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1.0 Study Objectives

The objectives of the “Safety and Feasibility of Cultlvated Autologous Limbal Epithelial Gell (CALEC)
Transplantation in the Treatment of Limbal Stem Cell Deficiency” study are as follows.

Excerpt from Protocol Section 2!

The main aim of the study is to . preliminary estimates of the safety and feasibility of cultivated autologous '
limbal epithelial cell (CALEC) transplantation in the treatment of unilateral LSCD. Seeondarrly, etfroaoy of
CALEC will be |hvestrgated and both safety. and elfroaoy of CALEG will be oompared to CLAU These : L
secondary. objeottves are mtended to be exploratory rather than oonclusrve : .. S

PRIMARY OBJ ECTIVES
1.

2. Feasrbtltty (withrn CALEC group) To establish feasrbrltty of manutacturrng CALEG for corneal surfaoe ._ '

SECONDARY oe.recnves o

1. Safety (CALEC versus CLAU): To tnvesttgate whether CALEC is srml!ar to standard treatment wrth

STUDY CONCLUSIONS (RREIATR N o DO DI e
The resuits of this Phase. I/It study wrll provrde gu;dance on whether to oontrnue to a Iarger Phase IIi study
and will also provide preliminary data to help determine samp!e size for future triats. Generally, if the study 1s :
not halted for. feasibility issues, and there are no major salely or efficaey trends that favor CLAU, a larger _
study of CALEC could be oons1dered However ‘caveats of the study data and other potentlal tactors outsrde
of the trrat wail need to be oonsrdered and werghed in the ultrmate deotsron of whether to proceed s

_ Eftrcacy (withrn CALEC group) To investrgate whether CALEC transplantation is eftrcaolous in.

Safety (within CALEC group) To establrsh the satety of CALEC transplantatton by determmtng the
incrdenoe of pnmary ooutar adverse events through 18 months of tollownup ' G

reconstruotlon

CLAU by oomparlng rnordence of pnrnary ocular adverse events through 18 months ot fol]ow up

treatment of LSCD partrcrpants by comparrhg pre operatrve to post—operatrve clrmcat parameters at
monthsstzandts R RER e _ B

Effrcacy (CALEC versus CLAU) To |nvestlgate whether CALEC is srmllar to standard treatment wrth
CLAU by comparing between group changes from pre operatrve to post operatrve clrntcal parameters at ;'
months3 12 and18 o o EHRER SERE _ . . '

Treatment assignment will have two sequential phase — Phase A foliowed by Phase B. Phase Ais non-
randomized; all patients will receive CALEC treatment (investigational arm). Phase B is randomized; patients
will be randomly assigned to CALEC or CLAU in a 2-to-1 ratio. The goal of Phase A is to establish initial
safety and feasibility of a few CALEC cases prior to initiating the randomized Phase B. The sample size
determination accounts for these 2 phases.

2.0 Study Outcomes

Excerpt from Protocol Section 7:

PRIMARY OUTCOME MEASUF{ES T e
SAFETY MEASURES
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Safely will be assessed in both the CALEC and CLAU groups. The occurrence of the following adverse - .
events at any time during the 18 months of fotlow up in the recrprent eye w;!t sefve as the prlmary safety o
events of interest: - :

1. Ocular Infection (defined as endophthatmrtas or mrcrobrat keratrtts [bactenal tungal parasitic])
2. Corneal perforation - - _ ; R L _
3 Graft detachment 250% :

In addttton to the primary safety events atl adverse events (systemtc and ocular in donor and rec|p|ent eyes) :
will be captured. The severity of each adverse event and the relationship of the event to the cell therapy k
procedure will be assessed by an tndependent Medrcal ‘Monitor(s} (MM). The independent Medtcai Monitor's .
(see Section 9.3) coding of the adverse event and designation of severity and relatedness to treatment erE
serve as final to use for adverse event reportmg and safety outcome analysus ' R il

FEASIBILITY MEASUFtES : : '
Manufacturing feasibility will be evatuated tn the CALEC group, for aach bropsy attempt At Ieast one .

