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(Initiative on Rare and Undiagnosed Diseases)
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(Japan Patients Association)
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(National Institutes of Health)
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(National Organization for Rare Disorders)
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(Pharmaceuticals and Medical Devices Agency)



B 3. HA

[N

O 0 N O

15
16

17
18

19
20

21

22
23
24
25
26
27
28
29

30
31
32

33
34
35

36
37
38

39
40
41
42
43

Global Genes : https://globalgenes.org/ (£88 2022-02-10)
International Federation of Pharmaceutical Manufacturers and Associations. (2017). (v1.0) - 1 (p.2)

APEC, Action Plan on Rare Diseases : https://www.apec.org/rarediseases/Action-Plan (88 2022-02-10) ; E4% @ , 55 7 [ APEC {RE2 - #2555/ \ 1
LANIVEE ¢ https://www.mhlw.go.jp/photo/2017/08/ph0823-02.html (88 2022-02-10)

Miyamoto and Kakkis, Orphanet Journal of Rare Diseases, 2011, 6:49; (v1.0) - 1 (p.1) (&8 2022-02-10)

EBEREE , FORRRERER - HORRAERKS - HOFABEERSHROEEREOEE | https://www.mhlw.go.jp/stf/seisakunitsuite/
bunya/0000068484.htm| (&858 2022-02-10)

—RAEEA BARESE - SomEEiEHES UPA) © https://nanbyo.jp/ (B8 2022-02-10)
SBENPOEA #BDT EHZIBLE R Y M7 —7 | https://www.nanbyonet.orjp/ (88 2022-02-10)
#IEIR > 2 —  http://www.nanbyou.or.jp/entry/4141 (B 2022-02-10)

APEC, Action Plan on Rare Diseases : https://www.apec.org/rarediseases/Action-Plan (88 2022-02-10) ; E4% &% , 55 7 [ APEC {RE2 - #2555/ \ 1
LANIVEE ¢ https://www.mhlw.go.jp/photo/2017/08/ph0823-02.html (88 2022-02-10)

BAEEERFEEE (AMED) © https://www.amed.go.jp/aboutus/gaiyou.html (88 2022-02-10)

EEREE , FORRRERR - HORRAEERKSS - HOFABEERSHROEEREOEE | https://www.mhlw.go.jp/stf/seisakunitsuite/
bunya/0000068484.htm| (&858 2022-02-10)

U.S. FOOD & DRUG ADMINISTRATION, Developing Products for Rare Diseases & Conditions : https://www.fda.gov/industry/developing-products-rare-
diseases-conditions (&8 2022-02-10)

European Medicines Agency, Orphan designation: Overview : https://www.ema.europa.eu/en/human-regulatory/overview/orphan-designation-
overview (£ 2022-02-10)

EEFH@E, HORRRAEER - HORRAERKS - A ORRABEERSHAOIETEFEDEE | https://www.mhlw.go.jp/stf/seisakunitsuite/
bunya/0000068484.html| (88 2022-02-10) ; U.S. FOOD & DRUG ADMINISTRATION, Developing Products for Rare Diseases & Conditions : https://
www.fda.gov/industry/developing-products-rare-diseases-conditions (£ 2022-02-10) ; European Medicines Agency, Orphan designation:
Overview : https://www.ema.europa.eu/en/human-regulatory/overview/orphan-designation-overview (£88 2022-02-10)

Global Genes : https://globalgenes.org/ (B8 2022-02-10)

Global Genes : https://globalgenes.happyfox.com/kb/article/7-exploring-treatment-options-for-rare-disease-pediatric-palliative-care/ (B8 2022-02-
10)

E4AFEE , I8EHR | https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000084783.html| (88 2022-02-10)

BLEHEE , HOERAEES - HVERRERKES - A OERABEERSERROETEHEOME | https://www.mhlw.go.jp/stf/seisakunitsuite/
bunya/0000068484.htm| (88 2022-02-10) ; EERIBR > 2 —, 2015 EHLSIRE S e GEERE | https://www.nanbyou.orjp/entry/4141 (&
B8 2022-02-10)

EvaluatePharma database, Evaluate Ltd : https://www.evaluate.com/ (£88 2022-02-10)

