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1. Introduction
1.1. Summary

To determine the bioavailability of two levothyroxine pharmaceutical forms, the reference drug
(drug A: Eutirox® approved formulation) and the test drug (drug B: Eutirox® new formulation),
in male and female healthy subjects, orally, in fasting state at a dose of 600 pg (3 tablets of
200 pg/mL) of each of the study products, and to establish bioequivalence.

The sample size proposed for this protocol was 44 male and female subjects (included
allowance for drop-out to ensure 34 completers), who were randomized to each of the treatment
sequences where the test and reference formulations were administered in two periods,
separated by a 35-day wash-out peniod. One subject (subject 38) was positive for cannabinoids,
prior to the second dosing; therefore, he was withdrawn from the study.

The statistical analysis to conclude the possible bioequivalence between both drugs is included
in this report. This was carried out with 43 evaluable subjects (8 females and 35 males),
1.2. As per the sampling schedule, blood samples were collected from each subject
and concentration of levothyroxine were determined from plasma.Software used

- Phoenix® WinNonlin® Version 8.2, Copyright © 1998-2018, Certara L.P. All rights
reserved.

1.3. Design and Analysis Methods

For conducting the bioequivalence study, a 2-period and 2-sequence crossover-design was
used. The estimation of an AUCop4s could be determined with a 48-h sampling-time.

The pharmacokinetic analysis of plasma concentrations was made using the WinNonlin®
software, for which a non-compartmental model and real-time were considered.

tmax and Cmax values were obtained directly from the measurements made. The area under the
curve of plasma concentrations from to (dosing) to tn (AUCh+) was estimated by means of the
trapezoid method with linear interpolation. For the determination of the area under the curve
from the last sampling time to the infinite time (AUCt=), the quotient of the last plasma
concentration between the elimination constant was determined by linear regression using the
sampling points from a terminal linear logarithm, which provided the best adjustment for a
straight line. The AUCop= was determined by the sum of the AUCp+ and AUCt=. This value and,
everything related to it, is shown for informative purposes only. Due to the sampling times used,
it was not possible to determine at least the 80 % of the AUC. Therefore, it is a truncated design
at 48 h_ It is important to mention that all the pharmacokinetic and statistical results included in
this report comrespond to the comrected concentration values. Baseline uncormrected values are
shown in the appropriate annex to this study report.
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The statistical analysis was performed with WinNonlin® software using least squares with the
generalized linear model (GLM) and 90 % confidence intervals were estimated. The intra-
subject studentized residual analysis for the pharmacokinetic parameters was made with
Excel®.

The following model was used for the analysis:

L=+ S +V(S)gy + 5 +Fy+eg (Chow & Liu, 2009)

Where:
Ykt Is the response (pharmacokinetic parameters) in the it" subject, the j period,
the k' sequence and the i treatment.
u Is the general mean.
Sk Is the effect of the k™ sequence of administration.
V(S)im s the subject’s i" effect on the k™ sequence is considered a random effect.
P Is the period's j effect (or administration’s phase).
Fi Is the treatment or formulation’s i™" effect.
Bijk! Is the experimental emor, intra-subject variability, and it is a random effect

assumed with normal distribution, mean zero, the constant and independent
variance of the subject nested in the sequence.

Based on the emor mean square determination and the geometric means determination, the
estimation of the classical confidence intervals at 90 % for the test to reference ratio was made,
in logarithmically-transformed previous data.

2. Study Element and Dosage Schedule

Table 1 shows a descniption of the drugs administered to the clinical research subjects.

Table 1. Study Drugs’ Description

Information Test drug (B) Reference drug (A)
Drug substance name or . .
analyte determined Levothyroxine Levothyroxine
Dosage Form Tablets Tablets
Trademark Eutirox® new formulation Eutirox® appmved
formulation

3. Results
3.1.Demographic Variables (Descriptive Statistics)

Tables 2 and 3 show the individual values and the descriptive statistics for the demographic
variables of the subjects who were recruited in the study, respectively.

e . o
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Table 2. Individual data for demographic variables.
. Age Weight Height BMI
Subject Sex (years) (Ka) (m) (Ka/m?) Sequence
1 Woman 27 61 1.68 21.6 BA
2 Man 28 80 1.76 258 BA
3 Woman 40 575 1.62 219 BA
4 Man 21 73 1.80 225 AB
5 Woman 26 65 1.56 26.7 AB
§] Man 29 79 1.82 23.8 BA
7 Man 31 70 1.78 221 AB
8 Man 22 58 1.66 21.0 AB
9 Man 22 67 1.78 21.1 AB
10 Woman 30 64 1.59 253 AB
11 Man 35 70 1.66 254 AB
12 Man 24 742 1.72 251 BA
13 Man 22 755 1.70 261 AB
14 Man 29 72 1.71 24 6 BA
15 Man 21 74 1.74 244 BA
16 Man 23 81 1.76 261 BA
17 Man 22 73 1.72 247 AB
18 Man 28 76 1.75 24.8 BA
19 Woman o1 55 1.56 226 AB
20 Man 20 55 1.63 2007 BA
21 Man 21 (]4] 1.68 234 BA
22 Man 28 76.5 1.88 21.6 AB
23 Man 20 72 1.72 243 BA
24 Man 24 555 1.60 217 AB
25 Man 34 71 1.75 23.2 AB
26 Man 24 755 1.83 225 AB
27 Man 21 84 1.80 259 BA
28 Woman 25 59 1.55 24 6 BA
29 Man 30 76 1.78 240 BA
30 Man 23 61 1.76 19.7 AB
31 Man 24 72 1.73 241 AB
32 Man 26 81 1.74 26.8 AB
33 Woman 22 52 1.58 20.8 AB
34 Man 22 61 1.65 224 AB
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Table 2. Individual data for demographic variables. (Continued)
. Age Weight - BMI
Subject Sex Height (m Sequence

J (vears) | (Kg) ahtm) | (kgmz) | S€
35 Man 30 69.5 1.80 215 AB
36 Man 22 52 1.60 203 BA
37 Man 27 65 1.68 230 BA
38 Man 27 67 1.74 221 BA
39 Woman 22 50 153 214 BA
40 Man 23 68 1.76 220 BA
41 Man 31 59 1.60 230 BA
42 Man 23 T2 1.74 238 AB
43 Man 21 73 1.84 216 BA
44 Man 20 68 1.72 230 AB

Table 3. Descriptive statistics for demographic variables.
Age (years) | Weight (Kg) Height (m) BMI (Kg/m?)
oliils g 25.93 67.87 1.71 23.26
Mean
Standard 5.03 8.75 0.09 1.86
Deviation
% C\ 22 86 12.89 5.09 7.98

3.2. Concentration’s Individual Data vs Time

Levothyroxine plasma concentration data versus time, for each subject, as well as its mean
value are shown in tables 4 and 5 for the reference and test drugs, respectively. Since this is
an endogenous molecule, baseline levels are expected. Therefore, concentrations shown in
this report correspond to the adjusted levels; 1. e_, the average value obtained from 3 pre-dose
concentrations. The mean of the pre-doses values (corresponding to the times -0.5, -0.25 and
0.0) was subtracted from each of the individual values after administration. Any negative value
obtained from the initial correction were designated as zero (0), for reference product (A),
twenty seven (27) data were designated as zero, sixteen (16) cases, after the pre dose
adjustment had concentration greater than zero. For the test product (B), twenty-five (25) data
were designated as zero, eighteen (18) cases, after the pre dose adjustment had concentration
greater than zero.

The unadjusted values, including pre-dose values used for baseline adjustment, are presented
in Annex section
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Table 4. Table of individual base line comected concentrations corresponding to

