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1. Introduction 

This statistical analysis plan (SAP) describes the planned analysis and reporting for TEOXANE 
SA protocol/clinical investigation plan (CIP) number TEO-RHA-1902 (A Randomized, Blinded 
Evaluator, No-treatment Control, Multicenter, Prospective Clinical Study of RHA® 1 for the 
Treatment of Moderate to Severe Tissue Volume Deficiencies in the Infraorbital Regions), version 
#8.0. The reference document for this statistical plan is the protocol and the accompanying sample 
data collection documents. Operational aspects related to collection and timing of planned clinical 
assessments are not repeated in this SAP unless relevant to the planned analysis. 
The structure and content of this SAP provide sufficient detail to meet the requirements identified 
by the Food and Drug Administration (FDA), and International Conference on Harmonization 
(ICH) of Technical Requirements for Registration of Pharmaceuticals for Human Use: Guidance 
on Statistical Principles in Clinical Trials1. All work planned and reported for this SAP will follow 
internationally accepted guidelines, published by the American Statistical Association2 and the 
Royal Statistical Society3, for statistical practice. 
The planned analyses identified in this SAP may be included in clinical study reports (CSRs), 
regulatory submissions, or future manuscripts. Also, post-hoc exploratory analyses not necessarily 
identified in this SAP may be performed to further examine study data. Any post-hoc or unplanned, 
exploratory analysis performed will be clearly identified as such in the final CSR. 
The statistical plan described hereafter is an a priori plan. It will be approved before any unblinded 
inferential or descriptive analysis of data pertaining to TEOXANE SA’s study TEO-RHA-1902. 

1.1. Rationale for Study 

RHA® 1 is an investigational device which was initially assessed for the perioral lines indication 
in a previous clinical investigation conducted by TEOXANE SA and whose premarket approval 
was approved by the FDA on 22 December 2021. 
The purpose of this study is to inject RHA® 1 into the infraorbital regions to achieve volume 
correction in the infraorbital area and to demonstrate that it is superior to no treatment in subjects 
aged 22 years and older to support a premarketing authorization application to United States (US) 
FDA for RHA® 1. 
To date, no soft tissue dermal fillers have been approved by the US FDA for use in the infraorbital 
regions. Therefore, the options for treatment of this area are limited to surgery, injection of one’s 
own fat tissue, or off-label use of the medical devices marketed for different indications. Data 
about the effectiveness and/or safety are available from retrospective studies and case reports. The 
majority of the risks from RHA® 1 are expected to be similar to those associated with other 
hyaluronic acid (HA) dermal fillers used as off-label treatment in the infraorbital. These include 
risks associated with all skin injection procedures, with the use of anesthetic agents, or with the 
use of RHA® 1. In the light of the potential risks and benefits, a prospective clinical study of 
RHA® 1 HA dermal filler to assess the effectiveness and safety of the RHA® 1 in the infraorbital 
area is justified. 



 Statistical Analysis Plan 
 Sponsor TEOXANE SA  
 Protocol Number TEO-RHA-1902  
 PCN Number TEOX.1078 
 

AD-ST-33.06 Effective date: 12-Nov-2020 
Version 6.0 |    Date 24-Apr-2024|    AD-PR-109.02  Effective date: 17-Aug-2020  Page 12 of 72 
 
 

1.2. Hypothesis 

The RHA® 1 group will be superior to the No-treatment control group for the correction of volume 
deficiencies in the infraorbital regions as determined by the Teoxane Infraorbital Hollows Scale 
(TIOHS – 5-point scale from grade 0 to 4) at 12 weeks after the initial treatment or randomization 
(for the No-treatment control group). An improvement in the TIOHS of ≥1 grade compared to 
pre-treatment for both eyes will be considered clinically meaningful. 
Additionally, the change from Baseline in selected questions of the FACE-Q “Appraisal of lower 
eyelids” domain score (converted to a 0-100 scale – Rasch conversion) at 12 weeks for subjects 
treated with RHA® 1 will be statistically superior (by at least 12 points) to the subjects of the No-
treatment control group. The average of the raw score for the 4 questions in modified FACE-Q 
“Appraisal of lower eyelids” will be also improved by 3 points or more for subjects randomized 
in the RHA® 1 treatment group at 12 weeks to confirm that the statistical superiority is clinically 
significant. 

2. Study Objectives and Endpoints 

2.1. Study Objectives 

The study is designed to achieve a series of objectives outlined below. 

2.1.1. Primary Effectiveness Objective 

To assess the effectiveness of RHA® 1 (as judged by clinicians and subjects) for the correction of 
moderate to severe tissue volume deficiencies in the infraorbital regions at 12 weeks after the 
initial treatment. 

2.1.2. Secondary Effectiveness Objectives 

To assess the effectiveness of RHA® 1 for the correction of moderate to severe tissue volume 
deficiencies in the infraorbital regions up to 52 weeks after initial treatment and 12 weeks after 
retreatment. 

2.1.3. Exploratory Objectives 

To evaluate the Tyndall effect after treatment with RHA® 1 in the infraorbital regions. 

2.1.4. Safety Objective 

• To assess the safety of RHA® 1 in subjects treated for the correction of moderate to severe 
tissue volume deficiencies in the infraorbital regions up to 52 weeks after initial treatment and 
12 weeks after retreatment 
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• To demonstrate that safety of RHA® 1 is not impacted by the method of administration 
(injected with a needle or a cannula) 

2.2. Study Endpoints 

2.2.1. Effectiveness Endpoints 

2.2.1.1. Primary Effectiveness Endpoint 
The primary effectiveness endpoint of this study is the responder rate after 12 weeks. 
The effectiveness of RHA® 1 will be demonstrated if the responder rate for subjects treated with 
RHA® 1 (Stage 1 and Stage 2) is statistically superior to the responder rate for subjects of the 
No-treatment control group 12 weeks (Visit 5) after randomization as assessed by the Blinded Live 
Evaluator (BLE) using the live-validated TIOHS. Specifically, the primary hypothesis is: 

Ho: Δ = 0 
Ha: Δ > 0 

where Δ = RHA1 response rate minus No-treatment control response rate. Response rate is defined 
as number of responders divided by number of subjects in the analysis population for the given 
treatment group. 
Additionally, the following 2 conditions must be met: 

• The responder rate for RHA® 1 is ≥70% 

• The difference between the responder rate for subjects treated with RHA® 1 and the 
No-treatment control group is ≥50%. 

A responder will be defined as a subject with a ≥1-grade improvement in both eyes on the TIOHS 
as assessed by the BLE from before initial treatment and 12 weeks after the initial treatment 
(Visit 5). 
 
The co-primary endpoint will be the change from Baseline in selected questions of the FACE-Q 
“Appraisal of lower eyelids” domain score at 12 weeks. The effectiveness of RHA® 1 will be 
demonstrated if the modified FACE-Q “Appraisal of lower eyelids” change from Baseline score 
(converted to a 0-100 scale – Rasch conversion) for subjects treated with RHA® 1 is statistically 
superior (by at least 12 points) to the subjects of the No-treatment control group 12 weeks (Visit 5) 
after randomization (including subjects who received RHA® 1 during Stage 1). Specifically, the 
co-primary hypothesis is: 

Ho: Δ = 0 
Ha: Δ > 0 

where Δ = RHA1 change from Baseline minus No-Treatment control change from Baseline. 
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Additionally, the following 2 conditions must be met:  

• The mean change from Baseline of the modified FACE-Q “Appraisal of lower eyelids” 
raw score for RHA® 1 is ≥ 3 

• The difference between the modified FACE-Q “Appraisal of lower eyelids” change from 
Baseline for subjects treated with RHA® 1 and the No-treatment control group is ≥12. 

Only the following questions will be considered for the co-primary endpoint: 

• Question “d”: “How noticeable the lines under your eyes are?” 
• Question “e”: “Crepey (wrinkled) skin under your eyes?” 
• Question “f”: “How old the area under your eyes makes you look?” 
• Question “g”: “How tired the area under your eyes makes you look?” 

Only data from Phase 1a of Stage 1 and Stage 2 will be taken into account. Subjects randomly 
assigned to the No-treatment control group will receive treatment in Phase 1b, but these data will 
not be pooled for the primary endpoint analysis. 
 
Superiority will be declared if:  

- the lower bound of 2-sided 95% confidence interval for the responder rate for RHA® 1 is 
at least 70%, and  

- the lower bound of 2-sided 95% confidence interval for the difference in the responder rate 
between subjects treated with RHA® 1 and the No-treatment control group is at least 50%, 
and 

- the lower bound of 2-sided 95% confidence interval for the modified FACE-Q “Appraisal 
of lower eyelids” raw score for RHA® 1 is at least 3, and 

- the lower bound of 2-sided 95% confidence interval for the difference in mean change from 
Baseline of the modified FACE-Q between RHA® 1 treated group and the No-treatment 
control group is at least 12. 

 

2.2.1.2. Secondary Effectiveness Endpoints 
The secondary effectiveness endpoints are: 

• Proportion of subjects with both eyes with ≥1-grade improvement on the TIOHS as 
assessed: 

o By the BLE at each site visit starting from Visit 5 (12 weeks after randomization/ 
initial treatment) = rate of responders at the given time point 

o By the Treating Investigator (TI) at each site visit starting from Visit 2 (2 weeks 
after randomization/ initial treatment) 

o By the Independent Panel Review (IPR) at Visit 5 (12 weeks after 
randomization/initial treatment) 
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• Proportion of subjects with both eyes and with one eye with ≥1-grade, ≥2 grade, ≥3-grade 
improvement on the TIOHS as assessed: 

o By the BLE at each site visit starting from Visit 5 (12 weeks after randomization/ 
initial treatment) 

o By the TI at each site visit starting from Visit 2 (2 weeks after randomization/ 
initial treatment) 

o By the IPR at Visit 5 (12 weeks after randomization/initial treatment) 
• Proportion of subjects who were “improved” or “much improved” using the Global 

Aesthetic Improvement Scale (GAIS) as assessed: 
o By the BLE at each site visit starting from Visit 5 (12 weeks after randomization/ 

initial treatment) 
o By the TI at each site visit starting from Visit 3 (4 weeks after randomization/ 

initial treatment) 
o By the subject at each site visit from Visit 3 (4 weeks after randomization/ initial 

treatment) 
• Proportion of subjects “satisfied” or “very satisfied” with the effect of the study 

treatment, using the Subject satisfaction scale as assessed by the subject at each site visit 
from Visit 3/Visit 3b (4 weeks after initial treatment) 

• FACE-Q assessment by the subject through the “Appraisal of lower eyelids” (all 
questions) scale of the FACE-Q at each site visit starting from Baseline (except for 
Visit 2) 

• Periorbital Subject Assessment Questionnaire (PSAQ) assessment by the subject 
o Only part A at Baseline (Visit 1/Visit 1b) before initial treatment 
o Parts A and B without question 12 at each site visit starting from Visit 3/Visit 3b 

(after initial treatment) 
o Parts A and B including question 12 at the Exit visit 

• Total volume of RHA® 1 per eye and per treatment session to obtain Optimal Cosmetic 
Result (OCR) 

• Proportion (%) of subjects retreated 

2.2.1.3. Exploratory Effectiveness Endpoint 
The exploratory effectiveness endpoint of this study includes the following: 

• Tyndall effect assessment by the TI at all site visits after injection from Visit 1/Visit 1b 

2.2.2. Safety Endpoints 

The safety endpoints of this study include the following: 

• Adverse events (AEs), with a focus on treatment related AEs based on the TI assessment, 
and AEs reported from the Common Treatment Response (CTR) diary, from 
randomization 
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• Assessment of blink and closure test and visual disturbances through functional 
assessments 30 minutes after injection and at each visit: Snellen visual acuity, 
confrontational visual field test, ocular motility; any vision disturbances will be 
understood as Adverse Event of Special Interest (AESI) 

• Post-injection CTR, including visual disturbances, through 30-day subject CTR diary 

• Assessment of injection site pain immediately after injection is completed (both eyes), at 
5 minutes 15 minutes, and 30 minutes after injection on a visual analog scale (VAS) 
(0-100 mm) 

• Assessment of safety comparison between subjects with Fitzpatrick skin types I-III and 
IV-VI throughout the study 

• Assessment of safety comparison between subjects receiving RHA® 1 treatment with a 
needle and a cannula 

Each AE will be coded to a Preferred Term (PT) and associated System Organ Class (SOC) 
according to an established and validated adverse reaction dictionary (Medical Dictionary for 
Regulatory Activities [MedDRA], latest available version) before the randomized treatment code 
is broken. 