U.S. FOOD & DRUG ADMINISTRATION, New Drugs at FDA: CDER’s New Molecular Entities and New Therapeutic Biological Products : https://www.fda.
gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-and-new-therapeutic-biological-products (28 2022-
02-10) ; PMDA, HTEZRMDAGEME—%  https://www.pmda.go.jp/review-services/drug-reviews/review-information/p-drugs/0010.html (&858 2022-
02-10)

U.S. FOOD & DRUG ADMINISTRATION, New Drugs at FDA: CDER’s New Molecular Entities and New Therapeutic Biological Products : https://www.fda.
gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-and-new-therapeutic-biological-products (8 2022-
02-10) ; PMDA, FiEZERRDAGEHE—E : https://www.pmda.go.jp/review-services/drug-reviews/review-information/p-drugs/0010.htm| (Z88 2022-
02-10)

Bavisetty et al., Rare Dis. 2013; 1: 23579 (v1.0) - 1 (p.1)

PMDA EZ R EFEIREETEE | https://www.pmda.go.jp/review-services/drug-reviews/review-information/p-drugs/0010.htm| (88 2022-02-10)
International Federation of Pharmaceutical Manufacturers and Associations. (2017). (v1.0) - 1 (p.2)

Bavisetty et al., Rare Dis. 2013; 1: €23579 (v1.0) - 1 (p.1)

OECD Health Statistics : https://stats.oecd.org/index.aspx?queryid=30182 (88 2022-02-10)

OECD Health Statistics : https://stats.oecd.org/index.aspx?queryid=30182 (E88 2022-02-10)

BEREEEFEFEZES | http//www.jomg.jp/list/senmon.html (88 2022-02-10)

#RIEIRt > 2 — , R ER O NRIEHESERBRNERDIIRIC DUV T (v1.0) - 1 (p.4) : http://www.nanbyou.or.jp/upload_files/20190516_008.pdf (&
B8 2022-02-10)

JPA 2018 EEEBNRE (v1.0)- 1 (p.2) : https://nanbyo.jp/sokaihokoku/2018.pdf (88 2022-02-10)
/DT ELTELE R Y T —7 © https://www.nanbyonet.orjp/ (B8 2022-02-10)

AMED F& , 5 31 EFEEEDFTOMERREEEFEDRA >k (v1.0)- 1 (p.1) : https://www.amed.go.jp/content/000045324.pdf (88 2022-02-
10)

Adachi et al.,, European Journal of Human Genetics, 25, 1025-1028 (2017) (v1.0) - 1 (p.1)
BEEHEE , SNTEEDTNE TOREEREL SEBOEUEHICDULT & https//www.pmda.go.jp/files/000233224.pdf (B8 2022-02-10)

EEHEE, EREO—EIE (BS&B) ZEIcDLT  https//www.mhlw.go.jp/bunya/shakaihosho/iryouseido01/info02d-37.html (88 2022-
02-10)

HHERE Y 2 —  BEHREENOEREBMFIE | http://www.nanbyou.orjp/entry/5460 (28 2022-02-10)
R 28 FEATEREICEYT BFE (v1.0) - 1 (p.30) © http://wwwijili.orjp/research/report/pdf/h28hosho.pdf (BE& 2022-02-10)

World Allergy Organization : https://www.worldallergy.org/education-and-programs/education/allergic-disease-resource-center/professionals/
angioedema (£88 2022-02-10) ; Discover HAE : https://www.discoverhae.com/what-is-hereditary-angioedema (£88 2022-02-10)

BEEMENEEZE (HAE) 1B 2REDES, 7 LILF— 68(8),919-922,2019 (v1.0)- 1 (p.1)
Ohsawa et.al., Ann Allergy Asthma Immunol, 2015, 114(6):492-8

Berunstain et.al, Am J Manag Care . 2018 Aug;24(14 Suppl):5292-5298.