(reference drug [A]). Adjusted data. N = 43 subjects

levothyroxine

Form | Vokunteer T
000 | 050 | 100 | 150 | 20 | 250 | im0 | 35 | xS0 | 35 | am | 45 | 450 | 475 | S0 | 550 | GO0 | 50 | &0 | 1000 | 1200 | M0 | 36w | &S00
A 1| oo | oo | 1608 | 2576 | 362 | 993 | AW | 78 | G | o7 | %639 | w33 | mm | o040 | GRED | 7936 | % | 7206 | 6AM | WG | 6AM | 5139 | WU | &M
A D] o0ss | 3w | s 3T | 406 | GA0 | sm | M [ R ) 5is ] s | Ba6 | GIE | 4955 | SA08 | 4550 | 44E1 ) M7 | 9| 403 | 380 [ M0 | M| BR
A 30| o4 | 54 | &5 | 500 | 610 | 4509 | anos | | 36m | 3na4 | dse | e | aw | sl | 30 | n | 00| S0 | A% | B0 | o | D | ns| 6k
A 4 | oM | ;| 15| 303 | s [ eS| M | (s | aran | 46 | &4l | B0 | 48 | 4RE5 | 5119 | 4Ll | 4556 | G40 | DB | RS | WS | Bk | B
A § | om0 | 13 | Z6A | 3250 | 69 | AR | SA06 | 451 | RRUT | 4na2 | SLTE | GLEE | LN | A6 | 464 | B30 | 4LE | A7 | B9 | 26 | A8 | B0 | 54 | A0
A 6| oo0 | 10 | 406 | 2% | 480 | o4 | Ba06 | 5744 | 3B | e | 4556 | w6 | LN | 5500 | 5AIB [ 5305 | S1E | A% | SA4 | 06 | 47 | RE0| 1n | A%
A 7| o0 | 30f | 1650 | JR04 | B9 [ 3 | 6 | 46D | WA | o4d7 | S | @47 | 4 | S5 | 4109 | MR | 43| 406 | GG | BN | 17| 343 | mE | A8
A B | 000 ] 308 | 305 ) 400 | R [ 64T [ S8 | EEE [ 407 ) SEM ) GdD | @23 | 57 | S50 | BLED [ BATE | GLE ) 474 | 5110 | 4500 | 3% [ u40 | ME | BY
A O | oo | vae | 1S | G| 17 | 9% | WA | 4780 | S0 | 6475 | 559 | 76 | 686 | BATL | G043 | TLI4 | 7058 | 6130 | G040 | 455 | @ [ 4| s | AR
A o] 000 | oo | 186 | @34 | 520 | A0 | GLM | T | omd | 56 | mEd | mee | 7558 | ELTD | 6109 | 74ED | A3 | SR | G2E | G5 | 4RO9 | 4136 | 384 | 1A
A W] 000 | o0 | 4% | D54 | 6RE6 | 40 | 523 | 555D | 5151 | 5585 | €142 | G076 | 6488 | 66 | SR6G | SESO | LW | 4L | MF | %5 | 060 | 40| 45 | E&
A 0] 000 | 619 | %3 | W30 | AR | G0 | A0 | 6l | a7 | 658 | @0 | 676 | 56m | 515 | 520 | 5553 | B3 | o84 | 0 | 05 | am | s | aw | A
A B ] 000 | 73 [ M| %0 | 4649 | 6206 | GATY | GOBd [ SR | 5085 | 475 | &0 | 5A | 5437 | 50 [ S52R | S1e4 | 41s | aamd | O0d | 500 | 443 | 4| A5
A Wo| 15 | 33 | M| G40 | 4900 | 61T | AW | 63 | 53 | B | G35 | G306 | SEA7 | GABA | GLED | S50 | SRE | 570 | AW | ME7 | 4800 | 45 | 2w | 3
A 5| 0; | ow |54 | oW | BN | B0 | 06 | 00 | &8 | 4| % | 403 | w8 | @51 ) 5% | 4080 | B0 | M0 | i | 409 | e | 05| 15 | B
A B | 000 | R0 | M@ | B0 | 55 | B | S8 | 660K | W | G0 | %00 | 865 | e | SE5 | 485 | 042 | 50 ) 5101 | 7 | a6s | 363 | 30 | am | B
A 7 | 000 | 478 [ 104 | 45 | 4% | 40 | 6l | G0 | 5470 | 5091 | B30 | 206 | se05 | 5230 | SRS | 001 | 450 | 5471 | AW | BE9 | 4000 | 345 | 28 | 4T
A B ] 000 |10 | nw | W | 50| A | 6aE | 6L% [ B0 | 6770 | &7 | ELER | SEM | SA20 | GAL7 [ R4 | RS | 45 | 4B | Q3 | 659 | B | BE | 8%
A B o0ns | 433 [ @5 | 510 ) 4037 | 95 | 60X | 5R16 | 648 | 6057 | &1 | T | SE00 | SAT0 | 516 [ 500 | 4180 | 4587 ] 9% | ®3 ) 0 | 509 | ] Bw
A N | 000 | 63 [ 8| @S| TLA0 | 647 | 7S | 6TAD | A | GRS | @12 | e7a7 | 644 | G356 | GTAD | 678 | 536 | 5600 | 609 | M | 4 | 4| 84| I8
A N oo | 139 | 03| %35 | 5346 | GLOD | GARL | GA% | G232 | Gl | @Esd | G530 | 6R9 | GOB9 | SRI7 | 5745 | 304 | 4295 | AW | ME | 3R | 408 | Ma | 25
A | oo | om0 | 4 | 0M | BE | 85 | MB | 0 | W4 | 356 | 006 | 18 | S | 5790 | 6M | 3033 | 3008 | 3071 | M9 | A6 | MW | W07 | B | M5
A Bo| oo | 1 69| 08| %30 | 98 | 08 | 8N | 40| 506 | S0 | 4 | G5 | 5736 | W8 | | 70| M3 | w0 | B | 0B | B | X0 | 0N
A Mo 000 | om0 [ AM| S8 ) 50 | TSR | 6AM | 635 | 7L | AT | S5 | eesd | SR | S43 | 4005 | SAD6 | 6 | 4130 | LA | MR | 35 | B9 | 2w | Bm
A 5o 000 | oo 00| B8 0| 98| A0 | 430 [ 73| 3785 ] 445 | Bee | a0 | &Rl | 360 [ 400 | 80 | s ] aw | R | 6| M7 | N% | 65
A B o] am |44 |03 | o0 | e | A0 | 0D | 465 | 3660 | 467 | W47 | B0 | 366 | W01 | 60 | 4305 | 350 | 401 | SLE | man | BT | 45 | WM | BS
A 7| 065 | 00 [ 1030 | M50 | 408 | 08 | W06 | 4600 | 44 | 0| 4251 | 4733 | 0B | 3339 | 368 4100 | QM| M| am | mE | 0% | BE|An]EN
A B o] oo |57 | 5% | @70 | 6% | GAM | 1n05 | 6530 | A0 | 797 | @RS7 | 9751 | Gas | SaBL | 77l | 4612 | 5433 | 5603 | SM5 | SLGY | 519 | 4144 | 561 | &
A B | 04 | 16k | 1@ | 189 | 5% | BE | WM | 558 | S0 | 467 | B | 908 | 500 | 79 | 400 | 4284 | 3636 | 3607 | 4N | EN | 3| 408 | B | 18
A o] 166 | 4 [ M2 | @ol | 06| 040 | 05 ) 6 | 550 | 6T | Hoe | S0 | 57 | 0 ) 515 | 4009 | 4336 ) M | @B | @oe ) 40 | 08 | & | T
A 3] 000 | 45T | 330 | WG | WE | B0 | A5 | 409 | 13| 89| 84 | S | 65| 810 | 60 | B | 3 | I | 09 | 005 | mes | man | e | sn
A o] 118 | 659 [ S04 | Ba7 | 60 | 85 | WS | R0 | 3054 | MG1| 54 | 40d | 6 | M| 6 | 3939 | 336 | M5 | M9 | E% | 2506 | 306 | 3 | 0
A Bo| i | us | 0% | 65 | 5% | BB | TS | e | 005 | %90 | mee | 833 | 855 | TA60 | RL06 | 8556 | G5 | 7326 | 6D | a1 | edd | 5| 5RE | Sl
A o] oo oo | a7 | 15| 24 | BAl | 9D | 489 | 608 | &6 | 4859 | 0 | G4 | 453 | 380 | 4239 | 3% | 296 | 4008 | B | 308 | B36 | 04 | KM
A Bo| 000 | 36 | AW | W7 | 50 | B | 90 | 48K | 465 | &8 | %06 | M0 | M0 | 34 | 4308 | 4566 | AL | 00 | 408 | @05 | 340 | 36| W | 1N
A B ] a4 | 4 [S1B| @0 ) 6W | 9B | B3 | R | 613 | s | 500 | Bar | 51 | 417 | 5154 [ S5 | 43 | 4553 | AW | @0 | 5 | 5| B A
A o] 000 | oo | w3 | 00| 600 | BIE | A5 | 508 | 060 | 554 | R | 60 | U5 | 4195 | 408 | S0 | SIS ands | a0 | ET | 40 | | 1% | A%
A B | im | 7se [ BL% | W27 | G5 | M08 | B | R2ad | uss | Ans | @6 | Bas | sem | AT | A4 | 8570 | %@ | 727 | 6A | GRES | eA0l | 5136 | @147 | &
Al & | o ) oaas | M| 0% | eS| MG | MR | M0 | BLD | E5AR | B33 | s0s5 | @754 | B35 | BAD | G485 | 8635 | 736 | MO | M52 | 620 | 406 | 85 | M
Al 4 | 000 | 333 | %W | 5B | 5104 | GG | BAM | 6435 | GRE | SR | GLIE | E2ST | 7am | 5009 | 4600 | 4005 | G140 | 441 | A | M5 | 300 | s | 8| A
Al & | 000 | L6 | M | UM ME | NS | 08 | 06 | 3005 | &0 | 406 | 451 | am | @I | 350 | 1 | ME | An | Be | e | k| na | 0
Al 9 | 000 | ars | o0 | 0| 4038 | M8 | G | 0% | 455 | 60| 800 | 857 | a3 | 606 | el | e | 408 | 355 | M8 | 008 | 38 | B | WE | Bal
Al @ | 1o |4 | 0o | B 5N | 0D | 887 | 480 | 46 | M| 436 | ST | M | @ | 4009 | 3Ren | Bom | B0 | W | s | 0w | 0| we | 5
ArttmefcMean | 025 | 381 | MX0 | WG | 463 | 9B | AT | M | %3 | 5607 | san | mov | 5w | 5 | 5w (G0 | BB | %S| 0% | 05| 70 | 60| 28| 88
Sancard Deviaion | 175 | 308 | 1608 | 1735 | 1600 | 063 | B | 1346 | 1350 ) 1282 | w49 | M4 | 30 | 1508 | M | B8 (0] oM nm | nm | e | o | um] e
w0 BUT | 8071 | Gi% | 78 | WS | IA7 | A4 | BO | 8% | 207 | %30 | BES | ME | R | R4 | 2658 | 200 | 2666 | K06 | DM | 0% | Be | nm | 88
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Table 5. Table of individual base line comrected concentrations cormresponding to levothyroxine
(test drug [B]). Adjusted data. N = 43 subjects

Time

o L 000 | 950 [ 100 | 150 | 200 | 250 | 300 | 335 | 350 | 375 ) 400 | 45 | 45 | 475 | 500 | 550 | GO0 ) 650 | 00 | 000 | 1200 | M0 | 3600 | 800
1 036 | 170 [ 1751 | 3100 | 4046 | 59 | S | G543 | G585 | 497 | ELGA | T5S6 | 705 | MES | TRAD | SEM [ SEM ) MM | GE0 [ A9 431 | @Al | HE
1 000 | 377 | 3 | 4971 | 5552 | 500 | 5750 | MRS | M7 ) 4GS0 ) 4951 | GOET | M | 4708 | 4006 | 4206 | 5506 | 6N | ML | U9 | MW | BE | A% | B4
] 000 | 456 [ @217 | 5641 | 3558 | 8450 | 3597 | JA3 | 4LV | 35657 ) M35 | M55 | AR00 | 360 ) 656 | M50 [ A3 ) N7 ) 6M [ 11T | IATR | N4 | IS | MAD
i 000 | 539 [ 166 | 3855 | 871 | 558 | % | G072 | 5507 | 5405 | S35 | 5011 | 4756 | 4213 ) AL4G | 4258 [ 4306 ) A0M | 419 [ IE7 | 3055 | NUB | 318 | 1831
5 000 | 350 [ 515 | 940 | 80 [ 1355 | 1503 | 3055 | 125 | 2675 | 136 | 3745 | 4151 | 5500 | 5380 | A7AB [ M1 ) A1 | N [ N\ | BB | BT | DA | MR
b 024 | Q00 [ 478 | 1509 | 1454 | 1630 | 1601 | J548 | JBM | 3335 ) 352 | ARG | 550 | OBl | BY | BEY (W@ | UE | B8 | BB | 05 | 5n | 2] BA
7 053 | E73 [ 3606 | 4L76 | 4965 | G034 | B9 | S04 | SSE5 | ALIE | 4505 | AGED | 5045 | 457 | 5571 | 5150 [ 5042 ) 4585 ) 06 [ &35 | B0 | 062 | 361 | WA
B 000 | 245 [ &9 | GLB | 6B | 5751 | SAA7 | GOED | 530 | 5333 ) 5355 | G009 | 5290 | BAM5 | A7EE | 5350 [ MRE1 | MED W06 [ BB | VR | NN ] M8 | U
L] 113 | Q00 [ 540 | 856 | 690 [ BAST | B30 | ETHD | 57A5 | BES5 ) 1010 | IOAST | 9406 | B6XD | 5771 | G500 [ 96T ) BOA1 | A | ELM | 635 | 401 ] 6B | B
] 000 | 143 | M8 | @51 | 6750 | 754 | 798 | 5705 | GO0 | 7AOA | M4 | ELI7 | 25 | BASA | EGES | 00 [ MBS ) TTIT | TAED | MG | A | NAD | ME | 4D
i 03 | 47 | B | BB | G5 | 7168 | 00 | 7LD | G50 | GL7R | ELTZ | ©41 | 579 | B3 ) 6211 | SR08 | BA3E ) GLTI | S5 | 511 | 4LEF | 4551 ] 5030 | 1A
1 000 | 173 [ M0 | 4052 | 5456 | BI04 | 5430 | 5819 | 5745 | 5761 ) G051 | G505 | 5595 | 5619 ) S3ED | 4RVR | 5136 ) LR ) S [ EI5 | 35 | 4857 | MR | DX
it 000 | 436 [ 3200 | 4563 | 4743 [ 5151 | 4851 | 4251 | 460 | 3671 | 4603 | 5170 | 4G50 | 4350 ) A2ED | 358 (LM ) WAL AW [ A0 ] 30 | BT | 308 | ME
H 02 | &M [ 316 | 517 | 5500 | @597 | B30 | 5630 | G0 | 6177 | 56 | S92 | 6309 | BLB3 | GLI6 | GRID | GRED | GOAT | GLYG | T4 | SLA5 | 4006 | 50 | BE
5 000 | 157 [ 1948 | BE | W7 | &115 | 650 | 5005 | QAGE | ASAD ) W01 | 550 | WX | BB ) 155 | 33 (WIS ) WAT | W60 | B ) BB | 3| 16 | B8
] 645 | 241 [ 1761 | 35 | 5503 [ 4507 | @AM | 4347 | 4131 | 355E | 4307 | ARG | 404 | AL1ES | 3550 | 4509 [ 3605 ) 4196 | MO | ME | BE | 45 ] 0 | 08