3. Overall Study Design and Plan 

3.1. Overall Design 
Enrollment: 
This is a multicenter, blinded evaluator, randomized, prospective, no treatment control clinical 
study to identify whether RHA® 1 is superior to no treatment for the correction of moderate to 
severe tissue volume deficiencies in the infraorbital regions. The study (Stage 1 and Stage 2 
combined) will include at least 20% of subjects with Fitzpatrick skin types IV-VI: including 
minimum of 10% subjects presenting with Fitzpatrick skin types V or VI of which ≥3% will have 
Fitzpatrick skin type V (≥8 subjects) and ≥3% will have Fitzpatrick skin type VI (≥ 8 subjects). 
Every attempt will be made to enroll approximately 10 subjects with Fitzpatrick skin types IV-VI 
during Stage 1. The enrollment in Stage 2 will be adjusted as needed to achieve the overall goal. 
The TI and the BLE will evaluate the subject’s infraorbital hollows independently of each other 
using the TIOHS at Screening (Visit 1) for eligibility. If the assessments of the TI and the BLE are 
the same or differ exactly by 1 point on the scale, the difference will be considered acceptable. The 
TI and the BLE must agree that the subject meets the inclusion criterion number 4 (TIOHS grade 
2 or 3). Bilateral symmetry is not required. If the subject is eligible, the BLE’s assessment will be 
used for the Baseline of the primary endpoint. If the TI and the BLE do not agree on eligibility, or 
if their assessments differ by 2 points or more on the scale, the subject will not be eligible. 
As requested by the US FDA enrollment for G200191 will be staged. 
Stage 1: 
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During Stage 1, approximately 58 subjects will be enrolled and randomly assigned (approximately 
6:1 ratio) to RHA® 1 group or to Untreated control group. Subjects in the Untreated control group 
are enrolled to keep the BLE blinded to the study treatment and the randomization ratio during 
Stage 1. Depending on the site, RHA® 1 will be administered with a 30G ½” needle (RHA® 1 
needle subgroup) or with a 25G 1 ½” cannula (RHA® 1 cannula subgroup). Site selection will aim 
to achieve approximately 1:1 distribution between the subgroups. After approximately 58 subjects 
are enrolled, recruitment will be halted. 
Subjects enrolled in Stage 1 in the RHA® 1 group will follow the usual schedule (Phase 1a and 
Phase 2) without interruption. In the meantime, safety data from the first 24 weeks of the RHA® 1 
group will be submitted to the FDA as an investigational device exemption (IDE) supplement for 
an interim safety review. The IDE supplement may include an updated protocol for Stage 2. Upon 
receiving approval of the expand enrollment from the FDA per the updated submitted study 
protocol, the enrollment will resume for Stage 2. 
Untreated control group 
Subjects randomly assigned to the Untreated control group will receive no treatment. As they are 
enrolled in order to keep the BLE blinded, their visits and assessments will be reduced; they will 
come to the site only at the initial visit and 12 weeks (Visit 5) after randomization, which will 
become their Exit visit. During the visits they will be assessed by the BLE and the subject 
assessments will be not applicable. TI assessments will consist of screening assessments to assess 
eligibility (including TIOHS), photography and AEs collection. 
Stage 2: 
Stage 2 will include approximately 200 additional subjects (maximum 201). Subjects enrolled 
during Stage 2 will be randomly assigned in a ratio of 3:1 at Screening (Visit 1) to receive RHA® 1 
or to receive no treatment (No-treatment control group). Subjects receiving RHA® 1 will be further 
divided by the method of administration (i.e., injection with a needle or a cannula), which will be 
defined for each site before the beginning of the study. Depending on the site, RHA® 1 will be 
administered with a 30G ½” needle (RHA® 1 needle subgroup) or with a 25G 1 ½” cannula 
(RHA® 1 cannula subgroup). Site selection will aim to achieve approximately 1:1 distribution 
between the subgroups. The BLE will be blinded to the study groups (RHA® 1 group or 
No-treatment control group). 
Phase 1a: Up to 12 weeks after the initial treatment for the RHA® 1 group or after 
randomization for the No-treatment control group; primary endpoint 
Subjects who will be randomly assigned to the RHA® 1 group at Screening during Stage 1 or 
Stage 2 will receive their injection at Visit 1. The TI or designee will call subjects 72 hours 
post-treatment (Visit 1 Call). Subjects will come to the site 2 weeks (Visit 2), 4 weeks (Visit 3), 
8 weeks (Visit 4), and 12 weeks (Visit 5, primary endpoint) after the initial treatment. Afterwards, 
subjects will proceed directly to Phase 2. Phase 1b is not applicable for subjects randomly assigned 
to the RHA® 1 group. 
Subjects randomly assigned to the No-treatment control group (Stage 2) at Screening will receive 
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no treatment in Phase 1a of the study. They will come to the site 2 weeks (Visit 2), 4 weeks 
(Visit 3), 8 weeks (Visit 4), and 12 weeks (Visit 5, primary endpoint) after randomization. After 
completing all assessments for Visit 5, subjects will immediately begin Phase 1b (Visit 1b is on 
the same day as Visit 5) and will receive their initial treatment with RHA® 1. 
Subjects randomly assigned to the Untreated control group (Stage 1) at Screening will receive no 
treatment. They will come to the site 12 weeks after randomization (Visit 5, data from this group 
is not applicable for primary endpoint), which will become their Exit visit. 
Phase 1b: after the primary endpoint assessment up to 12 weeks after the initial treatment 
for the No-treatment control group 
Phase 1b is only applicable to subjects initially randomly assigned to the No-treatment control 
group. Once all evaluations applicable for Visit 5 are completed, subjects will proceed directly to 
Visit 1b (on the same day). Evaluations completed at Visit 5 will be used for Visit 1b and will 
become the new Baseline for Phase 1b. 
Subjects will receive their initial treatment with RHA® 1 at Visit 1b. 
Subjects will follow the same schedule as those initially randomly assigned to the RHA® 1 group: 
RHA® 1 will be administered on the same day (Visit 1b). The TI or designee will call the subject 
72 hours post-treatment (Visit 1b Call). Subjects will come to the site 2 weeks (Visit 2b), 4 weeks 
(Visit 3b), 8 weeks (Visit 4b), and 12 weeks (Visit 5b) after their initial treatment. Afterwards, 
subjects will proceed to Phase 2. 
Phase 2 and Exit visit: 12 weeks after the initial treatment up to the end of the study for the 
RHA® 1 group and the No-treatment control group 
Phase 2 will occur 12 weeks after receiving initial treatment with RHA® 1 for subjects in the 
RHA® 1 group (Stage 1 and Stage 2) and the No-treatment control group (after Phase 1b). 
All these subjects will come to the site 24 weeks (Visit 6), 36 weeks (Visit 7) and 52 weeks (Visit 8) 
after their initial treatment. All subjects will be followed for 52 weeks after their initial treatment 
with RHA® 1. 
Subjects will be offered retreatment at Visit 8 (52 weeks after their initial treatment). Retreatment 
will be administered if the TI deems it to be appropriate and the subject agrees. If the subject does 
not receive retreatment, Visit 8 (52 weeks after initial treatment) will become the Exit visit. 
If the subject receives retreatment at Visit 8, the TI or designee will call him or her after 72 hours 
(Visit 8 Call). The subjects will come to the site 2 weeks (Visit 9; safety only), 4 weeks (Visit 10), 
and 12 weeks (Visit 11) after retreatment for follow-up and safety assessments. Visit 11 will be 
the Exit Visit. 
Assessments throughout the study: RHA® 1 group (Stage 1 and Stage 2) and No-treatment 
control group 
The TI will conduct safety and effectiveness evaluations at each study visit until the Exit visit 
(Visit 8 or 12). Subjects with an ongoing adverse device effect (ADE) will be followed until the 
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event(s) has resolved or resolved with sequelae, or deemed no longer necessary as per TI judgment, 
or if follow-up is no longer possible. 
Subjects will report their CTRs in a subject diary for 30 days after any injection (initial or 
retreatment). 
The BLE will conduct assessments of effectiveness at all visits starting at Visit 5 (12 weeks after 
randomization). The primary endpoint assessment will be at Visit 5 (12 weeks after randomization) 
only. The primary endpoint will include data from subjects assigned to the RHA® 1 group (Stage 1 
and Stage 2) and the No-treatment control group before receiving initial injection. Data from 
subjects randomly assigned to the Untreated control group and to the No-treatment control group 
after they receive treatment in Phase 1b will not be considered for the primary endpoint. 
3.2. Sample Size and Power 
Initially, this study planned to enroll at least 148 subjects (≥20% of subjects with Fitzpatrick skin 
types IV-VI, including 10% subjects presenting with Fitzpatrick skin types V/VI). 
The estimated responder rate (a subject with a ≥1-grade improvement in both eyes on the TIOHS 
as assessed by the BLE before initial treatment and 12 weeks after the initial treatment [Visit 5]) 
for subjects treated with RHA® 1 is set at 70%. The first level risk error alpha will be set to 2.5%. 
A co-primary endpoint was introduced in the study with additional superiority testing for change 
from Baseline the modified FACE-Q “Appraisal of lower eyelids” domain scores (Rasch 
transformation values, 0-100 scale) at week 12 (Visit 5). A superiority margin of 12 points was 
selected that is estimated to reflect an effect size of 0.5. 
To detect an AE rate of 4% in the subpopulation of subjects with Fitzpatrick skin types IV-VI 
(minimum 20% of the global study population), the number of subjects to be enrolled is as follows: 
AE incidence rate: 4% 

𝐴𝐴𝐴𝐴% = 100
𝑛𝑛×0.2

 ↔ 𝑛𝑛 = 500
𝐴𝐴𝐴𝐴%

 ↔ 𝑛𝑛 = 500
4

 

n overall population: 125 
With an estimated 15% drop-out rate throughout the entire study, a minimum total sample of 
148 subjects (125 / 0.85~148) are required to detect a sufficient AE rate. The subpopulation of 
subjects with Fitzpatrick skin type IV to VI is at least 30; this includes at least 15 subjects with 
Fitzpatrick skin type IV and at least 15 subjects with Fitzpatrick skin type V/VI. 
Using an unbalanced 3:1 ratio, a sample size of a minimum of 171 subjects in the treatment group 
(of which 85 to 86 in each of cannula and needle group), and a minimum of 57 subjects in the 
control group, altogether 228 subjects 

• will provide a >99.9% power for a 1-sided 2-group Fisher’s exact test at the 2.5% significance 
level to demonstrate statistical superiority of the treatment group over the control group, 
assuming a rate of responders in the treatment group of 70% and a rate of responders in the 
No-treatment control group of 20%. 
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• will provide >90% power for a 1-sided t test at 2.5 significance level to demonstrate statistical 
superiority of the treatment group over the control group, assuming a superiority margin of 12 
points, standard deviation (SD) of 24 points and 50 points as mean difference. 

In response to request of the US FDA, the overall sample size will be increased to 258 
(approximately 258 subjects and maximum 259 subjects), with 8 subjects randomized in the 
Untreated control group to minimize the bias of the BLE during Stage 1 of the study. It will be 
divided as follows: 

• Stage 1 enrollment: approximately 58 subjects 

• Stage 2 enrollment: approximately 200 additional subjects 
A total of 250 subjects in the safety study population (the 8 subjects randomized in the Untreated 
control group will not receive RHA® 1 treatment during the course of the study and will not be 
included in the safety population (SAFT)) will be able to detect any AE in the subpopulation of 
subjects with Fitzpatrick skin type IV-VI with an incidence rate of at least 2.5% (and any AE with 
an incidence rate of at least 0.5% in the overall population). Around 250 subjects will be enrolled 
in the safety study population to maintain sufficient power for the safety analysis. Including the 8 
subjects randomized in the Untreated control group, the study will not enroll more than 259 
subjects. 
3.3. Study Population 
A potential subject will be included in the study if they meet the inclusion criteria described in the 
protocol. Subjects shall be 22 years of age or older, seeking treatment of moderate to severe tissue 
volume deficiencies in the infraorbital region with a grade of 2 to 3 (moderate to severe) on the 
TIOHS for both eyes. 
If the subject meets any of the exclusion criteria, such as the exclusion of subjects with known 
hypersensitivity or previous allergic reaction to any component of the study device, or known 
history of multiple severe allergies, or history of anaphylactic shock, or any other criteria for 
exclusion, the subject is excluded from the study as per protocol. 
Full list of inclusion/exclusion criteria is described in the protocol. 
A total of 258 subjects (maximum 259) will be enrolled in the study, at least 20% subjects with 
Fitzpatrick skin types IV-VI (minimum 20% of the global study population) including at least 10% 
with Fitzpatrick skin types V/VI of which ≥3% will have Fitzpatrick skin type V (≥8 subjects) and 
≥3% will have Fitzpatrick skin type VI (≥ 8 subjects). 
3.4. Treatments Administered 

• Stage 1 will enroll approximately 58 subjects who will be randomly assigned (approximately 
6:1 ratio) to the following groups: 
o RHA® 1 group – approximately 50 subjects 
o Untreated control group – approximately 8 subjects 
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• Stage 2 will only begin after the US FDA reviews the Stage 1 safety data and approves to 
expand the study's enrollment for Stage 2. The proposed study design for Stage 2 is presented 
thereafter (Note: it may be revised and submitted for review with Stage 1 safety data review). 
Remaining subjects: approximately 198 subjects (maximum 201) will be randomly assigned 
(3:1 ratio) at Screening to 1 of the following groups: 
o RHA® 1 group – approximately 136 subjects 
o No-treatment control group – approximately 62 subjects 

3.4.1. Injection of Study Device 

Method of administration will be either with a 30G ½” needle (included with the product) or a 
25G 1½” cannula (TSK [STERiGLIDETM], SoftFil® Precision). 
Injection area and depth: RHA® 1 is injected from the sub-dermis to the periosteum in the 
infraorbital hollow. 
Amount of filler to be administered: Up to 1.0 mL per eye at each treatment (max: 2.0 mL per 
treatment). 

