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1. INTRODUCTION

The following statistical analysis plan (SAP) provides the framework for the
summarization of the data from this study. The SAP may change due to unforeseen
circumstances. Any changes made from the planned analysis within the protocol,
after the locking of the database will be documented in the clinical study report CSR.
The section referred to as Table Shells within this SAP describes the traceability of
the tables, figures, and listings (TFLs) back to the data. Note that the header for this
page will be the one used for the main body of the CSR.

Any additional exploratory analyses not addressed within this statistical analysis plan
(SAP) and/or driven by the data, or requested by Zosano Pharma Corporation, will be
considered out of scope and must be described in the CSR.

2. OBJECTIVES AND ENDPOINTS

2.1

2.2

Objectives

e To compare the pharmacokinetics (PK), safety and tolerability of M207 3.8 mg
(Sled) (Treatment A) to M207 3.8 mg (MACAP) (Treatment B) to M207 3.8 mg
(MiniMac) (Treatment C), each worn for 30 minutes on the upper arm.

« To compare the PK, safety and tolerability of these 3 formulations of M207
3.8 mg to intranasal zolmitriptan 2.5 mg (Treatment D).

Endpoints

Safety and Tolerability

» Incidence of adverse events
» Change in physical exam findings from predose to 8 hr postdose

» Changes in vital signs from predose to 10 minutes, 60 minutes, and 2, 4 and 12 hr
postdose

* Changes in ECG parameters from predose to 15 minutes and 12 hr postdose

« Scores from the investigator’s visual skin assessment for erythema, edema, bruising
and bleeding at the patch application sites from predose to 30 minutes, 60 minutes,
8 hr and 24 hr postdose
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Pharmacokinetics

» Cmax - maximum observed plasma concentrations
* Tmax - time to maximum concentration

* AUCO-t - the area under the plasma concentration time profile from hour 0 to the
last detectable concentration at time t.

» AUCO0-30min - the area under the plasma concentration time profile from minute 0
to minute 30.

» AUCO-60min - the area under the plasma concentration time profile from minute 0
to minute 60.

"+ AUCO0-120min - the area under the plasma concentration time profile from minute 0
to minute 120

* Kel - apparent elimination rate constant will be estimated by linear regression of the
log-transformed plasma concentrations during the terminal log-linear decline phase,

* t¥2 ~ apparent half-life (t}%) values will be calculated as 0.693/Kel.

» AUCO-inf - the AUC value extrapolated to infinity will be calculated as the sum of
AUCO-t, and the area extrapolated to infinity, calculated by the concentration at
time t (Ct) divided by k.

+ AUCO-inf{(m/p) — metabolite to parent ratio of AUCO-inf

* %Frel - bioavailability relative to each treatment assignment
3. STUDY DESIGN

This is a single-center, open-label, randomized, four-way crossover study. The study
population will consist of 24 healthy volunteers (12 women and 12 men) 18 to 50
years of age in general good health. Following review of all Screening procedures,
eligible subjects will be enrolled into the dosing phase of the study, The interval
between screening and first treatment will be no more than 30 days.

Eligible subjects will be admitted into the clinic on the day before the first dosing.
Subjects will be required to stay in the clinic for the entire duration of the study
(unless medically necessary to leave the clinic as instructed by the principal
investigator and/or for non-medically related reasons considered on a case by case
basis).

Subjects will fast for at Jeast 10 hours during the night preceding dosing and until at
least 2 hours after dosing. Water is allowed ad libitum, as well as tea and coffee in
moderate amounts. The following morning (between 0630 and 0930), subjects will
receive that day’s scheduled treatment (A, B, C, or D). The treatments are described
in Section 5. Hour 0 will be the time of second patch application.

Each subject will receive each of the 4 study treatments once, followed by in-clinic
monitoring and extensive blood sample collections for PK analysis. All AEs,
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including any skin irritations and sensations as well as concomitant medication usage
will be documented.

Depending on the treatment assignment, two M207 patches (Treatments A, B, and C)
will be applied to the upper arm by means of a handheld reusable applicator with an
application energy of 0.26 Joules. No lotions, ointments, or powders may be applied
to the upper arm where M207 will be applied for 12 hours before or after applying
M207. Used patches will be removed 30 minutes after application of the second
patch. The patches will be collected and frozen in storage until shipped for analysis of
remaining drug. For Treatment D (nasal spray), the dose will be administered, after
the subject blows his/her nose, to either the right or left nostril with the subject’s head
tilted slightly backward.

Dosing will occur approximately 48-hours apart from the time of patch application,
until completion of dosing in randomized order per the treatment sequence schedule.
Treatments sequences ABDC, BCAD, CDBA, and DACB will be used. At the end of
each dosing day, the safety data from the subjects will be evaluated. If tolerability is
deemed to be acceptable by the Principal Investigator, a decision will be made to
proceed to the next dosing day. After completion of the four dosing days (one in each
treatment period), subjects will be assessed one final time and dismissed from the
study.

4. ANALYSIS POPULATIONS

4.1

4.2

Analysis Populations

Safety Population

The safety population will include all subjects who received any amount of study
drug.

Pharmacokinetic Population

The PK population will include all subjects who were dosed and who have an
evaluable PK profile.

Preliminary Analysis of Pharmacokinetic Data

Celerion will perform a preliminary analysis of plasma zolmitriptan and n-desmethyl
zolmitriptan PK data. PK parameters will be caleulated using quality-controlled
plasma zolmitriptan and n-desmethyl zolmitriptan concentration data and actual
sampling times.
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5. TREATMENT DESCRIPTIONS

The treatments descriptions will be described as:

Treatment  Short Description Long Description

Treatment A  M207 3.8 mg (Sled) M207 3.8 mg administered as two 1.9 mg patches 30
min wear time (upper arm application) - made on a
“Sled” coater and packaged in foil pouches
(Treatment A)

Treatment B M207 3.8 mg (MACAP) M207 3.8 mg administered as two 1.9 mg paiches 30
min wear time {upper arm application) - made on a
‘MACAP” coater and packaged in foil cups
{Treatment B)

Treatment C  M207 3.8 mg (MiniMac) M207 3.8 mg administered as two 1.9 mg patches 30
min wear time {(upper arm application) - made on a
“MiniMac” coater and packaged in foil cups
{Treatment C)

Treatment D Zolmitriptan 2.5 mg (Intranasal) Zolmitriptan 2.5 mg administered intranasally as a
single 2.5 mg/0.1 mL spray (Treatment D)

6. PHARMACOKINETIC ANALYSIS

6.1

Measurements and Collection Schedule

Blood samples for the determination of plasma zolmitriptan and n-desmethyl
zolmitriptan concentrations will be collected predose and 0.0333 (2 minutes), 0.0833
(5 minutes), 0.1667 (10 minutes), 0.25 (15 minutes), 0.3333 (20 minutes), 0.5

(30 minutes), 0.75 (45 minutes), 1, 1.5, 2, 4, 8, 12, and 24 hours postdose,

Following removal of the patches 30 minutes postdose, the subjects® skin will be
swabbed and both the patches and skin swabs will be analyzed for residual
zolmitriptan.

All plasma concentration data will be included in the calculation of the individual PX
parameters, the individual concentration-time plots (based on actual sample times),
and in the mean concentration-time plots (based on nominal sample times). All
deviations and excluded data will be provided and discussed in the CSR.
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6.2  Bioanalytical Method
6.2.1 Plasma Zolmitriptan

Plasma concentrations of zolmitriptan will be determined using a high performance
liquid chromatography-tandem mass spectrometry (HPLC-MS/MS) method validated
with respect to accuracy, precision, linearity, sensitivity, and specificity at Syneos
Health. The analytical range (lower limit of quantitation [L.LOQ] - upper limit of
quantitation [ULOQY]) for zolmitriptan in plasma is expected to be 100 to

20000 pg/mL.

6.2.2 Plasma N-Desmethyl Zolmitriptan

Plasma concentrations of n-desmethyl zolmitriptan will be determined using a
HPLC-MS/MS method validated with respect to accuracy, precision, linearity,
sensitivity, and specificity at Syneos Health. The analytical range for n-desmethyl
zolmitriptan in plasma is expected to be 50 to 10000 pg/mL.

6.2.3 Residual Zolmitriptan in Patches and Skin Swabs

Residual amounts of zolmitriptan in patches and skin swabs will be determined using
HPLC-MS/MS methods validated with respect to accuracy, precision, linearity,
sensitivity, and specificity at Syneos Health. The analytical range for zolmitriptan in
patches and skin swabs is expected to be 7.5 to 1500 pg.

6.3 Investigational Product and PK Analyte Information

6.3.1 Zolmitriptan

Plasma will be analyzed for zolmitriptan concentrations. The analyte can be described
with the following structure and molecular weight (MW) of 287.36 g/mol (Figure A).
Zolmitriptan will be administered transdermally to subjects in 3.8 mg doses via
Zosana M207 (Zolmitriptan Microneedle System) patches (2 patches x 1.9 mg/patch)
made from 3 different types of equipment, and intranasally via a commercially
available nasal spray (Zomig® Nasal Spray) at a dose of 2.5 mg (0.1 mL spray x

2.5 mg/0.1 mL).
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Figure A; Zolmitriptan (MW = 287.36 g/mol)
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6.3.2 N-Desmethyl Zolmitriptan

6.4

6.5

Plasma will be analyzed for n-desmethyl zolmitriptan concentrations. The analyte can
be described with the following structure and molecular weight (MW) of
273.34 g/mol (Figure B).

. _,_;—v-“

Figure B: N-Desmethyl Zolmitriptan (MW = 273.34 g/mol)
Pharmacokinetic Concentrations

Plasma concentrations of zolmitriptan and n-desmethyl zolmitriptan as determined at
the collection times and per the bioanalytical method described in Section 6.1 and
Section 6.2, respectively, will be used for the calculation of the plasma zolmitriptan
and n-desmethyl zolmitriptan PK parameters.