Wi | 0] s ) KN

5431
000 | 2035 [ 5091 | 6079 | 5535 { &9 | 563 | 4206 | 5571 | G265 | 4157 | SLIB | 0E | MA72 | 4557 | 5757 [ 410 | 5343 | MW
L]

000 | Q00 | 15 | 516 | 350 | 510 | S50 | S0UB | 4905 | 5150 | 4608 | 67 8510 | 4747 | 4556 | M7 | 4593 | W15 LB | 3851 | 15 | O

00 |17 | K% | 815 | 483 | M | M0 | H | 468 | 641 ) 5L | S0 | 410 | 388 | 455 | 198 | SR | 1% | an WE | BEL| WBE | M8

i) 000 | 159 [ 105 | Mol | 4451 | 5085 | 500 | 4205 | 6B | GEI3 | SES7 | &R0 | 6130 | 5140 | 514D | 5157 [ ASA1 | 3855 | S5B6 [ GBS | JGEL | M| WS | UM
000 | 707 | 3561 | 18 | B4R | G571 | BRI | 62N | E333 | GLED | G032 | 535 | 5745 | SASL | S5ED | 5349 | 51AD | SLAD | M | SR | TN | B | Wn | M
030 | 150 | B | @B | 5600 | €153 | 5240 | MGBG | ARO4 | 3ETT ) 3636 | 050 | 474 | 4719 ) 430D | S [ SRA3 ) MM A5 | BR | VB | BM | BB | EO
001 | 707 [ 3840 | 519 | 5606 [ SA58 | 557 | SGED | ASAE | 500 ) 4500 | G044 | 4E90 | 4234 ) 3745 | RIB [ W47 ) B[A0 | G5 [ LE | MDD | K55 ] 14 | BN
356 | 1588 [ 3506 | SB53 | S9B [ G613 | BAAD | 55B | ES3E | LI | ELED | &3 | GLE | 485 ) 5300 | 5379 5412 | 5351 ) GAE [ &R0 | 4AW7 | BBA | ALE | ME
135 | Q00 [ 1807 ) 3433 | 3055 | 35 | BN | A& | 3005 | AR ) MTL | WA | 360 | M ) 3B | ISTE | WA | TN | W% | LE | RTE | B | M1 | KAl
185 | UG | @7% | T4 | G859 | TAM | G005 | Ghbl | BT | GOOS | ELM | BB | GLSG | A6 | A0 | A9ED | GRS | MM | WS | W50 | WY | BT | 1E | AN
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As can be seen in tables 4 and 5 for the reference (A) and test drugs (B), at time 0.00 h, the
levothyroxine plasma concentrations values were other than 0.00 ng/mL for some of the
subjects. However, subjects with pre-dose concentrations other than 0.00 ng/mL were
reported. Table 6 shows subjects with concentrations other than 0.00 ng/mL.
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Table 6. Subjects with concentrations other than 0.00 ng/mL at time zero.

e gﬁﬂénﬁtm
Subject Form concentration Crmax (NQ/mL) A
with respect to

(ng/mL) il
2 A 0.95 59.08 1.60
3 A 0.04 61.00 0.07
4 A 0.24 67.12 0.36
14 A 1.25 £9.84 1.79
15 A 022 51.95 042
19 A 0.09 73.11 013
26 A 3.32 51.65 6.42
27 A 065 48.06 1.36
29 A 0.74 6535 1.14
30 A 1.66 68.88 241
32 A 3.18 61.04 5.21
33 A 3.27 86.93 376
36 A 349 74.82 4 66
39 A 2.1 100.38 270
40 A 9.72 90.55 10.74
44 A 1.00 21.87 1.93
1 B 0.36 84 .97 042
6 B 0.24 48 64 0.50
i B 0.53 69.43 076
9 B 2.18 104 .57 203
11 B 0.39 72.27 0.54
14 B 0.20 68.12 0.29
16 B 6.49 55.03 11.80
19 B 0.30 56.02 0.53
20 B 0.01 60.44 0.02
21 B 3.56 67.03 531
22 B 1.39 4365 3.19
23 B 1.89 73.24 2.58
24 B 0.76 60.54 1.26
30 B 3.1 71.68 434
34 B 1.28 70.24 1.82
35 B 017 52.07 033
36 B 1.83 70.08 261
43 B 0.98 56.81 1.73

As per data shown in table 6, subjects 26, 32, and 40 with the reference formulation (A), and
subjects 16 and 21 with the test formulation(B) had pre-dose concentrations higher than 5 %
of the Cmax comresponding value. Thus, as per annex C.5, part a) of the Mexican Official
Standard, NOM-177-55A1-2013, the data of these subjects must be removed from the
statistical analysis. Therefore, from now on, all results shown do not include subjects 16, 21,

26, 32, and 40.

Document Mo
EPPD
Object No. E‘

IAL OR FULL REFRODUCTION IS PROHIBITED WITHOUT PRIOR AUTHORIZATION




AE-PNO-008-F01

y

PPD

I 10-Mar-2020
ANALYTICAL UNIT it T
Version 1.0
10 of 68
STATISTICAL DOCUMENT Page

scale)

3.3.Concentration vs. Individual and Average Time (arithmetic and logarithmic

The non-adjusted plasma concentration time profiles of levothyroxine for test (B) and
reference (A) products are shown from figures 1 to 38 in the anthmetic scale, from 39 to 76 in

the loganthmic scale and in figures 77 and 78 those cormresponding to the average plots in the
anthmetic and logarithmic scale, respectively.
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Figure 1. Levothyroxine concentration vs. subject 1's time plot, on an arithmetic scale, post-
dose of the test-drug, and reference-drug.
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Figure 2. Levothyroxine concentration vs. subject 2's time plot, on an anthmetic scale, post-

B 16 24 32 40 48
Time {(h)

dose of the test-drug and reference-drug.
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Figure 3. Levothyroxine concentration vs. subject 3's time plot, on an arithmetic scale, post-

Concentration (ng/mL)

dose of the test-drug, and reference-drug.
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Figure 4. Levothyroxine concentration vs. subject 4's time plot, on an anthmetic scale, post-

dose of the test-drug and reference-drug.
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Figure 5. Levothyroxine concentration vs. subject 5's time plot, on an anthmetic scale, post-
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dose of the test-drug and reference-drug.
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Figure 6. Levothyroxine concentration vs. subject 6's time plot, on an arithmetic scale, post-

dose of the test-drug, and reference-drug.
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Figure 7. Levothyroxine concentration vs. subject 7's time plot, on an anthmetic scale, post-

dose of the test-drug and reference-drug.
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Figure &. Levothyroxine concentration vs. subject &'s time plot, on an anthmetic scale, post-

dose of the test-drug and reference-drug.
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Figure 9. Levothyroxine concentration vs. subject 9's time plot, on an anthmetic scale, post-

200 —

Concentration {ng/mL)

dose of the test-drug and reference-drug.
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Figure 10. Levothyroxine concentration vs. subject 10’s time plot, on an anthmetic scale,

post-dose of the test-drug and reference-drug.
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Figure 11. Levothyroxine concentration vs. subject 11's time plot, on an arnthmetic scale,

Concentration (ng/mL)
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Figure 12. Levothyroxine concentration vs. subject 12’s time plot, on an anthmetic scale,

Document Mo

Ohbject No.

post-dose of the test-drug and reference-drug.

EPPD
IAL OR FULL REFRODUCTION IS PROHIBITED WITHOUT PRIOR AUTHORIZATION



AE-PNO-008-F01

Issue 10-Mar-2020
( ANALYTICAL UNIT -
Yersion 1.0
PPD
16 of 68
STATISTICAL DOCUMENT Page
Volunteer=13

200 —
— 150 —
=
E
=2
S
2 100 e ~ M Conc vs Time
E -"""ﬁ,""# —&— Reference
@ =34~ Test
=
Y  s50-4

O I | I r I I ] 1 I | I |
0] 8 16 24 32 40 48
Time (h)

Figure 13. Levothyroxine concentration vs. subject 13’s time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 14. Levothyroxine concentration vs. subject 14’s time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 15. Levothyroxine concentration vs. subject 15's time plot, on an arithmetic scale
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post-dose of the test-drug and reference-drug.
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Figure 16. Levothyroxine concentration vs. subject 17's time plot, on an anthmetic scale

&8 16 24 32 40 48

Time (h)

post-dose of the test-drug and reference-drug.
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Figure 17. Levothyroxine concentration vs. subject 18’s time plot, on an arithmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 18. Levothyroxine concentration vs. subject 19's time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 19. Levothyroxine concentration vs. subject 20’s time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 20. Levothyroxine concentration vs. subject 22’s time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 21. Levothyroxine concentration vs. subject 23’s time plot, on an anthmetic scale,

Concentration (ng/mL)

post-dose of the test-drug and reference-drug.
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Figure 22_ Levothyroxine concentration vs. subject 24’s time plot, on an anthmetic scale,

post-dose of the test-drug and reference-drug.
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Figure 23. Levothyroxine concentration vs. subject 25's time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 24 . Levothyroxine concentration vs. subject 27's time plot, on an anthmetic scale,

post-dose of the test-drug and reference-drug.
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Figure 25. Levothyroxine concentration vs. subject 28’s time plot, on an anthmetic scale,

Concentration (ng/mL)
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Figure 26. Levothyroxine concentration vs. subject 29's time plot, on an arithmetic scale,
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Figure 27 . Levothyroxine concentration vs. subject 30's time plot, on an anthmetic scale,
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Figure 28. Levothyroxine concentration vs. subject 31’s time plot, on an arithmetic scale,

post-dose of the test-drug and reference-drug.
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Figure 29. Levothyroxine concentration vs. subject 33's time plot, on an anthmetic scale,

Concentration (ng/mL)

post-dose of the test-drug and reference-drug.
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Figure 30. Levothyroxine concentration vs. subject 34’s time plot, on an anthmetic scale,

post-dose of the test-drug and reference-drug.
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Figure 31. Levothyroxine concentration vs. subject 35's time plot, on an anthmetic scale,

Concentration (ng/mL)
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post-dose of the test-drug and reference-drug.
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Figure 32. Levothyroxine concentration vs. subject 36's time plot, on an anthmetic scale,
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Figure 33. Levothyroxine concentration vs. subject 37's time plot, on an anthmetic scale,
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post-dose of the test-drug and reference-drug.
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Figure 34. Levothyroxine concentration vs. subject 39's time plot, on an anthmetic scale
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post-dose of the test-drug and reference-drug.
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Figure 35. Levothyroxine concentration vs. subject 41’s time plot, on an arithmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 36. Levothyroxine concentration vs. subject 42’s time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 37. Levothyroxine concentration vs. subject 43's time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 38. Levothyroxine concentration vs. subject 44’s time plot, on an anthmetic scale,
post-dose of the test-drug and reference-drug.
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Figure 39. Levothyroxine concentration vs. subject 1's time plot, on a logarithmic scale, post-