3.4.2. Vision Assessments and Blink and Closure Tests 

The following vision assessments are performed at each visit and if there is an injection, pre- and 
post-injection 

• Snellen visual acuity 
• Confrontational visual fields tests 
• Ocular motility 
Additionally, a blink and closure test will be performed at the same time as the vision 
assessments. 
3.5. Method of Assigning Subjects to Treatment Groups 
The randomization schedule will be computer generated using a permuted block algorithm and 
randomly allocate the investigational product in a 6:1 ratio for Stage 1 and a 3:1 ratio for Stage 2. 
In Stage 1 of the study, out of the 58 subjects enrolled, 50 subjects will receive RHA® 1 treatment 
and 8 subjects will receive no treatment. 
Upon receiving approval of the supplement from the FDA to expand enrollment, enrollment will 
resume with subjects enrolled in a randomized manner for Stage 2 of the study. 
Randomization numbers will be assigned sequentially as subjects are entered into the study. The 
randomization will be stratified by site. 
Needle and cannula subgroups are intended to be determined at the site level: the method of 
administration of RHA® 1 (i.e., injection with a needle or a cannula) will be defined for each site 
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at the beginning of each stage of the study. The sites will be selected with an aim to achieve 
1:1 distribution of subjects between the subgroups. This will be applicable during Stage 1 and 
Stage 2 enrollment. 
Inclusion of subjects with Fitzpatrick skin type IV-VI and V/VI will be monitored centrally and 
handled outside the randomization scheme. Overall, at least 20% of the enrolled subjects will have 
Fitzpatrick skin types IV-VI (50 subjects) with at least 10% of the enrolled subjects with 
Fitzpatrick skin types V or VI, of which at least 3% will have Fitzpatrick skin type V (≥ 8 subjects) 
and at least 3% will have Fitzpatrick skin type VI (≥ 8 subjects). 
Subjects enrolled during Stage 1 will also include subjects with Fitzpatrick skin type IV to VI. The 
above percentage are for the aggregate subjects from Stage 1 and Stage 2. During Stage 1, 
enrollment will ensure that at least 2 to 3 subjects of each Fitzpatrick skin type IV, V, and VI are 
enrolled. 
Premier Research will prepare the randomization schedule before the start of the study. No one 
involved in the study performance (and especially the BLE), except for the TI and allowed study 
site personnel, will have access to the randomization schedule before official unblinding of 
treatment assignment. No subject will be enrolled in this study more than once. 
If consent has been obtained, but the subject does not meet the entry criteria, they will be 
considered a screen failure and will not be enrolled. 
3.6. Blinding and Unblinding 
The TI, unblinded to allocation to groups, will be asked to minimize the number of people who 
will have the allocation information or who will have any form of access to such information. 
Access will only be given to personnel who must have it to, e.g., to administer the filler, call the 
subjects, or schedule visits. 
The BLE and study personnel not involved with the site (e.g., data management, medical monitor) 
will be blinded to assignment to groups and, if possible, to subgroups. To keep the BLE blinded 
during Stage 1, the BLE will not be provided with the CIP for the Stage 1, and approximately 8 
additional subjects will be enrolled to the Untreated control group and will be evaluated by the 
BLE. 
All evaluations performed by the BLE will be performed separately from the TI; the BLE must 
not have any access to subject documents, records, notes, or any other sources of information that 
might indicate the allocated treatment (such as the randomization schedule or the randomization 
ratio). The BLE must also have a separate electronical Case Report Form (eCRF) account that will 
not allow them access to any subject data. 
Subjects will not be blinded. 
Unblinding in case of medical emergency is not applicable since the TI, who is in charge of safety 
follow-up of subjects, will be aware of the treatment administered. 
Overall unblinding will take place at the end of the study only after database lock has occurred. 
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3.7. Schedule of Events 

A detailed schedule of events for the study is provided in Appendix 1: Schedule of Events for 
Phase 1a and 1b (Table 8) and for Phase 2 (Table 9). 
Detailed schematics of the investigation design scheme are provided in Appendix 2: Clinical 
Investigation Design. 

4. Statistical Analysis and Reporting 

4.1. Introduction 

Data processing, tabulation of descriptive statistics, calculation of inferential statistics, and 
graphical representations will be performed primarily using Statistical Analysis Software (SAS) 
release 9.4 or higher. If the use of other software is warranted, the final statistical methodology 
report will detail what software was used for what purposes. 
Continuous (quantitative) variable summaries will include the number of subjects (n) with 
non-missing values, the number of missing values, mean, 95% confidence interval (CI) (as 
applicable), SD, median, minimum, and maximum, unless otherwise specified. 
Categorical (qualitative) variable summaries will include the frequency and proportion of subjects 
who are in a particular category, or for each possible value. 
For non-visit based data point proportions (AEs, CTRs, medications), the denominator for the 
percentage calculation will be based upon the total number of subjects in the study population. For 
visit based data point proportions, like response rates and categorical proportions at visits, 
calculation will be based upon the total number of subjects with non-missing data for the 
observation at the specific visit. 
95% CIs of proportions will be also presented where indicated in this SAP. 
The number of missing values will be calculated as difference of the total number of values in 
the study population minus the number of non-missing values. 
The minimum and maximum will be reported with the same degree of precision (i.e., the same 
number of decimal places) as the observed data. Measures of location (mean and median), and 
CI will be reported to 1 more decimal place than the observed data, and SD will be reported to 2 
more decimal places than the observed data. 
Percentages will be presented to 1 decimal place, unless otherwise specified. 

4.2. Interim Analysis and Data Monitoring 

4.2.1. Interim Safety Analysis 

As requested by the US FDA, enrollment will be staged. Stage 1 enrollment will include 50 
subjects to be treated with RHA® 1 and 8 subjects in the Untreated control group. Once those 
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subjects have been enrolled, recruitment will be halted. Safety data obtained after following 
Stage 1 treated subjects for 24 weeks will be submitted to the FDA with an IDE supplement for an 
interim safety review to determine if enrollment may be expanded. The safety analysis will include 
comparison between needle and cannula subgroups, injection depth, and injection technique. For 
this safety review, complete descriptive safety analysis will be performed, including the same 
tabulations of CTR, AE, ADE and injection site pain, vision assessments listing as described for 
the final analysis. 
For unanticipated adverse device effect (UADE), serious adverse event (SAE), device-related SAE 
and AESI, which are less frequent, information will be provided in separate listings. 
The unblinded analysis will be performed by an independent statistician other than the author of 
this plan or the person responsible for the final analysis of this study, and treatment codes will be 
revealed to that party only. 

4.2.2. Stage 2 Interim Analysis 

One additional interim analysis will be performed after all subjects complete Visit 5. The database 
will be cleaned and locked after Visit 5 for the effectiveness data collected until Visit 5. The 
primary and effectiveness endpoints, except related to IPR assessments, will be analyzed based on 
the locked data collected until Visit 5. All safety data collected until Visit 5 date will be reported. 
Number of all AEs, ADEs, AESIs, UADEs, SAEs, and device-related SAEs will be reported with 
all data available in the database at time of the analysis. After the data is captured from the 
database, the study will continue as planned to collect data for further evaluations. Primary 
endpoint analysis and results provided until Visit 5 will be considered as final and will not be 
updated at time of the final analysis. 
Effectiveness and Safety tables and figures provided for the interim analysis will only present data 
up to Visit 5 included. Listings will provide all information available in the database at time of the 
database lock cut-off date.  

4.2.3. Data Monitoring Committee 

Not applicable. 

5. Analysis Populations 

The following 4 analysis populations are planned for this investigation: 

• Screening population: All subjects who provide informed consent and demographic and/or 
Baseline Screening assessment results, regardless of their randomization and treatment status 
in the investigation. The untreated control group will only be included in the Screening 
population as they will not receive RHA® 1 treatment throughout the clinical study. 

• Safety population (SAFT): All subjects who are assigned to either the RHA® 1 group or the 
No-treatment control group and complete Visit 1 (from Stage 1 and Stage 2). Subjects will be 
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analyzed according to their actual arm received. 
• Intent-to-Treat population (ITT): All subjects who are randomly assigned to either the 

RHA® 1 group (from Stage 1 and Stage 2) or the No-treatment control group and complete 
Visit 1. Subjects will be analyzed according to their initial arm assignment regardless of 
whether or not they received RHA® 1. 

• Per Protocol population (PP): All subjects in the ITT population who completed up to Visit 
5 (primary endpoint visit at 12 weeks) with no major CIP deviations that could affect 
effectiveness assessments. The sponsor will identify major CIP deviations per Protocol 
Deviation Guidance Plan (PDGP) prior to the database lock. 

Analysis of the primary effectiveness endpoints will be based on the ITT population and will be 
repeated for the PP population. Analysis of the secondary effectiveness endpoints will be based on 
the ITT population. TIOHS responder rate as assessed by BLE secondary analyses will be repeated 
for the PP population. 
Assignment of subjects to populations will be confirmed at a blinded data review meeting to be 
held before the study database is locked. 
If a subject is randomly assigned incorrectly or is treated with the device when assigned to the 
No-treatment control group before Visit 1b, analyses of the ITT population will be based on the 
assigned treatment, whereas all other analyses will be based on the actual treatment. 
If a subject misses 2 consecutive visits without any justified reason or if the subject missed the 
primary endpoint visit, the subject will be included in the SAFT population for safety evaluation 
and will not be included in the PP populations for effectiveness analysis. 
The sponsor will determine subjects to be included in the PP population prior to the database lock 
for the analysis. A subject with a protocol deviation that is classified as ‘major’ per the PDGP will 
be excluded from the PP population only if the protocol deviation may directly impact the primary 
effectiveness endpoint. Protocol deviations will be classified case by case basis at a blinded data 
review meeting before defining the analysis populations for the interim and the final analyses. 

6. General Issues for Statistical Analysis 

6.1. Statistical Definitions and Algorithms 

6.1.1. Baseline 

For all effectiveness and safety endpoints (for which a Baseline data is applicable), Baseline is 
defined as the last non-missing measurement preceding the initial treatment for subjects assigned 
to RHA® 1 and randomization date/time for subjects assigned to control groups. For the 
No-treatment control group, a new Baseline will be defined as the last non-missing measurement 
at or before Visit 5 (12 weeks after randomization) before continuing to Phase 1b. This new 
Baseline will be used when applicable for secondary effectiveness analysis. 
If the subject is eligible, the BLE’s assessment will be used for the Baseline of the primary 
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endpoint. 
For the poolability analysis and for the primary endpoint analysis, in case a logistic regression 
model is used, baseline TIOHS grade score is defined as the maximum grade at Baseline between 
both eyes. 
If the time of an assessment done the day of initial treatment is missing, the assessment will be 
considered performed as per protocol to define timing comparing to the treatment. 

6.1.2. Multiple Comparisons 

Not applicable, there is no multiple comparison in the study. 

6.1.3. Handling of Dropouts or Missing Data 

6.1.3.1. Multiple Imputation for TIOHS and FACE-Q Data 
Any subject who withdraws from the study will be considered as a study discontinuation. Subjects 
who discontinue study should be assessed in accordance with the assessments/tests specified 
normally for the end of the study visit. 
For subjects in the ITT lost-to-follow-up (LTFU) before Visit 5 or not present at the primary 
endpoint visit for the TIOHS assessment, the multiple imputation will be performed for missing 
values. The method assumes data are MAR. Thus, subjects with missing values will have imputed 
values similar to other subjects with comparable observed profiles in the regression variables. Only 
Visit 5 TIOHS data will be imputed using regression method within FCS, SAS proc mi, using 
treatment group as the independent variable, TIOHS as the dependent variable, and age, sex and 
TIOHS at Baseline (BLE) for the eye as covariates. One data will be imputed per eye. Subjects 
will be then considered as responder or not based on this imputed value. The random seed to be 
used in the imputation steps is 889123848. The algorithm will use 5 burn-in iterations before each 
imputation, and 40 datasets will be imputed. 
For subjects in the ITT lost-to-follow-up (LTFU) before Visit 5 or not present at the primary 
endpoint visit for the FACE-Q assessment, the multiple imputation will be performed for missing 
values. The method assumes data are MAR. Thus, subjects with missing values will have imputed 
values similar to other subjects with comparable observed profiles in the regression variables. Only 
Visit 5 modified FACE-Q Rasch converted score data will be imputed using regression method 
within FCS, SAS proc mi, using treatment group as the independent variable, modified FACE-Q 
Rasch converted score as the dependent variable, and age, sex, Fitzpatrick skin type (I-III / IV-VI) 
and modified FACE-Q Rasch converted score at Baseline as covariates. The random seed to be 
used in the imputation steps is 619705521. The algorithm will use 5 burn-in iterations before each 
imputation, and 40 datasets will be imputed. 

6.1.3.2. Mean Imputation for TIOHS and FACE-Q Data (Sensitivity Analysis) 
For subjects in the ITT lost-to-follow-up (LTFU) before Visit 5 or not present at the primary 
endpoint visit for the TIOHS assessment, the mean imputation will be performed for missing 
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values. For mean imputation, mean of TIOHS grade data at the specific visit for the applicable 
treatment arm by Baseline TIOHS grade will be used (for imputation, SAS procedure proc stdize 
can be used.). 
For subjects in the ITT LTFU before Visit 5 or not present at the primary endpoint visit for the 
FACE-Q assessment, the mean imputation will be performed for missing values at Visit 5. For 
mean imputation, mean of modified FACE-Q converted score data at the specific visit for the 
applicable treatment arm will be used (for imputation, SAS procedure proc stdize can be used.). 

6.1.3.3. Other Imputation Scenarios for TIOHS Data 
Missing TIOHS data for subjects from ITT population will also be imputed using 3 different 
scenarios as sensitivity analyses: 

• All missing as success scenario where: 
• All subjects in both RHA® 1 and No-treatment groups will be considered “responders”, 

i.e. missing data for subjects will be imputed with 1-grade improvement from Baseline 
• Half missing as success scenario where: 

o Half of the subjects in each RHA® 1 and No-treatment groups will be considered 
“responders”, i.e. missing data for subjects will be imputed with 1-grade improvement 
from Baseline 

o Half of the subjects in each RHA® 1 and No-treatment groups will be considered “non-
responders”, i.e. missing data for subjects will be imputed as the Baseline grade 

• Worst-case scenario where: 
o Subjects in the No-treatment group will be considered “responders”, i.e. missing data 

for subjects from No-treatment group will be imputed with 1-grade improvement from 
Baseline 

o Subjects in the RHA® 1 group will be considered “non-responders”, i.e. missing data 
for subjects injected with RHA® 1 will be imputed as the Baseline grade. 