NonCompartmental Pharmacokinetic Analysis and Parameter Calculation

The appropriate noncompartmental PK parameters will be calculated from the plasma
zoim1tr1ptan and n-desmethyl zolmitriptan concentration-time data using Phoenix®
WinNoniin® Version 7.0 or higher. Actual sample times will be used in the
calculations of the PK parameters, The calculation of the actual times will be in
respect to the start of patch administration (Treatments A, B, and C) or in respect to
the start time of intranasal administration (Treatment D) of zolmitriptan on Day 1. All
PK parameters included in the protocol are listed in Table 6.1 below, and are defined
as appropriate for study design,
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Table 6.1. Noncompartmental Pharmacokinetic Parameters to be Calculated
Label to be
Used in the
Text, Tables
Parameter | and Figures | Definifion Method of Determination
Cmax Cmax Maximum observed | Taken directy from bioanalytical data
plasma
concentrations
Tmax Tmax Time to maximum Taken from clinical database as the difference in the time of
concentration administration and the time of the bicod draw which is associated
with the Cmax, §
AUCO-last ALICO-t Area under the Calculated using the Linear Trapezoidal with Linear Interpolation §
plasma Methad
concentration-time
profile from hour 0
to the last detectable
concentration at
time t
AUCO-30min | AUC0-30min | Area under the Calculated using the Linear Trapezoidal with Linear Interpolation
plasma Method
concentration-time
profile from minute
{) to minute 30
AUCO-60min | AUCO-60min | Area unler the Calculated using the Linear Trapezoidal with Linear Interpolation

plasma
concentration-time
profile from minute
{0 to minute 60

Method

AUCO0-120min

AUCG-120min

Area under the
plasma
concentration-time
profile from minute
{ to minute {20

Calculated using the Linear Trapezoidal with Linear Interpelation
Method

plasma
concentration-time
curve from minute G
extrapolated to
infinity

k Kel Apparent Estimated by lnear regression of the fog-transformed plasma
elimination rate concentrations during the terminal [og-linear decline phase
constant

iz thz Apparent half-life Calculated as 0.693/Kel
AUCO-inf AUCO-inf | Area under the Calculated as AUCO-t + (Clast/Kel) where Clast is the last

observed/measured concentration

AUCO-infm/p)

AUCO-inf(sn/p

Metabolite to parent
ratio of the area
under the plasma
concentration-time
curve from minute 0
extrapolated to

Caleulated as AUCO-inf of n-desmethyl zolmitriptan x (molecular
weight of zolmitriptan/iolecular weight of n-desmethyl

zolmitriptan)/ AUCO-inf of zolmitriptan, where the molecular weights

of zolmitriptan and n-desmethyl zolmitriptan are 287.36 g/mol and
273.34 gfimol, respectively.

infinity
Frel %Frel Relative Bioavailability refative to each treatiment assignment will be
(zolmitriptan bicavailability calculated as foltows:
only) Y%Frel{ A/B) = AUCO-inf{A)/AUCO-inf{B)x 100

%Frel{ A/C) = AUCO-inf{A)/AUCO-inf{C)x 100

%Erel{ A/D) = [AUCO-inf{A)/Dase( A)]/[AUCO-inf{D)/Dose(Dy]x [00
%Frel{ B/C) = AUCO-inf(BY AUCO-inf{C)x100

%Frel{B/D) = [AUCO-inf{B¥Dase(B)]/fAUCO-inf(D)Dose(D3)}x 100
Y%Frel(C/D) = [AUCO-inf{ CYDose(C)/fAUCC-inf(DYDose(D)]x 100
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6.6

For the calculation of the PK parameters, plasma zolmitriptan and n-desmethyl
zolmitriptan concentrations below the limit of quantitation (BLQ) prior to the first
quantiftable concentration will be set to 0.00 and plasma concentrations BLQ after
the first quantifiable concentration will be treated as missing.

Pharmacokinetic parameters will not be calculated for subjects with less than

3 consecutive postdose time points with quantifiable concentrations. Subjects for
whom there are insufficient data to calculate the PK parameters will be included in
the concentration tables only.

For Treatments A, B, and C, subjects for whom one or both patches detach cither
partially or completely prior to the completion of the 30 minute wear time may be
excluded from any statistics, For Treatment D, subjects who vomit or who experience
nasal drip within twice the median Tmax value of 3 hours for the study drug, i.e.,
within first 6 hours postdose, may be excluded from any statistics.

The Kel will be determined using linear regressions composed of least 3 data points.
The Kel will not be assigned if 1) the terminal elimination phase is not apparent, 2) if
Tmax is one of the 3 last data points, or 3) if the R? value is less than 0.75. In cases
where the Kel interval is not assigned, the values of any AUC requiring Kel for
extrapolation, t¥2, AUCO-inf, AUCO-inf(m/p), and %Frel are considered not
calculable and will not be reported. Wherever the resulting t% is more than half as
long as the sampling interval, the Kel values and associated parameters (any AUC
requiring Kel for extrapolation, t¥2, AUCO-inf, AUCO-inf(m/p), and %Frel) may not
be presented as judged appropriate and in accordance with Celerion SOPs.

The nominal doses of Treatments A, B, and C (3.8 mg), and Treatment D (2.5 mg)
will be used in the calculation of the different %Frel parameters.

Data Summarization and Presentation

For the preliminary PK analysis, all zolmitriptan and n-desmethy! zolmitriptan PK
concentrations and/or PK parameter descriptive statistics will be generated using
Phoenix® WinNonlin® Version 7.0 or higher. For the final PK analysis, all
zolmitriptan and n-desmethyl zolmitriptan PK concentrations and/or PK parameter
descriptive statistics will be generated using SAS® Version 9.3 or higher.

The plasma concentrations of zolmitriptan and n-desmethyl zolmitriptan will be listed
and summarized by treatment and time point for all subjects in the PK Population.
Plasma concentrations of zolmitriptan and n-desmethyl zolmitriptan will be presented
with the same level of precision as received from the bioanalytical laboratory.
Summary statistics, including sample size (n), arithmetic mean (Mean), standard
deviation (SD), coefficient of variation (CV%), standard error of the mean (SEM),
minimum, median, and maximum will be calculated for all nominal concentration
time points Excluded subjects will be included in the concentration listings, but will
be excluded from the summary statistics and noted as such in the tables. All BLQ
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6.7

values will be presented as “BLQ” in the concentration listings and footnoted
accordingly.

The residual amounts of zolmitriptan in each patch and on the skin surface beneath
each patch will be listed and the residual amounts of zolmitriptan in both patches
combined and on the skin surfaces under both patches combined will be summarized
by treatment for all subjects in the PK Population. Residual amounts of zolmitriptan
that are BLQ will be set to 0.00. Residual amounts of zolmitriptan in patches and skin
swabs will be presented with the same level of precision as received from the
bioanalytical laboratory. Summary statistics, including sample size (n), arithmetic
mean (Mean), standard deviation (SD), coefficient of variation (CV%), standard error
of the mean (SEM), minimum, median, and maximum will be calculated for residual
amounts of zolmitriptan in both patches combined and on the skin surfaces under
both patches combined. Excluded subjects will be included in the listings, but will be
excluded from the summary statistics and noted as such in the tables. All BLQ values
will be presented as “BLQ” in the listings and footnoted accordingly.

Mean and individual plasma concentration-time profiles will be presented on linear
and semi-log scales. Linear mean plots will be presented with and without SD.

Plasma zolmitriptan and n-desmethyl zolmitriptan PK parameters will be listed and
summarized by treatment for all subjects in the PK Population. Pharmacokinetic
parameters will be reported to 3 significant figures for individual parameters, with the
exception of Tmax, which will be presented with 2 decimal places. Summary
statistics (n, Mean, SD, CV%, SEM, minimum, median, maximum, geometric mean
(Geom Mean), and geometric CV% (Geom CV%)) will be calculated for plasma
zolmitriptan and n-desmethyl zolmitriptan PK parameters. Excluded subjects will be
listed in the PK. parameter tables, but will be excluded from the summary statistics
and noted as such in the tables.

The level of precision for each concentration and PK parameter statistic will be
presented as follows: minimum/maximum in same precision as in bioanalytical data
and/or parameter output, mean/median/geometric mean in one more level of precision
than minimum/maximum, SD/SEM in one more level of precision than
mean/median/geometric mean, n will be presented as an integer, and CV%/geometric
CV% will be presented to the nearest tenth.

Statistical Analysis of PK Parameters

No inferential statistics will be performed on the PK data from this study.
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7. SAFETY

7.1

7.2

7.3

All case report form (CRF) data will be listed by subject and chronologically by
assessment time points. This will include rechecks, unscheduled assessments, and
early termination.

Applicable continuous variables will be summarized using n, arithmetic mean, SD,
minimum, median, and maximum,

The level of precision will be presented as follows: minimum/maximum in the same
precision as in the database, mean/median in one more precision level than
minimum/maximum, SD in one more precision level than mean/median, and n will be
presented as an integer. -

Where individual data points are missing because of dropouts or other reasons, the
data will be summarized based on reduced denominators,

No inferential statistics will be performed for safety assessments.
Subject Disposition

Subjects will be summarized by number of subjects enrolled (randomized),
completed, and discontinued the study with discontinuation reasons by randomized
treatment sequence and overall. The number of subjects in the safety population will
also be summarized. The individual subject’s dosing status will also be provided
along with their completion status and date of study completion.

Demographics

Descriptive statistics will be calculated for continuous variables (age, weight, height,
and body mass index [BMI]) by randomized treatment sequence and overall. Weight,
height and BMI will be summarized at screening. Age will be derived from date of
birth to date of informed consent. Frequency counts will be provided for categorical
variables (race, ethnicity, and sex) for each randomized treatment sequence and
overall.

Adverse Fvents

All adverse events (ALs) occutring during this clinical trial will be coded using the
Medical Dictionary for Regulatory Activities (MedDRA®), Version 20.1.

Each AE will be graded on a 3-point severity scale {mild, moderate, severe).
Similarly, the causal relationship of the study drug to the AE will be described using a
3-point relationship scale (probably related, possibly related, not related). All AEs
captured in the database will be listed in by-subject data listings including verbatim
term, coded term, treatment, severity, relationship to study medication, and action;
however, only treatment-emergent AEs (TEAESs) will be summarized.
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7.4

A TEAE is defined as an AE that is starting or worsening at the time of or after study
drug administration. Each TEAE will be attributed to a treatment based on the onset
date and time of the AE. An AR that occurs during the washout period between drugs
will be considered treatment-emergent to the last drug administered prior to onset of
the AE.

If the onset time of an AE is missing and the onset date is the same as the treatment
dosing date, then the AE will be considered treatment emergent in the current
treatment. If onset time of an AE is missing and the onset date does not fall on a
dosing date, then the AE will be considered treatment emergent for the last treatment
administered. If the onset date of an AE is missing, then the AE will be considered
treatment emergent and attributed to each treatment on the study, unless the onset
date is known to have occurred within or between specific treatment periods or
otherwise specified.

