Based on earlier information that was released, there were still some problems to overcome. The
process related to culturing mesenchymal stem cells and epithelial stem cells was a critical issue that
had not yet been resolved. Have you resolved this issue, and are there any previous roadblocks that
have been resolved?
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At this time, what challenges are you facing in the development of this therapy, if any?
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To what extent do you think that the newly created hair (follicles) will mimic the donor hair
(follicles) in terms of gene expression and visual traits?
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Thus far in your research, have you been able to attain an unlimited number of cells from a single
biopsy? If not, what is the maximum number of total cells that can be amplified from the donor
sample? How many new follicles would this typically result in?
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Several users have scars from previous hair transplants. Both from strip excision and follicular unit
extraction on the back of the head. There is also some damage to the skin tissue in the recipient
areas towards, the front. One of our most popular questions was whether primordium hairs will be
capable of growing through these and other types of scars (such as burn scars), and be capable of
healthy growth in such an environment?

MUV T TYA P TREZLZTLHEMBTT ., BEDHEEFMHOBOREIMERH S LT
EEI-y MERIZK Y, BERICKELBERODBENZCWVET, £, EEBIEIZE
YREEME BB I A DRI T — R HYET, BEEAREFI DL SLGEOT
DMDIRHEIZEL 515 BIAIXKEDM) NHLHETHLERZ, BEICELEIN?

Regarding the process of delivering the hair follicle primordiums to the scalp: Do you anticipate this
being an automated process performed by a device, or will it require the hand of a trained and
skilled surgeon, similar to hair transplants? As a follow up to this, have you seen success injecting
the follicle primordium directly into the scalp with a needle, or must they be delivered to the skin
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On the topic of aesthetics: Do you think the direction of hair growth be controlled by natural
processes in the skin, or will the placement and positioning of the primordium cells by a qualified
surgeon cells play a role? There was previous mention of using a "Nylon Thread Guide" for
controlling hair-growth direction, and to limit epithelial cyst formation. Is this still the current plan?
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Certain individuals with advanced androgenetic alopecia experience significant miniaturization of
follicles and extensive loss on the sides and back of the head. This is the typical location for donor
follicles for transplants and with your therapy. As a result, these donor follicles may be extensively
affected by AGA prior to the procedure. What can these people expect from your therapy?
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Studies have shown that the hair shaft thickness seems to be determined by dermal papilla size. If
this is true then could it be possible to also control hair shaft thickness with the hair primordium
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Suggestion from a user regarding # 8 - Some feel that hair transplants are detectible because natural
hair lines do not usually have extremely thick follicles in the front. Natural hairlines usually include
miniaturized follicles and "peach fuzz". If you could control hair shaft thickness to varying percents,
would you be able to implant intentionally thinner hairs near the front and achieve a more natural
appearance?
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11. The primary advantages of the hair follicle primordium method are well known: (1) A less invasive
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procedure than hair transplants, and (2) Access to a higher number of hair follicles. Current
methods also fail to deliver density that matches a natural head of hair. What other advantages are
you anticipating for the hair follicle primordium method in comparison with current methods? For
instance, do you expect to be able to archive a higher density or the ability to control hair color?
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From your research, how long does it take for a primordium to grow into a fully functional hair
follicle after being delivered to the scalp?
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Other research groups have struggled with maintaining signature gene expression of DP cells when
culturing them. This was a problem encountered in the study: “Microenvironmental reprogramming
by three-dimensional culture enables dermal papilla cells to induce de novo human hair-follicle
growth”. In this study, they restored partial expression of DP cells through culture by about 22%.
They found that 22% was sufficient to create a de-novo hair follicle, but it was thin, and weak, and
did not match a normal healthy hair follicle. You fixed the DP cell culture problem and are able to
restore full expression of DP cells. Why did you decide to use the primordium method instead of
injecting only DP cells, since you have restored full expression? Does it introduce new benefits?
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Commercial Related
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14. Previous estimates targeted the availability of the technology to be in "practical use" by 2020. Does
practical use mean commercial availability to the general public? If so, does this mean that human
trials would need to begin a year or two before 2020?
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15. Since Japan offers expedited regulary approval for regenerative medicine, what is the earliest
possible year that everyone could benefit from this treatment?
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16. There has been some concern that a procedure like this would not be affordable to the majority of
the consumer public. An average hair transplant costs between $8,000 and $12,000 USD (827k -
1.2m Yen). Does your company anticipate this procedure costing less than, similar to, or more than a
typical hair transplant procedure?
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17. “The regenerated hair follicle germ will be packaged and delivered to a medical facility for use in
transplantation therapy for the patient.”
Patients have wondered: Does your company plan to partner with and license the collection
procedure to local clinics in major cities around the world, to be shipped to Japan for culturing and
amplification, and back to the clinics for grafting, or will all patients need to come to Japan?
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18. Surgeon skill plays a significant role in creating a natural looking result. As part of the previous
question, do you plan to license this technology to surgeons worldwide, or do you have any plans to
create devices which may help automate the grafting process to make results more consistent and
uniform?
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19. Also as a follow-up to the previous 2 questions: If this method succeeds, demand will be in the
hundreds of millions of people. Can you describe your current thinking on how production could be
expanded to meet such a large demand?
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20. Aninteresting idea came from one of our users: Can cultured and amplified cells be stored in
cryopreservation for future use in the same individual? We call it a "top-up/top-off session" in the
USA. This basically means ongoing additions to maintain or improve density or appearance as hair
continues to degrade from the effects of androgens.
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