 
If more than 5% of data are missing, imputation baseline observation carried forward method will 
be used as sensitivity analysis. Only Visit 5 TIOHS data will be imputed using the TIOHS Baseline 
score of the subject. 
No imputations will be performed for secondary endpoints; analyses will utilize available data as 
observed. 

6.1.3.4. Other Missing Data 
Missing and/or incomplete dates for AEs will be imputed in a manner resulting in the earliest onset 
or the longest duration during the treatment period, while ensuring that the start date is not after 
the stop date. Stop date will not be imputed if the AE is ongoing. 
The imputation method will only be used to determine duration, and imputed dates will not be 
presented in AE outputs. 
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A worst-case approach will be followed in the event of missing severity or causality data for AEs. 
If the severity is missing, ‘Severe’ will be imputed. If causality data is missing, ‘Probably related’ 
will be imputed for the question ‘Relationship to the study procedure/device’. 
Assessments not performed in live by the BLE (i.e., assessment date is later than subject visit date) 
will be excluded from the analysis and only listed. 
No other data will be imputed. 

6.1.4. Analysis Visit Windows 

Statistical analyses will be based on scheduled visit as collected in the eCRF without further 
realignment. 

6.1.5. Poolability Analysis 

Poolability analysis will be performed for sites and needle/cannula subgroups by: 

• Comparison for the Baseline TIOHS values by sites and by needle/cannula subgroups (by 
means of analysis of covariance [ANCOVA] or relevant non-parametric test e.g., 
Mann-Whitney-Wilcoxon). Baseline TIOHS grade score is defined as the maximum grade at 
Baseline between both eyes 

• Comparison of rate of responders at Visit 5 by sites and by needle/cannula subgroups based on 
TIOHS for each treatment arm (by means of Chi-squared test) 

• Comparison of the modified FACE-Q “Appraisal of lower eyelids” with the last 4 questions 
scores converted to a 0-100 scale by Rasch conversion by sites and by needle/cannula 
subgroups for each treatment arm at Visit 5 (by means of ANCOVA or relevant non-parametric 
test e.g., Mann-Whitney-Wilcoxon) 

Testing will be performed with the null hypotheses being the absence of differences between the 
subgroups and the sites. 
If site or subgroups affect the Baseline TIOHS values or rate of responders, they will be included 
in the primary endpoint analysis as a covariate. 
If site or subgroups affect the modified FACE-Q “Appraisal of lower eyelids”, they will be 
included in the co-primary endpoint analysis as a covariate. 

6.1.6. Derived Variables 

The following derived and computed variables have been initially identified as important for the 
analysis of effectiveness. 
It is expected that additional variables will be required. The SAP will not be amended for additional 
variables that are not related to the primary or secondary target variables. Any additional derived 
or computed variables will be identified and documented in the SAS programs that create the 



 Statistical Analysis Plan 
 Sponsor TEOXANE SA  
 Protocol Number TEO-RHA-1902  
 PCN Number TEOX.1078 
 

AD-ST-33.06 Effective date: 12-Nov-2020 
Version 6.0 |    Date 24-Apr-2024|    AD-PR-109.02  Effective date: 17-Aug-2020  Page 29 of 72 
 
 

analysis files. If the SAP is not amended, further derivations related to primary and secondary 
target variables will be described in the CSR. 

6.1.6.1. Responder Rate 
Definition of responder: a subject with an absolute ≥1-grade improvement in both eyes on the 
TIOHS as assessed by the BLE from before initial treatment (Baseline) to 12 weeks after the initial 
treatment (Visit 5). A negative change from the Baseline value is considered as an improvement. 

6.1.6.2. FACE-Q Scores 
For FACE-Q “Appraisal of lower eyelids” domain, the outcome of all the question, described 
below, will be pooled and data will be transformed so that higher scores reflected superior 
(positive) outcome and adapted to a scale of 100 units (i.e., worst/lowest score = 0, best/highest 
score = 100). Transformation of scores will be done according to FACE-Q manual. 
The Rasch converted scores will be calculated based on the following domain and questions. 
Domain “Appraisal of lower eyelids”: 

a. Excess fat under your eyes? 
b. Excess skin under your eyes? 
c. Puffiness under your eyes? 
d. How noticeable the lines under your eyes are? 
e. Crepey (wrinkled) skin under your eyes? 
f. How old the area under your eyes makes you look? 
g. How tired the area under your eyes makes you look? 

Raw score will be derived as follow: 

• Not at all: 4 
• A little: 3 
• Moderately: 2 
• Extremely: 1 

The converted raw scores for items that make up a scale are added to provide a total score. The 
total score is converted to a score from 0 to 100. If missing data is less than 50% of the scale’s 
items, insert the mean of the completed items to calculate the total score and round it to the nearest 
integer. FACE-Q conversion tables below (Table 1) will be used to convert the raw summed scale 
score into a score from 0 (worst) to 100 (best). 
Table 1: FACE-Q Conversion Table 
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Sum Score 
7-item version 

Equivalent Rasch 
Transformed Score (0-100) 

7 0 
8 10 
9 17 
10 23 
11 28 
12 32 
13 36 
14 39 
15 42 
16 46 
17 49 
18 52 
19 55 
20 58 
21 61 
22 64 
23 68 
24 72 
25 77 
26 82 
27 90 
28 100 

 
For the co-primary endpoint, only the 4 following questions will be considered with the same 
derivation for the raw score: 

d. How noticeable the lines under your eyes are? 
e. Crepey (wrinkled) skin under your eyes? 
f. How old the area under your eyes makes you look? 
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g. How tired the area under your eyes makes you look? 
The modified FACE-Q conversion table below (Table 2) will be used to convert the raw summed 
scale score into a score from 0 (worst) to 100 (best). This table derived from the 7-item version 
was developed by Eventum Research. 
Table 2: Modified FACE-Q Conversion Table 

Sum Score 
4-item version 

Equivalent Rasch 
Transformed Score (0-100) 

4 0 
5 8 
6 18 
7 27 
8 36 
9 44 
10 52 
11 59 
12 66 
13 73 
14 80 
15 89 
16 100 

6.1.6.3. Adverse Device Effect 
An ADE is any AE with a relationship to the study procedure or study device recorded in the eCRF 
as ‘Possibly related’ or ‘Probably related’ or ‘Causal relationship’. An AE with missing or not 
assessable relationship will be considered as ‘treatment related (probably related)’. AEs will be 
tabulated by all relationship categories recorded in eCRF. 

6.1.6.4. CTRs 
A CTR is a predefined known clinical sign or symptom occurring during the 30 days after injection 
and reported by the subject for each of the 30 days. No distinction by eye will be performed. 
The severity of the CTR will be the maximum severity reported by the subject for a particular CTR 
during the 30 days and for at least one day. 
Missing severity at a particular day will not be imputed. 
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The number of days is defined as the number of times the CTR is reported by the subject during 
this period, no matter if the eye impacted changed. 
The total duration of the CTR is defined as the number of days +1 between the last and first 
occurrence of the CTR during the 30 days, no matter if there is a gap between the several 
occurrences or if the eye impacted changed. 

6.1.6.5. Prior and Concomitant Medications 
Medications that started prior to the initial treatment for subjects assigned to RHA® 1 and 
randomization date/time for subjects assigned to control groups will be considered prior 
medications. 
A concomitant medication is defined as any medication that was administered during the treatment 
period. This includes medications that started before the treatment period and continued while on 
treatment and medications that started during the treatment period. Medications administered 
during Phase 1a for subjects in the No-treatment control group or subjects in the Untreated control 
group are considered concomitant. 
If the start/stop dates of medication are partially or completely missing, then the medication will 
be assumed to be concomitant if it cannot be definitely shown that it was not administered during 
the treatment period. Missing dates will not be replaced. 

6.1.7. Data Adjustments/Handling/Conventions 

All collected data will be presented in listings. According to this plan, data not subject to analysis 
will not appear in any tables or graphs but will be included only in the data listings. 

All P values will be displayed in four decimals and rounded using standard scientific notation (e.g., 
0.XXXX). If a P value less than 0.0001 occurs, it will be shown in tables as < 0.0001. 

For missing AEs onset dates, the convention for replacing missing dates for the purposes of 
calculating derived variables is as follows: 
For partial AE start dates: 

• If the year is unknown, then do not impute the date but assign a missing value. 
• If the month and day are unknown, then: 

o If the year matches the year of injection date, and the end date (if present) is after 
injection date, then impute as the month and day of the injection date. 

o Otherwise, assign January. 
• If the month only is unknown, then: 

o If the year matches the year of injection date and day is on or after day of 
injection, then assign the month of injection. If this produces a date after the AE 
end date, assign the month before. 
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o If the year matches the year of injection date and day is before day of injection, 
then assign the month after injection. If this produces a date after the AE end date, 
assign the month of injection. 

o Otherwise, assign January. 
• If the day is unknown, then: 

o If the month and year match the month and year of the injection date, then impute 
as the day of injection date. If this produces a date after the AE end date, 
assign 01. 

o Otherwise, assign 01. 
For partial AE end dates: 

• If the year is unknown, then do not impute the date but assign as a missing value. At the 
time of the analysis, an AE with a complete missing end date will be considered ending at 
the cut-off date of the analysis in order to derive the duration. 

• If the month is unknown, then assign December. If this produces a date after the last 
contact date, assign this date. 

• If the day is unknown, then assign the last day of the month. If this produces a date after 
the last contact date, assign this date. 

7. Study Subjects and Demographics 

7.1. Disposition of Subjects and Withdrawals 

All subjects who provide informed consent will be accounted for in this study. 
The total number of subjects for each of the following categories will be presented overall for the 
enrolled population: 

• Screening Population 
• Rescreened subject 
• Safety population (SAFT) 
• Intent-to-treat Population (ITT) 
• Per Protocol Population (PP) 
• Subjects enrolled by site 

The total number of subjects for each of the following categories will be presented overall for the 
SAFT, ITT and PP populations: 

• Completed subjects up to Exit visit 
• Subjects at each visit 
• Subjects withdrawn from study 
• Reasons for early study termination (along with COVID-19 related reason) 

For all categories of subjects, percentages will be calculated using the number of subjects in the 
population being summarized as denominator. 
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The total number of screening failures and the reasons for screen failure will be presented overall. 

7.2. Protocol Deviations 

Protocol deviations will be identified and classified at the data review meeting before defining the 
analysis populations for the interim and the final analyses. 
Only subjects with potentially important deviations as defined in the PDGP, will be discussed.  
Important protocol deviations leading to exclusion of the PP population, i.e., major deviations, will 
be summarized by type of deviations for the ITT and SAFT populations. Deviations directly linked 
to COVID-19 will be reported and summarized separately. 
All protocol deviations will be listed. 

7.3. Demographics and Other Baseline Characteristics 

Descriptive summaries of the demographics (age, sex, height, body weight, childbearing potential, 
ethnicity, race, Fitzpatrick skin type) will be completed for each of the following populations: ITT, 
SAFT, and PP. 
For the continuous variables, the number of non-missing values and the mean, SD, minimum, 
median, and maximum will be tabulated. 
Descriptive summaries of the medical/surgical history and prior medications will be completed for 
the Safety population. 
Medical/surgical history will be coded with MedDRA dictionary. Incidences of findings in medical 
history will be summarized by SOC and PT, unless otherwise specified. 
The frequency and percentage of prior medications for subjects in RHA® 1 and No-treatment 
control groups will be summarized using the latest version available at time of the database lock 
of the World Health Organization Drug Dictionary (WHO-DD) by Anatomical Therapeutic 
Chemical (ATC) level 2 within level 1. Medications for subjects in Untreated control group will 
be only listed. 

7.4. Exposure and Compliance 

Data will be tabulated for Safety population. 
Number of treatment sessions will be tabulated in a frequency table for RHA® 1 and No-treatment 
control groups. 
Volume injected for each treatment session will be tabulated in a summary table by eye and for 
both eyes and by treatment group. The total volume (initial treatment and retreatment summed) 
will also be presented. The volume to obtain an OCR is the volume injected at initial treatment. 
Injection technique and depth of injection will be tabulated in a frequency table by treatment group 
and method of administration. 
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Number of device malfunction reported by visit will be tabulated in a frequency table by treatment 
group. 
All exposure data will be listed. 

8. Effectiveness Analysis 

All effectiveness analysis will be based on the ITT population. Primary endpoint and TIOHS 
responder as assessed by BLE analyses will be repeated for the PP population. 