TEAESs will be tabulated by System Organ Class (SOC) and Preferred Term.
Summary tables will include number of subjects reporting the AE and as percent of
number of subjects dosed by treatment. The number of AEs will be tabulated in a
similar manner. Tables which tabulate the number of TEAES by severity and
relationship to study drug will also be included.

Serious adverse events (SAEs), if present, will also be listed. Applicable narratives
will be included in the CSR.

Clinical Laboratory Tests

Standard clinical laboratory tests (chemistry, hematology, urinalysis, and serum
pregnancy for all women) will be performed at Screening and End of Study (EOS,
Day 3 of Period 4) or upon eatly termination. A serum pregnancy test will also be
completed for all women on Day -1 of Period 1. Urine drug screen and alcohol testing
will be performed at Screening and on Day -1 of Period 1. Screening serological tests
for HIV, Hepatitis B and Hepatitis C will be performed. All clinical laboratory test
results will be presented in by-subject data listings.

Out-of-normal range flags will be recorded as follows: high (H) and low (L} for
numerical results and did-not-match (*) for categorical resulis. If a value fails the
reference range, it will automatically be compared to a computer clinically significant
(CS) range. If the value falls within the computer CS range, it will be noted as “N”
for not clinically significant. If the value fails (i.e., fall outside of the CS range) the
computer CS range, it will be flagged with a “Y” which prompts the P to determine
how the out-of-range value should be followed using 4 Investigator flags: "N", not
clinically significant, "R", requesting a recheck, """, checking at the next scheduled
visit, or "Y", clinically significant. To distinguish the P1 flag from the computer CS
range flags, the PI flags of “N” and “Y” will be presented as “-* and “+”,
respectively, in the data listing. Additionally, the PI will provide a 4" flag when the
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3" flag indicates “R” or “*. This 4™ flag is intended to capture final CS (+)/NCS (=)
when the 3" flag does not document significance.

Out-of-range serum chemistry, hematology and urinalysis values and corresponding
recheck results will be [isted. Results that are indicated as CS by the PI (in either PI
flag) will be listed in a table.

7.5  Vital Signs

Single measurements of body temperature, respiratory rate, blood pressure (systolic
and diastolic), and pulse rate will be performed at the following time points:

Table 7.1. Vital Signs Collection Time Points

 Vital Sign Period Day Time Point

Measurement
Systolic and Screen
Diastolic Blood 1234 o
Pressure, Pulse P 1 Predose, 10 min, 60 min, 2 hours, 4
Rate, Respiration hours, and 12 hours postdose
Rate, Temperature™ | 4 3 End of Study or Early Termination
* Temperature will only be collected at screening, on Day -1 of Petiod 1, and End of Study or
upon early termination.
** Period 1 only

All vital signs data will be listed by subject. Descriptive statistics will be reported for
vital signs parameters, excluding temperature, by treatment and assessment time
point. Change from baseline will be summarized in a similar manner. Baseline will be
defined as the result closest and prior to dosing in each period, including unscheduled
or recheck results, whichever is later. This will typically be the predose measurement
collected on Day 1 prior to dosing. Change from baseline will not be calculated for
the End of Study time point. Postdose unscheduled events or rechecks will not be
included in summaries. Similarly, early termination results will not be included in
summaries.

7.6  Electrocardiogram
Safety 12-Lead ECG parameters (i.e., HR, PR, QRS, QT, and QTcF [QT corrected
for heart rate using Fridericia’s equation]) will be measured at the following time

points:

Table 7.2. Safety 12-lead ECG Collection Time Points

ECG Parameter Period Day Time Point
Screen
HR, PR, QRS, QT, 1.2.3. 4 1 Predose, 15 min, and 12 hours
QTcF T postdose
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ECG Parameter Period Day Time Point

4 3 End of Study or Early Termination

All ECG parameters will be listed by subject and time point of collection with QTcF
> 450 msec and change from baseline > 30 msec flagged. Descriptive statistics will
be reported for ECG parameters by treatment and assessment time point. Change
from baseline will be summarized in a similar manner. Baseline will be defined as the
result closest and prior to dosing in each treatment period, including unscheduled or
recheck results, whichever is later. This will typically be the predose measurement
collected on Day 1 prior to dosing. Change from baseline will not be calculated for
the End of Study time point. Postdose unscheduled events or rechecks will not be
included in summaries. Similarly, early termination results will not be included in
surnmaries.

7.7 Concomitant Medications

All concomitant medications recorded during the study will be coded with the WHO
Dictionary Version 01Mar2016-b3 and listed.

7.8  Physical Examination

Physical examinations will be performed at Screening and 8 hours postdose in each
period and EOS (Day 3 of Period 4). Abnormal findings will be reported as medical
history or adverse events. All abnormal findings will be listed.

7.9  Investigator Visual Skin Assessment

Each M207 patch site (where a patch has been removed) will be observed by the
investigator for erythema, edema, bruising, and bleeding assessments at the following
time points:

Table 7.3. Investigator Visual Skin Assessment Time Points

Skin Assessment Period* Day Time Point

1,2,3,4 1 Predose, 30 min, 60 min, 8 hours,

Erythema, Edema, and 24 hours postdose

Bruising, Bleeding

* The skin assessments will be performed at the specified time points for Treatments A, B, C,
The predose assessment will also be performed prior to Treatment D dosing.

The erythema evaluations will be performed using the following scale:
0 =None

1 = Mild redness

2 = Moderate colored redness
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3 = Beet colored redness

The edema evaluations will be performed using the following scale:
0 = None

1 = Slight edema

2 = Moderate edema

3 = Severe edema

Bruising assessments (visual rating) will be performed using the following scale:
0 = None

1 = =<25% application site has bruising spots

2 =2> 26 to < 50% application site has bruising spots

3 => 50% application site has bruising spots

Bleeding will be assessed using the following scale:
0 =None

1 = Pink color on skin

2 = Visible blood drop

3 = Active bleeding

Scales from the investigator skin assessment of the application sites will be listed by
subject and summarized. For each treatment period, assessments will be performed
for each patch application site, separately. For the purpose of the analysis, the worst
scale between the two patches at each treatment will be used in the summary
statistics. For each type of assessment, frequency counts and percentages showing
the number of subjects obtaining each scale by treatment and time point will be
provided. Percentages will be based on the number of non-missing results per
treatment and time point. Descriptive statistics will also be provided for each type of
assessment scales by treatment and time point. The average scale for each assessment
will be plotted against time.

8. SUMMARY OF CHANGES FROM PROTOCOL-PLANNED ANALYSIS

The analyses described in this SAP are aligned with those analyses described in the
protocol.

9. SUMMARY TABLES AND FIGURES

Summary tables and figures are numbered following the International Conference on
Harmonization (ICH) structure but may be renumbered as appropriate during the
compilation of the tables and figures for the CSR. Note that all summary tables and
figures will be generated using SAS® Version 9.3 or higher and/or using Phoenix®
WinNonlin® Version 6.3 or higher, as appropriate.
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9.1  In-text Summary Tables and Figures

The following is a list of table and figure titles that will be included in the text of the
CSR. Tables and figures will be numbered appropriately during compilation of the
CSR.

Section 10:

Table 10-1  Subject Disposition Summary
Section 11:

Table 11-1  Demographic Summary

Figure 11-1  Arithmetic Mean (SD) Plasma Zolmitriptan Concentration-Time
Profiles for 3 Different Formulations of M207 3.8 mg on the Upper
Arm for 30 Minutes and Intranasal Zolmitriptan 2.5 mg in Healthy
Volunteers (Predose to 24 Hours Postdose)

Figure 11-2  Arithmetic Mean (SD) Plasma Zolmitriptan Concentration-Time
Profiles for 3 Different Formulations of M207 3.8 mg on the Upper
Arm for 30 Minutes and Intranasal Zolmitriptan 2.5 mg in Healthy
Volunteers (Predose to 2 Hours Postdose)

Table 11-2  Summary of Plasma Zolmitriptan Pharmacokinetics for 3 Different
Formulations of M207 3.8 mg on the Upper Arm for 30 Minutes and
Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers

Table 11-3  Relative Bioavailability Between Each Treatment for 3 Different
Formulations of M207 3.8 mg on the Upper Arm for 30 Minutes and
Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers

Table 11-4  Residual Amounts of Zolmitriptan in M207 Patches and on Skin
Swabs for 3 Different Formulations of M207 3.8 mg on the Upper
Arm for 30 Minutes in Healthy Volunteers

Figure 11-3  Arithmetic Mean (SD) Plasma N-Desmethyl Zolmitriptan
Concentration-Time Profiles for 3 Different Formulations of M207
3.8 mg on the Upper Arm for 30 Minutes and Intranasal Zolmitriptan
2.5 mg in Healthy Volunteers

Section 12:

Table 12-1  Treatment-Emergent Adverse Event Frequency by Treatment- Number
of Subjects Reporting the Event (% of Subjects Dosed)

Figure 12-1  Mean Investigator Visual Erythema Assessment Scale by Time Profile
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Figure 12-2  Mean Investigator Visual Edema Assessment Scale by Time Profile

Figure 12-3  Mean Investigator Visual Bruising Assessment Scale by Time Profile

Figure 12-4  Mean Investigator Visual Bleeding Assessment Scale by Time Profile
9.2  Section 14 Summary Tables and Figures

The following is a list of table and figure titles that will be included in Section 14 of
the report. Table and figure titles may be renumbered as appropriate during the
compilation of the report.