Time (h)

dose of the test-drug and reference-drug.
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Figure 40. Levothyroxine concentration vs. subject 2's time plot, on a loganthmic scale, post-
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Time (h)

dose of the test-drug and reference-drug.
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Figure 41. Levothyroxine concentration vs. subject 3's time plot, on a loganthmic scale, post-
dose of the test-drug and reference-drug.
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Figure 42. Levothyroxine concentration vs. subject 4's time plot, on a loganthmic scale, post-
dose of the test-drug and reference-drug.
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Figure 43. Levothyroxine concentration vs. subject 5's time plot, on a loganthmic scale, post-

dose of the test-drug and reference-drug.
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Figure 44 . Levothyroxine concentration vs. subject 6's time plot, on a loganthmic scale, post-

dose of the test-drug and reference-drug.
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Figure 45. Levothyroxine concentration vs. subject 7's time plot, on a loganthmic scale, post-
dose of the test-drug and reference-drug.
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Figure 46. Levothyroxine concentration vs. subject &'s time plot, on a logarithmic scale, post-
dose of the test-drug and reference-drug.
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Figure 47 . Levothyroxine concentration vs. subject 9's time plot, on a loganthmic scale, post-
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Figure 48. Levothyroxine concentration vs. subject 10’s time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 49_ Levothyroxine concentration vs. subject 11's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 50. Levothyroxine concentration vs. subject 12's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 51. Levothyroxine concentration vs. subject 13's time plot, on a logarithmic scale,
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Figure 52. Levothyroxine concentration vs. subject 14’s time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 53. Levothyroxine concentration vs. subject 15's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 54 Levothyroxine concentration vs. subject 17's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 55. Levothyroxine concentration vs. subject 18's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 56. Levothyroxine concentration vs. subject 19's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 57. Levothyroxine concentration vs. subject 20's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 58. Levothyroxine concentration vs. subject 22's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 59. Levothyroxine concentration vs. subject 23's time plot, on a logarithmic scale,
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Figure 60. Levothyroxine concentration vs. subject 24’s time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 61. Levothyroxine concentration vs. subject 25's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 62. Levothyroxine concentration vs. subject 27's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.

e . o
Object No. IAL OR FULL REFRODUCTION IS PROHIBITED WITHOUT PRIOR AUTHORIZATION



AE-PNO-008-F01

Issue 10-Mar-2020
( ANALYTICAL UNIT -
Yersion 1.0
PPD
41 of 68
STATISTICAL DOCUMENT Page
Volunteer=28
1000
100
=
E 10
=
% : Cone v Timmee
= —=— Reference
@ 13 - Test
= =
L= =
L =
0.1 =
Cl—T——T T 71T 11T
4] B 16 24 32 40 48
Time (h)

Figure 63. Levothyroxine concentration vs. subject 28's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 64. Levothyroxine concentration vs. subject 29's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 65. Levothyroxine concentration vs. subject 30's time plot, on a logarithmic scale,
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Figure 66. Levothyroxine concentration vs. subject 31's time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 67 . Levothyroxine concentration vs. subject 33's time plot, on a logarithmic scale,
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Figure 68. Levothyroxine concentration vs. subject 34's time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 69. Levothyroxine concentration vs. subject 35's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 70. Levothyroxine concentration vs. subject 36's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 71. Levothyroxine concentration vs. subject 37's time plot, on a logarithmic scale,
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Figure 72. Levothyroxine concentration vs. subject 39's time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 73. Levothyroxine concentration vs. subject 41's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 74. Levothyroxine concentration vs. subject 42's time plot, on a logarithmic scale,
post-dose of the test-drug and reference-drug.
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Figure 75. Levothyroxine concentration vs. subject 43's time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 76. Levothyroxine concentration vs. subject 44's time plot, on a logarithmic scale,

post-dose of the test-drug and reference-drug.
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Figure 77. Levothyroxine average concentration vs. time plot, on a loganthmic scale, post-
dose of the test-drug and reference-drug (standard deviation bars).

100
e ——
e —
p—
E 10
oh
=
= Conc. v Time
E —5— Reference
g =i~ Tesl
=
3
g 1
)
Mg T T 1T &+ 1 7 1 * 7T 1
0 8 16 24 32 40 48
Time (h)

Figure 78. Levothyroxine average concentration vs. time plot, on a logarithmic scale, post-
dose of the test-drug and reference-drug (standard deviation bars).
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3.4.Descriptive Statistics of Biological Fluid Concentration Data as a Function of
Time and Formulation

Table 7 shows the average values of the levothyroxine concentrations, as well as their
descnptive statistics obtained from the assessed products.

Table 7. Descriptive statistics of the levothyroxine concentration in biological fluid, adjusted

data. (N = 38).
Eutirox® approved formulation Eutirox® test formulation
Time | Arithmetic Minimum | Maximum | Standard Arithmetic Minimum | Maximum | Standard
Media %V Medi eV
mean ; value valee | Deviation mean an value value | Deviation

0.00 043 0.00 0.00 349 091 | 2146 | 041 0.00 0.00 il 075 | 181
0.50 158 3 0.00 1268 14 8.1 6.59 465 0.00 4 6.46 98.09
100 B8 | 103 0.00 8L% | 1639 | 6869 | 2913 | 3019 0.00 612 | 1678 | 5158
130 3059 | 4138 0.00 0 | 109%5 | &3 | 835 | L& 0.00 8141 | 1933 | 459
100 | 4648 | 4909 | 1287 | 8558 | 1663 | 3578 | 4845 | 5148 9.1 16 | 1842 | 380
150 SL84 | 5307 | 1887 | 10038 | 1682 | 3263 | 5305 | 5.7 | 1189 | 9174 | 1800 | 3394
10 5448 | 453 | 8 | 12116 | 1908 | 3500 | 543 | 538 | 1513 | 10575 | 1898 | 3500
15 88 | 5665 | 400 | &M | BM | B | 303 | a7 | 09 | 95 | 188 | M4
350 622 | 54 | 4% | 803 | 100 | B12 | 5337 | 54 | 1B | 94 | 1720 | AN
EAE 64 | 630 | 334 | 819 | 1238 | 24 | 5408 | 5183 | 1855 | 9855 | 17686 | 3303
4.00 5498 | 5293 | 3005 | %39 | 1377 | B04 | 5241 | 5051 | B3 | 0LM | 1614 | 3080
4.25 6000 | 5940 | 3289 | %33 | 1335 | 22 | 5698 | 4B | 326 | 10457 | 1416 | 2485
4.50 .00 | 5303 | 4083 | 828 | 197 | 813 | 5434 | 5013 | 2693 | 9405 | 1440 | 2651
475 5084 | 5150 | W | 042 | M4 | 219 | 5199 | SLBT | 062 | %2 | W5 | 240
5.00 SL17 | 5076 | 2694 | 881 | M | 2135 | 5194 | 873 | B9 | 91 | LI | WU
5.50 SL04 | 4965 | 2300 | &0 | 142 | 2793 | 476 | 4810 | 459 | %00 | 1312 | 269
600 | 4849 | 4549 | 3045 | 763 | 1181 | 436 | 4756 | 4656 | 1M65 | %670 | M0 | 3090
650 | 4599 | 438 | 0% | T | 1181 | 569 | 402 | 4146 | 2007 | %081 | 103 | 2199
800 | 4650 | 4807 | 4% | 6879 | IL0S | 1B3H | 37 | 41 6.4 81 | 1343 | 300
1000 | 4004 | 3940 | 1775 | 6889 | 1069 | 2670 | 3767 | 3110 | 1278 | 6324 | 113 | 30.09
100 | 3767 | 3637 | 1883 | o481 ] 1119 | B0 | 365 ] 383 | 1B ] M6 | 1093 | 2958
W00 ) 631 | 3 | 1550 | 5199 9.64 B | 3B13 | M4 | 1T | 514 8.20 1334
00 | 3242 | 1963 | 1087 | 5818 | 1086 | 3350 | 3191 | 3168 0.00 25 | 1063 | 3332
800 | 2043 | 1B16 | 145 | 5561 9.20 0 | 18 | 74 6.82 4112 8.26 29.63
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3.5.Pharmacokinetic Parameters
3.5.1. Individual Data and Descriptive Statistics of the Pharmacokinetic
Parameters

The pharmacokinetic analysis was carred out by means of the non-compartmental analysis,
using Phoenix® WinNonlin® Version 8.2 and real times, following the administration of
levothyroxine 600 ug (3 tablets of 200 pg). Table 8 shows levothyroxine individual values and
descniptive statistics used for determining bioequivalence statistics. The uncorrected
pharmacokinetic parameters are presented in table A2 4

Table 8. Individual data and descriptive statistics for the levothyroxine pharmacokinetic
parameters for adjusted data (CmaxIn ng/mL, AUCo+t in ng*h/mL and AUCo- in ng*h/mL).

Period Cras ALCo. AUC.
Valuntesr Form | Sequence Farm Farm Farm
A | B A B B/A LalE/&) A B B/A Ln(E/N) A B B/A Lde/A)
1 2|1 BA 0§33 B4.97 [ -0.15 268921 | 106233 0.73 -0.32 7629.83 | 318587 0.42 -0.87
2 2 |1 By 59,08 59.76 100 .00 1837.68 | 137031 0.75 028 | 1139835 | 235471 0.21 158 |
3 2 |1 BA 61.00 5641 0.92 -0.0E 122605 | 10E9.98 0.89 -0.12 3779.57 | 3779.06 1.00 0.00
4 1] 2 AR 67.12 63.95 0.95 -0.05 150066 | 1586.01 0.98 -0.02 337625 | 2B05.99 0.83 -0.19
5 1] 2 AR 53.06 59,02 1.11 0.11 177388 | 131399 1.03 0.03 277956 | 403111 177 0.57
3 2 |1 BA 54.49 4R 54 0.75 -0.28 180801 | 115858 064 -0.45 4711872 | 3048.4D0 065 -0.44
7 1| 2 AR 6447 5943 108 0.07 1613.07 | 192293 1.19 0.18 404953 | 778841 1.92 065
] 1] 2 AR 54.72 66.18 102 002 1631.27 | 1868.76 1.15 0.14 285605 | 447112 156 0.45
9 1] 2 AR B4.71 104.57 123 0.21 2039.40 | 260785 1.28 0.25 458750 | 431479 0.92 -0.0E
10 1| 2 AR BLT7 9725 119 017 109653 | 2646.91 1.33 0.28 3703.43 | 671892 1.81 0,60
11 1| 2 AR GE.BE 72.27 L5 005 181905 | 227538 135 0.22 355037 | 4059.64 1.40 0.33
12 2|1 BA 69,52 69,15 0.9 -0.01 180154 | 1074.42 1.04 0.4 453218 | 311789 0,69 -0.37
13 1| 3 AB 62,06 5170 [.E3 0,18 200199 | 1534.47 0.77 -0.27 6086.19 | 735171 121 0.19
14 2 |1 BA 6984 BE.12 0.98 -0.03 101757 | 2289.15 1.18 0.17 435345 | 536242 1.23 021
15 2 |1 BA 51.05 54.48 105 005 1200.24 | 1609.42 1.42 0.35 273281 | 714660 2162 0.96
17 2|1 BA 66.14 6833 103 0.03 1568.88 | 1626.35 1.04 0.4 195882 | 204121 1.04 0.4
18 1| 3 AB 6771 6E.11 11 ool 184399 | 193469 105 0.05 423247 | SB47SS 138 0.32
19 2 |1 BA 7311 56.02 0.77 -0.27 2003.56 | 1500.57 0.75 -0.29 410873 | 338213 0.82 -0.19
0 1| 2 AR 7461 G044 0.E1 -0.21 233569 | 1506.84 065 -0.44 565088 | 3602.00 064 -0.45
22 2|1 BA S0LEL 43,55 0.B6 -0.15 109452 | 1347.80 1.23 0.21 211519 | 459117 217 0.77
73 2 |1 By 50.16 7334 146 0.38 126889 | 185673 1.44 0.37 238906 | 521237 260 (.96
4 1| 2 AR 7552 6054 0.ED -0.22 158603 | 132755 0.84 -0L1E 245272 | 3747.07 153 0.42
5 2 |1 BA 50.68 6269 105 005 137146 | 187258 137 031 360175 | 300255 0.83 -0.1E
27 1] 2 AR 4E.D6 52 34 109 0.3 1303.96 | 134250 0.96 -0.04 310651 | 1B40.81 0.59 .52
28 1| 3 AB 171 15 105.75 0.E7 -0.14 2365.84 | 1777.47 0.75 -0.29 6969.94 | 2E3105 0.41 -0.90
9 1| 2 AR 65.35 60L17 0.932 -0.0E 1614.40 | 1100.34 0,68 -0.3E 234645 | 126122 0.54 -0.52
E) 2|1 BA GE.ER 7168 104 004 204790 | 1855.80 0.91 -0.10 760837 | 797133 1.04 0.03
31 2| 1 B\ 4954 62.01 125 0.22 o441 | 16E1.30 1.71 0.54 168268 | 3464.68 206 0.72
33 2 |1 B\ 86.53 82.18 .95 -0.06 2777.76 | 1965399 0.71 -0.35 o4nd 14 | 208385 0.43 -0.83
34 1| 2 AR 6092 70.24 115 014 143386 | 146935 1.03 0.03 3357.06 | 227833 0,68 -0.39
5 1] 2 AR 5046 52.07 [0.ER -0.13 182860 | 157538 .86 -0.15 526050 | 202832 1.70 0.53
T 1] 2 AR 74.B2 70,08 .54 -0.07 146893 | 1750.43 1.19 0.18 2590607 | 487232 1.63 0.49
37 1] 32 AB 60.30 6E.30 113 0.12 180146 | 2017.01 112 0.11 486237 | 954245 1.98 063 |
13 1| 2 AR 100.38 9409 0.0 -0.06 274636 | 221277 0.81 -0.22 614194 | 480143 0.78 -0.25
41 1] 2 AR 7278 79,08 109 .08 170504 | 1564.48 0.87 -0.14 452832 | 235715 0.52 055
42 2|1 BA 44,51 33.08 0.76 -0.27 1250.47 | 122160 0.98 -0.02 483173 | B52756 177 0.57
43 2 |1 BA 5113 56.B1 111 011 152905 | 1337.85 0.87 -0.13 370762 | 324645 0.98 -0.02
44 2 |1 BA 51.E7 47.59 0.92 -0.09 120696 | 1262.19 0.90 -0.11 8009.03 | 31E38E 0.40 -0.92
N 3800 3800 3800 3800 3800 38,00 3800 3800 38,00 38,00 38,00 38,00
Geometric Mean 65.56 5469 0.99 MA 1687.14 | 1651.82 0.98 MA 408325 | 208843 1.00 NA
Arithmetic Mean 67.24 6644 100 -0.01 173865 | 1603.89 1.0 -0.02 4506.11 | 4554.04 1.18 0.00
Standard Deviation 1577 1577 015 015 438.93 384,50 0.25 0.25 215101 | 214552 064 061
WOV 2345 2373 1513 | -1wo00661 | 2535 22.99 2503 | -136173 | 4774 4711 5445 | 4780218
Minii Value 4451 33.08 075 -0.28 gE4.41 | 10E9.98 064 -0.45 168268 | 126122 0.21 -1.58
Median 65.04 65.07 100 0.00 1713.16 | 1653.83 0.98 -0.02 407918 | 303145 1.02 0.02
Maximum Value 171.15 105.75 146 0.38 2777.76 | 2646.91 171 0.54 1139075 | 04245 2162 0.96