CALEC construct will be attempted to be manufactured from each biopsy, as detailed in the MOP; anh
attempted construct will undergo Quality Control (QC) testing to determine product conformity to CMCF -
release criteria per MOP, which Includes assessments of cell growth, cell viability, and culture .. .-
contamination. -if all of these QC release crtterla are met for at Ieast one CALEC construct the blopsy
altempt is cons:dered a fea3|brllty success. :

In the event that a construct met all QC retease crrteria, but surgery was not performed for a reason

unrelated to the deve!opment of construot tor transptant the case would Stt|| be constdered a teasrbihty
success for the biopsy attempt. - : ReRee
Up to two biopsy attempis of a srngle parttcrpant may be performed accordmg to Sectlon 5 Feasrbrltty o
analysis will explore both the number of biopsies per participant and the number of construct attempts per i
biopsy, and whether. those construct attempts met QG release criteria. Each of the. indtvrduat QC testing and -.
acceptance crlteria wrll be dooumented to further descrrbe construots that drd not meet the crsteraa tor - -
regease o s . L : . e L Tk

SECONDARY OUTCOME MEASURES
Efficacy Measures:; Efficacy will be assessed in 1 both CALEC and CLAU groups The prrmary ettrcacy .
outcome will be a binary "Complete Success” of the gratt, as defined below. . Secondarlly, "Partta[ Success
will also be considered according to a 3 category outcome defined below. PERE _ _ :
1. *Complete Success” will be defined as rmprovement in corneal surface tntegrlty '
2, “Partial Success” will be defined as . _ _ T
covanNe improvement. in corneal surface tntegrrty and
b lmprovement in either= :
-7l Extent of corneal vascular;zatron or .
_ - rt “Participant symptomatotogy
3. . Otherw1se hot a success. -

Improvement in each area is defined as fotlows where changes are measured retatrve to the Basetine vrsrt
.. -GCorneal surface integrity - = .
5 "o Decrease in epithelial detect surtace area (based on ctmtcat assessment by an |ndependent
_ _ investrgator, not the treating surgeon, as described in the MOP) by 275% of -
o Decrease.in corneal surface staining (based on ¢linical assessment by an rndependent
Lo investigator, not the treatmg surgeon usmg NEI gradrng scale) by 250% i
S Extent of corneal vascularization .- : : B
s "o . Decrease In neovascular area (based on drgltat sltt Iamp photographs, us:ng mathematrcal
5 - software to calculate as desorlbed in the MOP) by 225% R _
s Participant symptomatology -
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o ~Decrease in Ocular Surface Disease Index (OSDI) score by 225% or = -+ = -
o _'Deq_r_ease in Symptom__-A_sses_sment_in_Dry_ Eye (SANDE) score by 225% '

The primary efficacy time points will be at 3 months (to assess early success), as well as 12 and 18 months
(to assess late success). Efficacy outcomes at all interim post-3 month time points will also be evaluated -
OTHER OUTCOME MEASURES .~ - . -~ o i SN L

In addition to the primary and secondary outcome measures defined above, distribution of dataand oo
summary statistics will be evaluated on the follewing in both groups at each time point where relevant data -
are collected: IOP, impression cytology, corneal opacification, visual acuity. All reported adverse events wil
also be tabulated In both groups, 7T T s

3.0 Study Hypotheses

Safety: We expect the probability of seeing at least one primary safety event in the reciplent eye (infection,
perforation, or detachment) in the CALEC group will be close to 5% (based on current literature, see separate
document Summary of Previous Literature).

Feasibility: We expect 5-10% or fewer CALEC constructs will fail to meet the feasibility criteria prior to
transplantation as defined in the protocol (based on prefiminary experiments at the Connell and O'Reilly
Families Cell Manipulation Core Facliity, which will manufacture the CALEC construct for this study).