8.1. Primary Effectiveness Analysis 

Primary endpoint: 
Primary endpoint is the responder rate after 12 weeks. 
A responder is defined as a subject with an absolute ≥1-grade improvement in both eyes on the 
TIOHS as assessed by the BLE from before initial treatment to 12 weeks after the initial treatment 
(Visit 5). A negative change from Baseline value is considered as an improvement. Subject with 
missing assessment for at least one eye at Visit 5 will be considered as a non-responder. 
Responder rate at Visit 5 as assessed by the BLE will be tabulated by treatment group: frequency 
of responders, percentage of responders along with 95% CI will be tabulated. Fisher’s exact test 
will be performed to compare responder rates between RHA® 1 (Stage 1 and Stage 2) and the 
No-treatment control group. Test will be one-sided with a Type I error rate at 0.025. To achieve 
superiority, the observed P value must be ≤0.025. 
In case the poolability analysis shows an effect of the method of administration (injected with a 
needle or a cannula) or sites on the Baseline TIOHS values or rate of responders, the endpoint will 
be analyzed using a logistic regression model (using proc logistic), including treatment groups, 
with Baseline, sites and RHA® 1 subgroups as covariates. 
Missing data will be handled as described in section 6.1.3.1. 
Additionally, the following 2 conditions must be met: 

• At least 70% of the subjects treated with RHA® 1 must be responders 
• The difference between the responder rate for subjects treated with RHA® 1 and the 

No-treatment control group must be ≥50% points. 
Co-primary endpoint: 
The co-primary endpoint will be the change from Baseline in the modified FACE-Q “Appraisal of 
lower eyelids” domain score using only the 4-items as defined in section 6.1.6.2 (converted to a 
0-100 scale – Rasch conversion) and the average change from Baseline of the modified FACE-Q 
“Appraisal of lower eyelids” converted raw score at 12 weeks. Missing data will be handled as 
described in section 6.1.3.1. 
The modified 4-item FACE-Q “Appraisal of lower eyelids” change from Baseline Rasch converted 
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score for subjects treated with RHA® 1 (Stage 1 and Stage 2) will be compared with modified 4-
item FACE-Q “Appraisal of lower eyelids” for subjects of the No-treatment control group at 12 
weeks (Visit 5) after randomization using t test or non-parametric equivalent like Wilcoxon rank-
sum test. 
Superiority will be declared if: 

- the lower bound of 2-sided 95% confidence interval for the responder rate for RHA® 1 is 
at least 70%, and  

- the lower bound of 2-sided 95% confidence interval for the difference in the responder rate 
between subjects treated with RHA® 1 and the No-treatment control group is at least 50%, 
and 

- the lower bound of 2-sided 95% confidence interval for the modified FACE-Q “Appraisal 
of lower eyelids” raw score for RHA® 1 is at least 3, and 

- the lower bound of 2-sided 95% confidence interval for the difference in mean change from 
Baseline of the modified FACE-Q between RHA® 1 treated group and the No-treatment 
control group is at least 12. 

 
In case the poolability analysis shows an effect of the method of administration (injected with a 
needle or a cannula) or sites on the converted score at Visit 5, the endpoint will be analyzed (in 
case model assumptions are fulfilled) using a 2-way ANCOVA model (proc glm) including 
treatment groups, with Baseline, sites (if significant effect), method of administration (if 
significant effect), and RHA® 1 subgroups as covariates. Adjusted means (least squares mean and 
standard error of the mean) and CIs by treatment will be presented, as well as an estimate of the 
difference between the adjusted means. 
Normality, homogeneity of variance, and random independent samples are required for performing 
the analysis. ANCOVA requires the following additional assumptions: 

• For each independent variable, the relationship between the dependent variable (y) and the 
covariate (x) is linear 

• The lines expressing these linear relationships are all parallel (homogeneity of regression 
slopes) 

• The covariate is independent of the treatment effects (i.e., the covariant and independent 
variables are independent) 

Normality is tested via proc univariate in SAS, Shapiro-Wilk test. Assumption of homogeneity of 
errors is tested using Levene's test. Assumption of linear parallel relationship is tested by including 
the class-by-covariate interaction, Treatment*Baseline score in the model and examining the 
analysis of variance (ANOVA) test for the significance of this effect. 
If assumptions for ANCOVA model are not fulfilled, the Wilcoxon-Mann-Whitney non parametric 
model will be used to test the Rasch converted mean score difference between RHA® 1 and No-
treatment control group. A bootstrap estimate of the mean difference will be used with 1000 
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samples with replacement of the observations. The 95% CI of the mean difference will be 
estimated with the percentile interval. In this case, baseline score, site and RHA® 1 subgroups will 
be analyzed in the subgroup analyses. 
 
Only data from the Phase 1a (in both Stage 1 and Stage 2) will be taken into account. Data from 
subjects randomly assigned to the No-treatment control group after treatment received in the 
Phase 1b during Stage 2 will not be pooled for the primary endpoint analysis. 
Overall superiority can be declared if all superiority criteria are met both for primary and 
co-primary endpoints. 

8.1.1. Sensitivity Analyses of the Primary Effectiveness Endpoint 

Several sensitivity analyses will be performed depending on the number of missing data at primary 
endpoint visit. 
Primary analysis will be repeated on the PP population without the need of missing data 
imputation.  
The responder rate analysis will also be repeated on the PP population for the assessments 
performed by each of the 3 raters from the IPR and for the overall IPR assessment considering a 
subject as a responder in this specific case if 2 out of 3 IPR raters agree to a ≥1-grade improvement 
for both eyes. 
A sensitivity analysis of the TIOHS responder rate and modified FACE-Q will be performed using 
a mean imputation approach as described in section 6.1.3.2. 
The TIOHS responder rate analysis will be also repeated 3 times on ITT population replacing the 
mean imputation method for handling missing data by the all missing as success, half missing as 
success and worst-case scenarios and, if more than 5% of the subjects from ITT population have 
missing data at primary endpoint visit, a baseline observation carried forward imputation approach, 
as described in section 6.1.3.3. 
A forest plot will be provided for TIOHS analyses to summarize the result of the different scenarios 
used including the main primary analysis. 

8.2. Subgroup Analysis for Primary Effectiveness Variable 

The following additional and subgroup analyses are planned: 

• Responder rates of treatment arms will be summarized for Fitzpatrick skin type subgroups 
(I-III, IV-VI, and V/VI), volume injected (≤1mL / 1mL-≤1.5mL / >1.5mL), age group (22-
≤median age of the ITT population / >median age of the ITT population), sex, ethnicity 
(Hispanic or Latino / Not Hispanic or Latino), site, and method of administration 
(needle/cannula) categories. 

• Modified FACE-Q change from Baseline Rasch converted score will be summarized for 
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Fitzpatrick skin types (I-III, IV-VI, and V/VI) , volume injected (≤1mL / 1mL-≤1.5mL / 
>1.5mL), age group (22-≤median age of the ITT population / >median age of the ITT 
population), sex, ethnicity (Hispanic or Latino / Not Hispanic or Latino), site, and method 
of administration (needle/cannula) categories. 

These analyses will be performed on the ITT population and based on the data after applying the 
multiple imputation method from primary analysis. 

8.3. Secondary Effectiveness Analysis 

RHA® 1 results will be presented with cannula and needle subgroups combined. 
Secondary endpoints will be analyzed at the 2 levels of analysis: 
• Analysis of data from Visit 1 to Visit 5 (12 weeks after randomization) comparing subjects 

from the RHA® 1 group to the No-treatment control group. 

• Analysis of data from Visit 1/Visit 1b to Visit 11 with all subjects pooled together. 
Additionally, secondary endpoints will be presented for the following subgroups at Visit 1/1b, 
Visit 5/5b, Visit 6, and Visit 8: 

• Fitzpatrick skin type V/VI 
• Age groups (22-≤median age of the ITT population / >median age of the ITT population) 
• Sex (Male / Female) 

8.3.1. TIOHS Assessed by BLE, TI and IPR 

Summary statistics (mean, minimum, maximum, SD, and 95% CI of the mean, change from 
Baseline) will be calculated and presented per eye for each study visit. Additionally, proportions 
of subjects with both eyes and with one eye with ≥1-grade, ≥2-grade, ≥3-grade improvement will 
be presented at each applicable study visit. Number of subjects with a different grade between both 
eyes at Baseline will also be reported. TIOHS grade for IPR will be applicable only at Baseline 
and Visit 5. For IPR assessments, summary of grade for each of the 3 raters and for all raters 
combined will be provided. Number of subjects for which 2 out of 3 raters from IPR agree on a 
≥1-grade improvement for both eyes will also be displayed. 
The TIOHS is a subjective 5-grade static scale as detailed below, will be assessed by TI and BLE. 
Grade description: 
Grade 0 - None 
Grade 1 - Minimal 
Grade 2 - Moderate 
Grade 3 – Severe 
Grade 4 - Very severe. 
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Relative frequency will be based upon the total number of subjects with non-missing data for the 
observation at the specific visit. 
A shift table displaying the TIOHS grade per eye by treatment group assessed by BLE at each 
applicable visit comparing to the Baseline assessment will be provided. 

8.3.2. Responder Rate Based on TIOHS by BLE 

Responder rate defined as both eyes with an absolute ≥1-grade improvement from Baseline on the 
TIOHS will be tabulated by treatment group: frequency of responders, percentage of responders 
along with 95% CI will be tabulated. Fisher’s exact test will be performed to compare responder 
rates at each applicable visit. 
The following categories are used: 

• Responder 
• Non-responder 

Responder rate calculation will be based upon the total number of subjects with non-missing data 
for the observation at the specific visit. 
A figure will be created by treatment arm for TIOHS grade responder rate assessed by BLE and 
TI as well. The figure will represent responder rate at each time point along with 95% confidence 
intervals for each treatment arm. 

8.3.3. FACE-Q 

For FACE-Q “Appraisal of lower eyelids”, the outcome of all the question will be pooled and data 
will be transformed so that higher scores reflected superior (positive) outcome and adapted to a 
scale of 100 units (i.e., worst/lowest score = 0, best/highest score = 100) as per section 6.1.6.2. 
Total raw score, total converted raw score and Rasch converted score will be presented. 
Only 7-item FACE-Q “Appraisal of lower eyelids” will be presented. 
Mean, SD, 95% CI of the mean, median, min-max, change from Baseline, 95% CI for change from 
Baseline will be summarized by treatment arm. FACE-Q scale score change from Baseline values 
at each visit will be compared between treatment arms by t test or, in case normality assumption 
is not met, Wilcoxon-Mann-Whitney test. P values will be presented in the summary table. 
A summary table with number of subjects answering each possibility by question will also be 
provided by visit. 
A figure will be created by treatment arm to represent FACE-Q scale Rasch converted score at 
each time point along with 95% confidence intervals, for each treatment arm. 

8.3.4. GAIS Assessed by TI, BLE and Subject 

The GAIS is a subjective 5-grade dynamic scale as detailed below and will be assessed by 
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Investigators and subjects. 
Grade description: 
1. Much improved 
2. Improved 
3. No change 
4. Worse 
5. Much worse. 
GAIS grade frequencies and percentages will be calculated and presented for each scheduled 
study visit. 
Additionally, proportions of “improved” and “much improved” (GAIS responder rate) will be 
presented, along with the 95% CI of the proportion at each applicable study visit and for each 
evaluators. 
For GAIS assessed by BLE, TI and subject, Fisher’s exact test will be performed to compare 
responder rates at each applicable visit . 
Relative frequency and responder rate calculation will be based upon the total number of subjects 
with non-missing data for the observation at the specific visit. 
A figure will be created by treatment arm for GAIS responder rate assessed by BLE, TI and subject 
as well. The figure will represent responder rate at each time point along with 95% confidence 
intervals, for each treatment arm. 

8.3.5. Subject Satisfaction Score 

Subject Satisfaction will be assessed by subjects using the following static 5-grade scale. 
Grade description: 
1. Very satisfied 
2. Satisfied 
3. Neither satisfied nor dissatisfied 
4. Dissatisfied 
5. Very dissatisfied. 
Satisfaction grade frequencies and percentages will be calculated and presented for each scheduled 
study visit. 
For subject satisfaction, proportions of “satisfied” and “very satisfied” (subject satisfaction 
responder rate) will be presented, along with the 95% CI of the proportion at each applicable study 
visit. Fisher’s exact test will be performed to compare responder rates at each applicable visit. 
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A figure will be created by treatment arm for subject satisfaction responder rate. The figure will 
represent responder rate at each time point along with 95% confidence intervals, for each treatment 
arm. 
Relative frequency and responder rate calculation will be based upon the total number of subjects 
with non-missing data for the observation at the specific visit. 

8.3.6. PSAQ 

The PSAQ is a subjective 7-grade scale as detailed below and will be assessed by subjects. It 
consists of 2 parts of total 12 questions: part A with the first 5 questions, part B with the remaining 
7 questions. 
At Baseline before initial injection (Visit 1/Visit 1b), the subject will complete only part A of 
PSAQ. At each site visit starting after initial injection starting from Visit 3/Visit 3b, the subject 
will complete both parts of the PSAQ with the exception of question 12. Both parts of the PSAQ, 
including the question 12 will be assessed at the Exit visit (Visit 8 or Visit 11). 
Grade description: 
1. Strongly disagree 
2. Disagree 
3. Somewhat disagree 
4. Neither agree nor disagree 
5. Somewhat agree 
6. Agree 
7. Strongly agree 
The PSAQ grade frequencies and percentages will be calculated for each question and presented 
for each scheduled study visit based upon the total number of subjects with non-missing data for 
the observation at the specific visit. 

8.3.7. Volume per Treatment Session and Retreatment 

See section 7.4. 

8.4. Exploratory Effectiveness Analysis 

8.4.1. Tyndall Effect 

Tyndall effect assessment will be assessed by TI. Frequencies and percentages of observed effect, 
independently of which eye the Tyndall effect was reported, will be calculated and presented by 
treatment group, by Fitzpatrick skin type subgroups (I-III, IV-VI, and V/VI), by volume injected 
(≤1mL / 1mL-≤1.5mL / >1.5mL), by age group (22-≤median age of the ITT population / >median 
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age of the ITT population), by sex, by ethnicity (Hispanic or Latino / Not Hispanic or Latino), and 
by method of administration (needle/cannula) categories for each scheduled study visit based upon 
the total number of subjects with non-missing data for the observation at the specific visit. 