MA: Mot applicable
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Table 9 shows the average results for the levothyroxine phamacokinetic parameters. There, it
can be seen tmax values of 3.41 hand 3.51 h, and Cmax values of 67.24 ng/mL, and 66.44 ng/mL
for the reference and test drugs, respectively. Based on these results, it can be inferred that
there are no differences in the extent and rate which levothyroxine needs for reaching the
circulation.

On the other hand, average AUCo+ was 1738.65 pg*h/mL and 1693.89 ng*h/mL for the
reference and test drugs, respectively. AUCp= is only shown for informative purposes, since
their values result in a greater extrapolation than 20%. Values were 450611 ng*h/mL and
4554 .04 ng*h/mL for the reference and test drugs, respectively. Based on these values, it can
be seen that the drug's bioavailability for both formulations does not show differences.

Table 9. Levothyroxine Pharmacokinetic Parameters Results, adjusted data.

Form
Variable Eutirox® approved formulation (A) Eutirox® test formulation (B)
Arithmetic | Standard Arithmetic | Standard
N . %CV N . %CV
Mean Deviation Mean Deviation

Extrapolated AUC (%) | 38.00 | 5670 12.83 2262 | 3800 5587 18.07 32.35
AUC,. [ng*h/mL) | 38.00 | 450611 | 215001 | 4774 | 3800 | 455404 | 214552 | 47.11
AUC,, (ng*h/mL) | 38.00 | 173865 | 43893 | 2525 | 3800 | 1693.89 | 38950 | 22.99

CI/F (mL/h) 3800 | 16115 | 69.74 1328 3800 16022 | s3®2 51.04
C.ra (ng/mL) 3800 | 67.24 15.77 2345 | 3800 | 66.44 15.77 2373

t1/2(h) 38.00 61.60 32.44 52.67 38.00 65.16 37.04 56.85
Kel (1/h) 38.00 0.01 0.01 46.76 38.00 0.01 0.01 57.13
TMR (h) 38.00 92.27 45.99 49.85 38.00 97.32 54.70 56.21
Tiag () 38.00 0.11 0.21 196.25 | 38.00 0.00 0.00 NA

Tax () 38.00 3.41 0.99 29.07 38.00 3.51 117 33.46
Vd/F (L) 38.00 | 12118.29 | 3202.28 26.43 38.00 | 12182.01 | 2720.22 22.33

MA: Mot applicable

Table 10 shows the box and whiskers plots for the parameters used for assessing the
levothyroxine absorption rate and bioavailability .
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Table 10. Box and Whiskers Plot for the Levothyroxine Pharmacokinetic Parameters
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a) tmax parameter plot, b) Cmax parameter plot

C) AUCqo: parameter plot; and d) AUCq= parameter plot

Form A and form B correspond to the reference and test formulations, respectively.

Graphically, it is confirmed that there are no differences in the absomption rate or in the
bioavailability between both formulations since those representations are very similar to each

other.
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4. Variance Analysis (ANOVA)

The analysis of variance was made considering all data obtained in the levothyroxine
pharmacokinetic analysis, under the same statistical considerations and the same general
linear model previously described for estimating the F statistical value, based on the variance
results of the fixed and random factors or effects in each of the pharmacokinetic parameters
requested for establishing the bioequivalence. Results of the analysis of vanance for the
assessed parameters Cmax, AUCo+, and AUCo= for levothyroxine are shown in Table 11.

Table 11. ANOVA table for the analysis of the levothyroxine logarithmically-transformed
pharmacokinetic parameters, for adjusted data (Ln).

’t,?rfuifj Source of Variation m"f Square Sum [Squared Means|  FValie |  PValue | Criterion (P > 0.05)
In(C,.) Sequence 1 0.08 0.08 0.84 0.36 Pass
In(C...) Sequence*Volunteer 3 3.8 0.09 Not applicable
In(Cr) Form 1 0.00 0.00 0.36 0.35 Pass
(o) Period 1 1907 | 192d0” | 169 10° 1.00 Pass
In(C) Ermor 3 0.4 0.01 Not applicable
In(AUC,) Sequence 1 0.01 0.01 05 [ o Pass
[n(AUC,.) | Sequence*Volunteer 3 3.05 0.08 Not applicable
[n(AUG.) Form 1 0.01 0.01 0.29 0.59 Pass
[n(AUC,,) Period 1 0.07 0.07 245 0.13 Pass
[n(AUC,,) Ermor 3 1.05 0.03 Not applicable
[n(AUC,..) Sequence 1 0.03 0.03 0.1 0.74 Pass
In(AUC..) | Sequence*Volunteer 3 8.90 0.25 Not applicable
In(AUC,..) Form 1 3.06x 10° 3.06x 10° 0.00 099 Pass
In(AUC,.) Period 1 0.50 0.30 285 0.10 Pass
Ln{AUG,...) Ermor 3 6.30 0.18 Not applicable

Regarding the analysis of variance for the logarithmically-transformed pharmacokinetic data,
no statistical significance was seen in all sources of varnations used for the parameters which
determine the bioequivalence (Cmax and AUCo4t). Therefore, the 90 % confidence interval was
calculated.
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5. Study Variability

Coetfficients of variation obtained in this study for levothyroxine by means of the crossover
2 x 2 design are shown in Table 12.

Table 12. Inter- and Intra-subject Coefficients of Variation Obtained for Levothyroxine
adjusted data

L Inter-subject Intra-subject
Pharmacokinetic Parameter cvV cV
Cmax 2018 10.66
AUCp+ 16.79 1717
AUCox 19.16 4374

6. Pharmacokinetic Parameters Outliers Identification

Outliers analysis was made using the intra-subject studentized residuals determination as per
the Mexican Official Standard, NOM-177-S5A1-2013, which specifies that the possible outliers
are those exceeding the * 2 studentized-residuals criterion. Table 13 shows the values
exceeding this limit, meanwhile figures 79, 80, and 81 show the studentized residual plots vs.
the logarithm for the levothyroxine assessed pharmacokinetic parameter.

Table 13. Subjects exceeding the + 2 levothyroxine studentized residuals critenon.

Pharmacokinetic . Studentized Residual
Subject
Parameter Value
LnCmax 23 + 265
LnAUCot 31 + 209
LnAUCHc 2 +243
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Figure 79. Studentized Residuals Plot for the Levothyroxine Intra-subject Pharmacokinetic

Studentized residuals

Parameter Ln Cmax.

Intra-subject Residuals Ln AUC,,

B0

3.0
2.3
10 Fal
A a "
5 it it
A s 9
] y A 4
o “ & A o A
0.5 o o4 ©
(=]
A A O 4
1.0 8 o, L= o0
4 o A A4 @

0.5 o o & A A

o ) N
10 “ g B a0

& Q
1.5 A % a
A A
20 —
2.5
a0
6.9 7.0 T1 7.2 1.3 7.4 7.5 7.6 1.7 ]
Ln AUC,, [expected value)
O Sequence AB A Sequence BA

Figure 80. Studentized Residuals Plot for the Levothyroxine Intra-subject Pharmacokinetic

Parameter AUCo+.
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Figure &1. Studentized Residuals Plot for the Levothyroxine Intra-subject Pharmacokinetic
Parameter AUCp.=_

As seen in Table 13 and the figures shown above, subjects 2, 23, and 31 were found as outliers
in this study since they exceeded the + 2 studentized residuals.

As stated in the current national standards, a statistical analysis was made removing subjects
2,23, and 31._ As the results of the confidence intervals do not change, they are not considered
influencing-outliers.

As per the current national standards, the Clinical and the Analytical Units jointly with Quality
Assurance conducted the appropriate research. The results of this research showed that there
were no events that render questionable the results obtained. Therefore, there is no scientific
reason to justify the removal of subjects 2, 23, and 31 from the analysis. Therefore, results
shown in this report include all subjects who were assessed.

e .
Object No. IAL OR FULL REFRODUCTION IS PROHIBITED WITHOUT PRIOR AUTHORIZATION



AE-PNO-008-F01

{ ANALYTICAL UNIT Issue 10-Mar2020

Yersion 1.0
PPD

57 of 68
STATISTICAL DOCUMENT Page

7. Bioequivalence Statistics

Table 14 shows the results of the bioequivalence statistics for the levothyroxine
loganthmically-transformed pharmacokinetic data.

Table 14. Statistics of the Levothyroxine Bioequivalence Determination for adjusted value.