Efficacy: We hypothesize that the proportions with early and late graft success as defined above in the
CALEC group will be similar to that of the CLAU group. Based on current literature (see separate document
Summary of Previous Literature) we expect the percentage to be between 70-80% in each group

4.0 Sample Size Considerations .

The primary objectives of this study are to establish feasibllity and to show safety of the CALEC transplantation
by estimated the incidence of ocular adverse events (infection, corneal perforation, and/or graft detachment)
through 18 months of follow-up. The secondary efficacy objectives are intended to be exploratory rather than
conclusive. The efficacy results will provide preliminary data on potential effect size and variability, to help
select sample size for future trials. No formal hypothesis testing comparing CALEC to CLAU is planned/
Sample size will not be based on a power calculation for a formal siatistical comparison of GALEC to CLAU.

The sample size for Phase A will be 3 participants completing a CALEC transplant.  The sample size for

- Phase B will be 21 participants randomized 2:1 using a block stratification (see protocol excetpt at the end of

this section for details on randomization method), resulting In 13-15 CALEC participants and 6-8 CLAU
participants. This process would ultimately yield a total of 24 participants (16-18 CALEC participants and 6-8
CLAU participants) across Phase A and B, About 5% of participants may withdraw from the study before
reaching 18 months of follow-up (approximately 1 in each group). Thus, the total number of CALEC
participants (Phase A and B) with complete follow up could be as few as 15. This minimum target of 15
CALEC participants is what was used to confirm that the sample size would be acceptable for the study, which
is also supported by the analyses below which (1) describes the precision on safety rate estimates with 15
CALEC participants and (2) describes the ability to detect occurrence of the primary safety events of interest
within a range around 15 CALEC participants.

(1) With a sample size of 15 in the CALEGC group, the table below shows the 95% confidence interval for
the percentage of participants with at least one primary safety event for varying potential observed
results (the same table could apply to either a combined outcome or each type of event separately).
For example, If 1 of 15 CALEC group participants experiences a graft detachment event in the study,
the 95% confidence interval around the estimated percentage of patients that we expect would
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experience a graft detachment event after CALEC would be from 0 to 32%. The potential level of |
precision on these estimates was considered reasonable for the objective to select preliminary

estimates of incidence of these ocular adverse events.

Number of CALEC participants out of 15 tolal with at least one svent
0 1 (7%) 2 {13%) 3 (20%) 4 (27%) 5 {33%)
95% Confidence
Interval (exact (0, 22%) | (0, 32%) | (2%, 40%) | (4%, 48%} | (8%, 55%) | (12%, 62%)
binomial}

(2) We also projected the probability of observing at least one primary safety event given varying
hypothetical primary safety event rates and varying CALEC group sample sizes (the same table could
apply 1o either a combined outcome or each type of event separately). With a sample size of 15, the
chance is >50% that an adverse event that occurs 5% of the time will occur at least once during the
trial. If the event rate Is closer to 20%, there will be a 96% chance that a primary safety event will be
observed at least once during the trial.

Adverse event rale
Sample size 30% 20% 10% 5%
10 0.99 0.89 0.65 0.40
15 0.99 0.96 0.79 0.54
20 0.99 0.99 0.88 0.64

The following protocol excerpt describes how the treatment assignment will occur under each phase to reach
the desired sample size. The excerpt also describes what will count towards the final sample size of 3 Phase A
participants and 21 Phase B participants,

Treatment Assignment, Randomization Procedures, and Final Sample Size

Excerpt from Protocol Section 5.5:

There will be two sequential phases of treatment assignment — Phase A followed by Phase B. Phase A s
non-randomized; all partio:pants in this part of the study will be assigned to receive CALEC. treatment _' gl
(mvestrgatlonal arm) Phase B is randomtzed partlorpants W|Il be randomty asstgned to CALEC or. CLAU |n
a 2-to-1 ratio. - : SRR RIS TR AR
Phase A — Non Randomized Treatment Ass1gnmen S v R

During Phase A, three eligible partloipants completing the screen:ng and basellne wsrts wnEI not be :
randomized 1o a treatment arm; rather they will be placed ina staggered fashion, (desorlbed below) mto the o
investigational arm to receive CALEC. This wrll be the assignment procedure until three partlolpants in i
Phase A complete a CALEC transplant (or untll haltlng guadellnes apply, see Sectlon 9 4) During Phase A
the following will apply:

« {f a participant enrolls durlng F’hase A but withdraws from the study prior to transplant the partlolpant w:it
not count towards the recruitment goal of three participants required for Phase A - -
+ . 1f a biopsy Is done for a participant in Phase A, and the biopsy.is. unable to generate a wable cell sheet
-~ for transplant a second biopsy may be attempted according to the procedure in Section 5.6. i

« . Once a given Phase A biopsy attempt has either (1) failed or (2) succeeded and particlpant has
s -_-completed the 2-week visit, the study team can then proceed to elther. of the following:: * " :

> ‘Schedule a second biopsy attempt for any pnor Phase A pertlotpant whose frrst biopsy tatled

- (according to Section 5.8) ' B o _ S
> Consent and enroll a new partlmpant in Phase A
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» Once randomized, participants will be counted towards the study cohort regardless of whether btopsy, o

“Phase A enrollment ends after three participants in Phase A have completed a CALEC - i

3N transplant and the 2-week visit after transplantation. - After this occurs, Phase B will begin
-~ -Some additional Phase A partticipants whose first biopsy failed may complete a second b:opsy after

. ‘PhaseB begins and would count towards the Phase A cohort

Phase B Randomlzed Treatment Assrgnment Sl B - THLAT R
During Phase B, eligible participants completing the screenlng and basellne vrslts w:ll be randomlzed in a 2 t
allocation to either the study intervention (CALEC) or standard care (CLAU) : g L
» The randomization schedules will be generated using a permuted block method, with randomly seleoted _
““block sizes of 3 or 6. Within each block the ratio of CALEC to CLAU will be 2:1. The blocked '
randomization provides balance between treatment groups over time and the random block size - :
decreases the predictability of assignment to CALEC or CLAU and thereby the possibility of seleotron o
bias. The CC wiil have additional prespecified criteria in place to reject potential schedules in which ..
'future allocatlons oould be easny predlcted the cfrmcal stte wrll be masked to these crlterla

Durrng Phase B the followmg WI|| apply

e lia partrcrpant enrolls during Phase B but wrthdraws from the study pnor to randomrzatron the partrctpant _
~ will not count towards the recruitment goal.. :

transplant, or follow-up is completed. - :
¢ ‘Ifabiopsyis done for a participant in Phase B who is ass:gned to the CALEC group, and the biopsy is.
unable to generate a viable cett sheet tor transplant a second bropsy can be attempted accordmg to the
procedure in Section 5.6, - : 5
¢ Study enrollment ends when the 21st transplant of the Phase B randomlzed particlpants has
“occurred. . This means the randomization schedule will include more than 21 aflocationsto - - '
account for some particlpants who were randemfzed but dld not complete a transplant X

Total Study Cohor e
The total study cohort will mclude _ - S SR : : A
e All parhcupants in Phase Awho completed a CALEC transplant (at least 3 may mclude s
e " ‘additional who complete a second biopsy after) - SN
e Alf partlclpants who were randomtzed in Phase B (at teast 21 who completed therr transplant) :

The Statlstrcal Analysrs Plan doouments how part|0|par|ts in the study cohort W|!| be ahalyzed S
In both.Phases, investigators, participants, and those involved in the study assessments erI aII be aware cf
{unmasked to) the study intervention received and appropriate protocol procedures. : :

In addition, the following protocol excerpt describes criteria under which the target sample size may not be
reached because of potential concerns with feasibility or safety.

Study Halting Guidlines

Excerpt from Protocol Section 9.3:

The DSMC may recommend at any time whether the study should continue per protocol, be further : '. ;
Investlgated be dlsoontrnued or.be modrtied and then proceed The FDA may also suspend addrtron_al
enrollment and study rntervent!ons/admmrstratlon of study product for the entrre study, if apphcable

There wrll be no formal halting gurdellnes for safety, as the DSMC wﬂf receiVe fuil safety repcrts on Phase A
participants as noted in Section 9.2 above, and will also expeditiously receive some events as noted in Section
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9.2 above throughout the duration of the.study. . -~ .~ :

Formal interim ahalyses to demonstrate eériy _eﬂicapy_b_f CALEC over CLA_U are' ;_ﬁbtp‘ian_néd_, 'gi.\./é.b_th.é_'ﬁa'mre
of the study (phase I/ll) and small sample size. - : S e