14.1  Demographic Data Summary Tables

Table 14.1.1  Summary of Disposition (All Randomized Subjects)

Table 14.1.2  Subject Dosing Status and Study Disposition (Safety
Population)

Table 14.1.3  Demographic Summary (Safety Population)

14.2  Pharmacokinetic Data Summary Tables and Figures
14.2.1 Plasma Zolmitriptan Tables

Table 14.2.1.1 Plasma Zolmitriptan Concentrations (pg/mL) for M207
3.8 mg (Sled) on the Upper Arm for 30 Minutes in Healthy
Volunteers (Treatment A) (Pharmacokinetic Population)

Table 14.2.1.2  Plasma Zolmitriptan Concentrations (pg/mL) for M207
3.8 mg (MACAP) on the Upper Arm for 30 Minutes in
Healthy Volunteers (Treatment B) (Pharmacokinetic
Population)

Table 14.2.1.3  Plasma Zolmitriptan Concentrations (pg/mL) for M207
3.8 mg (MiniMac) on the Upper Arm for 30 Minutes in
Healthy Volunteers (Treatment C) (Pharmacokinetic
Population)

Table 14.2.1.4 Plasma Zolmitriptan Concentrations (pg/mL) for Intranasal
Zolmitriptan 2.5 mg in Healthy Volunteers (Treatment D)
(Pharmacokinetic Population)

Table 14.2.1.5 Plasma Zolmitriptan Pharmacokinetic Parameters for M207
3.8 mg (Sled) on the Upper Arm for 30 Minutes in Healthy
Volunteers (Treatment A) (Pharmacokinetic Population)

Table 14.2.1.6 Plasma Zolmitriptan Pharmacokinetic Parameters for M207
3.8 mg (MACAP) on the Upper Arm for 30 Minutes in
Healthy Volunteers (Treatment B) (Pharmacokinetic
Population)
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Table 14.2.1.7

Table 14.2.1.8

Table 14.2.1.9

Table 14.2.1.10

Table 14.2.1.11

Table 14.2.1.12

Table 14.2.1.13

Table 14.2.1.14

Table 14.2.1.15

Table 14.2.1.16

Plasma Zolmitriptan Pharmacokinetic Parameters for M207
3.8 mg (MiniMac) on the Upper Arm for 30 Minutes in
Healthy Volunteers (Treatment C) (Pharmacokinetic
Population)

Plasma Zolmitriptan Pharmacokinetic Parameters for
Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers
(Treatment D) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma
Zolmitriptan Kel Values for M207 3.8 mg (Sled) on the
Upper Arm for 30 Minutes in Healthy Volunteers
(Treatment A) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma
Zolmitriptan Kel Values for M207 3.8 mg (MACAP) on the
Upper Arm for 30 Minutes in Healthy Volunteers
(Treatment B) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma
Zolmitriptan Kel Values for M207 3.8 mg (MiniMac) on the
Upper Arm for 30 Minutes in Healthy Volunteers
(Treatment C) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma
Zolmitriptan Kel Values for Intranasal Zolmitriptan 2.5 mg in
Healthy Volunteers (Treatment D) (Pharmacokinetic
Population)

Relative Bioavailability Between Each Treatment for 3
Different Formulations of M207 3.8 mg on the Upper Arm
for 30 Minutes and Intranasal Zolmitriptan 2.5 mg in Healthy
Volunteers (Pharmacokinetic Population)

Residual Amounts of Zolmitriptan in M207 Patches and on
Skin Swabs for 3 Different Formulations of M207 3.8 mg on
the Upper Arm for 30 Minutes in Healthy Volunteers
(Treatment A) (Pharmacokinetic Population)

Residual Amounts of Zolmitriptan in M207 Patches and on
Skin Swabs for 3 Different Formulations of M207 3.8 mg on
the Upper Arm for 30 Minutes in Healthy Volunteers
(Treatment B) (Pharmacokinetic Population)

Residual Amounts of Zolmitriptan in M207 Patches and on
Skin Swabs for 3 Different Formulations of M207 3.8 mg on
the Upper Arm for 30 Minutes in Healthy Volunteers
(Treatment C) (Pharmacokinetic Population)
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14.2.2 Plasma Zolmitriptan Figures

Figure 14.2.2.1

Figure 14.2.2.2

Figure 14.2.2.3

Figure 14.2.2.4

Arithmetic Mean (SD) Plasma Zolmitriptan Concentration
Versus Time Profiles for 3 Different Formulations of M207
3.8 mg on the Upper Arm for 30 Minutes and Intranasal
Zolmitriptan 2.5 mg in Healthy Volunteers (Predose to

24 Hours Postdose) (Linear Scale) (Pharmacokinetic
Population)

Arithmetic Mean (SD) Plasma Zolmitriptan Concentration
Versus Time Profiles for 3 Different Formulations of M207
3.8 mg on the Upper Arm for 30 Minutes and Intranasal
Zolmitriptan 2.5 mg in Healthy Volunteers (Predose to

2 Hours Postdose) (Linear Scale) (Pharmacokinetic
Population)

Arithmetic Mean Plasma Zolmitriptan Concentration Versus
Time Profiles for 3 Different Formulations of M207 3.8 mg
on the Upper Arm for 30 Minutes and Intranasal Zolmitriptan
2.5 mg in Healthy Volunteers (Predose to 24 Hours Postdose)
(Linear Scale) (Pharmacokinetic Population)

Mean Plasma Zolmitriptan Concentration Versus Time
Profiles for 3 Different Formulations of M207 3.8 mg on the
Upper Arm for 30 Minutes and Intranasal Zolmitriptan

2.5 mg in Healthy Volunteers (Predose to 2 Hours Postdose)
(Linear Scale) (Pharmacokinetic Population)

14.2.3 Plasma N-Desmethyl Zolmitriptan Tables

Table 14.2.3.1
Table 14.2.3.2
Table 14.2.3.3

Table 14.2.3.4

Table 14.2.3.5

Plasma N-Desmethyl Zolmitriptan Concentrations (pg/mL)
for M207 3.8 mg (Sled) on the Upper Arm for 30 Minutes in
Healthy Volunteers (Treatment A) (Pharmacokinetic
Population)

Plasma N-Desmethyl Zolmitriptan Concentrations (pg/mL)
for M207 3.8 mg (MACAP) on the Upper Arm for

30 Minutes in Healthy Volunteers (Treatment B)
(Pharmacokinetic Population)

Plasma N-Desmethyl Zolmitriptan Concentrations (pg/mL)
for M207 3.8 mg (MiniMac) on the Upper Arm for

30 Minutes in Healthy Volunteers (Treatment C)
(Pharmacokinetic Population)

Plasma N-Desmethyl Zolmitriptan Concentrations (pg/ml.)
for Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers
(Treatment D) (Pharmacokinetic Population)

Plasma N-Desmethy! Zolmitriptan Pharmacokinetic
Parameters for M207 3.8 mg (Sled) on the Upper Arm for
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Table 14.2.3.6

Table 14.2.3.7

Table 14.2.3.8

Table 14.2.3.9

Table 14.2.3.10

Table 14.2.3.11

Table 14.2.3.12

30 Minutes in Healthy Volunteers (Treatment A)
(Pharmacokinetic Population)

Plasma N-Desmethyl Zolmitriptan Pharmacokinetic
Parameters for M207 3.8 mg (MACAP) on the Upper Arm
for 30 Minutes in Healthy Volunteers (Treatment B)
(Pharmacokinetic Population)

Plasma N-Desmethyl Zolmitriptan Pharmacokinetic
Parameters for M207 3.8 mg (MiniMac) on the Upper Arm
for 30 Minutes in Healthy Volunteers (Treatment C)
(Pharmacokinetic Population)

Plasma N-Desmethyl Zolmitriptan Pharmacokinetic
Parameters for Intranasal Zolmitriptan 2.5 mg in Healthy
Volunteers {Treatment D} (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma
N-Desmethyl Zolmitriptan Kel Values for M207 3.8 mg
(Sled) on the Upper Arm for 30 Minutes in Healthy
Volunteers (Treatment A) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma

N-Desmethyl Zolmitriptan Kel Values for M207 3.8 mg
(MACAP) on the Upper Arm for 30 Minutes in Healthy
Volunteers (Treatment B) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma

N-Desmethyl Zolmitriptan Kel Values for M207 3.8 mg
(MiniMac) on the Upper Arm for 30 Minutes in Healthy
Volunteers (Treatment C) (Pharmacokinetic Population)

Intervals (Hours) Used for Determination of Plasma
N-Desmethyl Zolmitriptan Kel Values for Intranasal
Zolmitriptan 2.5 mg in Healthy Volunteers (Treatment D)
(Pharmacokinetic Population)

14.2.4 Plasma N-Desmethyl Zolmitriptan Figures

Figure 14.2.4.1

Figure 14.2.4.2

Mean (SD) Plasma N-Desmethyl Zolmitriptan Concentration
Versus Time Profiles for 3 Different Formulations of M207
3.8 mg on the Upper Arm for 30 Minutes and Intranasal
Zolmitriptan 2.5 mg in Healthy Volunteers (Linear Scale)
(Pharmacokinetic Population)

Mean Plasma N-Desmethy! Zolmitriptan Concentration
Versus Time Profiles for 3 Different Formulations of M207
3.8 mg on the Upper Arm for 30 Minutes and Intranasal
Zolmitriptan 2.5 mg in Healthy Volunteers (Linear Scale)
(Pharmacokinetic Population)
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143  Safety Data Summary Tables and Figures
14.3.1 Displays of Adverse Events

Table 14.3.1.1 Treatment-Emergent Adverse Event Frequency by Treatment
— Number of Subjects Reporting the Event (% of Subject
Dosed) (Safety Population)

Table 14.3.1.2 Treatment-Emergent Adverse Event Frequency by Treatment
— Number of Adverse Events (% of Total Adverse Events)
(Safety Population)

Table 14.3.1.3  Treatment-Emergent Adverse Event Frequency by
Treatment, Severity, and Relationship to Drug — Number (%6)
of Subjects Reporting the Event (Safety Population)

14.3.2  Listings of Deaths, other Serious and Significant Adverse Events
Table 14.3.2.1 Serious Adverse Events (Safety Population)

14.3.3 Narratives of Deaths, other Serious and Certain other
Significant Adverse Events

14.3.4  Abnormal Laboratory Value Listing (each patient)

Table 14.3.4.1 Out-of-Range Clinical Laboratory Values and Recheck
Results (Safety Population)

Table 14.3.4.2  Clinically Significant Values According to PI and Recheck
Results (Safety Population)

14.3.5  Displays of Other Laboratory, Vital Signs, Electrocardiogram,
Physical Examination, and Other Safety Data

14.3.5.1 Vital Sign, Electrocardiogram and Investigator Visual Skin
Assessment Tables

Table 14.3.5.1.1 Vital Sign Summary and Change From Baseline (Safety
Population)

Table 14.3.5.1.2 12-Lead Electrocardiogram Summary and Change From
Baseline (Safety Population)

Table 14.3.5.1.3 Frequency Counts of Investigator Visual Skin Assessment
(Safety Population)

Table 14.3.5.1.4 Summary of Investigator Visual Skin Assessment (Safety
Population)

14.3.5.2 Investigator Visual Skin Assessment Figures
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Figure 14.3.5.2.1 Mean Investigator Visual Erythema Assessment Scale by
Time Profile (Safety Population)

Figure 14.3.5.2.2 Mean Investigator Visual Edema Assessment Scale by
Time Profile (Safety Population)

Figure 14.3.5.2.3 Mean Investigator Visual Bruising Assessment Scale by
Time Profile (Safety Population)

Figure 14.3.5.2.4 Mean Investigator Visual Bleeding Assessment Scale by
Time Profile (Safety Population)

9.3  Section 16 Pata Listings

Note: Hepatitis and HIV results that are provided by the clinical laboratory will not be
presented in subject data listings and will not be included in any database transfet.

