
nr=nr :nRzz;?:lm — s.
IT-Z%Z}ZJ@ T —nllZ Tij,
= Zm Rij-
Then the above linearized criteria are estimated by
(c) reference-scaled(Mg > 03,):
=A% 4 M;+0.5Mp — (1.5 + 0;) Mg, (7)
(d) constant-scaled(M g < o3():
=A% 4 M; 4+ 0.5Mr — 1.5Mg — 010%0.  (8)
Compute the 95% upper bound of the parameter 7 . If the

upper bound is negative or zero, we can draw a conclusion
that the IBE is equivalent for T and R. To calculate the upper
bound there are parametric methods such as FDA[3] and
nonparametric method(e.g., FDA[2]; Shao etal. [4]). On the
basis of the mixed-model(FDA[3]), we study IBE by using
bootstrap and Bayesian bootstrap methods.

Note that
UI — Var( uT1+YUTz _ Yq,le-gYing)’
Yi/‘ *Yir' Yi/' *Yi/‘
Ty = var(%), odrp = var(w),
i Yii Yiiri—Yiir
and COV( ]T;ﬁ T2 ]R;\/ﬁ JRZ) —0,
V(Yijﬂ +Yijre  Yijri +Yijre Yijm — K-sz) 0
2 2 ) 2\/5 )
OV(YijT1 +Yir2  Yijri +Yijre Yijr1 — Yz‘jm) .
2 2 ’ 2\/5 3

since cov(T1,T%) = 0%, COV(R1, Ro) = 0%,
cov(Ty, Ry) = cov(T1, Ry) = cov(Ts, Ry) = cov(Ts, Ro) =

popropr. Hence My, Mr, Mg are independent. "

I1l. SIMULATION RESULTS

Given s=2 and n; = ny, = n, let
y1; = (Yiym1, Yir2, YiiRt, YijRr2),

y2; = (Yoj71, Yoj72, YojR1, Y2 R2),

(j = 1,2,...,n), the bootstrap sample (yi1,97s,---,¥in)
and (y31, Yaa, - - - » Ya, ) are drawn from (y11,y12, - - ., Y1) and
(Y21, Y22, - - - , Y2n) With replacement, respectively.

We choose appropriate criterion to calculate 77 or 73, either
A} or 73 denoted by 7*!,

(M1) bootstrap percentile method(BP): For each bootstrap
sample, we calculate the bootstrap estimator M}, of o3, 5 to
compare with o3,, = 0.04 so as to choose the approximate
the criterion. Repeat the above step B times (choose B=500),
we can calculate the bootstrap estimator #**(b = 1,2,..., B)

of n, let #*(i) represent the i-th largest number of 7**(b =
1,2,..., B). The approximate 100(1 — «) confidence upper
bound is #7*(B — Ba) for i . IBE is equivalent to T and R if
7*(B—Ba) <0 .

(M2) hybrid bootstrap percentile method(HBP): We analo-
gously compute the approximate 100(1 — «) confidence upper
bound for 7 is 27 — 77*(Ba). IBE is equivalent to T and R if
2i) —*(Ba) <0

(M3) Bayesian bootstrap percentile method(BBP): To es-
timate the interest parameters A, o%, o3, and o, 5, We
generate s random vectors V;=D(n;;1,1,...,1) (i=1,2,...,8).
Then the Bayesian bootstrap estimator of A is

A* = %ZZVUIZ-J-.

i=1 j=1

9)

The Bayesian bootstrap estimators of o2, 0%, and o2, are

an”zZVw i ZVUIU . (10)
Jj=1

My = 27”LT ”zZVw ij ZV;J'TU)Q’ (11)
j=1
and
. 1 S N4
Mp = 20 & ”ZZV?J ij ;VinM)Q, (12)

respectively. Denoted Bayesian bootstrap estimator of 7 by
A*BbB(b = 1,2,...,B). IBE is equivalent to T and R if
igg(B —Ba) <0.

(M4) hybrid Bayesian bootstrap percentile method (HBBP):
The process for assessing IBE is similar to Bayesian bootstrap
percentile method. IBE can be claimed for T and R if 27 —
gg(Ba) < 0.

(M5) by the work of Section 2 we use formulas (1) and (2)
to calculate the upper confidence bound for the parameter 7.

