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ABSTRACT
PK analysis is one of important part in clinical trials’ work. In this paper, we will discuss the category of PK
trials; the object of the PK analysis and what will be included in; the statistical programming methods will
be used for PK analysis; and how to approach the PK results from programmers’ view. In this paper, we
will use some example and code to illustrate below topics.

INTRODUCTION
I would like to introduce my paper from below points:

 Category of PK Studies

 Object of PK Analysis

 Overview of Object and Statistical method

 Programming approaches and methods

• descriptive statistics

• BE study

• Exposure-response study

 Summary

CATEGORIES OF PK STUDIES
There are various PK studies in our clinical trials, but from the aspect of study’s type, I think we can have two general
types:

One, first time in humans PK analysis, we call it FTIH for short.

This kind of study usual small in population, and with dose-escalation process. And the propose is to evaluate the
safety, tolerability of the drug. Based on the results we want to build the PK profile on each dose level and aiming to
determine the dose in consequent studies.

Two, bioavailability or bioequivalence study.

This kind of study should after the first-time-in-humans study and to further exploring the drug characters. We usually
use crossover or parallel-controlled design to compare the effect in different phase. Some studies in our daily work,
e.g., FOOD-effect (FE) study, or Drug-Drug Interaction (DDI) study, are belonging to this kind of.

OBJECT OF PK ANALYSIS
The objective of PK trials usually including:

One, concentration-time profile data per subject. The example shows like in the Figure 1. And red box
shows the concentration results for each timepoint for one subject.
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Figure 1 Concentration-time Profile Data

Two, the parameters’ value for per subject and we can have simpler statistical analysis base on
population. This picture shows the parameters we get from WinNonlin software.

Figure 2 Parameters’ Value for per Subject
Three, exploring the dose-response based on selected parameters among results from WinNonlin, and
the typical measures like Cmax, AUC and tmax. By log transformation Power model, we can get linear
model like shows in Figure3.

Figure 3 Power Medel Log Transformation

OVERVIEW OF OBJECT AND STATISTICAL METHOD
Before getting into PK analysis methods, firstly introduces three common parameters.
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Cmax indicates the maximum concentration. The peak in Y- axis, which you can see in the Figure 4.

tmax indicates the amount of time that a drug is present as the maximum concentration. You can see the vertical line
shows in the Figure 4.

AUC indicates the area under the plasma drug concentration versus time cure. You can see the shadow in the Figure
4.

Figure 4 PK Parameters illustration

Table 1 summarized three objects and corresponding statistical methods, and the datasets will be used.

For concentration analysis, we used descriptive statistics in tables, and the listing for subjects’ PK results and the
mean with SD curve in figure. The datasets will be used including PC in SDTM and ADPC in ADaM.

For parameters analysis, like in BA or BE study, we used besides descriptive statistics in tables, we also used paired
test or non-parametric univariate tests in table, like in FE study or DDI study. And the listing the parameters’ results
for each subject. The datasets will be used including PP in SDTM and ADPP in ADaM.

For dose-response analysis, we used power-law model with confidence interval criteria shows in table. And showed
the relations in figure. The datasets will be used including PP in SDTM and ADPP, ADEX or ADEXSUM in ADaM.

Object Statistical method SDTM/ADaM datasets used

Concentration
analysis

descriptive statistics in table

list subjects’ observed results

Mean with SD curve

PC / ADPC
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Parameters
analysis

(BA/BE study)

descriptive statistics in table

paired test/Non-Parametric Univariate Tests

(e.g., FE study, DDI study)

list parameters’ results

PP / ADPP

Exposure-
response

Model results with confidence interval criteria in
table display relations in figure

PP/ADPP, ADEX (ADEXSUM)

Table 1 Objects and corresponding statistical methods, and the Datasets

PROGRAMMING APPROACHES AND METHODS
First, let’s look at the descriptive statistics in PK analysis. Unlike common descriptive statistics we used
for continuous variables, In FDA guideline of Statistical Approaches to Establishing Bioequivalence, which
recommends that the measures be log-transformed using either common logarithms to the base 10 or
natural logarithms (e). Figure 5 shows 2 types of table styles which besides common results, we also
displayed like co-efficient of variation (CV%), Geo-mean and Geometric CV% in table for both
concentration and parameter tables.

Figure 5 Descriptive Statistics in PK analysis style 1
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Figure 6 Descriptive Statistics in PK analysis style 2
In Figure 7, showing the core sentence for calculating the geometric results. The first highlighted code
shows the logarithmic transformation base on natural logarithms. The second highlighted code shows
calculation to the transformed results. The next one shows retransformed into the result of geomean. The
last code here shows retransformed into the results of CV% based on lgsd result.

Figure 7 Descriptive Statistics

THE BASIC CONSIDERATIONS OF BIOEQUIVALENCE ANALYSIS
Before we get into the BE study, I want to show some basic consideration of BE study.

