PFIM Interface 3.1

* Multiple response models

* Analytical form / differential équations | ““‘;;

¢ Library of PK models

— 1, 2 or 3 compartments

— oral, IV or infusion administration

— Single ot repeated doses ot Steady state . it Gondions s <(106, RivKout) Intal Condtlans + e(100, 0, RiiKous)

* Library of PD models
— immediate response models

— turnover models

* Optimisation Simplex/Federov-Wynn I o
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1 function models :

n (1og (exp (1P1) * exp(-exp(llambdal) * t) + exp(1P2) * exp(-exp(llambda2) * t))/log(10))

nse: A Number of subjects per group
100
100

se A 1 (0.065 + 0 *£)~2
: Trand = 1

ov:
eeeeeeeeeee ferences Proportions
@ 0 0.5
(@) 1 0.5
i ormat trix: op
************************** EXPECTED STANDARD ERRORS X*¥¥¥*X¥%XX¥ %X ¥+X¥xx%
———————————————————————————— d Effects
cccccc dError cv .
1p1 12.0000000 0.04066851 0.3389043 %
192 8.0000000 0.04124141 0.5155177 %
1lambdal -0.7000000 0.05555053 7.9357901 %
1lambda2 -3.0000000 0.03943398 1.3144661 %

beta_llambdal TRT 1 0.2623643 0.07858679 29.9533148 %

————————————————————————— Variance of Random Effects —-----------------=-—-
Omega  StdError o .

11 0.3 0.03306247 11.02082 %

12 0.3 0.03396093 11.32031 %

llambdal 0.3 0.03088408 10.29469 %

———————————————————————— Variance of residual error --------------—---—----=

16 StdError cv .
1 0.065 0.002290616 3.524025 %

***************************** EXPECTED POWER

With a Type I error equal to 0.05 :

Beta 95% CI Expected_power
beta_llambdal TRT_1 0.2623643 [0.11;0.42] 0.9159855
*********************** NUMBER OF SUBJECTS NEEDED **X**X*XX%XX% %X XX XXX XXX EXXK

With a Type I error equal to 0.05 and with a given power equal to 0.8 :

95% CI Number_subjects_needed
beta llambdal TRT 1 0.2623643 [0.11;0.42] 140.8405
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Fil 0

le Run 7
Inputfles  Mode! | Design | Optinization algorims | Graph |

Variables
Number of esponses: 2
by ! F :‘
u -

P [polus_cpt_vel - 2

© Steady state

© User-defined
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PFIM 3.2

* R scripts version

* Analytical form / differential équations
* Library of PK models

* Library of PD models

* Discrete covariates

e Computation of the predicted power of the
Wald test

e Computation of the number of subjects needed
* Optimisation Simplex/Federov-Wynn
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