Zanichelli et al., Allergy, Asthma & Clinical Immunology 2013,9:29 (v1.0) - 1 (p.1)

Gall et al,, European Respiratory Review, 2017, 26: 160121 (v1.0) - 1 (p.6)

53



44

45
46
47

48

49
50

51
52
53
54

55

56

57
58

59

60
61
62
63
64

65
66
67

68

69
70
71
72
73
74
75

76
77

Qlife, HAE GEf=MEMEMZEE) IS DV T TE 2ERIEER © https://www.qlifeweb.jp/hae/ (B8 2022-02-10) ; HAE 53Rt > 2 — , EEEIEREMEER
HIAIRER © https://www.hae-info.jp/search/index.html (&8 2022-02-10)

MmA21EMES 2017; 28 (4): 443-450. (v1.0) - 1 (p.2)

NHK/\— kX v b, SNREFIFEA > THRLL | #EmUEENR > TV BT & https//www.nhk.or.jp/heart-net/article/40/ (88 2022-02-10)

BAAELESR  HREDODANEREOHIIZRHHERE 2015F (FR 27 F) 7816 H) | https://www.nichibenren.or.jp/library/ja/opinion/
report/data/2015/opinion_150716_3.pdf (&H& 2022-02-10)

BEHEE , FORRREER - HFURBERERKS - AOFRABEERSNROEESREDHIE | https://www.mhlw.go.jp/stf/seisakunitsuite/
bunya/0000068484.html| (88 2022-02-10) ; U.S. FOOD & DRUG ADMINISTRATION, Designating an Orphan Product: Drugs and Biological Products :
https://www.fda.gov/industry/developing-products-rare-diseases-conditions/designating-orphan-product-drugs-and-biological-products (&

B8 2022-02-10) ; European Medicines Agency, Market exclusivity: orphan medicines : https://www.ema.europa.eu/en/human-regulatory/post-
authorisation/orphan-medicines/market-exclusivity-orphan-medicines (£88 2022-02-10) ; —#&#tEEAN BAER - FmEEZESs PA) : https:/
nanbyOJp/ (B8 2022-02-10) ; NORD : https://rarediseases.org/ (EE& 2022-02-10) ; EURORDIS : https://www.eurordis.org/ (88 2022-02-10) ;
255 [PA DR 537 5 (2019 & 7 B¥47) ; Ohsawa et.al,, Ann Allergy Asthma Immunol, 2015, 114(6):492-8 ; Berunstain et.al., Am J Manag
Care. 2018 Aug;24(14 Suppl):5292-S298. ; Zanichelli et al., Allergy, Asthma & Clinical Inmunology 2013, 9:29 (v1.0) - 1 (p.1)

Orphanet, Rare Disease Registries in Europe (v1.0) - 1 (p.4) : https://www.orpha.net/orphacom/cahiers/docs/GB/Registries.pdf (£88 2022-02-10)
—E#EEAN BAR#R - HmEEES (UPA) © https:/nanbyo.jp/ (B88 2022-02-10) ; NORD : https://rarediseases.org/ (£88 2022-02-10) ;
EURORDIS : https://www.eurordis.org/ (588 2022-02-10) ; &% [JPA D) F37 5 (2019 F 7 BXIT) | RRHEFHEFRHSR © https/www.
yobouigaku-tokyo.or.jp/baby/public_index.html/ (588 2022-02-10) ; EEFHEE : https://www.mhlw.go.jp/stf/shingi/other-isei_513005_00001.
html/ (B8 2022-02-10) ; EEFERIFHRERME ERMKBSRRMEEE) BEDNEFRLLOLBEL I X MJICEY 2% | http//www.
nanbyo.jp/kenkyu/hokoku/H24siryo/51-63.pdf/ (£882022-02-10) ; EAFEE KEICH T 22=EEEICEET 2#ZE | https://www.mhlw.go.jp/
file/05-Shingikai-10801000-Iseikyoku-Soumuka/0000193831_1.pdf (588 2022-02-10) ; HARE T X HREXLHMEES & RO S [EXS
BRREICBITREEL YR M) DRRAITEEE] - https://www.jpma.or.jp/information/evaluation/results/allotment/lofurc0000005kg4-att/disease_
registry_analysis.pdf/ (588 2022-02-10) ; FDA Real-World Data Assessing Registries to Support Regulatory Decision-Making for Drug and Biological
Products Guidance for Industry : https://www.fda.gov/regulatory-information/search-fda-guidance-documents/real-world-data-assessing-registries-
support-regulatory-decision-making-drug-and-biological-products/ (288 2022-02-10) ; Sickle Cell Disease News : https://sicklecellanemianews.
com/2020/05/25/eurordis-urges-expansion-of-newborn-screening-initiatives-across-europe/ (288 2022-02-10) ; BEH@EE EU Ic Bl 2ERER
ICR8d ZHE - https://www.mhIW.go.jp/ﬁIe/OS—Shingikai—]0801000—Iseikyoku—Soumuka/OOOO193830_1.pdfs (888 2022-02-10) ; Orphanet, Rare
Disease Registries in Europe (v1.0) - 1 (p.4) : https://www.orpha.net/orphacom/cahiers/docs/GB/Registries.pdf (88 2022-02-10)