The following parameter setting is considered (ps represents
parameter setting):
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5 . . . The following parameter setting to enable Hy hold is
PS ur—pr Oowr Owr OBT OBR P n considered.
1 0.10 0.06 005 0.03 0.02 0.9 -0.0988
2 0.10 0.03 001 0.03 0.02 09 -0.0639 T S N N— 7
; 0m Gw 0% oo o o 0o Tow o oot oo ool ov oo

2 0.30 0.03 001 006 0.03 0.9 0.0238

All these above 4 parameters setting satisfy n < 0. For 3 0.40 0.10 003 0.09 001 09 0.1762
each parameter setting we generate 100 groups random nubers 4 0.10 0.02 001 0.03 0.02 09 0.0262

under the model in FDA [3] and B=500 bootstrap samples for
each group. Denote [ the number that the upper confidence
bound of 7 is less than or equal to 0, then 5/100 means the
power simulated for the test procedure. We evaluate IBE by
parametric method (FDA [3]), BP mehtod, HBP method, BBP
method, HBBP method and MLS mtehod (see, Ting etal. [11];
Lee etal.[12]) at significance level o = 0.05. The results are
shown in Tables 1 and 2.

TABLE |
POWER SIMULATION

ps  method B (n=12) B (n=24) B (n=36) (3 (n=48)
T FDA's 0.79 0.92 1 T
BP 0.75 0.93 0.98 1
HBP 0.61 0.83 0.90 0.98
BBP 0.99 0.99 1 1
HBBP 0.98 0.97 0.99 0.99
MLS 0.79 0.92 1 1
2 FDA’s 0.95 1 1 1
BP 0.97 1 1 1
HBP 0.85 0.94 0.98 1
BBP 1 1 1 1
HBBP 0.95 1 1 1
MLS 0.95 1 1 1
3 FDA’s 0.70 0.90 0.97 0.99
BP 0.82 0.88 0.99 1
HBP 0.65 0.79 0.76 0.87
BBP 1 1 1 1
HBBP 0.85 0.58 0.87 0.98
MLS 0.70 0.90 0.97 0.99
4 FDA’s 0.87 0.99 1 1
BP 0.91 0.97 1 1
HBP 0.71 0.89 0.5 0.98
BBP 1 1 1 1
HBBP 0.50 0.81 0.92 0.93
MLS 0.87 0.99 1 1
TABLE I
POWER SIMULATION
ps method B (n=12) B (n=24) [ (n=36) [ (n=48)
1 FDA’s 0.75 0.92 1 1
BP 0.73 0.92 0.98 1
HBP 0.59 0.83 0.90 0.98
BBP 0.96 1 1 1
HBBP 0.81 0.90 0.99 0.99
MLS 0.81 0.90 0.99 0.99
2 FDA’s 0.95 1 1 1
BP 0.97 1 1 1
HBP 0.85 0.94 0.98 1
BBP 1 1 1 1
HBBP 0.98 1 1 1
MLS 0.81 0.90 0.99 0.99
3 FDA’s 0.67 0.90 0.97 0.99
BP 0.81 0.88 0.99 1
HBP 0.65 0.78 0.75 0.86
BBP 1 1 1 1
HBBP 0.53 0.58 0.68 0.76
MLS 0.81 0.90 0.99 0.99
4 FDA’s 0.87 0.99 1 1
BP 0.91 0.97 1 1
HBP 0.71 0.88 0.95 0.98
BBP 1 1 1 1
HBBP 0.50 0.51 0.79 0.81
MLS 0.81 0.90 0.99 0.99
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The above six methods are used to evaluate IBE for the
dataset in [1]. Let o = 0.05, the 1 — o upper confidence
bound are -0.0305, -0.0425, -0.0506, -0.0505, -0.0471 and -
0.0316, respectively, the smallest number is -0.0505 which is
associated with Bayesian bootstrap percentile method.

IV. CONCLUSION

As shown in the above tables, we see that Bayesian boot-
strap percentile method is the most excellent method in power
simulation, bootstrap percentile method can achieve the same
power of FDAT[3], both percentile methods are superior to
hybrid methods. As Lee etal.[12] pointed out, FDA’s method
is too conservative. It is also true according to these above
tables, and we note that the MLS method is equivalenct to
FDA’s method. In practice we usually encounter the small
sample size, it is necessary for us to use BBP method to
evaluate IBE.
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