9. Safety and Tolerability Analysis 

All safety analyses will be performed on the Safety population. 

9.1. Adverse Events 

All AEs will be coded using the MedDRA dictionary. 
Number of all AEs, ADEs, AESIs, UADEs, SAEs, and device-related SAEs and number and 
percentage of subjects having the specific AEs will be presented. 2-sided exact 95% CIs will be 
calculated for the proportion of subjects having the specific AEs. 
All AEs reported during the study will be described by SOC and PT. 
Incidence rates defined as number of subjects presenting the AE divided by the number of subjects 
in the treatment group with 2-sided exact 95% CIs will be calculated for the overall incidence of 
AEs, ADEs, AESIs, UADEs, SAEs and device-related SAEs. In the case of multiple occurrences 
of the same AE within the same subject, each subject will only be counted once for each PT. 
The causal relationship of the AE to the study treatment is determined by the investigator by 
relationship to the study procedure and relationship to the study device as Not related, Unlikely 
related, Possibly related, Probably related, Causal relationship and Not applicable. These will be 
mapped to Unrelated (Not Related or Unlikely or Not applicable) and Related (Possibly or 
Probably or Causal relationship) for summarization purposes. Relationship for subjects in the 
No-treatment group is expected to be “Not applicable”. If it is missing for a subject in this period 
it should be mapped to “Not related” other missing data will be mapped to “Related”. Strongest 
relationship between study procedure and study device will be considered in the analysis. 
Adverse event severity grades are reported as mild, moderate, or severe. If a particular event is 
missing the severity, then the strongest possible severity will be assumed for analysis. 
For the Safety IA, (Stage 1 only), the AEs will be tabulated by severity and causal relationship to 
RHA® 1 as judged by the TI, by duration categories (1 to 3 days, 4 to 7 days, 8 to 14 days, 15 to 
30 days and >30 days), and by source of the AE. The sources of the AE will be specified as: 
‘identified by the TI’; ‘CTR on last day of diary’ (present on the last day of the diary or considered 
to be an AE by the TI); ‘AE from the CTR (pre-defined events)’ (events included in the diary with 
checkboxes); ‘“Other” on the CTR diary’ (unless they are CTRs). Details for AE tabulation will 
be provided by SOC and PT. For the Stage 2 interim analysis and the final analysis, AEs will be 
tabulated by causal relationship to RHA® 1 as judged by the TI and only the general information 
will be displayed. 
Analyses of severity, duration and source of AE subgroups will be also performed for ADEs. 
ADEs incidence rates (overall and by SOC, PT) will be summarized by injection depth 
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(supraperiosteum, sub-dermis, and both), by injection technique (anterograde linear threading, 
retrograde linear threading, multi puncture technique and other), and by volume injected (≤1mL / 
1mL-≤1.5mL / >1.5mL). The ADEs will also be tabulated by Fitzpatrick skin type subgroups (I-III, 
IV-VI, and V/VI), sex, age group (22-≤median age of the ITT population / >median age of the ITT 
population), and ethnicity. 
For UADEs, device-related SAEs and AESIs, which are less frequent, information will be 
provided in separate listings. 
 
Level of analysis: 

• AE incidence rates will be performed on data from Visit 1 to Visit 5 (12 weeks after 
randomization) comparing subjects from the RHA® 1 group to the No-treatment control group 

• All analyses will be performed on data from Visit 1 to Visit 5 (12 weeks after initial treatment) 
with RHA® 1 results presented. 

• All analyses will be repeated on data from Visit 1/Visit 1b to Visit 8 with RHA® 1 results 
presented. 

• All analyses will be repeated on data after Visit 8 with RHA® 1 results presented. 
 

For RHA® 1, results will be presented as follows: 
o RHA® 1 group (cannula and needle subgroups combined) 
o RHA® 1 needle subgroup 
o RHA® 1 cannula subgroup 

 
Events will be included in the level of analysis if the start date is after start of the analysis window 
and before or on end of the analysis window. 
 
For subjects treated with RHA® 1, the percentages of subjects who experience at least one ADE 
will be compared between Fitzpatrick skin type subgroups (I-III and IV-VI), age groups, sex, 
ethnicity, administration method and volume injected, using a Fisher exact test. 
 
Fitzpatrick skin type and RHA® 1 subgroups analysis for the Safety IA (after Stage 1): 
For subjects treated with RHA® 1, the percentages of subjects who experience at least one AE, 
ADE, AESI, SAE, device-related SAE, or UADE will be compared between Fitzpatrick skin type 
subgroups (I-III and IV-VI) and separately between needle and cannula subgroups, using a Fisher 
exact test. Subjects from Untreated group will not be considered in this analysis. 
Additionally, a logistic regression model (using proc logistic) will be used to detect correlation of 
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Fitzpatrick skin type subgroups or RHA® 1 subgroups and AEs, ADEs, AESIs, UADEs, SAEs, or 
device-related SAEs occurrence. 
These analyses will be performed only for the type of AEs with more than 5 events occurring 
during the period. 
 
Individual listings of all AE data will also be given. 

9.1.1. Deaths 

All deaths occurring during the study will be listed. 

9.2. CTRs 

Number of all CTRs and number and percentage of subjects having the specific CTR will be 
presented for each injection. 2-sided exact 95% CIs will be calculated for the proportion of subjects 
having the specific CTR. 
CTRs to be reported are the following; 

o Redness 
o Pain 
o Tenderness 
o Firmness 
o Swelling 
o Lumps/Bumps 
o Bruising 
o Itching 
o Discoloration 

 
The CTR for 1 month after each injection will be tabulated by severity (none, mild, moderate and 
severe), by reported number of days and by total duration categories (1 to 3 days, 4 to 7 days, 8 to 
14 days, and 15 to 30 days). The CTR reported on the last day of the diary from day 23 will be 
also summarized. 
The CTR incidence rates will be presented by Fitzpatrick skin type subgroups (I-III, IV-VI, and 
V/VI), by treatment groups, by injection depth (supraperiosteum, sub-dermis, and both), by 
injection technique (anterograde linear threading, retrograde linear threading, multi puncture 
technique and other) and volume injected (≤1mL / 1mL-≤1.5mL / >1.5mL). 
RHA® 1 results will be presented as follows: 



 Statistical Analysis Plan 
 Sponsor TEOXANE SA  
 Protocol Number TEO-RHA-1902  
 PCN Number TEOX.1078 
 

AD-ST-33.06 Effective date: 12-Nov-2020 
Version 6.0 |    Date 24-Apr-2024|    AD-PR-109.02  Effective date: 17-Aug-2020  Page 45 of 72 
 
 

• RHA® 1 group (cannula and needle subgroups combined) 

• RHA® 1 needle subgroup 

• RHA® 1 cannula subgroup 
 
For the CTR with a maximum severity of moderate or severe reported in the diary, the number of 
days under the maximum severity, and the total duration of the CTR under maximum severity will 
be presented. 
Tables will present results for the initial injection for subjects initially assigned to RHA® 1 group, 
the pooled initial injection at Visit 1 / Visit 1b for subjects from RHA® 1 and no-treatment groups 
and the retreatment for all subjects. 
Individual data listings of all CTR symptom and events data will also be given. 

9.3. Clinical Laboratory Evaluations 

Urine Pregnancy Test (UPT) for women of childbearing potential will be listed. 

9.4. Further Safety Evaluations 

9.4.1. Injection Site Pain 

Assessment of injection site pain immediately after each injection (initial and retreatment) and at 
5, 15 and 30 minutes after injection (0-100 mm VAS) will be described by visit with summary 
statistics (mean, minimum, maximum, median, SD, and 95% CI). 
RHA® 1 results will be presented as follows: 

• RHA® 1 group (cannula and needle subgroups combined) 

• RHA® 1 needle subgroup 

• RHA® 1 cannula subgroup 
Analysis will be repeated on subjects with Fitzpatrick skin type V/VI. 

9.4.2. Vision Assessments and Blink and Closure test 

Any vision assessment and the blink and closure test disturbances will be recorded as AESI. The 
vision assessment and the blink and closure test results details will be listed. 

9.5. Concomitant Medication 

Prior medications will be presented separately from concomitant medications. 
The frequency and percentage of concomitant medications as defined in section 6.1.6.5 will be 
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summarized using the latest version available at time of the database lock of the WHO-DD by 
ATC level 2 within level 1. 
Concomitant medications will be analyzed at the 2 levels of analysis: 
• Analysis of data from Visit 1 to Visit 5 (12 weeks after randomization) comparing subjects 

from the RHA® 1 group to the No-treatment control group 

• Analysis of data from Visit 1/Visit 1b to Visit 11 with all subjects pooled together. 
RHA® 1 results from Visit 1/Visit 1b to Visit 11 will be presented as follows: 

• RHA® 1 group (cannula and needle subgroups combined) 

• RHA® 1 needle subgroup 

• RHA® 1 cannula subgroup 
 
An individual data listing of all medications will also be given. 

9.6. Safety Interim Analysis (end of Stage 1 only) 

A first safety analysis will be performed for subjects enrolled during Stage 1 to the RHA® 1 group 
from Visit 1 to Visit 6 (24 weeks after Baseline). This will be used as the interim safety analysis 
to be submitted to the FDA before being able to expand enrollment to Stage 2. 
All analyses of AEs/AESI/SAE/UADE and CTRs from sections 9.1 and 9.2 will be done on data 
from Visit 1 to Visit 6 (24 weeks after Baseline) with RHA® 1 results presented as follows: 

o RHA® 1 group (cannula and needle subgroups combined) 
o RHA® 1 needle subgroup 
o RHA® 1 cannula subgroup 

Injection site pain will be reported in the same way as in section 9.4.1 for the RHA® 1 group from 
Visit 1 to Visit 6 (24 weeks after Baseline) with the split by needle/cannula subgroups. 
Vision assessments and the blink and closure test results will be listed as per section 9.4.2. 
Concomitant medications will be reported as in section 9.5 for the RHA® 1 group from Visit 1 to 
Visit 6 (24 weeks after Baseline) with the split by needle/cannula subgroups. 
Data for the Untreated control group (which will not receive any RHA® 1 treatment throughout 
the study) will only be displayed in the enrollment table, and subject information will be listed. 

10. COVID-19 Impact 

Visits and assessments impacted by the COVID-19 pandemic will be listed. 
COVID-19 impact will be tabulated by visit, as per the following visit impact categories: 
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• Missed 
• Abbreviated 
• Delayed 
• Performed via telephone 
• Performed via video 
• Other 
• Any safety/effectiveness assessment missed at visit (yes/no) will be tabulated. 

End of Treatment reason (if attributable to COVID-19) will be also summarized in the disposition 
table. 

11. Changes from Protocol 

Not applicable. 

12. Changes from Planned Analysis 

Not applicable. 

13. References 

1. US Federal Register. (1998) International Conference on Harmonisation; Guidance on 
Statistical Principles for Clinical Trials. Department of Health and Human Services: Food 
and Drug Administration [Docket No. 97D-0174]. Federal Register Volume 63, Number 179, 
pages 49583-49598. September 16, 1998. 

2. ASA. (2018) Ethical Guidelines for Statistical Practice. Prepared by the Committee on 
Professional Ethics, April 2018. http://www.amstat.org/about/ethicalguidelines.cfm 

3. RSS. (2014) The Royal Statistical Society: Code of Conduct, 2014. 
https://rss.org.uk/about/policy-and-guidelines/code-of-conduct/. 

14. Tables, Listings, and Figures 

All listings, tables, and graphs will have a header showing the sponsor company name and protocol 
and a footer showing the version of SAS, the file name and path, and the source of the data (eCRF 
page or listing number). 
The following are planned summary tables for protocol number TEO-RHA-1902. The table 
numbers and page numbers are place holders only and will be determined when the tables are 
produced. 