Data listings are numbered following the [CH structure but may be renumbered as
appropriate during the compilation of the TFLs for the CSR. The following is a list of
appendix numbers and titles that will be included as data listings:

16.1 Study Information
Appendix 16.1.9 Statistical Methods
Appendix 16.1.10.1  Clinical Laboratory Reference Ranges
16.2 Subject Data Listings
16.2.1 Subject Discontinuation
Appendix 16.2.1 Subject Discontinuation (All Randomized Subjects)
16.2.2 Protocol Deviations |
Appendix 16.2.2 Protocol Deviations
16.2.3 Subjects Excluded from Pharmacokinetic Analysis
Appendix 16.2.3 Subjects Excluded from Pharmacokinetic Analysis

Note: Appendices 16.2.2 and 16.2.3 are generated in MS Word for inclusion
in the study report. ‘

16.2.4 Demographic Data
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Appendix 16.2.4.]
Appendix 16.2.4.2

Appendix 16.2.4.3
Appendix 16.2.4.4

Demographics (Safety Population)

Physical Examination Abnormal Findings (Safety
Population)

Medical and Surgical History (Safety Population)

Substance Use (Safety Population)

16.2.5 Compliance and/or Drug Concentration Data

Appendix 16.2.5.1.1
Appendix 16.2.5.1.2
Appendix 16.2.5.2
Appendix 16.2.5.3
Appendix 16.2.5.4

Appendix 16.2.5.5
Appendix 16.2.5.6
Appendix 16.2.5.7

Inclusion Criteria

Exclusion Criteria

Subject Eligibility (Safety Population)
Check-in Responses (Safety Population)

Test Compound Administration Times (Safety
Population)

Blood Draw Times (Safety Population)
Meal Times (Safety Population)
Prior and Concomitant Medications (Safety Population)

16.2,6  Individual Pharmacokinetic Response Data

Appendix 16.2.6.1

Appendix 16,2.6.2

Appendix 16.2.6.3

Appendix 16.2.6.4

Plasma Zolmitriptan Concentration Versus Time
Profiles for Subject <X> for 3 Different Formulations
of M207 3.8 mg on the Upper Arm for 30 Minutes and
Intranasal Zolmitriptan 2.5 mg (Linear Scale)

Plasma N-Desmethy! Zolmitriptan Concentration
Versus Time Profiles for Subject <X> for 3 Different
Formulations of M207 3.8 mg on the Upper Arm for 30
Minutes and Intranasal Zolmitriptan 2.5 mg (Linear
Scale)

Residual Amounts of Zolmitriptan in M207 Patches for
3 Different Formulations of M207 3.8 mg on the Upper
Arm for 30 Minutes and Intranasal Zolmitriptan 2.5 mg
(Safety Population)

Residual Amounts of Zolmitriptan on Skin Swabs for 3
Different Formulations of M207 3.8 mg on the Upper
Arm for 30 Minutes and Intranasal Zolmitriptan 2.5 mg
(Safety Population)

16.2.7 Adverse Events Listings

Appendix 16.2.7.1.1
Appendix 16.2.7.1.2
Appendix 16.2.7.2
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Adverse Events (1 of I1) (Safety Population)
Adverse Events (Il of II) (Safety Population)
Adverse Event Non-Drug Therapy (Safety Population)
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16.2.8 Listings of Individual Laboratory Measurements and Other
Safety Observations

Appendix 16.2.8.1.1
Appendix 16.2.8.1.2
Appendix 16.2.8.1.3
Appendix 16.2.8.1.4
Appendix 16.2.8.1.5

Appendix 16.2.8.2
Appendix 16.2.8.3
Appendix 16.2.84
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Clinical Laboratory Report - Serum Chemistry (Safety
Population)

Clinical Laboratory Report - Hematology (Safety
Population)

Clinical Laboratory Report - Urinalysis (Safety
Population)

Clinical Laboratory Report - Urine Drug Screening
(Safety Population)

Clinical Laboratory Report - Comments (Safety
Population)

Vital Signs (Safety Population)
[2-Lead Electrocardiogram (Safety Population)

Investigator Visual Skin Assessments (Safety
Population) :
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10. TABLE AND FIGURE SHELLS

The following table shells provide a framework for the display of data from this
study. The shells may change due to unforeseen circumstances. These shells may not
be reflective of every aspect of this study, but are intended to show the general layout
of the tables that will be presented and included in the final report. Unless otherwise
noted, all in-text tables will be presented in Times New Roman font size 9 and all
post-text tables will be presented in Courier New font size 9. These tables will be
generated off of the Celerion AdaM Model 2.1 and AdaM Implementation Guide 1.1.
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10.1  In-text Summary Tables Shells

In-text Table 10-1 will be in the following format:

Table 10-1

Subject Disposition Summary

<AE =Adverse event

Source: Table 14,1.1

Treatment B: < description™>
Treatment C: < descriptioti>

Treatment D: < description>

>

Randomized Treatment Sequence
Dispesition ABDC BCAD CDBA DACB Overall
Enrolled XX (100%) | XX (100%) | XX (100%) | XX (100%) | XX (100%)
[ Randomized)
Safety Population | X3 (100%) | XX (100%) | XX (100%) | X3{{100%) | XX (100%)
Completed Study | X (XX%) | X(XX%) | X(XX%) | X{XXW) X {X.X%)
Discontinued Barfy] X (X.X%) | X({X%) | X(XX%) | X{XX%) X {X.X%)
<Reason]> XHX%) | X{XX%) | X(XX%) | X{XX%) X {X.X%)
<Reason2> K(KX%) | X(HX%) | X(XX%) | X{X%) X (X.X%)
Treatnient A: < description>

Program: /CASCO{(XX/sas_prg/stsas/intexttesttt disp.sas DDMMMYYYY HILMM
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In-text Table 11-1 will be in the following format:

Table 11-1  Demographic Summary

Randomized Treatment Sequence

Trait Category/Statistics | ABDC BCAD CDBA DACB Overall
Sex Male XX (X%%) | 300 000 | XX (0w XX 000 | XX (000%)
Female XN (X3%) | XX (XX%) | XX (X3%) XX (300%)] XX (000%)
Race Asian XK (XX%) 300 (0% | XX (09%) [ XX (X% XX (300%)
American Indian or
Al;:kf;"at;L;“ XK (XX%) XX (300%) | 300 0XX%) | X0 ixX%)] XX (XX%)
iﬁi:g; Aean e o) [ xx (o) | Xx oxx) |x% oo | 300 ()
Native Hawaiian or o 3 o
it T, KX (0X%) | XX (300%) | X0 (0X%) XX (XN%)] XX (XX%)
White 300 (%) | XX 0o | o ooy P ooeen] o o)
Ethnicity  [Hispanic or Latino | XX (X%%) | 303X (XX9%) | X3¢ (XX%) [ XX QX%)] XX (XX%)
pouTHspaticof XX (XX%) | XX (XX%) | XX (XX%) | XX (OX%)| XX (XX%)
Age* (yrs) |n XX XX XX XX XX
Mean XXX XOLX XXX XXX XXX
SD KX XXX XXX XX XXX
Minimum XX XX XX XX X
Median XXX XXX X¥X XXX XXX
Maxinum XX XX XX XX XX

Treatment A: < description>
Treatment B: < description>
Treatnsent C: < description>
Freatment D: < description™>
BMI = Body mass index

*Age is derived from birth date to date of informed consent

Source: Table 14.1.3
Program: /CAXXXXX/sas_prgfstsasfintexttest/t_dem.sas DDMMMYYYY HILMM

Programmer Notes: Height (cm), Weight(kg), and BMI (kg/m?) at screening will be also
summarized in the table above.
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Table 11-2

Summary of Plasma Zolmitriptan Pharmacokinetics for 3 Different

Formulations of M207 3.8 mg on the Upper Arm for 30 Minutes and

Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers

Pharmacokinetic M207 3.8 mg M207 3.8 mg M207 3.8 mg Zolmitriptan 2.5 mg
Parameters (Sled) (MACAP) (MiniMac) (Intranasal)

AUCO-30min (pghr/mL) XXX X (XXX) 084908 4] KX XX XXX QOLX)
[n=xx] [o=xx] [re=xx] [n=xx}

AUCO-60min {pgehr/mL) XXX KX XXX X (XXX) XXX (X)) XXX
[n=xx] [=add [re=xx] [n=xx}

AUCO-126min {pg-hr/ml.) X (XX X) X (XXX) EHX(XKX) AXXX (XK X)
[n=xx]} [n=xx] {n=xx] [n=xx}

AUCO-t (pg=hr/mL}) X (XX.X) KKEX (XXX XXX (EXX) XXX K(XKX)
[n=xx] [n==xx] fo=xx] [n=xx]

AUCO-inf (pgehr/mL) XEXX (XXX X EXX) XH (XXX) KX KHKX)
[n=xx] {n=xx] fr=xx} [n=xx]

Cmax {pg/mL) XXX (LX) XK (XKXK) p o6 8 45:0. 8.4 KX (XHX)
[m=2t] [=xx] fn=xd [n=s]

Tinax {hr) XXX (XXX | XXX EXL KR | KX EXX XXX | XRXX (XXX, XXX
[n=xx] [h=xx] [n=xx] [=xx]

t34 (hr) XX {XXX) KKK (XXX XXX (EXX) XEXX(XXX)
[n=xx] [n=xx] [re=xx] [n=xx]

Kel{1/hr) KUK X {XXX) KKK (XK KK (XX XXX X (XXX)
[n=xx] fn=xx] [n==xx] {n=a]

M207 3.8 mg (Sled): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm application) - made on a “Sled” coater

and packaged in foil pouches (Treatment A}

M207 3.8 mg (MACAPY; M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm application) - made on a

“MACAP™ coater and packaged in foil cups (Treatment B)

M207 3.8 mg (MiniMac): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm application) - made on a

“MiniMac” coater aid packaged in foil cups {Treatment C) :

Zolmitriptan 2.5 mg (Intranasal): Zolmitriptan 2.5 mg administered infranasally as a single 2.5 mg/0.1 mL spray (Treatment B)

AUC and Cmax vaiues are presented as geometric mean and geometric CV%.