=55 [JPA DR 8375 (2019 F£7 B¥T)

NORD : 2017 ANNUAL REPORT (v1.0) - 1 (p.2)

EURORDIS : FINANCIAL REPORT 2017 (v1.0) - 1 (p.4)

—MRAEEN BAER - HREAETGES UPA) | https: //nanbyo;p/ (88 2022-02-10) ; NORD : https:/rarediseases.org/ (B8 2022-02-10) ;
EURORDIS : https://www.eurordis.org/ (88 2022-02-10) ; =55 [JPA bR 55375 (2019 & 7 BH{7) ; Living Rare, Living Stronger : https://
livingrare.org/ (88 2022-02-10)

RERT , EMBOEE & WEDEAFE 2019 (DT & (v1.0)- 1 (p.2) : https//www5.cao.go.jp/keizai-shimon/kaigi/cabinet/2019/2019_
basicpolicies_ja.pdf (B8 2022-02-10) ; Lt 7 MEREDFRICLBDERDMEL] BLU ERERT —2N—XDERICLZEXRERENHR
DHEHE] SHEAEHR https://www.kantei.go.jp/jp/singi/it2/iryoujyouhou/dail/siryou7_1.pdf (88 2022-02-10)

HRBERtE 2 —BHEEERE (BEH#R) SHREIIFEES | https//www.nanbyou.orjp/entry/5354 (B8 2022-02-10) ; #RIEHR > 2 — 5 EK
BEBRSHOEIFFES | https://www.nanbyou.or.jp/entry/1356#p08 (588 2022-02-10)

EvaluatePharma database, Evaluate Ltd : https://www.evaluate.com/ (£88 2022-02-10)

PMDA, 28 41 BIHAERRERERFFAIER 2 A—T7 7> FZ v JOBERICAT T © (v1.0)- 1 (p.6) - https://www.pmda.go.jp/files/000205949.pdf (&
#2 2022-02-10)

EEFH@E , HORBRAEER - HORRAERRKS - A ORRABEERSHAOIEEFEDEE | https://www.mhlw.go.jp/stf/seisakunitsuite/
bunya/0000068484.html (88 2022-02-10) ; U.S. FOOD & DRUG ADMINISTRATION, Developing Products for Rare Diseases & Conditions : https://
www.fda.gov/industry/developing-products-rare-diseases-conditions (588 2022-02-10) ; European Medicines Agency, Orphan designation:
Overview : https://www.ema.europa.eu/en/human-regulatory/overview/orphan-designation-overview (£882022-02-10) ; \|REMFft 855 - &
DERENROERFHZENM ] REEREF 2011 Vol.60 No.2 p.105- 111

EvaluatePharma database, Evaluate Ltd : https://www.evaluate.com/ (£ 2022-02-10)

Rare Disease Impact Report: Insights from patients and the medical community. Shire 2013 (v1.0) - 1 (p.4)

EURORDIS Undiagnosed rare diseases : https://www.eurordis.org/content/undiagnosed-rare-diseases (88 2022-02-10)
Rare Disease Impact Report: Insights from patients and the medical community. Shire 2013 (v1.0) - 1 (p.4)

World Allergy Organization : https://www.worldallergy.org/education-and-programs/education/allergic-disease-resource-center/professionals/
angioedema (BH& 2022-0210) ; Discover HAE : https://www.discoverhae.com/what-is-hereditary-angioedema (£88 2022-0210)

BEEMEMNZE (HAE) I8 2:E0ES , 7 LILVF— 68(8),919-922,2019 (v1.0)- 1 (p.1)
Wilson et al., Ann Allergy Asthma Immunol . 2010 Apr;104(4):314-20.