14.1. Demographic Data Summary Tables and Figures 

Table 3: Demographic Data Summary Tables and Figures 

Table Number Population Table Title/Summary 

https://protect.checkpoint.com/v2/___https:/rss.org.uk/about/policy-and-guidelines/code-of-conduct/___.YzJ1OnByZzpjOm86N2VjMDhhMWVhMDBlNTc3YTk0OTc0OTgyMWY5NzM5ZGE6NjowMjRjOjZkMmMxM2Y4YzBjNzA0YzZkOGE4MTUyZTM5YzcxNTlhNGQ5OTc1MzdlMTk1YWQxMDg5NDcwZmE1ZTE5YTgwYzI6cDpG
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14.1.1 Screening Summary of Subject Enrollment 

14.1.2 ITT, PP, SAFT Summary of Subject Disposition 

14.1.3 Screen Failures Summary of Reasons for Screening Failure 

14.1.4 ITT, SAFT Summary of Major Protocol Deviations - Whole Study Period 

14.1.5 ITT, SAFT Summary of COVID-19 Impact 

14.1.6 ITT, SAFT, PP Summary of Demographic Data 

14.1.7 SAFT Medical History by System Organ Class and Preferred Term 

14.1.8 SAFT Prior Medications by ATC Level 1 and Level 2 

14.2. Effectiveness Data 

Table 4: Effectiveness Data 
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Table Number Population Table Title / Summary 

14.2.1.1 ITT, PP TIOHS Responder Rates by BLE at Visit 5 – Multiple Imputation 

14.2.1.2 ITT, PP 
Statistical Analysis of Modified FACE-Q Change from Baseline at Visit 5: 
ANCOVA - Multiple Imputation 

14.2.1.3 ITT 
TIOHS Responder Rates by BLE at Visit 5 - by Subgroups Interactions - 
Multiple Imputation 

14.2.1.4 ITT 
Modified FACE-Q Change from Baseline at Visit 5 - by Subgroups 
Interactions - Multiple Imputation 

14.2.1.5 ITT, PP Baseline TIOHS Values by BLE - Poolability Analysis 

14.2.1.6 ITT, PP TIOHS Responder Rates by BLE at Visit 5 - Poolability Analysis 

14.2.1.7 ITT, PP 
Statistical Analysis of Modified FACE-Q Score Change from Baseline at 
Visit 5 - Poolability Analysis 

14.2.1.8 PP TIOHS Responder Rates by IPR at Visit 5 

14.2.1.9 ITT TIOHS Responder Rates by BLE at Visit 5 - Mean Imputation 

14.2.1.10 ITT TIOHS Responder Rates by BLE at Visit 5 - Sensitivity Analysis 

14.2.1.11 ITT 
Statistical Analysis of Modified FACE-Q Change from Baseline at Visit 5: 
ANCOVA - Mean Imputation 

14.2.2.1.1 ITT Summary of TIOHS Grade by BLE by Visit - V1-V5 

14.2.2.1.1.1 ITT 
Summary of TIOHS Grade by BLE at Visit 1 and Visit 5 – by Subgroup 
Interactions 

14.2.2.1.2 ITT Shift Table of TIOHS Grade by BLE by Visit - V1-V5 

14.2.2.1.3 ITT, PP Summary of TIOHS Responder Rates by BLE by Visit - V1-V5 

14.2.2.1.3.1 ITT 
Summary of TIOHS Responder Rates by BLE at Visit 1 and Visit 5 – by 
Subgroup Interactions 

14.2.2.1.4 ITT Summary of TIOHS Grade by TI by Visit - V1-V5 

 
14.2.2.1.4.1 ITT 

Summary of TIOHS Grade by TI at Visit 1 and Visit 5 – by Subgroup 
Interactions 

14.2.2.1.5 PP Summary of TIOHS Grade by IPR by Visit - V1-V5 

14.2.2.2.1 ITT Summary of Responses of the FACE-Q “Appraisal of lower eyelids” by 
Visit – Subject - V1-V5 

14.2.2.2.1.1 ITT Summary of Responses of the FACE-Q “Appraisal of lower eyelids” at 
Visit 1 and Visit 5 – Subject – by Subgroup Interactions 

14.2.2.2.2 ITT Summary of 7-item FACE-Q “Appraisal of lower eyelids” by Visit – 
Subject - V1-V5 

14.2.2.2.2.1 ITT Summary of 7-item FACE-Q “Appraisal of lower eyelids” at Visit 1 and 
Visit 5 – Subject – by Subgroup Interactions 

14.2.2.3.1 ITT Summary of GAIS – BLE - V1-V5 
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14.2.2.3.1.1 
ITT Summary of GAIS at Visit 1 and Visit 5 – BLE – by Subgroup 

Interactions 

14.2.2.3.2 ITT Summary of GAIS – TI - V1-V5 

14.2.2.3.2.1 ITT Summary of GAIS at Visit 1 and Visit 5 – TI – by Subgroup Interactions 

14.2.2.3.3 ITT Summary of GAIS – Subject - V1-V5 

14.2.2.3.3.1 
ITT Summary of GAIS at Visit 1 and Visit 5 – Subject – by Subgroup 

Interactions 

14.2.2.4 ITT Summary of Subject Satisfaction – Subject - V1-V5 

14.2.2.4.1 
ITT Summary of Subject Satisfaction at Visit 1 and Visit 5 – Subject – by 

Subgroup Interactions 

14.2.2.5 ITT Summary of PSAQ – Subject - V1-V5 

14.2.2.5.1 
ITT Summary of PSAQ at Visit 1 and Visit 5 – Subject – by Subgroup 

Interactions 

14.2.3.1 ITT Summary of Tyndall Effect - V1-V5 

 
 

14.3. Safety Data 

Table 5: Safety Data 

Table Number Population Table Title / Summary 

14.3.1 Displays of Adverse Events 

14.3.1.1 SAFT Summary of All Adverse Events - V1-V5 

14.3.1.2 SAFT Adverse Events by System Organ Class and Preferred Term - V1-V5 

14.3.1.3 SAFT Adverse Events by Relationship - V1-V5 

14.3.1.4 SAFT Summary of All Adverse Events - V1/V1b-V8 

14.3.1.5 SAFT Adverse Events by System Organ Class and Preferred Term - V1/V1b-
V8 

14.3.1.6 SAFT Adverse Events by Relationship - V1/V1b-V8 

14.3.1.7 SAFT Summary of All Adverse Events - Retreatment 

14.3.1.8 
SAFT Adverse Events by System Organ Class and Preferred Term - 

Retreatment 

14.3.1.9 SAFT Adverse Events by Relationship - Retreatment 

14.3.2 Other Serious and Significant Adverse Events 
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Table Number Population Table Title / Summary 

14.3.2.1 SAFT 
Serious Adverse Events by System Organ Class and Preferred Term - 
V1-V5 

14.3.2.2 SAFT 
Serious Adverse Events by System Organ Class and Preferred Term - 
V1/V1b-V8 

14.3.2.3 SAFT 
Serious Adverse Events by System Organ Class and Preferred Term - 
Retreatment 

14.3.2.4 SAFT ADEs by System Organ Class, and Preferred Term - V1-V5 

14.3.2.5 SAFT ADEs by Severity - V1-V5 

14.3.2.6 SAFT ADEs by Source of Adverse Event - V1-V5  

14.3.2.7 SAFT ADEs by Duration - V1-V5  

14.3.2.8 SAFT ADEs by Sex - V1-V5 

14.3.2.9 SAFT ADEs by Age - V1-V5 

14.3.2.10 SAFT ADEs by Fitzpatrick Skin Type - V1-V5  

14.3.2.11 SAFT ADEs by Ethnicity - V1-V5 

14.3.2.12 SAFT ADEs by Injection Depth - V1-V5  

14.3.2.13 SAFT ADEs by Injection Technique - V1-V5  

14.3.2.14 SAFT ADEs by Volume Injected - V1/V1b-V8 

14.3.2.15 SAFT Subgroups ADEs Occurrence Comparison for RHA1 Subjects - V1/V1b-
V8 

14.3.2.16 SAFT ADEs by System Organ Class, and Preferred Term - V1/V1b-V8 

14.3.2.17 SAFT ADEs by Severity - V1/V1b-V8 

14.3.2.18 SAFT ADEs by Source of Adverse Event - V1/V1b-V8 

14.3.2.19 SAFT ADEs by Duration - V1/V1b-V8 

14.3.2.20 SAFT ADEs by Sex - V1/V1b-V8 

14.3.2.21 SAFT ADEs by Age - V1/V1b-V8 

14.3.2.22 SAFT ADEs by Fitzpatrick Skin Type - V1/V1b-V8 

14.3.2.23 SAFT ADEs by Ethnicity - V1/V1b-V8 

14.3.2.24 SAFT ADEs by Injection Depth - V1/V1b-V8 

14.3.2.25 SAFT ADEs by Injection Technique - V1/V1b-V8 

14.3.2.26 SAFT ADEs by Volume Injected - V1/V1b-V8 

14.3.2.27 SAFT Subgroups ADEs Occurrence Comparison for RHA1 Subjects - V1/V1b-
V8 

14.3.2.28 SAFT ADEs by System Organ Class, and Preferred Term - Retreatment 
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Table Number Population Table Title / Summary 

14.3.2.29 SAFT ADEs by Severity - Retreatment 

14.3.2.30 SAFT ADEs by Source of Adverse Event - Retreatment 

14.3.2.31 SAFT ADEs by Duration - Retreatment 

14.3.2.32 SAFT ADEs by Sex - Retreatment 

14.3.2.33 SAFT ADEs by Age - Retreatment 

14.3.2.34 SAFT ADEs by Fitzpatrick Skin Type - Retreatment 

14.3.2.35 SAFT ADEs by Ethnicity - Retreatment 

14.3.2.36 SAFT ADEs by Injection Depth - Retreatment 

14.3.2.37 SAFT ADEs by Injection Technique - Retreatment 

14.3.2.38 SAFT ADEs by Volume Injected - Retreatment 

14.3.2.39 SAFT Subgroups ADEs Occurrence Comparison for RHA1 Subjects - 
Retreatment 

14.3.3 Other Safety and Tolerability Tables 

14.3.6.1 SAFT CTR Incidence Rates 

14.3.6.2 SAFT CTR Incidence Rates by Fitzpatrick Skin Type 

14.3.6.3a SAFT CTR Incidence Rates by Number of Days – Initial Injection V1 

14.3.6.3b SAFT CTR Incidence Rates by Number of Days – Initial Injection V1/V1b 

14.3.6.3c SAFT CTR Incidence Rates by Number of Days - Retreatment 

14.3.6.4a SAFT CTR Incidence Rates by Total Duration – Initial Injection V1 

14.3.6.4b SAFT CTR Incidence Rates by Total Duration – Initial Injection V1/V1b 

14.3.6.4c SAFT CTR Incidence Rates by Total Duration - Retreatment 

14.3.6.5 SAFT CTR Incidence Rates by Maximum Severity 

14.3.6.6 SAFT CTR Incidence Rates by Injection Depth 

14.3.6.7 SAFT CTR Incidence Rates by Injection Technique 

14.3.6.8 SAFT CTR Incidence Rates by Injected Volume 

14.3.6.9 SAFT CTR Incidence Rates Last Diary Day 

14.3.6.10 SAFT CTR Incidence Rates by Number of Days Under Maximum Severity 

14.3.6.11 SAFT CTR Incidence Rates by Total Duration by Severity 

14.3.6.12 SAFT Concomitant Medications by ATC Level 1 and Level 2 - V1-V5 

14.3.6.13 SAFT Concomitant Medications by ATC Level 1 and Level 2 - V1/V1b-V11 

14.3.6.14 SAFT Pain VAS Summary – V1 
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Table Number Population Table Title / Summary 

14.3.6.14.1 SAFT Pain VAS Summary – V1 – Subjects with Fitzpatrick skin type V/VI 

14.3.6.15 SAFT Pain VAS Summary – V1/V1b–V11 

14.3.6.15.1 SAFT 
Pain VAS Summary – V1/V1b–V11 – Subjects with Fitzpatrick skin type 
V/VI 

14.3.7 Exposure and Compliance 

14.3.7.1 SAFT Volume Injected by Treatment Session 

14.3.7.2 SAFT Summary of Treatment Sessions  

14.3.7.3 SAFT Summary of Injection Technique 

14.3.7.4 SAFT Summary of Device Malfunction 
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14.4. Planned Listing Descriptions 

The following are planned data and patient/subject data listings for protocol number TEO-RHA-
1902. 
In general, one listing will be produced per eCRF domain. All listings will be sorted by site, 
subject number, and treatment. All calculated variables will be included in the listings. 
In all listings a blank line will be placed between each subject. Within a data listing, if an item 
appears line after line (e.g., repetition of subject number), then only the first occurrence will be 
displayed. 
In data listings, the information for one subject will be kept on one page if at all possible, rather 
than splitting a subject’s information across pages. 
Table 6: Planned Listings 
 

Data Listing Number Population Data Listing Title / Summary 

16.2 Patient/Subject Data Listings 

16.2.1 Patient/Subject Discontinuations/Completions 

16.2.1.1 All subjects Assignment to Analysis Populations and Treatment Group 

16.2.1.2 All subjects Study Completion Status 

16.2.1.3 All subjects Inclusion/Exclusion Criteria 

16.2.1.4 All subjects Visit List with COVID-19 Impact 

16.2.1.5 All subjects Randomization 

16.2.2 Protocol Deviations 

16.2.2.1 All subjects All Protocol Deviations 

16.2.2.2 All subjects COVID-19 Related Protocol Deviations 

16.2.3 Patients/Subjects Excluded from the Effectiveness Analyses 

16.2.3.1 All subjects List of Subjects Excluded from Analysis Populations 

16.2.4 Demographic Data and Other Baseline Characteristics 

16.2.4.1 ITT Demographic Data 

16.2.4.2 ITT Medical History 

16.2.4.3 ITT Prior and Concomitant Medications 

16.2.5 Treatment Compliance and Concentration Data 

16.2.5.1 SAFT Treatment Administration 

16.2.5.2 SAFT Device Malfunction 

16.2.6 Individual Effectiveness Response Data 



 Statistical Analysis Plan 
 Sponsor TEOXANE SA  
 Protocol Number TEO-RHA-1902  
 PCN Number TEOX.1078 
 

AD-ST-33.06 Effective date: 12-Nov-2020 
Version 6.0 |    Date 24-Apr-2024|    AD-PR-109.02  Effective date: 17-Aug-2020  Page 55 of 72 
 
 