Tmax values are presented as median (min, max).

Other parameters are presented as arithmetic mean (£ SD).

INA = Not applicable

Source: Tables {4.2.1.5t0 14.2.1.8

Notes for Generating the Acetual Table:

Presentation of Data:

o n will be presented as an integer (with no decimal). If n is the same for all parameters
within a given treatment for all 4 treatments, the n will be presented in the treatment
header only.

¢  Summary statistics will be presented with same precision as defined in post-text shells

Celerion Note: Per study design needs, the following changes are made to this table relative to
Celerion’s standard shell: Two additional treatment columns were added.

DOMMMYYYY  HH:IMM
DEMMMYYYY  HH:MM

Program: /CAXXNON/sas prg/pksas/intext-pk-tables.sas
Program: /CAXDOM/sas prg/pksas/adam intext pkparam.sas
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Table 11-3  Relative Bicavailability Between Each Treatment for 3 Different
Formulations of M207 3.8 mg on the Upper Arm for 30 Minutes and
Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers

Pharmacokinefic Parameters Geom Mean {Geom CY%)
VoFrel{ A/B) (%) OO X (XXX In=xx]
YeFrel{ AIC) (%) AXX X (XXX} [n=xx]
%Frel{ A/D) (%) XXX XXX [m=xx]

% Frel(B/C) (%) XXX (XXX [r=xx]
%Frel(B/D) (%) SO X (XX X) [ne=xx]
%Frel(C/D) (%) XXX X (XXX [nexx]

1M207 3.8 mg (Sled): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time {upper arm application) - made on a “Sled” coater
and packaged in foil pouches (Treatment A)

M207 3.8 mg (MACAP): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm application) - made on a
“MACAP” coater and packaged in foil cups (Treatment B)

M207 3.8 mg (MiniMac): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm application) - made o a
“MiniMac™ coater and packaged in foit cups {Treatment C)

Zolmitriptan 2.5 mg {Intranasal): Zolmitriptan 2.5 mg administered intranasally as a single 2.5 mg/0.1 mL spray (Treatment D)

Source: Table §4.2.1.13

Notes for Generating the Actual Table:

Presentation of Data:

# 1 will be presented as an integer (with no decimal). If n is the same for all parameters, the
n will be presented along with the “Geom Mean {Geom CV%)” header.

¢ Geom Mean and Geom CVE will be presented with same precision as defined in post-text shells

Celerion Note: Per study design needs, the following changes are mads to this table relative to
Celerion’s standard shell: One column was deleted,

Program: /CAXXXX/sas_prg/pksas/intext-pk-tables.sas DEMMMYYYY  HH:MM
Program: /CAXIOUX/sas prg/pksas/adam intext pkparam.sas DOMMMYYYY  HH:MM
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Table 11-4  Residual Amounts of Zolmitriptan in M207 Patches and on Skin Swabs
for 3 Different Formulations of M207 3.8 mg on the Upper Arm for
30 Minutes in Healthy Yolunteers

PharmacokineticParameters ' M207 3.8 mg (Sled) [ M207 3.8 mg (MACAP) | M207 3.8 mg (MiniMac)
Residual Amount in Both Paiches Combined (mg) XXX XX [n=xx] [ XXX (KX X]) [oexx] KK LX) [n=xx]
Residual Amount on Both Skin Surfaces Combined {mg) X (XXX [nox] | XXX SXX) =] XXX 3O [n=xx]
[Actual Dose Administered (ng) XXX (XXX [=xx]| XXX X} fr=xx] KX X X)) [n=xx]

M207 3.8 mg (Sled): M207 3.8 mg administered as twa L.9 mg patches 30 min wear time (upper arm application) - made on a “Sted” coater
and packaged in foil pouches {Treatment A)

M207 3.8 mg (MACAP): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm epplication) - made on a
“MACAP” coater and packaged in foil cups (Treatment B)

M207 3.8 mg (MiniMac); M207 3.8 mg administered as two |.9 mg patches 30 min wear time (upper arm application) - made on a
“MiniMac” coater and packaged in foil cups {Treatment C)

Actual Dose Administered = Nominal Dose — Residual Amount in Both Patches Combined — Residual Amount on Both Skin Surfaces
Combined

Source: Tables 14.2.1.14 to 14.2.£.16

Notes for Generating the Actual Table:

Presentation of Data:

e n will be presented as an integer {with no decimsl). If n is the same for all parameters
within a given treatment for all 3 treatments, the n will be presented in the treatment
header only.

¢  Summary statistics will be presented with same precision as defined in post-text shells

Celerion Note: Per study design needs, the following changes are made to this table relative to
Celerion’ s standard shell: One additional treatment colunm was added.

Program: /CAXXXXE/sas prg/pksas/intext-pk-tables.sas DDMMMYYYY HH:MM
Program: /CRXXXK¥/sas prg/pksas/adam_intext pkparam.sas DDMMMYYYY  HH:MY
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In-text Table 12-1 will be in the following format;

Table 12-1  Treatment-Emergent Adverse Event Frequency by Treatment — Number
of Subjects Reporting the Event (% of Subjects Dosed)

Treatment
M207 3.8 mg |M207 3.8 mg{M207 3.8 mg|Zobmitriptan 2.5 mg
Adverse Event® (Sled) (MACAP)} | (MiniMac) (Intranasal) Overzll
Number of Subjects Dosed XX (XX%) | XX (XX%) | XX (500%) KX (XX%) XX (XX%)
Mumber of Subjects With TEAEs 000K%) | XX (xx%) | XX (XX%) XX (XX%) XX (XX%)
System Organ Class 1 X (X%) X (X%) X (X%) X (X%) X (X%)
Preferred Term | X (X%) X (X%) X (X%) X {X%) X (X%)
Preferred Term 2 X(x%) | XEW | X% X {X%) X (X%)
System Organ Class 2 XX%) | X(X%) | X(X%) X (X%) X (X%)
Preferred Term § X (X%) XX%) | X% X (X%) X (X%)
Preferred Termn 2 X {(X%) X (X9%) X {X%) X (%) XA{X%)

M207 3.8 mg (Sled): M207 3.8 mg administered as twa 1.9 mg patches 30 min wear time {upper arm application) - made on a
“Sled™ coater and packaged in toil pouches (Treatment A)

M2G7 3.8 mg (MACAP): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (upper arm application) - made on
a “MACAP” coater and packaged in foil cups (Treatment B)

M207 3.8 mg (MiniMac): M207 3.8 mg administered as two 1.9 mg patches 30 min wear time (opper arm application) - made on
la “MinidMac” coater and packaged in foil cups (Treatment C)

Zolmitriptan 2.5 mg {Intranasal): Zolmitriptan 2.5 mg administered intranasally as a single 2.5 mg/0.1 mL spray (Treatment D)
*Adverse events are coded using MedDRA® Version 20. 1.

[f a subjeet has 2 o more clinical adverse events, the subject is counted only once within a category. The same subject may
appear in different categories.

TEAESs = Treatment-emergent adverse evenis

Source: Tabie 14.3.4.1
Program: /CASOO(X X /sas_prg/stsas/intextiestt aesas DDMMMYYYY HH:MM

Statistical Analysis Plan, 04 July 2019 Page 34 of 85



Zosano Pharma Corporation
Mz207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

10.2 Figures Shells

Figures 11-1to 11-3, 14.2.2.1, 14.2.2.2, and [4.2.4.1 will be in the following format:

Figure 11-1  Arithmetic Mean (SD) Plasma Zolmitriptan Concentration-Fime Profiles

for 3 Different Formulations of M207 3.8 mg on the Upper Arm for
30 Minutes and Intranasal Zolmitriptan 2.5 mg in Healthy Volunteers
(Predose to 24 Hours Postdose)

30004 G—E& Treptmemt A: XX mg drug wame
@ --8 Treginient B YY mg drg name
9 % Treatment C: ZZ mg drug name

2500 {
000 | B
1500 § ffHL

1000 { T

<Matrix Analyte> Concentration (<units>)

500 4

¥ T { MARLMARL L B S v ¥ T M T
240 288 336 384 432 480 528
Hours from Dosing

Treatments B and C are shifted to the right for ease of reading
Program:: CAXXXXXfsas_prafpksasfadam_meangraph.sas  DDMMMYYY HHEMM
Program: /CAXXXXXfsas_prg/phsas/meangraphsas DDMMMYYY HH:MM

Notes:

Titles of Figures 14.2.2.1, 14.2.2.2, and 14.2.4.1 will include: “(Pharmacokinetic
Population)”.

Legend will include: “M207 3.8 mg (Sled)”, “M207 3.8 mg (MACAP)”, “M207 3.8 mg
(MiniMac)”, and “Zolmitriptan 2.5 mg (Intranasal)”.