Schuirmann's

. Meets
90 % Confidence doubled-side t Acceptance
Parameter Interval F <80 % P Power Crterion _the._
> 125 % Criterion

LNCmax 94.55 102.68 0.00 0.00 100.00 (80-125) YES

LnAUCo+ 91.34 104.26 0.00 0.00 99.98 (80-125) YES

As established in the Mexican Official Standard, NOM-177-55A1-2013, the parameters to
establish the conclusion about the possible bioequivalence of the products are Cmax as a rate
of absorption indicator and the AUC as the amount absorbed indicator.

The confidence interval for parameters Cmax and AUCo for establishing bioequivalence are
within the established acceptance criteria (80 % to 125 %). Therefore, it is shown that there
are no statistically significant differences in the absorption rate or in the drug's bioavailability.

Even though the AUCox Is also within the bioequivalence limits, bioequivalence is established
only with the results of Cmax and AUCp+.

8. Statistical Plan Deviation

MNone.

9. Discussion and Conclusion

The 90 % confidence intervals for Cmax and AUCo+ are contained in the acceptance region for
bioequivalence, thus showing that the test formulation has an absorption rate and
bioavailability that is equivalent to the one of the reference formulation.

As per the results obtained, it is concluded that the test drug “Eutirox®, new formulation” is
bioequivalent to the reference drug “Eutirox®, the approved formulation”.

10. Annexes
Annex 1. Quality Assurance Report

Annex 2. Statistical information on unadjusted data per baseline levels.
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Annex 3. Statistical information with all subjects, including a greater than 5% predose

concentration.

Table A2.1 Table of individual concentrations corresponding to unadjusted levothyroxine
(reference drug [A]). N = 43 subjects.
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Table A2 2 Table of individual concentrations corresponding to unadjusted levothyroxine
(test drug [B]). N = 43 subjects.
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Table A2 3. Descriptive statistics of the values of the levothyroxine unadjusted concentration
in a biological fluid (N = 43).

Eutirox® approved formulation (A] Eutirox® test formulation (8]
Time | Arthmetic Minimurn | Maximum | Standard Arithmetic Minimum | Maximum | Standard
v | " | v | vie [oesion] ™ | wen | " | v | voke |Dedsion|

030 | M0 | 558 | 5132 | %31 | 1092 | 1462 | 479 | BT | 82 [ 93 | 1076 | U3

Q5 | 735 | 7% | 5197 | M | 9% | B | 9 | M | BB [ 85 | 0 | B4

000 | 7141 | T334 | 3894 | 93 | 163 | 1629 | 749 | 706 | B8 [ N | 963 | BIF

050 | 736 | 7% | 4134 | B0 | 127 [ 4% | BB | B2 | 08 [ B0 | URN | UB

100 | %62 | 9706 | 5966 | 15765 | 1878 | 1944 | 10147 | %842 | 6154 | 1% | 1842 | 1816

150 | 1206 | 1425 | 7583 | 16598 | 1888 | 1684 | 11584 | 11355 | 6939 [ 16102 | AW | 183

200 | 1883 | 11677 | 8284 | 16169 | 1798 | 1513 | 12149 | 1259 | 7584 | 10204 | AR | 1780

250 | 1488 | 1400 | 7951 | 17609 | 1735 | 1390 | 1641 | 12668 | 8142 [ 113 | UM | 1D

300 | W20 | 12842 | 8148 | 17046 | 1867 | 1468 | 1771 | 1783 | 0% [ 17900 | 119 | 1659

35 | 1876 | 13024 | 8924 | 16365 | 1590 | 1235 | 1626 | 1074 | 8047 [ 133 | 060 | 1631

350 | 1885 | 1832 | 9775 | 15919 | 1564 | 1234 | 1664 | 1574 | 8189 [ 18300 | 2078 | 1641

305 | 1855 | 1839 | %87 | 16300 | M98 | 1165 | 11759 | 12826 | 8749 [ 18404 | 2045 | 1603

400 | 1759 | 12948 | 9865 | 16215 | 1647 | 1281 | 1551 | 12643 | 8654 | 1809 | 2019 | 1608

45 | 1318 | 1300 | 10057 | 16847 | 1621 | 125 | 13018 | 13088 | 8843 [ 19002 | 1966 | 1510

450 | 1847 | 12883 | 10159 | 16546 | 1595 | 1241 | 12755 | 1419 | 8210 | 17961 | 1868 | 1464

45 | 1543 | 1504 | 9730 | 16706 | 124 | 1304 | 1576 | 12601 | 8T8 | 18L77 | 1843 | WL

500 | 1A | 14T | B8 | 14T | U7 | 1376 | LATE | 1251 | &5 [ 1827 | 1813 | U453

550 | 1876 | 1450 | 984 | 16141 | 1706 | 1386 | 1200 | 113 | 8287 [ 1805 | 138 | UB

600 | 12 | 1% | S05 | 16427 | 1603 | 1311 | 1067 | 1437 | 754 | 18227 | 1868 | 1548

630 | 11934 | 11905 | 9342 | 15778 | 1503 | 1262 | 11786 | 11885 | 8230 [ 16636 | 1617 | BN

800 | 1199 | 12006 | 9231 | 15787 | W79 | L33 | 1AW | 1993 | 7668 | 15904 | 1807 | 1508

1000 | 134 | 1476 | 8248 | 14844 | 1510 | 1334 | 11135 | 1111 | 7856 | MBT3 | M9 | 133

00 | 1035 | 1033 | §144 | 14402 | M08 | 1276 | 1055 | 1L01 | 7599 | 1312 | 154 | B3%

400 | 10888 | 10958 | 8368 | 12859 | 1195 | 1098 | 10877 | ULB | 8% | & | 0N | 14

300 | 10508 | 10505 | &5 [ 18D | 105 | 1047 | 10508 | 10739 | 54 | M181 | LM | 105

800 | 10211 | 10126 | 8329 | 1568 | 1145 | 1122 | 10079 | %886 | 8269 | 1213 | 103 | 0.5
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Table A2 4. Individual data and descriptive statistics for the levothyroxine pharmacokinetic
parameters (Cmax in ng/mL, AUCo+ in ng*h/mL, and AUCo= in Nng*h/mL). Unadjusted data.

Volunteer | Form | Sequence Form Form Form
15 r = B/A Ln(B/A] n = BfA Ln{B/a) y = B/A LrfBfA)
1 2 1 BA 15458 161.50 105 0uos 5385.00 566469 1.05 Q.05 2755567 | 2060371 0.82 £.20
2 2 1 BA 14118 145,85 103 003 5779.14 5529.30 0.96 004 93377.86 | 3215493 034 -1.07
3 2 1 BA 124.53 126,65 102 002 4277106 4462598 1.04 0.04 44552.09 | 36788.29 0.83 £.19
4 1 2 AB 145.08 147.39 102 002 5336.10 5576.05 1.04 0.04 3313736 | 3026617 091 .09
5 1 2 AB 130.89 13178 1m ool 501592 480567 096 L4 137287 | 5713511 241 0.88
B 2 1 BA 119.99 11358 0.95 0.05 447320 4278.30 096 L4 1731849 | 2881320 L5 0.05
7 1 2 AB 123.98 127.83 103 003 447088 4726.65 1.06 0.06 J2435.07 | 3853161 172 0.54
g 1 2 AB 135.77 134,36 0.99 0.01 504345 514463 102 0.02 I5621.50 | 2622045 102 0.02
9 1 2 AB 167.06 180.12 114 013 599153 6725.22 112 0.12 2729336 | 2060686 076 .28
10 1 2 AB 160.04 16843 105 0uos 575282 G0E8.60 1.05 0.05 12639.84 | 3473186 151 041
11 1 2 AB 148.32 14640 0.99 <001 563775 5838.71 104 0.04 2544108 | 29309.712 1 010
12 2 1 BA 14150 138.56 0.98 0.02 533826 5330.45 1.00 0.00 3224902 | 1713815 053 .63
13 1 2 AB 124.35 118,71 0.95 0.05 499151 475550 0.95 .05 3236508 | 5449884 LE8 0.52
14 2 1 BA 135.90 126,80 0.93 0.07 509251 5090.77 1.00 0.00 IS4T4.01 | 23160087 09l .10
15 2 1 BA 141.1% 133.82 0.95 0.05 S4BE56 5507.99 1.00 Q.00 3443060 | 5658685 LE4 0.50
16 2 1 BA 148.33 138.30 0.94 -{0.06 541391 5636.37 1.04 0.04 1297297 | 18563.57 081 £.21
17 1 2 AB 145.98 148.22 0.99 0.01 560098 5479.24 0.98 02 1747708 | 1842011 L1 011
18 2 1 BA 123.86 126,08 102 002 454152 4T18.95 104 0.04 21671.94 | 35245.75 LE3 0.4%
19 1] 2 AB 132.85 12527 0.94 -0.05 457473 4827.43 099 401 1907197 | 2721176 143 036
20 2 1 BA 150,05 145.50 0.97 -0.03 595856 5593.17 0.94 .06 J0288.62 | 40BEE.T9 135 030
2 2 1 BA 131.96 127.39 0.97 004 4904.79 4310.17 1.00 0.00 3431003 | 1827251 053 .63
22 1] 2 AB 120.4% 110.13 0.91 0.0% 443999 4539.05 102 0.02 JB954.21 | 40BDG.98 141 0.34
23 2 1 BA 133.94 150.89 1.13 0.12 531271 S584.70 1.05 0.05 J7T10.82 | 5456668 197 0.68
24 1] 2 AB 153.70 130,07 0.85 4017 534045 4666.15 oa7 13 24452 64 | 33B02.74 138 032
25 1] 2 AB 12850 131.59 102 .oz A6T0.ET 51E5.27 jh 0.10 2917992 | 17005.57 0.58 .54
26 1] 2 AB 138.86 138.58 1.00 0.00 SE30.70 5793.95 0.9% .01 J4861.83 | 3495739 100 0.00
27 2 1 BA 127.81 132,69 1.04 004 5212386 5204, 55 100 0.00 35504.85 | 20777.14 0.58 455
28 2 1 BA 170.46 168.52 0.9% 001 473375 4795.02 1m 0.0 24058.70 | 16026.55 067 .41
29 2 1 BA 143.90 15099 105 .05 539091 5379.58 100 0.00 18180.48 | 14997.28 0.82 .19
0 1] 2 AB 125.17 12863 103 003 475173 4590.71 0a7 003 I5TSR.50 | 432777 118 017
Eh] 1] 2 AB 123.72 120.72 0.98 0.0 455822 4503.53 0.9% .01 2541708 | 2048847 0.78 .25
Er 1] 2 AB 133.37 135,62 102 0.02 4597999 5051.05 L 0.01 5281504 | 21743.55 041 .89
3 1] 2 AB 157.00 161.02 103 003 614329 ST54.7R 094 L.07 IN0TI.75 | 2B13ETE 076 .28
£ ] 1] 2 AB 150,81 156.54 1.04 004 S5T42.75 5616.20 098 02 45512.15 | 2638185 057 457
35 1] 2 AB 136.03 129.74 0.95 -{0.05 550445 5305.90 0.96 .04 4252583 | 75099.89 177 0s7
36 2 1 BA 163.55 151.27 0.92 -{0.08 ST45.78 GSE48.48 098 .02 J5958.30 | 34447.29 133 028
7 i 1 BA 137.40 140.59 1.03 003 550246 5506.30 100 0.00 405935.02 | 6335040 155 044
EL: ] i 1 BA 176.09 169.96 0.97 -0.04 638219 SESH.48 L P .09 1529143 | 27TE0L.24 110 ong
40 2 1 BA 168.47 160.19 0.95 -0.05 630753 6170.73 098 02 J0B48.42 | 25550.79 123 020
41 2 1 BA 145.51 163,04 112 01 529227 5SE02.80 L6 0.06 32314.92 | M4227.95 075 .29
42 1] 2 AB 103.11 83.15 0.86 -0.15 406330 386952 0.95 .05 35999.62 | BEl47.40 189 054
43 2 1 BA 125.59 132.44 1.05 0.05 5105.17 4969.59 0.97 .03 JEM9.64 | 2645522 0.4 £.07
a4 1] 2 AB 116.34 107.26 0.92 -0.08 450121 4131.8% L P .09 TAITO70 | 2394699 029 1.4
N 43.00 43.00 43.00 43.00 43.00 43.00 43.00 43.00 43.00 43.00 43.00 43.00
Geametric mean 138.8% 137.85 0.99 NA 520009 5185.00 100 NA& J0440.45 | 29984.99 0.99 NA
Arithmetic mean 135.80 139.17 0.99 <001 522998 5218.87 100 0.00 J2507.57 | 3737.4 105 .02
Standard deviation 16.156 13.24 0.06 Q.06 562713 587.42 o5 0.05 14364.09 | 1485668 048 048
O 11.56 13.83 615 -B17.63 10.76 11.26 499 -1837.73 44.19 4538 44.31 -3205.24