Bioequivalence, we call it BE for short, is a study which used to consider two products to be bioequivalent in
pharmaceutical ingredient.

Among parameters we got from WinNonlin software, recommend AUC, and Cmax or tmax as PK analysis response
variable.

The models we will be using including mixed-effects and two-stage linear models.

For BE study, which is a comparing tool, the criterion for testing the results is important. And the criterion is to
construct a 90% confidence interval for ut – ur of the average of selected parameter. Here u indicates the average
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value. T indicates test drug; R indicates reference drug. The last one, besides getting the comparing result, we also
want to evaluate the sequence effects.

PROGRAM APPROACHING FOR BIOEQUIVALENCE ANALYSIS - GLM MODEL.
With these basic ideas, let’s first look at GLM model. In Figure 8 shows the code for GLM model. In CLASS sentence,
we list the variation of sequence, subject, period, and treatment. In MODEL sentence, the log transformation of
parameter as response. From ESTIMATE sentence, we obtain the adjusted difference between treatment and the
standard error of these difference.

Figure 8 GLM Model

PROGRAM APPROACHING FOR BIOEQUIVALENCE ANALYSIS - MIXED MODEL.
The next one is MIXED model (in Figure 9). Same as in GLM model, in CLASS sentence, we list the variation we
want to test, and so dose in MODEL sentence. In ESTIMATE, here I used T versus R, means the ratio of test drug to
reference drug, but if change to R versus T, the coefficients need change to -1 1.

Figure 9 MIXED Model

COMPARISON OF GLM AND MIXED.
For missing case, GLM will removes all subjects with any missing period, while MIXED model uses all observed data,
even only one period in crossover design.

Which method be used in primary endpoint should be pre-specified in protocol or SAP.

PROGRAM APPROACHING FOR BIOEQUIVALENCE ANALYSIS - TMAX ANALYSIS.
In prior slides, we mentioned three parameters in PK analysis, Cmax, AUC and tmax, but tmax has some differences to
other two. This page shows the difference. Please note, Cmax and tmax are obtained from observational data, meaning
not calculated or derived. But tmax variable is a categorical variable that can only take values based on the planned
sampling scheme, although theoretical the result should be continuous. For example, if the planned timepoint is 0, 2,
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4 and 8 hours after dose, we cannot get the 1.5-hour result. From the point of different type, for Cmax we can use
average and standard deviation for summary statistics, for tmax we use medians and ranges. And further, for
comparison of tmax, we use non-parametric test.

Figure 10 shows the simple code for tmax analysis in BE study. In DATA step, create a difference between two related
variables. e.g., in DDI study, avalt indicates the median of test drug, avalr indicates the median of refer drug. In
UNIVARIATED procedure, using the variable of difference in the VAR statement.

Figure 10 tmax Analysis
There are some tips for tmax analysis. For related samples, like before and after meal on single group of subjects in
FE study, in another way, we also call it paired samples or matched pairs test. In UNIVARIATED procedure performs
a Wilcoxon signed rank test and a sign test for default.

But for two independent samples, we recommended use NPAR1WAY procedure, and for details test method, please
first discuss with your statistician team or depends on data distribution.

INTRODUCTION OF EXPOSURE-RESPONSE.
Next and last section let’s talk about exposure-response. The exposure -response we call it as ER for short, is a tool
that estimate the pharmacokinetics characters or saturability on modeling selected parameters (like Cmax, AUC) and
expose level.

For Power model, which describe the PK and dose relationship, after log transformed, if the hypothesis is linear
relation.

There are different types of ER analysis models:

1. the linear regression models using the procedure of REG or GLM
2. simpler linear regression with estimate statement using GLM
3. simpler nonlinear regression models (without multiple variance components) using procedure NLIN
4. nonlinear regression with estimate random effects (same as MIXED procedure in BE study) using

PROC NLMIXED
Figure 11 shows the REG procedure. In MODEL sentence, log transformed PK value as response variable, and log
transformed dose value as test variable, CLB option here computes 100(1-α)% confidence limits for the parameter
estimates.
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Figure 11 REG Procedure
In GLM procedure, similar like in REG, and the SOLUTION option produces a solution to the normal equations for the
parameter estimates. And CLPARM option produces confidence limits for the parameter estimates.

Figure 12 GLM Procedure
Results are showing in this page. The criteria is usual 1+ln(θL)/ ln(r) ~ 1+ln(θH)/ln(r). If the 90% CI full fall into the CI,
like showing in the axis, the conclusion is having linear relationship between exposure and the PK parameter (and
here is Cmax). Else the conclusion will be not linear relationship but can be further research other relation.

CONCLUSION <HEADING 1>
PK analysis is part of clinical trial, and also one mainly works for SAS programmers. This paper just
introduced some points we used. The model and options used can be discussed more further and deeper.
But the statistical methods can be used by the analysis propose. We recommend that discuss the
method and model with team members, especially with medicine and statistician.
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