Halting guidelines for feasibility are as (o_llows_: T A

¢ " Atemporary suspension of enrollment will accur if four of the first eight CALEC biopsies, across Phases
CAand B, resultin failure. T e
" o This could include two biopsies originating from one participant, (i.e., ach biopsy would count -
Cooseparately) oo T e
"o Multiple construct attempts based on the same biopsy would be considered inclusive of a single -

5.0 Statistical Analysis Plan

Safety Analysis
Coding of all adverse events for analysis will be based on the MedDRA coding determined by the Medical
Monitor. The following safety analyses will be performed.

1. Primary Safety Analysis (within-CALEC group evaluation of primary safety outcomes):

a. The primary safety events of interest (ocular infection, corneal perforation, and graft detachment
>=50%) in the recipient eye will be summarized as the numbers and percentages (and 95%
exact confidence Intervals) of participants having each event and the number and percentage
(and 95% exact confidence intervals) of participants having any of the three events, up o 18
months.

I, These events will be evaluated in CALEC Group Phase A and Phase B participants
combined. Only participants who completed transplant and only events occurring after
transplant will be included.

2. Primary Safety Analysis (CALEC versus CLAU comparison of primary safety outcomes):

a. The primary safety events of interest (ocular infection, corneal perforation, and graft detachment
>=50%) in the recipient eye will be summarized as the numbers and percentages (and 95%
exact confidence intervals) of participants having each event and the number and percentage
{and 95% exact confidence intervals) or participants having any of the three events, up to 18
months. ‘

i. These events will be evaluated within each treatment group, in Phase B participants
only. All participants who were randomized will be included regardless of whether
transplant was completed. Phase B participants who discontinued prior to
randomization will not be included. All events occurring after randomization will be
included. Events prior to randomization will not be included.

b. The two treatment groups will also be compared by computing the differences in percentages
(and 95% exact confidence Intervals) having each event and the difference in percentages {and
95% exact confidence intervals) having any of the three events.

3. Secondary Safety Analysis (explore/evaluate all adverse events): All reported adverse events up
to 18 months (including systemic, recipient, and donor eye events) will be evaluated as follows.
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a. Within each MedDRA system organ class, tabulate the number and percentage of participants
having at least 1 event within the given system organ class.  Evaluate both of the following
ways:

i, Within-CALEC group: Evaluate in CALEC Group Phase A and Phase B participants
combined. Only participants who completed transplant will be included. Only events
occurring after transplant will be Included.

ii. CALEC versus CLAU comparison: Evaluate within each treatment group, in Phase B
participants only. All randomized participants will be included regardless of whether
transplant was completed. Phase B participants who discontinued prior to
randomization will not be included. All events occurring after randomization will be
included. Events prior to randomization will not be included.

b. Within each adverse event term (MedDRA lower level term), tabulate the number of events and
number of participants with at least 1 event, separately for systemic, recipient eye, and donor
eye events. Evaluate the data in both of the following ways: '

i. Within-CALEC group: Evaluate in CALEC Group Phase A and Phase B participants
combined. Only include participants who completed transplant and only include events
occurring after transplant.

iil. CALEC versus CLAU comparison: Evaluate within each treatment group, in Phase B
participants only. All participants who were randomized will be included regardless of
whether transplant was completed. Phase B participants who discontinued prior to
randomization will not be included. All events occurring after randomization wili be
included. Events prior to randomization will not be included.

4, Additional Safety Analyses for DSMC Monitoring Purposes Only:

a. The mean number of events per patient will be calculated as the total number of events reported
in the treatment group, divided by the total number of patients in the treatment group.
Evaluate the data in both of the following ways:

i. Within-CALEC group: Evaluate in CALEC Group Phase A and Phase B participants
combined. Include only participants who completed transplant and inciude oniy events
occurring after transplant.

ii. CALEC versus CLAU comparison; Evaluate within each treatment group in Phase B
participants only. All participants who were randomized will be included regardless of
whether transplant was completed. Phase B participants who discontinued prior to
randomization will not be included. All events occurring after randomization will be
included. Events prior to randomization will not be included.

b. Adverse Events designated by the DSMC as requiring expedited reporting (defined in the
DSMC Charter) will be tabulated. The Charter describes in detall whether the events of interest
are related to the donor or recipient eye and the time frame for classifying an event as an
expedited event. CALEC Group Phase A, CALEC Group Phase B, and CLAU Group will be
tabulated separately.