Data Listing Number Population Data Listing Title / Summary 

16.2 Patient/Subject Data Listings 

16.2.6.1 ITT Teoxane Infraorbital Hollow Scale (TIOHS) Grade - BLE 

16.2.6.2 ITT Response at Visit 5 – TIOHS grade - BLE 

16.2.6.3 ITT Teoxane Infraorbital Hollows Scale (TIOHS) Grade - TI 

16.2.6.4 ITT Teoxane Infraorbital Hollows Scale (TIOHS) Grade - IPR 

16.2.6.5 ITT FACE-Q “Appraisal of lower eyelids” – Subject 

16.2.6.6 ITT GAIS – BLE 

16.2.6.7 ITT GAIS – TI 

16.2.6.8 ITT GAIS – Subject 

16.2.6.9 ITT Subject Satisfaction – Subject 

16.2.6.10 ITT PSAQ – Subject 

16.2.6.11 ITT Tyndall Effect 

16.2.7 Adverse Event Listings (by Patient/Subject) 

16.2.7.1 SAFT Adverse Events 

16.2.7.2 SAFT Serious Adverse Events 

16.2.7.3 SAFT Serious Adverse Events by Subgroup 

16.2.7.4 SAFT Adverse Device Effects 

16.2.7.5 SAFT Adverse Device Effects by Subgroup 

16.2.7.6 SAFT Unanticipated Adverse Device Effects 

16.2.7.7 SAFT Unanticipated Adverse Device Effects by Subgroup 

16.2.7.8 SAFT Adverse Event of Special Interest 

16.2.7.9 SAFT Adverse Event of Special Interest by Subgroup 

16.2.7.10 SAFT Deaths 

16.2.7.11 SAFT CTR Diary - Symptom 

16.2.7.12 SAFT CTR Diary - Event 

16.2.8 Laboratory Values (by Patient/Subject) 

16.2.8.1 SAFT Urine Pregnancy Test Results 

16.2.9 Other Clinical Observations and Measurements (by Patient/Subject) 

16.2.9.1 SAFT Ophthalmic Questionnaire Results 

16.2.9.2 SAFT Vision Assessments – Treating Investigator Results 

16.2.9.3 SAFT Vision Assessments – Ophthalmologist Results 
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Data Listing Number Population Data Listing Title / Summary 

16.2 Patient/Subject Data Listings 

16.2.9.4 SAFT Blink and Closure Tests 

16.2.9.5 SAFT Photography 

16.2.9.6 SAFT Subject Diary 

16.2.9.7 SAFT Pain VAS 

14.5. Planned Figure Descriptions 

The following are planned summary figures for protocol number TEO-RHA-1902. The figure 
numbers and page numbers are place holders only and will be determined when the figures are 
produced. 
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Table 7: Planned Figures 

Figure Number Population Figure Title/Summary 

14.2.1.12 ITT 
Data Imputation Scenarios for TIOHS Responder 
Rates Assessed by BLE at Visit 5 

14.2.1.13 ITT 

Forest Plot for modified FACE-Q Change from 
Baseline at Visit 5 - Subgroup Interactions - Multiple 
Imputation 

14.2.2.6 ITT, PP 
TIOHS Responder Rate (BLE) and 95% CI by Visit 
and Treatment Arm - V1-V5 

14.2.2.7 ITT 
TIOHS Responder Rate (TI) and 95% CI by Visit 
and Treatment Arm - V1-V5 

14.2.2.8 ITT 
7-item FACE-Q Rasch-converted Mean Score and 
95% CI by Visit and Treatment Arm - V1-V5  

14.2.2.9 ITT 
GAIS Responder Rate (BLE) and 95% CI by Visit 
and Treatment Arm - V1-V5 

14.2.2.10 ITT 
GAIS Responder Rate (TI) and 95% CI by Visit and 
Treatment Arm - V1-V5 

14.2.2.11 ITT 
GAIS Responder Rate (Subject) and 95% CI by Visit 
and Treatment Arm - V1-V5 

14.2.2.12 ITT 
Subject Satisfaction Responder Rate and 95% CI by 
Visit and Treatment Arm - V1-V5 
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15. Tables, Listings, and Listing Shells 

15.1. Standard Layout for all Tables, Listings, and Figures 

The following standard layout will be applied to all Tables, Listings, and Figures in support of this study. Note that programming 
notes may be added if appropriate after each tables, listings, and figures shell. 
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Figure 1: Standardized Layout 

<Sponsor Name> Page xx of xx 
Protocol: <protocol id> Version 
 

<Table, Listing, Figure> xx.x.x 
<Title of Table Listing or Figure> 

<Study Population and if applicable subgroup Description> 
____________________________________________________________________________________________________________ 
 
 

Body of Table, Listing or Figure 
 
 
___________________________________________________________________________________________________________ 
<Note: If directly Applicable> 
Footnote 1 <if applicable> Recommendation is to keep footnotes to a minimum 
Footnote 2 <if applicable> 
Footnote n <if applicable> 
Footnote n+1 <pgm path and name>, <date> 
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15.2. Planned Table Shells 

Will be provided in separate document. 
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15.3. Planned Listing Shells 

Will be provided in separate document. 
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15.4. Planned Figure Shells 

Will be provided in separate document. 
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Appendix 1: Schedule of Events 
Table 8: Phase 1a and 1b 

 
Phase 1a 

RHA® 1 group, Untreated control group, and 
No-treatment control group  

Phase 1b 
No-treatment control group after receiving 

RHA® 1 

Phase 2 
See Table 9 

  Baseline     Primary 
endpoint 

      

 Weeks/days post randomization 
or initial treatment 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 12W ±3d 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 

12W 
±3d 

Visit V1a V1 
Call V2 V3 V4 V5 b V1b V1b 

Call V2b V3b V4b V5b 

RHA® 1 group (Stage 1 and Stage 2 subjects), Untreated control group (Stage 1), 
No-treatment control group (Stage 2) 

 

See Table 9 
 
 

Written informed consent a X      

Demographics a X      

Medical/surgical/ophtalmologic 
history a X      

Inclusion/exclusion 
criteria a X      

Randomization a X      

UPT a, c X      
Vision assessment, blink and 
closure test a, d X      

RHA® 1 group (needle and cannula subgroups) (Stage 1 and Stage 2 subjects) Not applicable for the RHA® 1 group 

Prior and concomitant 
medications a X X X X X X  

Injection of RHA® 1 X      

Hand out 30-day CTR diary after      

30-day CTR diary retrieval and 
review 

   X   
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Phase 1a 

RHA® 1 group, Untreated control group, and 
No-treatment control group  

Phase 1b 
No-treatment control group after receiving 

RHA® 1 

Phase 2 
See Table 9 

  Baseline     Primary 
endpoint 

      

 Weeks/days post randomization 
or initial treatment 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 12W ±3d 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 

12W 
±3d 

Visit V1a V1 
Call V2 V3 V4 V5 b V1b V1b 

Call V2b V3b V4b V5b 

TI Assessments       

Adverse events X X X X X X 

Photography before/ 
after 

 X X X X 

Tyndall effect assessment  after  X X X X 
Vision assessment, blink and 
closure testd 

before/ 
after 

 X X X X 

See Table 9 

GAIS     X X X 
TIOHS before  X X X X 
BLE Assessments       

GAIS      X 
TIOHS before     X 

Subject Assessments       

Pain VAS  after      

FACE-Q before   X X X 
GAIS    X X X 

PSAQ X (part A 
only) 

  X  X  X 

Subject satisfaction    X X X 
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Phase 1a 

RHA® 1 group, Untreated control group, and 
No-treatment control group  

Phase 1b 
No-treatment control group after receiving 

RHA® 1 

Phase 2 
See Table 9 

  Baseline     Primary 
endpoint 

      

 Weeks/days post randomization 
or initial treatment 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 12W ±3d 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 

12W 
±3d 

Visit V1a V1 
Call V2 V3 V4 V5 b V1b V1b 

Call V2b V3b V4b V5b 

Untreated control group (Stage 1 only)b Not applicable for the Untreated control groupb 

TI Assessments        

Adverse events X     X 
Photography X     X 
TIOHS Xa      
BLE Assessments        

See Table 9 

GAIS      X 
TIOHS X     X 

No-treatment control group (Stage 2 only) 

UPTc   before      
Injection of RHA® 1  X      
Hand out 30-day CTR diary  after      
30-day CTR diary retrieval and 
review     X   

TI Assessments  

 

          

Prior and concomitant 
medications a X X X X X  X X X X X 

Adverse events X X X X X after X X X X X 
Photography X X X X X after  X X X X 
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Phase 1a 

RHA® 1 group, Untreated control group, and 
No-treatment control group  

Phase 1b 
No-treatment control group after receiving 

RHA® 1 

Phase 2 
See Table 9 

  Baseline     Primary 
endpoint 

      

 Weeks/days post randomization 
or initial treatment 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 12W ±3d 0W 3d 

±2d 
2W 
±3d 

4W 
±3d 

8W 
±3d 

12W 
±3d 

Visit V1a V1 
Call V2 V3 V4 V5 b V1b V1b 

Call V2b V3b V4b V5b 

Tyndall effect assessment       after  X X X X 
Vision assessment, blink and 
closure testd 

     before/ 
after 

 X X X X 

GAIS    X X X    X X X 
TIOHS X X X X X   X X X X 
BLE Assessments            

GAIS     X      X 
TIOHS X 

 

   X      X 

Subject Assessments            

Pain VAS       after      

FACE-Q X  X X X    X X X 
GAIS   X X X    X X X 

PSAQ   X X  X (part 
A only) 

  X X X 

Subject satisfaction   X X     X X X 

Abbreviations: BLE = Blinded Live Evaluator; CTR = Common Treatment Response; d = day; GAIS = Global Aesthetic Improvement Scale; PSAQ = 
Periorbital Subject Assessment Questionnaire; TI = Treating Investigator; TIOHS = Teoxane Infraorbital Hollows Scale; UPT = urine pregnancy test; V = visit; 
VAS = visual analog scale; W = week. 
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Footnotes: 
a. Procedures performed at Visit 1 prior to randomization (or initial injection) represent Screening. Written informed consent must precede all 

study-related procedures. Demographics, medical/surgical/ophthalmologic history, prior and concomitant medication data collection, and UPT need to 
be performed prior to first injection to assess eligibility and are part of screening procedures performed at Visit 1. Eligible subjects are then randomly 
assigned to groups and all other study procedures are performed as Baseline after randomization. 

b. Subject randomly assigned to the Untreated control group will exit the study 12 weeks after randomization (Visit 5). 
c. Women of childbearing potential must have a negative UPT at Visit 1 and prior to each injection, and must practice a reliable method of contraception 

throughout the study. 
d. Vision assessments include Snellen visual acuity, confrontational visual field test, and ocular motility test. 
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Table 9: Phase 2 
 

Phase 2 (Stage 1 and Stage 2 subjects) 

   Retreatmenta 

Weeks/days after the initial treatment or 
retreatment 

24W 
±7d 

36W 
±7d 52W ±7d 

3d ±2d 
from Re-

Txa 

2W from 
Re-Tx ±3da 

4W from Re-
Tx ±3da 

12W from 
Re-Tx ±7da 

Visits 
 
 

V6 V7 V8a V8 
Re-Txa V8 Calla V9a V10 V11a 

Untreated control group 

Not applicable for subjects in the Untreated control group 

RHA® 1 group after completing Phase 1a and No-treatment control group after completing Phase 1b (See Table 2-1) 
Prior and concomitant medications X X X X X X X X 
UPTb    before     
Injection of RHA® 1    X     
Hand out 30-day CTR diary    after     
30-day CTR diary retrieval and review       X  
TI Assessments         
Adverse events X X X X X X X X 
Photography X X X after   X X 
Tyndall effect assessment  X X X after  X X X 
Vision assessment, blink and closure testc X X X before/ after  X X X 
GAIS  X X X    X X 
TIOHS X X X    X X 
BLE Assessments         
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Phase 2 (Stage 1 and Stage 2 subjects) 

   Retreatmenta 

Weeks/days after the initial treatment or 
retreatment 

24W 
±7d 

36W 
±7d 52W ±7d 

3d ±2d 
from Re-

Txa 

2W from 
Re-Tx ±3da 

4W from Re-
Tx ±3da 

12W from 
Re-Tx ±7da 

Visits 
 
 

V6 V7 V8a V8 
Re-Txa V8 Calla V9a V10 V11a 

GAIS X X X    X X 
TIOHS X X X    X X 

Subject Assessments         

Pain VAS     after     
FACE-Q X X X    X X 
GAIS X X X    X X 
PSAQ X X X    X X 
Subject satisfaction X X X    X X 

Abbreviations: BLE = Blinded Live Evaluator; CTR = Common Treatment Response; d = day; GAIS = Global Aesthetic Improvement Scale; PSAQ = 
Periorbital Subject Assessment Questionnaire; Re-Tx = Retreatment; TI = treating investigator; TIOHS = Teoxane Infraorbital Hollows Scale; UPT = urine 
pregnancy test; V = visit; VAS = visual analog scale; W = week. 

Footnotes: 
a. Subjects will be offered retreatment at Visit 8 (52 weeks after their initial treatment). Retreatment will be administered if the TI deems it to be 

appropriate and the subject agrees. If the subject does not receive retreatment, the Visit 8 (52 weeks after initial treatment) will become the Exit Visit. If 
the subject receives retreatment at Visit 8, a telephone call visit will be performed 72 hours after retreatment (Visit 8 Call). The subject will come to the 
site for Visit 9 (2 weeks after retreatment) and Visit 10 (4 weeks after retreatment) followed by the final visit 12 weeks after retreatment (Visit 11). 
Afterwards the subject will exit the study. 

b. Women of childbearing potential must have a negative UPT prior to each injection and must practice a reliable method of contraception throughout the 
study. 

c. Vision assessments include Snellen visual acuity, confrontational visual field test, and ocular motility test. In addition, in case of visual disturbances, a 
basic neurological examination must be performed. 
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Appendix 2: Clinical Investigation Design 
Figure 2: Stages 1 and 2 of the Enrollment 
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Figure 3: Investigation Design (Stage 1) 
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Figure 4: Investigation Design (Stage 2) 
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