Y-axis labels will be:
o Figures 11-1, 11-2, 14.2.2.1, and 14.2.2.2: “Plasma Zolmitriptan Concentration

(pg/mL)”.
o Figures 11-3 and 14.2.4.1: “Plasma N-Desmethyl Zolmitriptan Concentration

(pg/mL)”.
Plots for Treatments B, C, and D will be shifted to the right for ease of reading and the
following footer will be added: “Plots for Treatments B, C, and D are shifted to the right
for ease of reading.”
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Figures 14.2.2.3, 14.2.2.4, and 14.2.4.2 will be in the following format:
Figure 14.22.3

Arithmetic Mean Plasma Zolmitriptan Concentration Versus Time Profiles for 3 Different
Formulations of M207 3.8 mg on the Upper Arm for 30 Minutes and Iniranasal Zolmitriptan
2.5 mg in Healthy Volunteers (Predose to 24 Hours Postdose) (Linear Scale)
(Pharmacokinetic Population)

2500 G- Treghment A XX wyg deug nuame
© - Troament B YY mg drug name
S~ Treaiment C: ZZ mg drug name

2000 |
15060 N

1000 4

<Matrix Analyte> Concentration (<units>)

500 § e
o
- B
“M o
o T e e =]
¥ T LI B L A | L AL B A ¥ T T T
0 48 9% 144 192 40 288 336 384 432 480 528

Hours from Dosing

Program: /CAXXXXX/sas_prg/pksas/adam meangraphsas DDMMMYYY HEGMM
Programy: /CAXXXXXfas_pra/phsas/mcangraphsas  DDMAMYYY HILMM

Notes:

¢ Legend will include: “M207 3.8 mg (Sled)”, “M207 3.8 mg (MACAP)”, “M207 3.8 mg
(MiniMac)”, and “Zolmitriptan 2.5 mg (Intranasal)”.

e Y-axis labels will be:
o Figures 14.2.2.3 and 14.2.2.4: “Plasma Zolmitriptan Concentration (pg/mL)”.
o Figure 14.2.4.2: “Plasma N-Desmethyl Zolmitriptan Concentration (pg/mi.)”.
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Figures 12-1 to 12-4 and 14.3.5.2.1 to 14.3.5.2.4 will be in the following format:
Figure 14.3.5.2.1

Mean Investigator Visual Erythema Assessment Scale by Time Profile (Safety Population)

3000 +
. B3] Treatment A: XX mg drug name
: @0 Treatment B: YY mg drug name
2500 - - Treatment C: ZZ mg drug name

2000 -
15001
1000

500

T T LI T LI ] T T T F LA L LI | LI | T 1 ¥ T T T T T T 1 3 T F 1 T T T LI |

0 48 96 144 192 240 288 336 384 432 480 528

Hours from Dosing

Notes for Generating the Actual Individual Figure:

»  Iegend will include: “M207 3.8 mg (Sled)”, “M207 3.8 mg {(MACAP)”, and “M207 3.8 mg
(MiniMac)”.
*  Y-axis label will be:
o Figure 12-1 and 14.3.5.2,1: “Investigator Visual Frythema Assessment Scale”.
o  Figure 12-2 and 14.3.5.2.2: “Investigator Visual Edema Assessment Scale”.
0 Figure 12-3 and 14.3.5.2.3: “Investigator Visual Bruising Assessment Scale”.
0 Figure 12-4 and 14.3,5.2.4: “Investigator Visual Bleeding Assessment Scale”.

Program: /CROODN/sas prg/pksas/indgraph-ail.sas DOMMMYYYY  HH:MM
Program: /CRXQQUM/sas prg/pksas/adam indgraph.sas DOMMMYYYY  HH:MM
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Appendices 16.2.6.1 and 16.2.6.2 will be in the following format:
Appendix 16.2.6.1
Plasma Zolmitriptan Concentration Versus Time Profiles for Subject <X> for 3 Different

Formulations of M207 3.8 mg on the Upper Arm for 30 Minutes and Intranasal Zolmitriptan
2.5 mg (Linear Scale)

3000+
- EHHE Treatment A: XX mg drug name
. SO0 Treatment B: Y'Y mg drug name
2500- &6 Treatment C: ZZ mg drug name

)

| AL N Y BN S N B B N B Ay My S A M I I et R S M R e M B A A A B Y T S B N B T T

t 48 96 144 192 240 288 336 384 432 480 528

Hours from Dosing

Notes for Generating the Actual Individual Figure:

e Iegend will include: “M207 3.8 mg (Sled)”, “M207 3.8 mg (MACAP)”, “M207 3.8 mg (MiniMac)”,
and “Zolmitriptan 2.5 mg (Intranasal)”.

¢ Y-axis label will be:
o PAppendix 16,2,6.1: “Plasma Zolmitriptan Concentration (pg/mbL)”.
o Appendiz 16.2.6.2: “Plasma N-Desmethyl Zolmitriptan Concentration (pg/mL)”.

Program: /CAXXX¥X/sas prqg/pksas/indgraph-all.sas DOMMMYYYY  HH:MM
Program: /CAXXXXX/sas prg/pksas/adam indgraph.sas DOMMMYYYY  HH:MM
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No, CA27752

11. LISTING SHELLS

The following listing shells provide a framework for the display of data from this
study. The shells may change due to unforeseen circumstances. These shells may not
be reflective of every aspect of this study, but are intended to show the general layout
of the listings that will be presented and included in the final report. These listings
will be generated off of the Celerion SDTM Tabulation Model 1.4 mapped in
accordance with SDTM Implementation Guide 3.2. All listings will be presented in
Courier New font size 9.
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X
Pppendix 16.2.5.1.2 Exclusion Criteria

D

4 g e
AANAANNA
.VV.VVVV

Program: /CRXOXX/sas_prg/stsas/lls PRCGRAMNAME.sas DDMMMYYYY HH:MM
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of 1
Fppendix 16.2.5.2 Subject Eligibility (Safety Population)
Subject Study Did subject meet
Number Pericd all eligibility criteria? Specify
X Screen YES
X Screen YES <This column is
only presented if
data are present.>
Program: /CRCOD0/sas prg/stsas/lis PROGRAMNAME.sas DLMMMYYYY HH:MM
Page 70 of 85
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Zosano Pharma Corporation
M207, CP-2019-002

Celerion, Clinical Study Report No. CA27752

Appendix 16.2.5.3 Check—in Responses (Safety Population)

Check-in Criteria*

Subject Study  Treat—

Mumber  Period ment Day Hour Date Time 1 2 Specify

X X X X X0 DIMMMYYYY HH:MM No NA Will only be present and poplilated if
X O DIMMMYYYY  RE:MM No NA there is a comment present in the study

X X X X XXXXX  DIMMMYYYY HH:MM No NA database.

Treatment A: <
Treatment B: <
Treatment C: <
Treatment D: < >

VOV Y

Page 1 of X

* 1 = Did the Subject report any study restriction viclations since the last study visit?; 2 = IF YES TO ANY QUESTION, WAS SUBJECT APEROVED

FCR STUDY? :
NA = Not applicable

Program: /CRXOKM/sas prg/stsas/1lis PROGRAMNAME.sas DOMMMYYYY HH:MM

Statistical Analysis Plan, 04 July 2019
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X
Bppendix 16.2.5.4 Test Compound Administration Times (Safety Population)
Start

Subject  Study  Treat-
Number Period ment Day Hour Date Time Carmpotnd Dosage  lLaterality Fomm Route Comments

X X X iz S DOMMMYYYY XXMM CCOOCOOE < > < > < > < > POV T 0.50.0.9.9.0:0.9.9.0.4

X X DEMMMYYYY XX XRORLRCOEIL < > < > < > < >

X b8 X X 000 DOMMMYYYY XXX XOCOODDEI < > < > < > < >

Treatment A: < >
Treatment B: < >
Treatment C: < >
Treatment D: < >

NA = Not applicable

Program: /CRXOEX/sas prg/stsas/lis PROGRAMNAME.sas DDMMMYYYY HH:MM

Statistical Analysis Plan, 04 July 2019 Page 72 of 85



Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X
Appendix 16.2.5.5 Blood Draw Times (Safety Population)
Subject  Study Treat- Actual
Number Period ment Day Hour Date Time Ricassay Comments
X b4 X X XXXXX  DDMMMYYYY  HH:MM:SS FS:0.0.0'0:¢.0.4
X XX¥E¥  DDMMMYYYY  HH:MM:SS pi8:0.9.935:¢:5.4
X p 4004 DIMMMYYYY  HH:MM:SS LOOCEK
X XK DEMMMYYYY  HH:MM:SS XR00CETX
X NOXK  DDMMMYYYY  HH:MM:SS  C0D00CTH

<similar for all other time points and subjects>

Treatment A:
Treatment B:
Treatment C:
Treatment D:

AN AN
VOV VY

Program: /CRXOOOX/sas prg/stsas/lis PROGREMEME.sas DDMMMYYYY HH:MM

Statistical Analysis Plan, 04 July 2019 Page 73 of 85



Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X

Pppendix 16.2.5.6 Meal Times (Safety Populatiocn)

Subject Study Treat- Actual Start Stop
Number  Pericd ment Day Hour Event Date Time Time Comments
X X X X XXEEX DINNER DOMBRIYYYY  HHoip{30l  2O{XX
o084 SNACK DOAMMRIYYYY Mool 20{iXEiXX
X b4 04.0.4 BREAKFAST DCDMMMYYYY KRR KX XK XX
O 1UNCH DOAMMMYYYY J .65, 85.9. G ¢ 45 $.43:9 4
po.820.0:4 CINNER DOMMMYYYY 330X XXXHeXX
XK SMACK DOMMMYYYY XXX XKX:XHKoXX

Treatment A:
Treatment B:
Treatment C:
Treatment D:

AN AN ATEAS
VoV VY

Program: /CAXOXK/sas prg/stsas/lis PROGRAMNAME.sas DDMMMYYYY HH:MM

Statistical Analysis Plan, 04 July 2019 Page 74 of 85



Zosano Pharma Corporation
M207, CP-2019-002

Celerion, Clinical Study Report No. CA27752

Appendix 16.2.5.7 Prior and Concomitant Medications (Safety Population)

Prior
Subject RAny Treat— Medication Start Start  Stop Stop to
Number Med? ment (WHO DD¥) Dosage Route Date Time- Date Time Frequency Indication Continuing? Study?
1 NO None
2 NC None
3 YES CETIRIZINE X MG BY MOUTH DOMMMYYYY UNK DDMMMYYYY HH:MM XXCODX XOCOO NO Yes
(CETIRIZINE)
X PARACETAMOL X MG RCOOCCXK DOMMMYYYY HH:MM DOMMMYYYY HH:MM XRXXE0 P90, 0.0.0.0.0. G0 9 4
(PARACKTAMOL)

Treatment A: < >

Treatment B: < >

Treatment C: < >

Treatment D: < >

*Concomd tant medications are coded with WHO Dictionary Version C1Mar2019-b3.