Feasibility Analysis
Feaslbility will be assessed in the CALEC group only, using patients from both Phase A and Phase B. Each

biopsy attempt will be classified as a “feasibility success” if it produced at least one construct that met all of
the Quality Control (QC) release criteria in the GALEC Manual of Procedures. Secondarily, the number of
biopsy attempts for each patient, as weli as the QC results of all construct attempts for each biopsy, wiil be
explored.

The following feasibility anaiyses will be performed.
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188 1. Primary Feasibility Analysis: On a biopsy level {denominaior is the total number of biopsies
189 performed)

190 o Number and percentage of biopsy attempls resulting in a feasibility success

191

192 2. Secondary Feasibility Analysis: On a patient level (denominator is all patients for whom at
193 least 1 biopsy was performed) :

194 o Categorize the number and percentage of patients for whom the biopsy (1) produced a
195 feasibility success on the first biopsy attempt, (2) failed first attempt but produced a

196 success on a second biopsy attempt, (3) failed 2 attempts, or (4) failed first attempt and
197 a second was not attempted

198

199 3. Secondary Feasibility Analysis: On a construct level

200 o Calegorize the number and percentage of constructs that met alt QC release criteria
201 »  The QG criteria that failed and the data for each individual QC release criteria will
202 aiso be explored |

203

204

205 Efficacy Analysis

206

207  The following efficacy analyses will be performed.

208

209 1. Primary Efficacy Analysis (within-CALEC evaluation of primary efficacy outcome):

210 a: The primary efficacy outcome measure is the binary outcome "Complete Success” of the graft
211 versus not (as defined in the Protocol). This measure will be evaluated at each of the following
212 three time points: 3, 12 and 18 months.  The number and percentage of participants meeting
213 the “Complete Success” criteria will be tabulated at each of these time points.

214 i. Evaluate in CALEC Group Phase A and Phase B participants combined. Only

215 participants who completed transplant will be included.

216 Il. For all participants with missing data on the primary efficacy outcome at any of the time
217 points, multiple imputation will be performed for the “"Complete Success” status using
218 logistic regression. :

219

220 2. Primary Efficacy Analysis (CALEC versus CLAU comparison of primary efficacy outcome):

221 a. The primary efficacy outcome measure is the binary outcome“Complete Success” of the graft
222 versus not (as defined in the Protocol). This measure will be evaluated at each of the following
223 three time points: 3, 12 and 18 months. The number and percentage of participants meeting the
224 “Complete Success" criteria will be tabulated at each of these time points.

225 {. Evaluate within each treatment group, in Phase B participants only. All participants who
226 were randomized will be included regardless of whether transplant was completed.

227 Phase B parlicipants who discontinued prior to randomization will not be included.

228 i. Participants who were randomized but did not recelve a transplant will be included in the
229 analysis as a failure.

230 i, For all participants with missing data on the primary efficacy outcome at any of the time
231 points, multiple imputation will be performed for the “Complete Success” status using
232 iogistic regression.

233

234 b. The two ireatment groups will also be compared by computing the differences in percentages
235 meeting “Complete Success” and 95% confidence intervals around those differences, at each
236 time point.

237

238 c. As a secondary analysis, a longltudinal model of the percentage of patients with “Complete
239 Success” at each protocol-specified examination time {including visits in-between 3, 12 and 18
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month} will be applied using a mixed effects logistic regression, including time by treatment
group interactions.

3. Secondary Efficacy Analysis (within-CALEC group evaluation of secondary efficacy outcome):

&.

The secondary efficacy outcome measure is the 3 level categorical outcome (“Complete
Success”, "Partial Success”, "Not a Success”, as defined in the Protocol). This measure will be
evaluated at each of the following three time points; 3, 12 and 18 months. The number and
percent of participants in each outcome category will be tabulated at each of these time points.
i. Evaluate in CALEC Group Phase A and Phase B participants combined. Only
participants who completed transplant will be included.
il. Missing data will not be imputed for this secondary analysls.