Minurmun value 103.11 89.15 0.85 0.17 406330 3869.62 087 .13 17477.08 | 14997.28 0.29 -1.24
Median 137.40 135,62 0.99 <001 531271 5305.90 100 0.00 JBMA.64 | 2B13E.76 1.02 o2
Maximum value 176.09 190.12 114 013 638219 6725.22 112 012 93377.86 | TS099.29 241 088

MA: Mot applicable
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Table A2 5. Levothyroxine Pharmacokinetic Parameters Results, unadjusted value.

Form

Variable Eutirox® approved formulation (A) Eutirox® test formulation (B)

N Arithmetic Starrldarlrd %V N Arithmetic | Sta r11dar|rd ey
Mean Deviation Mean Deviation
Extrapolated AUC (%) 43 81.90 5.81 7.10 43 81.07 7.66 9.44
AUC;. (ng*h/mL) 43 3250757 | 14364.09 44.19 43 32737.24 14856.68 45.38
AUC;, (ng*h/mL) 43 5229.98 562.73 10.76 43 5218.87 587.42 11.26
CI/F (mL/h) 43 20.72 6.06 29.25 43 21.63 8.24 38.10
C..ay (ng/mL) 43 | 139.80 16.16 11.56 B | 13917 19.24 13.83
t1/2 (h) 43 186.40 96.26 51.64 43 189.10 102.07 53.98
Kel (1/h) 43 0.00 0.00 36.92 43 0.00 0.00 45.83
MRT (h) 43 270.54 138.37 51.15 43 274.33 147.48 53.76
Tjag {h) 43 0.00 0.00 NA 43 0.00 0.00 NA

Tray ) 43 3.5 1.19 33.96 3 3.50 1.14 32.58
Vd/F (L) 43 4.88 0.70 14.32 43 4.87 0.66 13.62

MA: Mot applicable

Table A2 6. ANOVA table for the analysis of the unadjusted levothyroxine loganthmically-
transformed phamacokinetic parameters (Ln).

A‘a’fm Source of Variation D;ge{;mdfmﬂ Square Sum |Squared Means|  F Value P Value {E"m}
Ln{Comy) Sequence 1 0.07 0.07 2.15 0.15 Cumple
Ln{Comy) Sequence*Volunteer 4 1.25 0.03 No aplica
Ln{ Co) Form 1 122x10° | 12x10° 0.64 043 Cumple
Ln{Comy) Period 1 131x10° | 131x10° 0.69 041 Cumple
Ln{ o) Error 4 786x10° | 192x10° No aplica
Ln(AUG,.) Sequence 1 260x10° | 269x10° 114 0.29 Cumple
In(AUG:) | Sequence*Volunteer 4 0.97 236x 107 No aplica
Ln{AUGy:) Form 1 158x10* | 158x10* 0.12 0.73 Cumple
Ln(AUCs) Period 1 064x10° | 9.64x10° 0.08 0.78 Cumple
Ln(AUGgs) Error 41 520x10° | 1.27x10° No aplica
Ln(AUC,) Sequence 1 0.16 0.16 0.92 0.34 Cumple
n(AUC,2) | Sequence*Volunteer 4 7.00 0.17 No aplica
Ln(AUC,) Form 1 480x10° | 489x10° 0.04 0.84 Cumple
Ln(AUC, ) Period 1 0.06 0.06 0.55 046 Cumple
Ln(AUC, ) Error 4 484 0.12 No aplica
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Table A2.7 shows the results of the bioequivalence statistics for the levothyroxine
loganthmically-transformed pharmacokinetic unadjusted data

Table AZ2_7 Statistics of the Levothyroxine Bioequivalence Determination.

Schuirmann's Meets
90 % Confidence doubled-side t Power Acceptance
Parameter o the
Interval P<80% P (%) Cnterion Criteri
> 125 9% riterion
LNCrmax 97.70 100.85 0.00 0.00 100.00 (80-125) YES
LnAUCo+ 98 45 101.03 0.00 0.00 99 938 (80-125) YES

Table A3.1 Table of individual concentrations corresponding to adjusted levothyroxine,
including predose greater than 5% (reference drug [A]). N = 43 subjects.

Time:
| 000 | 050 | 100 | 180 | 200 | 250 | %00 [ A% ) o) | A7 ) 400 | 420 | 450 ) 47 | 500 | 550 | 600 | 6S0 | 800 | 1000 | 1000 | 2400 | 3600 | 4800
A 1 00d | oo0 | 1808 ) X7 | Jner | 596 | MO ) TRA8 | snea | 7aay ) sewe ) sedd | mson | ol | Rkl | Yod6 | M08 ) 7O ) a6 | BAN | pAed | 5700 | ST | 464 |
A H 085 | 330 [ 1935 | MRTD | 4276 | 50 | 460 [ Sadd | SRO7 ] SiDe | 40 | 560 | SRAD | 4950 | Shod | 4550 | 4460 | el | 81 | s1d | M | ME | B | 1Be
[ L] 04 | 541 [ 4545 | SR0f | G100 | 4519 | 008 | SR ) JR3D | N34 ) 40ie | 4ATe | 4297 ) NS00 | M0S | 3s | M2ET ) 4000 | Me | M0 | MM | Mg | M| 1A%
A 4 o4 | 333 | 1574 ) w47 | Sncy | SAS1 ) S90s ) Grug | Sig0 | 6743 ) 4ok | erad | Ssda | 47 ) MRS | S99 | 410 ) a65e | 470 | 3 ) wmed | nis | moe ) M
[ H 00 | 10 | kg | NRED | JEGS | NP4 | ER06 | 48D ) SRaP | AmAd ) GiTE ) SiGR | 5200 ) 0 | &ad | 4000 [ 4008 ) a7 | g8 | DG | MW | 2030 ) 1542 | 200
[ B 00 | 298 | 496 | HS5 | 40080 | G449 | EI06 | SPad | STed | SESE | 4o | SR | 5199 ) Seo | SR | S0 | fhdn ) soan | S8l | 4408 | 77 | e | LM | 2%
A T 000 | 364 | 1650 | M4 | Joog | M4 | S7AE [ 3 | Sa00 ] pd4dT | SeH | EndT | s | SRS | &3 ) 4008 | 4300 ) 4006 | 506 | MM | BT | R4 | M | 304
[ ] 00 | 308 | MO8 | G407 | SR | GATD | P08 | GRN ) 4o ]| SEMM ) G0 | ende | Sp7s ) SEM) | G1GS | SA7e | G109 ) 4724 | 5100 | 4510 | M85 | 2k | Mag | 2B
A g 00o §| 734 | 1153 ) 1663 | 1367 | 1936 | MAS | 4789 | a0l | 6475 ) fece | YRI5 | 7eac | 8471 ) e0dd | Tidd | TIGE ) 6390 ) G040 | e ) W | 4en ] We ) R
A -] 000 | 000 | 186 | M4 | SR | SA%0 | 7R | TIOP | ruoe | SE7S | Tame | voie | PuSE | mLTD [ G119 | Tasd | @37 ) Seay | arsd | GRS | amoY | 413 | MiEd | 0
[ i | 0 | 000 [ 1475 | ¥1S4 | GREG | 4049 | SDAE | SRE) ) 5100 | SEAC | GLdr | GO | cd0f ) 5960 | SRGE | SRS [ 179 ) 4007 | M50 | MO | MG0 | 4008 ) 4305 | 2@
A 1 000 | 619 | MW | SM) | SATH | G008 | ESAY | G141 | 6307 | 6R4S | GOk | 65T | SeA) | Sib [ Shes | S50 | S406 | 4784 | 5740 | 4505 | ABTO | 4025 | X2 | 2548
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Table A3.2 Table of individual concentrations corresponding to levothyroxine, including

predose greater than 5% (reference drug). N = 43 subjects.
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Table A3_3. Descriptive statistics of the values of the levothyroxine concentration in a
biological fluid, including predose greater than 5% (N = 43).

Eutirox® Approved formulation A) Eutirox® test formulation (8]
Time | Arithmetic ek Minimum | Maximum Starda;rd - Arthmetic e Minimum | Maximum E-taflda;rd o
Mean valie | value | Deviation Mean valie | value | Deviation
000 | 0% | 000 | 000 [ 972 | LIS | BLIT | 060 | 000 | 000 | 649 | 1% | ULH
050 | 381 | 333 | 000 | 1268 | 308 | 8071 | 647 | AS6 | 000 | 249 | 64 | YR
00 | M0 | 268 | 000 | 8L%5 | 1608 | 6646 | 2866 | 2964 | 000 | 6272 | 1639 | 5.8
150 | 3966 | 3937 | 000 | WU | 0% | 8B | 809 | &0 | 000 | R4 | BN | 8T
200 | 463 | 900 | 108 | K% | 160 | MR | 440 | 010 | U | K6 | UM | BB
250 | 5.3 | 5388 | 1887 | 10038 | 163 | AL | SB3 | 0K | 1w | M | 0m | R
300 | T | 49 | 08 | 10016 | 1863 | M0 | AR | 48 | B3 | 0575 | 105 | B
35 | B8 | S | MM | R Bde | BY | BO | NG | 0B | 95 | 04 | N
350 | 636 | AN | M | BN | B2 | BN | 8N | NI | LB | 946 | 1673 | AN
A5 ] 0T | SIS | N | KA | LR | NE | WS | B0 | 8BS | BN | 0N | 3%
G0 | S50 | S308 | 3005 | %39 | 1449 | 2630 | 5243 | SLM | BH | W0uM | BN | 1Y
05 | 5979 | S92 | N8 | BB | MM | BES | 909 | B9 | BB | 05T | By | U
450 | 588 | 5243 | 68 | BB | B9 | B | 44T | 4980 | 6% | W0 | W0 | B
05 1 S5 | S0 | U | W4 | 508 | 2848 | S268 | SIS | M | %2 | WL | 28
S00 | S | S033 | 694 | B68L | 1489 | 847 | SLEY | 468 | 299 | 91 | U® | 18R
S50 | SLWT | S0 | BO | K0 | B8 | 688 | 4900 | 448 | M3 | K00 | 09 | B4
600 | 473 | M6l | 045 | %3 | L% | e | 459 | 7 | 1265 | %7 | WD | B9
650 | 4665 | 461 | % | 798 | L4 | 66 | 4T | LN | N7 | N8| 0¥ | 19
800 | 4746 | 10 | U% | M5 | 1N | B | S | 4N | 64 | 6R | BS | BT
000 | 4066 | 93 | U5 | 0% | W | W o BH | N | LB | 6M | UN | N5
000 | 181 | B9 | 1% | 660 | WS | NS | WA | NS | BN | WP | 08 | B8
W00 | 3639 | 3680 | 1552 | 5799 | 93 | 568 | 68 | B30 | 17 | 240 | 7R | 2B
%00 [ 3259 | 308 | 1097 | 5818 | 000 [ R | N0 | 08 | 000 | %25 | 04 | 3N
B0 | 2062 | 2949 | 1456 | SS6L | B0 | W39 | w1 | 678 | 68 | 412 | 806 | 209
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Table A3 4. Individual data and descriptive statistics for the levothyroxine pharmacokinetic
parameters (Cmax in ng/mL, AUCo+ in ng*h/mL, and AUCo-= in ng*h/mL). Including predose
greater than 5%