#% - NRIBHERERFR c BERV—F277)—7 (B3E) ThETIIRENER EEAHMEERR | https://www.mhlw.go.jp/
content/10905000/000558501.pdf (88 2022-02-10)

#% - NRIEERSERBEME - BRTY—F 27 7IV—7 (B3 E) INETIORENEER EEFMEHR | https//www.mhlw.go.jp/
content/10905000/000558501.pdf (£E8 2022-02-10)

ENIR B EEMZE > 2 — | https://www.ncchd.go.jp/center/activity/cancer_center/cancer_hospitallist/index.html (288 2022-02-10)
i 1kMmEs 2017; 28 (4): 443-450. (v1.0) - 1 (p.2)

WFH Report on the Annual Global Survey 2010. (v1.0) - 1 (p.8) : https://www1.wfh.org/publication/files/pdf-1427.pdf (£E& 2022-02-10)
European Commission, European Reference Networks : https://ec.europa.eu/health/ern_en (88 2022-02-10)

European Commission, European Reference Networks : https://ec.europa.eu/health/ern_en (88 2022-02-10)

Guo et al., Orphanet Journal of Rare Diseases (2021) 16:515

NORD, MAJOR MILESTONES : https://rarediseases.org/wp-content/uploads/2014/12/NORD-TimeLine.pdf (£882022-02-10) ; Rare diseases group
celebrates Quincy ME star’s role in Orphan Drug Act : https://www.in-pharmatechnologist.com/Article/2013/01/03/Rare-diseases-group-celebrates-
Quincy-ME-s-role-in-Orphan-Drug-Act (88 2022-02-10)

Disorder: RDFF, WE JUST WRAPPED OUR FESTIVAL IN SAN FRANCISCO : https://www.rarediseasefilmfestival.com/about2 (£E& 2022-02-10)
RARE DISEASE DAY : https://www.rarediseaseday.org/ (£882022-02-10)

54



78
79

80

81
82

83

84

85
86

87

88
89
90

91

92

93

94

95

96

RDD JAPAN, Rare Disease Day, 2 BRi&BItHRFED - BEAMREDA : https://rddjapan.info/2020 (B8 2022-02-10)

EURORDIS (EFIM#(c K2 EIEICEIT 5% https://www.eurordis.org/content/eurordis-policy-financial-support-commercial-companies (£
B8 2022-02-10)

MHRA Blue Guide 2014 — Advertising and Promotion of Medicines in the UK : https://assets.publishing.service.gov.uk/government/uploads/system/
uploads/attachment_data/file/956846/BG_2020_Brexit_Final_version.pdf (Z88 2022-02-10)

Eye for pharma, Where pharma'’s real value gets real recognition : https://eloqua.eyeforpharma.com/LP=23914 (&8 2022-02-10)

Children’s National, Virtual Care Programs and Services : https://childrensnational.org/departments/telemedicine/programs-and-services (88 2022-
02-10)

The hub-and-spoke organization design: an avenue for serving patients well (v1.0) - 1 (p.1) : https://bmchealthservres.biomedcentral.com/
articles/10.1186/s12913-017-2341-x (&85 2022-02-10) ; Health care hubs-and-spoke models : https://www.floridatrend.com/article/26541/health-
care%5ehubs (B882022-02-10) ; Izumikawa ., International Security 2020; 45 (2): 7-50. (88 2022-02-10)

European Reference Network, eUROGEN Urogenital Diseases : http://eurogen-ern.eu/ (B8 2022-02-10)

European Commission, European Platform on Rare Disease Registration : https://eu-rd-platform.jrc.ec.europa.eu/ (B8 2022-02-10)

ADAPT SMART, Accelerated Development of Appropriate Patient Therapies : http://adaptsmart.eu/press-release-innovative-medicines-initiative-
launches-adapt-smart-an-adaptive-pathways-project-with-32-international-participants/ (88 2022-02-10)

EURORDIS New Project to Improve Timely Access to Medicines : https://www.eurordis.org/content/new-project-improve-timely-access-medicines (£
B8 2022-02-10)