4. Secondary Efficacy Analysis (CALEC versus CLAU comparison of secondary efficacy outcome):

a.

The secondary efficacy outcome measure is the 3 level categorical outcome (“Complete
Success”, “Partial Success”, “Not a Success”, as defined in the Protocol). This measure will be
evaluated at each of the following three time points: 3, 12 and 18 months. The number and
percent of participants in each outcome category will be tabulated at each of these time points.
I, Evaluale within each treatment group, in Phase B participanis only. All participants who
were randomized will be included regardless of whether transplant was completed.
Phase B participants who discontinued prior to randomization will not be included.
i. Participants who are randomized but do not receive a transplant will be included in the
analysls as failures.
iil. Missing data will not be imputed for this secondary analysis.
iv. Comparisons between CALEC and CLAU will be made belween the two Phase B
(randomized) groups only by computing the differences in percentages and 95%
confidence intervals around those differences, at each time point.

5. Secondary Efficacy Analyses (explore the individual efficacy outcome measures that
contributed to the primary and secondary composite outcome measures):
Efficacy will be explored by evaluating each outcome listed below at each protocol-specific time point
where the data are collected.

1)

6)
7)
8)

Percentage change from baseline in frank epithelial defect surface area (clinical assessment”) -
continuous varlable

Praportion of participants with decrease in frank epithelial defect surface area (clinical
assessment®) 275%

Percentage change from baseline in surface staining (clinical assessment, NEI grading scale} -
continuous variable

Proportion of participants with decrease in surface staining (clinical assessment ,NE| grading
scale) by 250%

Percentage change from baseline in neovascular area (photographic images) - continuous
variable

Proportion of participants with decrease in neovascular area (photographic images) by 225%
Percentage change from baseline in OSDI score - continuous variable

Proportion of participants with decrease in OSDI score by 225%

9) Percentage change from baseline in SANDE score - continuous variable
10) Proportion of participants with decrease in SANDE score by 225%
* Epithelial defect surface area based on photographic images will also be evaluated.

Continuous efficacy variables will be summarized by sample size, mean, median, standard deviation,
minimum and maximum. Discrete efficacy variables will be summarized by frequencies and
percentages.

These summary statistics will be presented within each of the following:
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294
295
296
297
298
299
300
301
302
303
304
305
306
307
308
309
310
311
312
313
314
315
316
317
318
319
320
321
322
323
324
325
326
327
328
329
330

o Within-CALEC group: Evaluate in CALEC Group Phase A and Phase B participants combined.
Only participants who completed transplant will be included.

o CALEC versus CLAU compatrison. Evaluate within each treatment group, in Phase B
participants only. All randomized participants will be included regardless of whether the
transplant was completed. Phase B participants who discontinued prior to randomization will
not be included.

»  Exact 95% confidence intervals for the difference between treatment groups in means
for continuous variables and in proportions will be provided.

Missing data will not be imputed for this secondary analysis.

Additional Tabulations and Analyses
Baseline demographic and clinical characteristics will be tabulated according to treatment group. Continuous

variables will be summarized by sample size, mean, median, standard deviation, minimum and maximum.
Discrete variables will be summarized by frequencies and percentages

A flow chart will be constructed that accounts for all participants, Visit completion rates will be tabulated
according to group. The percentage of participants with completed visits in window, out of window, and missed
will also be tabulated. The number of dropouts and deaths and the completion rate excluding deaths will also
be tabuiated separately by treatment group.

Additional data related to both safety and efficacy will be explored by evaluating each of the following at each
follow-up visit where data were collected as part of the protocol specified visit:

» Visual acuity

s 0P

* Corneal opacification

* Impression cytology results

Longitudinal models of these continuous measurements will be performed using mixed effects linear
regression methods, including time by treatment group interactions.

Continuous variables will be summarized by sample size, mean, median, standard deviation, minimum and
maximum. Discrete varlabies will be summarized by frequencies and percentages.
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