Period Cruax AlMNCay AlCy =
Waluntear Form | Sequence Farm [Farm Formi
a1 e n. = B/A Ln(ey/A) A = BfA LniB/A) A - BfA Ln{E/A)
1 2 1 BA 98.33 B4.97 (.85 -0.15 268921 1962.33 0.73 032 T629.83 | 318587 0.42 087
2 2 1 BA 59.08 59.26 1.00 000 1837568 | 1370.11 0.75 0.29 11399.25 | 2354.71 o -158
3 2 1 BA 61.00 56.41 0.92 -0.08 112573 | 1095.12 0.89 011 TS5 | 3TATA8 1m 0.01
4 1] 12 AB 67.12 63.95 .95 -0.05 159153 | 1565.01 0.98 .02 337830 | 280599 0.83 .19
5 1] 12 AB 53.06 59.02 111 o1 138047 | 1327.58 1.04 .04 1783.29 | 501926 180 0.59
3 2 1 BA 6449 48.54 0.75 -0.28 180801 | 1158.58 (.54 .45 471182 | 3048.40 065 .44
7 1] 12 AB 6447 69.43 1.08 07 161286 | 1922.93 1.1% 0.18 404542 | T7RAlL 1592 (.55
8 1] 12 AB 64.72 66.18 1.02 00z 163689 | 1B58.76 1.14 013 JB6EA5 | 447112 1.56 .44
9 1] 12 AB B4.T1 104.57 113 oL 204576 | 2607.85 1.27 024 470301 | 431479 0.92 .09
10 1] 12 AB B 97.25 1.19 017 199653 | 2645.91 1.33 0.4 3343 | &T1RS2 181 0.560
1 1] 12 AB b6&.B5 7.7 1.05 s 181909 | 227538 1.25 onn J550.70 | 4959054 1.40 0.33
12 2 1 BA 69.82 69.15 0.99 -0.01 1891563 | 1974.48 1.04 0.04 453257 | 311745 069 037
13 1] 12 AB 62,06 51.70 .83 -0.18 2001492 1534.42 0.77 0.27 G0BE.3E | 7I5LT1 j el | 0.19
14 2 1 BA 69.84 68.12 0.98 -0.03 200414 | 2284.89 1.14 013 456428 | 539553 116 0.15
15 2 1 BA 51.95 54.48 1.05 s 130024 1659.47 142 0.35 173281 | 714554 161 0.96
16 2 1 BA 6707 55.03 0.82 -0.20 151080 1584.51 1.05 0.05 99580 | 2265.70 0.76 028
17 1] 12 AB bG6.14 68.33 1.03 iLi:] 156888 1626.36 1.04 .04 1958.82 | 204121 104 .04
18 2 1 BA .71 68.11 1.01 om 184399 1934.81 1.05 0.05 4232.42 584757 138 032
19 1] 12 AB 3.1 56.02 0.77 -0.27 200351 1500.59 0.75 0.29 4107.73 3381.13 (.82 .19
20 2 1 BA T4 51 60,44 0.81 -0.21 2335565 1506.84 (.55 .44 SA51.05 360209 064 045
il 2 1 BA 65894 67.03 0.97 -0.03 187850 | 2016.17 107 0.07 5532.19 355837 [L64 .44
2 1]12 AB 50.81 43.65 0.86 -0.15 109452 1350.77 123 0.1 11519 | 460271 118 0.78
3 2 1 BA 50.15 73.24 146 038 138889 1856.73 1.44 0.37 1389.95 621232 160 0.96
24 1]12 AB 75,62 60.54 0.80 -0.22 158603 1327.55 0.84 018 M52.72 ErCrE 153 0.42
15 1] 12 AB 59,68 6269 1.05 s 137146 1872.81 137 0.31 350075 00278 083 .18
16 1]12 AB 51,65 54.58 1.06 006 164152 17549.85 107 0.0y 334239 381139 114 0.13
i) 2 1 BA 458,06 52.34 1.09 009 1397492 1342.50 0.96 -0.04 3116.06 154081 059 .53
18 2 1 BA 121.16 105.75 0.87 -0.14 236584 1.7 0.75 0.29 G969.54 282990 041 090
9 2 1 BA 65.35 6017 0.92 -0.08 161456 1100.34 .58 .38 1345.54 126122 054 .62
Ell] 1] 12 AB b&.88 7168 1.04 04 205291 18556.34 0.90 010 7712348 T998.73 104 0.04
Ei| 1] 12 AB 49.54 6201 1.25 0.22 984,41 1681.30 171 .54 1682.68 345458 206 072
32 1] 12 AB G1.04 6217 1.02 ooz 1508.72 1521.89 101 0.01 G168.59 2613.22 042 .85
33 1] 12 AB B6.93 8218 .95 -0.06 277176 1970.50 071 0.34 404,14 | 4094.94 OL44 .83
4 1] 12 AB 6092 T0.24 1.15 014 142386 14568.97 1.03 0.03 3357.06 2178105 (68 .39
35 1] 2 AR 59.45 5207 0.58 -0.13 182952 1581.34 0.86 015 5265.85 B9H2 58 17 0.53
35 2 1 BA T4.82 T0.08 .54 -0.07 146893 1750.43 119 (.18 X607 | 487232 163 0.49
Ef 211 BA 60.30 568.30 1.13 012 150146 | 2017.01 112 0.11 4862.37 9642 45 198 .58
39 111 BA 100.38 94.09 .54 -0.06 IT4gA5 | 2177 0.81 0.22 6147.33 | 480143 078 .25
40 2 1 BA 50.55 TB.08 0.86 -0.15 2156022 | 2277.52 0.87 014 4307.50 | 461820 107 0.07
41 2 1 BA T2.78 79.08 1.09 08 1795.04 1564.48 0.87 014 4528.12 2357.15 052 465
42 1]12 AB 4451 33.98 0.76 -0.27 125047 1273.34 0.98 0.02 482173 B54154 1m 0.57
43 2 1 BA 51.13 56.81 111 o 1529.05 1337.85 0.87 013 3297.62 JHEAS 098 0,02
a4 1]12 AB 5187 4759 052 -0.09 1426.32 1293.80 0.91 010 F140.54 317684 040 491
N 43,00 43.00 43.00 43.00 43.00 43,00 43.00 43,00 43.00 43.00 43.00 43.00
Gaometric Mean 65.78 64.47 0.98 HA 170084 1670.95 0.98 NA 4117.37 358951 0s7 NA
Arithmetic Mean 67.31 66.09 0.99 -0.02 1751.20 1710.70 101 002 4513.37 | 442484 113 .08
Standard Deviation 1545 15.13 015 014 435.41 378.25 024 0.3 206832 207456 062 0.59
WV 1295 22.90 14.72 -719.49 24.86 211 23.54 -1306.44 45,83 45,59 5481 -1869.16

Minimum Valua 4451 33.98 0.75 -0.28 984,41 1095.22 064 045 1568268 126122 o -1.58
Median 65.35 63.95 0.99 -0.01 1641.62 1681.30 101 0.01 A4107.73 3m7.19 10 [
Maximum Valua 121.16 105.75 146 038 2TTI.76 | 264591 17 0.54 11399.25 | 964245 161 096

MA: Mot applicable
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Table A3.5. Levothyroxine Pharmacokinetic Parameters Results, including predose greater
than 5%.
Form
Variable Eutirox® approved formulation (A) Eutirox® test formulation (B)
N Arithmetic Stard;frd %oV " Arithmetic Still:ldE‘]rd e
Mean Deviation Mean Deviation
Extrapolated AUC (%) | 43.00 56.71 12.80 22.56 43.00 54,51 17.63 32.35
AUCo (ng*h/mL) | 43.00 | 451337 2068.32 45.83 4300 | 4424.84 2074.66 46.89
AUCg (ng*h/ml) 43.00 | 1751.20 435.42 24.86 4300 | 1710.70 378.25 211
CI/F (mL/h) 43.00 158.97 67.19 42.26 43.00 166.99 80.99 48.50
C.uiy (ng/ml) 43.00 67.31 15.45 22.95 43.00 66.09 15.13 22.90
t1/2(h) 43.00 61.57 32.13 52.18 43.00 62.32 36.07 57.88
Kel (1/h) 43.00 0.01 0.01 46.06 43.00 0.01 0.01 54.74
TMR (h) 43.00 92.33 45.56 49.35 43.00 93.19 53.14 57.02
Tjsg (D) 43.00 0.09 0.20 211.64 43.00 0.02 0.11 458.13
Tz () 43.00 3.52 120 33.97 43.00 3.50 114 32.58
Vd/F (mL) 43.00 | 12013.60 | 314499 26.18 4300 | 1195047 | 2697.91 22.58

Table A3.6. ANOVA table for the analysis of the levothyroxine logarnithmically-transformed
pharmacokinetic parameters (Ln), including predose greater than 5%.

iﬁﬁ: Source of Variation D;gﬂr;in“f Square Sum |Squared Means|  F Value PValue | Criterion (P > 0.05)
LW o) Sequence 1 0.13 0.13 1.58 0.22 Pass

Ln{ Cree) Sequence*Volunteer 41 346 843x 107 Not applicable
n(Cre) Form g.61x10° | 861x107 0.82 0.37 Pass

Ln{ Cres) Period 28x10° | 228x10° 0.22 0.64 Pass
(o) Ermor 41 0.43 1.05x 10 Not applicable
Ln(AUCy.) Sequence 1 479x10” | 479x10? 0.59 0.45 Pass
Ln{AUC,,) Sequence*Volunteer 41 334 0.08 Not applicable
Ln(AUG.) Form 676x10° | e76x10° 0.26 0.61 Pass
Ln{AUG,.) Period 7.01x10”° | 7.01x% 107 272 0.11 Pass
Ln(AUGy.) Error 41 1.06 2.58x 107 Not applicable
Ln{AUC,) Sequence 1 338x107° | 338x10? 0.15 0.70 Pass
Ln{AUC, ) Sequence*Volunteer 41 941 0.23 Not applicable
Ln{AUG; ) Form 214x10° | 214307 0.13 0.72 Pass
Ln{AUC, ) Period 0.45 0.45 2.68 0.11 Pass
Ln{AUC, ) Ermor 41 6.84 0.17 Not applicable
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Table A3.7 shows the results of the bioequivalence statistics for the levothyroxine
loganthmically-transformed pharmacokinetic data, including predose greater than 5%.

Table A3.7 Statistics of the Levothyroxine Bioequivalence Determination.

Schuirmann's

90 % Confidence doubled-side t Power Acceptance Meets
Parameter e the
Interval P<80% P (%) Cnterion L
> 125 % Criterion

LNCmax 94.40 101.72 0.00 0.00 100.00 (80-125) YES
LnAUCo+ 92.55 104.00 0.00 0.00 99.99 (80-125) YES
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