HREHT7 VLA, Join (EEBFEERIZI 27— 3> 7 7)) : https://www.allm.net/join/ (E88 2022-02-10)

PatientsLikeMe Living better starts here : https://www.patientslikeme.com/ (88 2022-02-10)

CISION PR News, Paladina Health Acquires Activate Healthcare to Amplify Impact of Primary Care Nationwide : https://www.prnewswire.com/news-
releases/paladina-health-acquires-activate-healthcare-to-amplify-impact-of-primary-care-nationwide-300779129.html (88 2022-02-10) ; OPEN
MINDS, Everside Health Acquires Direct Primary Care Provider R-Health : https://openminds.com/market-intelligence/bulletins/everside-health-
acquires-direct-primary-care-provider-r-health/ (88 2022-02-10)

AlA Vitality, Fitbit Benefit Guide : http://www.aia.com.au/content/dam/au/portal/vitality/content/benefitguides/AlA-Vitality-Fitbit-Benefit-Guide.
pdf (88 2022-02-10) ; CBC Manulife to offer Canadians discounts for healthy activities : https://www.cbc.ca/news/business/manulife-fitness-
insurance-1.3439904 (£ 2022-02-10)

BCG report-How the Best Corporate Ventures Keep Getting Better, August 2018 : https://www.bcg.com/publications/2018/how-best-corporate-
venturers-keep-getting-better (%88 2022-02-10)

Global Genes : https://globalgenes.org/ (£#8 2022-02-10) ; International Federation of Pharmaceutical Manufacturers and Associations. (2017). (v1.0)
-1(p2)

Rare Disease Impact Report: Insights from patients and the medical community. Shire 2013 (v1.0) - 1 (p.4) ; World Allergy Organization : https://www.
worldallergy.org/education-and-programs/education/allergic-disease-resource-center/professionals/angioedema (588 2022-02-10) ; Discover

HAE : https://www.discoverhae.com/what-is-hereditary-angioedema (588 2022-02-10) ; &M E M ZEE (HAE) (LB 2REDES, 7 LIV
F—68(8),919-922,2019 (v1.0) - 1 (p.1) ; EURORDIS Undiagnosed rare diseases : https://www.eurordis.org/content/undiagnosed-rare-diseases (B8
2022-02-10) ; Ohsawa et.al.,, Ann Allergy Asthma Immunol, 2015, 114(6):492-8

Miyamoto and Kakkis, Orphanet Journal of Rare Diseases, 2011, 6:49; (v1.0) - 1 (p.1) (588 2022-02-10) ; EvaluatePharma database, Evaluate Ltd :
https://www.evaluate.com/ (£E8 2022-02-10) ; U.S. FOOD & DRUG ADMINISTRATION, New Drugs at FDA: CDER’s New Molecular Entities and New
Therapeutic Biological Products : https://www.fda.gov/drugs/development-approval-process-drugs/new-drugs-fda-cders-new-molecular-entities-
and-new-therapeutic-biological-products (£ 2022-02-10) ; PMDA, $TEZEmDEGEHEE—% | https://www.pmda.go jp/review-services/drug-
reviews/review-information/p-drugs/0010.html (£88 2022-02-10)

NORD : https://rarediseases.org/ (BH8 2022-02-10) ; EURORDIS : https://www.eurordis.org/ (B8 2022-02-10) ; &5& [JPA DR 537 5 (2019
F7BET)

55



9 5 DOFEMEEITIE
% srsamEpEELEL

1 FETEEENS

BABBRD FEDSB,
BVRBRDSIS  momssms Lo
547, ¥1/2
%
(~20214F) : (20184F)

& mvmsoms O HRS TR
7000 350005~
] b\ﬁbb\@ﬁ'»ﬁ%&%ozuxa
: (BERICBVTHES00HA) -

Q #zinm



BEDLESEDY) LFFE

BAOFREFMRERMDEZNIE
BRKD

(2017-2018%F)

FEESZHIE TIC

™ 6~8=

KXARITHITHEM EEMEEZE
SRTE CORAM 13.85F, B2HIZ16% (K TIE70%LL £)

RBORERE

U)EEW%RH/




Takeda

© 2022 Takeda Pharmaceutical Company Limited. All rights reserved.