Med = Medication, UNK = Unknown, WHO DD = World Health Organization Drug Dicticnary

Program: /CRXXOO{X/sas prg/stsas/lis PROGRAMNAME.sas DOMMMYYYY HE:MM
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Zosano Pharma Corporation
M207, CP-2019-002

Celerion, Clinical Study Report No. CA27752

Page 1 of ¥

Appendix 16.2.6.3 Residual Amounts of Zolmitriptan in M207 Patches for 3 Different Formulaticns of M207 3.8 mg on the Upper Amm for
30 Minutes in Healthy Volunteers (Safety Population}

Subject  Study Treat— Actual
Nurber Period ment Day Hour Date Time Result (ug)
X X X X KKK DDA Y YY HH:MM: S8 K
X 0T DOMMMYYYY  HH:MM:SS 444
X XFXK  DDMMMYYYY  HH:MM:SS XK
X XXX DOMMMYYYY  HH:MM:SS XXX
4 0.0, DOMMMY Y YY HH:MM: 88 XX

Treatment A:
Treatment B:
Treatment C:
Treatment D:

FANARFANFAN
VvV VY

Program: /CEMXX{X/sas prg/stsas/lis PROGREMIEME.sas

Statistical Analysis Plan, 04 July 2019
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X
BAppendix 16.2.6.4 Residual Amounts of Zolmitriptan on Skin Swabs for 3 Different Formulations of M207 3.8 mg on the Upper Arm for
30 Minutes in Healthy Volunteers (Safety Population)

Subject tudy Treat— Actual
Murber Period ment Day Hour Date Time Result (pg}
X X X X he0.0:0 4 DOMMMYYYY HE:MM: 83 200
X j9:0:0:0:4 DOMMYYYY HH:MM:S85 XX
X OO0 DIMMMYYYY  HH:MM:3S .46
X X DOMMMYYYY  HH:MM:SS XXX
X XXX DOMMMYYYY  HH:MM:=S3 e

Treatment A:
Treatment B:
Treatment C:
Treatment D:

AN AN
VvV VY

Program: /CAXX¥NX/sas prg/stsas/lis PROGRAMNEME.sas DIMMMYYYY —HE:MM
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Zosano Pharma Corporation
M207, CP-2015-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X
Appendix 16.2.7.1.1 Adverse Evenis (I of II) (Safety Populaticn)
Time From
Last Dose Onset Resolved Duration
Sukject System Crgan Class/
Number Treatment TE? Adverse Event Preferred Term* {DD: HH MM} Date Time Date Time (DD:BH:MY)
1 None
2 None
3 No PO ECEES S SN SOOOOCETH, XD, DD:HH:MM DOMMMYYYY HH:MM DDMMMYYYY HH:MM DD:HH:MM
XOTCIDOTO RO T OO, Y
X Yes XOROOTTSIGTONON,. OODO0N/ STOOOCLoBEd  <similar to above>
Treatment A: < >
Treatment B: < >
Treatment C: < >
Treatment D: < >
* Adverse events are coded using Med[CRA Version 20.1.
TE = Treatment—emergent
Program: /CAXXKXX/sas_prg/stsas/lis PROGRAMNAME.sas DDMMMYYYY HH:MM
Statistical Analysis Plan, 04 July 2019 Page 78 of 85



Zosano Pharma Corporation

M207, CP-2019-002

Celerion, Clinical Study Report No. CA27752

Mppendix 16.2.7.1.2 Adverse Events (Il of II) (Safety Population)

Relation—
Onset: ship to
Subject Adverse —_— - Study
Murber Treatment  Event Date Time Frequency Severity Serious Outcome Drug Action
X None
X X JESSIIF RS LI LI 00 DOMMMYYYY KX:¥X Inter. Mild NS Recovered/ XWHXOHX  None

Treatment A: <
Treatment B: <
Treatment C: <
Treatment D: <

>
>
>
>

Resolved

Serious: NS = Not Serious
Frequency: SE = Single Episcde, Inter. = Intermittent, Cont. = Continuous

Program: /CRXXXXX/sas prg/stsas/lis PROGRAMNEME.sas DDMMMYYYY HHE:MM

Statistical Analysis Pian, 04 July 2019

Page 1 of X
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Zosano Pharma Corporation
‘M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Bppendix 16.2.7.2 BAdverse Event Non-Drug Therapy (Safety Population)

Subtject
Number Treatment Adverse Event

Onset Procedure Given

Date Time Date Time Description

X X < >

Treatment A:
Treatment B:
Treatment C:
Treatment D:

AN A A
VvV VYV

DOMMMYYYY HE:MM  DDMMMYYYY HH:MM — TRENDELENBURG
POSITION

Program: /CRXXXXX/sas prg/stsas/lis PROGRAMNAME.Sas DOMYMYYYY HH:MMY

Statistical Analysis Plan, 04 July 2019

Page 1 of 1
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Appendices 16.2.8.1.1 to 16.2.8.1.4 will be in the following format:

Page 1 of X
BAppendix 16.2.8.1.1 Clinical Izboratory Report - Serum Chemistry (Safety Population)
Parameterl Parameter2 Parameter3 Parameterd Parameterb Parameteré
Subject Age#/ Study < Range> < Range> < Range> < Range> < Range> < Range>
MNunber Sex Period Day Date Time (Unit) {Unit) (Unit) {Unit) (Urdt) {Unit)
X XX Screen - DIMMMYYYY HH:MM:SS XX MW he.4 XX XX XX BN XX
p:4 -X DOMMMYYYY HE:MM:SS XX LYR+ XX IN X XK Y- XX p: 5.4

# Age is derived from birth date to date of informed consent. T = Female, M = Male

H = Above reforence range, L = Below reference range

Cemputer: N = Not clinically significant, ¥ = Clinically significant

P Interpretation: — = Not clinically significant, R = Recheck requested, ~ = Will be retested later, + = Clinically significant

Program: /CAXIO0/sas prg/stsas/lis PROGRAMNAME.sas DDMMMYYYY HH:MM

Programmer Note: Replace Parameterl, 2 etc. with actual lab tests in the study. Sort unscheduled assessment and early term chrenologically
with other scheduled assessments and rechecks. Recheck shonld be sorted with the scheduled time point the recheck is for.
Add fourth flag in the cases that *~ or R are used for the PT flag. This flag will be found in the ClinQuick Extracticn.

Statistical Analysis Plan, 04 July 2019 . Page 81 of 85



Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of ¥
Appendix 16.2.8.1.5 Clinical Laboratory Report — Comments (Safety Population)

Subject Age#/ Study
NMumber Sex Pericd Day Date Depariment Test Result Unit Comment

X b e X -% DOMMMYYYY * Other Tests Fibrinogen hie.0:4 mg /4L Not significant in the
context of this study.

4 poe 1s derived from birth date to date of informed consent. F = Famale, M = Male

Program: /CRXX¥¥X/sas prg/stsas/lis PRCGRAMNAME.sas DDMMMYYYY HE:MM

Statistical Analysis Plan, 04 July 2019 . Page 82 of 85



Zosano Pharma Corporation
M207, CP-2019-002

Celerion, Clinical Study Report No. CA27752

Page 1 of X
Appendix 16.2.8.2 Vital Signs {Safety Population)
‘ Blood Pressure {mmHg) Respi- Tempera—
Subject Study Treat— Pulse ration ture Weight
Number  Period ment Day Hour Date Time Test Systolic/Diastolic  (bpm} (bpm) (°cy (kg} Comment
X Screen . . DOMMMYYYY X:oXX:XX 5ITX K/ KL XX XX XX XXX
X X X XK DIMMMYYYY X:XX:X{ SITX X/ KK XX XK XXX
k4 X XN DOMMMYYYY X:¥X:XX SITK oL EX XX 2X
Programmexr Mote: Scrt unscheduled assessment and early term chronologically with other scheduled assessments and rechecks. Recheck should
be scrted with the scheduled time point the recheck is for.

Treatment A: < >

Treatment B: < >

Treatment C: < >

Treatment D: < >

For pulse, bpm is beats/minute and for respiration bpm is breaths/minute.
SITX = X-minute sitting, SUPX = X-minute supine, R = Recheck value

Program: /CROHK/sas pry/stsas/1lls PROGREM@EME.sas DDMMMYYYY HH:iMM

Statistical Analysis Plan, 04 July 2019 Page 83 of 85



Zosano Pharma Corporation
M207, CP-2019-002

Celerion, Clinical Study Report No. CA27752

Page 1 of X

Appendix 16.2.8.3 12-Lead Electrocardiogram (Safety Population)

Heart
Subject Study Treat- Rate ER ORS or QTcE*
Number Period ment Day Hour Date Time Result {bpm) (rs) (ms) (ms) {ms) Comment
X Screen . . DOMMMEYYY XXX Norxmal XX KK KKK XK.X XXX PA600.6 500800404
X X K TXX DDMMMYYYY XoXH:XX Normal .88 XX KK KXK.X XK PESSOEES LSS

Programmer Note: Sort umschecduled assessment and early term chronclogically with other scheduled assessments and rechecks. Recheck should be
sorted with the scheduled time point the recheck is for.

Treatment A: <
Treatment B: <
Treatment C: <
Treatment D: < >

VoV Y

QIck* = QI corrected for heart rate using Fridericia’s correction
# = QTc >= 450 ms, @ = Qlc change froam baseline greater than or equals to 30 ms.

Program:

Statistical Analysis Plan, 04 July 2019

/CRXIEKY, /sas prg/stsas/lis PROGRAMAME.sas DDMMMYYYY HH:MM
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Zosano Pharma Corporation
M207, CP-2019-002
Celerion, Clinical Study Report No. CA27752

Page 1 of X
Appendix 16.2.8.4 Investigator Visual Skin Assessments (Safety Population)

Skin Assessment®

Subject Study Treat—

Number Period ment Day Hour Date Time Erythema Edema Bruising Bleeding Comments
X X X X X0 DDMMMYYYY XX X X X X
X X0 DDMMMYYYY XXX X X X X BO.0.00100 6160090004

Treatment A:
Treatment B:
Treatment C:
Treatment D: <
* Scale descriptions:

Erythema: 0 = Nene; 1 = Mild redness; 2 = Moderate colored redness; 3 = Beet colored redness

Edema: 0 = Nene; 1 = Slight edema; 2 = Moderate edemz; 3 = Severe edema

Bruising (visual rating): 0 = None; 1 = £ 25% application site has bruising spots; 2 = 2 26 to £ 50% application site has bruising spots:
3 = > 50% applicaticn site has bruising spots

Blesding: 0 = None; 1 = Pink color on skin; 2 = Visible blood drop; 3 = Active bleeding

[ANNANNAN
¥V VYV Y

Program: /CRXOOX/sas prg/stsas/lis PROGRAMNAME.sas DIMMMYYYY HH:MY

Statistical Analysis Plan, 04 July 2019 Page 85 of 85






